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Ju ly  1, 1966 

t E a d s  of I t s t i t u t l o n s  Zecelving 3i5lic Health Service Grants "A - '.I 

2:. 
ILX oiving human beings , including clinic&.', reaearch, pointing out  2l.e a a 4  
l o r  group review t o  pro tec t  the right6 aod welfare  of the  hmzn sub;accs 
izvolved. The oziginal  pollcy invoPqed oilly :ka support 05 rzsearci szL 
ixsaarch  t ra ining.  
!.:.1 . p a n t s  and awards of the Pabl2c Zealth Service i n  the o q g o r t  of rL- 
.I . .:.- .L, zzaining, o r  demonstro:im projec",, including the p r o j s c t s  su2- 

. A~ .:olicy is not  applicable t o  grants i n  s\~pport 02 constructioi-, d tc--  

. .-... .; r.-..=--wiitions, or  research resources -- it is obviously applicabld CD 

,-.: - :ALc 9aa l th  Service pro jec ts  using k e s e  f a c i L i t i e s  and resources. 

aruary 8 ,  1966, 1 izssusd a po;.lcy sisstement r e l a t k i g  t o  i ~ v ~ ~ ~ c i g & ~ h ~ s  

The appl ics t icn  of tM3 pol icy  has b s c  a t e n d e d  t o  

. . . - . . ._  

,r ~ :--i p&.T*gi ganeisl -1 .e" ,- -.-rC.u .---- 3 4  -...; I .-= ~,,cse 05 fellaqs c=z ~ y . ~ i = ~ ~ s .  . 
._ 8 . 

.- .. .. .,. 
..( 

" >I. '. . 
. ., :. . ifi. .  ~ i o a  of procedure. 
L. L:.Z ;;,-*zsinents between each grmtee i r s t i t u e i o n  and the 3Ublic Ha;rl%tI, 
L .-- . Lse -,:-:~c:I w i l l  obviate t he  necessi ty  f o r  providing de ta i l ed  assurance 
w:.:;;: Lac;; q p i i c a t i o a .  Attached t o  t k i s  memorandun i s  a statement of re- 
'vi .sir; po:i.icy and p r o c a k r e  (Policy z d  P~ocedure  Orler 129) which has been 
- ~ s i l g d  ac ny i n s t r x t i a n .  

.. :;Lined i n  administering t h i s  poXcy Lis hi t o  r ev i s ion  and 
The Ecjor  2 z o c s d m z i  revis ion is  one f o r  

.. . . , . ,. - 
. .  
. .  

The YL:blLc HealEI, Sawice  w i l l  c o n t b u e  i.ts study of the i s sues  02 invzsti- 
gat: - ..s I:.-;c.,viz~ L x z  subjeczs. -3 y,,zienca shows the  need f o r  revised 
o r  z...pei.c.x. policy o r  proce&..xcs, these wlll 'Ds developed. 
ple;.iad :o racoive auggestions an2 Info--tior; from o f f i c i a l s  acd iavesri- 
gatoza 02 grantee i n s t i t u t i o n s  t o  assist the  Service i n  the  conduct of F23 
8 tuea/ ,, 

X shall be 

I ti-cbt that these revisions,  reflective of t h e  advice I have r e c e i w d  
from Z I Z A ~  of you, w i l l  f a c i l i t a t e  your tiischarge of t h i s  important obliga- 
t i on .  

c 

W i l l i a m  H. Stewart, X.D. 
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811 Public Xealth Service Grants and Awards 

. ; c ,  '.. . . ., ., . ___. . 
.-.,. L&~--...-; . .. . 
i:'~, i~,e;-:>stion icv.r. 'L~~;:;s huczil beings s h a l l  be cxarded 
by i7kc . . ~ : j l i c  Eea lz i  32rv ic l  unless  the grantes hzs 
;,-Lit..'-.- .-'-=d i n  the  z?;Il-aticz the  manner i n  w h L ~ k  S-x 
g r a x 2 e  i n s t i t u t i o n  wll l  provide p r i o r  rsvisw 02 the  
judgment or' the pr inc ipa l  i m e s t i g n t o r  OT 2rogra-m 
d i r e c t o r  ky a cammittea.of his i n s t i t u t h z - e l  associeces .  
This  review should esxre L'.= independezlc 6eterminet;c::: 

the  ir-tLvidual of 
individuals  involve5 (2) g~J.jlerR~Q.r~riste3ltZ+ r- 

eethogs used t o  s e w x  info;=msd consent, zi=d (3) 05 &e 
-tentiz1 . of the invest igst io- .  
A descr ip t ion  of tne committee of the  associates  who w i l i  
?rovide the review s h s l l  be included i n  the app1icc::im." 

renewal, .,= 3 :ntiz.:;stion reseerch or resezrch 
, .  grant i; su:;:_;srt ci c l i n i c a l  research ~ 2 6  

. c -  

c -9 

- ,  
-:-2 

(1) of tha r i g h t s  e-i 'Je.Lf-3 af --- ~ . ._ 
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_. 
as;Lrx.tt s ~ i  i t s  attac'kaents s'nsll be transmitted tc ::'ne Publlc 

. -  . . ~ a ~ c , - .  S ~ v i c c ,  I:. care of t he  Chief, X v i s i o n  of Researc;? 2rants. Wiien 

*.-sic:, Divisior. or' Research Grsnts, s h a l l  so  not i fy  both the responsl'ilz 
-.If l c ia l  of  :he grantee i n s t i x t i o n  involved and a l l  Public Health 
,ervice Z ! X ~ Z Z . : . . ~ X - ~  research pzogram of f ices .  

iack grzazza L x t i t u t i o n  shall r-zport current21 sny changes i n  i t s  
-ol:sies, i t s  ?rocedures, o r  :he competencies re2resented on i t s  c o m i c t e e  
..5 , rsocfstes.  

,he T . . L 7  y..ILi~ * Heslch Service has reviewsd and accepted the assurance, ti,? 
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. .  .. . 



ai ,3ii51Lc Eaalth Service policy and Procsdure, . -  . :..:XL::I~CZ 3s X?G #12S , Revised, JL>Y 1, 1466, requixes tha t  each inst i tui io-a  
:-ic+:..vir,g :;CfJi)OKi from iAs PuJi ic  Health Service for  pro jec ts  t h a t  include 
c -1.2 .. 
I::s:-.tut i c ;c -wide  statement of ossur.mce conccrning invcnt igntions L'h:i[ tirvoivc? 
:.. b;:zLi'. 

'4 

invss; . .gation of human subjec2s sene t o  3 s ,  and have approved, nn 

S U ~ , ?  cc t S. 

.._ . .  . .  . . .  : . . .  . .  
. t .r::..- 
, ... ... . . .  
. . .  ._.. , . ' _  . .  .. 

Vc skl'l.  ziso need attachmaits t o  t h i s  s t a t eaen i  a descr ip t ion  of t h e  
fa '  - w i i .  _.I: 

. \  1. .. ~ i i e  reoui.rements at your i n s t i t u t i o n  f o r  t h e  following -- 
a. 

iai ?;-otecting the r i g h t s  and wzifare of tne subjec ts ,  
oil the appropri.atsness of ti12 mecholis used t o  secure the 
informed consenc of t ke  subjzccs, and on t h e  r i s k s  and poeeFtial 
ribedic61 benafiis oi t ; ;s  Lnvescigation (pleasa see sec t ion  III 
A on page 2 and sec t ion  IV on page 3) 

1). 
changes i n  inves t iga t ive  prorocol , which  mly a f f e c t  the 
subJects ,  before such changes are made, and emergent problems 
o I  inves t iga t ion ,  which may a f i e c t  t h e  subjec ts ,  w l r m  such 
probieins OCCUT + 

c. Conveying the advice of the committee of assoc ia tes  t o  the I 

Group review and decis ion on the adequacy of provis ions 

Bringing t o  the a;=cntion of the committee of assoc ia tes  

lnves ~ L g c t o r  concerned i 

J. Assbring tlic institution t h a t  the inves t iga tor  follows 
the a iv i cz  of the  committee of assoc ia tes  ( please see sec t ion  
IV on ya;e 3) 

2. The competencies represerited i n  the committee of assoc ia tes  
(please see sec t ion  III A on pags 2 and sec t ion  I V  on page 3) * 

3. The sources of consul tants ,  i f  employed (please see sec t ion  
;V on page 3) 

&. ?Tovi.sion of f a c i l i t i e s  and professional  a t t en t ion  necessary 
la-: che lwili . ;  and safe ty  of the subjects  (please see sec t ion  I11 
A on page 2) 
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5 ,  yne appllcabiiicy of your stbtement, i.e., whether to the 
inszitution as 6 whole or 50 a specified compooenr of the 
inacitution (piease see section on' page 3) 

Yous sarly re2ly will help us hasten the review. 
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* :  

In accordance with the of the Surgeon General of the 
* !. 

. .  . :  r 
United States Public Vanderbllt University has taken steps' . '  ' - .  ;. 

to clarify and regarding investigations on human ' . . .  

; . . . : 
a .  

* . I  

i .  

. .  . . .  . .  

, 
' .  . 

. !  

. .  

. * .  subjects. The are as follows: 

human subjects, prror review and 
', endorsement by an independent commi'ttee of peers is required. 

"\ 
shall be obtalned from the participating .* 

the Unlvcrsity has appointcd a Commlttec 

provide prior review and contlnuinLsJr- * 

--.--.---.-- 
\ 

Investigations involving human subjects, regardless . 

Before such projects are undertaken, a written pro- 

the Comittee on Clinical Investigation; If changes 

. ---- 
. .  

--_---I_ ---.-. -.A ---- * 

\ 
in experimental approach are made in the course of the project, the investigator , 

--"--.I- -- ,I__-___I+- --. - --- --.--_I 
. .  

. i '  will seek prior approval o f  the Committee on Clinical Investigation. -- ..--__C_- - 
c- 

* .  

>--- 

I t -. i .s&nders .,,.-..--..-. toa.Lth*t,t̂ heAvg:cj - g..t,.,r.w!~~__take-"~!.l- i gec!--rt~p~%,i n f o m  
/' \\ 

,J __-- .---------: -.---- .. -___ the subject of':h-is legal guardian ( o r  both) of the nature and possible risks of 

the procedure. 

with the procedures approved by the Committee on Clinical-lnv-estfgation. 

. . - _.,._- > --e.-.. -- .--. 
. .  

Documentation o f  the Informed consent will be kept I n  accordance. -- _..,..-....--.-..-*- .._. ------- - .rrr 
L' , .  ~-- -̂ ----- _.--_-_-- --- --.---.-* '.. 

These pol icles are designed to underscore the Institution's attentlon to 

I the inherent dlgQnlty and r l g h t s  of man within a climate of  1ntellectual.vlgor .. 

end scientific excellence. .. 
. .  

Rob Roy Purdy 
Senior Vice Chancellor 

. .  
* .  Director of Medical A f f e i r s , r s a  : 

School of Hcdlclne 

u 
. .  

'f@3248$. . .  
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CLlN I CAL I NVESTl GAT1 ON PROPOSAL 
* . ' !  Datc: ." 

. . * .  e .  .. - 
,. . 
. _ .  '4 * 

. .  

. ' .  *. . . TITLE: . 

* : : 4 
' .. 

. .  
* .  Principal lnvesttgator or Project Director: 

. .  . . .  
. .  Period Requested: . .  Grant No: . - - Type o f  Grant: *'Research 1 /; Training / /; Other: * .  . 

- - - 
Now f f ;  Compotlng Roncwal/ /; Cont\nuotlon/- / .. , :: ' 

. .  . .  . .  
For continuation grants, under Section A, B and C,.indlcito .., . : 

. .  I 
only changes i n  procedures involving human subjects. : ' 

,. . . ,  . . 
. .  

. .  . .  
A. List type(s)  of subjects to b.e studied: 

procodures to be carrfed out on that-group (see example attached 

. .  .) 

\. . Below each group of patients or volunteers, indicate the Invest; atlone\. 7 . . .  . . .  
. . . .  

. *  
. .  . .  

1 .  .. . 

, . . .  . . . .  . .  
. .  

. .  

. . .  * .  . .  
.. . 

'. * 

- .  

.. - .: . . .  . . . . .  . . .  
6 . , '  

., ' . . .  
. .  



.- - 

. .: ' 

. -  * 
INFORMED CONSENT 

.- - 

. .: ' 

. -  * 
INFORMED CONSENT 

t t 

:: \ .. . 
a .  

I:.. 

1 
i. . . .  : 

* I  ... 
, , 0, The consent form which is approved for  inclusion in the Medical Records . , ' 

If thls 

-tion of the methods to be used in obtaining informed consent must be 

. .  . .  * .  of patients in Vanderbilt University Hospital is attached. 
consent form is not to be used in all of the proposed studies, an ezplana-' 

Included on a separate sheet headed METHOD FOR OBTAINING AT40 DOCUME~iTl.NG' :' . .. i EIFORHED CONSENT, . .  

'4 * . 

I '  
I 

. .  . .  
. . . . , . .  . . .  , . . :  . .  . .  ' .  . . .  

. ;  

. .  

. .  . I .  . . .  

. .  

. .  . .  * .  

I . .  
e .  

, * . .  I :  . :  ! 
i 

* . !  

E, 1. Radioisotopes will be admlnstered to human volunteers: 
I .; 

* .  

1 - '* 

* 2. If "Investigational New brugs" ar.e to be administered to human volunteers, 
D copy of the appropriate F.D.A. application accompanies this proposal 
if this has been filed. 

of the approprlatc F.D.A. appl  icatlon wlll bo subrnI ttcd to tho Corn{ t tao  ..I( 
on Clinical lnvcstigation prior to use of such agent. 

r 

I f  investigational drugs not so covcrcd aro  uscd in tho study, a COPY 
1 ;  ; 

. .- .,. .. 
d 3. Written evidence of informed consent w i l l  be obtained in all investige- . ' 

tions involving human subjects'. 

- ..,._..__. approacn are EO vc wauG LllY . Y.w. - 
of- approval of the Committee =Clinical Investiqation . a  , '  

. .  . .  

_ .  . .  . .  
. principal Investigator . * .  . .  .: . .  

. .. . . *.: . ., . , 
. or 

. .  

. ,. . Program D i  roctor . .  

. .  . .  . . .  
' I  . .  

. . .  , .. . 

. ' .  . .  . .  . .  
r. ' '. . .  - .. a .  . . .  . . .  . : '  . . .  . .. 



EXAMPLE OF INFORMATION NEEDED \ N  SECTION A 
,- 

. . . . .  * # .  t 

* . I  . i .  

' .. 

I 

. I  

. .  

. .  4 

* .  1.' 
* '  : I 

A.  Llst type(4) of subjects to be studled. Below each group of patients or volunteers, 1 ist the lnvestigatlonal procedures .:. ' . ?  

1. ,- Adult Patients with Paroxysmal Nocturnal tiemoqloblnurla. 

. .  . . . . . .  to be carried out in that group: . .  . .  . .  
. . . .  . .  

. i  

! 

. .  
. .  

. .  
* .  

* .  
. .  

. .  . . . .  

. .  

a. Therapy with androgen, vitamin E, transfusion and/or. Ifon. , , ., 
. ,  

. . .  b.  

c. Bone marrow cxamlnation. 

d. Ferrokinetlc studles. ' 

Blood, urine and stool collactlons. 

'. r ,  . ' . .  , a .  

a- 11 t Volunteers. (Hedical Center Personnel) . . . . .  . .  . . .  . . .  
. I  

. I  . . , .. 

.' , 1 . . . .  i 
. .  

a. Bloc od collections. 

3 .  Volunteer Investiqators. 

. . .  
I a. Blood collectlons. . . ,  

. i  b.  Ferroklnetic studies. 
. I  

4 '  . Hematologlc Diseases-. (Patlent Controls)'. ...... 

. . .  .. a. Blood col lectlons. 
. .  

' 5. Pr! soner Volunteers. ' .. '. . . . . .  
- .  

. *  
I. . . .  
. . . .  . .  

. .  
. .  

* '  

a. Fcrroklnetlc rtudles. 

b. Blood collcctlons. I ' .  I 

) 
. . .  

6. Volunteers Pcdlatric Age Group.. 
. .  . .  . ,  . .  

. .  

'4- 
. .  

5' 

I Q32188 . . .  
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. . .  8 . 1 .  I . .-:. , . *. , ..\ ! 
The intra-Universi ty  t r a n s m i t t a l  form which accompanies each . . . .  
USPHS g r a n t  proposal contains  t h e  following s ta tement  which is . ., . . . .  . .  

1 b. 
* i ' . !, ' .  ' 

' .  . ,  . . I "  i 
signed by t h e  Department Chaiiman: 

B -  

1 .  . I .  :: i: 
* . a : ' . ,  . .  . I  

"In s t u d i e s  , involving human sub j c c t s  , thc r i g h t s  and welfare 
. I .  : ' .  1 .  . : .  

* . ' i .  , ;  
. I  . * !  

,. . .  :' 

* .. . ... . . : . . ' %  

.. . . I  

I ',I, i 

o f  the ind iv idua ls  and ilic risks and p o t e n t i a l  medical bcnc f i t a  ' , . . 
have been reviewcd. a .  

. .. No new s t u d i e s  o r  changes i n  the present  * . * . .  
* :  I .  

, .  
protocol w i l l  be undertaken in human subjects without p r i o r  
approval of the Vanderbi l t  Committee on C l i n i c a l  Invectigation e'' ,, 

. . .  . . 

. .  . _.. . ,  
. .. e .  a .  * .  

. ... 1 . .  

. .: 
' /  

. .  

: !  
, . . C .  

* !  ' . .  . . . *  

' !  

I .  . .  
. . .  . .  

I. 

I 

. ' .  

. .  
' 5 ,  '.. .. 
: : 

. .  
. .  , . * .  * . *  

. ? '  . . ... , I . . .  

. . .  
% .  

. .  

. -  

.I 

d .  

. .  

L 

. .  

. *  . .  

. . .  . .I ' _  

. .  

.. 
I 

. .  

, 

. a .  . .  
. .  
. .  

. .  , .  
! *  . .  

. . .  1 

. .  
I , .  
I 

! 

. .  

a .  



,. .. . . - . .  - . .  . .  
._ ,.. .. ..a , ...' 
. I  . .. 
. .  

Procedures f o r  t he  Implementation of Vnndcrbil t  ' s Policy on Inves t iga t ions  

... 
d 

. 3636. 

. , .  * -  

, a .  

' u  

Involving Iiuman Sub j c c t s  
. . .  . .  

.. ' . .  . .  . ,  * .  The prcccding at tached statement of Vandcrb i l t ' s  Pol icy on Inves t iga t ions  . .. . .  

of  Medicine and t o  a l l  Deans and Departmental Chairmen i n  t h e  Universit] . .  . ' :  
fol lowing t h e  acceptance of t h i s  po l icy  by t h e  United S ta tee  Publ ic  Health: a ,  

involving Human Subjects will be s e n t .  t o  all f a c u l t y  mernbers of the School ' *  
. i  ; 

. .  . . ' .I Service 

, . .. Vandcrb i l t  Universi ty  Committee on C l i n i c a l  Inves t iga t ion :  
. .  

The fol lowing a r e  t h e  academic pos i t i ons  of  t h e  membere of the Vanderbi l t '  * * .  
Univcrs i ty  Conunittee on Cl.inica1 Inves t iga t ion :  

Clr;\inn;\n 0 f t:hc calllnittcc! : 
! 

! 

_c_ 

Associate  Tk-ofessor of Mcdicinc and Pharmacology ( C l i n i c a l  Pharmacology) 
I 

. I  

Secre t a ry  of t h e  Committee: . .  

. . .  Direc to r ,  Office f o r  Sponsored Research (School of Medicine) 

. .  '. . Associate Profcssor o f  'Psychology 
; 

_ _ _  ~ 

Associate Professor of Mcdicinc (Staff of  t h e  Thayer Veterans Adminis*a- ' '- i t i o n  Hospital)  I .  * .  

. . .  *. . .. . . .I i . .  
. I  

A s s i s t a n t  Professor  of  P e d i a t r i c s  (Cardiovascular LReeearch) .' 

.. . . . . ,  . 
3 .  

Associate  Professor  of Surgery , . .  
. .  

Associate  Professor of Medicine and Radiology 

Associate Professor of Physiology 

. .  

Professor  of Medicine (S ta f f  of Nashvi l le  General Hospital) 

Professor  of Philosophy (Research i n  Medical E th i c s )  

_, .. . . .  

. .  
\411crc l-cq\li.rcd, cone\h.ti\tions arc! r c q w s t c d  by t h o  Committec frm * - * . . 
individ\ ia lu  who can contribute epcc in l  knoctlcdgc regarding tho o c i e n t i f i c  . merit and t h e  rida of propoecd invcot iga t iona .  . .  . .  

.. 
. .  

, .  . 
1 .  

. .  . ,  , . .  
. . .  , 
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'. . .  
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VANDERB I LT UN I VERS I TY MED I CAL CENTER 

'Lf e .  , .. . 
Consent for Clinical, Research Study 

TITLE OF PROJECT: 

PROJECT DIRECTOR: s .  

to participate as a volunteer In a program of lnvcstlgatlon under the super- . .  ,.. 
vlsion of Or. 

Date 
' ,  

' I  

t 

This Is to certify that 1 hereby agree 

Tho studlcs havc been deflned and fully explained by Or. 
and I undcrstand that thc studlas w i l l  Involve the 

fol lowlng spcclol proccdurcs: 
I 

. . . *  ' .  ' 

, . L  

. .  . 

. a  

. .  

. .. 

. 
... * 

- 

.I I 

. .  

. .  

l '  
I -  , .  . ,. . 

.. 

W 

___LL .. Volunteer's Signature Date 
(or parent or guard1 an) . . .  , .  . .. 

' I, tho undersigned, have defined and fully explalned the studles Involved t o '  f 
t h e  above volunteer. 

. .  

' . .  
. .  . . .  

* . .  
:' . . 

w 
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1 1 1 .  Relation of  Other Committces to the Committee on Clinical Investlgetion: * .  

review and approval of all projects in which radioisotopes are used 
human subjects; 
is required, and the administrative mcchanlsm for review of projects b y .  
the Vanderbil t Comrnittcc on C1 inical lnvcstlgation Automatically brings 
these investigations before the Radioisotope Committee. 
the Radioisotope Committee i s  also a member of the Committee on Cllnlcal 
Investigation. 

r * .  

Radioisotope Committee: The Radioisotope Committee provldes prior ' . ,  e . .  , :  ' 

in . . .  
For such projects, thcrefore, approval of both committees - e . .  " 

. . . .  
. ,  * *  . . .  One member of 

The Radioisotope Committee i s  assisted in Its functions 
. . .  

. .  
by a full-time Radiation Safety Officer, Or. Sam H. Lott. '. , 

Advisory Committee to the Clinical Research Center: A conriderable ' '  . 
proportion of the clinical research at Vanderbilt University Hospital is 
conductcd on thc 21-bcd milti-categorical Clinical Research Center. From - 
its Inccption, thc Advisory Conunittcc of thc Clinical Rcscarch Ccntcr has . 
provided prior rcvicw of projects carried out on thc Ccntcr, and has con-., 
sidercd thc scicntific morlts of the projccts and thc risks and rlghts of 

approval. 

attending on the Center, he i s  an ex-officio member of the Advisory Com- 
mittee and thereby keeps the cornmi ttce in touch with the day-to-day op- 

, 

the subjccts involved as integral parts of the process of revicw and 

multi-categorical centcr thrcc timcs weekly; during the time that he Is 

the Clinical Research Center Advisory Committee Is also a member of the 

. .  
An attending physiclan makes rounds on all patients on the - . .  

. '  
eration of  the Genfsr and the conduct sf projscts thsreon, Qne member of * . . I .  

. *  

University Committee on Clinical Investigation. 
. . .  

, '  

Sub-committee on Non-medical Projects in the University: To assist . . 

and consult with the Committee On Clinical 
University projects arising outside of the medical school which are primarily . 
in the areas of psychology, sociology and engineering, a sub-committee com- 
posed of two psychologists, one sociologist, one engineer and one philosopher 
has been appolnted. This group reviews and comments on these projects before 
they are submitted to the Committee on Clinical investigation for final review; 

Investigation in the rev1eb.r of 

, '  

.. 

and approval. . . .  

Committees in Vanderbilt Affiliated Hospitals: A Committee on Clinical 
Investigation has been in operation f o r  some time at the Veterans Admini-stra- ' . . .  . 
tion Hospital. 
human subjects within that hospital. 
tion Hospital committee is also a member of the Vanderbilt Committee on 
Clinical lnvcstigation. A similar committee has been established at the 
Central' State Psychiatric Hospital and one of the members of  this comlttee 
i s  also a member of the Vanderbilt Committee an Clfnlcal investigation. Theso. 
cormittees in Vanderbilt-affiliated Hospitals provlde prior review and surveil- . .  

lance of projects In .their respective institutions and cooperate with the. ., 

review mechanisms do not, however, substitute a .  for. tho56 of the Unl.vetsI:ty... : * 

This committee provides prior review on studies involving 
One member of the Veterans AdmInlstra- 

. 

'Unlverslty Commfttee on Cllnical Investigation In these activities.. Their, 

Commlttee. . . . .  

8 . .  . .  
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LV. Procedures f o r  Review and Approval of Projects by the Committee: c 

I 
a .  . .  A. All investigations involving human subjects must bc reviewed and 

approvcd by thc Conimi ttcc prior to lni tiation. Ptaposals are 
submitted to thc Sccrctsry, Coinmi ttcc on CI inical Investigation, 
Office of tlic Dircctor of Medical Affairs. Appllcations must 
bc favorably recommended by the Committee before submlrsion to 
g rant i ng agenc i es . 

i s  employed fo r  all project proposals to the Committee on Clinical 

. .  1 , .  

: : B. Method of Review: The Clinica1,Investigation proposal form which 

, .  lnvestigation is attached. These proposals with the requested 
. :  supporting information are reviewed by the members of  the Comnlttee ' 

. .  . individually prior to the Committee meeting, and considered by the .. .' 
Committee in session. For all projects whet-e the Committee may 
wish firrthcr Informat ion, thc ,.-_-.-- invest ~ -. i9,7tor_-is.--int,crvic\.rcd. . p c f s o ~ ~ l  I.-- Iy . . . 

. . !  
. I  

.. 

l > l L - J t w  Comii t tcc  1 1 1  !,t..~;:;ion,! I n  tach pr(i.jcct rcvicw, thc 
wci!Ilr;~",7ri~-Z?TrJ-Trr~~,,,tionS' of 1110 irivc~t Igator to prcvcnt risk oro 

recommendat ions regarding improvement 1 n the experimental 

! I reviewed. The, potential of the invcstigatlon to producc medlcal i 
! benefits and to advance scientific knowledge are considered, and 

may be made to the investigator. - 
1 .  I In- projects where the risk and indications vary considerably tiepend- 

of the project i s  that the departmental chairmen accept the responsi- 
bility f 3 r  insuring appropriate independent consultation on the 
individual patients prior to the investigation. 

. 
ing upon the condition o f  the patient, a condition for  the approval ' 

. .  

; u  
For all projects involving the use of investigational drugs,  the 
proposals to the Food and Brug Administration for investigatlng 
or sponsoring these agents are r e v - h y e d .  

At the end of the Clinical Investigation proposal, the investlgator 
signs a statement which reiterates h i s  compliance with the Univers!ty'S 
pol icy that " i f  changes in the experimental approach are to be made . 

.--___ -- 

in thc future, I will seck p r i o r  approval of the Committee on Cllnlcel i 
J' - _ _ _ _  - -  lnvcstlgation i n  writing.'# _ . _ . _  

. --- .- - 
L E T h & k  for obtslninq and documcntinq informcd consent: For all 

projects, the methods for  obtaining and documenting informed , . -  
consent will be reviewed by the Committee on Clinical Investigation. , 

. .  which are in accord with the pol icies of  the Unlversfty 
States Public Health Service will be approved. 

V. Role of the Department Chairmen in the School of Mediclne in the Implemen- . 

tation of the Policy. 

A. The exccutlve faculty o f  the Vanderbilt University School of Medicine 
(whtch includes the Chairmcn of all Departments ln the Medical School).. 
has unanimously approved the Vandcrbilt policy on investigations Involv- 
ing human subjects, and affirmed the departmental chairman's responsl- 
bility for the lmplementatlon of this pollcy by the members of their ' . *  . '  
department. - . .  

. .  

. .. . .. 
. e  . . .. . .  
. 2-  . . .  
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1 MEMORANDUM 

uecember 20, 1966 DATF 

I I am eaclosing copy of Dr. Dunlzan's letter with attaehents about 
clinical researoh and investigation involving human subjects. W e  will 
need to get s o m e w  together on this bfore the next BioBIedicai Directors? 
Meeting -- which ie February 13-14, 1967. 

I 

GouldA. Azldrews 

'4 
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UNITED STATES 

ATOMIC ENERGY COMMISSION 
WASHINGTON, D.C. 20545 

December 14, 1966 

D r .  Gould Andrews 
Director, Medical Division 
O a k  Ridge Associated Universities 
P. 0. Box 117 
Oak Ridge, Tennessee 37831 

Dear D r .  Andrews : 

Following the lead of t he  Surgeon General i n  i n s t i t u t i n g  a 
code of ethics  for human experimentation, it seems appropriate 
t h a t  we i n  the A t o m i c  Energy Commission assure ourselves t h a t  
our own house i , r  i n  order. I should, therefore, l i k e  t o  propose 
t h a t  we consider a t  our next Program Directors '  meeting procedures 
that each of you a re  following at  your respective in s t i t u t ions  
and compare them with Public Health Service requirements. 

Enclosed i s  a copy of the  Surgeon General's statement as well 
as t he  check l is t  which Public Health Service s t a f f  uses t o  
evaluate the ins t i t u t ion ' s  compliance. 

Sincerely yours, 

C. L. Dunham, M.D., Director 
Uivision of Biology and Medicine 

Enclosure : 
As s t a t ed  above 

t 032499 
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L~NITED STATES GOVERNMENT\ 

Memorandum - 

Dr. Charles L. Dunham, Director 
Division of Biology and Medicine 

I 

USSE QF HUMAN VOUNXEEZIS IN BIc%rzEsICAL RESEARCH 

This is in reference to a proposed memorandum to bring to the attention 
of the General Manager the contemplnted new AEC biomedical research 
project involving the uee of human volunteers. 
convicts, college students, and other individuals, twenty one years of 
age or older, will be invited tojolunteer, and monetary consideration 
will be paid for their services. 
i~e~€~-w~~-pranethium-147 or plutonium-237. 
conducted for AM: by the Hanford Occupational Health Foundation. 
have asked for our views. 

A6 we understand it, 

These indiv6ls will ingest or be 

You 
!Phis program will be 

From the legal standpoint, there are two areas of potential risk which 
should be considered in the use of human volunteers in experiments: 

1. Risk of adverse effects f rom the radiation experiments properly 
carried out; for example, the risk that the intended dosage of 
0.1 roentgens might cause some pathological condition in certain 
individuals. 

2. R i s k  of injury f r o m  negligent conduct in the course of the 
experiment; for example, the risk that an experimenter might 
be negligent in the operation of the radiation source and 
give dosage of 1.0 rather than 0.1 roentgens causing injury 
to the volunteer. 

It is our opinion that each volunteer should sign a 1 written, witnessed 
agreement in which he or she states that he or she is in sound mental and 
physical condition and is participating in the experiment on his or her 
own volition, that he or she understands that what is being done i s  for 
experimental purposes and not for the treatment or diagnosis of the in- 
dividual, apd that he or she understands the nature, procedures, and prob- 
able effects of the experiment. 
forth the nature and purpose of the experiment, the procedure to be used 
(including a description of the individual volunteer' s participation or 
u6e in the experiment), the known possible risks, if any, and the arrange- 
ments, if necessary, for possible termination of the experiment or research 
(e.6. if the volunteer later desires to withdraw from the experiment). It 
would be advisable if the agreement also negated any inference that the 
paid voluntcera are employees of the contractor for purposes of the exper- 
iment. The agreement should be signed only after the volunteer has had an 

In addition, the agreement should set 
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opportunity to ask questions. Assuming complete understanding and 
no unequal bargaining factors (e.g. pressure on prisoners to submit), 
such an agreement would protect against liability for unauthorized 
invasion of the person. 

The consent form may also contain language absolving the contractor 
and the AEC from responsibility for injuries to a volunteer resulting 
from the experiment. This woulcl probably be binding on the volunteer 
if no negligence occurs. It% doubtful, however, that the clause can be 
so drawn n 3  to be binding on the volunteer if negligence causes the 
inJury. Not only is the law uncertain on this point, but we cannot be 

of law have been such that it is not clear whether the law of' the State 
of' Washington would be applied in every case; for exemple, a volunteer 
residing in acme other etake when his injury first becomes apparent might 
contend thut that other state has the most significant contacts w i t h  the 

I I - .  sure as to what law will apply. (Developments in the field of conflicts 

I claim and that its law should be applied.) 

Whether or not language absolving the contractor and the AEC from liability - either with or without mentioning negligence - should be incorporated 
in the consent form is a matter of policy. 
mission would prefer not to attempt to add any special provisions designed 
to eliminate or minimize possible liability. 
be borne in mind that the consent agreement itself, without specially 
added language, would probably be considered as tantamount to a disclaimer 
of liability for inJuries resulting from the experiment properly carried 
out - that is, where no negligence occurs. 

It may well be that the Corn- 

In this regard, it should L/ 

, .. .. 

We understand that the contractor has no special view with respect to the 
obtainment of any special disclaimer agreements, and, also, that liability 
ineurancc is dvailable at a reasonable premium; presumably, the contractor 
and R I D 0  are exploring the advisability of obtaining such insurance. 

cc: Chester G. Brinck, RLXX) 
Dr. Wm. T. Doran, Jr., OS 



Ibporf of Meeting to Considor Establfshmmt of Cormnittoo on €Xuman Us0 

April 0, 1967 \ 

- Presents Dr. Robert H e y s d ,  Dr, Robert m g e ,  Dr. Lowell E d w d s ,  and 

Dr, GouldAnclrotvs 
1 

A m~~ was held at t h ~  Medical Division on April 6, 1967, to discuss the 

establishment of a committee an olinfcal investigation which would save  tn rrdviso 

and monftor the Meclicd civislan program in rolation to the m c a  of research in 

human bofogs and tho suitability, from this viewpoint, of research going OA at tho 

Pdedical Mvfsioa. It WID pointed out that this c o d t t o e  would be a replacement 

for mora informal arrqmants that hzrd prevswzlly e x i ~ e d  in the Medical Mviuion, 

u 

-------\ consdtmts - Dr, Largo and Dr. fIep501- bad beqn, 
---__ _- -. --___ 

L / 

de- 
\ 

eiimulatod by a suggestion from tho Atomic Enorgy Com.mission which followed ‘ 

the mooting of their Advisory Committee in Nov0rnhr, 1966. It had been poiutod. 

,. 

out by tho Advisory Commitbe and the Commissh that they did not wish to irnply 

any ariticlsm of our p t  praatices, but that becnuso o€ the widespread concoxp ’\, 

o v a  eWc3 of humin oxperimantsrtion, and the possibility that some cidticism, 

either valid or not, might aim, thy  bdiovGd it wollw be dosfrablo to have 80- 

autside, diainteroetd consultants who were f m d i a s  with what we were doing, 

and who had passed on each hdIvi&nl research proposal. 

A rather goneral discussion was hold. We considerod at some length tho 

bat ion of the committee. It was our opinfon that tho committee would .serve 

to Toyfew roeoaroh pmpos~ls and docido whother or not they were justifiable 

fxog the vfowpoiat of any risk that might be involved in sturlfos done on human 
1 0 3 2  5 9 8  
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.\ 

ModicaI Division wanted aome consultation on the suitability of a study in an 

individual patlent it might bo quite reasonable to seek telephone discueaion OA 

this. - 

i Scope oE the Committco'a Work 

I . It was decided that the committoo should conoorn itself with all studloo dono 

in human beings, whether these aubjecta are patients in the resoaroh hospital 

or normal valunteers of some typo. 

. 
c 

Dr. Laag;o and Dr, Heyssel are in agreement with the document as presented. 
. .  

I . It was pointed out by Ur, Hoyasd that thoro aro cortrrinly some risks in using - 
oruplops, and that careful protection should be givm to oinpbyeesl us& 

search mbjecta. Studonts ~ U O  quite unsuitable for most rosoarch procoduros 

d e s a  the risk is nil aince they are not really free to refuse to participate. Dr. 

Heyasel has serious res0rv&ions &out using prisonera in research because here 

too it is very difficult to establish a situation which is free of my 8uggestion of. 

coercion. 

Future Meetfnga: 

re- 

I 

It was decided that wo would try to have another meoting, perhaps in May or 

June, and be& to reviow reaearoh proposals. We decided that we should oventu- 

ally review (111 of the significant human rosearch at the Medical Division, including 

those projects that are already under way, with hlghost priority to review of any 

studios that might be of questlonal>le euitabllity or subject to orlticism. 
'. 

.,' , 

* Gould Androws 
I 

I Acting Socrotary 

.. 
. .: 

- .. 
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XI: approved by tho chafrrnm of tho 5ict3cal Divioion, or coiisidorod worthy 

o€ scrims conoideratbn by tho Committee on Human Ltudios, coplea w u  

bo acnt to I&. Lango, Cr. I.Xeyasc1, m d  other members of the committoe pre- 

vioue to the meeting of tho Committee. At tho time of tlro meeting, further 

questlone may be askod of tho investigator and then the committee wil l  either 

approvs or disapprove the roaearch proposd. 

. 

'1. . What fa to be Considored by the Commlttoe? . 

The committoo io to review all research at the O U U  Medical Division 

hvolving hurnsm patients in which thore is belimed tobe a sle3lficant risk to 

the patfents or a signlfhant poaaibfuty fiat critdcism dgbt be leveled at the 

scientists for their manner of doing studies in human beings. The decieion 

about whothor or not a speci€io Inveatigative procedure involves my risk and 

therefore requires action by the committee would rest with the Medical Division. 

. 

Tho Mallcal Division should bring to the committeets attention by name and brief 

descriptiou those experiments in human behgs beliwsd to have negligible risk, ' 

i. o., a SYStmuatiU survey of hemoglobin and homatocrit values in thyroid patients. 

' 

- 
Considerable discussion WLLB held about the suitability of undec;rtaldns a rather 

unconventional form of troabent in a single seriously ill patient, partly with the 

objective of immediate banefit to the patlent and partly as B preliminary rooosrrch 

effort that might be tho baafs for il future controlled investigation. Here the group 

felt thpt considerable leowcry rests with the physician wbo is rosponefble for the 

.. 
'$. 

. 

patient's care. Ordinarily the Committee on Hman Studicti would not be iavolved 

with deciolons concerning a single patient but rather with pdlicy matter8 or reseasoh 

on groups of patients. However, if ciroumstanaes were such that the staff of the , 

'. c . .  

I O S Z S Q S ' ~  
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Bavo tho approval 01 both of tlio outuido coimdtanta, In the wont that on0 

consultant objocts to LI roocmch prop&, if thoro le othorwisa consldor- 

ab10 W~pol't for it, other consultation would be sought. It is our impression 

that in most instances tho committe'c would bo' able to reach an essentially ,*I..;''; 

unanilnous'opinion on oach research proposal.. . -7 

#. 4 
. 

. It was ow: opinion that the n m  committoo mud not raplaao the existing; 

radioisotope committoe. Propoaed studfee involving radSoisotopes wtutld 

n o d  to be approved first by the O W U  Isotopes Committoe and then by 

the Committoe on &man SMies .  Minor changes in research involving 

radioisotops could be appraved by tho Isotopes Committee without further 

rWcatfon by the Commfttee on Zrumrrn Sixdies, Copies of fbo minutes 

I 

v 

Of the hbP8 cOIXdfb0 W i l l  be SQXlt b l @ 3  831d m. 
'. 

6 

Function of tI1u CoaunittQe on IIumm Sit1tlfse P , 

Tho Committea on &man SIudioe would have meetings called by &e ohninnaa 

srt whatever frequency soomed nocosmry - parhaps two or three times per yo=. 

Cortab probloma not requirfng 8 NI mcoting of the committee could bo hand& 

by toleplxono cammmicatims, preferably by a threeway hoolr-up with Dr. Lmgo 

and Dr,  H~yssel. New rorssaJwh proposals would be writton up by the senior investi- 

. 
L 

gator. A form for U s  was developad, basad upon the one uaed at the University of 

Tm086W I(noxvillS Wlth S U i b b l O  modifications. After the fOrm fS filled Out, 
2. 

the prOpOOzil will be evaluatod by the administrative office of ORAU Medica Division. 

. '  
. . ** 

, . , . . .  

-.. 

. -  

I' 
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u 
beings. IE no risk is involvocl, the oommittw would not d c e  any effort to 

evaluate tho reoomh proposal from the point of view of it6 scientific value. 

Rowever, if there are simcant hazards, the c0mmltt.w wodd ne& to 

ovduata w mien- merit olt ttze proposd it against a e  poeeible 

. ridus. 

-Name of tho Commfttcd 

We choe the titlo, rYhuunlttee on Hwmm SWes."  

a. Cornpositton of tho Comrnittcs 

1 . It was decWod to have, in addition to Er. Laage and Dr. Heyssd, 

. 
' . .  
I . i . .  ' 

three members of tb 2vlecUcd Division eta€f on th committee. 

Theso would probably iacludo one Ph. D. and two M. D. 8. Androw3 

would be one of the Modicd Mvision mombars and Edwarde w d d  

- 

b. OfPicors of tho ConmiW 

The committee would nood a c-, who would probably be from 
. .  

. ,  . .  . .  the Mdcal Division, and 8 soorotrrry who would be one of the consultmtS. 

. Decisfons of th0 Committee 

Xt w a  oup concenm~ that the decisions of the cammittoe would proba& 
' 

need to be unanimow to allow a restarah prqmaal to &o forward, or at least to 
, 

1 .  . % ... , 
z.. 

\ . -  IO3 2 l  , f- f ,  .-. 
I .  

2 ,  
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FDA R e s p o n s i b i l i t y  i n  Radiopharmaceutical  Research 

Bryant L. Jones,  MOD. 

Off i ee  of Mew Drugs 
Bureau of Medicine 

Food and Drug Adminis t ra t ion  

Div is ion  of Oncology and Radiopharmaceuticals t '  
-I. 

Gentlemen. It is c e r t a i n l y  an honor t o  be  wi th  you today and t o  b e  . I 

h 

W 

incltrdad nmnny, tho notal>lc? picst 1cc.turcro nt this otrtstnnding mrrm 

i n  rnd io i so topas  tccliniqrics and Nuclcnr Mcdicina. It t ~ n s  bu t  3 fCw 
. .  

b r i e f  months ago when I sat  i n  open-mouthed wonder, as n member of 

class number 20, as CDR. Tom Mitche l l  spun h i s  complex web of  expo- 

n e n t i a l  e q u a t i o n s  and D t .  Van Hove h e l d  us i n t r i g u e d  wi th  h i s m u l t i -  

d o t  puzzles.  My presence h e r e  today, however, i s  n o t  t o  myst i fy ,  

and I linvc no t  becn aelccd t o  submit qucations for  your f i n a l  cxnm- 

i n s t i o n .  ' M Y  purpose i n  accept ing  t h i s  i n v i t a t i o n  i s  t o  c l a r i f y  some 

popular  misconcept ions about  t h e  Food and Drug Adminis t ra t ion.  

- b ' .  !- : " ' 
i. '[ , '  

. .  
;; .: . 

5 "  ... ; 
&" 

6. .: 
I.. . :  
!. ' . '. 
i.;: . 

L 

To 

d e l i n e a t e  i ts  r e s p o n s i b i l i t i e s  and t h e  r e l a t i o n s h i p s  t h a t  e x i s t  be- 

tween t h e  medica l  p ro fes s ion ,  drug research, and government. 

As an agency, t h e  Food nnd Drug Adminis t ra t ion  has been i n  ex i s t ence  

f o r  morc than  sixty y e a r s ,  i n  f a c t ,  s i n c e  June 30, 1306, when Prcsi- 

den t  Theodore Roosevelt nigned t h e  Fede ra l  Food and Drugs Act. There 

I s  no doubt t h & t  such a law was necessary  t o  p r o t e c t  t h e  hea l th  and 

we l fa re  of  t h e  publ ic ,  Most of you arc aware of t h e  s t o r y  of D r .  Harvey 

I i '." - .  
~ , 

\ For  p r e s e n t a t i o n  a t  21st class i n  Radioisotope Techniques and Nuclear 

Naval Medical Center ,  Bethesda, Maryland, May 18, 1967. 
W Medicine f o r  Medical O f f i c e r s ,  U.S. Naval Medical School,  Nat ional  

. .._.....-.. ..̂  .,_..__ _,__... ,, , -. ..-..._._..._..._.- C Y  .,.,-. ..my-- .-.-- ........ .". ... .-..~----'---- -- .-"C- -,-'Y---- --*-:------.. 
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Washington Wilay and h i s  voluntccr "poison squad" who proved t h e  l e t h a l  

q u a l i t i e s  of b o r i c  ac id  which was gene ra l ly  used as a commercial food 

preservative.  

JUNGLE, which exposed the  unscrupulous p r a c t i c e s  of the meat packing 

industry.  

f a s t  sausage was made of pork o r  rnasccratad rtk carcasses. 

I Perhaps you may have read Upton S i n c l a i r ' s  book, THE 

I n  those days one couldn't  be too sure  whether one's break- 

A leas 
I 

well known hazard WAS t h a t  of Mrs, Winslaw's Soothing Syrup for tceth- 

ing babies,  I ts  p r inc ip l e  soothing ingredien t  was morphine, Coffee 

contained a share  of adu l t e ran t s  i n  the  form of o a t s ,  peas, beans, and 

ba r l ey  corn t o  say nothing of chicory,  b r o m  bread, charcoal,  red slate, 

bark, and d a t e  stones. To please t h e  eye, it contained more co lors  than 

an ar t is t ' s  palate such as Shcele's green, i ron  oxide, yellow ochre, 

chrome yellow, burn t  umber, Venetian red,  Tumeric, and Prussian blue. 
0 

The e a r l y  twent ie th  century was a l u s t y  time i n  the na t ion ' s  h i s t o r y  

and the  t i n y  Bureau of Chemistry charged with t h e  r e s p o n s i b i l i t y  under 

t h e  f i r s t  Act with less than 50 people on the  s t a f f  had very rough 

going. 

5,000 employees and eighteen d i s t r i c t  o f f i c e s  sca t t e red  over the  

country is  l i t t l e  more equipped f o r  i t s  monumental tasks and respon- 

s i b i l i t i e s .  

Indeed, the present Food and Drug Administration with near ly  

The abuses w e r e  rampant bu t  concern w a s  expressed by only a few ded- 

icated people, consumer pro tec t ion  grobps, and l e g i s l a t o r s .  

again t h e  power of t h e  press and tragedy combined t o  arouse an apa- 

Once 

t h e t i c  public.  I n  1933, F. J. Schl ink ' s  book, 100,000,000 Guinea Pigs, 
d 
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rcvcnled t h e  Iiicldcn Iiorrorn lurtiag i n  simple widely uscd c o m a d i t i e s .  

About t h i s  time one entrepreneur  used d i e thy lene  g lyco l  (today's per- 

manent au tonobi le  an t i f r eeze )  as a d i l u e n t  for t h e  new wonder d m g  

su l fan i l imide .  This concoction took 107 lives, most of them chi ldren ,  

and gave emotional impetus t o  drug s a f e t y  aspect of the  Food, Drug, 

and Cosmetic Act of 1935, the bas i c  1 .a~  under which we operate  today. 

Plorc! of coursc was needed. 

i t y ,  

wi th in  t h e  limits of i t s  approved use, b u t  t h a t  it does what i t  i s  

supposed t o  do as s t a t e d  i n  the  label ing.  

t h e  package i n s e r t .  

formidable opposi t ion by indus t ry  and by many segments of the  medical 

profession. Again tragedy l e n t  emotional impetus and on the c r e s t  of 

t h e  thalidomide catastrophy,  the  Kefauver-Harris Amendments of 1962 

unanimously passed Congress i n  October of 1962, 

Beyond sn fn ty  is  e f f e c t i v e n e s s  and r c l i n b i l -  

You, as physicians,  must bc assured t h a t  not  only i s  a drug "safe" 

The pr inc ipa l  l abe l  being 

Once again it f e l l  upon the  few t o  overcome 

B u t  what i s . t h c  FDA and what does i t  do? The FDA i s  a regula tory  

agency. It regu la t e s  a l l  a spec t s  of the pharmaccutical business from 

tlic gat l ier ing of raw material t o  the  adminis t ra t ion  of the  f i n a l  pro- 

duct  by n physlcinri t o  n patient. Its prinlnry r c s p o n s i h i l i t y  io t o  

i n su re  that t h e  f i n a l  product i s  of t he  h ighes t  q u a l i t y  and t h a t  it 

i s  e f f e c t i v e  i n  the  treatment of t h e  d i s e a s e  f o r  which it i s  pre- 

scr ibed,  The A c t ,  a s  w e  commonly refer t o  it, as it now i s  written 

states t h a t  a "New Drug" cannot be d i s t r i b u t e d  i n t e r s t a t e  f o r  use i n  

inan without  nnproval by the Food and Druf; Administration. 
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And what is a new drug? 

recognized by q u a l i f i e d  experts as being safe and e f f e c t i v e  for t h e  

use proposed. I f  there is any uncer ta in ty  about a new drug status, 

A new drug is one which i s  not genera l ly  

I 

t he  FDA will furnish judgement on request. 

One of t he  genera l  misconceptions is t h a t  a drug i s  o l d  because i t  has 

been around for a long time, or t h a t  it is innocuous because i t  i s  

A drug may be "new" without necessarily being a new substance. For ex- 

emple, i f  a s p i r i n  t a b l e t s  were labeled o r  promoted as a seasickness 

remedy, they would be considered a "new drug." 

edy, used fo r  years ,  i f  manufactured i n  a new form such as a timed- 

r e l ease  capsule, i s  considered t o  bc R new drug r equ i r ing  evaluation 

by the  FDA. C l i n i c a l  inves t iga t ion  may be required t o  show t h a t  the 

Even an accepted rem- 

L/ 

a c t i v e  substance i s  released i n  a slow'and sus ta ined  manner, and t h a t  

the  capsule is safe and e f f e c t i v e  as claimed. 

I n  order t o  allow f o r  c l i n i c a l  inves t iga t ion ,  some means had t o  be 

provided whereby drugs  could be evaluated for s a f e t y  and e f f i cacy ,  

prior t o  the t i m e  of a New Drug Application approval. The Act pro-  

v idcs  an exemption from the rceulatlons n~ long a5 certain c r i t e r i a  

are m e t .  

t i f i c  c i r c l e s .  

dus t ry  and medicine use t o  charge the government with c u r t a i l i n g  inves- 

t i g a t i o n s  and discouraging good people from enter ing  the  inves t iga t iona l  

new drug f ie ld .  Experience has now proven otherwise. 

It is t h i s  exemption which has  c rea t ed  ehe fu ro r  i n  scien- 

It i s  t h i s  provision of the  Act which cr i t ics  i n  in -  

1 9 3 2 5 0 1  
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There are now about 25,000 investigators on fife and we can discern no 

drop in the quantity of published professional literature on new drugs. 

If anything, the quality of the scientific papers and the investiga- 

tional programs is improved, 

age, it has a higher degree of sophistication with more actual protec- 

tion for the physicians and for the sponsors when the regulations are 

observed. There is a degree of order and responsibility where only n 

nrinimtrm oxioccd before. The Rimplo Pact of requiring a rcecnrchcr to 

f i l a  an investigntional plan or protocol ohowing a rntionnl approach 

to his experimentation upon human patients which will be closely 

scrutinized by a body of disinterested experts gives pause for close 

self-examination of his proposals. 

ments of the law in more detail. 

Clinical investigation is now coming of 
6 

But let us look at the require- 

Before a new drug m y  be tested on human beings, a sponsor -- which 
may be a pharmac=utical c- fip, a research C. institution, or a physician 

in private practice -- must supply to the Food and Drug Administration 

the information specified as a "Notice - of Claimed Investigational Ex- 

mption for a New D r ~ h "  an IND or form 1571. 

taincd in thr? 1nvastij;ntionnt Drily, Ikgrilntlnns nnd mny ba obtained 

- 

This IND form is con- 

upon rcqucat. 

An I h i  requires the inclusion of a variety of information. 

a. The complete identity and composition of a drug must be 
r 

stated along with th; source and sufficient manufacturing 

data to insure that appropriate standards nre followed to  
r--- .-- 
insure safety. 
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b, An INI) must contain a l l  thc information ovrri lablc t o  the 

sponsor derived from p r e c l i n i c a l  s tud ie s ,  including s tudies  

made on labora tory  animals,  and any clinical  s t u d i e s  and 
7 _--_ 

experience ---_ with the  - - drug . fr-nn-which the  sponsor has concluded 

t h a t  it is reasonably s a f e  to  i n i t i a t e  c l i n i c a l  trial. I n i -  . 

t i a l l y ,  t he  FDA i s  concerned with safe ty .  

Thc FDA Gcncrcllly r e q u i r e s  ns n m i n i m u m :  

be ------- detcrmincd i n  two spec ies  of mif i~ l s ,  t h a t  results c d -  

t h a t  acu te  t o x i c f t y  
9 

-.-.-- --____ 

m i n i s t r a t i o n  of the  drug f o r  two t o  four  weeks be  observed i n  - 
a t  least two species ,  and t h a t  the  rou te  of adminis t re t ion  be 

the -&at t o  be u s e d ~  ' ILthLhLlman tr ial  . 
. 

Addit iona 1 

animal s t u d i e s  are usua l ly  necessary. 

c. A d e s c r i p t i o n  of t h e  inves t iga t ions  to be undertaken must be 

included. This i s  the  p lan  of s tudy o r  pro tocol  and it must 

s ta te  t h e  numbers of p a t i e n t s  t o  be s tudied  and t h e  durat ion 

of study. 

c 

t- 

d. The information rexarding the  trnins_neand _- -- experience - ~ of the  

i n v e a t i g n t o r s  must bc incl-u.&xL. 

t o  submit t o  the  sponsors completed forms FD 1572 f o r  c l i n i c a l  

pharmacology s tud ie s  or form FD 1573 for  c l i n i c a l  trial. 

The i n v e s t i g a t o r s  nrc rcquircd 
.I_--.- 

These two forms a r e  s i m i l a r  and i n  essence r equ i r e  an inves t i -  

g3 to r  t o  state a l l  details of his t r a i n i n g  and experience which 

qtinlify him t o  contltict tlic propoL;ecl jnveot iga t ions ,  The nicdicol 
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or research f a c i l i t y  where the invest igat ions a re  to  be con- 

ducted must be s ta ted and say expert committees or  panels 

responsible for approving the experimental prdject  must be 

ident i f ied .  

Accurate records for  drug accountabi l i ty  must be maintained in  

addi t ion t o  careful c l i n i c a l  records. These records must be 

kept for two years n f t c r  termination of the  investigation and --- 
made ava i lab le  upon request t o  the  sponsor and t o  the FDA. 

The investPgator must agree t o  submit regular repor t s  a t  appro- 
c -__r 

p r i a t e  intervals not t o  exceed one year, arid to  report  emergency - 
o r  alarming reactions immediately. Invest igators  are also 

obligcd under the law t o  obtain tn.€mnsd consent from pa t ien ts  

or t h e i r  l ega l  representatives (unless i n  his professional 

judgement i t  would be contrary t o  the  best i n t e re s t s  of the 

pa t ien t )  . ,-_-_.- -- 
- 

e. 

I 0 3 2 5  

An inves t iga tor  must also c e r t i f y  t h a t  the invest igat ional  

drug will be adminiotered only t o  subjects undefqJ>%personyl 

supervision or under the supervision of spec i f icn l ly  named 

inves t iga tors  responsible t o  him. 

Sponsors are i n  turn then oblined t o  transmit a l l  the data 

L. - 7 

t----- 

c 

generiited by the  invest igators  t o  the  FDA. 

of severe unexpected untoward react ions t o  them must be prompt12 

transmitted t o  the FDA and t h e i r  progress reports  made a t  reg- 

u l a r  i n t e rva l s  not t o  exceed 

Emergency reports  

c 

, 

. 

i o ,  



A t  any time, a plan of invest igat ion may be modified by submitting a 

supplement, new invest igators  m y  be added and old ones deleted. From 

t h i s ,  one may r ead i ly  see tha t  the  invest igat ional  drug program is a 

vigorous one requir ing close cooperation between industry, government, 

and the  medical profession at a l l  stages. 

Once an IND has  been f i l e d  with the FDA_, an invest igator  may proceed - 
-_- ------- . . ___----- 

with h i s  study. He need not w a i t  fo r  "npproval" or any other type of --.-- -.. . ______. __------ 

sanction except i n  ce r t a in  extenuating circumstances which I w i l l  men- 

t i o n  i n  a moment. The FDA does reserve the  r i g h t  t o  terminate o r  

c t h e m i s e  h a l t  any i w e s t i g n t i a n  a t  m y  t i n e  f o r  ce r t a ln  s ta ted  causes 

which are l i s t e d  as fol lows:  

Evidence of s ign i f icant  hazard 

Convincing evidence tha t  the  drug i s  --___ ineffect ive.  

Submissinn of f a l s e  data. 

7 

- 
?-- . _ -  - 

$is s ion  -of--gm.t er ia-1-in f orqat ion . 
Unsatisfactory manufacturinv oractiqes.  

Fa i lure  - t o  conduct the invest igat ion i n  accordance with 

the  plan submitted by the aponsnr. 

Comerc ia l iza t ion  of the drug. 

Failure t o  submit progress r e p a r t s  a t  in te rva ls  not excceding -I..-e ...- P - d 

one year. 

Fa i lure  t o  report  seriorrs o r  po ten t i a l ly  serious adverse 

/- 

- 

- -r 

react ions.  

Fa i lure  t o  meet requirements f o r  pa t i en t  consent, 
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The special preclearance approval f o r  c l i n i c a l  t r i a l ,  which I men- 

t ioned previous ly ,  p resent ly  a p p l i e s  to: 

a. 

b. 

I n v e s t i g a t i o n s  of ldhciwg e n i c  drugs, such as LSD. 

Inves t iga t ions  of drugs so t ox ic  _ .  t h a t - t h e i r  - - -  - 
f i e d  only under special conditions,  _. such - us DMSO. 

R e i n s t i t u t i o n  of drug --- i nves t fga t ions  ____ 
by t h e  Commissioner. 

use may be --- j u s t i -  
e--- 

c. which had been term-ipated --- 
A program can ha rd ly  be  c a l l e d  restrictive which asks  only t h a t  t he  

Government be informed of research a c t i v i t y  as it  is proposed and as 

it is conducted. 

a l i k e  t o  have an i n t e r e s t e d  agency alert  t o  t h e  dangers of drug research  

and ready and ab le  t o  act, 

A t  t h i s  point I could extend t h i s  d i scuss ion  i n t o  o the r  aspec ts  of FDA 

work, p a r t i c u l a r i l y  i n t o  the  procedures of approving a New Drug Appli- 

ca t ion ,  a t A ;  of t h c  spec ia l  programs of a n t i b i o t i c  and in su l in  c e r t i -  

f i c a t i o n ;  and of t h e  survc i l lnncc  of New Drugs on the  market, but I do 

not  consider these  areas germaine t o  the  i n t e r e s t s  of t h i s  c l a s s  a t  t h i s  

1s i s  a g r e a t  p ro t ec t ion  t o  p a t i e n t s  and physicians - 

t i m e .  

t i c u l a r  problems as they exist i n  the  f i e l d  of radiopharmaceuticals. 

Most of you may have heard t h a  radiopharmaceuticals are exempt from 

the  new drug regula t ions  because they are under the  province of the  

Atomic  Energy Comission. That i s  not true. The r e s p o n s i b i l i t y  for 

Rather, i n  my remaining t i m e ,  I would Llke t o  focus on the par- 

1 

-___--.---__ ________. .- - ..__ _c 

- 
'> 

t he  i n v e s t i g a t i o n a l  programs of radiopharmaceuticals rests with the - ' - 
However, by order of t h e  Commissioner of Food and Drugs published 
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as 28 Federal  Regis te r  183, January 8 ,  1963, t h e r e  is n provis ion as 

fol lows:  

"That,'130.3 (28 F.R. 179) s h a l l  no t  apply t o  r ad ioac t ive  

drugs,  u n t i l  f u r t h e r  no t ice ,  provided the  r ad ioac t ive  new 

drugs for  i n v e s t i g a t i o n a l  use are being shipped i n  complete 
~ 

conformity with the  regula t ions  issued by the  Atomic Energy 
c 

Commi ss ion& 

Aah ha! 

Thtirt? I N  con~tit i ion m c l  t h e  hrinf:n mo t o  thc prlninry ptirponc? of my tl1.s- 

F i r s t  you say it a in ' t  nnd then you say it is. You're r i g h t .  

cuss ion  t h i s  af ternoon,  

The exemption t o  the  "Exemption of New Drugs f o r  Inves t iga t iona l  Use" 

a p p l i e s  only t o  the  inves t iga t iona l  uses of radiopharmaceuticals and 

i n  p a r t i c u l a r  on ly  t o  those radiopharmaceuticals t h a t  are r eac to r  pro- 

dnced. 

t ion)  before  commercial d i s t r i b u t i o n  i s  undertaken. 

is n o t  being u n i v e r s a l l y  appl ied a t  the  moment because under the  AEC 

- 
- 

A manufacturer should have an approved NDA (New Drug Applica- 

This requirement 

.- 

-- 
r egu la t ions  R fi 'n may sel l  radiopharmaceuticals while i n  the  inves t i -  

p t i o n a l  s tagg ,  and f i rms h ide  behind t h i s  loophole. - --- I f  the  exemption 

were l i f t e d  tomorrow, many f i rms would not  be a b l e  t o  supply radio-  

pharnaceut ica ls  even though they are on the  AEC l i s t  of wel l -es tabl ished 

i so topes  and uses. 

- 
- c 

I n  the  memorandum of undcrstanding between the  FDA and AEC only radio-  

r pharmaceut icals  t h a t  a r e  r eac to r  nrodu- ex emqt. 

l@ar a c c e l e r a t o r  produced r ad ioac t ive  nuc l ides  are not  exempt from 

-. 
Cyclotron o r  
P 

-. 
d! 

t h e  

I .. .. 

provis ions  of the  New Drug hegulat ions.  
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Perhaps the  most se r ious  ove r s i t e  hot recognized by inves t iga tor8  (and . .  

I be l i eve  t h a t  I am sa fe  in making t h i s  statement) is- t h a t  every hst$ - 
t w -  from t h e X C ,  which 

is developing new procedures and c l i n i c a l  methods, i s  in v i o l a t i o n  of 

t h e  new drug r egu la t ions  because they me using new chemicals  nnd com- 

- r  

I Fi' ., 
I '  

- ----- ____ ~~ ____-  - ---- --- - 
c pounda which are new drugs ____-. j.n t h e i r  - -- -qg-r_lght .. [. 

pexrhanate t o  form a s u l f u r  o r  rhenjpn c o l l o i d  which may be used f o r  - - u 
c l iver  scanning. 

own r i g h t  and any inves t iga to r  -. using them should have an IND on f i l e  wi th  

The su l fu r  c o l l o i d  and the rhenium c o l l o i d  are not f 
L I 

k- 
L -  
t. 
i 
;i 
f , 

exempt under t h e  AEC regula t ions ,  These drugs are new drugs in their .- 
- 

the FDA or be a p m t i c i p a t i n g  i nves t iga to r  covered by n properly sponsored 
4. ---_ - ------- -- 

-7 . 
and f i l e d  IND. - 
Recently I had the p r i v i l e g e  of touring the  Brookhaven National Labo- 

r a t o r i e s .  They very  proudly reviewed the c l i n i c a l  usefulness of tech- 

netium as a scanning agent,  and r i g h t l y  so. 

s h a l l  I say, i l l e g a l  o r  unauthorized procedures. 

c o l l o i d  f o r  l i v e r ,  spleen, and bone marrow scanning. 

ascorba te  and technetium thiocyanate. 

lung scan and technetium serum albumin, 

But I counted seven, what - -.- 

Technetium s u l f i d e  - 
Technetium i ron  

Technetium macroaggregate fo r  

These lat ter two products, 
4 

..... .-. .,-..... 



i 

-12- 

inc iden t ly ,  are under t h e  con t ro l  of t he  Division of Biologics Stan- 

dards of t h e  United States kublic Health Service. The FDA regula t ions  

apply t o  b i o l o g i c a l s  b u t  t he  DBS must l i cense  o company t o  sel l  them. 

The IND's are f i l e d  with and reviewed by t h i s  sister agency. 

There are unending examples. Boron compounds, t h e  same boron t h a t  

D r .  Niley was concerned with, are being administered t o  pa t ien ts .  

There is some evidence t h a t  boron accum.gMmitta-ahifiher degree i n  ------ , I 

gliamns than i n  normal . hrnjn ... - - - t i s suo ,  

pn t icne  is eubjcctcd t o  n Ehcrmal neutron flux and m y  tii3aua contnlnjnp, 

boron i s  i r r i d a t e d  by a l f a  p a r t i c l e s .  -- -. 

as it w a s  sixty yea r s  ago. 

lJ1icn i t  i R  administarcd, thc ,, ._..__ - .e--. - _.-- ....- . 

.__________- ----.- -- -- -.-- - ---.-----_ __ _ _ _  - ______ 
Boron is j u s t  as poisoness today 

We a t  the FDA feel t h a t  radiopharmaceuticals should be  handled i n  the  

same manner a s  ore any o ther  drugs and t h a t  t h e  r a d i a t i o n  only cons t i -  

t u t e s  an a d d i t i o n a l  hazard, We f e e l  t h a t  t he re  i s f o  bas i c  d i f fe rence  

between r e a c t o z  and acce le ra to r  produced nuc l ides  and t h a t  i t  i s  con- 

fusing t o  have d i f f e r e n t  sets of r u l e s  and r egu la t ions  and responsible 

ggencieq, We f e e l  t h a t  t he  hazards of pharmacological research cannot 

be  ignored because of concern f o r  the  r a d i a t i o n h a z a r d ,  

- 
- 

We look fo r -  

ward t o  t h e  f u r t h e r  no t i ce  i n  the  Federal  Register wbich w i l l  remove 

r e a c t o r  produced radiopharmaceuticals from t he  exa@ionQf-fheA!@w 

Drug Regulations, We look forward t o  a vigorous p a r t i c i p a t i o n  i n  

pharmaceutical research  where government, industry,  and t h e  medical 

profession can u t i l i z e  the  sparkling atom for t he  b e n e f i t  of msnlcind. 
c_c_ 

. . .  

. .  . .  
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Medical Division 

Oak Ridge Associated Wniversities 

HUMAN USE COMMITTEE 

I. Committee's Mission 

To receive, evaluate, approve, and monitor proposals for new uses of 
radioisotopes in human beings. This committee will replace the earlier, 
less formal, arrangement that has been operating. . 

II. Committee Membership 

The committee, appointed by the Division Chairman, consists of Dr.  
Edwards, Dr. Lushbaugh, Mr. Cloutier, Dr. Kniseley, Dr. Hayes, and 
Mr. Harmon - ex officio. A member of the Health Physics group - Mr. 
Cloutier or his delegate - must be present or represented by his document. 
Of the other four voting members, at least three persons should be present, 
one of whom may be replaced by the Division Chairman. Changes in the 
committee membership will be made as required by the Division Chairman. 

III. Protocol for a Proposal for a New U s e  

A. 

B. 

A written proposal should be submitted in advance of any meeting for 
study by each committee member. 
The following outline should be used: 

1. 
2. Radioisotope 
3.  Chemical form 
4. Route of administration 
5. 
6. Experimental protocol: 

Question that the research might answer 

Proposed dosage (chemical and radioisotopic) 

a. Number and selection of subjects 
b. Duration of studies 
c. Types and frequency of assays 

C. To make an evaluation of the proposal, the following information must 
accompany it. 

1. 

2. 
3. 

Animal distribution data and calculation of radiation dose to whole 
body and critical organs 
Related and pertinent human data 
Appraisal of chemical radiation and infectious hazards 

IV. Guidelines for Dosage and Selection of Subjects 

A. 

B. 

Each proposal will be evaluated for radiation dose in light of NCRP 
Handbook 69 guidelines. 
Recruitment of volunteers must f a l l  within policies established in the 
Division. , 

V. Approval of protocol will consist of a concise written summary of its estent signed 
by the participating members, and will reflect complete committee concurrence. 

u 
Corrected draft apprL-ed by members September, 1966 
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OAK RIDGE ASSOCIATED UNIVERSITIES 
Oak Ridge, Tennessee 

P a t i e n t  Admittance Agreement 

The Oak Ridge I n s t i t u t e  o f  Nuclear S tudies  (ORINS)  bfedical 
Research Hosp i t a l  i s  opera ted  by Oak Ridge Associated Un ive r s i t i e s  
(ORAU) f o r  t h e  U. S. Atomic Energy Commission (AEC) f o r  the conduct 
o f  c e r t a i n  c l i n i c a l  research  programs. These programs a r e  mainly 
i n  a r e a s  a l l i e d  t o  t h e  a p p l i c a t i o n  of  r a d i a t i o n  and rad io iso topes  
t o  medicine and o t h e r  h e a l t h  sc i ences .  

I understand t h a t  I have been accepted a s  a p a t i e n t  f o r  
admission t o  t h e  h o s p i t a l ,  o r  a s  an o u t p a t i e n t ,  because my phys ica l  
cond i t ion  has  been determined by t h e  h o s p i t a l  s t a f f  t o  make me a 
s u i t a b l e  p a t i e n t  f o r  a c u r r e n t l y  a c t i v e  c l i n i c a l  research p r o j e c t .  

I f u r t h e r  understand t h a t  while  a p a t i e n t  a t  the research  
h o s p i t a l  examinations,  t rea tments ,  and t e s t s  may be  prescr ibed  
which are experimental  i n  na tu re  and I hereby consent t o  such ex- 
aminat ions,  t r ea tmen t s ,  o r  t e s t s .  Notwithstanding the  above, I 
r e se rve  t h e  r i g h t  t o  a f u l l  explana t ion  of any such proposed 
examination, t e s t ,  o r  t reatment  and t h e  r i g h t  t o  withdraw my con- 
s e n t .  
I f i n d  t h a t  I am unable t o  cont inue.  

only s o  long  a s  I a m  needed f o r  research  purposes, and t h a t  I must 
be d ischarged  when my p a r t i c i p a t i o n  i n  a study i s  completed and when, 
i n  t h e  opin ion  of t he  h o s p i t a l  s t a f f ,  my medical condi t ion permits .  
I n  such even t ,  I understand t h a t  ORAU, i t s  o f f i c e r s ,  employees, and 
agents ,  cannot assume r e s p o n s i b i l i t y  f o r  any continued medical care .  

I f u r t h e r  r e se rve  t h e  r i g h t  t o  withdraw completely should 

I f u r t h e r  understand t h a t  I can remain i n  the  research  h o s p i t a l  

The above s ta tements  have been explained t o  me by the  member o f  
I understand and accept t3c t h e  Medical D iv i s ion  s taff  named below. 

s t a t emen t s .  

I have n o t  been inf luenced i n  making t h i s  agreement E y  any 
r e p r e s e n t a t i o n s  o r  s ta tements  regarding improvement i n  12y physical  
cond i t ion  o r  t h e  probable  r e s u l t s  of  any t reatments  received,  b u t  
i n s t e a d  e x p r e s s l y  assume a l l  r i s k s  inc iden t  t o  my h o s p i t a l i z a t i o n ,  
c a r e ,  and t r ea tmen t .  

P a t i e n t ' s  s i g n a t u r e  Medical Division s t a f f  member's 
s igna tu re  

Parent  o r  gua rd ian ' s  s igna tu re  Date 



'4 

OAK RIDGE ASSOCIATED UNIVERSITIES 
Oak Ridge, Tennessee 

Hospi ta l  Summary Sheet  
Name Number 
D i  agnos e s Code 

Operat ions Date Code 

. .  

Radia t ion  Therapy [Type, Dose, S i t e ,  Date) 

Radioisotopes (Nuclide,  Compound, Dose, Route, Date) 

- 

. -  

Date o f  Admission Return Date 
Date o f  Discharge Ou tpa t i en t  I n p a t i e n t  0 
Hosp i t a l  Days 
Death Date 

P h y s i c i a n  
Autopsy: O R I N S  0 No 0 

E 1 s ewhere 
C h i e f ,  C l i n i c a l  Serv ices  

Admission Number 



OAK RIDGE ASSOCIATED UNIVERSITIES 
Oak Ridge, Tennessee 

Consent t o  Experimental Treatment 

I a u t h o r i z e  t h e  performance upon 
(myself o r  name o f  p a t i e n t )  

of  t h e  fol lowing t reatment:  

( S t a t e  n a t u r e  o f  t reatment)  

The na tu re  and purpose of t he  t rea tment ,  poss ib le  a l t e r n a t i v e  
methods of t rea tment ,?  . t he  r i s k s  involved, and t h e  p o s s i b i l i t i e s  o f  
complicat ions have been explained t o  me. 
t r ea tmen t  i s  n o t  t h e  usua l  t rea tment  f o r  my d i so rde r  and i s  t h e r e -  
f o r e  experimental  and remains unproven by medical experience s o  
t h a t  t h e  consequences may be unpredic tab le .  

I understand t h a t  t h i s  

DATE : 
( P a t i e n t  o r  person authorized t o  
-consent for -  p a t i e n t )  

WITNESS : 

about I have t a l k e d  with 
Name 

t h e  proposed course of  t reatment  t o  be given 

inc luding  t h e  following:* 
Name 

Physician Date 

*Physician should i n d i c a t e  experimental  d rugs ,  rad io iso topes ,  
r a d i a t i o n  therapy ,  and/or p o s s i b l e  placebo o r  sham therapy.  

CONSENT TO EXPERIZ.IENTAL TREATJIEXT J I E D - 1 4 6  ( 2 - 6 7 ’  



OAK RIDGE ASSOCIATED UNIVERSIT ES 

Oak Ridge, Tennessee I 
Author iza t ion  f o r  t he  Adminis t ra t ion of  Radioactive Substance 

I hereby au tho r i ze  the  s t a f f  of  t h e  ORINS Medical Divis ion t o  

admin i s t e r  t o  t h e  fol lowing r ad io -  

a c t i v e  subs tance  
Nuclide Chemical 

Dose Route of  adminis t ra t ion  

The purpose of t h i s  procedure has been explained t o  me a s  being: 

I t s  re levance  t o  my cond i t ion ,  t h e  r i s k s  and any poss ib l e  a l t e r n a t i v e s  
have been explained t o  me. 

Name of p a t i e n t  

Date 



OAK R I D G E  ASSOCIATED UNIVERSITIES 
Oak Ridge, Tennessee 

Consent t o  Operat ion 
W 

PAT1 ENT AGE 
A.M. 

DATE TIME P.M. PLACE 

1. I hereby a u t h o r i z e  t h e  medical s t a f f  of  t h e  ORTNS Medical Div is ion ,  o r  such 
p h y s i c i a n  as  t h e y  may d e s i g n a t e ,  t o  perform upon 

( s t a t e  name of  p a t i e n t  or 
t h e  fo l lowing  ope ra t ion :  

myself)  

I f  i n  t h e  c o u r s e  o f  t h e  o p e r a t i o n  any unforeseen  cond i t ion  a r i s e s  c a l l i n g  
f o r  procedures  i n  a d d i t i o n  t o  o r  d i f f e r e n t  from those  now a u t h o r i z e d ,  I 
f u r t h e r  r e q u e s t  and a u t h o r i z e  him t o  do whatever h e  deems adv i sab le .  
The n a t u r e  and purpose of t h e  o p e r a t i o n ,  p o s s i b l e  a l t e r n a t i v e  methods o f  
t r e a t m e n t ,  t h e  r i s k s  involved,  and the p o s s i b i l i t y  o f . compl i ca t ions  have 
been f u l l y  e x p l a i n e d  t o  me, I acknowledge t h a t  no guarantee  o r  a s su rance  

2 .  

has been made as t o  t h e  r e s u l t s  t h a t  may be obta ined .  
i 

3 .  I consent  t o  t h e  a d m i n i s t r a t i o n  o f  a n e s t h e s i a  by o r  under t h e  d i r e c t i o n  o f  
a s t a f f  member o f  t h e  ORINS Medical D iv i s ion  o r  such o t h e r  q u a l i f i e d  person 
as he may d e s i g n a t e .  I f u r t h e r  consent  t o  t h e  use  of  such a n e s t h e t i c s  a s  
he may deem a d v i s a b l e  wi th  t h e  excep t ion  o f  

( i f  none, s o  s t a t e )  

4 .  I consent  t o  t h e  d i s p o s a l  by a u t h o r i t i e s  o f  t h e  ORINS Medical D iv i s ion  of  

5 .  I consent  t o  t h e  t a k i n g  and p u b l i c a t i o n  o f  any photographs i n  t h e  c o u r s e  

6.  For t h e  purpose  o f  advancing medical educa t ion  and s c i e n c e ,  I a l s o  consent  

any t i s s u e s  or p a r t s  which may be removed. . 

o f . t h i s  o p e r a t i o n  f o r  t h e  purpose of advancing medical educa t ion  and s c i e n c e .  

t o  t h e  admi t t ance  o f  obse rve r s  t o  t h e  o p e r a t i n g  room. 

0 

I CERTIFY THAT I HAVE READ AND FULLY UNDERSTAND THE FOREGOING CONSENT TO 
OPERATION, THAT THE EXPLANATIONS THEREIN REFERRED TO WERE MADE, AND THAT ALL 
BLANKS OR STATEMENTS REQUIRING INSERTION OR COMPLETION WERE FILLED I N  AND 
INAPPLICABLE PARAGRAPHS, I F  ANY, WERE STRICKEN BEFORE I SIGNED. 

S i g n a t u r e  o f  P a t i e n t  

S i g n a t u r e  of  P a t i e n t ' s  Spouse 

When t h e  p a t i e n t  i s  a minor o r  incompetent t o  g ive  consent :  

. Signa tu re  o f  person au tho r i zed  
t o  g ive  consent  

Re la t ionsh ip  t o  P a t i e n t  

WITNESS: 
4 

CONSENT TO OPERATIOX N E D - 1 4 5  ( 2 - 6 7 )  



Physician 

Date 

'*If s t e r i l t y ,  b l indness ,  or l o s s  o f  hear ing is  a p o s s i b i l i t y ,  
p l ease  descr ibe  b r i e f l y  t h e  explanat ion given t o  t h e  p a t i e n t .  

I have t a l k e d  with 

about t h e  contemplated opera t ion  and have explained t h e  risk 
involved. * 

( p a t i e n t ' s  name or person consenting) 

Remarks : 



OAK RIDGE ASSOCIATED UNIVERSITIES 
Oak Ridge, Tennessee 

Request f o r  Autopsy 
NAME OF DECEASED Age Hosp. No. 

MARITAL STATUS OF DECEASED I S :  

SINGLE MARRIED WIDOWED SEPARATED (But no t  divorced) DIVORCED 

TIME OF DEATH 
Year Hour 

( C i r c l e  word t h a t  app l i e s )  

Month Day 
1. 

2. 

3. 

d 

4 .  

5 .  

I hereby c e r t i f y  t h a t  I assume custody of the body o f  t h e  above- 
designated deceased f o r  purpose o f  b u r i a l ,  and assume r e s p o n s i b i l i t i e s  
connected therewi th .  
I hereby au tho r i ze  the  Pa tho log i s t  of t h e  Oak Ridge I n s t i t u t e  of 
Nuclear S t u d i e s ,  an ope ra t ing  u n i t  of Oak Ridge,Associated U n i v e r s i t i e s ,  
and such person o r  persons a s  he may des igna te ,  t o  perform an autopsy 
on t h e  body of my 

( S t a t e  r e l a t i o n s h i p  of deceased t o  s igne r . )  
I au tho r i ze  him, too ,  t o  have p resen t  a t  t h a t  autopsy such persons a s  
he may deem proper .  
The autopsy here  au thor ized  may be e i t h e r  a complete o r  p a r t i a l  
autopsy. 
performing the  autopsy cons iders  necessary f o r  study subsequent t o  
t h e  autopsy,  t o  accomplish the  purposes o f  t h e  autopsy, t o  e l imina te  
undes i r ab le  r a d i o a c t i v i t y ,  o r  f o r  t he rapeu t i c  purposes. The t i s s u e s  
removed may be r e t a i n e d  o r  disposed of a f t e r  examination. (If the  
n a t u r e  and ex ten t  of t h i s  autopsy o r  t h e  r i g h t  t o  remove p a r t s  of t h e  
body a r e  t o  be l i m i t e d  i n  any way, those LIMITATIONS SHOULD BE 
CLEARLY STATED BELOW). 
i s  t o  be understood t h a t  t he  p a t h o l o g i s t  by whom the  ope ra t ion  is  p e r -  
formed i s  t o  be the  s o l e  judge of t h e  na ture  and ex ten t  of t h e  
autopsy. 
t e n t s  and t h e  e x t r e m i t i e s ,  if such examination i s  necessary t o  complete 
s tudy  of t h e  case.  

LIMITATIONS (Specify) : 

Such organs and t i s s u e s  may be removed a s  t h e  physician 

I n  t h e  absence of any s t a t e d  l i m i t a t i o n s ,  it 

He i s  s p e c i f i c a l l y  au thor ized  t o  examine t h e  c r a n i a l  con- 

A f t e r  t h e  autopsy, t h e  body should be re leased  t o :  

I FURTHER CERTIFY THAT I HAVE READ AND UNDERSTAND ALL THE FOREGOING. 

DATE SIGNATURE 

ADDRESS 

'WI TNE S S E S : 

1. 

2. 

I03252b 
REQUEST FOR AUTOPSY bIED-139(2-67)  
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OAK RIDGE ASSOCIATED UNIVERSITIES 

OAK RIDGE, TENNESSEE 37830 

INCORPORATED 
P. 0. BOX 117 

AREA CODE 615 
TELEPHONE 48M411 

1, , hereby g ive  my permission 
. Name 

# 9 -. for t h e  
Name of Hospital or Physician c i t y  

, to r e l e a s e  any medical information to  the  Oak 
State  

Ridge Associated Univers i t i e s ,  Medical Div is ion,  which the  Medical Div is ion 

may request .  

Pat i ent ' s  Signature 

-. Witness; 
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Justification vs. Risk Declared 
Key Factors in Clinical Research 

Special to the H o w  Physician Reporter 
GHENT, Belgium-Legal risks in clinical investigation can be 

minimized if the researcher limits the use of subjects to “situations 
in which there is a maximum of scientific justification and a mini- 
mum of risk.” 

This was stressed here recently by Bcraard D. Hirsh, U B., direc- 
tor of the Amcrkan Medical M i t i o n  law division, who spoke at 
the First World Mee on Medical Law. Physi- 

a person who has the authority to give it before 
treatment that legally might be considered assault. 
This rule probably would be strictly applied for 
adults who partici ate in experiments without the 
ex ectation of m&cal benefit, he asserted. 

&e noted, however, that it would be of question- 
able legality to use children or mentally incompe- 
tent persons in such experiments, even if the parent 
or guardian consented. 

Mr. Hirsh admitted that the answer to the ques- 
tion of how much information a physician must 
furnish to a patient to avoid legal liability is complex, because it 
arises out of two separate and distinct legal obligations. 

One is the necessity to obtain valid consent; the other is that the 
physician should act with the highest degree of good faith to protect 
the interest of the patient. 
“Thus it appears,” said Mr. Hirsh, “that the clinical investigator 

must always provide an investigative subject with an adequate ex- 
planation and information regarding the risks that may occur.” 

Unless they are to receive needed medical treatment, he continued, 
persons lacking the “capacity to consent,’’ such as children and the 
mentally incompetent, should not be used for clinical investigation 
merely because they are available. However, in investigations where 
it is essential to use such persons, “it seem unlikely that public policy 
would entirely foreclose clinical investigation,” Mr. Hirsh declared. 

He predicted the eventual development of “some legal mechanism 
to provide authorization under appropriate limitations and safe- 
guards” for those who lack the capacity to give informed consent. 

cians, he added, have 9 a uty to obtain consent from 

Mr. H i d  

. 
: 
I 

i , 
1 .  
I 

. 
‘ 

’ 

i ’ 

1 

I032SPB 
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Decrease Reported in Number 
Of Medical School Applicants 
spcd.ltotheHou8e~clAnacportu - 
EVANSTON, 111.-For the sec- enrollment. 

ond year in a row, the total n u -  According to the AAMC, the 
&r of medical school applicants hac number of fist-year places in 1966 
decreased, accor@g to a recent an- 67 rose Significantly for the first 
nouncement by the Astociation of time in the past three years to a 
American Medical Colleges. record high that provided slightly 

laces for new entrants thix 
plied for admission to the first- ear Year 
class of U.S. medical schools. Xow- of the applicants for f i i t - ~ * u  
ever, it waa noted, the recent trend Places, there a sli ht *e Over 

, toward more applications per per- the Past Year in MCt4’f scores. 

For 1966-67, 1 fWo penons ap- the one 

son continued with an average of 
4.8 r applicant for the year. The 
resuEng total of 87,627 medical 
school applications represent a new 
high. 

. S htly More Places 

school applicants were accepted to 
the first-year class, including 348 
ersons who did not matriculate. 

%he first-year medical school enroll- 
mmt consisted of 8,775 new en- 
t r a m  and 216 students either re- 
peating or completin the first year 

One-ha1 z of the total medical 

of medical school a f ter a previous 

! 
i 

Even rejected applicants did bet- 
ter on the MCAT this year than 
previously, suggesting that an in- 
creasing number of these people 
might have qualified for medical 
school if additional places had been 
avdable. 

“This consideration,” it was noted, 
“together with the projected in- 
creases in the number of applicants 
in the immediate future, indicate 
the potential for significant expan- 
sion of medical school enrollment 
without compromising high admis- 
sion standards for medical students.” 

* 

. i .  . .  

i 
i . .  
? 

I 0 3 2 8 2 1 1  
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Bone Marrow Procedure 

I, , t he  undersigned, do hereby acknowledge t h a t  

I have on t h i s  day, of my own f r ee  w i l l  and accord, volunteered t o  the  Oak RidGc 

Associateii Universit ies (hereinaf ter  ref erred t o  as "Association") one hone narrow 

specimen by needle aspirat ion.  

I understand t h a t  t h i s  procedure i s  f o r  research purposes only  and tha t  it is 

not treatment of any physical in f i rmi t ies ,  known o r  unknown. No known benefit  t o  

me W i l l  r e s u l t  d i r ec t ly  from t h i s  procedure. 

The nature and demands of obtaining the bone marrow specimen by needle 

asp i ra t ion  have been explained t o  me, and I understand and accept t h e  hazards involved. 

It is understood t h a t  I am t o  be paid the  sum of $25.00 by the Association i n  

consideration of which I do hereby release and discharge the  Association, i%s of f icers ,  

employees, successors and assigns, from a l l  claims, actions,  and causes of action, a t  

law o r  i n  equity, which I do now or  may hereaf te r  have against the Association, re- 

su l t i ng  from o r  growing out of the sa l e  of 

body. It i s  fu r the r  understood and agreed 

over the sa id  specimen o r  t he  use thereof.  

Dated This Day of , 

WITNESS : 

(Signature 

said bone marrow o r  i t s  removal from my 

t h a t  I am t o  r e t a in  no cont ro l  whatsoever 

19 

VOLUNTEER : 

(Signature) 

I have careful ly  explained the nature, demands and foreseeable risks of the 

procedure t o  the  above named Volunteer. 

PHYSICIAN: 

...-- "- . . . . . .  - ... . . . .  . .  

(Date) (Signature) 



WHOLE BLOOD 

- - w -  wv -&-mc 

OAK RIDGE ASSOCIATED UNIVERSITIES, * 
_, 

PROCUREMENT, RELEASE, 4 PAYMENT AUTHOR1 ZATION 

I ,  t h e  undersigned, do hereby acknowledge t h a t  I have on t h i s  
day, of  my own f r e e  w i l l  and accord,  de l ive red  and s o l d  t o  the  Oak 
Ridge Associated Un ive r s i t i e s  ( h e r e i n a f t e r  r e f e r r e d  t o  as C'Associationtl) 

d 

cc's o f  my own blood, by d i r e c t  vein a s p i r a t i o n .  

I t  i s  understood t h a t  I am t o  be p a i d  the  below s p e c i f i e d  sum 
by t h e  Associat ion i n  cons idera t ion  of which I do hereby r e l e a s e  and 
discharge t h e  Associat ion,  i t s  successors  and ass igns ,  f rom a l l  
claims, ac t ions  and causes of a c t i o n ,  a t  l a w  o r  i n  e q u i t y ,  which I 
do now or may h e r e a f t e r  have a g a i n s t  t h e  Associat ion,  r e s u l t i n g  from 
or growing out  of t h e  s a l e  of s a i d  blood or i t s  removal from my body. 
I t  is  f u r t h e r  understood and agreed t h a t  I am t o  r e t a i n  no c o n t r o l  
whatsoever over t h e  s a i d  blood or the  use the reo f .  

0 - 100 cc $ 5 . 0 0  
10.00 
1s 00 
2 0 . 0 0  
2 5 . 0 0  

- 
1 0 1  - 200 cc 
201 - 300 cc 
301 - 400 cc 

- - - - 4 0 1  - above 
Th i s  day o f  ? 1970. 

i 

Name (PI  ease P r i n t )  

r, 

Witnesses : 

Signature  of Donor ' 

Mail C h  eck To 

Account t o  Charge: 

BLOOD R E m  BY 

ON M A L  

- .. 
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RTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

WASHINGTON. D.C. 2oH)f 

May 1, 1969 

TO : Heads of Institutions Receiving Public Health Service Grants from: 
Consumer Protection and Environmental Health Service 
Health Services and Mental Health Administration 
National Institutes of Health 

FROM : Director, Division of Research Grants, National Institutes of Health 

.SUBJECT: 
\\ I /  
Protection of the Individual as a Research Subject 

During the 3 years since the announcement of Public Health Service policy 
concerning research involving human subjects, there has been a continuing 
study of the effectiveness .of the policy and of the adequacy of its procedures. 
This study has been carried out in the light of comments by Public Health 
Service staff and representatives of the grantee institutions involved. 
The policy has also been discussed with individuals who have expressed 
an interest in its impact on the health and welfare of man--both as an 
individual who serves as a research subject, and as a member of the com- 
munity which benefits from the products of this research. 

The review confirmed the utility of the policy, but ;gttqEmnd-ed-$ka$&es 
i ~ ~ h ~ - . p ~ ~ ~ c y - - s " t ~ ~ ~ e n t  to provide better understanding of the requirements. 
The enclosed publication replaces all previous policy statements on this 
subject and is effective immediately. 
cations and contract proposals should, whenever possible, be given institutional 
review and approval prior to their submission to the Public Health Service" 
and the companion requirement that an institution "..,submit with the 
application, or as soon after submission of the application as possible ...I' 

The new requirement that "...appli- 

a-certificaqion that 
liberally .-e I- 

However, no grant involving human subjects and 1 a c k i n g ~ i . c a L e - e L  
institutional review and approval will be awarded after December 31, 1969. 

The following list identifies other changes in policy or in emphasis: 

... The policy is applicable to all research involving human subjects 
supported through grants, awards, or contracts by the National Institutes 
of Health, the Health Services and Mental Health Administration, and 
the Consumer Protection and Environmental Health Service. - 

p.  

' .  ... A subject is considered to be any human being exposed to any research 
procedure as the result of the availability of Public Health Service 
funds. 

. 



... A research procedure is one which goes beyond the diagnostic and thera- 
peutic needs of the subject as determined by his attending professional 
and the institutional review committee. 

... Applicability of the policy is discussed in terms of the hazards inherent 
in a wide range of medical, socia1,and behavioral projects. 

... Emphasis is placed on the fact that research may be supported not only 
by research and research training grants, and by research fellowships, 
but also by biomedical sciences support grants, demonstration grants, and 
other types of grants and awards not specifically associated with research. 

... There is a reminder that institutional review committees should consider 
not only the form of a consent but also the substance of the information 
to be given to the subject. 

... There is an explicit prohibition against implementing with Public Health 
Service funds any project, or proposed change in a project, not approved 
by the institutional committee. 

... The scientist proposing a project should be informed of the reasons 
for any adverse actions taken by the institutional committee. 

... The institution sponsoring a grant or contract is responsible for review 
of a project even though a portion, or all, of the research may be conducted 
by a cooperating institution. 

... Reference is made to the desirability for legal competence on institu- 

' ',\J. 

c tional committees. 
The Public Health Service will continue its study of the issues involved 
in the protection of the individuals who serve as research subjects and of 
the effectiveness of this policy. 
of Research Grants on behalf of the Consumer Protection and Environmental 
Health Service, the Health Services and Mental Health Administration, and 
the National Institutes of Health. 
the assurance requirements of the earlier issuance (PPO #129, revised 
July 1, 1966) will be considered to meet the requirements of the new policy, 
unless review by the grantee institution, or by this office, indicates that 
changes are necessary. 

The policy is administered by the Division 

Procedures previously accepted as meeting 

/ 

Comments or inquiries regarding the interpretation of application of the 
policy may be addressed to the Director, Division of Research Grants, 
National Institutes of Health, Bethesda, Maryland 20014. 

- 
8 
@fie 
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CJuC - <%{*,A/ I 
Eugene A. Confrey, Ph.D. 

Enclosure 
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EXAMPLE OF AN PACCEPTABLE STATEMENT OF COWLIXNCE - AS REQUIRED BY THE SURGEON GEhXF-4L'S ISSUANCE OF PlAY 1, 1969;'; 

Pol icy  and Procedures of Marimar Universisx Concernirig Inves t iga t ions  
Involving Hman Subjec ts  

I. E t h i c a l  P o l k .  The Facul ty  and Board of Trus tees  of t h i s  Universi ty  
have o f f i c i a l l y  adopted the  code of mcdical and ger.eral e t h i c s ,  promul- 
ga ted  by t h e  World Medical Associat ion as t h e  Declarat ion of Helsinki.  

11. A d m i n i s t x i v e  Review. 
Service must be submitted through the  Of f i ce  of Reseai-ch slid Special  
P r o j e c t s  of t h i s  Universi ty .  
completeness, budget accuracy, and f o r  compliance with YUS pol icy .  
For any proposal  involving t h e  use of human subjec ts  t h e  appl icant  
i s  req-xired t o  inform t h i s  Off ice  whether he has submitted copies 
t o  the  Facul ty  Research Comqittee (described bel.cw) . This  Off ice  
is requi red  t o  c a l l  t o  t h e  Committee's a t t e n t i o n  any p r o j e c t s  not 
so subn i t t ed  which appear t o  involve human subjec ts .  

All app l i ca t ions  f o r  funds from the. Pub l i c  Health 

Eere they a r e  revieved c h i e f l y  f o r  

111. Piembership o f  R B V ~ C W  Cormittee. The Xetrbership of the Facul ty  Reseai-ch 
Committee coris is ts  of the  Chairmen of a l l  academic Departments aild 
t h e  p r i n c i p a l  adminis t ra t ive  o f f i c e r s ;  t h e  Chairman of t h e  Committee 
i s  the  Ass i s t an t  Dean of t h e  Graduate School. i n  charge o f  sponsored 
research .  The degrees and a r e a s  of  s p e c i a l i z a t i o n  of t h e  incumbents 
are l i s t e d  ove r l ea f  (not included with t h i s  example). The Facul ty  
Chaplain, F r .  Brown, and M r .  Ephriam T u t t ,  our l ega l  o f f i c e r ,  may 

\ be c a l l e d  a s  consul tan ts .  

IV. I I n i t i a l  Review by Committee. All app l i ca t ions  f o r  support of research ,  
t r a i n i n g ,  demonstration o r  genera l  research  suppor t  p r o j e c t s ,  including 
those  of fe l lows  and t r a i n e e s ,  which involve the  use of  human subjec ts  
must be submitted t o  the  Facul ty  P.esearch Committee p r i o r  t o  submission 
t o  the  PHS, and i n  the  exac t  form t o  be used f o r  submission. Regardless 
o f  t h e  na tu re  o r  d.egree of r i s k  an t i c ipa t ed ,  the  appl icant  must present  
i n  wr i t i ng ,  and be prepared t o  defend i n  person before t h e  Comiittee,  
d e t a i l e d  information on t h e  following po in t s :  

1. 

2. 

3 .  
__ 

The poss ib l e  r i s k s  t o  t h e  r i g h t s  and welfare of  human 
s u b j e c t s ,  inc luding  the  r i g h t s  of  privacy, freedom 
from undue harassment, and c o n f i d e n t i a l i t y  of d a t a ,  
and a desc r ip t ion  of the  provis ions  'made tc minimize 
these r i s k s .  

Methods used t o  acqui re  informed consent, with s p e c i a l  
emphasis on t h e i r  appropriateness  t o  the  p a r t i c u l a r  
s i t u a t i o n  inherent  i n  t h e  study plan.  

The r e l a t i v e  r i s k s  of the  p ro jec t  as compared t o  the 
probable  bene f i t s  t o  the  sub jec t s  2nd t o  soc ie ty .  
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I .  

V. 

!' For each application the Committee will either certify that these 
points have been properly dealt with and declare that the project 
may be submitted to the PHS, or recommend to the President of the 
University that submission be delayed until specific deficiencies 
(spelled out in writing) are adequately dealt with. 

Members of the Committee who are in any way directly involved in the 
work covered by any project being considered will be replaced by appro- 
priate substitutss dcring the pertinent discussion. 

The Ccmmittee's findings will be transmitted in writing to the President, 
the appropriate departmental chairman, and the applicant. 
shall be released by the Compt.roller until the President has concurred 
with these recommendations. 
shall maintain normal supervision of the project activities in the 
light of the Committee's report. 

No funds 

The applicant s administrative superior 

Continui-ng Review by Committee. The Faculty Research Committee meets 
quarterly. 
are required to submit to each of these sessions status reports in 
which are presented any emergent. problems, 
a project log summarizing the Committee discussions on these reports. 
If a report in delinquent, the Chairman will contact the investigator 
to ascertain the status of the study protocol. If at any time the 
Committee is dissatisfied with the conduct of the project, or with 
the cooperation of the investigator, they shall immediately report 
this to the President and recormend that financial support of the 
project be withheld until the deficiencies are corrected. 

Investigators in charge of projects involving 'numan subjects 

The Chairman will maintain 

. 

If a responsible investigator plans a change in study protocol, he 
will submit the proposed changes to the Committee for their approval, 
before putting them into practice. 

VI. Provisions to Protect the €?ealth and Safety of Hurnzn Subjects. This 
'University has a 20 bed health unit staffed by 4 part-time M.D.'s. 
Serious cases are referred to the Washington County Hospital. 

VII. Applicability of this Assurance. This assurance applies to this University, 
its extension carlipuses in Mayberry and Tarbox, and its Institute 
for Human Relations in Colesville. 

*his example was drafted in the Institutional Relations Section, Division 
of Research Grants, National Institutes of Health. 
existing institution and is intended only as a guide for use in developing 
acceptable statements of compliance. 

It refers to no 
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OAK 2iCGE ASXXIATED UNIVERSITIES 
INCORPORATED 

P. 0. EOX 1 1 1  

O A S  RIDGE, TENNESSSE 37830 
AREA CODE 615 

TELEPiIONB 4 3 - 8 4 ]  I 

Institutional Psstlrasce on Xesearch Involving Human Subjects 

The Oak Ridge Associ2teZ Universities will con~gly with the 
pixP:Aes of t?-e Public EeGtii Sezvfce 2olicy with regard to research 
hvolvhg h ~ ~ ~ n ~ i i  s~bf ects wkich recpires a review independezt of the 
iiwastigator 0;: c x e c t o r  to s&guard the rights zicl welfare of those 
subjects. I-: assiires tLe ?&lic Bcalth Service that it will establish 
an2 rnaiztai~ advisory groups co;x?stent to review research plans 
involving bxxa~ subjects, prior to the initiation of this research, in 
or&:: to i;;sure adeqJate safeguards. Group reviews a d  dscisions 
wlZ be carried wt in reference to (1) the rights and welfare of the 
lc-, _. _..__ .-s ti-. A-ecl ,  c?) 2-e q;rcpiz,tei:sss of tLe ;=le2m?s used 
ta cbtaiii irLoimed consei-t, ELlzii (3) the risks and potential benefits 
of Sie proposed research. 

.. 

-,+ f r T T e , ~  

n i  instihition rgees  io 2 co;itiminng exchange of informatioil 
ank aLvice b e h -  xi the review grmp and the icvestigatar 0:' &rector, 
pzticularly to deal with proposed chzinges in r e sexch  desigx, arid 
witL emergent problems which nxiy alter the investigationd situation 
with regard to the criteria cited 25ove. The institution will assure 
itself iimt its policies and the advice of its review grou9s are foliowed. 
It wili  also provide whatever professional attentioil or facilities a r e  
i*zClLIirEL to safegwrd the rights azd welfare of human subjects imolved 
ill resasick. Records of gz-ouj review and decision on the use of human 
szbjects a d  of informed consent will be developed md  kept by the 
ks t ih t ion .  

Title Chairman, Medical Divisioii 

Date May29,  1589 



Medical Division 

Oak Ridge Associated Universities 

I 

Oak Ridge, Tennessee 

ORAU GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 

Revised July 1969 

I. Ethical Policy 

The staff of the Medical Division and the Committee on Human 
Studies of Oak Ridge Associated Universities have officially 
adopted the code of ethics adopted by the World Medical Associ- 
ation, known as the Declaration of Helsinki. We accept as 
amplification of this document, the statement of the British 
Medical Research Council. 

II. Administrative Review 

All applications for funds to conduct research involving human 
subjects must be submitted through the office of the Executive 
Director of ORAU. For any proposal involving research in human 
subjects, the applicant is required to state in writing whether the 
proposed program has been submitted to the Committee on Human 
Studies. 

Et. Membership of the Committee 

The Committee includes two outside consultants familiar with the 
type of research done at ORAU and having no personal participation 
in the projects discussed. Other members of the Committee a re  
the chairman of the Medical Division, four members of the Divi- 
sion's scientific staff, and a lawyer who is head of legal services 
for ORAU. The chief of clinical services at ORAU is an ex officio 
member. 

IV. Initial Review by Committee 

A l l  applications for support of research, training, demonstration 
or general research support projects, including those of fellows 
and trainees, which involve the use of human subjects must be a 
presented to and approved by the Committee on Human Studies 
prior to submission for funding, and in the exact form to be used 
for submission. Regardless of the nature or  degree of risk anti- 
cipated, the applicant must present in writing, and be prepared to 
defend in person before the Committee, detailed information on the 
following points : 

1. The possible risks to the rights and welfare of human 
subjects, including the rights of privacy, freedom 
from undue harassment, and confidentiality of data, 
and a description of the provisions made to minimize 
these risks. 
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2. Methods used to acquire informed consent, and the 
form in which it is stated, with special emphasis on 
the appropriateness to the particular situation inherent 
in the study plan. 

3. The relative risks of the project as compared to the 
probable benefits to the subjects and to society. 

For each application the Committee will either certrfy that 
these points have been properly dealt with and declare that the 
project may be submitted for funding, or recommend to the 
Executive Director of ORAU that submission be delayed until 
specific deficiencies (spelled out in writing) are adequately 
dealt with. 

Members of the Committee who are in any way directly involved 
in the work will not participate during the pertinent discussion. 

Approval of the Committee members reviewing the application 
must be unanimous. Ln the event that only one member of the 
Committee disapproves of a proposal, one or more additional 
outside consultants especially qualified and approved by the 
majority of the Committee will be asked to review the problem. 
If they concur, the research may go forward over the dissent of 
the one member of the regular committee, ' 

The Committee's findings will be transmitted in writing to the 
Executive Director and to the Chairman of the Medical Division 
and the applicant. No funds shall be released by the ORAU 
Fiscal Services Department until the Executive Director has 
concurred with these recommendations. The applicant's adminis- 
trative superior shall maintain continuing review of the project 
activities in the light of the Committee's report. 

V. Continuing Review by Committee 

The Committee meets twice yearly or  at such additional times 
as  called by the chairman. Investigators in charge of projects 
on human subjects are required to submit at each of these 
sessions status reports in which are presented any emergent 
problems. If a report is delinquent, the Executive Director of 
ORAU will contact the investigator to ascertain the status of the 
study protocol. If at any time the Committee is dissatisfied with 
the conduct of the project, o r  with the cooperationof the investi- 
gator, they shall immediately report this to the Executive 
Director and recommend that financial support of the project be 
withheld until the deficiencies are corrected. 
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If a. responsible investigator plans a change in study protocol, 
he will submit the proposed changes to the Committee for their 
approval, before putting them into practice. 

VI. Provisions to Protect the Health and Safe* of Human 
Subiects 

The ORAU Medical Division has a 26-bed clinical facility with 
modern equipment, including a surgical suite. It is staffed with 
at least four full-time permanent staff physicians devoting most 
of their time to clinical research and patient care, plus seven 
other physicians in various positions (pathology, division chair- 
man, etc.) plus a variable number of temporary physician 
trainees. Special consultant services from Knoxville and from 
medical schools participating in ORAU are  sought when needed. 
The nearby facilities of the Oak Ridge Hospital of the Methodist 
Church are available to our unit. 

VII. Applicability of this Assurance 

Although at the present time all research involving human subjects 
is localized at the Vance Road site of the Medical Division of Oak 
Ridge Associated Universities, the same provisions would apply 
to other research sites of the Medical Division, and to the other 
divisions and offices of ORAU, should human research be under- 
taken at these sites. 



' i  

REVIEW AND ACTION 

Committee on Human Studies 

Oak Ridge Associated Universities 

Medical Division 

Principal Investigator: Identifying No. 

Project Title: 

Comments: 

Approved: (date) 
. 

Disapproved: (date) Secretary, Committee on Human Studies 
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To: Committee on Human Studies 

Oak Ridge Associated Universities 

Medical Division 

APPLICATION FOR THE USE OF HUMANS AS EXPERIMENTAL SUBJECTS 

(Three copies required. Use  reverse side of these forms if additional 
space is needed.) 

Date 

I. Senior Investigator: 

C o-Investigators: 

Title of Project: 

II. Objectives of Experiment: (Use additional blank pages if needed.) 

Adopted 4-67 



Application for use of humans as  experimental subjects Page 2 

III. Methods of Procedure: 

Brief description of methods, all  medications including name and 
dose range, number and types of subjects anticipated, time for single 
session, total number of sessions, total duration of study, methods 
used to screen subjects, etc. (Use additional blank pages if needed.) 

IV. Possible hazards and their evaluation: 



Application for use of humans as experimental subjects Page 3 

V. Radioisotopes and New Drugs: 

If the study involves radioisotopes, indicate action of the ORAU 
Medical Division Isotope Committee. If new drugs are involved, 
indicate that appropriate application to FDA has been made. 

VI. Responsibility of Senior Investigator: 

The principal investigator will follow the procedures of the ORAU 
Medicd Division Committee on Human Studies in obtaining ''informed 
consent" from the subject under study. The investigator recognizes 
that he retains the primary responsibility for safeguarding the interests 
of the participants under study. Any significant changes in methods of 
procedure or  of the development of unexpected risks will be brought 
to the attention of Committee on Human Studies. I 

Starting Date Signatures: 
Investigator 

Investigator 

Investigator 

MEDICAL DIVISION REVIEW 

VII. The application described above has been subjected to review and has 
been approved. 

Chairman 

Date 
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m Staff - ision DATF Mav 29. 1969 

s u J L C T G U T D F . L T N E S C E  INV OLVING HUMAN SUBJECTS 4 

COPIES TO Dr. P u d :  Files 

1. The Medical Division since its opening has sought to safeguard the 
rights and safety of its patients who participate in research studies. 
Ih recent years more formalized procedures for institutions have 
emerged, in part stimulated by the policy statements of the NIH. 

2. The Medical Division formally established a "Committee on Human 
Studies'.' in 1967, charged with initial and continuing review 
assignments. 

Attached is a Guideline, and an Application for the Use of Humans 
as Experimental Subjects which must be reviewed and approved by 
the Committee before such new experimental projects can be activated. 

3. 

4. We request that any planned projects which have not yet been 
reviewed be submitted to the Division Office by July 1 so tha t  the 
Committee members can study the proposal before its meeting July 10. 

RMK:f ed 

Attached 
I Guidelines - Research on Human Subjects 

Statement by Medical Research Council 
Curriculum Vitae of Committee Members 
Review and Action 

Lnstitutional Assurance.. 
Declaration of Helsinki 

., Application 

i 

M 
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-- A ?I'STRc\TfCIK EXAMPLE OP A STATEIENT OF C&TLIAMCE Exhib i t  X1-40-1 
I 

PART ONE OF A GENEiZAL INSTITUTIONAL ASSURANCE -- 
The (name of i n s t i t u t i a n )  w i l l  comply w i t h  t h e  po l i cy  f o r  t h e  p r o t e c t i o n  
of human s u b j e c t s  p a r t i c i p a t i n g  i n  p r o j e c t s  and a c t i v i t i e s  supported d l . r ec t ly  o r  
i n d i r e c t l y  by g r a n t s ,  c o n t r a c t s ,  o r  awards from t h e  Department of Heal th ,  Educat ion,  
and Welfare.  'In f u l f i l l m e n t  of i t s  assurance :  

This  i n s t i t u t i o n  w i l l  e s t a b l i s h  and main ta in  a committee competent t o  review 
p r o j e c t s  and a c t i v i t i e s  t h a t  i nvo lve  human s u b j e c t s .  The c o n n i t t e e  w i l l  be 
a s s igned  r e s p o n s i b i l i t y  t o  determine f o r  each p r o j e c t  and a c t i v i t y  a s  planned 
and conducted t h a t :  

The r i g h t s  and we l fa re  of s u b j e c t s  a r e  adequate ly  p ro tec t ed .  

The r i s k s  t o  s u b j e c t s  a r e  outweighed by t h e  p o t e n t i a l  b e n e f i t s  t o  him, o r  
by t h e  importance of t h e  knowledge t o  be gnined. 

T h e  procedures  f o r  ob ta in ing  informed consent  a r e  adequate and appropr i a t e .  

This i n s t e t u t i o n  w i l l  provide f o r  committee reviews t o  be conducted o b j e c t i v e l y  
and i n  a mznner to ensure  t h e  e x e r c i s e  of Izdapendert  jur'gao-nt o f  t h e  members. 
Members w i I . 1  be excluded from reviews of p r o j e c t s  o r  a c t i v i t i e s  i n  which they  
have a n  a c t i v e  r o l e  o r  a conf l . i c t  of i n t e r e s t .  

This  i n s  t i t u t i o a  w i l l  encourage con t inu ing  c o n s t r u c t i v e  communication between 
the coirmittee and t h e  p r o j e c t  d i r e c t o r s  a s  a means of sa feguard ing  Che rlg1it.s 
and w e l f a r e  of s u b j e c t s .  

'd 

This  i n s t i t u t i o n  w i l l  provicle whatever f a c i l i t i e s  and professiocal .  a t t e n t i o n  a r e  
r e q u i r e d  t o  sa fegua rd  t h e  r i g h t s  and we l fa re  of human sub jec t s .  

This  i n s t i t u t i o n  w i l l  main ta in  a p p r o p r i a t e  and ia format ive  r eco rds  of cominittee 
revlews of a p p l i c a t i o n s  and a c t i v e  p r o j e c t s  , of b r i e f i n g s  of s i i b j ec t s  f o r  ob ta in ing  
i n f o r m d  consent ,  and o the r  documentation t h a t  may p e r t a i n  t o  t h e  s e l e c t i o n ,  
p a r t i c i p a t i o n ,  and p r o t e c t i o n  of s u b j e c t s ,  and t o  reviews of c i rcumstances t h a t  
a d v e r s e l y  a f f e c t  t h e  r i g h t s  o r  w e l f a r e  of i n d i v i d u a l  s u b j e c t s .  

This  i n s t i t u t i o n  w i l l  p e r i o d i c a l l y  r e a s s u r e  i t s e l f  through a p p r o p r i a t e  
a d m i n i s t r a t i v e  overview t h a t  t h e  p r a c t i c e s  and proccdures d e s i g n d  f o r  t h e  
p r o t e c t i o n  of t h e  r i g h t s  and w e l f a r e  of s u b j e c t s  a r e  being e f f e c t i v e l y  a p p l i e d  
and a r e  c o n s i s t e n t  w i t h  i t s  a s su rance  as accepted by t h e  Department of Heal th ,  
Educat ion,  and Welfare.  

O f f i c i a l  s ign ing  f o r  t h e  I n s t i t u t i o n  

Signa t u r e  - 
T i r l c  - 
Date --- 

U 
Enclosure :  Implementing Guida l iccs ,  P a r t  Two of a General I n s t i t u t i o n a l  Assurance 

1 0 3 2 5 4 3  
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GRANTS 
MTNISTRATION EXAMPLE OF A STATENENT OF COMPLIANCE Exhibit X1- 40 - 2 

SPECIAL INSTITUTIONAL ASSURANCE IN GONNECTI  ti^ .WITH SINGLE PROJXCTS 
INVOLVING HUMAN SUBJECTS 

I -  
. .. . 

The 
of human subjects participating in projects or activities supported by grants, 
contracts, and awards made by the Department of Health, Education, and Welfare. 
This policy requires a review independent of the investigator or director to 
safeguard the rights and welfare of those subjects. An initial review of the 
application for a grant, contract, or award identified as submitted by this institution on behalf of . indicates 
that : 

In the opinion of this committee the risks to the rights and welfare of the 
subjects in this project or activity are: 

(name of institution) will comply with the policy for the protection 

The committee states that adequate safeguards against these risks have been 
provided. 

In the opinion of the connittee the potential benefits of this activity to the 
subjects outweigh any probable risks. 
reas oils : 

This opinion is justified by the fpllowing 

In the opi.nicn of the committee the following informed consent procedures will 
be adequate and appropri.ate: 

The committee agrees to arrange for a continuing exchange of information and 
advice. between itself and the investigator or director, particularly to deal 
with proposed changes in project or activity'design, end with emergent problems 
which may alter the investigational situation with regard to the criteria 
cited above. This exchange wi.11 be implemented through: 

.-- , a  
! .: 1 . *  

This institution will provide whatever professional attention or facilities 
are required to safegcard. the rights and welfare of human subjects. 
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Exhibit X1-40-2 XINISTRATION EXAPPLE OF A STATEMENT OF COi.IPLIAXCE - 
d (Exhibit Xl-40-2 continued) 

(5) The signatures, names, occupations, or titles of the members of the committee 
are listed below. 

Name Occupation or Title 

Name Occupation or Title 

Name Occupation or Title 

Name Occupation or Title 

(6) Official signing for Institution 

. .  
. . . .  

1 . _  

~... :.-:: 
.., . .  %..I* .:. ... :.: , ..:_ , . ..: 

- 
Name Title Date 

(see instructions) 



w’ 

EXCERPT 
CHAPTER. 1-40 ’ 

PROTECTION OF HUMAN SUBJECTS 

1-40-20 POLICY 

Safeguardlng t h e  r i g h t s  and w e l f a r e  of human s u b j e c t s  involved i n  
p r o j e c t s  and i n  o t h e r  a c t i v i t i e s  supported by g r a n t s ,  c o n t r a c t s ,  and 
awards from t h e  Department of Heal th ,  Educat ion,  and Welfare  i s  t h e  
r e s p o n s i h i l i t y  of t h e  i n s t i t u t i o n  which r e c e i v e s  o r  i s  accountable  t o  
t h e  DHEW f o r  t h e  funds awarded f o r  t h e  suppor t  of t h e  p r o j e c t  o r  
a c t i v i t y .  Grants ,  c o n t r a c t s ,  and awards involv ing  human s u b j e c t s  a t  
r i sk  w i l l  n o t  be made t o  a n  i n d i v i d u a l  u n l e s s  he i s  a f f i l i a t e d  wi th  
or sponsored by an i n s t i t u t i o n , w h i c h  can and w i l l  assume thi‘s r e s p o n s i b i l i t y .  

I n  o r d e r  t o  p rov ide  f o r  t h e  adequate  d i scha rge  of t h i s  i n s t i t u t i o n a l  
r e s p o n s i b i l i t y ,  i t  i s  t h e  p o l i c y  of t h e  Departnent t h a t  no g r a n t ,  c o n t r a c t ,  
o r  award f o r  a p r o j e c t  o r  a c t i v i t y  involv ing  human s u b j e c t s  a t  r i s k  
s h a l l  be made u n t i l  essurance  t h a t  t h e  p r o j e c t  o r  a c t i v i t y  w i l l  be 
s u b j e c t  t o  i n i t i a l  and con t inu ing  review by an  appropr i a t e  i n s t i t u t i m a l  
comni t tee  hzs been o f f i c i a l l y  presented  t o  and accepted by t h e  DHEV. 
Th i s  review s h a l l  a s s u r e  t h a t  t h e  r i g h t s  and we l fa re  of t h e  s u b j e c t s  
involved  a r e  adequate ly  p r o t e c t e d ,  t h a t  t h e  r i s k s  t o  an i n d i v i d v a l  
a r e  outweighed by t h e  p o t e n t i a l  b e n e f i t s  t o  him o r  by t h e  importance 
of t h e  knowledge t o  be ga ined ,  and t h a t  t h e  mzthods t o  be used t o  
o b t a i n  i n f  ormcd consent  a r e  adequate  and appropr i a t e .  L/ The i n s t i t u t i o n  
m u s t  a l s o  p rov ide  wi th  each proposa l  i nvo lv ing  human s u b j e c t s  a 
c e r t i f i c a t i o n  t h a t  i t  has been o r  w i l l  be reviewed p r i o r  t o  t h e  
proposed s t a r t i n g .  d a t e  i n  accordance w i t h  t h e  terms of t h e  i n s t i t u t i o n ’ s  
assurance .  

S ince  t h e  w e l f a r e  of s u b j e c t s  i s  a ma t t e r  of concern t o  t h e  Department 
of Heal th ,  Educat ion,  and Welfare as w e l l  as t o  t h e  i n s t i t u t i o n ,  
no g r a n t ,  c o n t r a c t ,  o r  award involv ing  human s u b j e c t s  s h a l l  be uade 
u n l e s s  t h e  a p p l i c a t i o n  f o r  such support: has been reviewed and approved 
by a n  a p p r o p r i a t e  p r o f e s s i o n a l  committee w i t h i n  t h e  r e s p o n s i b l e  
o r g a n i z a t i o n a l  conponent of t h e  Department. 
t h a t  t h e  p r o j e c t  or a c t i v i t y ,  as descr ibed  i n  t h e  a p p l i c a t i o n ,  w i l l  
not i n t e r f e r e  w i t h  or impai r  t h e  r i g h t s  and we l fa re  of t h e  s u b j e c t s ,  
nor  i nvo lve  risks t h a t  outweigh e i t h e r  p o t e n t i a l  b e n e f i t s  t o  the s u b j e c t s  
or t h e  evpected v a l u e  of t h e  knowledge sought ,  nor deny t h e  r i g h t s  
of t h e  s u b j e c t  t o  adequate  and a p p r o p r i a t e  informed consen t .  The 
committee nay recc-nmend t o  t h e  awarding agency, snd t h e  atrarding agency 
nay r e q u i r e ,  t h e  impos i t ion  of s p e c i f i c  g r a n t ,  c o n t r a c t ,  and award 
terms provid ing  for the  p r o t e c t i o n  of human s u b j e c t s ,  i n c l u d i n g  
requi rements  f o r  informed consent .  

This  review must e s t a b l i s h  

- 1/ I n  t h e  United S t a t e s ,  adherence t o  t h e  r egu la t ions  of t h e  Focd and 
Drag Adminis t ra t ion  (21 CFR 130.37) governing consent  i n  p r o j e c t s  
in-Jolving inv-zs t igz t ive  new drugs (IND) i s  requi red  by law. 

, 
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PROTECTION OF HUMAN SUBJECTS 2 

1-40-40 

A, 

B. 

GRANTEE IMPLEMENTATION 

Negotiation of Assurances 

An institution applying to DHEW for a grant, contract, or award involving 
human kbjects must provide written assurance that it will abide by 
DHEW policy. The assurance shall embody a statement of compliance 
with DHEW requirements for initial and continuing domnittec review of grant, 
contract, and award Supported activities and a set of implementing 
guidelines including identification of the committee, and its review 
procedures, or in the case of special assurances concerned with single 
projects or activities, a report of initial findings and proposed 
continuing review procedures. 

As sur anc.gs.ew-& 1 1 pot be_>a.cc ept-e&-cr om ins ti tut i ons or ins t i _ t _ u  t i ona 1 
_cbmpOsafs w h i c h , ~ ~ - a ~ ~ ~ - ~ ~ ~ ~ ~ ~ . o v _ ~ r - t h e  -expenditure of DHEW grant, 
contract, and award funds unless they are an active part of a cooperative 
project or activity. 

An assurance will be accepted only after review and approval by the 
Division of RPsearch Grants, NIH, 

Types of Assurance 

Assurances may be one of two types: 

1. 

2. 

General Assurance. 

A general assurance describes the review and implementation procedures 
applicable to any and all DHEW supported activities within an 
institution, regardless of the number, location, or types of its 
organizational components. (See Exhibit X1-40-1.) General assurances 
will be required from institutions having a significant mmber of 
concurrent DIEW projects or activities. 

Special Assurance. 

A special assurance will, as a rule, describe those review and 
implementation procedures applicable to a single project or activity. 
(See Exhibit X1-40-2.) Special assurances may a l s o  be negotiated 
in modified forms to meet unusual requirements either of the awarding 
agency or of the institution receiving a grant, contract, or award. 
Special assurances are not to be solicited from institutions which 
have on file an accepted general assurance. 

tblt54l 
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C. Minimum Requirements for General Assurances 

1. Statement of Compliance. 

A 
executed by an appropriate institutional official. 

formal statement of compliance with DHEW policy must be 

2. Implementing Guidelines. 

The institution must include as part of its assurance implementing 
guidelines that specifically provide for: , ,  f - '  

h L I .  ' . "- :  I C r 1 I - f .  

T- (4 a. The --- statement .._-.___._. of - principles .. - ,that will assist the institution' 
in the discharge of its'responsibilities for protecting the 
rights and' welfare of subjects. This may be an appropriate 
existing code or declaration or one formulated by the institution 
itself. It is to be understood that 110 such principles _. - 
supei-sede D E W  policy or applicable law. -;, .. ( . '  

L 

I -  b. A conmittee o r  committee structure which will conduct initial 
and continuing reviews. 
by name, occupation or position, and by other pertinent 
indications of experience and competence in areas pertinent 
to the arezs of review such as earned degrees, board certifications, 
licensures, memberships, ctc. ( ,:, e 

The committee must be composed of sufficient members with 
varying backgrounds to assure complete and adequate review 

Committee-members shall be identified , ,  = 

~- - 

of projects and activities commonly conducted a 
The committee's membership, maturlty, and expertise 

the institution. 

should be such as to justify respect for its advice and counsel. 
No nember of an institutional committee shall be involved In 
either the izitial or continuing review of a project or activity 
in which he has a prcfessional responsibility, except to provide 
information requested by the committee. 
possessing the professional competence to review specific 
projects, the committee should be able to determine acceptability 
.of the application in terms of institutional commitments and 
regulations, applicable law, standards of professional conduct ' and practice, and community attitudes. This may require the 
committee to include persons whose primary concerns lie in 
these areas rather than in the conduct of research, devdopment, 
and service programs of the types supported by the DIICW. 

In addition to 

. 
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The procedure$ which t h e  i n s t i t u t i o n  w i l l  f o l low i n  c a r r y 2  
out> i n i t i a l  . _  and ._,._..-. con t inu ino  C . - - - . - ~ . - -  .P *-"*.- review of  . , a p p ~ " i c - ~ ~ i z n s , ~ , a ~  
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I . ':. 
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D. Minimum Requirements f o r  S p e c i a l  Assurances  

A n  a c c e p t a b l e  s p e c i a l  a s su rance  cover ing  a s i n g l e  p r o j e c t  o r  a c t i v i t y  
c o n s i s t s  of a p rope r ly  completed s ta tement  of  ccap l i ance ,  s i m i l a r  t o  
t h a t  i l l u s t r a t e d  by E x h i b i t  Xi-40-2. 
g r a n t ,  c o n t r a c t ,  o r  award concerned. by i t s  number, i f  knmm, by i t s  
f u l l  t i t l e ,  and by t ha  name of t h e  p r o j e c t  o r  program d i r e c t o r ,  
p r i nc i p a 1 i nve s t i g  a t o r ,  f e 1 1 ow, o r o t h e r  p e r  s cjn inimed i a t e 1 y 1: e s p ons i b 1 e 
f o r  t h e  conduct of t h e  p r o j e c t  or a c t i v i t y .  
s igned  by a c o r m i t t e e  of n o t  fewer than  t h r e e  members and executed by 
811 a p p r o p - i a t e  i n s t i t u t i o n a l  b f f i c i a l .  
i n  g e n e r a l  terms those  r i s k s  t o  t h e  s u b j e c t  t h a t  i t  recognizes  a s  
i n h e r e n t  i n  t h e  p r o j e c t  o r  a c t i v i t y .  
should be i d e n t i f i e d ,  Any consent  s t a t emen t  t o  ba s igned ,  heard,  o r  
read by the s u b j e c t  o r  r e s p o n s i b l e  t h i r d  p a r t < e s  s h o u l d  be a t t ached .  
The assu rance  should o u t l i n e  t h e  c i rcumstances  under which t h e  d i r e c t o r  
or i n v e s t i g a t o r  w i l l  be  r e q u i r e d  t o  i n f o r n  t h e  conunittee of proposed 
changes i n  t h e  p r o j e c t  or a c t i v i t y ,  o r  of  emergent problems, i nvc lv ing  
human s z b j e c t s .  
os i n v e s t i g a t o r  w i l l  be r e q u i r e d  t o  submit wr i - t ten  r e p o s t s ,  appear  
f o r  i n t e r v i e w ,  o r  be v i s i t e d  by t h e  committee o r  c o m d t t e e s  t o  p r w i d e  
f o r  c o n t i n u i n g  review. 
which such  review w i l l  t a k e  p l a c e .  

This  s h a l i  i d e u c i f y  tne s p e c i f i c  

The assu r snce  s h a l l  be 

The committee s h a l l  d e s c r i b e  

Consent procedures  t o  be used 

The a s su rance  should also i n d i c a t e  whether t h e  d i r e c t o r  
' 

It should  also i n d i c a t e  t h e  i n t e r v a l s  a t  

E. 1. Timing and C e r t i f i c a t i o n  of I n s t i t u t i o n a l  Review--General Assurances- 

A l l  proposa l s  and a p p l i c a t i o n s  invo lv ing  human s u b j e c t s  submi t ted  
by i n s t i t u t i o n s  wi th  accepted  gene ra l  assurances  should, whenever 
p o s s i b l e ,  be given i n s t i t o t i o n a l  review and approval  p r i o r  t o  
s u b n i s s i o n  t o  the DHEW. 
a p p r o p r i a t e l y  mzrked i n  t h e  spaces  provided on forms, o r  t h e  

' The proposa l  b r  a p p l i c a t i o n  shou ld  be 
. 

i 
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following statement should be typed on the lower or right hand 
margin of the page bearing the name of the institutional official 
authorized to sign or execute applications or proposals for the 
institution. 

(date) 11 "HUMAN SUBJECTS - REVIEIJED ON . 
(This date should be no more than 90 days prior to the date on 
which the application or proposal was signed or executed.) 

If it will be necessary to delay the review, the application should 
be appropriately marked in the spaces provided on forms or the 
following statement should be typed in the lower or right hand\ 
margin of the page Searing the name of the institutional official 
authorized to sign or execute applications or proposals for the 
institution. 

(date) r i  "IKTNAN SUBJECTS - REVIEW PEhDING ON . 
(This date must be earlier than the proposed starting date of 
the project.) 

These statements will be accepted as certification that the grant, 
contract, or award as described in the application has been or 
will be reviewed iii accordance with DHEW policy and the institution's 
assurance. 

If the application or proposal is not certified and review by 
DHJ3W indicates that human subjects are involved, the awarding 
agency will request certification from the institution prior to 
completion of processing and award. 

If the application or proposal is certified, but the pending review 
date is later than the date on which the awarding agency wishes 
to make an award, the agcncy'will request certification from the 
institution prior to completion of processing and award. 

If certification is npt received, the application as prepared will 
be considered incomplete, and no award will be made. 

If an application, at the time it is submitted to the DHEW does 
not describe a project or activity involving or likely to involve 
human subjects, no certification should be submitted. However, 
in those instances where funds are awarded in response to the 
application and it later becomes appropriate to use a l l  or parts 

C 
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- u 
of t h e s e  funds i n  p r o j e c t s  o r  a c t i v i t i e s  which w i l l  i nvo lve  
human s u b j e c t s ,  such u s e  must be reviewed and approved i n  accordance 
w i t h  t h e  i n s t i t u t i o n a l  assurance  p r i o r  t o  t h e  use  of s u b j e c t s :  

----Where suppor t  i s  provided  by p r o j e c t  g ran t s  o r  c o n t r a c t s ,  
review and approval  05 such changes must be c e r t i f i e d  t o  
t h e  awarding agency o r  c o n t r a c t i n g  agency, t o g e t h e r  w i t h  
a d e s c r i p t i o n  of t h e  proposed change i n  the p r o j e c t  p l an  
or c o n t r a c t  workscope. Sub jec t s  should not be used p r i o r  

' to r e c e i p t  of approval  from agency s t a f f  o r  from t h e  p r o j e c t  
' o f f i c e r  concerned. 

---- Where suppor t  i s  provided by a mandatory g ran t  o r  i n s t i t u t i o n a l  
g r a n t ,  i n  which c a s e s  t h e  i n s t i t u t i o n  determines w i t h i n  
broad gu ide l ines  t h e  p r c j r c t  o r  a c t i v i t i e s  suppor ted ,  inc luding  
t h e  use of human s u b j e c t s  ( i .e. ,  gene ra l  r e sea rch  suppor t  
g r a n t s ,  c l i n i c a l  r e s e a r c h  c e n t e r  p r o j e c t s ) ,  review must be 
c a r r i e d  out  i n  accordance w i t h  t h e  i n s t i t u t i o n a l  assurance .  
C e r t i f i c a t i o n  f o r  i n d i v i d u a l  p r o j e c t s  need not  be forwarded 
t o  t h e  awarding agency. 

----%henever t h e  conunittee i s  u n c e r t a i n  a s  t o  whether a change 
should  o r  should no t  be r epor t ed ,  t h e  ques t ion  should  be 
r e f e r r e d  t o  t h e  agency concerned. 

All c e r t i f i c a t i o n s  a r e  s u b j e c t  t o  v e r i f i c a t i o n  by DHEW r e p r e s e n t a t i v e s  
au tho r i zed  t o  examine i n s t i t u t i o n a l  and c o g i t t e e  r eco rds .  

2. Tiaing and C e r t i f i c a t i o n  of I n s t i t u t i o n a l  Review--Special Assurances 

When a s p e c i a l  assurance  i s  submit ted,  i t  provides c e r t i f i c a t i o n  
f o r  t h e  i n i t i a l  g r a n t ,  c o n t r a c t ,  o r  award year  concerned. No 
s d d i t i o n a l  documentation i s  requi red .  I f  t h e  terms of t h e  g ran t  
o r  c o n t r a c t  provide f o r  a d d i t i o n a l  y e a r s  of suppor t ,  w i t h  a n m a 1  
n e g o t i a t i o n  of budgets,  t h e  noncompeting renewal a p p l i c a t i o n  o r  
p roposa l  s h a l l  be c e r t i f i e d  i n  t h e  manner descr ibed  i n  t h e  preceding 
s e c t i o n  (1-40-40 E.I . ) .  
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SUBJECT 

COPIES TO Dr. P-d: F i l e s  

F &@&ARCH INVOLVING HUMAN SUBJECTS 

1. The Medical Division s ince  i t s  opening has sought t o  safeguard t h e  
r i g h t s  and sa fe ty  of its p a t i e n t s  who p a r t i c i p a t e  i n  research  s tud ie s .  
In recent  years more formalized procedures f o r  i n s t i t u t i o n s  have 
emerged, in par t  st imulated by the pol icy  statements of the NIH. 

2. The Medical Division formally es tab l i shed  a "Committee on Human 
Studies'! i n  1967, charged with i n i t i a l  and continuing review 
assignments. 

3 I. Attached is  a Guideline, and an Application for t h e  Use of Humans 
as Experimental Subjects which must be  reviewed and approved by 
t h e  Committee before such new experimental p ro j ec t s  can be ac t iva ted .  

4. W e  reques t  t h a t  any planned p ro jec t s  which have not y e t  been 
reviewed be submitted t o  t h e  Division Office by Ju ly  1 so t h a t  the  
Conunittee members can study t h e  proposal before i t s  meeting July 10. 

RMK:f ed 
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1. 

2. 
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3. 

GUIDELINES 

Research on Human Subjects 

Oak Ridge Associated Universities 

Medical Division 

Principles 

The Medical Division proposes to follow the code of standards of the 
Medical Research Council published 18 July 1964 in the British Medical 
Journal (attached) entitled Responsibility in Investigations on Humzn 
Subjects. 
(attached f om). 

The approach to informed consent will follow those guidelines 

Description of Review Committee 

(a) Name: Committee on Human Studies 

(b) Composition: Two outside consultants not involved in Medical 
Division research; Dr. Gould Andrews, Chairman 
of the Medical Division; two M.D. staff members; 
one Ph.D. staff member; Lawyer, Head Legal Services, 
Oak Ridge Associated Universities; and 
Dr. C. L. Edwards, Chief of Clinical Research, as 
ex officio member. 

(c) Membership 1969. (See attached curriculum vitae) 

Description of Review Procedures 

(a) 
human beings, whether patients in the research hospital or normal 
volunteers of some type. 
the ORAU Medical Division in which there is believed to be a significant 
risk to the patients or a significant possibility that criticism might be 
leveled at the scientists for their manner of doing studies in human beings. 
The decision about whether or not a specific investigative procedure in- 
volves any risk and therefore requires action by the committee would rest 
with the Medical Division. The Medical Division should bring to the 
committee's attention by name and brief description those experiments 
in human beings believed to have negligible risk, i..e., a systematic 
survey of hemoglobin and hematocrit values in thyroid patients. 
suitability of undertaking a rather unconventional form of treatment in a 
single seriously ill patient, partly with the objective of immediate 
benefit to the patient and partly as a preliminary research effort that 
might be the basis for a future controlled investigation, considerable 
leeway rests with the physician who is res7onsible for the patient's care. 
Ordinarily the Committee on Human Studies would not be involved with 
decisions concerning a single patient but rather with policy matters or 

Scope. The committee should concern itself with all studies done in 

The committee is to review all research at 

As to the 
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research  on groups of p a t i e n t s .  However, i f  circumstances were such 
t h a t  t h e  s t a f f  of t h e  Medical Division wanted some consul ta t ion  on 
t h e  s u i t a b i l i t y  of a study i n  an ind iv idua l  p a t i e n t  i t  might be q u i t e  
reasonable t o  seek telephone consul ta t ion .  

(b) 
submit an Application f o r  t h e  Use of  Humans as Experimental Subjects 
(See a t tached  form.) 

The sen io r  i nves t iga to r  who proposes a research  p ro jec t  s h a l l  

(c) The Chairman w i l l  c i r c u l a t e  t he  proposal t o  t h e  Committee a f t e r  
review by t h e  Division Office.  The committee members should r eques t  
answers t o  questions t h a t  arise i n  advance of t h e  meeting where possible.  

(d) 
a l low a proposal t o  go forward. 
consu l t a t ion  would be  sought. 

Unanimous concurrence by committee members must be obtained t o  
I f  t h e r e  is d i s s e n t ,  a d d i t i o n a l  ou t s ide  

(e) 
presented  t o  and approved by t h e  ORAU Iso tope  Committee. 

Proposed s t u d i e s  involving new rad io iso topes  would f i r s t  be 



To: Committee on Human Studies 

Oak Ridge Associated Universities 

Medical Division 
I 

APPLICATION FOR THE USE OF HUMANS AS EXPERIMENTAL SUBJECTS 

(Three copies required. Use  reverse side of these forms if additional 
space is needed.) 

Date 

I. Senior Investigator: 

C o-Investigators: 

Title of Project: 

II. Objectives of Experiment: (Use additional blank pages if needed.) 

u 
Adopted 4-67 

I032555 
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Application for use of humans as experimental subjects Page 2 

III. Methods of Procedure: 

Brief description of methods, all medications including name and 
dose range, number ,and types of subjects anticipated, time for single 
session, total number of sessions, total duration of study, methods 
used to screen subjects, etc. (Use additional blank pages if needed.) 

IV. Possible hazards and their evaluation: 

1 0 3 2 5 5 b  
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Application for use of humans as experimental subjects Page 3 

V. Radioisotopes and New Drugs: 

Lf the study involves radioisotopes, indicate action of the ORAU 
Medical Division Isotope Committee. If new drugs are involved, 
indicate that appropriate application to FDA has been made. 

VI. Responsibility of Senior Investigator: 

, 'w  

The principal investigator will follow the procedures of the ORAU 
Medical Division Committee on Human Studies in obtaining "informed 
consent" from the subject under study. The investigator recognizes 
that he retains the primary responsibility for safeguarding the interests 
of the participants under study. Any significant changes in methods of 
procedure or of the development of unexpected risks will be brought 
to the attention of Committee on Human Studies. 

Starting Date Signatures: 
Investigator 

Investigator 

Investigator 

MEDICAL DIVISION REVIEW 

VII. The application described above has been subjected to review and has 
been approved. 

Chairman 

Date 



1. 

2. 

3.  

GUIDELIKES 

Research on Human Subjects 

Oak Ridge Associated Universities 

Medical Division 

P r i n c i p l e s  

The Medical Division propos 
Xedical Research Council p 
Journa l  (attached) e n t i t l e  
Subjects.  The approach t o  
(attached f om). 

Descr ip t ion  of Review Committee 

o l low. the  code of standards of t he  
18 J u 4  1964 i n  the  B r i t i s h  Medical. 

s i b i l i t y k n  Inves t iga t ions  on Humad 

u (a) >;;z=e: Coxzittee on h a a n  Studies \ 
(b) Composition: Two outs ide  consul tan ts  no 

r d s ,  Chief of i c a l  Research, as 

(c) Membership 1969. (See a t  

Descr ip t ion  of Review Procedures 

(a) Scope. The committee should conce s e l f  with a l l  s t u d i e s  done i n  
hunan beings,  wh 
volunteers  of so 
t h e  ORAU Mfdica 
r i s k  t o  the \ ,pa t i  
l eve led  a t  the  sc 
The dec i s ion  ab 
volves  any r isk an 
wi th  t h e  Medical Divis i s i o n  should b r ing  t o  the  
comnittee 's  a t t e n t i o n  c r i p t i o n  those experiments 
i n  human beings believed t a -have  ne e risk,  i..e., a sys temat ic  
survey of hemoglobin and hem 
s u i t a b i l i t y  of undertaking a r a t h e r  unconventional form of treatment i n  a 
s i n g l e  se r ious ly  ill p a t i e n t ,  p a r t l y  wi th  t h e  objec t ive  of immediate 
b e n e f i t  t o  t h e  p a t i e n t  and p a r t l y  as a preliminary research e f f o r t  t h a t  
might be t h e  b a s i s  f o r  a f u t u r e  con t ro l l ed  inves t iga t ion ,  considerable 
leeway rests wi th  t h e  physician who is  respons ib le  f o r  t h e  p a t i e n t ' s  care.  
OrdTnarily t h e  Committee on Human Studies  would no t  be  involved with 
c 

ch h o s p i t a l  o r  normal 

n by t h e  committee would rest  

ues i n  thyroid p a t i e n t s .  As t o  t h e  

-26 concerning a s i n g l e  p a t i e n t  bu t  r a t h e r  with pol icy  matters o r  
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W research  on groups of pati .ents.  
t h a t  t h e  s t a f f  of t h e  Medical Division wanted some consul ta t ion  on 
t h e  s u i t a b i l i t y  of a study i n  an ind iv idua l  p z t i e n t  i t  n igh t  be  q u i t e  
reasonsble  t o  seek telephone consul ta t ion .  

However, i f  circumstances were such 

(b) 
submit an h p l i c a t i o n  f o r  t h e  Use of Humans as Emerimer,tal Subjects 
(See a t tached  form.) 

The sen ior  i nves t iga to r  who proposes a research  p r2 fec t  s h a l l  

(c) The Chairman w i l l  c i r c u l a t e  t he  proposal t o  the Committee a f t e r  
review by t h e  Division Office.  The committee members should reques t  
answers t o  questions t h a t  arise i n  advance of t h e  meeting where poss ib le .  

(d) 
allow a proposal t o  go forward. 
consu l t a t ion  would be  sought. 

Unanimous concurrence by corxnittee members must be obtained t o  
I f  t h e r e  i s  d i s s e n t ,  add i t iona l  ou t s ide  

(e) 
presented  t o  and approved by t h e  ORAU Iso tope  Committee. 

Proposed s t u d i e s  involving new radio iso topes  would f i r s t  be  
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Statement by Medical Research Council t 

:.' prevention, or assessment, end those proccdurcs which are 
;' undertaken either on paticnts or on healthy subjects solely for 

the purpose of cuntributing to medical knowledge and arc . not t h ~ 1 1 s c I v ~  deigned to benefit the padcular individual 
'.- on whom they arc performed. The former fall within the 

ambit of patient-urr and ere g o v h e d  by the ordinary rules 
'.. of professional conduct in medicine ; the latter fall within thc 
; . *ambit of invcstigationt on voluntecn, 
"!, Important considerations Row from this distinction. . ..  

* , Procedures Contributing to .ihc Benefit of the Individual 

In  the CBX of proccdum di tmly connectcd with the manage- ,. ment of the condition in the particular individual, the 
.' relationship ' is essentially that bcovccn doctor and patient. 
.:. Implicit in this relationship is the willingness on the part of :. the subject to be guided by the judgment of his. mcdial' 

. attendant. Provided, thcrcfore, that thc medial nttcndnn: is 
', satisfied that thcre nrc re;rsonablc grounds for bclievjng that o '. -ricular new procedure will contribute to the bcncfit of that 

.icular patient, eithcr by trwtmcnt, prcvcntion, or incrnscd 
;. 'cntjnding of his OX, he may assume the paticnt's conxnt 
. tq the same extent as he would were the procedure entirtly 

establishcd .prac t ia  ' I t  is wiomatic that no two patients hrc 
alikc and that the medical nttrndnnt must be at liberty to vary 

' ' his 'ptocedura,according to his judgmenf of w h t  h in his 
.' patients' bcst intercsu. Thc quation of novelty k only rclevmt 

I ' t~ the cxtcz:; tbt in ruching a decision to w a novcl procedure 

' 

Control Subjects in Investigations of Treatment / 
. .  i or Prcvention 

Over recent ycnrs the devclopmcnt of treatment and prcven- 
tion has bcen grcatly advanced by the method of the controlled 
clinical trial. + tad  of waiting, as in the past, on the slow 
accumulation of general mperiencc to determine the relative 
advantages and diudvnntagcs of any particular measure, it k .' 
now often possible to put the qucstion to thc test under con- 
ditions which will not only yield a speedy and more precis 
answer but also limit the risk of untoward cffccts remainiiig 
undctcctcd. Such trids are, however, only fcnsiblc when it k 
possible to compare suitablc groups of patients and only per- 
missible whcn there is a genuine doubt within the profession 
os to which of the two trcatments or prevcntivc rcgimcs is the 
better. In thcx circumstances it is jus!ifiable to give to I .  
proportion of the paticnts thc novcl proccdurc on the under- 
standing that the rcmaindcr rcccivc thc procedure prcvioruly ' 
'acccptcd as the bcst. In the case whcn no cffcctive treatment 
1x1s prcviously bccn dcviscd thcn the situation should bc f d 7  
cxplnincd to the partic ipanrs and thair truc conscnt obtoincd. 

Such controlled trials may rnisc cthical points which fW 
be of some dificulty. In gcncral, the patients participatiw 

I 
I 
i 
f 

. 

them should be told frankly that ovo diIfcrent 
being assessed and their cwpcrotion invited. 
howcvcr, to do sa is contraindicnt& For example, to aw- 
patienu with a possibly fatal illness to' the existence of SU& 
doubts about eifcctive trcntmcnt mny not always be in .M 
&t interest ; or suspicion m y  h l v c  arisen os to'whaher I * 

: 
' 

a '  

f 
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18 July 1964 Invcstigations on Human Subjects 

pa&culrr treatment h s  any & e a  apart from suggcstion, ond 
it may be ncccssary to introduce a placcbo h t o  part of the trial 
to determine this. Bcuux of thcsc and ski lar  difficuitics it 
is the firm opinion of the Council that controllcd cliniul trials 

. should always bc planncd and supervised by a group of investi- 
gators and never by an individual nlonc. It gocs without qucs- 
tion thot any doctor tokhg port In auch n collective controllcd 
mal is undcr an obligation to withdraw a patient from the 
trial, and to institute any treatment he considcn ncccmry, 
should this, in his personal opinion, k in the better interests 
of his patient. 

by similar c r i teh  to those which apply to the making of a wili 
contracting a marriage, or otherwise taking decisions whict 
havc legal force as well as mora1 and social implications. Whet. 
tmc conscnt in this scnse cannot be obtaincd, procedures whict 
are of no dircct bcncfit and which might cnrry a risk of ha=. 
to the subjcct should not bc undcrmkcn. 

Even when true consent has been given by a minor or n 
'mcnwlly subnomal or mentally disordered pcnon, considera- 
tions of ethics and prudcnce still rcquirc that, if possible, the 
asscnt of parcnts or guardians or relativct, 1s the case may'k, 
should bc obtained. . .  

. 
; 

' 

Invcstigations that are of no dircct bcncfit to the individual 
rquirc, therefore, that his true conscnt to than shall be expli- 

Pmcedurcs not of Direct Bcntfit to the Individual citly obtaincd. After adequate eupknation, the coqcnt  of u1 
adult of sound mind and undcrstanding can k Aicd upor. 

The prcccding considcrations cover the majority Of C h n M  to be truc consent. In the case of children and young pertons 
invcstigations. Thcrc remains, however, a large and important thc question whcther purponcd conscnt was true consent would 
field of invcstigitions on human subjccts which aim to provide . in wch case dcpcnd upon facts such 85 the age, intelligence, 
normal valuu and thcir variation so t h t  abnormal valua can ' . situation, and character of the subjcct, and the nature of the 
be recognized. This involves both ill persons and " h d t h y  " investigation. Whcn the subjcct is klow the age of 12 pars ,  
persons. whcthcr the lotta arc entirely healthy or patients1 * infomation requiringthe performance of any procedure involv- 
sdcring from a condirion that has no relevance to the h g  his body would n a d  to. k obtained inc ib ta l ly  to pnd 
hVCStigatiOn. In  r e s r d  to persons with n pnr t idar  illness, ' . without altering the of a procedure intend& for & 
such as mctabolic defect, i t  may bc ncceswry to know the nnCe , individud bcncfit. 
of abnormality compatible with thc activiti? of normal life or ; 
thc reaction of such persons to some change in circumstances, ;. . 
such as an altcration in dicr. Simihrly it may be ncmsary to :. I 
have a clear understanding of the nngc of n n o m 1  function' * Prolcssional Discipline 
and its ruction to changes in circlzrstxxcs in cntirc!y I..:-!:?,- 

' Allwho have bccn'concerned with mcdical research are aware 
tht it is of no direct kncfit particular individual and ' Of the impossibility Of formulating any detailcd Code  of d e s  
bat, in conscqucncc, if he is submit it he volunteer . which Will ensurc that irreproachability of practice which done 

. , will suffice whcrc investigations on human kings arc con- in the full sensc of the word. 

The fatun of this type of investigation is ,  . 

. -  

'It should bc clcarly undcrstood thot the pos3ibility or prob- 
ability tkat a particular hvatigation will be of knefit to 
humanity or to posterity would afford no defence in thc evcnt 
of Icgd procccding. Thc individual has rights that the law 
protects and nobody can infringe those rights for the public 
good. In investigations of this type it is therefore olways 
nccessary to ensure that the true consent of the subjcct is 
explicitly obtained. 

By true consent is m e a t  consent freely given with proper 
undersunding of the nature and conxquencu of what is pro- 
posed. Assumed consent or conscnt obtained by undue influ- 
cnce is valueless, and, in this latter respect, particular care is 
nccasary when the voluntcer stnnds in special relationship to 
h e  investigator, as in the case of a patimt to his doctor, a 
student to his twcher. 
The nccd for obtaining evidence of consent in this type' of 

kvatigation hns bccn gencnlly rccognizcd, but there ore some 
misunderstandings os to what constitutes such cvidcncc. 
mual, the investigator should obtain the consent hirnsclf in 
kc prcsencc of anothcr pcnon. Written consent unaccom- 
micd by other evidence that an acplanntion has becn given, 
~ d m t o o d ,  and acccptcd, is of little wluc 

The situation in rcspcct of minors and mcntally subnormal or 
moltally disordcrcd persons is of particular dificulty. In  the 
mict vim of the law parents ond guardians of minors a n n o t  
sivc consent on thcir behalf to any proccdurcs which arc of no 
PJrticular bcndit to thcm and which may carry some risk of 
hrm. Whilst English law docs not fix any arbitrary age in this 
mntcxt, it may safely be assumed that thc Courts will not 
m r d  n child of 12 ywrs or undcr (of 14 ywrs or undcr for. 
bapr in Scotland) os having the capacity to consent to any 
Pmcdurc which may involvc him in on injury. Abovc this 
16c the mality of any MurponcJ conscnt which mny have bccn 
dtaincd is a qucstion of fact, ond os wirh an adult tlic evidcncc 
would, if ncccssary, have to show that irrcspcctive of agc thc 
Pcnon conccrncd fully undcrstood the implications to hirnsclf 
d thc proccdurcs to which he was coriscnting. 
In the casc of thox who ore mentnlly subnormnl or mentally 

dimordered the rolity of the conxnt given will fa11 to bc judgcd 

In. 

ccrncd. The law lays down a minimum code in matters of 
professional negligence and the doctrine of assault. But rhir 
is not enough. Owing to the special rchtionship of t rust  that. 
exists bctwcen a patient and his doctor, most paticnts will 
conscnt to any proposil that is made. Further, the considm- 
tions involvcd in n novel procedure are nwrly always so tcch- 
nical as to prevcnt thcir being adeqwtcly undcrstood by one 
who is not himself an eupcrt. ILmust--thcrefoF be franlrly 
L- recognizcd- - th%t, for practiul purposes, an inescapable m o d  - rcsponsibility rc.%-Tvith the doctor concerned for determining 
what ~Cst igat ions- l re ;~~or  an not, proposed to a particular 
patient or voluhtcer. Nevertheless, moral codes arc formulated 
by man, and if, in cver-changing circumstances of mcdical 
advmcc, their rclevance is to k maintained, it is to the profcs- 
sion itself that wc must look, ond in particular to the heads of 
departmcnts, the specialized Socictia, and the cditon of mcdicnt 
and scientific journals. 

whcrc investigations on human subjccts takc place has an 
incscapable rcsponsibility for ensuring that practice by those 
undcr his dircction is irrcproochablc. 
In the same way the Council feel that, as n matter of policy, 

bodia like thcmsclvcs thnt support medial rcxnrch should do 
cvcrything in thcir powcr to ensure that the pnccice of oll 
workcn whom thcy support shall be uncxccptionable ond 
known to be so. 

So spccializcd has mcdical knowlcdgc now bccomc that thc 
profcssion in gcncral can rarcly dcal adcquatcly with indi- 
vidual ptoblcms, In rcgard to any particular type of invcs- 
tigation, only a small group of cxpcricnccd mcn who have . 
spccializcd in this branch of knowlcdgc arc likely to bc corn- ' 
pctcnt to pass an opinion on thc justification for undcrtaking I 

any particular proccdurc. nut in evcry branch of mcdicinc 
spccinlircd fcicntific socictics exist. It is upon thcse that thc . 
profcssio9 in gcncral must mainly rely for thc crcation and 
maintcnancc of that body of prcccdcno which shnll guidc 
individual invcstigators in cnsc of doubt, nnd Cor thc Critical 
discussion of the cornmanicitions ;rc;entcd to thcm on which * 

thc formation of thc ncccssary clirr.atc of opinion dcpcnda. 

In  thc opinion of rhc Council, the head of a department . 

. . 
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t .  Invcstigations on. Human Subjccts 
, - I ,  . 
' ' ' 
'. 

Final!y, it is thc Council's opinion that MY account of invcs- 
* tiptions on human subiccts should m3kc clcar th3t thc 

tppropriatc quiremcnts  bavc bccn fulfdcd, a d ,  further, that 
\no pnpcr should bc acccptcd for publication if thcre arc nny 

doubts that such is thc casc. 
The progrcss of rncdicd knowlcdgc has depcndcd, and will' 

. , ". &ntinue to dcpcnd, in no small mcnsurc. upon thc confidcnce 
' . -* .which the public h3s in rhosc who-carry out investigations on 

' 

. . .  . .  . .  . 
. .  _... .--.*. 

4 
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human subjects, be thcsc hcdthy or sick. Only in so far as 
it is known th3t such invcstigations 3rc submitted to the , 

highcst ethical scrutiny and sclf-disciplinc will this confidcnce 
' 

' be mainteined.. Mistaken, or rnisundcrstood, invcsugations . 
*could do incalculable harm to mcdichl progrcss. It is our ' 

collccti~c duty as a profession to scc that this does not happea . 
and so to  continue to ducrve the confidence that we now' 
enjoy. 

. .  I . .  

, I  

, 

'. 



June18, 1969 

Dr. Seymour Bress 

Institutional Relations Section 
Division of Research Grants 
National Institutes of Health 
Bethesda, Maryland 20014 

M 8 0 n  officer 

Dear Dr. Bress: 

We appreciate the comments in your June 9 letter and the 
sample of an "Acceptable Statement of Compliance. '' We would 
like to reassure you that, on the points where our guidelines 
were silent, in practice we do share the determination to protect 
the individual8 who are our research subjects. 

Our Committee, at Its next meeting (July lo), will reconsider 
the earlier guideIines, with a view to specifically correcting those 
deficiencies you feel now exiat. We will be in touch with you after 
that meeting. 

GAA:fb 

cc: 
Dr. Balish 
Dr. Edwards 
Dr. Goh 
Mr. Koons 
Dr. Nelson 
Dr. Bril l  
Dr. Lange 

Sincerely yours? 

GouldA. Andrews, M.D. 

0 
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You will recaivo nn f*officiallf requcst at a later &to. 

Gould A. hnd=e?rs, &I. D. 
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CORM P-* 

M E F10 RAN D U Nl 

COPIES TO Dr. P U r d :  F i l e s  

1. The Medical D i v i s i o n  s i n c e  i t s  opening has sought t o  s a f e g u a r d  t h e  
r i g h t s  and s a f e t y  of i ts  p a t i e n t s  who p a r t i c i p a t e  i n  r e s e a r c h  s t u d i e s .  
I n  r e c e n t  y e a r s  more formal ized  procedures  f o r  i n s t i t u t i o n s  have 
energed,  i n  p a r t  s t i m u l a t e d  by t h e  p o l i c y  s t a t e m e n t s  of t h e  N I H .  

2 .  The Medical L ' ivis ion f o r m a l l y  e s t a b l i s h e d  a "Comaittee on Human 
S t u d i e s "  i n  1967,  charged w i t h  i n i t i a l  and cont inuing  review 
a s s i g m e n t s .  

3 .  Attached i s  a G u i d e l i n e ,  and a n  A p p l i c a t i o n  f o r  t h e  Use oE Humans 
as  Experimental  S u b j e c t s  which must b e  reviewed and a?proved by 
t h e  C o m i t t e e  b e f o r e  such  new e x p e r i m e n t a l  p r o j e c t s  can be a c t i v a t e d .  

L .  We r e q u e s t  t h a t  3ny planned p r o j e c t s  which hzvc c o t  y e t  been 
r e v i c m d  b e  s u b n i t t c d  t o  t h e  D i v i s i o n  O f f i c e  by J ~ l y  1 s o  t h a t  t h e  
Cormittec m m b c r u  can s t u d y  t h e  p r o p o s a l  bcfore i t s  meet ing J u l y  10. 

RhfK: f ed 

Senior Staff 
Guidelines 
Application 

Members of Committee 
Guidelines 
Application 
Curriculum Vitae of Committee 
British Med. Res. Council Reprint 

Dr . Pollard 
Guidelines, (L) statement by Medical 
Rcsenrch Coiriicil, (3) Consent to Experiment: 
Treatment, (4) curriculum vitae, (5) applicat' 
(6) review and action, (7) ethics of human 
experimentation, (8) ins titutiond assurance, 
(9) Declaration of Helsinki. 
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The committee on Human Studies met on 10 July, 1969. 

The following members were present: Mr. Melvin A. Koons,and Drs. 
A. Bertrand Brill, Gould Andrews, Kong-oo Goh, Edward Balish, and 
Robert D. Lange. 

- 4 

The following new proposals were discussed and approved: 

1. 1 A Study of Infections in Cancer Patients. by Drs. Edward 
Balish and C. Lowell Edwards. 

intestinal specimens obtained three times weekly and that only 

expressed concern that all patients should be informed that it was 
possihle for them to withdraw without prejudice. 
is to be prepared. The committee urged that the senior investigators 
keep a continued surveillancg for possible wg reactions 
nLaq-%ucj-a&hs and emergence of any drug resistant organisms. 

);' It was also emphasized that the committee be informed at each meeting 

It was noted that not all patients would have small 

I adults would have bowel sterilization procedureso The committee 

A new consent form 

19- 
/, 

', 
3\ about the results of this project. 
, 

2. Tumor Scanning with Gallium 67. Senior Investigator: C. L. 
Edwards,. 

were being carried out with established investigators. 
that ORAU was legally responsible for material sent out for human use. 

& 3. Study of Granulocytic Kinetics in Myeloproliferative Diseases. 

The committee noted with favor that cooperative studies w 
It was noted 

Senior Investigator: Helen Vodopick. 
Dr. 1Vodopick was present for this discussion. 

The project was approved. The only question was in regard 
to which "consent form" would be used. 

The next meeting of the committee was tentatively scheduled for 
September 18, 1969. 

Submitted by 

Robert D. Lange, M.D. 

RDL : cak 
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Committee on Human Studies 

Minutes of Meeting - July 10, 1969 

W 

A meeting of the Committee on Human Studies was held on July 10, 1969. 
The morning session met in the second floor conference room of the Medical 
Division and the afternoon session was held in the Administration Building 
conference room. Present were: Dr. Robert Lange, Dr. A. Bertrand Brill, 
Mr. Melvin Koons, Dr. Kong-oo Goh, Dr. Edward Balish, and Dr. Gould 
Andrews. Also attending was Dr. C. Lowell Edwards, who is anex officio 
member. Dr. Bill Nelson was absent. 

During the early part of the meeting an extensive discussion was held 
about the scope of the Committee's review. In all circumstances, much respon- 
sibility rests with the individual physician investigator. It was decided that 
special studies on an individual patient would not normally require the Com- 
mittee's action but that when a "project" was established it should be looked at. 
Even projects that seem to involve no significant risk should come, at least 
briefly, to the Committee's attention. The Committee felt that the procedure 
should be the same for all projects regardless of source of funding. 

The Committee agreed, however, that in the periods between meetings, 
interim, tentative approval could be established for new projects if this did 
not conflict with rules of funding agencies. This would be done by action of 
the Oak Ridge members of the Committee alone when the chairman judged the 
studies to involve no significant risk; when there was some possible risk, 
interim approval mould be sought by telephoning, in addition, Dr. Brill and Dr. 
Lange. In all such instances the project would come up for review at the next 
regular meeting of the whole Committee, 

L/ 

It was requested that each research proposal include samples of the forms 
that would be used to obtain patients' consent. 

The Committee developed a formal statement of policy to fulfill the require- 
ments of N M  md chose to adopt it as  a general policy for all research. 

Dr. Lange agreed to record action on specific research proposals. 

It was tentatively decided to hold the next meeting on Thursday, September 
18, 1969. 

Submitted by 

Gould A. Andrews, M.D. 
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ORAU GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 

Revised July 1969 

I. Ethical Policv 

The staff of the Medical Division and the Committee on Human 
Studies of Oak Ridge Associated Universities have officially 
adopted the code of ethics adopted by the World Medical Associ- 
ation, known as the Declaration of Helsinki. We accept as 
amplification of this document, the statement of the British 
Medical Research Council. 

11. Administrative Review 

A l l  applications for funds to conduct research involving human 
subjects must be submitted through the office of the Executive 
Director of ORAU. For any proposal involving research in human 
subjects, the applicant is required to state in writing whether the 
proposed program has been submitted to the Committee on Human 
Studies . 
m. Membershi0 of the committee 

The Committee includes two outside consultants familiar with the 
type of research done at ORAU and having no personal participation 
in the projects discussed, Other members of the Committee are  
the chairman of the Medical Division, four members of the Divi- 
sion's scientific staff, and a lawyer who is head of legal services 
for ORAU. The chief of clinical services at ORAU is anex officio 
member. 

IV. Initial Review by Committee 

A l l  applications for support of research, training, demonstration 
or  general research support projects, including those of fellow: 
and trainees, which involve the use of human subjects must be 
presented to and approved by the Committee on Human Studies 
prior to submission for funding, and in the exact form to be used 
for submission. Regardless of the nature or degree of risk anti- 
cipated, the applicant must present in writing, and be prepared to 
defend in person before the Committee, detailed information on the 
following points: 

1. The possible risks to the rights and welfare of human 
subjects, including the rights of privacy, freedom 
from undue harassment, and confidentiality of data, 
and a description of the provisions made to minimize 
these risks. 
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2. Methods used to acquire informed consent, and the 
form in which it is stated, with special emphasis on 
the appropriateness to the particular situation inherent 
in the study plan. 

3. The relative risks of the project as  compared to the 
probable benefits to the subjects and to society. 

For each application the Committee will either certify that 
these points have been properly dealt with and declare that the 
project may be submitted for funding, or recommend to the 
Executive Director of ORAU that submission be delayed until 
specific deficiencies (spelled out in writing) are adequately 
dealt with. 

Members of the Committee who are in any way directly involved 
in the work will  not participate during the pertinent discussion. 

Approval of the Committee members reviewing the application 
must be unanimous. In the event that only one member of the 
Committee disapproves of a proposal, one or more additional 
outside consultants especially qualified and approved by the 
majority of the Committee will be asked to review the problem. 
If they concur, the research may go forward over the dissent of 
the one member of the regular committee. 

The Committee's findings will be transmitted in writing to the 
Executive Director and to the Chairman of the Medical Division 
and the applicant. No funds shall be released by the ORAU 
Fiscal Services Department until the Executive Director has 
concurred with these recommendations. The applicant's adminis- 
trative superior shall maintain continuing review of the project 
activities in the light of the Committee's report. 

' 

V. Continuing Review bv Committee 

The Committee meets twice yearly or at such additional times 
a s  called by the chairman, Investigators in charge of projects 
on human subjects are required to submit at each of these 
sessions status reports in which are presented any emergent 
problems, If a report is delinquent, the Executive Director of 
ORAU will contact the investigator to ascertain the status of the 
study protocol. If at any time the Committee is dissatisfied with 
the conduct of the project, o r  with the cooperationof the investi- 
gator, they shall immediately report this to the Executive 
Director and recommend that financial support of the project be 
withheld until the deficiencies are corrected. 
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If a. responsible investigator plans a change in study protocol, 
he will submit the proposed changes to the Committee for their 
approval, before putting them into practice. 

VI. Provisions to Protect the Health and Safetv of Human 
Subjects 

The ORAU Medical Division has a 26-bed clinical facility with 
modern equipment, including a surgical suite. It is staffed with 
at least four full-time permanent staff physicians devoting most 
of their time to clinical research and patient care, plus seven 
other physicians in various positions (pathology, division chair- 
man, etc.) plus a variable number of temporary physician 
trainees. Special consultant services from Knoxville and from 
medical schools participating in ORAU are  sought when needed. 
The nearby facilities of thc Oak Ridge Hospital of the Methodist 
Church are  available to our unit. 

Vn. Applicability of this Assurance 

Although at the present time all research involving human subjects 
is localized at the Vance Road site of the Medical Division of Oak 
Ridge Associated Universities, the same provisions would apply 
to other research sites of the Medical Division, and to the other 
divisions and offices of ORAU, should human research be under- 
taken at these sites. 
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BETHESDA. MARYLAND 20014 

August 11, 1969 

Gould Andrews, M.D. 
Chairman, Medical Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr. Andrews: 

We are pleased to inform you that the Public Health Service 
has reviewed and accepted the statement of assurance dated 
May 29, 1969, as amended August 1, 1969, submitted by the 
Oak Ridge Associated Universities, Inc., as being in com- 
pliance with the requirements contained in the Surgeon General's 
policy issuance of May 1, 1969, relating to investigations in- 
vo lv ing human sub j ec t s. 

It is necessary that the Public Health Service be kept in- 
formed on a current basis of any changes in policies, proce- 
dures, or committee composition relating to this requirement. 

We appreciate your cooperation in this matter. 
any comments or suggestions you may wish to make as we 
continue to try to clarify the ethical issues present in the 
pursuit of projects involving human subjects. 

We welcome 

Sincerely yours, 

Stephen P. Hatchett, Ph.D. 
Acting Director 
Division of Research Grants 

let12518 
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If a. responsible investigator plans a change in study protocol, 
he will submit the proposed changes to the Committee for their 
approval, before putting them into practice. 

VI. Provisions to Protect the Health and Safetv of Human 
Subjects 

The ORAU Medical Division has a 26-bed clinical facility with 
modern equipment, including a surgical suite. It is staffed with 
at least four full-time permanent staff physicians devoting most 
of their time to clinical research and patient care, plus seven 
other physicians in various positions (pathology, division chair- 
man, etc.) plus a variable number of temporary physician 
trainees. Special consultant services from Knoxville and from 
medical schools participating in ORAU are sought when needed. 
The nearby facilities of the Oak Ridge Hospital of the Methodist 
Church are  available to our unit. 

VTI. Applicability of this Assurance 

Although at the present time all research involving human subjects 
is localized at the Vance Road site of the Medical Division of Oak 
Ridge Associated Universities, the same provisions would apply 
to other research sites of the Medical Division, and to the other 
divisions and offices of ORAU, should human research be under- 
taken at these sites. 



August 1, 1969 

W 

Dr. Seymour Bress 
Liaison Officer 
Institutional Relations Section 
Division of Research Granta 
National Instibrtea of H d t h  
Betheada, lKaryhd 20014 

Dear Dr. Breas: 

As  a follaw-up to our June 18 reply to your lettar ob June 9, we 
are enclosing a revised Wuidelines for Reeearch cw Humam 
Subjects" that bas been adopted by Oak Ridge Associated Universities. 
The revision has incorporated the procedures that were not adequately 
delineated in our earlier draft. W e  trust that these wtll clear up the 
deficiearcies that you felt existed. 

W e  are also enclosing the certificate attesting to the review and 
approval of the grant applicatbn, "The Control of Infections in 
Cancer Patients,1* Edward Balish and C .  Lowell Edwards, Principal 
Investigators. 

Godd Andrerws, M.D. 
Chat- 
The Medical Division 
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ORAU GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 

Revised July 1969 

I. Ethical Policv 

The staff of the Medical Division and the Committee on Human 
Studies of Oak Ridge Associated Universities have officially 
adopted the code of ethics adopted by the World Medical Associ- 
ation, known as the Declaration of Helsinki. We accept as 
amplification of this document, the statement of the British 
Medical Research Council. 

11. Administrative Review 

AI1 applications for funds to conduct research involving human 
subjects must be submitted through the office of the Executive 
Director of ORAU. For any proposal involving research in human 
subjects, the applicant is required to state in writing whether the 
proposed p,rogram has been submitted to the Committee on Human 
Studies . 
III. Membership of the Committee 

The Committee includes two outside consultants familiar with the 
type of research done at ORAU and having no personal participation 
in the projects discussed. Other members of the Committee a re  
the chairman of the Medical Division, four members of the Divi- 
sion’s scientific staff, and a lawyer who is head of legal services 
for ORAU. The chief of clinical services at ORAU is an ex officio 
member. 

IV. Initial Review bv Committee 

A l l  applications for support of research, training, demonstration 
or  general research support projects, including those of fellows 
and trainees, which involve the use of human subjects must be 
presented to and approved by the Committee on Human Studies 
prior to submission for funding, and in the exact form to be used 
for submission. Regardless of the nature or  degree of risk =ti- 
cipated, the applicant must present in writing, and be prepared to 
defend in person before the Committee, detailed information on the 
following points : 

1. The possible risks to the rights and welfare of human 
subjects, including the rights of privacy, freedom 
from undue harassment, and confidentiality of data, 
and a description of the provisions made to minimize 
these risks. 
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2. Methods used to acquire informed consent, and the 
form in which it is stated, with special emphasis on 
the appropriateness to the particular situation inherent 
in the study plan. 

3. The relative risks of the project as compared to the 
probable benefits to the subjects and to society. 

For each application the Committee will either certify that 
these points have been properly dealt with and declare that the 
project may be submitted for funding, or recommend to the 
Executive Director of ORAU that submission be delayed until 
specific deficiencies (spelled out in writing) are  adequately 
dealt with. 

Members of the Committee who are  in any way directly involved 
in the work will not participate during the pertinent discussion. 

Approval of the Committee members reviewing the application 
must be unanimous. In the event that only one member of the 
Committee disapproves of a proposal, one or more additional 
outside consultants especially qualified and approved by the 
majority of the Committee will be asked to review the problem. 
If they concur, the research may go forward over the dissent of 
the one member of the regular committee. ' 

The Committee's findings will be transmitted in writing to the 
Executive Director and to the Chairman of the Medical Division 
and the applicant. No  funds shall be released by the ORAU 
Fiscal Services Department until the Executive Director has 
concurred with these recommendations. The applicant's adminis- 
trative superior shall maintain continuing review of the project 
activities in the light of the Committee's report. 

V. Continuing Review bv Committee 

The Committee meets twice yearly or  at such additional times 
as called by the chairman. Investigators in charge of projects 
on human subjects are required to submit at each of these 
sessions status reports in which are presented any emergent 
problems. If a report is delinquent, the Executive Director of 
ORAU will contact the investigator to ascertain the status of the 
study protocol. If at any time the Committee is dissatisfied with 
the conduct of the project, o r  with the cooperationof the investi- 
gator, they shall immediately report this to the Executive 
Director and recommend that financial support of the project be 
withheld until the deficiencies a re  corrected. 
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MEMORANDUM 

' 1 Dr. Kniselw September 15, 1969 
DATF 

Human Studies Committee d 
SUBJECT 

COPIES TO 

I had a call back on August 19 from Dr. Aposhian* as a result of my earlier 
call to Dr. Pelczar, and Dr. Aposhian suggested the following people as 
clinical pharmacologists who would be interested in human studies of a new 
drug: 

Dr. John A. Oates 
Vanderbilt University 

(or someone he would recommend) 

Dr. Leon Goldberg 
Emory University 

Dr. Rubin Bressler 
Duke University 

G.A.A. 

J 

*First name, Vasken 



Submittgd by 
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HUMAN STUDIES COMMITTEE MEETING 

September 18, 1969 

Members Present: 

G. A. Andrews 
Melvin E. Koons 
Edward Balish 
Randy Brill 
John Storer 
Bill Nelson 
Robert Lange 

The following other people participated: 

Ralph Kniseley 
Lowell Edwards 
Francis Goswitz 
Jere  Bauer 

The following projects were presented for committee action: 

1. Studies of Total-Body Irradiation in Patients with Hematologic 
Disorders. Senior Investigator: C. L. Edwards, Co-hvesti- 
gators: C. C. Lushbaugh, Helen Vodopick, Francis A. 
Goswitz, Bill Nelson, R. M. Kniseley, and G. A. Andrews. 

# 10 

The committee approved this project but recommended the purchase of 
new dosimetry equipment for the METBI facility to allow continuous 
monitoring. 

2. Blood Lymphocyte Survival and Distribution in Patients -5 j 
with Lymphoproliferative Disorders. Senior Investigator: 
Francis Goswitz. Co-Investigators: Helen Vodopick, C. C. 
Lushbaugh, and C. L. Edwards. 

This groject evoked a good deal of discussion, mainly on the suitability 
of C r  and selenomethionine as a lymphocyte label. It was the feeling 
of the committee that as currently performed with 250 microcuries of Cr51 
that no particular hazard existed for the patient with a malignant disease 
involving lymphocytes. However, the committee did not feel that it would 
be justified to use individuals with benign disorders or  patients who had 
been exposed to total-body irradiation. It was further suggested that the 
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Human Studies Committee September 18, 1969 

suitability of the isotopes be re-evaluated by the staff and only if the 
staff (Internal Research Committee) concurred in their suitability 
should the current studies be continued. 

3. Scanning Tumors of the Retroperitoneal Lymph Nodes After 
Intralymphatic Injection of Radioactive Gallium. 

The committee approved this project, but it was pointed out that the 
greatest danger may reside in the lymphangiogram procedure. The 
danger of performing the procedure in patients with pulmonary disease 
was noted. 

Two projects were discussed in a preliminary fashion and were not 
presented for formal committee review. These projects were: 

1. Dr. Jere  Bauer discussed the possibility of engagement in a 
program of dialysis of blood against an enzyme. A t  this parti- 
cular moment asparaginase is being considered as a possible 
enzyme. A great deal of animal work is needed before this 
can be presented as a definitive project. 

2. Gould Andrews and John Storer discussed, in a preliminary 
fashion, the possible participation of the Medical Division in 
studies on radiation protective agents in collaboration with a 
group at Walter Reed Army Institute of Research. The 
compound showing the most promise has been given the 
code number WR-2721. While there seems to be no question 
about the ability of this drug to offer radiation protection in 
animals, pharmacologic data in animals and man is meager, 

Certain groups of patients were thought to be suitable for 
study if further data indicated feasibility. Among these 
groups were patients with incurable solid tumors and patients 
with skin metastases on which the material might be used 
topically. It was thought that patients in the total-body 
irradiation program should not be included. 

Submitted by: 
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DISCUSSION 
Although I was aware of the work by Streuter 

suggesting recanalizixtion of the inferior vena c i ~ a  
after catgut ligature, such an occurrence was consid: 
ered highly improbable in the case presented 
above. Even though the vena cilvn opened some- 
time before death, at no time wiu there any im- 
provement in the venous stasis of the lower extrem- 
ity, indicating that the permanent changes from the 
previous thrombophlebitis were the basis for the 
continuing edema and ulceration. 

Although a patent vena cava did not improve the 
lower extremities, it did provide a pathway for re- 
embolization, which may or may not have occurred. 
The absence of cor pulmorde suggests that the pit- 
tient had not had major re-emboliz a t’ ion. 

\ 
JAW-MEDICINE NOTES 

New Public Health Service Regulations on 
Human Experimentation 

.. WILLIAM .J. CUKKAN,J.D. ,  S.M.Hyc.  

FTER three years of experience in administering A the program, the United States Puhlic Health 
Service has promulgated the first significant revision 
of its 1966 guidelines concerning the use of Iyman 
suhjects in Pu1)lic Hen1 th Service-supported extra- 
mural re search, demonstration, and trai 11 i ng projects 
and contracts . I  

The revised guidelines provide importmt clari- 
ficiition and ainplification of the earlier provisions. 
In the niuin, however, they do not change the 
objectives or the Iiasic philosophy of  the pro- 

Protection of the welfare of research su1)jects 

continues to be the keynote of the entire pro- 
g!ram. 

It is 1nuc1e clear that the guidelines apply to all 
research involving huinan sulljects which is supported 
by a n y  Public Health Service unit whether con- 
cerned with medical. Iwhavioral or social studies. 
Research subjects include patients, normal volun- 
teers, donors of I,ody fluids, orgiins or tissues, und 
members of the general population involved in en- 
vironmental and epidenGological studies. 

Important further uniplificatiou is provided regard- 
i11g the requirement of subject consent. It is indicated 
that consent uan lie ol,tained from parents, guar- 
dians or next of kin for minors iind other Iegally 
incompetent persons. By inqiliciition, this would 
authorize research projects involving the use of chil- 
dren, mentally ill persons, or mentally retarcled per- 
sons where legally valid consent is obtained. It is 
pro1)able that locul state law \voulcl govern the va- 
lidity of such consent. A definition of the term 
“consent” is provided in the new regulations. It is 
said that consent is valid if the suliject (or repre- 
sentative) is given “it hi r  esplanittion” of the pro- 
cedu res, tli ei r pos sild e be ne fi ts ancl attendant haz- 
i d s  urid discomrorts, anti the olljectives of the 
research. The definition is quite similar to that in the 
Food and Drug .~clminis~‘~tion’s regulations con- 
cerning the use of humans in the testing of new 
dmgs.3 The FDA also uses the tenii “hir  explana- 
tion.” The Public Heidth Service prohbly goes 
somewhat beyond FDA in requiring disclosure of 
“discomforts.” 

The most importailt procedural change in the 
guidelines requires that institutional (grantee) re- 
view committees approve a11 applications before 
submission to Public Henlth Senice. Formerly, in- 
stitutions had a choice of reviewing hefore or after 
submission a s  long as  the?. revie\ved and approved 
the protocol prior to the I)eginning of the actual 
research. Understnndably, gi\.en the choice, the 
majority of institutions adopted the prtictice of re- 
viewing only after a griint \vas actually awarded. 
The change is, however, a good one in terms of the 
administration of the 1irograi.n.‘ Under the previous 
practice, it was difficult to identify clearly where 
responsibility wixs placed to protect the welfare of 
sulijects. The Public Henlth Service staff and advi- 
sory committees were concerned primarily with as- 
sessing the iiierits of the applications, though staff 
and committees did often raise questions concern- 
ing legal mid ethical mutters. There was ambiguity 
due to the fact th;it the institutional review commit- 
tees might be considering these matters later and 
might alter the research protocols sul)stantiully or 
even refuse to ollow the resenrch to be conducted. 
Also, some pressure undoulitedly was felt by the 
institution:il review committees to ullow projects to 
proceed when they hac1 i1I rend!: been awarded by 
the Public Heulth Service. 

The procetliifid chiinge 011  iiistitritional review 

1 0 3 2 5 8 3  
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enabled Public Health Service to clarify its own re- of review groups. It is suggested that "legal com- 
sponsibility in this field. It states as follows: petence" would be desirable on the committees in 

order to help to make judgments regarding insti- Since the welfare of the subject is a matter of concern 
to the Public Health &-vice as well as to the institution, tutiOnd regulations, relevant law and standards O f  
PHS advisorv noups. consultants, and staff will independ- professional Dractice. The beneficial union of 

' 

ently review 'ali reiearch involving human subjects, recorn- 
mending unfavorable action on grants, contracts, or much appreciated, recognition. 
awards if the research presents unacceptable hazards. 

medicine and- law &us receives an important, and 

REFERENCES 

I .  United States Department of Health. Education. and welfare. 
Public Health Service. Division of Research Grants. Protection 
of the Individual as a Research Subject. Washington, DC. Govern- 
ment Printing Ofice. 1969 (Publication No. 0-348-095) 

2. For a detailed examination of the 1966 guidelines and their opera- 
tion, see Cumn WJ. Government regulation of the use of human 
subjects in medical research: The approach of two federal agen- 
cies. Daedalus 98542-594, 1969 

3. 32 Federal Rqister 3994 (March 11. 1967) 

One of the most attractive features of the original 
Public Health Service guidelines, however, is the 
high degree of self-rekalation allowed to research 
institutions to police themselves in these matters 
through their own review committees. This system 
is continued and strengthened in these new pro- 
visions. In this regard the revised guidelines contain a 
lnajor recommendation concerning the composition 
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171. The Barn 

(Exhibited at Annual Meeting of the 
Massaclzusetts Medical Society, i969) 

P hotograpph 

HUGH TATLOCK, M.D. 

Chief of Medicine, Colley Dickinson Hospital, Northampton, 
Massachusetts. 
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Stateinent of P o l i c y  of t h e  Donner L a b o q t o r y  and t h e  Lawrence 

. *  Radiatiori  Labora tory  4, 

COLNPIITTZE FOR. SAFEGUAPDS I N  RESEARCH I N  HUMAN SUBJECTS 

Lawrence R a d i a t i o n  Labora tory  , \Vniversi/ ty of C a l i f o r n i a ,  Berkeley 

February  1957 \i 
c 

3 
1 

. i  Purpose of C o m m i t t e e  

The C o - m i t t e e  f u n c t i o n s  - i n  .-., an a d v i s o r y  c a p a c i t y  t o  t h e  Director 
of t h e  Donner Labora tory  of t h e  Lawrence Radia t ion  Laboratory.  
When such r e s e a r c h  i n v o l v e s  N . I . H .  f unds ,  a s e p a r a t e  approval  f o r  
the i n v e s t i g a t i o n  m u s t  be ' ob ta ined  %. from t h e  Serke ley  Campus Pdvisory  
Committee on Safeguards  i n  Research i n  Human Subjects .  

proposed r e s e a r c h  uti"l-ize.s-_inpatients from i n s t i t u t i o n s  o t h e r  than  
t h e  Donner Laboratory;.  app rova l  f o r  t h e  experiment from t h e  e x t r a -  
mural i n s t i t u t i o n  is obtain-ed. The r e s p c s l 5 i l i t y  f o r  sesk ing  ap- 

prova l  f o r  a c l i n i c a l  r e s e a r c h  p r o t o c o l  i s  t h e  f u n c t i o n  of t h e  
r e s p o n s i b l e  i y m s t i g a t o r .  
L.. LL- a T - L :  -- -l\-r- - X 2 - L . -  u y  L A r =  L b a  L A d r l C i i  c~ c.-Lii;-~:- O E  Ee~lt%, 
of human sub jects '>- ,are  expec ted  t o  p r e s e n t  accep tab le  r e s e a r c h  
p r o t o c o l s  t o  b o t h  t h i s  Committee and t o  t h e  Berkeley Campus pdv i so ry  
Compittee on Safeguards  and Research on Human S u b j e c t s .  

y. 

.-.-- When t h e  

Pos t -doc to ra l  r e s e i r c h  f e l l o w s  supported 
-. '-- 

wlivse I ~ S G Z I L C I I  i n v o l v e s   US^! 

/ 

I 1  

S t a t e  of P r e s e n t  P o l i c i e s  

1. 
humans, a p r o t o c o l  desc'kibing i n  d e t a i l  t h e  purpose,  methods and 
p o s s i b l e  h a z a r d s  a t t e n d a n t  t o  t h e  experiment  i s  t o  be submi t ted  and 
approved by t h e  above C o n u n i t t e e .  
pe r imen ta l  u se  of r a d i o n u c l i d e s  i n  humans, t h e y  c o n t a i n  a d e t a i l e d  
summary of a v a i l a b l e  in fo rma t ion  r e l a t i v e  t o  t h e  d i s t r i b u t i o n  and 
metabol ic  f a t e  of t h e  given r a d i o i s o t o p e - l a b e l e d  m a t e r i a l  i n  t h e  
bodies of an ima l s  and of humans, t o g e t h e r  w i t h  e s t i m a t e s  of i n i t i a l  
r a d i a t i o n  dose  r a t e  and of t o t a l  r a d i a t i o n  dose d e l i v e r e d  t o  t h e  
whole hurcan'body and t o  each c r i t i c a l  body organ.  
t a b l e  d o s e s ,  t h e  C o m m i t t e e  i s  guided by f a c t o r s  i n c l u d i n g  t h e  a g e , .  

s ex  and l i f e  Zxpectancy of t h e  s u b j e c t ,  t h e  expectancy of producing 

-4 

' P r i o r  t o  i n i t i a t i b n  of ariy i n v e s t i g a t i o n  invo lv ing  t h e  u s e  of 
'Lad. 

- -  

When such p r o t o c o l s  i n v o l v e  ex- , 

I n  judging  accep- 

I 0 9 2 5 4 4 .  
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o f f s p r i n g ,  the p r o b a b i l i t y  of t h e  p r o c e d u r e ' s  t h e r a p e u t i c  o r  diag- 
n o s t i c  v a l u e  i n  a present i l l n e s s ,  t h e  e s t a b l i s h e d  c o n t r o l s  o r  

4 normal v a l u e s  f o r  a p a r t i c u l a r  procedure ,  and t h e  o v e r a l l  ba lance  
of r i s k  a g a i n s t  s c i e n t i f i c  merit of t h e  proposa l .  
i n v o l v e s  t h e  s i n g l e  a d m i n i s t r a t i o n  of r a d i o n u c l i d e s  n o t  g r e a t e r  t h a n  
t h e  maximum p e r m i s s i b l e  body burden (MPBB) f o r  t h e  g e n e r a l  popu la t ion  
(1/10 t h e  o c c u p a t i o n a l  va lue  a s  s t a t e d  5 y  t h e  United S t b t e s  Na t iona l  
Committee on Rad ia t ion  P r o t e c t i o n  and Measurements) of a r a d i o n u c l i d e  
w i t h  e f f e c t i v e  h a l f  l i f e  ( T e f f )  of a f e w  weeks o r  less,  t h e  a p p l i c a n t  
can o r d i n a r i l y  e x p e c t  Committee approval  f o r  use i n  a l i m i t e d  number 
of v o l u n t e e r  a d u l t  humans, a s  w e l l  a s  i n  p a t i e n t s .  

I f  t h e  procedure 

I f  t h e  procedure i n v o l v e s  a s i n g l e  a d m i n i s t r a t i o n  n o t  g r e a t e r  
t han  t h e  o c c u p a t i o n a l  MPBB of a r a d i o n u c l i d e  wi th  Teff  of a few h o u r s  

or l e s s ,  t h e  a p p l i c a n t  can o r d i n a r i l y  e x p e c t  Committee approval  f o r  
u s e  i n  s m a l l  n u d e r s  of v o l u n t e e r  normal a d u l t s  judsed u n l i k e l y  t o  
b e a r  c h i l d r e n  i n  t h e  f u t u r e ,  o r  i n  p a t i e n t s  wi th  l imitea l i f e  expec- 
t ancy  o r  f o r  whorn t h e  procedure o f f e r s  d i a g n o s t i c  i n fo rma t ion .  When 
s u b j e c t s  a r e  g iven  m u l t i p l e  d o s e s  of r a d i o n u c l i d e s  i n  a s i n g l e  pro- 
cedurz o r  2 a r t l c i p t . t  i n  i ~ l k i p l e  r z S 1 ~ i s z t c ~ p t  pr~cs:sci;rzs, L o t a l  

dose  r e c e i v e d  i n  t h e  procedure a s  w e l l  a s  t h e  cumulat ive previous 
r a d i a t i o n  d o s e  d e l i v e r e d  t o  c r i t i c a l  t i s s u e s  should be es t ima ted ,  and 
such e s t i m a t e s  a r e  submi t ted  f o r  review by t h e  C o m m i t t e e .  

I 

L L -  L " 
I 

2 .  The Committee reviews p o t e n t i a l l y  hazardous p h y s i c a l  p rocedures ,  
s p e c i f i c  t o  t h e  p r o t o c o l  im2osed on t h e  human suSject ( o t h e r  than 
t h o s e  r e l a t e d  t o  venepuncture f o r  blood sampling and body excrement 
c o l l e c t i o n ) .  S t e r i l i t y  and l a c k  of ph rogen ic i ty  of p a r e n t e r a l l y  
admin i s t e red  m a t e r i a l s  a r e  i n s u r e d .  I n v e s t i g a t o r s  a r e  expected t o  
d e s i g n  their  exper imenta l  p r o t o c o l s  t o  be s a f e  from any p o t e n t i a l l y  
hazardous  mechanical  procedures .  

._ 

3 .  The Committee c o n s i d e r s  t h e  chemical  form of a m a t e r i a l  admin- 
i s t e r e d  t o  a human subject i n  any expe r imen ta l  p r o t o c o l  a s  being 
a c c e p t a b l y  s a f e  when t h e  m a t e r i a l  i s  e i t h e r  a normal body c o n s t i -  
t u e n t  which h a s  no  known t o x i c i t y  when adminis te red  i n  t h e  dose and 
by t h e  r o u t e  proposed i n  t h e  exper imenta l  p r o t o c o l ,  o r  a drug con- 
sidered a c c e p t a b l e  by t h e  United S t a t e s  Food and Drug Adminis t ra t ion  w 
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for clinical use when administered in the dose and by the route 
proposed in the given experimental protocol. when the chemical 
nature of the material to be used in any given experiment does not 
correspond to either of the two above mentioned categories and 
represents an experimental drug which has not yet received sanction 
for routine clinical use by the United States Food and Drug Pdmini- 
stration, then all restrictions to the use of this drug imposed by 
the United States Food and Drug Administration are imcoiporated in 
the requirements for the proposed experimental protocol. 

c 

4 .  Normal subjects volunteering for studies involving administra- 
tion of radionuclides are over 21 years of age and are usually males. 
Normal female subjects may be studied when the physician is reason- 
ably certain, after history and physical examination, that they 
are not pregnant at the time of the study. When circumstances are 
such that the indivizual investigator feels it is necessary to ad- 
minister radiation or radionuclides to normal volunteer subjects 
who are under the age of 21 or to study a normal female subject 
d i x h g  przgr;anci;, t i ien each case is ifidividzally ~ v s l s s t e r ?  5y t3e 
Committee. ... 

5. Written informed consent must be obtained from each human 
subject a s  required by the Directors of the Laboratory. 

6. Adequate written records must be kept, including written informed 
consent and the nature and quantity of radionuclides or other experi- 
mental materials administered to a given subject. The investigator- 
is obligated to promptly inform the Director of the Laboratory of 
any difficulties adversely afzecting the patient. 

7. 
be assured. 

8. 
are considered appropriate for review by the Committee. 

Confidentiality of information obtained from the subject must 

A 1 1  procedures in which radioisotopes are administered to humans 

9. 
a s  an indication of approval by the Committee. 
obliged to adhere to the approved protocol. 

Signed copies of approved protocols are returned to the author 
The investigator is 

1 0 3 2 5 8 b -  
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Committee Menibers: 

James Born, LL.B1, M.D., p-ssistant Director, Dormer Laboratory, 
University of California, Berkeley, California. 

Hardin B. Jones, Ph.D., Professor of Physiology and.Medica1 Physics, 
Fssistant Director of Donner Laboratory, University of California, 
Berkeley, California. 

Howard Parker, M.D., Ph.D., Head of Medical Services Department, 
Donner Laboratory and Lawrence Radiation Laboratory, Berkeley, 
California. 

- 
William E. Siri, B.Sc., Physicist to the Donner Laboratory, Univer- 
sity of California, Berkeley, California. 

Harry S. Winchell, M.D., Ph.D., Pssociate Research Physician and 

Hematologist at Donner Laboratory, University of California, Berkeley, 
California. Chairman. - 

. .. 



Addendum t o  the  "Statement  of p o l i c y  of the Donner Labora tory  and 
t h e  Lawrence Radia t ion  Labora tory  Committee f o r  Safeguards  i n  
Research i n  Human S u b j e c t s . "  

To i n s u r e  t h a t  a l l  m a t e r i a l s  admin i s t e red  t o  human s u b j e c t s  
d u r i n g  t h e  c o u r s e  of any expe r imen ta l  p r o t o c o l  are  s te r i le  and 
pyrogen f r e e ,  t h e  fo l lowing  requi rements  must be s a t i s f i e d .  The 

f i n a l  p roduc t  m u s t  be t e s t e d  f o r  s t e r i l i t y  and pyrogelis p r i o r  t o  
i n i t i a l  a d m i n i s t r a t i o n  of m a t e r i a l  t o  human s u b j e c t s .  -Subsequent  
t o  t h e  i n i t i a t i o n  of  t h e  exper , imental  p r o t o c o l ,  t h e  f i n a l  p roduc t  
must be t e s t e d  f o r  s t e r i l i t y  and p y r o g e n i c i t y  a t  l ea s t  once d u r i n g  
eve ry  f o u r  month pe r iod .  
and pyrogen t e s t i n g  by t h e  i n d i v i d u a l  i n v e s t i g a t o r  and must be 

Records n u s t  be k e p t  of a l l  such s t e r i l i t y  

a v a i l a b l e  f o r  p e r u s a l  by t h i s  Committee. Each t h e  t h e  p r o t o c o l  

p r o d u c t  fo r  s t e r i l i t y  and lack  of p y r o g e n i c i t y  must be ob ta ined  
p r i o r  t o  u s i n g  s a i d  p roduc t  i n  human s u b j e c t s .  I t  i s  reconiended 
t h a t  where p o s s i b l e  a l l  components u t i l i z e d  i n  t h e  p r e p a r a t i o n  of 
t h e  f i n a l  Droduct and a l l  g l a s sware  used i n  c o n t a i n i n g  t h e s e  com- 
ponen t s  be purchased ce r t i f i ed  s te r i le  and pyrogen f ree .  

. i s  mod i f i ed  or  changed i n  any way, r e p e a t  t e s t i n g  of  t h e  f i n a l  

T h e  fo l lowing  c r i t e r i a  a re  proposed f o r  l i m i t i n g  t h e  r a d i a t i o n  
d o s e  r e c e i v e d  by normal human v o l u n t e e r s  r e c e i v i n g  r a d i o i s o t o p e s  
as par t  of any exper imenta l  p r o t o c o l .  These l i m i t a t i o n s  do n o t  
app ly  t o  t h e  u s e  of r a d i o i s o t o p e s  i n  p a t i e n t s  w i t h  d i s e a s e  p rocesses  
i n  whom t h e  d a t a ' o b t a i n e d  f r o m  t h e  s t u d y  can be u s e f u l  i n  e v a l u a t i n g  
said d i s e a s e  p rocess .  (The r e s t r i c t i o n s  refer t o  r a d i o n u c l i d e s  
decaying  by gamna, beta + and b e t a  -, i n t e r n a l  convers ion  and elec- 
t r o n  c a p t u r e  p rocesses .  
e m i t t i n g  r a d i o n u c l i d e s  are  cons ide red  i n d i v i d u a l l y . )  

E v a l u a t i o n  o f  a l p h a  e m i t t i n g  or neut ron  

1. .  1. Where t h e  e f f e c t i v e  ha l f - t ime  of  t h e  r a d i o i s o t o p e  i n  t h e  
body i s  g r e a t e r  t han  s i x  months, t h e  maximum d o s e  and dose ra te  t o  
any t i s s u e  must he less t h a n  1 / 1 0 0  of t h a t  recommended by t h e  NCRP 

fo r  r a d i a t i o n  workers (e .g .  i n t e r g r a l  dose  less t h a n  50  m r  p e r  
y e a r ) .  

2 .  Where t h e  e f f e c t i v e  ha l f - t ime  w i t h i n  t h e  body i s  less  t h a n  
s i x  months b u t  g r e a t e r  t han  one week, t h e  maximum i n i t i a l  dose r a t e  

1 6 ~ 2 6 6 8  
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t o  any t i s s u e  i s  less than  l / l O t h  of t h a t  recomnended by t h e  NCRP 

f o r  r a d i a t i o n  workers (less t h a n  0 .5  r pe r  y e a r ) .  

3 .  For r a d i o n u c l i d e s  w i t h  a s h o r t  e f f e c t i v e  h a l f - l i f e  i n  t h e  
body (less than  one week),  t h e  maximum dose t o  bone, bone marrow, 
lymph nodes,  i n t e s t i n a l  mucosa and gonads must be less than  0 . 5  r 
and t h e  t o t a l  dose t o  any t i s s u e  o t h e r  t han  those  noted above 
must be less than  5 r .  



' ,.. . , 
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Protocol f o r  P r e p a r a t i o n  of Report  t o  Committee f o r  Safequards  
i n  Research i n  Human S u b j e c t s  

Organize  informat ion  i n  paragraphs acco rd ing  t o  t h e  fo l lowing  headings.  

S t a t e  t i t l e  of r e s e a r c h  p roposa l .  

L i s t  r e s p o n s i b l e  i n v e s t i g a t o r s .  

B r i e f l y  summarize purpose of a d m i n i s t e r i n g  r a d i o n u c l i d e s  t o  
humans, sou rce ,  number, sex and age  d i s t r i b u t i o n  of human sub- 
jes ts  and in fo rma t ion  g iven  s u b j e c t s  concerning t h e  n a t u r e  and 
haza rds  of t h e  s tudy .  

L i s t  i s o t o p e s  used,  nodes of decay,  p h y s i c a l  t 1 / 2  b i o l o g i c a l  
t 1 / 2  ( c i t e  r e f e r e n c e  for b i o l o g i c a l  t 1 / 2  when p o s s i b l e ) ;  

Summarize what i s  known abzu t  t h e  d i s t r i j u t i o n  an6 loca l  turn-  
o v e r  r a t e s  of each  m a t e r i a l  i n  t h e  human body ( i . e .  estimate 
t h e  f u n c t i o n  d e s c r i b i n g  . r a d i o n u c l i d e  c o n c e n t r a t i o n  changes a s  

a f u n c t i o n  of t i m e  i n  t h e  t a r g e t  organ(s !  . 
Show, i n  d e t a i l ,  c a l c u l a t i o n  of maximal r a d i a t i o n  dose ra te ,  and 
cumula t ive  r a d i a t i o n  dose  i n  c r i t i c a l  o rgans  (bone marrow, 
G . I .  t r a c t ,  gonads and organs of maximal l o c a l i z a t i o n ) .  If 

d i s t r i b u t i o n  of t h e  m a t e r i a l  used i s  approximately uniform,  
c a l c u l a t e  whole body dose .  

a 

(see a t t a c h e d  forms f o r  suggested 
methods for  use' i n  r a d i a t i o n  

Summarize procedures  used t o  
p v r o a e n i c i t v  of m a t e r i a l s  t o  

dose  c a l c u l a t i o n . )  
- 

a s s u r e  s t e r i l i t y  and l a c k  of 
be admin i s t e red  t o  human s u b j e c t s .  
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Sample  

. .  
' I .  E t h i c a l  Pol icy .  The Facul ty  and Eoard of T i u s t e e s  of  t1h.s Universi ty  . 

have o f f i c i a l l y  adopted the  code o f ,  mcdical and general  e t h i c s ,  proncl-  
ga ted  by the  .World bicdical A s s o c i a t i a t y s  t h e  Declarat ion o f  IIelsi.nki, 1 

/.' - . 
11. hdi , l in i s t rn t ive  Review. All Q p p l i c a t i o n s  f o r  funds from the  Pub l i c  Hcalth 

Scrv ice  must  be submitter? through the  Of f i ce  of Rcscai-ch arid Special  
P r o j e c t s  of  t h i s  Universi ty .  
coix;)lCtciiess, budget accuracy, and f o r  compliance with YKS pol icy .  
For any proposal involving t h e  us.c_.of human sub jcc t s  t h e  app l i can t  
i s  reqslired t o  inform t h i s  Of f i ce  d i e t h e r  he  has  submitted copies  
t o  t h e  Facul ty  Research Committee (descr ibed below). This  Of f i ce  
i s  r cqu i r cd  t o  c a l l  tq t he  Committee's a t t e n t i o n  any p r o j e c t s  not  
SO siibmitted which Zppear t o  involve human sub jec t s .  

Here they a r c  rev ie ixd  c h i e f l y  f o r  

.. 

111. Rzmbcrship o f  Revic~.i Cormittee.  xhe Nembership of t h e  f o c u l t y  Research 
Cormittee c o n s i s t s  'of. the  C h a i r k ?  of  a l l  academic Departnento and 

' t h e  p r i n c i p a l  admin i s t r a t ive  o f f i c e r s ;  the Chairman of thci Cofinittee 
i s  t h e  Ass i s t an t  Dcan M, t he  Grzduste School i n  charge of spocsored 
r e sea rch .  The degrees and a r e a s  of  s p e c i a l i z a t i o n  of t h e  incumbents 
a r e  l i s t e d  ove r l ea f  (not i t k ludcd  wi th  t h i s  example). 
Chaplain,  Fr .  Brown, and M r .  Gphriam T u t t ,  our  l e g a l  o f f i c e r ,  may 

The Facul ty  
. I  

\ be c a l l e d  .as consul tan ts .  - 
/ *  

,--:.-- . . .  
Ill. I n i t i a l  Review by Committee. A l l  a p p l i c a t i o n s  f o r  support  of  research ,  ,I 

t r a i n i n g ,  demonstration o r  gene ra l  r e sea rch  support  p r o j e c t s ,  including 
those  of fe l lows  and t r a i n e e s ,  which involve the  use of human s u b j e c t s '  
must be submitted t o  .the Facu l ty  Research Committee p r i o r  t o  submission 
t o  t h e  PHS, and i n  t h e  exac t  form t o  be used f o r  submission. 
o f i t h e  na tu re  o r  degree of r i s k  a n t i c i p a t e d ,  t h e  appl icant  must present  

d e t a i l e d  informat ion  on t h e  fol lowing po in t s :  

Regardless 

i n ' w r i t i n g ,  and be prepared t o  defend i n  person before t h e  Cormittee,  i 
--. , -  . /.' 

. 

d 

1. Tlie '$ossi l le  r i s k s  t o  t h e  r i g h t s  and welfare  of human 
s d b j e c t s ,  inc luding  t h e  r i g h t s  o f  pr ivacy ,  freedom 

. from undue harassment,  and c o n f i d e n t i a l i t y  of d a t a ,  
and a d e s c r i p t i o n  of  t h e  provis ions  'made t o  minimize 
t h e s e  r i s k s .  .' 

Methods used t o  acqu i r e  informed consent ,  with s p e c i a l  
emphasis on t h e i r  appropr ia teness  t o  t h e  p a r t i c u l a r  
s i t u a t i o n  inhe ren t  i n  the  s tudy plan.  

2. 

3 .  The r e l a t i v e  r i s k s  of t h e  p r o j e c t  as comparcd t o  t h e  
2ro5ablc  b e n e f i t s  t o  t h e  s u b j e c t s  and t o  soc ie ty .  

'. 



2 u 
I 

, For coch npplicntion tilc Coriiriiittcc will citlicr certify 'i!ut thccc 
points iiavc tecn propcrly dealt w i t h  and dcclarc thnc thc projcct 
may bc submitted t o  the  FIE, or recamoicnd to the Frcsident: of thc 
Ucivcrsity that submission be delayed until specific deficiencies 
(spcllcd out in writing) are adcquatcly dealt with. 

Members of the Committee who are in any way directly involved in the 
wark covcrcd by any I;roject being consfdercd will be replaced by appro- 

I 

I 

'- priate substitutes during the pertinent discussion. 

The Ccnunittee's findings will be transmitted in writing to the President, 
thc appropriate dcpartmental chairman, and the applicant, 
s h a l l  bc released by the Comptroller until the President has concurred 
with these recommendations. 
shall msintain normal supervision of the project activities in the 
light of the Committce's report. 

No funds 

The applicant's administrativc superior 

V. Continuing Review by Conrnittea. The Faculty Research Committee meets 
qsrterly. Investigators in chorgc of projects involving human subjects 
are required to submit to each of these sessions status reports in 
which are presented any emergent problcms. 
a pro ject log summarizing the Cominittec discussions on these reports. 
If a report in delinquent, the Chairman will contact the investigator 
to ascertain the status of the study protocol. If at any time the 
Committee is dissatisfied with the conduct of the project, or with 
the cooperation of the investigator, they shall immediately report 
this to the President and recormend that financial support of the 
project be withlicld until the deficiencies are corrected. 

If a responsible investigator plans a change in study protocol, he 
will submit the proposed changes to the Committee for their approval, 
before putting them into practice. 

The Chairman w i l l  maintain 

4 

- 
1 
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VI. Provisions to Protect the fkalth and Safety of Human Subjects. This 
University has a 20 bed health unit staffed by 4 part-time PI.D.'s. 
Serious cases are referred to the Washington County Hospital. 

VII. Applicability of this Assurance. This assurance applies to this University, 
its extension campuses in Nayberry and Tarbox, and its Institute 
for Human Relations in Colesvillc-. 

-his exam?le was drafted in the Institutional Rclations Section, Division 
of Xsssarch Grants, National Institutes of Health. 
existing iastitution and is intended only as a guide for use in developing 
acceptable statcments of compliance. 

It refers to no 
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NATIONAL INSTITUTES OF HEALTH 
BRHESDA. MD. 20014 

I AREA CODE 31 EL: 658-4#30 

June 9 ,  1969 

Gould Andrews, M.D. 
Chairman, Medical Divis ion 
Oak Ridge Associated U n i v e r s i t i e s ,  Inc. 
P.O. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr. Andrews: 

4 

We have received and reviewed t h e  procddured your i n s t i t u t i o n  
p l ans  t o  fol low i n  reviewing p r o j e c t s  involv ing  human subjec ts .  
I a m  a f r a i d ,  however, t h a t  t h e  procedures you out l ined  are e i t h e r  
s i l e n t  or t oo  narrowly construed on seve ra l  po in t s  we b e l i e v e  
are c r u c i a l  t o  t h e  p r o t e c t i o n  of an  ind iv idua l  as a research  
subjec t .  For example: 

1. Publ ic  Health Service po l i cy  r e q u i r e s  t h a t  any p r o j e c t  
involving the  use of human s u b j e c t s  must be reviewed and 
be sub jec t  t o  cont inuing  review by your i n s t i t u t i o n a l  
committee. 
c e r t a i n  p r o j e c t s  wi th  " ins ign i f i can t "  r i s k s  t o  t h e  subjects .  

Your procedures permit t h e  screening o u t  of 

2. Your procedures do no t  e x p l i c i t l y  s ta te  tha t  t he  committee 
w i l l  review the  p r o j e c t  t o  determine (a) how the  r i g h t s  
and welfare of t h e  human sub jec t s  involved w i l l  be  
pro tec ted ,  (b) t h e  appropr ia teness  of the  methods used t o  
ob ta in  informed consent ,  and (c) t h a t  t he  p o t e n t i a l  bene f i t s  
of t h e  proposed r e sea rch  w i l l  exceed the  r i sks .  

. 

3. Your procedures are s i l e n t  on t h e  need f o r  the  committee 
t o  exercise cont inuing review of t h e  p ro jec t  t o  confirm 
t h a t  t h e  i n v e s t i g a t o r  has  followed the advice of t h e  
conunittee, i f  any, and t h a t  he has  n o t  changed h i s  approved 
pro tocol  without p r i o r  advice of t h e  committee. 

4. Your procedures do n o t  s ta te  t h a t  t h e  inves t iga to r  may not 
change h i s  pro tocol  wi thout  p r i o r  committee approval.  

Your procedures do n o t  i n d i c a t e  t h e  emergency f a c i l i t i e s  
a i ra i lab le  t o  the  s u b j e c t s  sha3Zdlan emergency occur. 

5 .  

-. / . ; 
*.. 7 . .: 



Gould Andrews, M.D. -- June 9 ,  1969 2 

I have a t t ached  a copy of sample procedures we have drawn up i n  
t h i s  o f f i ce .  It covers a l l  of t he  poin ts  we a r e  most concerned 
wi th  and you may f i n d  it  h e l p f u l  i n  expanding your procedures t o  
cover t h e  items mentioned above. 

I f  you have any quest ions about our p o l i c i e s  i n  t h i s  area, p l e a s e  
f e e l  f r e e  t o  contac t  me. 

Liaison Off icer  
I n s t i t u t i o n a l  Rela t ions  Sec t ion  
Divis ion of Research Grants  

En c 1 o sur e s 

I .., 
'.. ' . 
. , .. ,. . .  

.. . , . .  . .. 
. f  .. : : .: . . .  .. 

W' 



I. - 

.. 

, .  

i 

- .  

d' 
. !  

. .- 

. .  

DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESOA. MARYLAND 20014 

August 11, 1969 

Gould Andrews, M.D. 
Chairman, Medical Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

K 
Dear Dr. Andrews: 

We are pleased to inform you that the Public Health Service 
has reviewed and accepted the statement of assurance dated. 
May 29, 1969, as amended August 1, 1969, submitted by the 
Oak Ridge Associated Universities, Inc., as being in com- 
pliance with the requirements contained in the Surgeon General's 
policy issuance of May 1, 1969, relating to investigations in- 
volving human subjects. 

It is necessary that the Public Health Service be kept in- 
formed on a current basis of any changes in policies, proce- 
dures, or committee composition relating to this requirement. # 

We appreciate your cooperation in this matter. 
any coannents or suggestions you may wish to make a8 we 
continue to try to clarify the ethical issues present in the 
pursuit of projects involving human subjects. 

We welcome 

I 

Sincerely yours, 

. Stephen P. Hatchett, Ph.D. 
Acting Director 
Division of Research Grants 

, 
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MEETING OF 
I 

Oak Ridge Associated Universities 

Held 19 January, 1970 at Medical Division. 

Members of Committee Present 
G. A. Andrews 
A. B. Brill 
Melvin Koons 
R. D. Lange 
Wm. Nelson 
John Storer 
Tom Lincoln 

Staff Members Present 
N. Gengozian 
c. L. Edwards 
Helen Vodopick 
Karl Hubner 

The Meeting was held to discuss the initiation of a project 
entit led: 

u Therapeutic Allogenic Transplantation of Human Bone Marrow. 

Gould Andrews introduced the proposal and gave a brief histor- 
ical background of the use of bonenrarrow transplantation. 

There was a great deal of discussion of the proposed project 
and many questions were raised. Among the questions were the 
advisability of using anti-lymphocyte-serum before additional 
animal studies' were performed and also regarding consideration 
of the use ctf extracorporeal irradiation. There were questions 
regarding the method to be used for producing and obtaining the 
anti-lymphocyte-serum as w e l l  as a discussion of the selection 
of participants and dangers of fat embolism. 

It was brought out that the AEc was very interested in the "in- 
formed consent" procedure and would need to be satisfied regard- 
ing the form to be signed. 

There was a discussion of the safety factors involved in the use 
of the high dose facilities at U.T.A.E.C. and the possibility of 
purchasing an auxilliary power source was suggested. 



i 

There followed a discussion of the graft versus host reaction 
and it was pointed out that this was a real hazard. 

Each of these foregoing questions were answered to the satis- 
fact on of the committee. 

I 

At this point Drs. Andrews, Gengozian, Edwards, Vodopick and 
Hubner retired and the following motion was proposed by Dr. 
Storer, seconded by Dr. Brill and was passed unanimously by 
the remaining members of the committee: 

The committee approves the project as submitted 
contingent on the preparation of a release which 
meets all legal requirements. The committee fur- 
ther recommends that an independent evaluation of 
the extent of understanding of the release on the 
part of the patient or parent be made if feasible. 
It is suggested that a member of the clergy might 
make such an evaluation. The committee also ex- 
pressed a wish that they be kept informed on the 
progress of this project. 

Submitted by 

Robert D. Lange, M.D. 
Committee on Human Studies 
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r O R H  P-4A I i f  
MEMORANDUM 

U S L I B J E C T  C 

COPIES TO C. TI. Edwards. J. €1. Harmon. Melvin Koons. Bill Nelson 
rn '1 

0 

I just talked with Me1 Koons and he said that he would be glad to continue 

to serve on our committee to review human applications of new procedures. 
I 

I 
His address is Law Department, ORNL, Building 9704-2 (Y-12 area), and 

- 

his telephone estension is 3-7295. 

G.A.A. 
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. m c e  of the Director 

OAK R I D G E  NATIONAL LABORATORY ! 

OPCRATLD BY 

U 'N ION C A R B I D E  C O R P O R A T I O N  
NU CLEAR 0 IVI SI 0 N 

COST OCClCL BOX x 
OAK RIDGE, TENNESSEE 37830 

June 26, 1970 . 
. .  

D r .  W i l l i a m  G. Pollard 
Executive Director 
OSK Ridge Associated Universities 
P. 0. Box 117 
Oak Ridge, Terinessee 37830 _ .  - 

Dear B i l l  : 

As you are  gerhaps a-irare, tne  Division of Xology and Medicine of the  
Atomic43nergy Commission has o f f i c i a l l y  adoDted the  IVIX pocedures fo r  
human eqerimentation. 
ahd Environmental Sciences, has discussed with Ralph Kniseiey the possi- 
b i l i t y  that the  ORAU Medical Division Committee on Human Studies could 
a l so  kandle the  l imited number of applications f o r  such studies which 
the Oak Ridge National Laboratory might have, This l e t t e r  i s  t o  request 
your forzlai agreement tha t  t h i s  method of proceeding makes sense at t h i s  
time, and t o  o f f e r  t o  provide our fair  share.of costs involved with the 
operation of your Committee. 

J i m  Liverman, Associate Director for  Biomedical 

Since it i s  necessary tha t  we respond t o  John Tot te r ' s  request by July 1, 
I would appreciate an early reply. 

Sincerely yours, 

ALVIN M. WEINBERG 
ORlQlNAL SIGNED By 

M :  JLL:lmm 

Attachment 

Alvin M. Weinberg 
-- 

r( 

cc: H. I. Adler J. L. Liverman 
R. A. McNees 
K. Z. Morgan 
M. E. Ramsey 
H. M. Roth 

N. G. Anderson 
R. F. Hibbs 
R. M. Kniseley 
T. A. Lincoln 

' .  



I n s t i t u t i o n a l  Assurance on Research Involving Human Sub jec t s  

The Oak Ridge Nat iona l  Laboratory w i l l  comply wi th  t h e  p r i n c i p l e s  of t h e  
AEC p o l i c y  wi th  regard t o  research involv ing  human s u b j e c t s  which r e q u i r e s  a 
review independent of t h e  i n v e s t i g a t o r  o r  d i r e c t o r  t o  safeguard t h e  r i g h t s  
and wel fa re  of those  sub jec t s .  It a s s u r e s  t h e  AEC t h a t  it has e s t a b l i s h e d  
and main ta ins  advisory groups competent t o  review research  p lans  involv ing  
human s u b j e c t s ,  p r i o r  t o  t h e  i n i t i a t i o n  of t h i s  research ,  i n  o rde r  t o  i n s u r e  
adequate  safeguards .  By agreement (see at tachment) ,  t h e  Oak Ridge Associated 
U n i v e r s i t i e s  Committee on Human S tud ie s  w i l l  a l s o  review a l l  ORNL proposa ls  
i n  t h i s  area. Group reviews and dec i s ions  w i l l  be c a r r i e d  out  i n  r e fe rence  
t o  (1) t h e  r i g h t s  and we l fa re  of t h e  i n d i v i d u a l s  involved,  (2) t h e  appropr ia te -  
n e s s  of t h e  methods used t o  o b t a i n  informed consent ,  and (3) the  r i s k s  and 
p o t e n t i a l  b e n e f i t s  of t h e  proposed research. W 

* .  

The i n s t i t u t i o n  agrees  t o  a cont inuing  exchange of information and 
advice between t h e  review group and t h e  i n v e s t i g a t o r  o r  d i r e c t o r ,  p a r t i c -  
u l a r l y  t o  d e a l  with proposed changes i n  research  des ign ,  and wi th  emergent 
problems which may a l ter  t h e  i n v e s t i g a t i o n a l  s i t u a t i o n  with regard t o  t h e  
c r i te r ia  c i t e d  above. The i n s t i t u t i o n  w i l l  a s s u r e  i t s e l f  t h a t  i t s  p o l i c i e s  
and t h e  advice  of i t s  review groups are followed. 
whatever p r o f e s s i o n a l  a t t e n t i o n  o r  fac i l i t i es  are requi red  t o  safeguard  t h e  
r i g h t s  and we l fa re  of human s u b j e c t s  involved i n  research .  Records of  group 
review and dec i s ion  on t h e  use  of human s u b j e c t s  and of informed consent are 
developed and kept  by t h e  i n s t i t u t i o n .  

It w i l l  a l s o  provide  

Signed 
Di rec to r  ' 

Date June 29, 1970 

Attachment 



4 

I 

. .  

. ____. ~ -- - --- . 
OAK R I X E  ASS3C,;ATZ3 UNIVERSITIES 

r. 0. GOS 1 1 7  

OAK RIDGE, TENSESSEE 37830 

ISCOAP3LA'I ED 

AREA CODC 615 
. TBLEPIIONE 4134.1 I I July 1, 1970 

Dr. Alvin X. Weinberg, Director 
Oak RCge Sationai Laboratory 

, Oak Ridgs, Tennessee 

' Dear "Alvin: 

. it certably makes gdod sense, as requested in your letter of 

for bot3 ORAU and ORKL. I have checked with Gould Andrews and 
he assures me that he has alrezdy given his verdal approval to 
Dr,. Lincoln and others to having you use our committee for this 
pwpose. This letter records my concurrence with him in this approval 
afid makes clfficial the formal agreement of Oak Ridge Associated Universities 
for  tlie use by Oak Ridge National Laboratory of.our Committee on Human 
S2xXes iii compliance with iWH procedures for human experimentation'in 

. June 26, 1970, to use a single comnlittee on human experimentation 

' 

4 
1 .  

. ORXL. 

. Tne costs iavolved in meetings of this committee are so small 
that w e  do ilot feel a r  attempt '0 allocate them between ORNL and O i U U  
would be wonh tile effort. Simply have your people let either Gould 
AGdrews or  Ralph Kiiiseley know when you wish to use the committee ' 
and they wiL schedule it. 

. .  
' 

.-... 

LJ 

. .  . .  
Sincerely , 

\ '  
..- 

William G. Pollard 
Executive Director 

WGP:;;lp 

cc: 
, 

Gould A. Andrews, ORAU Medical Division 
Roger Hibbs, Xuclear Division, Union Carbide 
H. M. Roth, LUD, AEC 

103ZbQI 
, -  . 
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OAK RIDGE NATIONAL LABORATORY 
OPERATED B Y  

UNION CARBIDE CORPORATION 
NUCLEAR DIVISION 

POST OFFICE BOX X -'\ 

OAK RIDGE, TENNESSEE 37830 

,<r. John R. T o t t e r ,  D i rec to r  /--- ~ 

Dear John: 

I i u ~ a n  Ex? e r imen t a t i o n  

This  l e t te r  i s  i n  response t o  your let ter of f k y  15, 1970, r eques t ing  t h a t  w e  
p l a c e  on f i l e  wi th  your Divis ion an acceptab le  assurance as descr ibed  beginning 
or. page f i v e  o f  the bock le t  e z t i t l e d ,  "?rotect ion of t5.e Inc?lvidual  BS a ?.esearch 
Subjec t  . " 
This  r e p l y  i s  somewhat be l a t ed  because w e  f e l t  i t  would make more sense  from . 
an o p e r a t i o n a l  s t andpo in t ,  s i n c e  we have so  few i n s t a n c e s  of human experimentat ion,  
t o  u t i l i z e  t h e  Committee t h a t  has  been e s t ab l i shed  by t h e  Oak Ridge Associated 
U n i v e r s i t i e s '  Medical Divis ion.  Attached are exchanges of correspondence between 
11. G. P o l l a r d ,  Execut ive Di rec to r ,  Oak Ridge Associated U n i v e r s i t i e s ,  and m e  
i n d i c a t i n g  t h e  wi l l i ngness  of D r .  P o l l a r d  t o  have t h e  ORAU Committee on Human 
S tud ie s  a s s u r e  our  compliance wi th  t h e  N I H  procedures as were o u t l i n e d  i n  t h e ,  
above-cited booklet .  
Assurance on Research Involving Human Subjec ts  form which follows very  much the  
format of  t h a t  of  t h e  ORAU le t ter  t o  you e a r l i e r .  

I n  add i t ion ,  I have f i l l e d  ou t  and signed an I n s t i t u t i o n a l  

I hope t h a t  t h i s  manner of handl ing i s  s a t i s f a c t o r y  t o  you. 
ques t ions ,  p l e a s e  con tac t  J .  L. Liverman who w i l l  see t h a t  t he  necessary  changes, 
i f  any, are c a r r i e d  out .  

I f  you have a d d i t i o n a l  

S ince re ly ,  

Alvin M. Weinberg 
Direct o r  

AMW: JLL:bmr 
Attachments 

cc: H. I. Adler J .  L. Liverman 
N. G. Anderson R. A. FcNees 
R. F. Hibbs K. Z .  Morgan 
R. M. Kniseley M. E. Ramsey 
T.  A. Lincoln H. M. Roth 
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O A K  RIDGE NATIONAL LABORATORY 

UNION CARBIDE CORPORATION 
OPERATED BY 

C 
NUCLEAR DIVISION 

-... 
POST OFFICE BOX X ‘x, 

OAK RIDGE, TENNESSEE 37830 ‘% 

_.c 
-_.e 

_._L .-- 
J u l y  1 4 ,  1970 OFFICE OF THE DIRECTOR--- 

/’* / , 
c- 

1 D r .  John R. T o t t e r ,  Di rec tor  
I 

Dear John: 

W’ 

Hunan Exper izec ta t fcn  

This le t te r  i s  i n  response t o  your let ter of May 15 ,  1970, r eques t ing  t h a t  we 
p l a c e  on f i l e  w i t h  your Divis ion an acceptab le  assurance as desc r ibed  beginning 
OR page f i v e  of t h e  booklet  e z i i t i e d ,  “,Drotecti,on of t h e  Ind iv idua l  as a Research 
Sub jec t  . ” 
This  r e p l y  i s  somewhat be la ted  because we f e l t  i t  would make more sense  from , 

an o p e r a t i o n a l  s t andpo in t ,  s i n c e  w e  have so few ins t ances  of human experimentat ion,  
t o  u t i l i z e  t h e  Committee t h a t  has  been e s t ab l i shed  by t h e  Oak Ridge Associated 
U n i v e r s i t i e s ’  Medical Division. Attached are exchanges of correspondence between 
S J .  G. P o l l a r d ,  Execut ive Di rec to r ,  Oak Ridge Associated U n i v e r s i t i e s ,  and m e  
i n d i c a t i n g  t h e  wi l l i ngness  of D r .  P o l l a r d  t o  have t h e  ORAU Committee on Human 
S t u d i e s  a s s u r e  our  compliance wi th  the N I H  procedures as were o u t l i n e d  i n  t h e  
above-cited bookle t .  
Assurance on Research Involving Human Subjec ts  form which follows very  much t h e  
format of t h a t  of t h e  ORAU l e t t e r  t o  you e a r l i e r .  

I n  addi t ion ,  I have f i l l e d  o u t  and signed an I n s t i t u t i o n a l  

I hope t h a t  t h i s  manner of handl ing i s  s a t i s f a c t o r y  t o  you. 
ques t ions ,  p l e a s e  con tac t  J. L. Liverman who w i l l  see t h a t  t he  necessary  changes, 
i f  any, are c a r r i e d  out .  

I f  you have a d d i t i o n a l  

S ince re ly ,  

Alvin H. Weinberg 
Direc tor  

AMW: JLL:bmr 
Attachments 

cc: H. I. Adler J. L. Liverman 
N .  G. Anderson R. A. KcNees  
R. F. Hibbs K. 2. Norgan 
R. M. Kniseley I!. E.  Ramsey 
T. A. Lincoln H. M. Roth 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE Ld 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

July 8, 1971 

. .  

Gould Andrews, M.D. 
Chairman, Medical Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr. Andrews: 

Your institution has on file with this office an assurance of compliance 
with PublJc-Health Service policy on the protection of human subjects. _ .  
The terms of that alurance are applicable to all PHS-supported 
activities at your institution which involve human subjects. 
of our letter accepting your assurance is attached. 

CL A copy 

Recent changes in policy to govern specified programs of the Depart- 
ment of Health, Education, and Welfare (including the Public Health 
Service) will require review and possible renegotiation of your assurance. 
Revised assurances can take the form of either an institutional "general" 
assurance such as the one you now have to cover all supported activities, 
or "special" assurances to be provided for each project that involves 
human subjects. 

We believe that your institution may qualify 'for the "special" assurance 
procedure, and encourage you to take advantage of this more direct 
instrument. This procedure has been devised primarily for those 
institutions receiving support for only an occasional or a few projects 
involving human subjects. 
renewal applicatim as it is proceeding through DHEW review. 

Instructions will be provided for each new and 

Noncompeting applications for continuation support may, if you wish, 
be certified fo r  institutional committee review under your current 
assurance. In this case, for an interim period your institution may 
operate concurrently under both kinds of assurances as they apply to 
different projects. 
to the "special" assurance. 

Alternatively you may request immediate conversion 

Enclosed is an excerpt from the DHEW policy describing "Minimum Require- 
ments for Acceptable General and Special Institutional Assurances." 
Exhibit forms that apply to each type of assurance are also enclosed. 
Perhaps I should make it clear that a future reconversion from several 
"special" assurances to a "general" assurance is quite feasible. 
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Page 2 - Gould Andrews, M.D. 

If we receive no response to this letter within 60 days, we will 
assume that you will have no objection to use of the "special" 
assurance procedure at your institution. 
for a ttgeneral" assurance, please respond with a listing of all 
projects involving human subjects, whether supported by DHEW or by 
other sources, that are under active review by your institutional 
committee. 

If you wish consideration 

Sincerely yours, 

LHY aA!L4/ 
D. T. Chalkley, P h . D J  
Special Assistant to the Director 
Division of Research Grants 

2 Enclosures 

I .  



1. 

2. 

3. 

rz 

0 
ur 
p3 
Q 
0 
Q 

GUIDELIXES 

Research on Human Subjects 

Oak Ridge Associated Universities 

Medical Division 

r P r i n c i p l e s  

The Medical Division propose 
Xedical Research Council pub 
Journa l  (attached) e n t i t l e d  

(attached form). 

Descr ip t ion  of Review Committee 

(a) ?:me: C a m i t t e e  c;1 F a a n  Studies 

(b) Composition: 

SGbjects. The approach t o  S 

on research; D r .  G 
Medical Division; 

i c a l  Research, as 

(c) Membership 1969. (See a 

Descr ip t ion  of Review Procedures 

(a) Scope. The committee should with a l l  s t u d i e s  done i n  

vo lun tee r s  of research  a t  
the OMU a s i g n i f i c a n t  

o r  normal 

might be 
l eve led  a t  t h e  s c  
The dec i s ion  abou 
volves  any r i s k  a 
wi th  t h e  Medical Division. Division should br ing  t o  t h e  
cornnittee's a t t e n t i o n  by .n desc r ip t ion  those experiments 
i n  human beings believed tn .  i b l e  r isk,  i..e., a systematic 
survey of hemoglobin and h e  
s u i t a b i l i t y  of undertaking a r a t h e r  unconventional form of treatment i n  a 
s i n g l e  s e r i o u s l y  ill p a t i e n t ,  p a r t l y  with t h e  ob jec t ive  of inmediate 
b e n e f i t  t o  t h e  p a t i e n t  and p a r t l y  as a preliminary research e f f o r t  t h a t  
might be the b a s i s  f o r  a f u t u r e  cont ro l led  inves t iga t ion ,  considerable 
leeway rests wi th  the  physician who is  respons ib le  f o r  t h e  p a t i e n t ' s  care. 
O r d h a r i l y  t h e  Committee on Human Studies would not  be  involved wi th  
i 

doing s t u d i e s  i n  human beings. 

by t h e  committee would rest 
i n v e s t i g a t i v e  procedure in- 

ues i n  thyroid p a t i e n t s .  As t o  t h e  

--:; concerning a s i n g l e  p a t i e n t  but r a t h e r  with pol icy  matters o r  
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research on groups of pa t ien ts .  However, i f  circumstances were such 
t h a t  t h e  s t a f f  of t he  Medical Division wanted some consultation on 
t h s  s u i t a b i l i t y  of a study i n  an individual  pa t i en t  i t  might be qu i t e  
reasonable t o  seek telephone consultation. 

(b) 
submit an ADplication f o r  t h e  Use of Humans as Experimental Subjects 
(See attached form.) 

The senior  inves t iga tor  who proposes a research pr3ject  s h a l l  

(c) The Chairman w i l l  c i r c u l a t e  t he  proposal t o  the  Committee a f t e r  
review by t h e  Division Office. The committee members should request 
answers t o  questions t h a t  arise i n  advance of the  meeting where possible.  

(d) 
allow a proposal t o  go forward. 
consul ta t ion would be sought. 

Unanimous concurrence by cormittee members must be obtained t o  
I f  there  i s  d issent ,  addi t iona l  outs ide 

( e )  
presented to and approved by the ORAU Isotope Committee. 

Proposed s tudies  involving new radioisotopes would f i r s t  be 
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Siatkment by Medical Research Council 
Under th is  heading &lie Mcdicd Research Council indudr in tJieir Annual Report for I96243 (Cmnd. 2382, H.M.S.O.; i I .. 

t 1964, price 16s. 6d. ne:) a statcnicnt on invcrtiga!ionr on human beings which u intended to 3 a - w  OJ 6 guide lo 
mcdicd mm engaged in tJris kind of work. I t  ir a statement of such importancs that we reproduce 9 hare in fdI. . 

. .  
' .  . I  -a&d-with ethical and sometimes even lcgd problems of great 
. . dificulty. It is in the hope of giving some guidance in this 
., " .difficult matter that the Medical Research Council issue this * 

.., ,. statement. 
A distinction may legitimately bc drawn benveen practdures' 

undertaken tu part of pat ientare  which are intended to con- 
.* ' tribute to the benefit of the individual patient, by trmtment, . 
: :.' prevcntion, or assessment, and those proccduru which are 

;., undertaken either on paticnts or on healthy subjects solely for . ;. the purpose of contributing to medical knowledge and arc 
' '. .. not thunsclva designed to benefit the particuhr individual 

. on whom they arc performed. The former fall within the 
ambit of paticnt-care and are govaned by ?he ordimry rules 

. ', . of professioml conduct in medicine ; the httu f d  within tht 

' e  Important considerations flow from this distinction. 

. .  . 
. .  

6' . 

. r  

I . *ambit of invcstigatioru on volunteen. 

. .. 
. .  * * Procedures Contributing to .ihe Benefit of the Individual 

In the case of proadurcs dircctly conncctcd with the manap- 
InCnt of the condition in the particular individual, the 

.' . relationship is essentially that betwccn doctor and patient. 
Implicit in this relationship is the willingnncss on the part of 

' .. . the subject to k guidcd by the judgment of his medial' 
, ' attendant. Provided, thereforc, that the mcdical attendan: is 

. satisfied that there arc rcasonablc grounds for believing that a 
ticular new procedure will contribute to the bcncfit of that 
.icular patient, either by trcatment, prcvcntion, or increased 
'cnunding of his ox, he may assume the paticnt's consent 

tq the same extent as he would werr the procedure en tk ly  
established practice. 'It is axiomatic that no two patients are 
alikc and that the medical attcndant must be at liberty to vw . his p&ures,according to his judgment of w h t  is in his 
patients' bcst interests. Thc qtustion of novelty L only deVMt 

, * to the mea; kit  in rclching a dechion to w a novel proccdurc 

. 

. . 

be debatable, it is wise, if any doubt exis& to obtain the o p i n i i  
of ocperienacd colleagues on the desirability of the, , .  projected 
proadurc. .. . 

. .  . .  
/ ': 

&nkol Subjects in Investigations of Treatment 
or Prcvcntion 

Ovcr recent y a r s  the development of treatment and preven- 
tion has k e n  grcatly advanccd by the method of the controlled 
clinical trial. Instead of waiting, as in  the past, on the slow 
accumulation of general cxpcriencc to determine the relative 
advantages and disadvantages of any particular masure, it ir 
now often possible to put the qucstion to thc test under con- 
ditions which will not only yield a speedy and more precise 
answer but also limit the risk of untoward e f f ~ t s  remainiiig 
undetected. Such trids are, however, only feasible when it h 
possible to compare suitable groups of patients and only pa- 
missiblc whcn there is a gcnuinc doubt within the profession 
as to which of the two treatments or preventive rcgimes is thc 
betta. In chesc circumstances it .is justifiable to give to 1. 
proportion of thc patients the novel procedurc on the under- 
standing that the remainder reccivc thc procedure previously ' 
'acccptcd as the bcst. In the case when no cffeetive trca~nmC 
has previously k e n  dcviscd then thc situation should be fdl 
explaincd to the partic tpants and chair truc conxnt obtain& 

Such controlled trials may raisc cthical points which !W 
be of some dificulty. In general, the paticnts participatiS in 
them should be told frankly that ovo difIcrent procedurcl Ue 
k i n g  messed and their cbopcration invited. Ocusiondl, 
however, to do so is contnindiutcd. For utample, to a d  
patients with a possibly fatal illness to'the utistena of such 
doubts about effective t m m c n t  may not always be in .w 
b t  intcrcst ; or suspicion m y  have arisen as to'whethfl I ' 

I 

i 
1 

, 

. 

: 
: . 

I .  
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pa&cular treatment has any & e a  apart from suggestion, atid by similar criteiia to those which apply to the making of a wi. 
it may be ncccssiry to introduce a placcbo into part of the trial : contracting n marriage, or otherwise t3kng decisions wnic 
to determine this. Bcausc of thcse and similar dificultics it ..have legal force as well as moral nnd social implications. Whc 
is the firm opinion of the Council that controUcd clinic31 trials true consent in this sense cinnot be obtaincd, procedures whic 

. should alwiys bc planncd and supervised by a group of invcsti- arc of no direit bcncfit and which might carry a risk of har: 
gaton and never by an individual alone. It pocs without qucs- ;' to thc subject should not bc uadcrtnkcn. 
tion tliot m y  doctor taking parr !n such a collective controlled Even when CNC consent has been givcn by a minor or 
trial is under an obligation to withdraw n patient from the 'mcntaIly subnormal or mentally disordered pcrson, consider: 
trial, and to institute any treatment he cunsidcn nCCessryI . tions of ethics and prudcncc Still require that, if possible, tb 
should this, in his personal opinion, be in the better interests . ' assent of parents or guardians or rclativcs, as the use m a y ' k  

. Invcstigations that are of no dircct bcncfit to the individu; 
,'. rcquirc, thcrcforc, that his true consent to than shll bc expli 

procedures not of Direct Benefit to thc Individual citly obtained. Aftcr adequate explanation, the consent of a: 
adult of sound mind and undcrstanding can be relied upo: 

Thc prcccding considerations cover the majority of C l i n k 1  to be true consent. In the casc of children and young pcrson. 
investigations. There rmsins, howcver, a large and imponant ..:. the question whcthcr purponcd consent was tme consent WOUIL 

\ ficld of invcstigations on human subjects which aim to provide .in wch case depend upon facts such as the age, intelligence 
fiornal valucs and thcir variation so th3t abnormal values can ' . situation, and character of the subjet, and the n 3 w c  of e,c 
k rtcognizcd. This involves both ill pcrsons and "healthy" investigation. Whm the subject is below the age of I2 p a r s  
PUSOW, whether the latter a x  entirely hal thy or Patients1 information requiring the performance of any procedure invo~v- 
sdcring from 8 condition that has no relevance to thc 
investigation. In regard to persons with a particular i1lnetsY ' without altering the MM of a pnmdue intended for E 
such 3s mctabolic defect, it may bc nccasary to know the ranCe , individud benefit. 
of abnormality comparible with the activities of normal life or ' 

. .  

. 

Qf his patient. . ' should bc obtaincd. . .  

. 

body would need to, be obtained i n c i b a y  to 
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and its taction to change; i3 circcrr.stkces in entirely hcaithy 
persons. Thc common feature of this typc of investigation ig 
that it is of no dircct bencfit to the  particular individual and 
&At, in consequence, if he is to submit to it he must volunteer 
in the full sense of the word. 
*It should be clcarly understood that the possibility or prob- 

ability thst a particular invatiption will k of benefit to 
humanity or to posterity would afTord no defence in the event 
of legal proceeding. The icdividual hs rights that the law 
protccn and nobody wn infringe those rights for the public 
good. In investigations. of this type it is thercforc always 
necessary to cnsure that the true consent of the subjccr is 
explicitly obtained. 
By true consent is meant conscnt freely givcn with proper 

understanding of the nature and consequences of what is pro- 
pcxd. Assuded consent or conscnt obtained by undue influ- 
a c e  is valueless, and, in this k t t u  respect, particular care is 
necessary when the voluntccr s t d s  in special relationship to 
the investigator, as in the case of a patient to his doctor, or a 
rtudent to his teacher. 
The nccd for obtaining evidence of consent in this m' of 

hvcstipation hns bccn generally recognized, but there nix some 
misunderstandings ns to what constitutes such evidence. 
gmeneral, the investigator should obtain the conscnt himself in 
Qc presence of anothcr pcrson. Written consent unaccom- 
wicd by other evidence that an explanation h s  been givcn, 
understood, and acccpted, is of littlc valuc. 
The situation in rcspcct of minors and mcntally subnormal or 

moltally disordcrcd persons is of particular dificulty. In  the 
mict view of the law parents and guardians of minors a n n o t  
rive conmit on their behalf to any proccdurcs which arc of no 
Particular bcndit to them and which may carry some risk of 
brm. Whilst English law does not fix any arbitrary age in this 
mntm, it may safely bc assumed that the Courts will not 
m r d  n child of 12 ywrs or under (of 14 ywrs or undcr for .  
bays in Scotland) ns hnving the capacity to consent to any 
Pmedutc which may involvc him in an injury. Above this 

the reality of any purponcJ Conscnt which may have bccn 
Alaincd is a question of fact, nnd os wi?h an adult thc evidence 
*auld, if ncccrsary, havc to show that irrcspcctive of agc the 
Pnan conccrncd fully understood the implicntions to himsclf 

the procedures to which hc was consenting. 
In the case of ho:c who nrc mentally subnormnl or mentally 

dimrdcnd thc ral i ty  of thc conzcnt &iVCn will fail to bc judscd 

In*' 

the reaction of such pcrsons to somc change in circumstances, ;: 
such as an alteration in diet. Similarly it may bc ncccssary to :. , 
have a clear uhdcrstandins of the range of n normal function' ' ProfcssionaI Discipline 

All who have bccntoncerncd with medical racnrch arc aw2:t 
* of the impossibility of formulating any detailed code of d:: 
which will ensure that irreproachability of practice which alonc 
will suficc where invcstigations on human beings are, con- 
cerned. The law lays down a Ein iaun  code in matters of 
professional negligence and the doctrine of assault. But this 
is nor enough. Owing to the special relationship of trust that 
exists bctwcen a patient and his doctor, most patients will 
consent to any proposal that is made. Further, the considera- 
tions involvcd in a novcl proccdurc are nmrly always so tcch- 
nicjl as to prevent their being adequatcly understood by one 
who is not himself nn cupcrt. It-must--thercfo~.k frankly 
-._ rccognizcd- - that, for practical purposes, an inescapable moral 
-.. rcsponsibility-';cs?s-Fith the doctor concerned for determining 
what zcstiptions-are;"or are not, proposed to a particular 
patient or voluhtccr. Nevertheless, moral codes are formulated 
by man, and if, in cvcr+hanging circumstances of medical 
ndvance, their rclevance is to bc maintained, it is to the profes- 
sion itself that IC must look, and in particular to the h u d s  of. 
departments, the spccialized Societies, and the editors of medical 
and scientific journals. 

I n  thc opinion of the Council, the head of a dcpartmcnt 
whcrc investigations on human subjects cakc place has an 
incscapablc responsibility for cnsuring that practice by those 
undcr his dircction is irrcpronchable. 
In the same way the Council fccl that, as n matter of'policy, 

bodics likc thcmsclva thnt support medic31 rcscvch should do 
cvcrything in thcir powcr to cnsure that the praaict of n11 
workers whom they support shall bc uncxccptionablc and 
known to bc so. 

So spccializcd has medical knowlcdgc now bccome that the 
prolcssion in general can rircly dcal adcquatcly with indi-, 
vidual problcms. In rcgard to any particular type of hVCS-  
tigation, only a small group of 'expcrienccd mcn who have , 

spccializcd in this branch of knowlcdgc arc likely to bc corn- ' 
pctcnt to pass an opinion on thc justification for undertaking . 
any particular proccdurc. But in cvcry branch of mcdicinc 
spccializcd qcicntific socictics exist. It is upon these that the . 
profcssiog. in gcncral mUSt mainly rely for the creation and 
maintcnancc of that body of prcccdcnts which shall guidc 
individual invcrtigators in casc of doubt, nnd for the critical 
discussion of the communications prcscntcd to thcm on which * 

thc formation of thc ncccssary climitc of opinion dcpcnds. _ . .  

' *- 
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Final!y, it is t h  Council's opinion t h a ~  m y  account ol invcs- 
' ugntions on human subjccu should n3kc clear that the 

approprinte rcquirmcxts havc bccn fulfdcd, and, further, that 
d m  paper should bc acccytcd for publication if thcre are m y  

doubt.9 that such is the cnsc. 
Thc progrcss of medical knowlcdgc hss dcpcndcd, and will' 

': continue KO dcpcnd, in no r r p l l  mcnsurcupon thc confidcnce 
' , -* .which the public has in thosc who-carry OUK investigatioru on 

. 

. e .  . 
-. .--.-. 

.. .- 

( B m n  
,. Human Subjccts MwuJovucrr ' 

, human subjccts, bc thcsc hcilthy or sick. Only in so far is 
it is known that such investigations arc submitted KO the 
highcst ethic31 scrutiny and sclf-disciplinc will this confidcnce 

' bc maintained. MistPkcn, or misundcrstood, invcstisations 
*could do incalculablc harm to mcdical progtcss. It is our 
collcctivc duty as a profession to scc that this does not happen . 
and so to  continue to dcscrve the confidence that we now 
enjoy. 

6 .  
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i Name: JohnB. Storer 
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Scientific Dircctor for Pathology and I~nxnuj io lo~  
Biology Division, ORNL 
University of Chicago, M.D. , 1947 
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, Board: 

Memberships: American Association for Cancer Research 
American Society for Experimental Pathology 
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Draft (R. M. Kniseley) 
F August 16, 1971 

i 

i 

Suggested job description and duties of recording secretary of Committee on 
Human Studies 

1. Record and transcribe detailed minutes of committee meetings. 

2. Distribute promptly in draft form to committee mem&ers for 

corrections and revisions. Set a deadline for receipt of cor- 

rections. , 

3. Record and distribute Review & Action Form (revised August '71) 

I to concerned investigators and committee members. - i: A.~' 4, .[. .J -1, >t 

-*u/ 4. Set dates for  Annual Meeting and interim called meetings. 

5. Maintain a complete documentation of committee work, including 

phone consultations on new proposals o r  revisions. 

6 .  Maintain a list of active projects which will be revised at  the 

time of each meeting. This list will be distributed to all com- 

mittee members as  a pa r t  of the agenda for every called meeting. 

7. Maintain a separate file of inactive, discontinued , or disapproved 

pro j ects . 

-more 



Recording Secretary -2- 
I 

8. , Receive written applications to committee. Assign "identLfying 

number" (in chronologic order). Check list of questions to be 

answered (from Review & Action form) on every application and 

ascertain an answer is included on each point (methods, hazards, 

reason for study, benefits from study, informed consent, etc.) 

I !  

before it is forwarded to committee members. - 
r 

9. At time of meeting obtain from the committee an answer to 

each question on Review & Action Form (revised August '71). 

10. 
~ 

Maintain a file of the several patient consent forms used in the 

Medical Division (see attached)? 

* 
Consent to Experimental Treatment Med- 146 (2/6 7) 

Med-13 Patient Admittance Agreement 
Authorization for Administration of Radioactive Substance Med-148 " 

Med-145 " Consent for Operation 
Release of Medical Information 
Request f o r  Autopsy Med-139 (7/71) 

1) 
2) 
3) 
4) 
5) 
6) 

-. 

I 

4 



I Medical Division Senior Staff p - August 31, 1971 
DATE- 

\CJj'sUBJECT Outpatients and Volunteer Subjects in Research Projects -- .- 

As a follow-up to the last meeting of our Committee on Human Studies 
we are reviewing procedures and policies. We request senior stdf 
mernbcrs directly involved to be certain that these stcps a re  talcen for 
each patient o r  volunteer subject: 

All persons who contribute blood samples, other specimens, o r  physio- 
logical data as part of a research project, o r  as a procedure in a consultation 
visit should - 

' 

a) receive a hospital number from Medical Records and 
supply identifying information 

b) sign appropriate consent forms. 

L 

Gould A. Andrews, M.D. 

Distribution: 

Mr. Cloutier 
Dr. Edwards 
Dr. Gengozian 
Mr. Gibbs 
Dr. Goswitz 

r. Harmon 
0+ Dr. Hayes 

Dr. Hubner 
Dr. Kingdon 
Dr. Kniseley 
Dr. Littlefield 
Dr. Lushbaugh 
Mr. Morris 
Dr. Nelson 
Dr. Por te r  
Dr. Ricks 
Dr. Snyder 
Mrs. Sutliff 
Dr. Swartzendruber 
Dr. Urso 
Dr. Vodopick 



OAK RIDGE ASSOCIATED UNIVERSITIES 

WHOLE BLOOD PROCUREMENT , RELEASE , 6 PAYMENT AUTHORIZATION 

I ,  the undersigned, do hereby acknowledge t h a t  I have on t h i s  
day, of  my own f r e e  w i l l  and accord, de l ivered  and so ld  t o  the  Oak 
Ridge Associated Univers i t ies  ( h e r e i n a f t e r  r e fe r r ed  t o  as C'Association'') 

cc ' s  o f  my own blood, by d i r e c t  vein a sp i r a t ion .  

I t .  i s  understood t h a t  I am t o  be p a i d  the below s p e c i f i e d  sum 
by the  Association i n  cons idera t ion  of which I do hereby r e l ease  and 
discharge the  Association, i t s  successors  and ass igns ,  from a l l  

do now or may h e r e a f t e r  have aga ins t  t h e  Association, r e s u l t i n g  from 
or growing out  of the s a l e  of s a i d  blood o r  i t s  removal from my body. 
I t  i s  f u r t h e r  understood and agreed t h a t  I am t o  r e t a i n  no cont ro l  

. whatsoever over t he  s a i d  blood or  the  use thereof .  

I claims, ac t ions  and causes of a c t i o n ,  a t  law or i n  e q u i t y ,  which I 

I 

0 - 1 0 0  cc  $5 .00  
10 .00  
15.00 
20 .00  
25 .00  

- 1 0 1  - 200 cc 
2 0 1  - 300 cc 
3 0 1  - 400 cc 

- - - 
4 0 1  - above - 
This day of  ? 1 9 7 0 .  

Name ( P I  ease  P r i n t )  S igna ture  o t  Donor 

Mail Ch eck To 

ZIP S t a t e  C i t y  
Witnesses : 

Account t o  Charge: 

BLOOD REmVED BY 

SION A P P ~ A L  

1 0 3 2 b J 8  
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

December 16 ,  1971 

Gould Andrews, M.D. 
Chairman, Medical Divis ion 
O a k  Ridge Associated Un ive r s i t i e s ,  Inc. 
P. 0. Box 1 1 7  
Oak Ridge, Tennessee 37830 

Dear D r .  Andrews: 

P lease  r e f e r  t o  our let ter of J u l y  8, 1971. 

Since we have received no response wi th in  the s t i p u l a t e d  60-day 
time per iod ,  w e  are hereby convert ing your i n s t i t u t i o n ' s  "general" 
assurance on the use of human sub jec t s  t o  the "special" mechanism 
descr ibed i n  our  previous le t ter .  

You w i l l  be provided i n s t r u c t i o n s  f o r  submi t t ing  "special" assurances 
f o r  any new o r  competing renewal app l i ca t ions  t h a t  your i n s t i t u t i o n  
may submit. 
i n  your "general" assurance should continue t o  be followed u n t i l  
those g ran t s  terminate.  

For any cu r ren t ly  a c t i v e  g r a n t s ,  t h e  procedures descr ibed 

Sincerely yours ,  

D. T. Chalkley, Ph.D.U 
Specia l  Ass i s t an t  t o  t h e  Di rec to r  
Divis ion of Research Grants 

. .  
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OAK RIDGE ASSOCIATED UNIVERSITIES 
INCORPORATED 

P. 0. BOX 117 

OAK RIDGE, TENNESSEE 37830 

December 22, 1971 

D. T. Cbalkley, Ph.D. 
Special Assistant to the Director 
Division of Research Grants 
Department of Health Education and Welfare 
National Institutes of Health 
Bethesda, Maryland 20014 

Dear Doctor ChalMey: 

AREA CODE 615 
TELEPHONE 483-8411 

Thank you for your letter of the 16th. On reviewing the situation 1 am 
sorry tbat we did not apply for ftgeneral" assurance on the use of human 
subjects during the 60-day period stipulated in your letter of &ly 8. We 
now believe that if we 3re still eligible to do 80, we would like to make 
such an application. One of the reamns we did not do so, in addition to our 
own anertia, was some confusion about the first sentence of the 3rd 
paragraph of your letter of July 8th in which you encouraged us to take 
advantage of the "special" assurance procedure. On rereading the corres- 
pondence I believe that perhaps in this sentence the word %pecial" should 
bave been substituted by the word "general. I' 

A t  any rate, we would like to apply for the general assurance if we can still 
do so. I am sorry for any innconvenience this may have caused you. 

Sincerely, 

Gould A. Andrews, M.D. 
Chairman, 
The Medical Division 

GAA/pe 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

11 NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

December 30, 1971 17 16 

Gould A. Andrews, M.D. 
Chairman 
Oak Ridge Associated U n i v e r s i t i e s ,  Inc.  
P.O. Box 117 i Oak Ridge, Tennessee 37830 

1 

Dear D r  . Andrews: 

The c r i t i ca l  l i n e  i n  our  J u l y  8 ,  1971, l e t te r  w a s  t h e  last: "If  you wish 
cons ide ra t ion  f o r  a "general" assurance  p l e a s e  respond wi th  a l i s t i n g  of 
a l l  p r o j e c t s  involving human s u b j e c t s ,  whether supported by DHEW o r  by 
o t h e r  sources ,  t h a t  are under active review by your i n s t i t u t i o n a l  
committee . 'I 

Attached i s  a l i s t i n g  of a l l  DHEW programs c u r r e n t l y  r e q u i r i n g  review 
of p r o j e c t s  involving human s u b j e c t s .  
r equ i r ed  u s e  of t h i s  procedure by i t s  g r a n t e e s  and con t r ac to r s ,  t h e  
Department of Defense and t h e  AEC are us ing  i t  i n  s p e c i a l  ca ses  on an 
informal  b a s i s .  The Food and Drug Adminis t ra t ion r e q u i r e s  use  of t h e  
procedure f o r  a l l  i n v e s t i g a t i o n a l  new drug s t u d i e s  c a r r i e d  ou t  under 
exemptions from t h e  l a b e l l i n g  p rov i s ions  of t h e  Food, Drug, and Cosmetic 
A c t .  

I f  you a re -o r  should be- reviewing a s i g n i f i c a n t  number of concurrent  
p r o j e c t s ,  w e  w i l l  be  glad t o  r e n e g o t i a t e  your assurance.  
please, and Happy New Year. 

I 
I 

The Department has  f i n a l l y  

The l i s t  f i r s t ,  

Spec ia l  Ass i s t an t  t o  t h e  Di rec to r  
Div is ion  of Research Grants  

Enc 1 osur  e 
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DEPARTMENT OF HEALTH, EDUCATIOX, Ah9 WELFARE 
PROGRAMS REQUIRING INSTITUTIOt!AL REVIEZJ OF GRANT AiD CONTRACT 

APPLICATIONS A h ?  ACTIVITIES . 
FOR CONPLIANCE WITH 

DHEW POLICY 
' PROTECTION OF HUXAN SUBJECTS 

I, Office of Education 

Bureau of Education for the Handicapped-all grants and contracts 
National Center for Educational , Research-all grants and contracts 

11.. Public Health Service (includes Food and Drug Administration, Health Services 
and Mental Health Administration, and National Institutes of Health) 

Research' Project Grants (except R09 , R13 programs) 
Program Projects and Center Grants (except P06, P07, PO9 programs) 
General Support (Research Related) 

General Research Support 
Health Sciences Advancement Awards 
Biomedical Sciences Support Grants 

Fellowships (except F05, F15) 
Research Career Awards 
Research Training (except T07, T09, T13, T14, T15) 
Research Contracts 

111. Social and Rehabilitation Services 

Aging Research and Development Grants ( O M  Title IV) 
Child Welfare Demonstration Grants (SSA Title IV) 
Hospital Improvement Grants (HIP) 
Hospital Staffing Grants (HIST) 
Public Assistance Desmstration Grants (SSA Title XI, Section 1115) 
Rehabilitation Research and Development Grants (VKA Title IV) 
Rehabilitation Research and Training Grants ( IRA Title IV) except as 
specifically exempted by Regional Mental Retardation Consultant 
Rehabilitation Service Grants ( V U  Title IV) 
Rehabilitation SWEAT Grants (VRA Title IV) 
Social Welfare Cooperative Research and Development Grants (SA Title XI 
Sec 1110) 



1 ATTACIMENT A 
EXAMPLE OF A STATEMENT OF COMPLIANCE 

PART ONE OF A GENERAL INSTITUTIONAL ASgUWCE 

The 

human s u b j e c t s  p a r t i c i p a t i n g  i n  a c t i v i t i e s  supported d i r e c t l y  o r  i n d i r e c t l y  

by g r a n t s  o r  c o n t r a c t s  from t h e  Department of Heal th ,  Educat ion,  and Welfare.  

I n  f u l f i l l m e n t  of i t s  assurance :  

Th i s  i n s t i t u t i o n  w i l l  e s t a b l i s h  and main ta in  a committee competent t o  review 

p r o j e c t s  and ac t iv i t i e s  t h a t  i nvo lve  human s u b j e c t s .  

a s s igned  r e s p o n s i b i l i t y  t o  determine f o r  each  a c t i v i t y  as planned and 

conducted t h a t :  

(name of i n s t i t u t i o n )  w i l l  comply w i t h  the  po l i cy  f o r  t h e  p r o t e c t i o n  of 

The committee w i l l  be  

The r i g h t s  and wel fare  of s u b j e c t s  are adequately p r o t e c t e d .  
The r i s k s  t o  s u b j e c t s  a r e  outweighed by p o t e n t i a l  b e n e f i t s .  
The informed consent of s u b j e c t s  w i l l  be  obtained by methods 

t h a t  are  adequate and appropr i a t e .  

Th i s  i n s t i t u t i o n  w i l l  provide f o r  committee reviews t o  be conducted wi th  

o b j e c t i v i t y  and i n  a manner t o  ensu re  t h e  e x e r c i s e  of independent judgment of 

t h e  members. Members w i l l  be  excluded from reviews of p r o j e c t s  o r  a c t i v i t i e s  

i n  which they have an  a c t i v e  r o l e  or  a c o n f l i c t  of i n t e r e s t s .  

T h i s  i n s t i t u t i o n  w i l l  encourage cont inuing  c o n s t r u c t i v e  communication between 

t h e  committee and t h e  p r o j e c t  d i r e c t o r s  as a means of sa feguard ing  the  r i g h t s  

and w e l f a r e  of sub jec t s .  

Th i s  i n s t i t u t i o n  w i l l  provide f o r  t h e  f a c i l i t i e s  and p r o f e s s i o n a l  a t t e n t i o n  

r e q u i r e d  f o r  s u b j e c t s  who may s u f f e r  p h y s i c a l ,  psychologica l ,  o r  o the r  i n j u r y  

as a r e s u l t  of p a r t i c i p a t i o n  i n  an  a c t i v i t y .  

' This  i n s t i t u t i o n  w i l l  main ta in  a p p r o p r i a t e  and informat ive  r e c o r d s  of 

committee reviews of a p p l i c a t i o n s  and a c t i v e  p r o j e c t s ,  of documentation of 

informed'  consent ,  and  of o the r  documentation t h a t  may p e r t a i n  t o  the  s e l e c t i o n ,  

p a r t i c i p a t i o n ,  and p r o t e c t i o n  of s u b j e c t s  and t o  reviews of c i rcumstances t h a t  

adve r se ly  a f f e c t  t he  r i g h t s  o r  we l fa re  of i n d i v i d u a l  s u b j e c t s .  - 
4, 

e@?- 
This i n s t i t u t i o n  w i l l  p e r i o d i c a l l y  r e a s s u r e  i t s e l f  through a p p r o p r i a t e  < 
a d m i n i s t r a t i v e  overview t h a t  t h e  p r a c t i c e s  and procedures des igned  f o r  the 

-4 

6 .-+ 

p r o t e c t i o n  of t h e  r i g h t s  and w e l f a r e  of s u b j e c t s  are  be ing  e f f e c t i v e l y  a p p l i e d  

and a r e  c o n s i s t e n t  wi th  i t s  a s su rance  as accepted  by the  Department of Heal th ,  

, Educat ion,  and Welfare. 

t032b23 

O f f i c i a l  s i g n i n g  f o r  t h e  I n s t i t u t i o n  

S igna tu re  

T i t l e  

Date 

Enclosure:  Implcinenting Gu ide l ines ,  P a r t  Two of a General I n s t i t u t i o n a l  Assurance 



ATTACHMENT B 1 

EXAELPLE OF A STATEHENT OF CO?PLIANCE 

SI'ECIAL INSXTITIOKAL ASSUMVCE I N  CONNECTION WITH 
SINGLE PRP.TECTS IVVOLVIKG HUMAN SUBJECTS 

The 

p r o t e c t i o n  of human s u b j e c t s  p a r t i c i p a t i n g  i n  p r o j e c t s  o r  a c t i v i t i e s  supported 

by g r a n t s . a n d  c o n t r a c t s  made by t h e  Department of Health,  Education, and 

Welfare. 

d i r e c t o r  t o  sa fegua rd  t h e  r i g h t s  and w e l f a r e  of those  sub jec t s .  

rev iew of t h e  a p p l i c a t i o n  f o r  a g ran t  o r  c o n t r a c t  i d e n t i f i e d  a s  

submi t ted  by t h i s  i n s t i t u t i o n  on behal f  of ___ 

t h a t :  

I n  t h e  opin ion  of t h i s  committee t h e  r i s k s  t o  t h e  r i g h t s  and w e l f a r e  of t h e  

s u b j e c t  i n  t h i s  p r o j e c t  o r  a c t i v i t y  are: 

(name of i n s t i t u t i o n !  w i l l  comply wi th  t h e  po l i cy  f o r  t he  

This  p o l i c y  r e q u i r e s  a review independent of t he  i n v e s t i g a t o r  o r  

A n  i n i t i a l  

i n d i c a t e s  

The committee s t a t e s  t h a t  adequate  safeguards  a g a i n s t  t hese  r i s k s  have 

been provided. 

I n  t h e  op in ion  of t h e  co rmi t t ee  t h e  p o t e n t i a l  b e n e f i t s  of t h i s  

t o  t h e  s u b j e c t s  outweigh any probable  r i s k s .  

a c t i v i t y  

This opinion i s  j u s t i f i e d  

by t h e  fo l lowing  reasons:  

I n  t h e  opin ion  of t h e  committee t h e  fol lowing informed consent  procedures  

w i l l  be  adequate  and appropr ia te .  Documentation is  a t tached .  . 
The committee agrees  t o  a r range  f o r  a con t inu ing  exchange of information 

and adv ice  between i t s e l f  and t h e  i n v e s t i g a t o r  o r  d i r e c t o r ,  p a r t i c u l a r l y  

t o  d e a l  w i t h  proposed changes i n  p r o j e c t  o r  a c t i v i t y  design,  o r  wi th  

emergent problems which may a l t e r  t h e  i n v e s t i g a t i o n a l  s i t u a t i o n  w i t h  regard 

t 

t o  t h e  c r i t e r i a  c i t e d  above. This  exchange w i l l  be implemented through: 

1 0 3 2 b 2 4  
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ATTACHMENT B 
2 

This institution will provide whatever professional attention or facilities 

are required to safeguard the rights and welfare of human subjectso 

The signatures, names, and occupations or titles of the members of the 

committee are listed belowo 

Signa turc Name Occupation or Title 

Signa tur e Name Occupation or Title 

Signature Name Occupation or Title 

Signature Name Occupation or Title 

Date of Committee Approval 

(6) Official signing for Institution 
Signature 

Name 

Title 

Institution 

Address 

Telephone Number 

Date 

(see instructions) 



ATTACHMENT B 3 

INSTRUCTIONS 

An acceptable special institutional assurance consists of a properly completed 

formal statement of compliance with Department of Health, Education, and Welfare 

policy (see Attachment B), signed by a committee of not less than three members 

and by an official authorized to sign for the institution. The explanatory 

paragraphs which follow refer to the corresponding section of the attachment. 

This should identify the application for a grant, contract, or award 

by its identifying number, where known, or by its full title. The name 

should be that of the investigator, program director, fellow, or other 

individual immediately responsible for the conduct of the work. 

The committee should identify in general terms those risks that it recognizes 

as probable occurrences; i.e., "Aggravation of anxiety status through 

contact with interviewers," "Preservation of confidentiality-of data," 

"Renal injury subsequent to multiple .biopsy,""Possibility of side reactions , 

to drugs," "Possible local hematosis and nerve injury associated with 

venipuncture. '' 
The committee should identify the benefits to the subject or to mankind 

in general that will accrue through the subject's participation in the 

project. This should be followed by a brief discussion, weighing the 

risks against the benefits. 

Consent procedures should be described and the minimum statement to be 

used should be attached. "Students responding to the attached advertisenient 

will be interviewed." 

council of the P-TA." "Individt?al teachers will be asked t o  allow an 

observer in the rooms chosen." "Superintendents of sclvcrrtl s tcttc n m t a 2  

hospitals will be approached. The attached statement to the next of kin 

"The project outline will be submitted to the cxecutivc! 
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ATTACHMENT B 
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or guardian will be signed by the principal investigator and the superintendent," 

"The following special consent form will be signed by each subject and his 

or her spouse or next of kin before acceptance of the subject." 

consent will be sought. 

'90 prior 

The following debriefing schedule will be followed 

within 30 minutes after completion of the test." 

This should indicate whether the investigator or director will be required 

to submit written reports, or to appear for interviews, or will be visited 

by the committee or committee rcpresentatives, and at approximately what 

intervals these steps will be carried out. 

No further explanation is necessary. - 

(The committee must be composed of sufficient members with varying backgrounds 

to assure complete and adequate review of the project. 

may be an existing one, or one especially appointed for the purpose. 

The institution may utilize staff, consultants, or both. The membership 

should possess not only broad competence to comprehend the nature of the 

project, but also other competencies necessary in the judgments as to 

The committee 

acceptability of the project or activity in terms of institutional regulations, 

relevant law, standards of professional practice, and community acceptance. 

The committee's maturity and experience should be such as to justify 

respect for' its advice and counsel.) 

(No individual involved in the conduct of the project shall participate 

in its review, except to provide information to the cornnittee.) 

1 0 3 2 b 2 1  
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(Committee members should be identified in the assurance by name, positions, 

earned degrees, board certifications, licensures, memberships, and other 

indications of experience, competence, and interest .) 

i The completed assurance should be attached to the application, or returned 
I 

directly to the office requesting its submission. 

t 0 3 2 b 8 8 i  
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IMPLEMENTING GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 
(In Compliance with PHS/DHEW Policy on Protection of Human Subjects) 

Oak Ridge Associated Universities and Oak Ridge National Laboratory 

Committee on Human Studies 

(Revised January 1972) 

A. Statement of Principles 

The Committee on Human Studies for Oak Ridge Associated 
Universities and Oak Ridge National Laboratory has officially 
adopted the code of ethics adopted by the World Medical Assoc- 
iation, lmown as  the Declaration of Helsinki. It accepts as  
amplification of this document the' statement of the British 
Medical Research Council. (Appendix I) 

B. MembershiD of Committee 

The committee shall include at least two outside consultants 
familiar with the type of research done at Oak Ridge and having 
no personal participation in the projects discussed. Other 
members shall be the Chairman of the Medical Division, two 
members of the scientific staff of ORNL, one member of the 
Medical Division's scientific staff, and a lawyer. The Chief of 
Clinical Services of the ORAU Medical Division will serve as 
an ex officio member. 

Procedures in Carrying out Initial and Continuing Review of 
Apulications and Projects 

C. 

1. Initial Review 

All applications for support of research, training, demon- 
stration or general research support projects, including 
those of fellows and trainees, which involve the use of human 
subjects must be presented to and approved by the Committee 
on Human Studies, whenever possible prior to submission 
for funding, and in the exact form used for submission. Regard- 
less of the nature o r  degree of risk anticipated, the applicant 
must present in writing, and be prepared to defend in person 
before the committee, detailed information on the following 
points: 

a. The possible risks to the rights and welfare of 
human subjects, including the rights of privacy, 
freedom from undue harassment, and confidentiality 
of data, and a description of the provisions made to 
minimize these risks. 
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1 .  MEMORANDUM f 

m s- - i s i o n  DATF Mav 29. 1969 

4 U E J E C T  

COPIES TO Dr. P w d :  F i l e s  

1. The Medical Division since its opening has sought t o  safeguard the  
r i g h t s  and s a f e t y  of its p a t i e n t s  who p a r t i c i p a t e  i n  research  s tudies .  
In recent years  more formalized procedures f o r  i n s t i t u t i o n s  have 
emerged, i n  p a r t  st imulated by t he  pol icy  statements of the NIH. 

2. The Medical Division formally es tab l i shed  a "Committee on Human 
Studies" i n  1967, charged with i n i t i a l  and continuing review 
assignments. 

3. Attached is  a Guideline, and an Application f o r  t h e  Use of Humans 
as Experimental Subjects which must be  reviewed and approved by - t h e  Committee before such new experimental p ro j ec t s  can be ac t iva ted .  

4. We reques t  that any planned p ro jec t s  which have not y e t  been 
reviewed be submitted t o  t h e  Division Off ice  by Ju ly  1 so t h a t  the 
Committee members can study t h e  proposal before i t s  meeting Ju ly  10. 

R. M. Kniseley 

RMK: f ed 

Attached 
Guidelines - Research on Human Subjects 
Statement by Medical Research Council 
Curriculum Vitae of Committee Members 
Review and Action 

Institutional Assurance.. 
Declaration of Helsinki 

., Application 
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GB 4YTS - A !TSTRATION EXCIEPLE OF A STATEEENT OF COHI'LIANCE Exhibit X1-40 - 1 
PART ONE OF A GENERAL INSTITUTIONAL ASSURANCE 

The will comply with the policy for the protection 
of human subjects particlpating in projects and activities su2ported directly or 
indirectly by grants, contracts, or awards from the Department of Health, Education, 
and Welfare. 'In fulfillment of its assurance: 

(name of institution) 

This institution will establish m d  maintain a committee competent to review 
projects and activities that involve human subjects. 
assignec' responsibility to determine for each project and activity as planned 
and conducted that: 

The cornittee will be 

The rights and welfare of subjects are adequately protected, 

The risks to subjects are outweighed by the potential bcnefits to him, or 
by the importance of the knowledge to be grined. 

The procedures for obtaining informed consent are adequate and appropriate. 

This institution will provide for cornittee revievs to be conducted objectively 
and in a manner to ensure the exercise of icdependert judgzent of the members. 
Kenbcrs vil.1 be excluded from reviews of projects or aci-ivities in which they 
have on active role or  a conflict of interest. 

This institution will encoarage continuing constructive comunication between 
t he  coirmittee and the project directors as a rncaas of safeguarding the rtghts 
and welfare of subjects. 

i 

This institution will provide whatever facilities and professioml attention arc 
required to safeguard the rights and welfare of humzn subjects. 

This institution will maintain appropriate 2nd icformative records of connittee 
reviews of ap?lications and active projects, of briefings of siibjects f o r  obtaining 
informed consent, and other documentation that may psrtain to the selection, 
participation, and protection of subjects, and to reviews of circumstances that 
adversely affect the rights or welfare of individual subjects. 

This institution will periodically reassure itself through appropriate 
administrative overview that the practices and procedures designe8 for the 
protection of the rights and welfare of subjects are being effectively applied 
and are consistent with its assurance as accepted by the Department of Health, 
Education, and Welfnre. 

Official signing for t h e  Institution 

Si gna t ur e 
I_ 

Title - 
Date --- 

Enclosure: Implementing Guidelices Part Two of a General Institutional Assurance - --- --- 
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GRANTS 
MTNISTRATION EXAMPLE OF A STATEENT OF COMPLIANCE Exhibit X1-40-2 

SPECIAL INSTITUTIONAL ASSURANCE IN CONNECTION.WITH SINGLE Y R O J X T S  
. INVOLVING HUMAN SUBJECTS 

c 

' .  

. .  
.:..I . 
. .  . . .  . .. . .,. . 
, '. 1 
i . 

. . .  
. .  

. .  .. . . .. . 
. ..... . . >: . .. . .. . .  . .. ._ . . _.. . . : 

I .':. . . . .. 
. .. . .:. 
. .  . .  . .  

. .  

The 
of human subjects participating in projects or activities supported by grants, 
contracts, and awards mzde by the Department of Health, Education, and Welfare. 
This policy requires a review independent of the investigstor or director to 
safeguard the rights and welfare of those subjects. An initial review of the 
application for a grant, contract, or award identified as 
submitted by this institution on behalf of . indicates 
that: 

(name of institution) will comply with the policy for the protection 

In the opinion of this committee the risks to the rights and welfare of the 
subjects in this project or activity are: 

The comiittee states that adequate safeguards against these risks have been 
provided. 

In the opinion of the committee the potential benefits of this activity to the 
subjects outweigh any probable risks. 
rezsons : 

This opinion is justified by the following 

In the opinicn of the committee the following informed consent procedures will 
be adequate and appropriate: 

The committee agrees to arrange for a continuing exchange o f  information and 
advice between itself and the investigator or director, particularly to deal 
with proposed chariges in project or activity'design, 2nd with emergent problems 
which may alter the investigations? situation with regard to the criteria 
cited above. This exchange wi.ll be implemented through: 

This institution will provide whatever professional attention or facilities 
are required to safegcarci the rights and welfare of human subjects. 
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(Exhibit Xl-40-2 continued) 
'NIN I ST PATI ON EXAEIPLE OF A STATEIENT OF COi4PLIANCE Exhibit XI -40- 2- 
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. .  

The siagnatures, names, occupations, or titles of the members of the committee 
are listed below. 

Nams 

(see 

Name Occupation or Title 

Name Occupation or Title 

Name Occupation or Title 

Name Occupation or Title 

Official signing f o r  Institution 

- 
Title Date 

instructions) 
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. EXCERFT 
CHAPTER. 1-40 ' 

PROTECTIGN OF HUMAN SUBJECTS 

1-40-20 POLICY 

Safeguard ing  t h e  r i g h t s  and w e l f a r e  of human s u b j e c t s  i.nvolved i n  
p r o j e c t s  and i n  other a c t i v i t i e s  supported by g rzn t s ,  c o n t r a c t s ,  and 
awards from t h a  Department of Heal th ,  Educat ion,  and Welfare i s  t h e  
r e s p o n s i b i l i t y  of  t h e  i n s t i t u t i o n  which receives cr i s  accoun tab le  t o  
t h e  DHEW f o r  t h e  funds awarded f o r  t h e  suppor t  of t h e  p r o j e c t  o r  
a c t i v i t y .  Gran t s ,  c o n t r a c t s ,  and awards involv ing  human s u b j e c t s  a t  
r i sk  w i l l  n o t  b~ made t o  an  i n d i v i d u a l  u n l e s s  he i s  a f f i l i a t e d  wi th  
o r  sponsored by an i n s t i t u t i o n - w h i c h  can and w i l l  assume t h f s  r e s p o n s i b i l i t y .  

I n  o r d e r  t o  provido, f o r  t h e  adequate  d i scha rge  of t h i s  i n s t i t u t i o n a l  
r e s p o n s i b i l i t y ,  it i s  t h e  p d f c y  of t h e  Departuent t h a t  no  g r a n t ,  c o n t r a c t ,  
or award f o r  a p r o j e c t  o r  a c t i v i t y  invo lv ing  human s u b j e c t s  a t  r i s k  
s h a l l  be mede u n t i l  assurance  t h a t  t h e  p r o j e c t  or a c t i v i t y  w i l l  be 
s u b j e c t  t o  i n i t i a l  and con t inu ing  review by an a p p r o p r i a t e  i n s t i t u t i o n a l  
committee has been  o f f i c i a l l y  p re sen ted  t o  and accepted by t h e  DHEK. 
T h i s  review s h a l l  a s s u r e  t h a t  t h e  r i g h t s  and we l fa re  of t h e  s u b j e c t s  
i nvo lved  a r c  adequa te ly  p r o t e c t e d ,  t h a t  t h e  r i s k s  t o  an i n d i v i d u a l  
are outweighed by t h e  p o t e n t i a l  b e n e f i t s  t o  him or  by t h e  importance 
of t h e  knowledge to be gained,  and t h a t  t h e  mzthods t o  be  Qsed t o  
o b t a i n  informcd consent  a r e  adequate  and appropr i a t e .  L/ The i n s t i t u t i o n  
must a l s o  p r o v i d e  wi th  each  proposa l  i nvo iv ing  human s u b j e c t s  a 
c e r t i f i c a t i o n  t h a t  it has been o r  w i l l  be reviewed p r i o r  t o  t h e  
proposed s t a r t i c g  d a t e  i n  accordance w i t h  t h e  terms of t h e  i n s t i t u t i o n ' s  
a s su rance .  

S i n c e  t h c  w e l f a r e  of s u b j e c t s  is a mat te r  of concern t o  t h e  Department 
of Heal th ,  Educa t ion ,  and Welfare  os w e l l  a s  t o  t h e  i n s t i t u t i o n ,  
no  g r a n t ,  c o n t r a c t ,  o r  award involv ing  human s u b j e c t s  s h a l l  be uade 
u c l e s s  t h e  a p p l i c a t i o n  f o r  such  suppor t  has been reviewed and approved 
by a n  a p p r o p r i a t e  p r o f e s s i o n a l  committee w i t h i n  t h e  r e s p o n s i b l e  
o r g a n i z a t i o n a l  conponent of t h e  Department. This  review must e s t a b l i s h  
t h a t  t h e  p r o j e c t  or a c t i v i t y ,  a s  desc r ibed  i n  t h e  a p p l i c a t i o n ,  w i l l  
n o t  i n t e r f e r e  w i t h  o r  impair  t h e  r i g h t s  and we l fa re  of ths: s u b j e c t s ,  
nor i nvo ive  r i s k s  t h a t  outweigh e i t h e r  p o t e n t i a l  b e n e f i t s  t o  the  s u b j e c t s  
o r  t h e  evpec ted  v a l u e  of t h e  knowledge sought ,  nor  deny t h e  r i g h t s  
of t h e  s u b j e c t  t o  adequate  and a p p r o p r i a t e  informed consen t .  The 
committee may r e c m . e n d  t o  t h e  awarding agency, zind t h e  awarding agency 
may r e q u i r e ,  t h e  impos i t i on  of s p e c i f i c  g r a n t ,  c o n t r a c t ,  and award 
terms p rov id ing  for  t h e  p r o t e c t i o n  of human s u b j e c t s ,  i n c l u d i n g  
requi rements  f o r  informed consent .  

- 1/ I n  t h e  Uni ted  S t a t e s ,  adherence t o  t h e  r e g u l a t i o n s  of  the Focd and 
Drug -4dminis t ra t . ion (21 CFR 130.37) governing consent  I n  p r o j e c t s  
in-.iolving i n v z s t i g e t i v e  new drugs (IND) i s  r equ i r ed  by law. 

i 0 9 2 b 3 4 ~  
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EXCERPT 

PROTECTION OF HUMAN SUBJECTS 2 

A, Negotiation of Assurances 

A n  institution applying to DHEW for a grant, contract, or award involving 
human Subjects must provide written assurance that it will abide by 
D E W  policy. The assurance shall embody a statement of compliance 
with DHEW requirements for initial and continuing &omnittee review of grznt, 
contract, and award supported activities and a set of tmplementing 
guidelines including identification of the committee, and its review 
procedures, or in the case of special assurances concerned with single 
projects or activities, a report of initial findings and proposed 
continuing review procedures. 

Ass u r aGc.ge-yi11 pot be ,ZJC~ ept-e&fr.om. ins ti tqt i Ofi? o r  ins t;tts t i ona 1 
comp-onengs, which do s n ~ Y ~ - ~ ~ ~ ~ . ~ ~ . ~ ~ r - t h e -  -expenditus of DHEW grant 
contract, and award funds unless they are an active part of a cooperative 
project or activity. 

- _ I _  , -  
I '  , t '  

L\ ty. 

An assurance will be accepted only after review and approval by the 
Division of Ro,search Grants, NIH.  

B. Types of Assurance 

w Assurances may be one of two types: 

' 1. General Assurance. 

A general assurance describes the review and implementation procedures 
applicable to any and all DHEW supported activities within an 
institution, regardless of the number, location, or types of its 
organizational components. (See Exhibit X1-40-1.) General assurances 
will be required from institutions having a significant cumber of 
concurrent DHEW projects or activities. 

2. Special Assurcnce. 

A special assurance will, as a rule, describe those review and 
implementation procedures applicable to a single project or activity. 
(See Exhibit X1-40-2.) 
in modified forms to meet unusual requirements either of the awarding 
agency or of the institution receiving a grant, contract, or award. 
Special assurances are not to be solicited from institutions which 
have on file an accepted general assurance. 

Special assurances may also be negotiated 
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PROTECTION OF HUMAN SUBJECTS 3 
W 

C. Minimum Requirements for General Assurances 

1. Statement of Compliance- 

. I  

T : 

A 
executed by 3n appropriate institutional official. 

formal statemmt of compliance with DHEW policy must be 

2. Implementing Guidelines. 

The institution must include as part of its assurance implementing 
guidelines that specifically provide for: , P *  ccLLL ,/< : * , A. * .  . - ,  L t L / . S  

7 '& a. The ..--- statement ..-,--.. of - ..-. principles . - ,that will assist the institution ' 
in the discharge of its'responsibilities for protecting the 
rights and'welfare of subjects. This may be an appropriate 

itself. 
supei-sede DHEW policy or applicable law. 

. existing code or declaration or one formulated by the institution 
It is to be und.erstood that no such principles . 

.?/. , .?. . . . ,:.,.+,.*-; 
_. - 

t. I - '  . b. A committee or  cotnmittee structure which will conduct initial 
and continuing reviews. 
by name, occupation or position, and by other pertinent 
indications of experience and competence in areas pertinent 
to the arecs of review such as earned degrees, board certifications, 
licensures, memberships, etc. -(- $7 c L  

The committee must be composed of sufficient members with 
varying backgrounds to assure complete ana adequate review 

Comnittee.,wernbers shall be identified li... .- 
~. .. -. . . 

.. .- . .  ...._ 

c 

of projects and activities commonly conducted a 
The comiittes's membership, maturity, and expertise 

the institution. 

should be such as to justify respect for its asvice and counsel. 
No member of an institutional committee shall be involved in 
either the izitial or continuing review of a project or activity 
in which he has a professional responsibility, except to provide 
information requested by the committee. 
possessing the professional compstence to review specific 
projects, the committee should be able to determine acceptability 

. of the application in terms of institutional commitments, and 
regulations, zpplicable law, standards of professional conduct 

1 and practice, and community attitudes. This may require the 
committee to include persons whose primary concerns lie in 
these areas rather than in the conduct of research, devclcprnent, 
and service programs of the types supported by t!ie DilCW. 

In addition to 

. 

I 
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D. 

E. 

\' 
- 

I -. 
L. C. The procedures  ..e.. - which t h e  i n s t i t u t i o n  w i l l  fo l low i n  c a r r y i n g  

out> i n i t i a l  and con t inu ing  review of _appl~~c,ait.j,ms.-a& 
p r o j e c t s .  --- --ut.--,,.,.. ....... -.<---.- ---- 

-5. 
e d t i c e  a-nAsou.;lsel t _ o i . a r +  & .-a ' 

- - 
- 7- L d. ' -Tfte d o c e d u r e s  e t h e  *.--. committecw- ..-A *---- -w, t o-p~ovi d e 
/- --r.. d i r e c t o r s  TFWL :- / 

-0 t- --."_ - * g Z 2 e  requirements  -_I. f o r  
5 ep og3-t ~g~fef,h-c_ommi t t e 9 a n y  eme w e n t  RTLbJgms o r  prop os ed 
procedura l  changesK , .- 

rc -----* ''a A 
I 1 

k= e .  %e.ipr.ocs_dures which t h e  - i n s t i t u t i o n  wl"IY'r^o"lZbw t o  maintai.n 
a n  a c t i v e  and e f f e c t i v e  committee and- i& 
r- * ns. 

- Minimum Requirements f o r  Special. Assurances  

A n  a c c e p t a b l e  s p e c i a l  a s su rance  cover ing  a s i n g l e  p r o j e c t  o r  a c t i v i t y  
c o n s i s t s  of a p rope r ly  completed s t a t emen t  of ccapl iance ,  s i m i l a r  t o  
t h a t  i l l u s t r a t e d  by Exhib i t  X l - 4 - 2 .  
g r a n t ,  co i i t r ac t ,  o r  award concerned. by i t s  number, i f  known, by i t s  
full t i t l e ,  and by t h e  name of t h e  p r o j e c t  o r  program d i r e c t o r ,  
p r i n c i p a l  i n v e s t i g a t o r ,  f e l l o w ,  o r  o t h e r  pe r scn  immediately r e spons ib l e  
f o r  t h e  conduct of t h e  p r o j e c t  
s i g n e d  by a committee of no t  fewer than  t h r e e  membcrs and executed by 
811 a p p r o p r i a t e  i n s t i t u t i o n a l  o f f i c i a l .  The committee s h a l l  desc r ibe  
i n  g e n e r a l  terms those  r i s k s  t o  t h e  s u b j e c t  t h a t  i t  recognizes  a s  
i n h e r e n t  i n  t h e  p r o j e c t  o r  a c t i v i t y .  
should  be i d e n t i f i e d .  Any consent  s t a t emen t  t 9  bz s igned ,  heard,  or  
r e a d  by the s u b j e c t  o r  r e s p o n s i b l e  t h i r d  par t 'es  should be a t t ache2 .  
The a s su rznce  should  o u t l i n e  t h e  c i rcumstances  under which t h e  d i r e c t o r  
o r  i n v e s t i g z t o r  w i l l  be  r e q u i r e d  t o  inform t h e  c o n n i t t e e  of proposed 
changes i n  t h e  p r o j e c t  o r  a c t i v i t y ,  o r  of  emergent problems, i n v c l v i n s  
human s u b j e c t s .  
o r  i n v e s t i g a t o r  w i l l  be r e q u i r e d  t o  submit w r i t t e n  r e p o r t s ,  appear 
f o r  i n t e rv i ew,  o r  be v i s i t e d  by t h e  committee o r  cornnittees to prcvfde 
for  c o n t i m i n g  review. 
which such review w i l l  t ake  p l a c e .  

1. 

This  s h a i i  i d e n t i f y  t he  s p e c i f i c  

a c t i v i t y .  The assurance  s h a l l  be 

Consent prozedures t o  be used 

The assurance  should also i n d i c a t e  whether t h e  d i r e c t o r  

It should  a l s o  i n d i c a t e  t h e  i n t e r v a l s  a t  

Timing and C e r t i f i c a t i o n  of I n s t i t u t i o n a l  Review--General Assurances- 

A I 1  p rcposa l s  and a p p l i c a t i o n s  invo lv ing  human s u b j e c t s  submit ted 
by i n s t i t u t i o n s  wi th  accepted  gene ra l  assvrances  should,  whenever 
p o s s i h l e ,  be g iven  i n s t i t u t i o n a l  review and approval  p r i o r  t o  
s u b n i s s i o n  t o  t h e  DHEW. 
a p p r o p r i a t e l y  mzrked i n  t h e  spaces  provided on forms, o r  t h e  

' The proposa l  or a p p l i c a t i o n  shou ld  be 
, 
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PROTECTION OF HUMAN SUBJECTS 5 

following statement should be typed on the lower or right hand 
margin of the page bearing the name of the institutional official 
authorized to sign or execute applications or proposals for the 
institution. 

(date) r1 "HUMAN SUBJECTS - REVIEGTED ON a 

(This date should be no more than 90 days prior to the date on 
which the application or proposal was signed or executed.) 

If it will be necessary to delay the review, the application should 
be appropriately marked in the spaces provided on forms or the 
following statement should be typed in the lower or right hand\ 
margin of the page Searing the name of the institutional official 
authorized to sign or execute applications or proposals for the 
institution. 

(date) rf ''1DL4N SUBJIECTS - REVIEW PEh3ING ON . 
(This date must be earlier than the proposed starting date of 
the project.) 

These statements will be accepted as certification that the grant, 
contract, or award as described in the application has been or 
will be reviewed iii accordance with DHEW policy and the institution's 
assurance. 

If the application or proposal is not certified and review by 
DHEW indicates that human subjects are involved, the awarding 
agency will request certification from the institution prior to 
completion of processing and award. 

If the application or proposal is certified, but the pending review 
date is later than the date on which the awarding agency wishes 
to make an award, the agcncy'will request certification from the 
institution prior to completion of processing and award. 

If certification is not received, the application as prepared will 
be considered incomplete, and no award will be made. 

If an application, at the time it is submitted to the DHEW does 
not describe a project or activity involving or likely to involve 
human subjects, no certification should be submitted. However, 
in those instances where funds are awarded in response to the 
application and it later becomes appropriate to use sll or parts 

1 0 3 2 b 3 8  * 
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U ’  

of these funds in projects or activities which will involve 
human subjects, such use must be reviewed and approved in accordance 
with the institutional assurance prior to the use of subjects: 

---- Where support is provided by project grants or contracts, 
e review and approval OE such changes must be certified to 

the awarding agency or contracting agency, together with 
a description of the proposed change in the project plan 
or contract workscope. Subjects should not be used prior 

’ to receipt of approval from agency staff or from the project 
’ officer concerned. 

---- Where support is provided by a mandatory grant or institutional 
grant, in which cases the institution determines within 
broad guidelines the prcject or activities supported, including 
the use of human subjects (i.e., general research support 
grants, clinical research center projects), review must be 
carried out in accordance with the institutional assurance. 
Certification for individual projects need,not be forwarded 
t o  the awarding agency. 

---- Vhenever the committee is uncertain as to whether a change 
should or should not be reported, the question should be 
referred to the egency concerned. 

All 
authorized to examine institutional and co9ittee records. 

certifications are subject to verification by DW% representatives 

2, Timing and Certification of Institutional Review--Special Assuranzz 

When a special assurance is submitted, it provides certification 
for the initial grant, contract, or award year concerned. No 
sdditional documentation is required. If the terms of the grant 
or contract provide for additional years of support, with annrtal 
negotiation of budgets, the noncompeting reneval application or 
proposal shall be certified in the manner described in the preceding 
section (1-40-40 E.I.). 

1032b39 
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Justification vs. Risk Declared 
Key Factors in Clinical Research 

Special to the House Physician Reporter 
GHENT, &Igium--Legal risks in clinical investigation can be 

minimized if the researcher limits the use of subjects to “situations 
in which there is a maximum of scientific justification and a mini- 
mum of risk.’’ 

This was strased here recently by Bernard D. Hinh, LLB., direc- 
tor of the Amtrican Medical Association law division, who spoke at 
the First World Meeting on Medical Law. Physi- 
cians, he added, have a duty to obtain consent from 
a person who has the authority to give it before 
treatment that legally might be considered assault. 
This rule probably would be strictly applied for 
adults who partici ate in experiments without the 
expectation of megcal benefit, he asserted. 

He noted, however, that it would be of question- 
able legality to use children or mentally incompe- 
tent persons in such experiments, even if the parent 
or guardian consented. 

hlr. Hirsh admitted that the answer to the ques- 
tion of how much information a physician must 
furnish to a patient to avoid legal liability is complex, because it 
arises out of two separate and distinct legal obligations. 

One is the necessity to obtain valid consent; the other is that the 
physician should act with the highest degree of good faith to protect 
the interest of the patient. 
“Thus it appears,” said Mr. Hirsh, “that the clinical investigator 

must always provide an investigative subject with an adequaff ex- 
planation and information regarding the risks that may occur. 
Unless they are to receive needed medical treatment, he continued, 

persons lacking the “capacity to consent,” such as children and the 
mentally incompetent, should not be used for clinical investigation 
merely because they are available. However, in investigations where 
it is essential to use such persons, “it seems unlikely that public policy 

’would entirely foreclose clinical investigation,” Mr. Hirsh declared. 
He predicted the eventual development of “some legal mechanism 

to provide authorization under appropriate limitations and safe- 
guards’’ for those who lack the capacity to give informed consent. 

Mr. Hirsh 

J‘ 

, 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

N A T I O N A L  INSTITUTES OF H E A L T H  
BETHESDA, MARYLAND 20014 

January 17, 1972 1716 

Mr. W i l l i a m  G. Po l l a rd  
Execut ive Di rec to r  
Oak Ridge Associated U n i v e r s i t i e s  
P.O. Box 117 
Oak Ridge, Tennessee 37830 

Dear M r .  Po l la rd :  

One of t h e  awarding u n i t s  of t h e  Department of Health,  Education, and 
Welfare has  r e c e n t l y  c a l l e d  our a t t e n t i o n  t o  t h e  f a c t  t h a t  i t  i s  
reviewing a proposal  from your i n s t i t u t i o n  which involves  the u s e  of 
human s u b j e c t s ,  1 R01 CA 13042-01, "Regulation of Granulopoiesis ,"  
D r .  Helen V. Goswitz. 

Safeguarding t h e  r i g h t s  and wel fare  of human sub jec t s  involved i n  ac t iv i t ies  
supported by g r a n t s  o r  c o n t r a c t s  from t h e  Department of Heal th ,  Education, 
and Welfare is  t h e  r e s p o n s i b i l i t y  of t h e  i n s t i t u t i o n  which receives o r  i s  
accountable  t o  t h e  DHEW f o r  t h e  funds awarded f o r  t h e  support  of t he  
a c t i v i t y .  
i n s t i t u t i o n a l  r e s p o n s i b i l i t y ,  i t  is t h e  p o l i c y  of t h e  Department t h a t  no 
g r a n t  o r  c o n t r a c t  f o r  an  a c t i v i t y  involv ing  human sub jec t s  s h a l l  be 
made un le s s  t h e  a p p l i c a t i o n  f o r  such suppor t  has  been reviewed and 
approved by an appropr i a t e  i n s t i t u t i o n a l  committee as w e l l  as by an 
a p p r o p r i a t e  p ro fes s iona l  committee w i t h i n  t h e  r e spons ib l e  component of 
t h e  Department. 

I n  o rde r  t o  provide f o r  t h e  adequate  d ischarge  of t h i s  

The i n s t i t u t i o n  must submit t o  t h e  Department of Health,  Education, and 
Welfare,  f o r  i t s  review, approval ,  and o f f i c i a l  acceptance,  an  assurance 
of i t s  compliance wi th  t h i s  po l icy .  

In our  le t ter  of December 16,  1971, D r .  Gould A. Andrews, Chairman, was 
n o t i f i e d  t h a t  your "general" assurance was being i n a c t i v a t e d  as f a r  as 
new and competing renewal g r a n t s  are concerned and t h a t  such g r a n t s  would 

example should b e  completed, typed on your l e t t e r h e a d ,  and forwarded/t/ 
t h i s  o f f i c e .  

now be  s u b j e c t  t o  t h e  "spec ia l"  assurance mechanism. The enclosed / 

: /  . _ _  - 
A prompt and complete r e p l y  may avoid i n t e r r u p t i o n  i n  t h e  processing of 
?n a p p l i c a t i o n ,  o r  i f  i t  i s  a l r eady  approved, a de lay  i n  t h e  award of funds.  

/MaEk H. Conner, Ph.D. 
I n s t i t u t i o n a l  Re la t ions  Sec t ion  
D i v i s i o n  of Research Grants  

Enclosure  
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i OAK RIDGE ASSOCIATED UNIVERSITIES 

OAK RIDGE, TENNESSEE 37830 

INCORPORATED 
P. 0. BOX 117 

January 28, 1972 

D. T. Chalkley, Ph.D. 
Special Assfstant to the Director 
Dfvieiaa of Research Orante 
Department of Health, Education and Welfare 
National InaUfutea of Health 
Bethesda, Maryland 20014 

I Dear Doctor Chalkley: 

We wish to request a qlgeaeralll assurance and are here Usthg the 
prejecte under review by our committee: .. . . 

. . ..... . . .  

1. 
. .... . . 

. .  . .. 

.. 

2. 

3. 

4. 

5. 

6. 

7. 

8, 

9. 

10. 

11. 

AREA CODE 615 
TELEPHONE 483-8411 

Clfnical Trials of Il3hrn as a Kidney and Bane Scanning Agent. 

Use of Radioiodine in Surgical Removal of Thyroid Cancers (AEC). 

Study of Granulocyte Kinetics in Myeloproliferative Disorders. 

Tumor Scanning with Gallium-67 (AEC, NIE, ACS). 

Studies ob Total-Body Irradiation in Patient8 with Bematologic 
Disorders (AEC) . 
Scanning Tumors of Retroperitoneal Lymph Nodes after Intra- 
lymphatic Injection of Radioactive Gallium (AEC). 

Therapeutio Transplantation of Allogeneic Bumnn Bone Marrow. 

Histologic Changes in the Skin Related to the Graft-Versus-Host 
Reaction after Marrow Transplantation (AEC). 

Changes in Blood Enzyme Levels Following Exercise and/or 
Total-B~dy Irradiation in Man (AEC, NASA). 

Chromoeomal Breakages in Fibroblasts from Women Taking 
Oral Contraceptives 0- 
Regulation of Granulopoiesis (NM), (New Project) 

( A W  

(AEC) 

W C )  



Dr. Chalkley -2- January 28, 1972 

In addition to theae projects, our committee has agreed to review pro- 
poaals for the Oak Ridge National Laboratory. The following is under 
active consideration: Cytogenetic Analysis of Primary Spermatocytes 
of Irradiated Individuals. 

Please let me know if further informatinn is needed. 

Sincerely, 

GouldA. Andrews, &D. 
ChairXHUl, 
The Medical Division 



REVIEW AND ACTION 

ORAU/ORNL Committee on Human Studies 

4 Principal Investigator Ident. No. 

Project Title 

1. 

2. 

3. W 

4. 

5. 

In the opinion of this committee the risks to the rights and welfare of 
the subjects in this project o r  activity are: 

The committee states that adequate safeguards against these risks 
have been provided. 

In the opinion of the committee the potential benefits of this activity 
to the subjects outweigh any probable risks. This opinion is justified 
by the following reasons: 

In the opinion of the committee the following informed consent pro- 
cedures will be adequate and appropriate: 

The committee seeks continuing communication with the investi- 
gator(s) on this project along the following lines: 

Other committee comments : 

Approve 

Disapprove 

Chairman of Committee 

Date 

(Revised January 1972) 



Human Experimentation 

.. , * .  , 
I , A drojt code of ethics oz: hurnuny cya:+ . i Y  .,. -./., 

British Medical ' journal of 27 Octo 
. accePred as the final draft o! tJ-2 

original of this draft WL'OS in F r e ~ c L  - 1  Y L : : ~  rL: lVr .'! i '- 
DecIaration of Helsinki. 

DECL.QL4TION 
It is L!C mission of thc docts: :G safcg-x:? *I-- I - - - ' * ~  

people. His knowledge and mnscicncc arc 
fulfilment of this rn1ss:on. 

don binds the doctor with the words, I' T h e  htdt!: 
pat:cnt will be my first consideratioc " ; and thc hit::zz::cri. ! 
Codc of M:dical Ethics whic5 d e c h x s  \hit " .'..., ..i: u, *.!, .i- 
which c o d d  ucakcn p~,ysical cr rner.:3! rcizLr.c ,i i k. 
k i n g  may be used only ir, kik in:crcst." 

Because it is essential that the rcsults of kibora9r;  c::pr. 
rnents be applied to human beings to f u r t k r  scien::Sc k x x ;  
Icdge and to help suffering humanity, th: World 3 i c d : a l  
Association has prepared the follcwizg i : c c r - ~ . : x ! ~ ~ ~ . ~ ~  
guide to each doctor in cliniwl itsciixh. It r.+: t, a t ~ b u L 2  
that the standards as drafted ai: crJ> a g- i .k  ti. F!.,~:-.-..- -1: 

Doctors aic not rel:cved fxc ~LTLL! ,  i I 2, 
and ethical responsibilities undcr the laws of thelr OWTI 

amrtries. 

must be recognized betwen clmical research in which the aLzi 
is essenually therapeutic for a pauent, and dltl lc21 r:::3:L 
thc esscntial object of which is p d y  xien:~!c and ;v:thm: 
therapeutic value to the pcrson subjmcd t3 t..: rcxarch. 

-' * '  

The Dec!aration of Geneva of thc K'C:!~ : :L.< .? 

- 
' over the world. 

In the field of clinical fcsearch a fu.!mxL! 

L Basic F'rincipIes 

1. Clinical research must c o n f x z ~  := thr P-Z-! zrr! ::i:s:L: 
principles t h a t  justify media l  rcsarch,  a:? shz-c!? hi kx:2 z.-. 
laboratory and animal experiments or other sc:er.::!ca!!;. z r ~ b  
lishcd facts. 

2. Clinical resexch shou!d bc ccnd-.~c:c? s:.!y b y  
qualificd persons and under the scpcr:ixz cf t 
mcdical man. 

t h e  importance of the objcctive is in prqxr t iz r :  z :k XYX-~:  
risk to the subject. 

4. Every c l in ia l  r e m r c h  project skcu!? t.c ;::xJL2 ' -> 
~ a r d u l  aescssmcnt of inherent risks in comparison t= f c r a d ! ;  
h d i t s  to thc subject or to  othcrs. 

S. Specinl caution should be crcrciscd by thc d x t x  5- ,u= 
forming clinical rescarch iq which k c  pcrxxd!;r j '  zf At x-t;,-t 

&le to bc altacd by d r u p  or apcr;,?ln,ts! p:xdcrc. 

3. Clinical rescarch c m n c t  legitirmxe!;. kc wrrie?. silt 1 

. -  
I 

, 
, I  

. I .  

O F  IIELSiSXI 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLlC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

February 3, 1972 17 16 

Gould A. Andrews, M.D. 
Chairman, Medical Div is ion  
Oak Ridge Associated U n i v e r s i t i e s  , Inc.  
P.O. Box 117 
Oak Ridge, Tennessee 37830 

Dear D r .  Andrews: 

The l i s t  of p r o j e c t s  under review by your committee, fu rn i shed  wi th  
your l e t t e r  of January 28, 1972, i s  q u i t e  impressive.  
reactivate your former Publ ic  Health Se rv ice  assurance pending r e c e i p t  
of a n  assurance  of compliance wi th  t h e  present  DHEW pol icy .  

We w i l l  

Our r eques t  of January 17, 1972, t o  Mr. W i l l i a m  G.  Po l l a rd ,  Executive 
D i r e c t o r ,  f o r  a s p e c i a l  assurance  i n  connect ion with your-pending 
proposa l ,  1 R01 CA 13042-01, "Regulation of Granuopoiesis," D r .  Helen V.  

This proposal  should be reviewed by 
your committee i n  accordance wi th  t h e  terms of your PHS a s s u r a n c e  and 
c e r t i f i c a t i o n  of t h a t  review should be forwarded t o  the  Nat iona l  
Cancer I n s t i t u t e ,  
purpose.  

--_- Goswi>,may4e.-.&is-r_e_garded. -I..-.. 

You may use  t h e  enclosed form N I H  1611 f o r  t h i s  

The requirements  f o r  compliance with Department of Health,  Education, 
and Welfare po l i cy  are set f o r t h - i n  t h e  enclosed l e t t e r .  The r e v i s i o n  
of your PHS assurance should b e  submitted as soon as p o s s i b l e  so  t h a t  
review may be completed p r i o r  t o  t h e  J u l y  1, 1972, dead l ine .  

D. T. Chalkley, Ph.Dj 
Specia l  Ass i s t an t  t o  the  Di rec to r  
Div is ion  of Reseearch Grants  

Enclosure 
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DEPARTMENT c)F HEAL-1-t-1, EOUCATION. AND WELFARE ' 
PUBLIC HEALTH SERVICE 

NP.TIC.'NAL INSTITUTES OF HEr*.LTH 
BETHESD4. t.lARYLAND 20314 

February 3, 1972 1716 

Gould A. Andrews, M.D. 
Chairman, Medical D iv i s  ion  
Oak Ridge Associated U n i v e r s i t i e s ,  Inc .  
P.O. Box 117 
Oak Ridge, Tennessee 37830 

Dear D r .  Andrews: 

Safeguard ing  t h e  r i g h t s  and w e l f a r e  of human s u b j e c t s  involved i n  a c t i v i t i e s  
suppor t ed  by g r a n t s  o r  c o n t r a c t s  from t h e  Department of Heal th ,  Education, 
and Welfare  i s  t h e  r e s p o n s i b i l i t y  of t he  i n s t i t u t i o n  which receives or  i s  
accoun tab le  t o  t h e  DHEW f o r  t h e  funds  awarded f o r  t he  support  of t h e  
a c t i v i t y .  I n  o rde r  t o  provide  f o r  t h e  adequate d ischarge  o f  t h i s  insti- 
t u t i o n a l  r e s p o n s i b i l i t y ,  i t  i s  t h e  p o l i c y  of t h e  Department t h a t  ao g r a n t  
o r  c o n t r a c t  f o r  an a c t i v i t y  invo lv ing  human s u b j e c t s  s h a l l  be  made unless  
t h e  a p p l i c a t i o n  f o r  such suppor t  has  been  reviewed and approved by an 
a p p r o p r i a t e  i n s t i t u t i o n a l  committee as wel l  as by an a p p r o p r i a t e  p rQfess iona1  
co inni t tee  w i t h i n  t h e  respor i s ib le  component o f  the Deparrment. 

The i n s t i t u t i o n  must submit t o  t h e  Department of  Heal th ,  Educat ion,  2nd 
Welfare ,  f o r  i t s  review,  approval ,  and o f f i c i a l  acceptance,  an assurance  
of i t s  compliance w i t h  t h i s  p o l i c y .  The minimum requirements  f o r  a 
' 'General" a s su rance  a re :  

1. 
a p p r o p r i a t e  i n s t i t u t i o n a l  o f f i c i a l .  (See Attachment A, " I n s t i t u t i o n a l  
Guide t o  DHEW P o l i c y  on P r o t e c t i o n  of Human Sub jec t s , "  enclosed.)  

2. A s t a t emen t  d e s c r i b i n g  t h e  implementing g u i d e l i n e s  t o  be  adopted by 
t h e  a p p l i c a n t  i n s t i t u t i o n .  (See pages 24 and 25 of t h e  p r e v i o u s l y  c i t e d  
enc losu re . )  

A formal  s ta tement  of compliance wi th  DHEW po l i cy  executed by an 

Perhaps t h e  enc losed  exainple w i l l  gu ide  you i n  prepar ing  an a c c e p t a b l e  
s t a t emen t  on implementing g u i d e l i n e s .  This example was d r a f t e d  i n  t h i s  
o f f i c e ,  and r e f e r s  t o  no e x i s t i n g  i n s t i t u t i o n .  You may adapt  i t  t o  f i t  
your own l o c z l  s i t u a t i o n ,  a l though  you are under no r e s t r i c t i o n  t o  do 
so. I n s t e a d ,  you may wish t o  d e v i s e  your o m  format.  



.. 
. C  

Page 2 - 
As you w i l l  see from t h e  example, what i s  r e q u i r e d  i s  a d e s c r i p t i o n  of 
a group rev iew sys tem f o r  proposals involv ing  human s u b j e c t s  which w i l l  
b e  a p p l i e d  t o  all p r o j e c t s ,  p r e s e n t  and f u t u r e ,  f c r  which DHEW suppor t  
may b e  sought .  Thus, t h e  infor inat ion r eques t ed  should not  be r e s t r i c t e d  
t o  c o n t r o l  of an  i n d i v i d u a l  p r o j e c t  but  should d e s c r i b e  a g e n e r a l  and 
permanent i n s t i t u t i o n a l  procedure.  

A prompt and complete  r e p l y  may avoid  i n t e r r u p t i o n  i n  the  p rocess ing  
of  a n  a p p l i c a t i o n ,  o r  if i t  i s  a l r e a d y  approved, a de lay  i n  t h e  award 
of  funds.  

S i n c e r e l y  yours ,  

c 
D. T. Chalkley, Ph.D. \f 
Spec ia l  A s s i s t a n t  t o  the D i r e c t o r  
D iv i s ion  of Research Grants 

Attachments  



CORM C-4 

MEMORANDUM 

SUBJECT - 

With reference to Dr.  Chalkley's letter to Dr .  Andrews, of February 3, 1972, 

Dr. Andrews said that Dr.  Vodopick has submitted what was required.. . . . 
I presume this included form NIH 1611. 

the "compliance" form, and revised PHS assurance. ) 

(From GAA's  office we are to submit 

Polly 



OAK RIDGE ASSOCIATED UNIVERSITIES 
1NCORPORATED 

P. 0. BOX 117 

OAK RIDGE, TENNESSEE 37830 

February 28, 1972 

AREA COD9 615 
TELE?iiOSP CS3,-3JIl 

To Committee on Human Studies: 
. .  

A. B.Bril1 
C .  L. Edwards 
M. E. Koons 
R. D. Lange . 
T. A. Lincoln 
&3. M. Nelson 
J. B. Storer 

Attached are copies of the revised Guidelines, in compliance with 
the Public Health Service - Department of Health, Education, and 
Welfare, in line with recommendations of the Committee at the 
January 31 meeting. 

' Gould A. Andrews 

Enclosure : 

Guidelines 
Declaration of Helsinki (Appendix I) 
Review & Action Form (Appendix II) 

1032b50 
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I3IPLEiMEhTESG GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 
(In Compliance with PHS/DHEW Policy on Protection of Human Subjects) 

Oak Ridge Associated Universities and Oak Ridge National Laboratory 

Committee on Human Studies 

(Revised January 1972) 

A. Statement of Principles 

The Committee on Human Studies for Oak Ridge Associated 
Universities and Oak Ridge National Laboratory has officially 
adopted the code of ethics adopted by the World Medical Assoc- 
iation, known as the Declaration of Helsiaki. It accepts as  
amplification of this document the statement of the British 
Medical Research Council. (Appendix I) 

B, Membership of Committee 

The committee shall include at least two outside consultants 
familiar with the type of research done at Oak Ridge and having 
no personal participation in the projects discussed, Other 
members shall be the Chairman of the Medical Division, two 
members of the scientific staff of ORNL, one member of the 
Medical Division's scientific staff, and a lawyer. The Chief of 
Clinical Services of the ORAU Medical Division will serve as 
an ex officio member. 

C. Procedures in Carrying out Initial and Continuing Review of 
Applications and Projects 

1. Initial Review 

All applications for support of research, training, demon- 
stration or  general research support projects, including 
those of fellows and trainees, which involve the use of human 
subjects must be presented to and approved by the Committee 
on Human Studies, whenever possible prior to submission 
for funding, and in the exact form used for submission. Regard- 
less of the nature or degree of risk anticipated, the applicant 
must present in writing, and be prepared to defend in person 
before the committee, detailed information on the following 
points : 

a. The possible risks to the rights and welfare of 
human subjects, including the rights of privacy, 
freedom from undue harassment, and confidentiality 
of data, and a description of the provisions made to 
minimize these risks. 



Guidelines 
Committee on Human Studies 

Page 2 

b. Methods used to acquire informed consent, and the 
form in which it is stated, with special emphasis 
on the appropriateness to the particular situation 
inherent in the study plan. 

c. The relative risks of the project a s  compared to 
the probable benefits to the subjects and to society. 

For  each application the committee will either certify that these 
points have been properly dealt with and declare that the project 
may be submitted for funding, or  recommend to the Executive 
Officer of ORAU or  ORNL (whichever is applicable) that submis- 
sion be delayed until specific deficiencies (spelled out in writing) 
a re  adequately dealt with. 

;r 

> Members of the committee who are in any way directly involved 
in the work will not participate in the decision to approve or dis- 
approve the study. 2 

Approval of the committee members reviewing the application 
must be unanimous. In the event that only one member of the 
committee disapproves of a proposal, one or  more additional out- 
side consultants especially qualified and approved by the majority 
of the committee will be asked to review the problem. If they 
concur, the research may go forward over the dissent of the one 
member of the regular committee. 

The committee's findings will be transmitted in writing to the 
appropriate officer of the laboratory proposing the research and 
to the applicant. No funds shall be released until the executive officer 
has concurred with these recommendations. The applicant's adminis- 
trative superior shall maintain continuing review of the project 
activities in the light of the committee's report. 

2. Continuing Review 

The committee will have a regular Annual Meeting (in February) 
and additional interim meetings as called by the chairman. 
Investigators in charge of projects on human subjects are 
required to submit at each annual meeting status reports in 
which a re  presented any emergent problems. lf a report is 
delinquent, the chairman of the committee will contact the 
investigator to ascertain the status of the study protocol. lf 
at any time the committee is dissatisfied with the conduct of 
the project, o r  with the cooperation of the investigator, they shall 
immediately report this to the appropriate executive officer and 
recommend that financial support of the project be withheld until 
deficiencies a re  corrected. 
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If a responsible investigator plans a change in study protocol, 
he will submit the proposed changes to the committee for 
approval before putting them into practice. 

D. Procedures of the Committee to Provide Advice and Counsel 
to Investigators 

On request, senior investigators will appear before the committee 
at its called meetings to answer any questions concerning a new 
proposal. The questions and replies will form part of the official 
minutes of the committee. These will be distributed to the con- 
cerned staff members together with recorded actions of the com- 
mittee on a Review and Action Form. (Appendix II) 

E. Requirements for  Reporting any Emergent Problems or Proposed 
Procedural Changes to the Committee 

All  senior investigators with proposed o r  active projects will 
receive notice of committee meetings and on request will appear 
before the committee. At  this time they shall present in writing 
any proposed changes in procedures and shall describe any new 
risks and benefits, and any methods for safe-guarding patients' 
rights and procedures for informed consent in advance of instituting 
these changes. At this time they shall also report in writing any 
emergent problems. 

F. Procedures to Maintain an Active and Effective Committee 

1, The chairman will  ensure an active committee by calling, 
in addition to the regular Annual Meeting, at least one 
additional meeting each year. 

2. The members will  be enjoined to assess every ongoing 
project a s  well a s  new proposals. 

3. Outside committee members will be paid a consultant's 
fee and travel expenses providing they a re  able to accept it. 

4. Full committee Minutes to all members will be distributed 
promptly in draft form for corrections and review, so that 
the opinions and actions can be recorded accurately. 

5. On a regular basis, at least annually, a full Medical Division 
professional staff meeting will be held to review our policies on 
human experimentation. 

* * *  



Ident. No. 

APPLICATION FOR THE USE OF HUMANS AS EXPERIMENTAL SUBJECTS 

To : COMMITTEE ON HUMAN STUDIES 
Oak Ridge Associated Universities and 
Oak Ridge National Laboratory 

Date 

Principal Investigator: 

Co-Investigators : 

Title of Project: 

Use Following Format (Submit Original and 8 Copies) 

I. Objectives of Experiment: 

(Include statement why experiment must be done in humans, and 
expected benefits from the knowledge.) 

II. Methods of Procedure: 

Brief description of methods, all medications including name and 
dose range, number and types of subjects anticipated, time for 
single session, total number of sessions, total duration of study, 
methods used to screen subjects, etc. 

TICI. Possible Hazards and their Evaluation: 

IV. Radioisotopes and New Drugs 

If the study involves radioisotopes, indicate action of the Isotopes 
Committee. If new drugs a re  involved, indicate that appropriate 
application to FDA has been made. 

See page 2 

1 0 3 2 8 5 4  
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Title of Project: 

Ident. No. 

V. Responsibilitv of Principal Tnvestimtor : 

Include statement of your procedures for  protecting rights of the 
patients and gaining informed consent. 

The principal investigator will follow the procedures of the Committee 
on Human Studies in obtaining "informed consent" from the subjects 
under study. The investigator recognizes that he retains the primary 
responsibility for safe-guarding the interests of the participants under 
study. Any significant changes in methods of procedure or  of the 
development of unexpected risks will be brought to the attention of 
the Committee on Human Studies. 

Starting Date 

Signatures : Principal Inve stigato r 

Co-Investigator 

I f  

DIVISION REVIEW: 

The application described above has been reviewed and approved. - 
Official signing for the institution: 

Signature 

Title 

Institution 

Date 

(Revised January 1972) 



REVIEW AM) ACTION 

ORAU/ORNL Committee on Human Studies 

Ident. No. Principal Investigator 

Project Title 

1. 

2. 

3. 

4. 

5. 

In the opinion of this committee the risks to the rights and welfare of 
the subjects in this project o r  activity are: 

The committee states that adequate safeguards against these risks 
have been provided. 

In the opinion of the committee the potential benefits of this activity 
to the subjects outweigh any probable risks. This opinion is justified 
by the following reasons: 

In the opinion of the committee the following informed consent pro- 
cedures will be adequate and appropriate: 

The committee seeks continuing communication with the investi- 
gator(s) on this project along the following lines: 

Other committee comments: 

Approve 

Disapprove 

~ ~~ 

Chairman of Committee 

Date 

(Revised January 19 72) 



. Human- Experimentation 
Code of Ethics I of the World Medical Association 

I , A druft code of ethics on human experimentation drawn up by the World Medical Association was published in the 
.British Medical Y o u d  of 27 October 1962. The original draft of this was in English. A revised version was 
accepted as the final droit of the meeting of the World Medical Association in Helsinki in 7une 1964. The 
original of this draft was in French, of which the W.M.A!s English versisn is printed belom. It  is to be kMmn as the I 

Declaration of Helsinki. 

' 

. . 

DECLARATION OF HELSINKI 
It is the mission of the doctor to safeguard the health of the 
pmple. His knowledge and consciencc are dedicated to the 
fulfilment of this mission. 

The Declaration of Geneva of the World Mcdiwl Associa- 
tion binds the doctor with the words, "The  health of my 
patient will be my first consideration " ; and the Intcrnationnl 
codc of Medical ~ & i ~ ~  which declares that ** or advie 
which . 

- Because it is essential that the results of laboratory expcrih in of physical incapacity pmnission of 

XI. Clinical Research Combined with ProFessional 6 
1. In the treatment of the sick persctn the &or must be 

free to use a new therapeutic measure if in his judgment 4 
offers hope of saving 

' 

re-establishing health, or 
, sdcring. 

If at all possible, consistent with patient PSychOlOW, the 
physical or mental resistance of a human . 'dbctor should obtain the Ptknt'S freely given COnSCIl t  a f m  t'e 

.patient has been given a full explanation. . In  caje of legat 
incapacity consent should also be procured from the legal 

legal guardian 
with profa- 

sional care, the objective being the acquisition of new d i d  

king may be used only in his interest." 

rncnts be applied to human beings to further scientific know- 
ledge and to help suffcring humanity, the World Medical 
Association has prepared the following recommendations as a 

that of the patient. 

, 2. The doctor can 

. 

. .  

guide to each doctor in clinical research. It must be stressed 
that the standards as drafted are only a guide to physicians all 
o m  the world. Doctors art  not relieved from criminal, civil, 
and ethical responsibilities under the laws of their own 
countria. 
In the field of clinical research a fundamental distinction 

must bc recognized betwan clinical mearch in which the aim 
is essentially therapeutic for a patient, and clinical research, 
the essential object of which is purely scientific end without 
therapeutic value to the penon rubjmcd to the research. _. 

_..- 

L Basic Principh 

1. Clinical research must conform to the moral and scientific 
pnnciplcs that justify medical research, and should k based on 
labontory and animal experiments or other scientifically cstab- 
lished facts. 

2. Clinical research should be conducted only by scientifically 
qualified persons and under the supervision of a qualified 
medical man. 
, 3. Clinical rescarch cannot legitimately be carried out unless 
the importance of the objcctivc is in proportion to the inherent 
risk to the subject. 

4. Every clinical rcswrch project'should be prcceded by 
careful assessment of inhercnr risks in comparison to foraceable 

to the subject or to others. 
5. Special caution should be exercised by the doctor in per- 

Iming clinical research in which the personality of the rub* 
8 liable to k altered by drum or qxrimmtal proadurr. ... 

. . 4 ..# - 
, . . I: . . , . 

I . :  i . .  , ( I .  . . ' . ' . .  
, 

I .' 
' .  . , 

, .  . .  
I I' , 

, ' 

_ .  ' .  
. .  3 , .  . . . r i . ;  

' 1 .  . , . .  L .: 
, ' " ? " '  ' ' , ,. . *  . , ' ,', - .- . . . ,  * 

. .  
. ._.e. . 

knowledge; only to the extent-that clinical m h  is justified 
by its therapeutic value for the patient. 

Et. Non-therapeutic Clinical Research 

, 1. In the purely scientific application of cliriical research 
* carried out on a human being it is the duty of the doctor to 

m a i n  the protector of the life end h elth of that pcrson M 

2. The nature, the purpose, and the risk of clinical rcxapch 
must be explained to the subject by the doctor. 

3a. Clinical research on a human being Cannot k undertaken 
without his frce consent, after he has been fully informed ; 
if he is legally incompetent the consent of the legal guardian 

3b. The subject of clinical mearch should be in such a 
mental, physical, and legal state as to be able to exercise fully 
his power of choice. 

HOW- 
ever, the responsibility for clinical research always rcmains with 
the research worker ; it never falls on the subjcct, even afnr  
consent is obtained. 

4a. The  investigator must respect the right of each indi- 
vidual to safeguard his personal integrity, especially if the 
subject is in a dependent relationship to the investigator. 
4b. At any time during the course of clinical research the 

subject or his w d i a n  should be-frce to withdrnw permission 
for rccarch to k con thud .  The  sininvestigator or the investi-. 
gating tcam should discontinue the research if in his or t h e 2  
j u d p e n t  it may, if continued, k harmful to the individual. 

whom clinical research is being carried t\l o t. 

, should be procured. 
. 

3c. Consent should as a rule be obtained in writing. 

, -  
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MEMORANDUM Dr. James L. Liverman 
Dr. William G. Pollard 

-0 
February 28, 1972 DATE 

Statement of Compliance - PHS/DHEW 

File 
SU B J ECT-- 

- COPIES TO 
----- --- 

This document needs your signatures. It is a General Institutional 
Assurance for research on human subjects as required by the Public 
Health Service and the Department of Health, Education, and Welfare. 
I don't believe that it presents any special problems, and it i s  not 
necessary for you to read all of it unless you wish to do BO. 

Gould A. Andrews, M.D. 

Pe 

Attachment 
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GENERAL INSTITUTIONAL ASSURANCE 

Statement of Compliance 

Oak Ridge Associated Universities and Oak Ridge National Laboratory will comply 
with the policy for the protection of human subjects participating in activities sup- 
ported directly or  indirectly by grants or  contracts from the Department of Health, 
Education, and Welfare. 

These institutions have jointly established and do maintain a committee competent 
to review projects and activities that involve human subjects. The committee is 
assigned responsibility to determine for each activity as  planned and conducted that: 

The rights and welfare of subjects a r e  adequately protected. 
The risks to subjects a re  outweighed by potential benefits. 
The informed consent of subjects wil l  be obtained by methods 

that a r e  adequate and appropriate. 

These institutions will provide fo r  committee reviews to be conducted with objectiv- 
ity and in a manner to ensure the exercise of independent judgement of the members. 
Members will be excluded from reviews of projects or  activities in which they have 
an, active role o r  a c o a i c t  of k-terests. 

These institutions will encourage continuing constructive communication between 
the committee and the project directors as  a means of safeguarding the rights and 
welfare of subjects. 

These institutions will provide f o r  the facilities and professional attention required 
for subjects who may suffer physical, psychological, o r  other injury a s  a result 
of participation in an activity. 

These institutions will maintain appropriate and informative records of committee 
reviews of applications and active projects, of documentation of illformed consent, 
and of other documentation that may pertain to the selection, participation, and 
protection of subjects and to reviews of circuinstances that adversely affect the 
rights o r  welfare of individual subjects. 

These institutions will periodically reassure themselves through appropriate admin- 
istrative overview that the practices and procedures designed f o r  the protection of 
the rights and welfare of subjects are  being effectively applied and a r e  consistent 
with the assurance as  accepted by the Department of Health, Education, and Welfare. 

- 
a 
W 
h) 

OAK 

Signature 

Title Executive Director 

0 

Date February 28, 1972 Date March 2 .  1972 

Attachment: Implementing Guidelines 
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' OEPARtyEKT W ENERGY 

h h C y A t t o f  l974-0f!bw m- I 

m. Department of Energy. 
rmPropodaf h e  new rystems 
of recotdr. 
suml~R% The Department of Energy ti 
proposing three new system of records 
rubject to the Privacy Act of 1974 (Pub. 
L Wdm, 5 u.sc 352a(O]]. 
D A T ~ ~  Written commenta on or before 
June 8,1981. 
-Written commenta should 
be directed to the following address: 
U.S. Department of Energy. Phillip U 
Kannan, Attorney, ofscs of Chief 
Counsel, P.O. Box E, Oak Ridge, 
Tennesm 37830 (815) 578-1204. 
POR w m m  mwmnm COWTACF: 
U.S. Department of Energy. Milton 
Jordaa Director, Division of FOI and 
Privacy Acta Activities. Fomstal 
Building, Room 1-L Wa8hgton. 
20585, (202) 252-5922 

A. Supplementary Infunnation 
I Report on threeNew SystEma of 

Recorda. 
II. Comments Procedure. 
IIL System Notice DOGThe 

Radiation Accident Registry. 
W. System Notice DOE--The 

Department of Energy Radiatinn Study 
Registry. 
V. System Notice DOE-The US- 

DTPA Registry. 
i. Buckground: This Report of New 

System, consisting of three separate 
parts, b 8ubmitted by the D e p m  of 
Energy as required by the Privacy Act of 
1Wk 5 U.S.C. =(o). The Office of 
Management and Budget requires a 
Report on New Systema by a 
Qvemment agency whenever a new 
system of records is proposed or certain 
significant changer o c w  to previously 
established system. The D e p m e n t  of 
Energy is submitting the Reports on New 
System required by Oh4B circular A-108 

. concurrently with the publication of this 
Federal Register notice. At this time, the 
Department of Energy is proposing to 
establish three systems of records for 
which no notice haa yet been published. 
Their proposed designdona are an 
follows: 

(a) The Radiation Accident Registry 
(b] The Department of Energy 

Radiation Study Registry 
(c) The US-DTPA Registry 
2 DOE-72. the Radiation Accident 

Registry: (a) Purpose: This system will 
eerve primarily to provide complete 
clinical and accident histories as basis 

I O 3 2 b b  I 

radiation-lnduced injurler, and to same - 
as a resource of technical and modi4 
data for the eduction of phyddmr, 
health physfdrtr and a b d  hcdth ai. 
pernunel 

established under the authority d 
in the stataty contained in 5 USC 
901 and Section &44 of the Deparbnent 
of ~netgy Organfiation Act Pub L %- 
m, to prescribe ruch procedural and 
administrative ruler as be may &ea 
necessary or appropriate to InMW3 
 OM vested in htm. 

(c) Potential consequents on 
-cy 4-ASV4rl.d *- -dvap,, E&. 

(d] Safe&rds against lmputharhad 
accesa. 
The data in the rystem of recod8 dl 

be available only to sdentiata and 
rupportkg staff. h y  reports gePvated 
will not identify the individualr to w h 8  
the data pertaim. Thus, there bs I 
minimal effect on the privacy of the 
individual. Them wiU be no other effect 
on any othn pcrronal or property right 
of the individuals. Thus, it in the 
evaluation of the Department that the 
proposed ryrtem will have no 
detrimental effed on fedemlinm or 
wpatatlon of power. 

Thencords be d t 8 h e d f n  
locked file cabinets or on computer 
.torage devlcts in locked security a m u  
These areas are not accessible to 
memben of the public. Only scientists 
approved the Department of 
will have access to this informath. 
Reporb published based on thh 
information will not identify the 
individuals. It 1s the Department's 
evaluation that the risk of unauthorizsd 
disclosure is minimal. 

3. DOE72 The Department of EMgg 
Radiation Study Registry: 

(a) Pupse:  This iystem will provide 
complete clinical histoner as a baais for 
lifetime mohidity studies of cidiaar in 
a defined population whose exponva to 
ionizing radiation at one of DOE$ (m ib 
predecessor'#) plant siterr, laboratories. 
test ~tetions. or dudear navai bases WM 
at least 5 REM in any calendar year. 

established under the authority vlert;?d 
in the Secretary contained In 5 U S C  
301 and Section 644 of the Department 
of Energy OrganizationCAct PubL 95- 
8l. to prescribe such prbcedural aod 
administrative d e s  as he may deem 
necessary or appropriate b m- 
functions vested in him. 

@) hfhOl7$C This fr 

(b] Authorify: This system is 

(DTPA) in elthet the caldum or zinc 
farm md admtnirtand intravenously, 
htmmwculariy.'orally. or by inhalation 
of tb aerosol preparation of the drug. 
Sucb histories wi l l  be the bash of 
studies by epidemiological methods to 
iden* any long-term, adverse or side 
. f lect lOfDTPk 

established under the authority vested 
in the Secretary contained In 5 US.C 
901 and Section 644 of the D e p m e n t  
OlEnergY Organization Act Pub. L 95- 
Qt to prescribe such procedural and 
adminirtrative rules as he may deem 
aecessary or appropriate to manage 
function, vested in him. 
a Comments Pocetim 

Aa provided by Section 3(e)(lll of the 
Privacy Act of 1974 (5 U.S.C. 552a[e)[11). 
interested persons are invited to submit 
written data, views or arguments related 
to these proposal to: Phillip M. Kannan, 
Attorney. US. Department of Energy. 
m c e  of Chief Counsel. P.O. Box E Oak 

Comments should be identified on the 
aubide of the envelope and on the 
docuxnents submitted to the Department 

uDepartment of Energy Privacy Act 
Sy~iems hposds.  "These comments 
and all other relevant information will 
be considered by the Department of 
Energy before the various proposd~ an 
adopted in their final form. 

Any information or data considered 
by the person furnishing it tu be 
confidential must be so identified and 
submitted in writting. one copy only. 
The Department of Energy reserves the 
right to determine the confidential status 
of the information or data and to treat it 
according to that determination. 

If no commenb to the contrary are 
received with respect to a particular 
propored system. it is the intent of the 
Department of Energy to operate any 
such system as proposed at the 
expiration of the W a y  advance notice 
period for informing Congress and the 
Office of Management and Budget of 
proposed new rystems. as defined in 

determined that this document does not 
ontain a proposal requiring preparation 
af Rguletory analysis under Executive 
ordet12w4. 

@) Authority: This system l8 

Rfdge, Tennessee 37830. (815) 578-1204. - 

- sf energy with the designation 

OMB circular A-108. 
The Department of Energy has 

- 
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individuals whose official duff ea require 
access. 
Retention and DbposaI: 

Recorda retention and disposal 
authorities are contained in the DOE 
Order 1324.1. "Recordn Disposition" 
 record^ within the Department of 

burning:or burial in a sanitary landfill, 

Sy&m Manqer(s) andAddreas* 
The Manager of the Oak Ridge 

Operations Office Is the System 
Manager. 

b (Privacy Act of 1974, Pnb L SSS7R 
& p e a t  of b o g y  Oqrnfsatt~n Act Rb. 
L ~ ~ ~ v e  ordm -12 status information such a1 age, r e x  
and thorn authorities vented in the 
Dcpartmant'n pladcuruor qmdes which 
incorporated by refercnca in Titla III of the 

2 Names, addresses, rodal s d t y  
r x 5 e f i  or o&er !dsnSers. and vital 

race, e tc  

compiled at &e m e  of &e accident 
Such recorda include physfdan and 
hospital tea&, diagnostic and 

measmi  described above are proposed. laboratory test r a d i w p ~  Energy are destroyed by shredding, 
EKGs, et+ and radiation exposunt Set forth below an SC~~OM III-V of 

SUPPLEMENTARYINFORMA~ON. reports. . as appropriate. 
respectively, a btlng of the three . 4. mal or copies of m e d i d  
Department of Energy Syrtem as recod of illnesses, examinations, 

including routine follow-up exams, proposed. 
investigations, etc, that have occurred 

lNiIlhm&W8ngsr, iince the radiation exposure. 
D~.OfAdUIhf8t lUt iOlL~ 6. Photograph or facsimiles of 

radiation-induced injuries. Not$ication M u n ? :  ' Search and contact lor DOE n 
registrants as yet not ldentified and/or 

Registry. located. 
7. Consent to release information 

forms completed by registrants. 
Operations Office. 3.0. Box E, Oak a %a& cerffcaaier (copies]. 
Ridge, Tennessee 37830. 9. Anecdotal information. 

10. Correspondence relating to the Categories of Lncfividzrds C o v e d b y  accident and/or the in&vidu& the System: involved; originals and copies. 
Authority for Maintenance of the 1. n o s e  prsoas acddeofacy exposed 

to acute doses of ionizing radiation as 
defined by exposure dose aiteria agreed system: 
to by the Department of Energy and the 5 U.S.C. 30% Department of Energy 
Nuclear Regulatory Commission by an Organization Act. including authorities 
interagency agreement The dose criteria incorporated by reference fn Title III of 
established by thb agreement include the Department of Energy CW@zation 
one or more of the following: (a] Greater Act; Executive Order 12009. 
than or equal to 25 REM (Roentgen &utine use3 of IlecordJ Majh&jn& h 
Equivalent Man) to the whole body, the System, Including Categories of 
active blood-foa Oqanr Or gonads; usem and the Auposej of Su& Uses: (b) greater than or equal to 800 REM to 
skin of whole body or extremities: (e] 1. To provide a current record of 
greater than or equal to 75 REM to other radiation accidents for use by the 
tissues or organs from an external Department of Energy, and its 
nource: (d) greater than or equal to 34 contractom and consultants. 
NCRP maximum permissible organ 2 To Identify specific populations for 
burden internally; all those medical use in epidemiological and clinical 
misadmiuistratiom of radioisotopes that studies. 
result in a dose or organ burden equal to 3. To conduct medical iweillance 
or greater than those given above. during the lifetime of the registrants. 
2 Those individuals lmown to have 4. Additional uses 4, a 9,10, as listed 

been involved in an event in which one in Appendix B to the Department of 
or more other persona received a dose Energy publication of stems of 
equal to or in excess of the DOE/NRC recorde. 45 FR 51125.8%0/79.' 
criteria but whose personal dose was poliw'es anndhcticeg forstonirs. less than these criteria. The histories of Relrieving, Access&, Retuini'ng. these individuals contribute control Disposing of Records in the System: population data. employment records. 

Stomge: Paper records, computer 
Of in *e tapes. computer printouts, punched hovisions of the Act. None. 

cards. discs, magnetic tape and 

Retrievubility: By name and social 
security number. 

in locked security areas in locked file 
cabinets Access is limited to 

3. Original or copied medical recorda 
ofEnyly oganitatrm Ad] 

In conafderation of the fomgoh, the 

I ~ u e d  ia waabgtan, D . C  April 23.1861. 

a. Requests by an individual to 
determine if a system of records 
containa information about him or her 
should be directed to the Privacy Act 
UEicer. Departnffit of Energy, P.O. Bcx 
E Oak Ridge, Tennessee 37830 in 
accordance with the Deparhnent Of 
Energy's Privacy Act regulations (10 
CFR Part 1 0 ~ 4 5  FR 61578, September 
la Z W ) .  

b. Required identifying information: 
Kame, social secmity number, and time 
period. 
RecordAtxesssdures~ 

Requests by an individual for 
access to a system of recorda that 
contain8 information about him or her 
should be airected to the Privacy Act 
officer. Department of Enegy, P.0. BOX 
E, Oak Ridge, Tennessee 37830 in 
accordance with the Department of 
Energy'r Privacy Act regulations [ lo 
CFR Part 

19801. 

System name: The Radiation Accident 

Security classification: Unclassified. 
System locafforc Oak Ridge 

45 FR 61578, September 

b. Required identifying information: 
Name, social security number, and time 
Period. 
Record Source Coiegon'es: 

The individual, medical records, 
physicians, medical institutions, and 
reports of incident/accident 
investigations from private and public 
rources, radiation dosimetry records, 
security clearance records and 

Systems Exempted from Certain 
1. Official accident reports including 

reports of those accidents that ahve microfilm. DOE 72 
occurred within the jurisdiction of the 
Nuclear Regulatory Commission and 

Department of Energy for the Accident 
Registry according to the Department of 
Energy/Nuclea.r Regulatory Commission 
agreement '7bnse muttnn UM M reprinted blow. Ridge, Tennessee 37830 

System name: The Department of 

Security classification: Unclassified. 
System location: Oak Ridge 

which have been transferred to the sofegu&g: Records ~ 1 p  maintained Radiation Study R e g l s e *  

Operations Office. P.0. Box E Oak 



. .... _. . .. - 

codgoricu of hdITidt?Ub &mnYd trp 
tbe suptea' 

Registrants ars tbolle piaKnt d 
former eqbyeea d ~ . c t o n o f  thr 
D e p e r t n z s n t d W . n d i W  
pmdecemx ogadutioar ths 
ManbathnDLLridusABcdEBaA 
and p m n t  d f o n r w  dviliaa 
empbjlesriptheDepartmcntefEnargy 
Naval Reactor Program who d m d A  
whole body sxporura of ionizfns 
radiation e& b or to o x a u  d 5  IEH 
in any 0- tale- year* 
ccrtegorier GfReaXds ta * sJ+at= 
t Rostem of namea of indIvidUat 

meeting the abow aim for Mudon 
in the Regbtry submitted tbtough the 
Department of Energy &Id opertltfon 
offices from Department of Emw- 
owned and aperated fadlitier md dter 

addition to namu of such indtvidds, 
these mitern inch& social d t y  
number or othex identifyfng' faformation. 
sex, race, date ofbfrth,  date &/or 
place of death Ant date of h h  last 
dateoftmIlinatioeconttnJtyofMra. 
year in which they received h t  h e ,  
greater than ar c q d  to S RFxd a d  
radiatioa dose in excess of 5 REM total 
career radiation esposure doe.  
2 or copied life- mtdid 

recorda from plant and private 
physicians and b0spit.l 
routing physical rrmminatiaus, nportr 
of diagnortic and labotabq 
radiograph& EKGS atc, ff abstracted 
porciOKta of arch recordr as pml8qlJhd 
for the purpores of the rtudy. 

3. seadl and contad infomlltfoe fm 
registmntr who ara no longer employed 
at qualified rites or who ge dsceased 

4. Death Certificates. 
AuihoRW for Ma~bnmce oftti19 
System: 

5 U.S.C. 301: Department of Bnegy 
Organization Act including authorities 
harporated by reference in Title III of 
the Department of Energy Organization 
Act; Executive Order 12009 
Routine Uses of Recards MaintaWh 
the System, hciudhg of 
Users and the Piiqose8 of Such UM 

1. To provide a ament r e d  of 
registrants for use by Department of 
Energy, and its contractors a d  
COMdtallb. 
2 To identify specific populations for 

w e  in epidemiological and clinical 
studies. 

3. TO conduct medical me inance  
during the lifetime of the registrants. 

4. Additional uses 4, a 9.10, as listed 
in Appendix B to the Department of 

f 0 3 2 b b 3  

b e q y  pubhatrap of 

 police^ md'Apcti#j for SIoriryt 
R e ~ v *  Aarrooine, Retoin& aad 

tapeawmpaterprintarb,pmrehad 
C a t d r , d i U W t a p r d  
micmfilm. 

ndtymrmber. 

cabinets. Ir tfmihd to 
Individual8 whose a c i d  duties nqub 

Retention and Dhpna& Recar& 
retention and dbpod authorities w 
contained in the Doe Wa FS24.1, 
"Records Xlisposition." Records within 
the Departmart of Enc%p an der- 
by rhrsddiag. bming. =burial i rn 

Manager of the Oak Ridge OlmratiaPr 

Not@zation Aoceduff: 

determine if a ryrtem of mcordo 
contains fnfannation h u t  him or her 
rhould be directed to the prfvacy Act 
officer, Department of Enegg. P.O. Box 
E, Oak Ridge. Tennessee 37836 la 
accordance with the Department d 
~ n e g y ' ~ r n v ~ ~ c t n & t i o o t ~  
CFR Part 1008,45 FR sl578, September 
lB, lm]. 
b. Required identifyin8 information: 

Name, mdal8ecnrity number, andtime 
period. 
RecordAca?.wRvadmx 
a. Requests by an individunl for 

access to a system of resxnda that 
containn information about him or her 
rhould be w e d  to the Privacy Act 
Officer, Department of Energy, P.O. Box 
E Oak Ridge, Tennessee 37830 fn 
accordance with the Department of 
Energy's Privacy Act replatiom (10 

* 

(=FR Par t  1008, IS PR a578 September 
ie. laso). 
. - b. Required identifying inlormatian: 
Name, rocid aecurity number, and tima 
period. 
Recordsapcs cotegoriss: 

Dis- of Recordr ia de S- 
S t o m p a p s r  recotth euapu- . 

RetrievabiZi9? By k e  and social 

s4fegoard+.Recordrwrmtfntafned 
in locked sectdty amnI inlocked me 

.CEBSS. 

O f f i W i r t h e S Y S t e m ~ .  

a. Requests by an individual. to 

The iadMduaL medical records. 
physicians, medical b8tihtiOIlS, and 
reports of hddent/acddent 
investigations from private and public 
noms. radiation dosimetry record& 
rrecurity demance r e d  and 
employment recorda b 

' n 4 n ~ o M ~ ~ b s b r .  

Spbm Rxempledfirm, csrdnin . 
Aorisionr#theAc+.Now. 
DOE 73 

Syatesn aam:Ihc USDTPA Registrp. 

System location: Oak Ridge 
s e w i t y & u i 8 E P t b n : U E d a ~ d  

Operattom OBI-. P.Q Box E Odc 
Ridge Tenawes 37830. 

&e Syshm: 

because of real or suspected internal 
contaminatiaa with t m n s d e  
elements, have received diahyi- 
anetriaminepentaacatic acid 0. h 
the calcium or zinc form during the 
c o w  of chelation therapy. 
AdmhWra~a of the 8gentDTPA i8 
limited to physicians who are CO- 
Inveatigaton with tht Departmat d 
Energy contractor rtpEF an tbe 
bvestigative New Drps W e  d the 
FoodandDn~gAd~ihbtrcltiorr. 

c o t € y p 5 Y a & f ~ P i & d s M b p  

Regiatrantr M &om indivfduab who. 

c o ~ & O f ~ i n L h e S y . t r c m :  
1. The records compiled by the 

phyti&m idddstrrhzp DTPA in the 
event ofmexposw &at was knovn to 
haocuwasmrpectedofh~mrwd 
traptutanic ' * t i n n i n m y  
requiring Cwatioa therapyWithDTpA. 
Thuemdsfndude a desrxiptimof 
the apobprc thr d t a  af rerial 
biousaya and frrveotigatbm a d u d e d  
to evaluate the level of inhrnal 
contamination and the efficacy of 
subsequent chelation by DTPA. The 
form dUI'PA and ths route md 
bequency of administration are 
d e d  together with an untoward 
effects of the therapy. 
2. Names, rodal security rmmben OT 

other idmtifien and vitnl statas of 
treated persons. The last known 
addresaes and the names of the *ate 
physicians of individuab who haw 
relocated or who am no longer within 
the practice of the administering 
phyaidan(r) u e  included in the DTPA 
Registry to facilitate the search and 
contact of these individualr. 

3. original or cupies of medical ~ 

m rda  of illnesses. examination% 
including routine followup 
examinations, investigatiom. etc., that 
have occumd since the initial 
administration of DTPA 

4. Death certification. 
Authority fbr M a i n t c e  of the 
Sysfqm: 

5 U.S.C. 301. Department uf Energy 
Organization Act including authorities 
incorporated by reference in Title III of 

Act; Executive Order 12009. 
tha Department of Energy oganizatian 



Routine Uses of Reconfs Maintained in 
the System, Including Categories of 
Lhrs and &he ?uqoses of Such Uses 

L To provide a curtent record of 
individuals treated with DTPA for use 
by the Department of Energy and its 
contractors and consultants. 

2. To identify by epidemiological 
methods any long-term untoward effect 
associated with DTPA therapy, 

3. To provide information to FDA in 
accord with the I.N.D. license and 

B 

c o n t a h  information about him or her 
r h d d  be directed to the Privacy Act 
Officer. Department of Energy, P.O. Box 
E Oak Ridge. Tennessee 37830 in 
accordance with the Department of 
Energy’s Privacy Act regulations (10 
CF’R Part 1008.45 FR 81578, September 
18, lQ80). 

b. Required Identifying information: 
Name, rodal security number, and time 
period 
antestins Record Pmcedums 

issuances. 

in Appendix B.’ 
Policies and Practices for Storing, 
Retrieving Accessihg, Retaining, and 
Disposing of Records in the System: 

Storage: Paper records. computer 
tapes, computer printouts, punched 
cards, discs, magnetic tape and 
microfilm. 

- 
4. Additional uses 4,8,9.10. as listed a. Requests by an individual to correct ! 

or amend the content of a record 
containing information about him or her 
should be directed to the Privacy Act 
Officer, Department of Enem.  P.O. Box 
E Oak Ridge, Tennessee 37830 in 
accordance with the Pepartment of 
Energy’s Privacy Act kgulations (10 
CFR Part 1008.45 FR 81578. September 
18,1980). 

Retrievabilify: By name and social 
security number. 

Sufeguards: Records are maintainkd 
in locked security areas in locked file 
cabinets. Access is limited to 
individuals whose official duties require 
access. 

Retention and Disposal: Records 
retention and disposal authorities are 
contained in the DOE Order 1324.1, 
“Records Disposition.” Recorda within 
the Depament of Energy are destmyed 
by shredding, burning, or burial in a 
sanitary IandfiII. as appropriate. 
System Manager(s) and Address: 

The Manager of the Oak Ridge 
Operations Office is the System 
Manager. 

Notification Procedure: 

determine if a system of recorda 
contains information about him or her 
should be directed to the Privacy Act 
Officer, Department of Energy. P.O. Box 
E Oak Ridge, Tennessee 37830 in 
accordance with the Department of 
Energy’s Privacy Act regulations (10 
CFR Part 1008.45 FR 81576. September 
16, 1980). 

b. Required identifying information: 
Name, social security number, and time 
period. 

Record Access Pmcedures: 
a. Requests by an individual for 

access to a system of records that 

a. Requests by an individual to 

Reconf soune Cutegories: 
The individud medical records. 

physidans. medical institutioha and 
reports of inddent/accident 
investigations fmm private and public 
sources. radiation dosimetry recordn 
security clearance records and 
anployment records. 

Systema Ekempted from Certain 
Provisions of the Ace None. 
Appendix &Additional Routine Uws 

The following mutine uses apply to 
and are incorporated by reference into 
each system of records as stated therein: 
1. In the event that a record within 

this system of records maintained by 
this agency indicates a violation or 
potential violation of law, whether civil, 
criminal or regulatory in nature. and 
whether arising by general statute or 
particular program pursuant thereto. the 
relevant records in the system of records 
may be referred as a routine use to the 
appropriate agency, whether Federal, 
State, local, or foreign, charged with the 
responsibility of investigating or 
prosecuting such violation or charged 
with enforcing or implementing the 
statute, or rule, regulation or order 
issued pursuant thereto. 
2. A record from this system of 

records may be diedoeed as a routine 
use to a Federal, State, or local agency 
maintaining c i d ,  criminal. or other 
relevant enforcement information or 
other pertinent information. such as 
current licenses, if necessary, to obtain 
information relevant to an agency 

I 

decision conctrrrtng the bk@ or 
retelltion of 111 emdoyee, the ~s8uazca 
of a security clearance, the letting of a 
contract or the issuance of a license, 
grant or other benefit 

3. A recard froln thh ryrtea of 
recotdr may be dirclosed 18 a routine 
use, to a Federal agency. ln response to 
ita request in connection with the hiring 
or retention of an employee, the 
issuanch of I d t y  clearanca. the 
reporting of an investigation of an 
employee. the letting of I contract or 
the issuance of lice-. grant. or other 
benefit by the -questing agency. to the 
extent that the information is relevant 
and necessary to the requesting 
agency’r dadrion on the matter. 

. 
rscordr m y  be disdored. .I I routine 
we (a) b appropriate parties engaged in 
litigation (Y In preparation of possible 
litigatioa sucb aa potential witnessem, 
for the pruposc of sewkg their 
testimony when neasrary; (b) to courts. 
magistrates or administrative tribunal: 
(c) to parties and their attorneys for the 
purpose of proceeding with litigation or 
settlement of disputes: and (d) to 
individuals seelung information by using 
established discovery procedures, 
whether in connection with civil, 
criminal, or regulatory proceedings. 

3. A record maintained by this agency 
to carry out its fundona which relates 
to civil and criminal proceedings may be 
&dosed to the news media in 
accordance with guidelines contained in 
Department of Justice regulations 28 
CFR 502 
6. A record maintained by this agency 

to carry out ita functions may be 
disclosed to foreign govemmentn in 
accordance with treaty obligations. 

7. A record from this system of 
records may be disclosed to the Ofice 
of Management and Budget in 
connection with the review of private 
relief legislation as set forth in OMB 
Circular No. A-19 at any stage of the 
legislative coordination and clearance 
process as set forth in that Circular. 

8. A record from this system of 
records may be disclosed. as a routine 
we,  to DOE cantracton in performance 
of their contracts, and their officers and 
employees who have a need for the 
record in the performance of their duties 
subject-to the same limitations 
applicable to DOE officers and 
employees under the Privacy Act 

4. A record from thir rydem of 

‘These mutme WI are reprinted M o w .  
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OAK RIDGE ASSOCIATED UNIVERSITIES 

OAK RIDGE, TENNESSEE 37830 

INCORPORATED 
P. 0. BOX 117 

March6, 1972 

D. T. Chalkleg, Ph.D. 
Special Assistant to the Director 
Division of Research Grants 
Department of Health, Education, and Welfare 
Public Health Service 
National Institutes of Health 
Bethesda, Maryland 20014 

Dear Doctor ChalHey: 

In line with our request to you for a General Institutional 
Amurance, we are enclosing a Statement of Compliance 
reflecting the present DHEW policy. This Statement of 
Compliance, signed by appropriate officials of Oak Ridge 
Associated Universities and Oak Ridge National Laboratory, 
has also been reviewed and approved by the Committee on 
Human Studies that acts for the two institutions. 

AREA CODE 615 
TELEPHONE 483-8411 

Thank you very much for your help with this. 

GouldA. Andrewa, M.D. 
Chah€Kl ,  
The Medical Division 

G A A h  

Enclosure 
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DEPARTMENT O F  HEALTH, EDUCATION, A N D  WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 MAi; 1 i; 

1716 
Gould A. Andrews, M.D. 
Chairman, Medical Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr. Andrews: 

In association with its responsibilities regarding the review and acceptance 
of assurances on the use of human subjects, this office periodically issues 
a cumulative list of institutions which have filed acceptable general assurances. 

Since many institutions are involved in cooperative activities, the enclosed 
copy of the "Forty-third Cumulative List. . ." will facilitate determining 
if cooperating institutions have filed acceptable general assurances and 
have committees with which you can work. 

We are also using this letter to advise you of the current status of your 
own institution. Our records indicate that: 

Your revised assurance of compliance with Department of Health, 
Education, and Welfare policy has been accepted and you have 
been so notified. 

0 
'1 ;.,- Your revised assurance of compliance with DHEW policy has been 

received and is under review. 

Your committee structure only has been submitted. 
L. 

You have not submitted a substantive response to previous 
memoranda requesting compliance with DHEW policy. 

' ?\; 
I' : .. 0 

0 
@ 

\ 
* 

.e 
(' 

<.' 

The code designations (2)-(9) immediately preceding the institution's name 
indicate your assurance status as  of February 11, 1972. 
discrepancy between your understanding of your status and the code listing, 
please let us know. 

If you note any 

The DHEW policy permits us to interpret assurances of compliance with the 
older Public Health Service policy as temporarily meeting the Departmental 
requirements. However, institutions not in compliance with DHEW policy as 
of July 1, 1972, will be deleted from the cumulative list. Pryw T. Chal ley, Ph. . 

En clo sur e 

Special Assistant t% the Director 
Division of Research Grants 1 0 3 2 b b 1  



GENERAL INSTITUTIONAL ASSURANCE 

Statement of Compliance 

Oak Ridge Associated Universities and Oak Ridge National Laboratory will comply 
with the policy for the protection of human subjects participating in activities sup- 
ported directly or  indirectly by grants o r  contracts from the Department of Health, 
Education, and Welfare. 

These institutions have jointly established and do maintain a committee competent 
to review projects and activities that involve human subjects. The committee is 
assigned responsibility to determine for  each activity as planned and conductedythat: 

The rights and welfare of subjects a r e  adequately protected. 
The risks to subjects a re  outweighed by potential benefits. 
The informed consent of subjects will be obtained by methods 

that are adequate and appropriate. 

These institutions will provide for committee reviews to be conducted with objectiv- 
ity and in a manner to ensure the exercise of independent judgement of the members. 
Members will be excluded from reviews of projects o r  activities in which they have 
an active role or a conflict of interests. 

These institutions will encourage continuing constructive communication betwe en 
the committee and the project directors as a means of safeguardiilg the rights and 
welfare of subjects. 

These institutions will provide for the facilities and professional attention required 
for subjects who may suffer physical, psychological, o r  other injury as a result 
of participation in an activity. 

I ._ 

These institutions will maintain appropriate and informative records of committee 
reviews of applications and active projects, of documentation of informed consent, 
and of other documentation that may pertain to the selection, participation, and 
protection of subjects and to reviews of circumstances that adversely affect the 
rights o r  welfare of individual subjects. 

These institutions will periodically reassure themselves through appropriate admin- 
istrative overview that the practices and procedures designed for the protection of 
the rights and welfare of subjects a r e  being effectively applied and are consistent 
with the assurance as accepted hy the Department of Health, Education, and Welfare. 

- 
a 
Er19 
h;) 

W 
CT 
aQ 

OAK RIDGE ASSOCIATED U-IUN;ERSI.TIE~ 

Executive Director Title 
c i a t e  Director f o r  

Title edical and Environmental Scien 

Date February 28, 1972 Date March 2 ,  1972 

CE 

Attachment: Implementing Guidelines 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

March 31, 1972 1716 

Gould A. Andrews, M.D. 
Chairman, Medical Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr . Andr ews: 
Thank you for your letter of March 6 ,  1972, together with your "general" 

institutional assurance, to comply with DHEW policy on protection of 

human subjects, We also need a list of your Review Committee by name, 

position, and other indications of competence such as earned degrees, 

board certifications, licensures, etc. Upon receiving this list we will 

be able to complete our review of your assurance. 

H. Conner, Ph.D. 
Institutional Relations Branch 
Division of Research Grants 
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FOREWORD 

:ng Office 

i 

The Department’s basic policy, quoted in the first f e w  paragraphs 
of  this Guide, i s  simple i n  concept. However, simplicity in conception 
is not  always easily translated into simplicity in application. M a n y  
of  the bas ic  terms of the policy, such a s  subject, risk, and informed 
consent, are differently understood in the several professions that 
participate i n  the varied grant and contract programs supported by 
the Department. This Guide provides working definitions of the policy’s 
more critical terms, and outlines flexible operating procedures which 
can be adapted to a variety of grant and  contract mechanisms. 

A flexible policy i s  essential. Research, development, and the re- 
duction to practice of new ideas are not  carried out in a practical, 
ethical, or legal vacuum. The public interest obviously would not be 
served by an inflexible approach to what  can or should b e  done. 
Ultimately, the decisions required by this policy must depend upon 
the common sense and sound professional judgment of reasonable 
men. The Department’s policy and  the Guide are intended to provide 
room for the exercise of this judgment. 

In i ts  present form, the Guide reflects several years’ experience 
wi th  a n  earlier Public Health Service policy. It incorporates many 
comments and  suggestions by representatives of gruntee and con- 
tractor institutions, and by consultants and staff of the operating 
agencies of  the Department. Future experience in the application o f  
the policy in the fields of health, education, and welfare will simulta- 
neously raise questions and  suggest changes. Correspondence should 
be addressed to the Chief, Institutional Relations Section, Division of 
Research Grants, National Institutes of  Health, Bethesda, Md. 20014. 

D. T. Chalkley, Ph. D. 
Chief, Insfifufional Relations Secfion 
Division of Research Granfs, NIH, DHEW 

I 
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POLICY' 

1 

Safeguarding the rights and welfare of human subjects involved 
in activities supported by grants or contracts from the Department 
of Health, Education, and Welfare i s  the responsibility of the institu- 
tion which receives or is  accountable to the DHEW for the funds 
awarded for the support of the activity. 

In order to provide for the adequate discharge of this institutional 
responsibility, i t  i s  the policy of the Department that no grant or 
contract for an activity involving human subjects shall be made unless 
the application for such support has been reviewed and approved 
by an appropriate institutional committee. 

This review shall determine that the rights and welfare of the 
subjects involved are adequately protected, that the risks to an indi- 
vidual are outweighed by  the potential benefits to him or by the 
importance of the knowledge to be gained, and that informed con- 
sent i s  to be obtained by methods that are adequate and appropriate. 

In addition the committee must establish a basis for cont;nuing 
review of the activity in keeping with these determinations. 

The institution must submit to the DHEW, for its review, approval, 
and official acceptance, an assurance of its compliance with this 
policy. The institution must also provide with each proposal involving 
human subjects a certification that it has been or will be reviewed in  
accordance with the institution's assurance. 

No grant or contract involving human subjects at risk will be made 
to an individual unless he i s  affiliated with or sponsored by an insti- 
tution which can and does assume responsibility for the protection 
of the subjects involved. 

Since the welfare of subjects i s  a matter of concern to the Depart- 
ment of Health, Education, and Welfare as well as to the institution, 
no grant or contract involving human subjects shall be made unless 
the proposal for such support has been reviewed and approved by 
an appropriate professional committee within the responsible com- 
ponent of the Department. As a result of this review, the committee 
may recommend to the operating agency, and the operating agency 
may require, the imposition of specific grant or contract terms pro- 
viding for the protection of human subjects, including requirements 
for informed consent. 

APPLICABILITY 

A. General 
This policy applies to all grants and contracts which support ac- 

tivities in which subjects may be at risk. 

B. Subject 

This term describes any individual who may be at risk as a conse- 

1 0 3 2 b 1 7  
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quence of participation a s  a subject in research, 
stration, or other activities supported by  DHEW 

This may include patients; outpatients: donors 

development, demon- 
funds. 
of  oraans. tissues, and - .  

services: informants; ' and normal . volunteers, including students who are 
placed a t  risk during training in medical, psychological, sociological, educa- 
tional, and other types of activities supported by DHEW. 

Of particular concern are those subjects in groups with limited civil free- 
dom. These include prisoners, residents or clients o f  institutions for the 
mentally ill and mentally retarded, and persons subject to  military discipline. 

The unborn and the dead should be considered subjects t o  the extent 
that they have rights which can b e  exercised by  their next o f  kin or legally 
authorized representatives. 

C. At Risk 
An individual is considered to be "at risk" if he may b e  exposed 

to the possibility of harm-physical, psychological, sociological, or 
other-as a consequence of any  activity which g o e s  beyond the 
application of those established and accepted methods necessary to 
meet his needs. The determination of when a n  individual is at risk 
is a matter of the application of common sense and  sound profes- 
sional judgment to the circumstances of the activity in question. 
Responsibility for this determination resides at all levels of institu- 
tional and depor!mental review. DeSniHve determination will b e  made 
by  the operating agency. 

D. Types of Risks and Applicability of fhe Policy 
I. Certain risks are inherent in life itself, a t  the time and in the places 

where life runs i t s  course. This policy i s  not concerned with the ordinary 
risks o f  public or private living, or those risks associated with admission 
t o  a school or hospital. It i s  not concerned with the risks inherent in pro- 
fessional practice as long as these d o  not exceed the bounds o f  established 
and accepted procedures, including innovative practices applied in the 
interest of the individual patient, student or client. 

Risk and the applicability o f  this policy are most obvious in medical and 
behavioral science research projects involving procedures that may induce 
a potentially harmful altered physical state or condition. Surgical and 
biopsy procedures: the removal o f  organs or tissues for study, reference, 
transplantation, or banking: the administration o f  drugs or radiation: the 
use of indwelling catheters or electrodes: the requirement o f  strenuous 
physical exertion: subjection t o  deceit, public embarrassment, and humilia- 
t ion are all examples o f  procedures which require thorough scrutiny b both 

mittees. In general those projects which involve risk of physical or psy- 
chological injury require prior written consent. 

2.  There is a wide range o f  medical, social, and behavioral projects 
and activities in which no immediate physical risk t o  the subject i s  in- 
volved: e.g., those utilizing personality inventories, interviews, questionnaires, 
or the use o f  observation, photographs, taped records, or stored data. 
However, some of these procedures may involve varying degrees of dis- 
comfort, harassment, invasion o f  privacy, or may constitute a threat to  the 

the Department o f  Health, Education, and Welfare and institutiona Y com- 
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subject's dignity through the imposition o f  demeaning or dehumanizing 
conditions. 

3. There are also medical and biomedical projects concerned solely with 
organs, tissues, body fluids, and other materials obtained in the course of 
the routine performance of medical services such as diagnosis, treatment 
and care, or a t  autopsy. The use of these materials obviously involves no 
element of physical risk t o  the subject. However, their use for many research, 
training, and service purposes may present psychological, sociological, or 
legal risks t o  the subject or his authorized representatives. In these instances, 
application of the policy requires review t o  determine that the cir- 
cumstances under which the materials were procured were appropriate 
and that adequate and appropriate consent was, or can be, obtained for 
the use of these materials for  project 

4. Similarly, some studies dependP upon stored data or information 
which was often obtained for quite different purposes. Here, the reviews 
should also determine whether the use o f  these materials i s  within the 
scope of the original consent, o r  whether consent can be  obtained. 

urposes. 

E. Established and Accepted Methods 

Some pethods become estal-!ished + h r c m h  riccrcm stenderdizaticn 
procedures prescribed, as in the case o f  dru& or biologicals, by law or, 
as in the  case o f  many educational tests, through the aegis of professional 
societies or nonprofit agencies. Acceptance i s  a matter o f  professional 
response, and determination as t o  when a method passes from the experi- 
mental stage and becomes "established and accepted" i s  a matter of 

In determining what constitutes an established and accepted method, 
consideration should be given to  both national and local standards o f  
practice. A management procedure may become temporarily established 
in the routine o f  a local institution but st i l l  fail to  win acceptance a t  the 
national level. A psychological inventory may be accepted nationally, 
bu t  still contain questions which are disturbing or offensive t o  a local 
population. Surgical procedures which are established and accepted in 
one part  of the country may be considered experimental in another, not 
due t o  inherent deficiencies, but because o f  the lack o f  proper facilities 
and trained personnel. Diagnostic procedures which are routine in the 
United States may pose serious hazards t o  an undernourished, heavily in- 
fected, overseas population. 

If doubt exists as t o  whether the procedures t o  b e  employed are estab- 
lished and accepted, the activity should be subject t o  review and ap- 
proval by the institutional committee. 

.. judgmeni. 

F. Necessity to Meet Needs 

Even if considered established and accepted, the method may place 
the subject a t  risk if it i s  being employed for purposes other than t o  
meet the needs of the subject. Determination by an attending professional 
that a particular treatment, test, regimen, or curriculum i s  appropriate for 
a particular subject t o  meet his needs limits the attendant risks to  those 
inherent in the delivery o f  services, or in training. 

O n  the other hand, arbitrary. random, or other assignment of subjects 

. .  

.. 
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t o  differing treatment or study groups in the interests o f  a DHEW SUP- 

ported activity, rather than in the strict interests o f  the subject, introduces 
the possibility of exposing him t o  additional risk. Even comparisons of two 
or more established and accepted methods may potentially involve exposure 
of a t  least some of the subjects t o  additional risks. Any alteration of the 
choice, scope, or timing of an otherwise established and accepted method, 
primarily in the interests of a DHEW activity, also raises the issue of 
additional risk. 

If doubt exists as t o  whether the procedures are intended solely to  
meet the needs of the subject, the activity should be subject t o  review 
and approval by the institutional committee. 

INSTITUTIONAL REVIEW 
A. Initial Review of Projects 

I. Review must be carried out by an appropriate institutional com- 
mittee. The committee may be an existing one, such as a board of trustees, 
neclics! sfsl-r cornmiitee, ut:lizatlcn committee, or research cornnitfee, or 
it may be specially constituted for the purpose of this review. Institutions 
may utilize subcommittees to  represent maior administrative or subordinate 
components in those instances wnere establishmenf of a single committee 
i s  impracticable or inadvisable. The institution may utilize staff, consultants, 
or both. 

The committee must be  composed of sufficient members with varying 
backgrounds t o  assure complete and adequate review o f  projects and 
activities commonly conducted by the institution. The committee's mem- 
bership, maturity, experience, and expertise should be  such as t o  justify 
respect for i t s  advice and counsel. No member of an institutional committee 
shall be involved in either the initial or continuing review o f  an activity 
in which he has a professional responsibility, except to  provide informa- 
tion requested by the committee. In addition t o  possessing the professional 
competence t o  review specific activities, the committee should be able to 
determine acceptability o f  the prclposal in terms of institutional commit- 
ments and regulations, applicable law, standards of professional conduct 
and practice, and community attitudes.' The committee may therefore 
need to  include persons whose primary concerns lie in these areas rather 
than in the conduct o f  research, development, and service programs of 
the types supported by the DHEW. 

If an institution i s  so small that it cannot appoint a suitable committee 
from i t s  own staff, it should appoint members from outside the institution. 

Committee members shall b e  identi f ied by name, occupation or 
position, and b y  other pert inent indications of experience and com- 
petence i n  areas pert inent to the 'a reas  of review such a s  earned 
degrees, boa rd  certifications, licensures, memberships, etc. 

Temporary replacement of a committee member by  an alternate of 
comparable experience and competence i s  permitted in the event a mem- 

1 In the United States, the regulations of the Food and Drug Administration 121 CFR 130)  
provide thot the committee must possess competencies to determine acceptability of the 
project in these terms in order to review proposals for investigationol new drug IINDI 
studies. 
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ber is  momentarily unable t o  fulfill committee responsibility. The DHEW 
should be  notified of any permanent replacement or additions. 

2. The institution should adopt a statement of principles that will 
assist it in the discharge of its responsibilities for protecting the rights 
and welfare of subiects. This may be an appropriate existing code 
or declaration or one formulated by the institution itself.2 It i s  to be 
understood that no such principles supersede DHEW policy or appli- 
cable law. 

Review begins with the identification of those projects or activities 
which involve subjects who may be  a t  risk. In institutions with large grant 
and contract programs, administrative staff may be  delegated the responsi- 
bility of separating those projects which do  not involve human subjects 
in any degree: i.e., animal and nonhuman materials studies. However, deter- 
minaticns as t o  whefher any pro'ect or activity invclves hum23 subjects 

the committee, or by subcommittees. 
If review determines that the procedures to  be applied are t o  be  limited 

t o  those considered b y  the committee t o  be  established, accepted,, and 
ceceiiary io the needs of :ke subjecr, review need go no furrhzr; ana the 
application should be certified as approved by the committee. Such proi- 
ects involve human subjects, bu t  these subjects are not considered t o  be 
a t  risk. 

If review determines that the procedures t o  be  applied will place the 
subject a t  risk, review should be expanded to  include the issues of the 
protection of the subject's rights and welfare, of the relative weight of 
risks and benefits, and of the provision of adequate and appropriate con- 
sent rocedures. 

WEere requited by workload considerations or by geographic separa- 
t ion o f  operating units, subcommittees or mail review may be utilized t o  
provide preliminary review of applications. 

Final review o f  projects involving subjects a t  risk should be  carried out 
by a quorum o f  the committee.' Such review should determine, through 
review of reports by subcommittees, or through i t s  own examination of 
applications or  o f  protocols, or through interviews with those individuals 
who will have professional responsibility for the proposal project o r  activity, 
or through other acceptable procedures that the requirements of the 
institutional assurance and of DHEW policy have been met, specifically 
that: 

a. The rights and welfare of the subjects are adequately protected. 
Institutional committees should carefully examine applications, 

protocols, or descriptions of work to arrive at an independent deter- 

3.  

a t  risk is  a professional responsibi I ity to  be discharged through review by 

0 mination of possible risks. The committee must be alert to the possi- 
bility that investigators, program directors, or contractors may, quite 
unintentionally, introduce unnecessary or unacceptable hazards, or 
fail to provide adequate safeguards. This possibility is particularly 
true i f  the project crosses disciplinary lines, involves new and untried 
procedures, or involves established and accepted procedures which 
are new to the personnel applying them. Committees must also assure 

* Some of the existing codes or slatements of principles concerned with the profection of 

3 In the United States, the quorum reviewing investigotional new drug studies must safisfy 
human subjects in research, investigation, and care are listed in  attachment C. 

requiremenls o f  the Food and Drug Administration I21 CFR 130). 
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themselves that proper precautions will be taken to deal with emer- 
gencies that may develop even in the course of seemingly routine 
activities. 

When appropriate, provision should be made for safeguarding inforrna- 
tion that could be traced to,  or identified with, subjects. The committee 
may require the project or activity director to  take steps t o  insure the 
confidentiality and security o f  data, particularly if it may not always remain 
under his direct control. 

Safeguards include, initially, the careful design o f  questionnaires, in- 
ventories, interview schedules, and other data gathering instruments and 
procedures t o  limit the personal information t o  be acquired t o  that 
absolutely essential t o  the project or activity. Additional safeguards include 
the encoding or enciphering o f  names, addresses, serial numbers, and o f  
data transferred t o  tapes, discs, and printouts. Secure, locked spaces and 
cabinets may be necessary for handling and storing documents and 
files. Codes and ciphers should always be kept in secure places, distinctly 
separate from encoded and enciphered data. The shipment, delivery, and 
transfer of all data, printouts, and files between offices and institutions 
may require careful controls. Computer t o  computer transmission of data 
r r z y  be  *esL-:c+d or fc,:S:dc!eri. 

Provision should also be made for the destruction of all edited, obsolete 
or depleted data on punched cards, taFes, discs, and other records. The 
committee may also determine a future date fsr destruction of all dored 
primary data pertaining t o  a project or activity. 

Particularly relevant to  the decision of the committees are those rights 
o f  the subjeci that are defined by iaw. The committee should familiarize 
i tsel f  through consultation with legal counsel with these statutes and com- 
mon law precedents which may bear on i t s  decisions. The provisions of 
this policy may not be construed in any manner or sense that would 
abrogate, supersede, o r  moderate more restrictive applicable law or pre- 
cedential legal decisions. 

Laws may define what constitutes consent and who may give consent, 
prescribe or proscribe the performance of certain medical and surgical 
procedures, protect confidential communications, define negligence, define 
invasion o f  privacy, require disclosure of records pursuant to legal process, 
and limit charitable and governmental immunity (see, e.g., the University 
of Pittsburgh Law Manual]. 

b. The r isks to an  individual are outweighed by the potential 
benefits to him or by  the importance of the knowledge to be gained. 

The committee should carefully weigh the known or foreseeable risks 
t o  be encountered by subjects, the probable benefits that ma accrue t o  

subject’s participation in the project or activity. If it seems probable 
that participation will confer substantial benefits on the subjects, the com- 
mittee may be justified in permitting them to  accept commensurate or 
lesser risks. If the potential benefits are insubstantial, or are outweighed by 
risks, the committee may be justified in permitting the subjects to  accept 
these risks in the interests of humanity. The committee should consider the 
possibility that subjects, or those authorized to  represent subjects, 
b e  motivated to  accept risks for unsuitable or inadequate reasons. In suc 
instances the consent procedures adopted should incorporate adequate 
safeguards. 

them, and the  probable benefits t o  humanity that may resu Y t from the 
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Compensation t o  volunteers should never be  such as t o  constitute an 
undue inducement. 
No subject can be  expected t o  understand the issues of risks and 

benefits as fully as the committee. Its agreement that consent can reason- 
ably b e  sought for subject participation in a project or activity is of 
paramount practical importance. 

“‘The informed consent o f  the subject, while often a legal necessity is  a 
goal toward which we must strive, but  hardly ever achieve except in the 
simplest cases.” 

(Henry K. Beecher, M.D.) 
c. The informed consent of subjects will be obtained by methods 

that are adequate and appropriate. 

Note.-In the United Stales, adherence to the regulations of the Food and Drug Adminis- 
tration (21 CFR 1301 governing consent in projects involving investigational new drugs 
( IND) i s  required by law. 

Informed consent is the agreement obtained from a subject, or from 
his authorized representative, to the subject’s participation in an 
activity. 

The basic elements of  informed consent are: 

1. 

2. 
3. 
4. 

5. 
6. 

A fair explanation of the procedures to be followed, includ- 
ing an identification of those which are experimental; 
A description of the attendant discomforts and risks; 
A description o f  the benefits to be expected; 
A disclosure of  appropriate alternative procedures that would 
be advantageous for the subject; 
An  offer to answer any inquiries concerning the procedures; 
An  instruction that the subject i s  free to wi thdraw his consent 
and  to discontinue participation in the project or activity at 
any time. 

In addition, the agreement, written or oral, entered into by the 
subject, should include no exculpatory language through which the 
subject i s  made to waive, or to appear to waive, any of his legal 
rights, or to release the institution or its agents from liabil i ty for 
negligence .4 

informed consent must be documented (see Documentation, p. 35). 
Consent should be gbtained, whenever practicable, from the subjects 

themselves. When the subject group will include individuals who are not 
legally or physically capable of giving informed consent, because of age, 
mental incapacit , or inability t o  communicate, the review committee 

by other qualified third parties representative o f  the subjects’ interests. 
In such instances, careful consideration should be given by the committee 
not only t o  whether these third parties can be  presumed t o  have the 
necessary depth o f  interest and concern with the subjects’ rights and 
welfare, bu t  also t o  whether these third parties will be legally authorized 
t o  expose the subjects t o  the risks involved. 

should consider t tl e validity o f  consent by next o f  kin, legal guardians, or 

4 Use of exculpatory clauses in consent documents i s  considered contrary to public policy. 
Tunkl vs. Regents of University of California, 60 Cal. 2d  92, 32 Cal. Rptr.33, 383 P. I d  
441 119631, Annot., 6 A.L.R. 3d 693 (19661. 
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The review committee will determine if the consent required, whether 
t o  be secured before the fact, in writing or orally, or after the fact follow- 
ing debriefing, o r  whether implici t  in voluntary participation in an ade- 

advertised activity, i s  appropriate in the light of the risks to 
the quate% su ject, and the circumstances o f  the project. 

The review committee will also determine if the information t o  be given 
t o  the subject, o r  t o  qualified third parties, in writing or orally, i s  a fair 
explanation of the project or activity, o f  i t s  possible benefits, and o f  i t s  
attendant hazards. 

Where an activity involves therapy, diagnosis, or management, and a 
professional/patient relationship exists, it i s  necessary "to recognize that 
each patient's mental and emotional condition i s  important . . . and that 
in discussing the element of risk, a certain amount o f  discretion must be 
employed consistent with full disclosure o f  fact  necessary t o  any informed 
consent." 5 

Where an activity does not involve therapy, diagnosis, o r  management, 
and a professional/subject rather than a professional/patient relationship 
exists, "the subject i s  entitled t o  a full and frank disclosure o f  all the facts, 
probabilities, and opinions which a reasonable man might be  expected t o  
consider before giving his constni." * 

When debriefiing procedures are considered as a necessary part  o f  the 
plan, the committee should ascertain tha i  these will be  complete and 
prompt. 

B. Confinuing Review 

This i s  an essential part  of the review process. While procedures for 
continuing review o f  ongoing projects and activities should be based in 
principle on the initial review criteria, they should also be  adapted t o  the 
size and administrative structure of the institution. Institutions which are 
small and compact and in which the committee members are in day-to-day 
contact with professional staff may be  able t o  function effectively with some 
informality. Institutions which have placed responsibility for review in boards 
o f  trustees, utilization committees, and similar groups that meet on frequent 
schedules may find it possible t o  have projects re-reviewed during these 
meetings. 

In larger institutions with more complex administrative structures and 
specially appointed committees, these committees may adopt a variety 
o f  continuing review mechanisms. They may involve systematic review of 
projects a t  fixed intervals, o r  a t  intervals set by the committee com- 
mensurate with the project's risk. Thus, a project involving an untried 
procedure may initially require reconsideration as each subject completes 
his involvement. A highly routine project may need no more than annual 
review. Routine diagnostic service procedures, such as biopsy and autopsy, 
which contribute to  research and demonstration activities generally require 
no more than annual review. Spot checks may be used t o  supplement sched- 
uled reviews. 

Actual review may involve interviews with the responsible staff, or 

' S a f g o  VI. Leland Stanford Jr. University Board of Trurfecr I154 C.A. 2nd 560;  317 P. 

6 Hafurhka VS. Univcrr i fy  of Sarkafchewan, 11965) 5 3  D.L.R. l2d). 
2d 1701). 

\: 
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review of written reports and supporting documents and forms. In any 
event, such review must be completed a t  least annually t o  permit certi- 
fications of review on noncompeting continuation applications. 

C. Communicafion of the Committee's Action, Advice, and 
Counsel !i 

I 
If the committee's overall recommendation i s  favorable, it may simultane- 

ously prescribe restrictions or conditions under which the activity may be 
conducted, define substantial changes in the research lans which should be  
brought t o  i t s  attention, and determine the nature and3frequency of interim 
review procedures to  insure continued acceptable conduct o f  the research. 

Favorable recommendations by an institutional committee are, of 
course, always subject to further appropriate review and rejection 
by  institution officials. 

Unfavorable recommendations, restrictions, or conditions cannot be 
removed except by the committee or by  the action of another appro- 
priate review group described in  the assurance fi led with the Depart- 
ment of Health, Education, and Welfare. 

Staff with supervisory responsibility for investigators and program direc- 
iors whose pro;S"j o i  activities heve been d ;sap~ ic~ve~ !  c: rrstricfed, and 
institutional administrative and financial officers should be informed of the 
commiitee's recommendations. Responsible professional staff should be in- 
formed o f  the reasons for any adverse actions taken by the institutional 
committee. 

The committee should be prepared a t  all times to  provide advice and 
counsel t o  staff developing new projects or activities or contemplating re- 
vision of ongoing projects or disapproved proposals. 

.. . . .  
, i  
\ 
f 

. .  ! ,. 
! '  

D. Muintenunce of un Active und Effective Committee 

Institutions should establish policy determining overall committee com- 
position, including provisions for rotation o f  memberships and appointment 
o f  chairmen. Channels o f  responsibility should be established for im- 
plementation o f  committee recommendations as they may affect the actions 
o f  responsible professional staff, grants and contracts officers, business 
officers, and other responsible staff. Provisions should be made for remedial 
action in the event of disregard of committee recommendations. 

ASSURANCES 

A. Negotiufion of Assurances 

An institution applying to the DHEW for a grant or contract involv- 
ing human subjects must provide written assurance that i t  will abide 
by  DHEW policy. The assurance shall embody a statement of com- 
pliance with DHEW requirements for initial and continuing committee 
review of the supported activities; a set of implementing guidelines, 
including identification of the committee, and a description of its 
review procedures or, i n  the case of special assurances concerned 
with single projects or activities, a report of initial findings and pro- 

. .  
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posed continuing review procedures. Institutions that have not previ- 
ously filed assurances should request instructions for the preparation 
of an assurance from the Division of Research Grants, National 
Institutes of Health. 

Negotiation of assurances is  the responsibility of the DRG, NIH. 
Negotiation will be initiated on receipt of a copy of a grant applica- 
tion, a contract proposal, or other documentation identifying the 
project and the offeror or sponsoring institution. 

Assurances will not be accepted from institutions or institutional 
components which do not have control over the expenditure of DHEW 
grant or contract funds unless they are an active part of a cooperative 
project or activity. 

An assurance will b e  accepted only after review and approval by 
the DRG, NIH. 

1 

B. Types of Assurance 
Assurcnces mcy be one o f  two types: 
1. General assurance.-A general assurance describes the review 

and implementation procedures applicable to al l  DHEW-supported 
activities within an institution, regardless of the number, location, or 
types of its components (see attachment A). General assurances will 
b e  required from institutions having a significant number of concurrent 
DHEW projects or activities involving human subjects. 

2. Specicrl assurance.-A special assurance will, as a rule, describe 
those review and implementation procedures applicable to a single 
project or activity (see attachment B). Special assurances may also 
be approved in  modified forms to meet unusual requirements either 
of the operating agency or of the institution receiving a grant or 
contract, Special assurances are not to be solicited from institutions 
which have accepted general assurances on file. 

C. Minimum Requirements for General Assurances 
1. Statement of compliance.-A formal statement of compliance 

with DHEW policy mui t  b e  executed by an appropriate institutional 
official. 

2. Impfernenling guidelines.-The institution must include as part 
of its assurance implementing guidelines that specifically provide for: 

a. The statement of principles that will assist the institution in the 
discharge of its responsibilities for protecting the rights and welfare 
of subjects. This may be  an appropriate existing code or declaration 
or one formulated by the institution itself. 

b. A committee or committee structure which will conduct initial 
and continuing reviews. Committee members shall be identified by  
name, occupation or position, and by  other pertinent indications of 
experience and competence in areas pertinent to the areas of review 
such as earned degrees, board certifications, licensures, memberships, 
etc. 

c. The procedures which the institution will follow in carrying out 
its initial and continuing review of proposals and activities to insure 
that: 

. 
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(1) The rights and welfare of subjects are adequately protected; 
(2) The ,risks to subjects are outweighed by potential benefits; 
(3) The informed consent of subjects will be obtained by methods 

d. The procedures which the committee will follow to provide ad- 
vice and counsel to project and program directors with regard to the 
committee's actions as well as the requirement for repqrting to the 
committee any emergent problems or proposed procedural changes. 

e. The procedures which the institution will follow to maintain 
an active and effective committee and to implement its recommenda- 
tions. 

that are adequate and appropriate. 
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D. Minimum Requirements for Special Assurunce 
An acceptable special assurance covering a single activity consists 

of a properly completed statement of compliance, similar to that 
illustrated by  attachment B. This assurance shall identify the specific 
grant or contract involved by its number, if known; by its full title; 
and by the name of the project or program director, principal investi- 
gator, fellow, or other person immediately responsible for the con- 
duct of the activity. The assurance shall be signed by  a committee 
of not fewer than three members and executed by on cppropricfe 
institutional official. The committee shall describe in  general terms 
those risks to the subiect that i t  recognizes as inherent in  the activity. 
Content procedures fo be  used are to be described. Any consent 
statement to be signed, heard, or read by the subject or responsible 
third parties should be attached. The assurance should outline the 
circumstances under which the director or investigator will be required 
to inform the committee of proposed changes in  the activity, or of 
emergent problems involving human subjects. The assurance should 
also indicate whether the director or investigator will b e  required 
to submit written reports, appear for interview, or be visited by the 
committee or committees to provide for continuins review. It should 
also indicate the intervals at which such reviews will take place. 

---_.-- 

TIMING AND CERTIFICATION OF INSTITUTIONAL REVIEW 
A. General Assurances 

1. Timely review.-All proposals involving human subjects submit- 
ted by institutions with accepted general assurances should, whenever 
possible, be  given institutional review and approval prior to submis- 
sion to the DHEW. The proposal or application should be  appropriately 
marked in the spaces provided on forms, or the following statement 
should b e  typed on the lower or right hand margin of the page 
bearing the name of the institutional official authorized to sign or 
execute applications or proposals for the institution: 
"HUMAN SUBJECTS-REVIEWED AND APPROVED ON -(date)-." 
(This date should b e  no more than 90 days prior to the submission 
date, and must not b e  more than 12 months prior to the proposed 
starting date.) 

2. Pending review.-If it will be necessary to delay the review, the 
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proposal is  to be appropriately 
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marked in the snaces provided on i 

forms, or the following statement i s  to be typed ii the ldwer or right 
hand margin of the page bearing the name of the institutional official 
authorized to sign or execute applications or proposals for the insti- 
tution:' 
"HUMAN SUBJECTS-REVIEW PENDING ON -Idate)-. 
(This date should be at least one month earlier than the proposed 
starting date of the project to avoid possible conflict with the award 
date.) 

3. Completion of pending review.-Review should be initiated as 
soon as possible after the submission of the proposal so that final 
action can be  completed prior to the pending review date. If this 
final action i s  disapproval, or i s  approval contingent on substantive 
changes in the proposal, the operating agency i s  to b e  notified 
promptly by  telegram; an immediate confirmatory letter; and, where 
appropriate, by withdrawal of the application from further considera- 
tion by the agency. 

4.  Insfifufionul review o f  proposuls l ock ing  detinife pfcrns or spe- 
cifications for the involvemenf of human subjects.-Certain types of 
proposals are submitted with the knowledge that human subjects 
are to b e  involved within the project period, but definite plans fo r  
this involvement cannot properly be included in the proposal. These 
include (1 1 certain training grants where trainee projects rcmain to 
be selected, and (2)  research, pilot, or developmental studies in which 
involvement depends upon such things as the completion of instru- 
ments, or of prior animal studies, or upon the purification of com- 
pounds. 

Such proposals should b e  reviewed and certified in the same man- 
ner as more complete proposals. The initial certification indicates 
institutional approval of the applications as submitted, and commits 
the institution to later review of the plans when completed. Such 
later review should be completed prior to the beginning o f  the budget 
period during which actual involvement o f  human subjects i s  to begin. 

5. Institutional review of proposals not submiffed with the intenf 
of involving human subjects.-If a proposal, at the time i t  i s  sub- 
mitted to the DHEW, does not anticipate involving or intend to involve 
human subjects, no certification should be submitted. In those in- 
stances, however, where funds are awarded in response to the pro- 
posal and i t  later becomes appropriate to use all or parts of these 
funds for activities which will involve human subjects, such use 
must be reviewed and approved in accordance with the institutional 
assurance prior to the use of subjects: 

a. Where support i s  provided by project grants or contracts, review 
and approval of such changes must be  certified to the awarding 
agency or contracting agency, together with a description of the 
proposed change in the project plan or contract workscope. Subjects 
should not be used prior to receipt of approval from agency staff or 
from the project officer concerned. 

b. Where support i s  provided by a mandatory grant or institutional 
grant, in which cases the institution determines within broad guide- 
lines the project or activities supported, including the use of human 
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subjects (i.e., general research support grants, clinical research center 
projects), review must be carried out in accordance wi th  the institu- 
t ional assurance. Certification for individual projects need not be 
forwarded to the awarding agency. 

Whenever the committee i s  uncertain as to whether a change 
should or should not be reported, the question should b e  referred 
to the operating agency concerned. 

A l l  certifications are subject to verfication b y  DHEW representatives 
authorized to examine institutional and committee records. 

B. Special Assurances 
When a special assurance i s  submitted, i t  provides certification 

for  the in i t ia l  grant or contract period concerned. No additional docu- 
mentation i s  required. I f  the terms of  the grant or contract provide 
for  additional years of support, w i th  annual  obligation or funds, 
the noncompeting renewal application or proposal shall be certified 
in the manner described in the preceding section. 

COOPERATIVE ACTIVITIES 

grantee or prime contractor (such as a contractor under a grantee or 
a subcontractor under a prime contractor). In such instances the 
grantee or prime contractor may obtain access to all or some of the 
human subjects involved through the cooperating institution. Regard- 

4 less of the distances involved and the nature of  the cooperative 
arrangement, the basic DHEW policy applies and the grantee or prime 
contractor remains responsible for  safeguarding the rights a n d  wel- 
fare of  the subjects. The manner in which this responsibility can be 
discharged depends on whether the grantee or contractor holds an 
institutional general assurance or a n  institutional special assurance. 

i 
, Cooperative activities are those which involve other than the 

A. lnstifufions with General Assurances 

one or a combination of procedures: 
1. Init ial and continuing institutional review may b e  carried out b y  

-By the grantee's or contractor's committee; 
-By the committe? reviews conducted at  both institutions; or 
-Through cooperation of appropriate individuals or committees 

The procedures to be followed must be made a matter of record in 
the institutional files for the grant or contract before funds are re- 
leased by the grantee or contractor for the cooperative project. There 
are three relationships that may govern i n  reference to the cooperating 
institution: 

a. Cooperating institutions wi th  accepted general assurances 
When the cooperating institution has on file wi th  the DHEW a n  ac- 
cepted general assurance, the grantee or contractor may request the 
cooperator to conduct i t s  own  independent review and to report to 
the grantee's or contractor's committee the cooperating committee's 
recommendations on those aspects of the activity that concern indi- 

representing the cooperating institution. 
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I viduals for whom the cooperating institution has responsibility in 

accordance with its o w n  assurance. The grantee or contractor may, 
at its discretion, concur with or further restrict the recommendations 
of  the cooperating institution. It i s  the responsibility of  the grantee or 
contractor to maintain communication wi th  the cooperating institu- 
tional committees. The cooperating institution shotJld promptly notify 
the grantee or contracting institution whenever the cooperating insti- 
tution finds the conduct of  the project or activity within its purview 
unsatisfactory . 

b. Cooperating institution wi th  no accepted general assurance 
When the cooperating institution does not have an accepted assurance 
on file wi th the DHEW, the awarding agency concerned may  request 
the DRG, NIH, to negotiate an assurance. 

c. Interinstitutional joint reviews.-The grantee or contracting insti- 

to provide for a review committee wi th  representatives from coop- 
erating institutions. Representatives of cooperating institutions may 
b e  appointed as ad hoc members of  the grantee or contracting insti- 
tution's existing review committee or, if cooperation i s  on a frequent 
or continuing basis as  between a medical school and a group of 
affiliated hospitals, appointments may be made permanent. Under 

wi th in cooperating institutions. Al l  such cooperative arrangements 
must be accepted by the Department a s  part of a general assurance, 
a r  as a n  amendment to a general assurance, or in unusual situa:ions 
as determined by the DRG, NIH, as a special assurance. 

l tution may  wish to develop a n  agreement wi th  cooperating institutions 
I 

some circumstances component subcommittees may be established ! 

B. Institutions with Speciul Assurances 
While responsibility for  in i t ia l  and continuing review necessarily 

lies wi th the contractor, the DHEW will also require acceptable assur- 
ances from those cooperating institutions having immediate responsi- 
b i l i ty  for subjects. 

I f  the cooperating institution has on file wi th the DHEW an ac- 
cepted general assurance, the contractor shall request the cooperator 

. to conduct its o w n  independent review of -  those aspects o f  the 
project or activity which will involve human subjects for  which i t  hm 
immediate responsibility. Such a request shall be in writ ing and should 
provide for direct notification of the contractor's committee in the 
event that the cooperator's committee finds the conduct o f  the activity 
unsatisfactory. 

I f  the cooperating institution does not have an accepted general 
assurance on file wi th  the DHEW, the operating agency concerned 
must request the DRG, NIH, to negotiate an assurance. 

INSTITUTIONAL ADMINISTRATION OF ASSURANCES 

A. Institutiond Responsibility 
The grantee or contracting institution's administration is accountable 

to the Department for effectively carrying out the provisions of  the 
institutional assurance for the protection of  human subjects a s  ac- 
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cepted and recognized by  the Deportment. Revisions in the institu- 
tional assurance, including the implementing procedures, are to be 
reported to the Deportment prior to the date such revisions become 
effective. Revision without prior notification may result in withdrawal 
of departmental recognition of the institution's assurance. 

! 
I 

i 

B. Execufive Functions 

Specific executive functions to be conducted by  the institutional 
administration include institutional policy formulation, development, 
promulgatiom, and continuing indoctrination of personnel. Appropriate 
administrative assistance and support must b e  provided for the com- 
mittee's functions. Implementation of the committee's recommenda- 
tions through appropriate administrative action and followup i s  a 
condition of acceptance of an assurance, Committee approvals and 
recommendations are, of course, subject to review and to disapproval 
or further restriction by institutional officials. Committee disapprovals, 
restrictions, or conditions cannot be rescinded or removed except 
b y  action of the committee or another appropriate review group as 
described and accepted in the assurance filed with the Department. 

C. Assurance lmplernenfafion 
Under no circumstances shall proposed activity plans, not approved 

by the committee, be implemented with Department funds. The prin- 
cipal investigator, program or project director, or other responsible 
staff must be notified as promptly as possible of committee actions, 
including any restrictive recommendations made by the institutional 
committee or the administration. They must also be informed and 
reminded of their continuing responsibility to bring to the attention 
of the committee any proposed significant changes in  project or 
activity plans or any emergent problems that will affect human 
subjects. Where continuing review of projects involves the channels 
of administrative authority in  the institution, notification of committee 
actions should be sent through these channels. Establishment of 
mechanisms for consultation and appeal by  investigators and subjects 
may b e  an important condition of acceptance of an assurance by the 
Department. 

D. Documentation 

1. Generul.-Development of appropriate documentation and re- 
porting procedures i s  an essential administrative function. The files 
must include' copies of al l  documents presented or required for initial 
and continuing review b y ,  the institutional review committee and 
transmittals on actions, instructions, and conditions resulting from 
review committee deliberations addressed to the activity director 
are to b e  made part of the official institutional files for the supported 
activity. Committee meeting minutes including records of discussions 
of substantive issues and their resolution are to be retained by the 
institution and be  made available upon request to representatives 
of the DHEW. 

I 
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2. Informed consent.-An institution proposing to place any indi- 
vidual at risk is  obligated to obtain and document his informed 
consent; the terms "at risk" and "informed consent" will apply as 
defined previously. 

The actual procedure in obtaining informed consent and the basis 
for committee determinations that the procedures are adequate and 
appropriate are to b e  fully documented. The documentation will fol- 
low one of the following three forms: 

a. Provision of a written consent document embodying all of the 
basic elements of informed consent. This form i s  fo be signed by  the 
subject or h is  authorized represenfative. A sample o f  the form a s  
approved by the committee i s  to be retained in its records. Completed 
forms are to be handled in  accordance with institutional practice. 

b. Provision of a "short" form written consent document indicating 
that the basic elements of informed consent have been presented 
orally to thc? subject. Written summaries of what i s  to be said to the 
patient are to be approved by  the committee. The "short" form i s  to 
be signed by the subject or his authorized represenfative and an 
auditor-witness fo the oral presentaiion and to the subject's or his 
authorized representative's signature. A copy o f  the approved sum- 
mary, annotated to show any additions, is to be  signed by  the persons 
obtaining the consent on behalf o f  the institution and by the auditor- 
witness. Sample copies of the consent form and of the summaries 
as approved by the committee are to b e  retained in its records. 
Completed forms are to b e  handled in accordance with institutional 
practice. 

c. Modification of either of the above two primary procedures. 
All such modifications must be  approved by  fhe commifiee in the 
minutes signed by the committee chairman. Granting of permission 
to use modified procedures imposes additional responsibility upon 
the review committee and the institution to establish that the risk to 
any subject i s  minimum, that use of either of the primary procedures 
for obtaining informed consent would surely invalidate objectives 
of considerable immediate importance, and that any reasonoble alter- 
native means for attaining these objectives would be less advanta- 
geous to the subiect. 

The committee's reasons for permitting modification or eliFirination 
of any of the six basic elements of informed consent, or for altering 
requirements for a subject's signature, or for signature of an auditor- 
witness, or for substitution (i.e., debriefing), or other modification of 
full, complete, written prior consent, must b e  individually and spe- 
cifically documented in the minutes and in reports of committee actions 
to the institutional files. Approval of any such modifications should 
be regularly reconsidered as a function of continuing review and as 
required for annual review, with documentation of reaffrmotion, re- 
vision, or discontinuation as appropriate. 
3. Reporfing to DHEW.-No routine reports to DHEW are required. 

Significant changes in  policy, procedure, or committee structure shall, 
however, b e  promptly reported to the DRG, NIH, for review and ac- 
ceptance. Review of these changes or of institutional and other 
records of performance under the terms and conditions of DHEW 

i 
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policy, may require renegotiation of the assurance or such other action 
as may be appropriate. 

j ENFORCEMENT 
i The DRG, NIH, will follow up reports by reviewers, evaluators, con- 

sultants, and staff of the DHEW indicating concern for the welfare 
of subjects involved in approved and funded grants or contracts, and 
of subjects potentially involved in activities approved but not funded, 
and in disapproved proposals. On the basis of these reports and 
of other sources of information, the DRG, NIH, may, in collaboration 
with the operating agency concerned, correspond with or visit insti- 
tutions to discuss correction of any apparent deficiencies in its imple- 
mentation of the procedures described in its institutional assurance. 

If, in the judgment of the Secretary, an institution has failed in a 
material manner to comply with the terms of this policy with respect 
to a particular DHEW grant or contract, he may require that i t  be 
terminated in the manner provided for in applicable grant or procure- 
ment regulations. The institution shall be promptly notified of such 
finding and o f  the reason therefor. 

If, in the judgment of the Secretary, an institution fails to discharge 
its responsibilities for the protection of the rights and welfare of the 
individuals in its care, whether or not DHEW funds are involved, 
he may question whether the institution and the individuals con- 
cerned should remain eligible to receive future DHEW funds for 
activities involving human subjects. The institution and individuals 
concerned shall b e  promptly notified of this finding and of the reasons 
therefor. 
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DEPARTMENTAL REVIEW OF ASSURANCES 
All assurances submitted for approval are to be  forwarded to the 

DRG, NIH, for review and acceptance on behalf of the Department. 
Review will be principally concerned with the adequacy of the pro- 
posed committee in the light of the probable scope of the applicant 
institution's activities, and with the appropriateness- of the proposed 
initial and continuing review in the light of- the probable risks to be  
encountered, the types of subject populations involved, and the size 
and complexity of the institution's administration. Institutions sub- 
mitting inadequate assurances wil l be informed of deficiencies. The 
appropriate operating agency will be kept informed, on request, of 
the status and acceptance of an assurance. 
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ATTACHMENT A 

EXAMPLE OF A STATEMENT OF COMPLIANCE 
PART ONE OF A GENERAL INSTITUTIONAL ASSURANCE 

The (name  of institution] will comply with the  policy for the pro- 
tection of human subjects participating in activities supported directly 
or indirectly by  grants or contracts from the  Department of Health, 
Education, a n d  Welfare. In fulfillment of its assurance: 

This institution will establish a n d  maintain a committee competent 
to review projects a n d  activities t ha t  involve human subjects. The 
committee will b e  ass igned  responsibility t o  determine for each  ac- 
tivity as p lanned  a n d  conducted that: 

The rights a n d  welfare of subjects a r e  adequate ly  protected. 
The risks to subjects a r e  outweighed by potential benefits. 
The informed consent of subjects will be  obtained b y  methods 
tha t  are a d e q u a t e  a n d  appropriate.  

This institution will provide for committee reviews to b e  conducted 
with objectivity a n d  in a manner  to ensure the  exercise of inde- 
penden t  judgment of the members. Members will b e  excluded from 
reviews of projects or activities in which they have  a n  active role 
or a conflict of interests. 

This institution will encourage  continuing constructive communica- 
tion be tween the  committee a n d  the  project directors as a m e a n s  of 
safeguard ing  the  rights a n d  wel fare  of subjects. 

This institution will provide for t h e  facilities a n d  professional a t ten-  
tion required for subjects w h o  m a y  suffer physical, psychological, or 
other injury as a result of participation in a n  activity. 

This institution will maintain appropriate a n d  informative records 
of committee reviews of applications a n d  active projects, of docu- 
mentation of informed consent, a n d  of other documentation that m a y  
pertain to the selection, participation, a n d  protection of subjects a n d  
to revi,ews of circumstances tha t  adversely affect the  rights or welfare 
of individual subjects. 

This institution will periodically reassure itself through appropr ia te  
administrative overview tha t  the  practices a n d  procedures des igned  
for the  protection of the rights a n d  welfare of subjects a r e  being 
effectively appl ied  a n d  are consistent with its assurance as accepted 
by  the  Department of Health, Education, a n d  Welfare. 

Official signing for the institution 

Signature 

Title 

Date 
I 

Enclosure: Implementing Guidelines, Part Two of a General Insti- 
tu t ional Assurance. 

I 
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ATTACHMENT B 
EXAMPLE OF A STATEMENT OF COMPLIANCE 

SPECIAL INSTITUTIONAL ASSURANCE IN CONNECTION WITH 
SINGLE PROJECTS INVOLVING HUMAN SUBJECTS 

(0) The (name of institution) will comply with the policy for the 
protection of human subjects participating in projects or activities 
supported by grants and contracts made by the Department of 
Health, Education, and Welfare. This policy requires a review 
independent of the investigator or director to safeguard the rights 
and welfare of those subjects. An initial review of the application 

mitted by this institution on behalf of 
indicates that: 

(1) In the opinion of this committee the risks to the rights and welfare 
of the subject in this project or activity are: 

The committee states that adequate safeguards against these 
risks have been provided. 

(2) In the opinion of the committee the potential benefits of this ac- 
tivity to the subjects outweigh any probable risks. This opinion i s  
justified by  the following reasons: 

13) In the opinion of the committee the foilowing informed consent 
procedures will be  adequate and appropriate. Documentation is  
attached. 

(4) The 'committee agrees to arrange for a continuing exchange of 
information and advice between itself and the investigator or 
director, particularly to deal with proposed changes in project or 
activity design, or with emergent problems which may alter the 
investigational situation with regard to the criteria cited above. 
This exchange will be implemented through: 

This institution will provide whatever professional attention or facilities 
are required to safeguard the rights and welfare o f  human subjects. 

(51 The signatures, names, and occupations or titles of the members of the 
committee are listed below. 

for a grant or contract identified as sub- 

Signature Name Occupation or Title 

Occupation or Title Signature Name 

Occupation or Title Signature Name 

Signature Name Occupation or Title 

Date o f  Committee Approval 

[ C o n t i n u e d  page 20) 
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(6) Official signing for Institution 
Signature 

Name 

- 
Title 

Address 

Inrtitulion 

Telephone Number 

Date 

(see instructions) 
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A T T A C H M E N T  B 
IN STRU CTI 0 NS 

A n  acceptable special institutional assurance consists o f  a properly com- 
pleted formal statement o f  compliance with Department o f  Health, Educa- 
tion, and Welfare policy (see attachment B), signed by a committee of 
not less than three members and by an official authorized t o  sign for the 
institution. The explanatory paragraphs which follow refer t o  the corre- 
sponding section o f  the attachment. 
(0) This should identif the application for a grant, contract, or award by 

i t s  identi f  ing num L er, where known, or by i t s  full title. The name should 

immediately responsible for the conduct o f  the work. 
( I )  The committee should identify in general terms those risks that  it recog- 

nizes as probable occurrences: i.e., "Aggravation of anxiety status 
through contact with interviewers," "Preservation o f  confidentiality of 
da+a," "Renal injury subsequent t o  multiple biopsy," "Possibility o f  side 
reactions t o  drugs," "Possible local hematosis and nerve injury associafed 
with venipuncture." 

(2) The committee should identify the benefits t o  the subject or t o  mankind 
in general that  will accrue through the subiect's participation in the 
project. This should be fo!lowed by a brief discussion, weighing the risks 
against the benefits. 

(3) Consent procedures should be described and the minimlim statement t o  
b e  used should be attached. "Students responding to the attached ad- 
vertisement will be interviewed." "The project outline will be submitted 
t o  the executive council o f  the PTA." "Individual teachers will be asked 
t o  allow an observer in the rooms chosen." "Superintendents o f  several 
State mental hospitals will be  approached. The attached statement t o  
the next o f  kin or guardian will be signed by the principal investigator 
and the superintendent." "The following special consent form will b e  
signed b y  each subject and his or her spouse or next o f  kin before 
acceptance o f  the subject." "No prior consent will be sought. The fol- 
lowing debriefing schedule will be followed within 30 minutes after com- 
pletion o f  the test." 

(4) This should indicate whether the investigator or director will be required 
t o  submit written reports, or t o  appear for interviews, or will be visited 
b the committee or committee representatives, and a t  approximately 

(5) No further explanation i s  necessary. (The committee must be composed 
o f  sufficient members with varying backgrounds t o  assure complete and 
adequate review o f  the pro'ect. The committee may be an existing one, 
o r  one especially appointed for the purpose. The institution may utilize 
staff, consultants, or both. The membership should possess not only 
broad competence t o  comprehend the nature o f  the project, bu t  also 
other competencies necessary in the judgments as t o  acceptability of the 
project o r  activity in terms o f  institutional regulations, relevant law, 
standards o f  professional practice, and community acceptance. The com- 

be that o Y the investigator, program director, fellow, or other individual 

w K a t  intervals these steps will be carried out. 
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mittee's maturity and experience should be such as to justify respect for 
its advice and counsel.) 

[No individual involved in the conduct of the project shall participate 
in its review, except to provide information to  the commiffee.] 

(Committee members should be identified in the assurance by name, 
positions, earned degrees, board certifications, licensures, memberships, 
and other indications of experience, competence, and interest.) 

The completed assurance should be attached to the application, or returned 
directly to  the office requesting its submission. 

I 
i 
i 
j 
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ATTACHMENT C 

Codes or statements of principles which are concerned with the protection o f  human 
subjects in  research, investigation, and care have been issued by: 

Reference Organization Code: adoption date 

The Declaration o f  Hel- 
sinki: Recommendations 
Guiding Doctors in  Clini- 
cal Research: 1964 

W o r l d  Medical Association 
I O  Columbus Circle 
New York, N.Y. 10019 

(code available from 
AMA; see address listed 
herein) 

Nuernberg Mi l i tary  Tri- 
bunals: US. v. Karl 
Brandt 

J.A.M.A., 197( I 1):32, Sept. 
12, 1966 

! i  
Text from which the 

"Nuernberg Code" i s  
derived. 

Trials of W a r  Criminals 
Before the Nuernberg 
Mil i tary Tribunals, vol. 
11, pp. 181-82: GPO 
I949 

.... . 
. .  

\ .  
). . . .  , . .  - . . ..:-... 
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American Medica l  Associa- 

535 Nor th Dearborn Street 
Chicago, 111. 60610 

(British) Medical Research 

20 Park Crescent 
London W.1, England 

(Canadian) Medical Re- 

Montreal Road 
Ottawa 7, Ontario, Canada 

American Association on 

20 Nor th Street 
Willirnantic, Conn. 06226 

American Nurses' Associa- 

I O  Columbus Circle 
New York. N.Y. 10019 

American Personnel and 
Guidance Associa tion 

1607 New Hampshire Ave- 
nue, N.W. 

Washington, D:C. 20009 

American Psychological As- 

1200 17th Street, N.W. 
Washington, D.C. 20036 

International League of 
Societies fo r  the Men- 
tally Handicapped 

t ion 

Council 

search Council 

Mental Deficiency 

tion 

sociation, Inc. 

12 Rue Forestiere 
Brussels 5, Belgium 

A M A  Ethical Guidelines 
for Clinical Investiga- 
tion: Nov. 30, 1966 

c 

Responsibility in  Investiga- 
tions on Human Sub- 
jects: 1964 

Report of the Medical Re- 
search Council for 1962- 
1963. (Crnnd. 23821, pp. 
21-25 

Medical Research Council; 
Extramural Programme; 
I966 

4- 

Statement on the Use of 
Human Subjects for Re- 
search; May  19b9 

American Journal o f  
Mental Deficiency, 74 
( l ) : l 57 ,  July 1969 

t 

The Nurse in  Research; 
ANA Guidelines on Ethi- 
cal Values: January 1968 

c 

American Personnel and 
Guidance Association: 
Code o f  Ethical Stand- 
ards: no date specified 

c 

Ethical Standards o f  Psy- 
chologists: Copyrighted 
January 1963 

American Psychologist, I 8  
( I  ) :5660. January 1963 

Declaration of General and 
Special Rights o f  the 
Mentally Retarded: Oct. 
24, 1968 

t 
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Organization Code; adoption date 

National Association of NASW Code of Ethics: 
Social Workers Oct. 13, 1968 

Reference 

c 

2 P&k- Avenue 
New York, N.Y. 10016 

... .. _ . _ , . I  . .  
. .  



April 3, 1972 

Mark H. Comer, Ph.D. 
Institutional Relations Branch 
Division of Research Grants 
HEW 
National Institutes of Health 
Westwood Building - Room 422 
Bethesda, Maryland 20014 

Dear Doctor Conner : 

W e  are enclosing a listing of our Committee on Human Studies, 
with biographical data, 8s requested in your letter of March 31. 

Thank you very much for your consideration of our request 
for "general" institutional assurance. 

Sincerely, 

Gould A. Aadrews, M.D. 
chairman, 
The Medical Division 

GAA /pe 

Enclosure 



Gould Andrew - ORAU 
T. A. Lincoln, M.D. 

T F I C E  MEMORANDUV 

DATE: Apr i l  10, 1972 

t ec t ion  of Human 
Subjects 

Have you seen t h i s  rev is ion  on DHEW's Policy on Protection of Human 
Subjects? I got a copy from Joe Goldstein while attending a meeting of t h e  
In t e rna l  Eluitter Treatment - Working Group. 
and accepted, I shall need review by our Human Studies Committee before I 
c m  give any more DTPA f o r  employees who have accidental  overeqosure t o  
Pl 

When a revised IND i s  submitted 

Tom 

TAL: ph 

Enc 1. 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

PUBLIC HEALTH S E R V I C E  
N A T I O N A L  I N S T I T U T E S  OF HEALTH 

BETHESDA. MARYLAND 2W14 1716 
Apz51 25, 1972 

Xr. James L. Liveman 
Associate Director for 
Biomedical and “ Z h v i r ~ n t a l  Sciences 
Oak Ridge Natf imal .  La’mratoq? 
03k Ridge, Tennessee 37830 

CC: 

2!r. Williin G. Polla=d 
&<.;e cu t ive Director 

Oak Bidse ,  Tennesste 37930 
Ridge Associated Eniversities, fnc, 

Could A. & d r = ~ ~ ,  M.D. / 
Chairman, Medical Dfvision 
C k t c  UdSa Associated Universities, fnr. 
Oak Ridge, Tennesaae 37830 



GENERAL INSTITUTIONAL ASSTJRAYCE 

Statement of Compliance 

Oak Ridge Associated Universities and Oak Ridge National Laboratory wil l  comply 
with the policy for the protection of human subjects participating in activities sup- 
ported directly or indirectly by grants o r  contracts from the Department of Health, 
Education, and Welfare. 

These institutions have jointly established and do maintain a committee competent 
to review projects and activities that involve human subjects. The committee is 
assigned responsibility to determine for each activity as  pl'mned and ccnducteddhat: 

The rights and welfare of subjects a re  adequately protected. 
The risks to subjects a r e  outweighed by potential benefits. 
The informed consent of subjects will be obtained by methods 

that a r e  adequate and appropriate. 

These institutions will provide for committee reviews to be conducted with objectiv- 
ity and in a manner to ensure the exercise of independent judgement of the members. 
Members will be excluded from reviews of projects or  activities in which they have 
an active role or  a conflict of interests. 

These institutions will encourage continuing constructive commujlication between 
the committee and the project directors as  a means of safeguarding the rights and 
welfare of subjects. 

These institutions will provide for the facilities and professional attention required 
for subjects who may suffer physical, psychological, o r  other injury as a result 
of participation in an activity. 

These institutions will maintain appropriate and informative records of committee 
reviews of applications md active projects, of documentation of informed consent, 
and of other documentation that may pertain to the selection, Participation, and 
protection of subjects and to reviews of circumstances that adversely a'fect the 
rights o r  welfare of individual subjects. 

These institutions will periodically reassure themselves through appropriate admin- 
istrative overview that the practices and procedures designed for the protection of 
the rights and welfare of subjects are  being effectively applied and a re  consistent 
with the assurance a s  accepted by the Department of Health, Education, and Welfare. 

Executive Director Title 

Date February 28, 1972 

ciate .Director for 
edical and Environmental Sciencs 

Date March 2 .  1972 

Attachment: Implementing Guidelines 



OAK RIDGE NATIONAL LABORATORY 

UNION CARBIDE CORPORATION 
NUCLEAR DIVISION 

OPERATED B Y  

POST OFFICE BOX X 

OAK RIDGE, T E N N E S S E E  37830 

June 2 ,  1972 

Dr. John R. T o t t e r ,  Di rec tor  
Div is ion  o f  Biology and Medicine 
U. S. Atomic Energy Commission 
Washington, D. C. 20545 

Dear John: 

Enclosed i s  t h e  l e t te r  of acceptance of  our  General I n s t i t u t i o n a l  
Assurance, Statement of Compliance, by the  National I n s t i t u t e s  o f  
Heal th ,  a c t i n g  f o r  t h e  Deprtment  of  Hezlth,  Education and Welfare. 
This  Statement i s  i n  regard t o  t h e  po i i cy  f o r  t h e  p ro tec t ion  of humm 
s u b j e c t s  p a r t i c i p a t i n g  i n  a c t i v i t i e s  supported d i r e c t l y  or i n d i r e c t l y  
by g r a n t s  o r  con t r ac t s  from DHEW. 

This is  being s e n t  t o  you i n  t h e  i n t e re s t  o f  keeping you informed 

4 

a d  up-to-date.  

S incere ly  yours ,  

i ,-./ , 

I -  . .&< ..-,<-- ..I- -. 
c ' <.. . , -  

Japes L. Liverman 
ORIi Associate  Director  f o r  
Biomedical and Environmental 

Sciences 

J L L  : l m m  

Enclosures 

cc: G .  A. Andrews 
W. G .  Po l la rd  
A. ?4. Weinberg 

J 

1032105  
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

J u l y  5, 1972 

TO : O f f i c e r s  Responsible f o r  I n s t i t u t i o n a l  Implementation of DHEW 
Pol icy on P ro tec t ion  of Human Sub jec t s  

FROM : Chief ,  I n s t i t u t i o n a l  Rela t ions  Branch, Div is ion  of Research 
Grants,  N I H ,  DHEW 

SUBJECT: Considerat ions i n  t h e  Review of P r o j e c t s  (2)  

Human Subject ,  D e f i n i t i o n  

I n  t h e  conversion from the  now obso le t e  Publ ic  Health S e r v i c e  po l i cy  on t h e  
"Pro tec t ion  of t h e  Indiv idua l  as a Research Subject"  t o  t h e  Department of 
Keal th ,  Education, and Welfare po l i cy  on t h e  "Pro tec t ion  of Human Subjects"  
t h e  d e f i n i t i o n  of "subject" changed from "any human being exposed t o  any 
r e sea rch  procedure as a r e s u l t  of t h e  a v a i l a b i l i t y  of Pub l i c  Heal th  Se rv ice  
funds.  . ."to,  'I. . .any ind iv idua l  who may b e  a t  r i s k  as a consequence of 
p a r t i c i p a t i o n  as a sub jec t  i n  r e sea rch ,  development, demonstrat ion,  pr o t h e r  
ac t iv i t i e s  supported by DHEW funds."  

The DHEW po l i cy  f u r t h e r  d e f i n e s  t h e  term "at r i s k "  as t h e  exposure of an  
ind iv idua l  t o  t h e  p o s s i b i l i t y  of harm--physical, psychologica l ,  s o c i o l o g i c a l ,  
o r  o ther - -as  a consequence of any a c t i v i t y  which goes beyond t h e  a p p l i c a t i o n  
of t hose  e s t a b l i s h e d  and accepted methods necessary  t o  meet h i s  needs. 

Reasons f o r  making t h i s  change i n  d e f i n i t i o n  of t he  sub jec t  are s e v e r a l .  
Under t h e  o ld  PHS pol icy  only t h e  Nat ional  I n s t i t u t e s  of Heal th ,  t h e  Heal th  
Se rv ices  and Mental Heal th  Adminis t ra t ion,  t h e  Food and Drug Adminis t ra t ion  
and a few o t h e r  agencies  were i n i t i a l l y  involved.  The t r a d i t i o n a l  " research  
g ran t "  was t h e  p r i n c i p a l  mode of support .  
accommodate t h e  seve ra l  o the r  agencies  of t h e  DHEW, inc luding  t h e  Of f i ce  of 
Education and t h e  Soc ia l  and R e h a b i l i t a t i o n  Se rv ices ,  where t h e  "research" 
g ran t  o r  c o n t r a c t  i s  not  t h e  p r i n c i p a l  support  mechanism, i t  became necessary  
t o  r e d e f i n e  t h e  "subject"  t o  inc lude  o the r s  whose r i g h t s  and we l fa re  were 
a l s o  c l e a r l y  "at r i s k . "  
" research  sub jec t , "  t o  encompass t h e  p o s s i b i l i t i e s  f o r  human s u b j e c t  
involvement does not  appear t o  be f e a s i b l e  from t h e  exper ience  wi th  t h e  
PHS pol icy .  

It i s  t h e  i n t e n t  of t h i s  d e f i n i t i o n  of t h e  "subjec t  a t  r i s k "  t o  exclude all 
accepted 
of p a t i e n t s  t o  physicians;  s t u d e n t s  t o  p ro fes so r s ;  and o t h e r  c l i e n t s  t o  
p ro fes s iona l s  i n  which t h e  p a t i e n t ,  s tuden t ,  o r  c l i e n t  (o r  h i s  au thor ized  
r e p r e s e n t a t i v e )  i s  r ece iv ing  a i d  o r  s e r v i c e s  intended only  t o  m e e t  h i s  own 
personal  needs.  
s e r v i c e s  a r e  rendered f o r  s a l a r y ,  wages, o r  renumeration i n  keeping with 

I n  broadening the p o l i c y  t o  

An acceptab le  d e f i n i t i o n  of "research" o r  t h e  

e s t ab l i shed  service func t ions  such as the  normal r e l a t i o n s h i p  

The normal employee--employer r e l a t i o n s h i p  i n  which l e g i t i m a t e  



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

July 5, 1972 

TO : O f f i c e r s  Responsible f o r  I n s t i t u t i o n a l  Implementation of DHEW 
Po l i cy  on P ro tec t ion  of Human Sub jec t s  

FROM : Chief ,  I n s t i t u t i o n a l  Re la t ions  Branch, DRG, N I H ,  DHEW 

SUBJECT: Considerat ions i n  t h e  Review of P r o j e c t s  (3 )  

Medicine: F e t a l  S tud ie s  

The a t t ached  gu ide l ines  have been i ssued  by t h e  Di rec to r ,  NIH.  
c o n s t i t u t e s  o f f i c i a l  N I H  p o l i c y  wi th  regard t o  t h e  review of g r a n t s  and 
c o n t r a c t s ,  and t h e  nego t i a t ion  of c o n t r a c t s ,  i t  does not  c o n s t i t u t e  DHEW 
po l i cy  and i s  n o t  binding on g r a n t e e  i n s t i t u t i o n s  wi th  r e s p e c t  t o  p r o j e c t s  o r  
ac t iv i t i e s  supported by o t h e r  components of t h e  DHEW. 
g u i d e l i n e s  are n o t  i n c o n s i s t e n t  wi th  o v e r a l l  DHEW po l i cy  they are forwarded 
f o r  your cons ide ra t ion .  

While t h i s  

However, s i n c e  t h e  

J " S c i e n t i f i c  s t u d i e s  of t h e  human f e t u s  are an i n t e g r a l  and necessary  p a r t  of 
r e sea rch  concerned wi th  t h e  h e a l t h  of women and ch i ld ren .  
unique problems involved and a growing competence and i n t e r e s t  i n  t h i s  f i e l d ,  
e t h i c a l l y  and s c i e n t i f i c a l l y  accep tab le  gu ide l ines  f o r  t h e  conduct of such 
i n v e s t i g a t i o n  must be developed. 

Because of t h e  

1. I n  a l l  cases ,  a p p l i c a b l e  s ta te  and/or n a t i o n a l  laws s h a l l  be  binding.  

2 .  
minors and o the r  h e l p l e s s  s u b j e c t s  are app l i cab le .  

Guide l ines  f o r  human i n v e s t i g a t i o n  used t o  p r o t e c t  t h e  r i g h t s  of 

3 .  The s tudy  pro tocol  must be reviewed and approved by t h e  appropr i a t e  
i n s t i t u t i o n a l  review committee t o  in su re  t h a t  t h e  r i g h t s  of t h e  mother 
and f e t u s  w i l l  be  f u l l y  cons idered .  

( a )  It i s  t h e  duty of t h e s e  committees t o  i n s u r e  t h a t  t h e  
i n v e s t i g a t o r  s h a l l  n o t  be  involved i n  t h e  dec i s ion  t o  te rmina te  a 
pregnancy, t h e  product of  which i s  intended f o r  s tudy  wi th in  h i s  
own re sea rch  p ro jec t  o r  a u t h o r i t y .  

(b)  
undertaken i n  approved p r o j e c t s .  

Continuing review by t h e  i n s t i t u t i o n a l  committee must  be  

4 .  Informed consent must be  obtained from t h e  appropr i a t e  p a r t y ( i e s ) . "  

fi- a&,*. 
1 0 3 2 1 0 1  D. T. Chalkley, Ph:D. 
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3 A K  RIDGE Ga?E.r7ATIOI\iS 

P.O. E O X  E 
O A K  RIDGE, T E N N E S S Z E  37833 

RESEARC3 INVOLVING USE OF HUMAN SUBJECTS 

A 1ettC.r from Dr. John A. Totter  dated May 22, 1970, t o  Dr. Gould Andrem 
i n f o m e i  hiin t h a t  the AEC had adopted the policy o f  the National 
Instit!!clies or' Health w i t h  respect t o  the protection of human subjects used 
i n AEC sponsored research s t u d i  2s , and specified certain admi n i  s t r a t ive  
p r c d w 2 s  t o  assure tha t  such research i s  conducted i n  accordance w i t h  
the qoifcies outlined i n  the U. S. Public Health Service booklet en t i t l ed  
"The Ins% tut ional  Guide t o  DHEW Pol i cy on Protection o f  Human Subjects". 
A copy o f  t h i s  publication is enclosed. 

I 

i 

i 
I 

! 
A t  t h 2  time t h i s  policy was established, i t  was requested t h a t  a l l  
contrclctors reaffirm thei r adherence t o  such p o l  i ci es annual ly a1 ong w i  t h  
their  189's o r  renewal proposals. T h i s  reassurance was omitted from FY 
1973 189 submissions from the Medical Division, OWU. 

it sJi11 be appreciated i f  you w i l l  forward the enclosed PHS publication t o  
Dr. h 7 6  Andrews along w i t h  our request t ha t  he reaffirm the i r  adherence 
LO t ie  po l i c i s s  specified. Please send such reassurance t o  this of f ice  a t  
your ezrliest  convenience so tha t  i t  can be attached t o  your 189's. 

I 

I 

I 

L 

Sincerely, f: 

0ilR:REB 

i ..; .I 1 ~ 7  Research and Technical S u p p o r t  Division 
,.' Joseph A.  Lehhard, Director 

!. 
Enclosure : 
TSS Fublication 

1 0 3 2 7 0 8  



Statanent of Compliance 

- 
Oak Ridge Associated Universi t ies  (ORAU) i s  i n  compliance with the  policy 
f o r  t he  pro tec t ion  of human subjec ts  pa r t i c ipa t ing  i n  a c t i v i t i e s  supported 
d i r e c t l y  o r  i n d i r e c t l y  by grants  o r  cont rac ts  from the  Department of 
Health, Education, and Welfare. 

ORAU has es tab l i shed  and does maintain a committee competent to review 
pro jec ts  and a c t i v i t i e s  t h a t  involve human subjects .  The comittee i s  
assigned r e spons ib i l i t y  t o  determine f o r  each a c t i v i t y  as planned and 
conducted tha t :  

The r i g h t s  and welfare of subjects  are adequately protected. 
The r i s k s  t o  subjects  are outweighed by po ten t i a l  benefi ts .  
The informed consent of subjec ts  w i l l  be obtained by methods 

t h a t  are adequate and appropriate.  

This i n s t i t u t i o n  w i l l  provide f o r  committee reviews t o  be conducted with 
ob jec t iv i ty  and i n  a manner t o  ensure the  exerc ise  of independent judgement 
of t h e  mernbers. 
a c t i v i t i e s  i n  which they have an active r o l e  o r  a conf l i c t  of i n t e re s t s .  

Members will be excluded from reviews of pro jec ts  o r  

We encourage continuing construct ive communication between t h e  c o m i t t e e  
and t h e  p r o j e c t  d i r ec to r s  as a means of safeguarding t h e  r i g h t s  and welfare 

-.-- of subjzc ts .  

The ORAT3 Research Hospital  s t a f f  provides facil i t ies and professional 
a t t e n t f m  required f o r  subjec ts  who may s u f f e r  physical, psychological, o r  
o ther  i l l jury as a r e s u l t  of pa r t i c ipa t ion  i n  an ac t iv i ty .  

The stzff a l s o  maintains appropriate and informative records of c o d t t e e  
reviews of appl ica t ions  and a c t i v e  pro jec ts ,  of documentation of informed 
consent, and other  documentation tha t  may pertain t o  t he  select ion,  
pa r t i c ipa t ion ,  and protect ion of subjects  and t o  reviews of circumstances 
t h a t  adversely a f f e c t  t he  r i g h t s  o r  welfare of individual  subjects.  

Through appropriate  adminis t ra t ive overview ORAU reassures i t s e l f  t h a t  t h e  
p rac t i ces  and procedures designed f o r  t he  protect ion of the r i g h t s  and 
welfare of subjec ts  are being ef fec t ive ly  applied and are consistent with 
the assurance as accepted by the  Department of Health, Education, and Welfare. 

OAK RIDGE ASSOCIATED UNIVERSITIES 

Signature 
Medical Division Chairman. 

Signature 
Executive Director 

Date October 25, 1972 



GENERAL INSTITUTIONAL ASSURANCE 

Statement of Compliance 

Oak Ridge Associated Universities (ORAU) is in compliance with the policy 
for the protection of human subjects participating in activities supported 
directly or indirectly by grants or contracts from the Department of 
Health, Education, and Welfare. 

ORAU has established and does maintain a committee competent to review 
projects and activities that involve human subjects. 
assigned responsibility to determine for each activity as planned and 
conducted that: 

The committee is *: 

The rights and welfare of subjects are adequately protected. 
The risks to subjects are outweighed by potential benefits. 
The informed consent of subjects will be obtained by methods 
that are adequate and appropriate. 

This institution will provide for committee reviews to be conducted with 
objectivity and in a manner to ensure the exercise of independent judgement 
of the members. 
activities in which they have an active role or a conflict of interests. 

Members will be excluded from reviews of projects or 

We encourage continuing constructive communication between the committee 
and the project directors as a means of safeguarding the rights and welfare 
of subjects. 

The ORAU Research Hospital staff provides facilities and professional 
attention required for subjects who may suffer physical, psychological, or 
other injury as a result of participation in an activity. 

The staff also maintains appropriate and informative records of cornittee 
reviews of applications and active projects, of documentation of informed 
consent, and other documentation that may pertain to the selection, 
participation, and protection of subjects and to reviews-of circumstances 
that adversely affect the rights or welfare of individual subjects. 

Through appropriate administrative overview ORAU reassures itself that the 
practices and procedures designed for the protection of the rights and 
welfare of subjects are being effectively applied and are consistent with 
the assurance as accepted by the Department of Health, Education, and Welfare. 

OAK RIDGE ASSOCIATED UNIVERSITIES 
L Signature ..# / A 1 . t / ,  

Medical Division Chairm 

Signature 
Executive Director 

L Signature ..# A 1 . t / ,  

Medical Division Chairmm 

Signature 
Executive Director 

I032110 Date October 25, 1972 
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November 8, 1972 

Jdr. Joseph A. Lsnhard, Director 
Research and TechniuQ Support Mvieion 
U. S. Atomfa Energy Commbsfon 
Gdc Ridge, Tslrneasee 

Subjecttt RESEARCH NVOLVNG USE OF HUMAN SZiBJZCTS - YOER LETTZR 
OS OCTOBER 17, I972 

Dear Mr. Lerthsrd: 

In response to your letter, ORAU's "General Innstltuttonal Assurance'' has 
bea  executed by f)r. &Urd Anclmsr C M ~ Z L ~  of OW h l e d f d  Division, in corn- 
pliance with the AEC-NIH policy with respect to the protection of human subjects 
wed in AEC rPpondlored rwearch. 

We have elstabliahed nec~98ary procedures to assure rea€fimation of this 
policy will be executed annually %aci will accompany our form 189 budget pre- 
sentmrtlons or renewal propoeala. We are enclosing eigbt copies o€ the asmr- 
a c e  statement dated October 25, 1972. We shall appreciate your attaching 
copies of tk8 statemeat to our FY 1973 189 budget eubmlsstons. 

Wil l iam G. Pollard 
Lkecutlve Director 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

February 9 , 1973 

FORTY-SIXTH CUMULATIVE LIST OF INSTITUTIONS IN COMPLIANCE 
WITH DHEW POLICY ON THE PROTECTION OF HUMAN SUBJECTS 

1. UNSOLICITED PROPOSALS - GRANTS 
a. If professional review of the proposal indicates that it 

involves human subjects at risk in research, development, 
demonstration or other activities, as defined in DHEW 
Grants Administration Manual 1-40, check the institution 
name against the list. If the institution is on the list, 
check the signature page of the proposal for certification 
of the date on which the institution's comittee on 
protection of human subjects has completed, or will complete, 
its review, Then: 

b. If the institution is not on the list, and an award is to be 
made, a copy of tne application snoula be forwarded to the 
Institutional Relations Branch, DRG, NIH, Westwood.Building, 
Room 422 for prior negotiation of an institutional assurarice 
and certification of review. Or: 

c. If the institution ison the list, but -- has not certified its 
review and approval, this should be requested by the agency 
intending to make the award, using form HEW 596 or equivalent 
(See baek page of the list. Copies of this form are available 
from IRB, DRG, NIH). No award should be made prior to receipt 
of a properly dated certification except as provided for by 
grants Administration Manual Section 1-40-50 C.2. 

d. If the institution is on the list and has certified its review 
and approval prior to the proposed starting date of the project, 
and award can be made as provided for by Grants Administration 
Manual Section 1-40-50 C.l. 

2. AWARD OF A DHEW GRANT OR CONTRACT IN SUPPORT OF A PROJECT INVOLVING 
''HUMAN SUBJECTS TO A NON-ASSURED INSTITUTION, OR TO AN ASSURED 
INSTITUTION WHICH HAS NOT PROPERLY CERTIFIED ITS REVIEW AND APPROVAL 
OF THE PROJECT, INDICATES THE OPERATING AGENCY'S DETERMINATION THAT 
THESE-SUBJECTS ARE NOT AT RISK. 

. - 1  



3. 

4 .  

CONTRACTS 

If an operating agency determines that contract performance 
will involve risk to human subjects, the request for proposal 
must include the "Notice to Offerors" required by 41 CFR 3-4.5504(a). 

When a sole source has been identified, or selection of a 
successful bidder is substantially complete, instructions for 
completion of the contract proposal should embody the certification 
requirements in 41 CFR 3-4.5504(b). 
should be governed by the provision of paragraphs l., b., c., d. 
above. 

Acceptance of the certification 

RESTRICTION CODES preceding institution names indicate the status 
of the institution's assurance in terms of the new DHEW policy on 
protection of human subjects: 

ABSENCE OF A RESTRICTION CODE indicates that the institution has 
filed an assurance reflecting committee competence to deal with all 
probable applications to DHEW, and that negotiation of this assurance 
is complete. 

CODE (2) indicates that the committee has professional competence to 
review all probable proposals to DHEW except those involving medicine, 
surgery, or investigational new drug studies. 

CODE ( 3 )  indicates a medically oriented institution that has yet to 
insure adequate lay representation on its committee as required by 
FDA regulations. 
institutions that must comply with its regulations. 

This code is of concern only to the FDA, and to 

CODE (4) indicates an institution with medical competence, but not in 
the field of surgery. 
studies in the field of psychiatry or with the delivery of related 
services. 

Most of these institutions are concerned with 

CODES ( 5 ) ,  and ( 6 )  are unassigned. 

CODE (7)  indicates that the committee has professional competence 
to review all probable proposals to DHEW except those involving 
surgery or investigational new drug studies. 

CODE (8) indicates that the institution has filed an assurance of 
compliance with DHEW policy, but that negotiation is not complete and 
the assurance subject to disapproval. 

CODE (9) usually indicates that the institution's assurance does not 
cover all of it'.s components, or that type (Z), ( 3 ) ,  or ( 4 )  restrictions 
apply to one or more components. 
Protection Desk (301) 496-7005 

Division of Research Grants 

'v 

L 
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CRAFTS-FARROW STATE HOSPITAL 
FRIENDSHIP CENTER 
GEORGETOWN-HORRY MENTAL HEALTH C L I N I C  
GREENVILLE AREA MENTAL HEALTH CENTER 
ORANGEBURG AREA MENTAL HEALTH C L I N I C  
PEE-DEE MENTAL HEALTH CENTER 
SOUTH CAROLINA DEPARTMENT OF MENTAL HEALTH 

D I V  OF ALCOHOL AND DRUG ADDICTION SERVICES 
O I V  OF COMMUNITY H T l  HLTH SERVICES SPEC PROJ 
LONG TERM CARE SERVICES 

SOUTH CAROLINA, MEDICAL UNIVERSITY OF 
SOUTH CAROLINA STATE HOSPITAL ' 

SOUTH CAROLINA WAR VETERANS HOME 
SPARTANBURG AREA MENTAL HEALTH CENTER 
SUMTER-CLARENDON-KERSHAW MENTAL HEALTH CENTER 
TRI-COUNTY MENTAL HEALTH CENTER 
WILLIAM S HALL PSYCHIATRIC INSTITUTE 
YORK-CHESTER-LANCASTER MENTAL HEALTH CENTER 

TENNESSEE 
(4)ARLINGTON HOSPITAL AND SCHOOL 
(8)GEORGE PEABODY COLLEGE FOR TEACHERS 

MEHARRY MEDICAL COLLEGE 

OAK RIDGE NATIONAL LABORATORY 
OAK RIDGE ASSOCIATED UNIVERSITIES,  INC- 

IST JUDE CHILDRENS RESEARCH HOSPITAL, 
TENNESSEE, UNIV OF, MEDICAL UNITS 
TENNESSEE, UNIVERSITY OF - KNOXVILLE 
VANDERBILT UNIVERSITY 
VETERANS ADMINISTRATION HOSPITAL-MEMPHIS 

. .  ..._ .1 
TEXAS 

0912 ( B I A B I L E N E  STATE SCHOOL 
0912 (BIAMARILLO STATE CENTER FOR HUMAN DEVELOPMENT 
0912 ( 8 ) A U S T I N  STATE HOSPITAL 
0912 ( 8 ) A U S T I N  STATE SCHOOL 
0307 BAYLOR COLLEGE OF MEDICINE 

1 
COLUHEIIA 
COLUMBXA 
CONWAY 
GREENVILLE 
ORANGEBURG 
FLORENCE 
COLUMBIA 
COLUMB I A 
COLUMB I A 
COLUMB I A 
CHARLESTON 
COLUMBIA 
COLUMBIA 
SPARTANBURG 
SUMTER 
BENNETTSVILLE 
COLUMB I A 
ROCK H I L L  

ARL I NGTON 
NASHVILLE 
NASHVILLE 
OAK RIDGE . 
OAK RIDGE 
MEMPH I S 
MEMPHIS 
KNOXVILLE 
NASHVILLE 
MEHPH I S 

_--- 

AB1 LENE 
A M A R I L L O  
AUSTIN 
AUSTIN 
HOUSTON 

RESTRICTION CODE 

(31 NO I N 0  STUDIES 
(41 NO SURGICAL STUDIES 
(5-6)UNASSIGNEO 
( 7 )  NO SURGICAL OR I N 0  STUDIES 
( 8 )  STATUS UNDETERMINED ( C A L L  301-496-7005 FOR CURRENT INFORMATION) 
(9) COMPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

( 2 )  NO MEDICAL, SURGICAL OR IND STUDIES 

l 0 3 2 1 l l ~  
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. . . .  . .  
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PAGE 

0813 
09 12 
0912 
0912 
0912 
0912 
0912 
0912 
0419 
0912 
0912 
0912 
0912 
0912 
0912 
0912 
0912 
2344 
2344 
1631 
0912 
LO45 
0912 
0590 
09 12 
1211 
0669 
0113 
0123 
01 07 
0040 
0552 
0912 
0912 
0912 

0933 
2426 
0235 

20 

(8 )BAYLOR UNIVERSITY 
(8)BEAUMONT STATE CENTER FOR HUMAN DEVELOPMENT 
( 8 ) E I G  SPRING STATE HOSPITAL 
(8)CORPUS CHRIST1 STATE SCHOOL 
( B I D A L L A S  STATE ADULT MENTAL HEALTH C L I N I C  
(8)DENTON STATE SCHOOL 
( 8 ) F O R T  WORTH STATE ADULT MENTAL HEALTH C L I N I C  
(8 )HARLINGEN STATE ADULT MENTAL HEALTH C L I N I C  
( 8 ) J  K & SUSIE L WADLEY RES I N S T  AND BLOOD BANK 
( 8 ) K E R R V I L L E  STATE HOSPITAL 
(8)LUBBOCK STATE SCHOOL 
( 8 ) L U F K I N  STATE SCHOOL 
( 8 ) M E X I A  STATE SCHOOL 
(8 lRICHMOND STATE SCHOOL 
( 8 ) R U S K  STATE HOSPITAL 
I 8 ) S A N  ANTONIO STATE ADULT MENTAL HLTH C L I N I C  
( 8 ) S A N  ANTONIO STATE HOSPITAL 
(2)SOUTHWEST EDUCATIONAL DEVELOPMENT CORPORATION 
(2)SOUTHWEST EDUCATIONAL DEVELOPMENT LABORATORY 
(BISOUTHWEST RESEARCH I N S T I T U T E  
(81TERRELL STATE HOSPITAL 

( 8 ) T E X A S  DEPT OF MENTAL HLTH AND MENTAL RETARD 

( 8 ) T E X A S  RESEARCH I N S T  FOR MENTAL SCIENCES 

( Z I T E X A S  A & H UNIV, COLLEGE STATION CAMPUS ONLY 

TEXAS I N S T I T U T E  FOR REHAB AN0 RESEARCH 

( 8 ) T E X A S t  U N I V  OF, A T  ARLINGTON 
( 8 ) T E X A S e  U N I V  OF, DENTAL BRANCH 

( 6 ) T E X A S v  UNIV  OF, MAIN UNIVERSITY 
(B ITEXAS,  UNIV  OF, MEDICAL BRANCH 
(B ITEXAS,  U N I V  OF, MEDICAL SCHOOL 
(B)TEXAS,  U N I V  OF, SOUTHUESTERN ME0 SCH 

TEXAS, U N I V  OF, M D ANDERSON HOSP AND TUMOR I N S  

( 8 ) T R A V I S  STAT€ SCHOOL 
( 8 ) W I C H I T A  FALLS STATE HOSPITAL 
( 8 ) W I C H I T A  FALLS STATE HOSPITAL 

UTAH 
(8 )BRIGHAM YOUNG UNIVERSITY 

DESERET FOUNDATION FOR MED EDU AND RES 
UTAH, UNIVERSITY OF 

'v 

1 
W A C 0  
BEAUMONT. 
B I G  SPRING 
CORPUS CHR I ST I 
DALLAS 
DENTON 
FORT WORTH 
HARL I NGEN 
DALLAS 
KERRVILLE 
LUBBOCK 
L U F K I N  
MEXIA 
RICHMOND 
RUSK 
SAN ANTONIO 
SAN ANTONIO 
AUST I N  
AUSTIN 
SAN ANTONIO 
TERRELL 
COLLEGE STATION 
AUSTIN 
HOUSTON 
HOUSTON 
ARLINGTON *' + 

HOUSTON .i- 

HOUSTON 
AUSTIN 
GALVESTON 
SAN ANTONIO 
DALLAS 
AUSTIN 
VERNON 
WICHITA FALLS 

. .. L 

RESTRICTION CODE 

(31 NO I N 0  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6)UNASSIGNED 
( 7 )  NO SURGICAL OR IND STUDIES 
( 6 )  STATUS UNDETERMINED (CALL 301-496-7005 FOR CURRENT INFORMATION) 
19)  COMPLEX RESTRICTION (CALL 301-496-7005 FOR D E T A I L S )  

(2) NO MEDICAL, SURGICAL OR I N D  STUDIES 

PROVO 
SALT LAKE CITY 
SALT LAKE C I T Y  

IO321 I St 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 

September 6,  1973 

FORTY-EIGHTH CUMLTLATIVE LIST OF INSTITUTIONS IN CONPLIANCE 
WITH DHEW POLICY ON PROTECTION OF HUMAN SUBJECTS 

NOTE: Award of a DHEW grant  or contract  i n  support of a pro jec t  
involving human subjects  t o  a non-assured i n s t i t u t i o n ,  o r  
to  an assured i n s t i t u t i o n  which has not properly c e r t i f i e d  
i ts  review and approval of the project ,  indicates  the 
operating agency's determination tha t  these subiects a r e  
not  a t  r i sk .  

/ 

1. UNSOLICITED PROPOSALS - GRANTS 

a. If professional review of the proposal indicates  t ha t  i t  
involves human subjects  a t  r i s k  i n  research, development 
demonstration o r  other  a c t i v i t i e s ,  as defined i n  DKEW 
Grants Administration Manual Chapter 1-40, check the 
i n s t i t u t i o n ' s  name against  the l i s t .  
on the l i s t ,  check the s ignature  page of the proposal fo r  
c e r t i f i c a t i o n  of the date on which the i n s t i t u t i o n ' s  
committee on protect ion of human subjects has completed, 
o r  w i l l  complete, i ts  review. 

I f  the i n s t i t u t i o n  & 

b. I f  the i n s t i t u t i o n  & on the l i s t  and has c e r t i f i e d  i t s  i '  
review and approval pr ior  t o  the proposed s t a r t i n g  date  of 
the project ,  an award can be made as provided for  by Grants 
Administration Manual Section 1-40-50, C.l. 

c. I f  the i n s t i t u t i o n  is on the l i s t ,  but has not c e r t i f i e d  i t s  
review and approval, t h i s  should be requested from the i n s t i t u t i o n  
by the agency intending to  make the award, using for  HEW 596 
o r  equivalent (See back page o f  the l i s t .  
a re  avai lable  from IRB, DRG, NIX.) 
p r io r  to r ece ip t  of a properly dated c e r t i f i c a t i o n  except as 
provided f o r  by Grants Administration Manual Section 1-40-50, C.2. 

Copies of t h i s  form 
No award should be made 

I 8 5 2 1  I b l  
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d. I f  the i n s t i t u t i o n  is  not on the l i s t ,  and an award i s  to be 
made, a copy of the appl icat ion and summary sheet should be 
forwarded t o  the I n s t i t u t i o n a l  Relations Branch, DRG, NIH,  
Westwood Building, Room 303, for  pr ior  negotiation of an 
i n s t i t u t i o n a l  assurance and c e r t i f i c a t i o n  of review. 
i n s t i t u t i o n s  not on the l ist  w i l l  a e r t i f y  the i r  review of 
projects  involving human subjects .  
and the proposal forwarded t o  Ins t i t u t iona l  Relations Branch 
(IRB) for assurance negotiation. 

Occasionally t 

This' should be ignored, 

3. CONTRACTS 

I f  an operating agency determines tha t  contract  performance w i l l  
involve r i s k  to  human subjects ,  the request for  proposal must 
include the "Notice to Offerors" required by 41 CFR 3-4.5504(a). 

When a so le  source has been ident i f ied ,  or  se lec t ion  of a 
successful  bidder i s  subs tan t ia l ly  complete, instruct ions for  
completion of the contract  proposal should embody the c e r t i f i c a t i o n  
requirements i n  41 CFR 3-4.5504(b). 
should be governed by the provision of paragraphs l., b.,  c. ,  d. 
above. 

Acceptance of the c e r t i f i c a t i o n  

4. RESTRICTION CODES preceding i n s t i t u t i o n  names indicate  the s t a t u s  
of the i n s t i t u t i o n ' s  assurance i n  terms of the DHEW policy on 
protect ion of human subjects  : 

ABSENCE OF A EgSTBICTION CODE indicates  tha t  the i n s t i t u t i o n  has 
f i l e d  an assurance r e f l ec t ing  committee competence to  deal with a l l  
probable appl icat ions to  DHEW. 

CODE (2) ind ica tes  t h a t  the committee has professional competence to 
review a l l  probable proposals t o  DHEW except those involving medical, 
surg ica l ,  o r  inves t iga t iona l  new drug s tudies .  

CODE (3) 
insure adequate l ay  representat ion on i t s  committee as required by 
FDA reguations.  
i n s t i t u t i o n s  tha t  must comply with i t s  regulations. 

indicates  a medically or iented i n s t i t u t i o n  tha t  has ye t  t o  

This code is of concern only to  the FDA, and to 

CODE (4) ind ica tes  an i n s t i t u t i o n  with medical competence, but not 
i n  the f i e l d  of surgery. 
with s tud ies  i n  the f i e l d  of psychiatry o r  with the delivery o f  
r e l a t ed  services .  

Most of these in s t i t u t ions  a re  concerned 

CODES ( 5 ) ,  and (6) are unassigned. 
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CODE (7) 
t o  review a l l  probable proposals t o  DHEW except those involving 
s u r g i c a l  o r  inves t iga t iona l  new drug s tudies .  

indicates  t h a t  the committee has professional competence 

CODE (8) 
which has not  been accepted as f u l l y  complying with UHEW policy. 
Please c a l l  the Human Subjects Protection Desk (301) 496-7005 
f o r  an explanation. 

indicates  t h a t  the i n s t i t u t i o n  has f i l e d  an assurance 

CODE (9) 
not cover a l l  of i t ' s  components, o r  t h a t  type (2) ,  (31, o r  ( 4 )  
r e s t r i c t i o n s  apply to  one o r  more Components. 
Human Subjects Protection Desk (301) 496-7005 f o r  an explanation. 

usual ly  indicates  t h a t  the i n s t i t u t i o n ' s  assurance does 

Please c a l l  the 

6, D. T. Chalkley, y u y  Ph.D. 

Chief, I n s t i t u t i o n a l  R h a t i o n s  Branch 
Division of Research Grants 

I 0 3 2 1 1 8 1  
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4 2104 
2104 
0 198 
0610 
2104 
2104 
2104 
2104 
2104 
0055 

ALABAMA 
ALABAMA DEPT O F  NENTAL EEALTH 
ALABANA DEPT OF HENTAL HEALTH, D I V  OF COH SVS 
ALABANA, UNIVERSITY OF, B I R H I N G H A M  
ALBBANA , UNIVERSITY OF, TUSCALOOSA 
ALBERT P BREWER MENTAL RETARDATION CENTER 
BRYCE HOSPITAL 
LURLEEN B.  UALLACE XENTAL RETARDATION CENTER 
PARTLOU STATE SCHOOL A N D  EOSPITAL 
SEARCY HOSPITAL 
TUSKEGEE I N S T I T U T E  

ARIZONA 
0799 (2) ARIZONA STATE UNIVERSITY 
0504 (11) ARIZONA TRAINING PROGRAM AT COOLIDGE 
0026 A R I Z O N A ,  UNIVERSITY OF 
1287 ST JOSEPHS HOSPITAL A N D  HEDICAL CENTER 
1632 (8) VETERANS ADMINISTRATION HOSPITAL-TUCSON 

A R K A N S A S  
0336 ARKANSAS, UNIVERSITY OF, HEDICBL CENTER 

CALIFOR H I  A 
0 7 8 3  ( 2 )  B a S B I C A I  I N S T I T U T E S  PO2 2ESEARCH 
0261 (4) CALIFORNIA DEPT OF PUBLIC EEALTH 
0 330 (2) CALIFORNIA DEPT OF YOUTK AUTHORITY 
0144 (2) CALIFORNIA I N S T I T U T E  OF TECHNOLOGY 
0420 (2) CALIFORNIA STATE U N I V ,  S A N  DIEGO 
0278 CALIFORNIA, U I I V  OF, BERKELEY 
0195 (4) CALIFORNIA, U N I V  OF, D A V I S  
0380 CALIFORNIA, U I I V  OF, I R V I N E  
0230 CALIFORNIA, U N I V  OF, LOS ANGELES 
0 1 9 3  (4) CALiFORNIA, U N I V  OF, RIVERSIDE 
0389 CALIFORNIA, U N I V  OP, S A N  DIEGO 

HONTGOHERY 
MO NTGOMERP 
BIBBINGHAfl 
UNIVERSITY 
BOBILE 
TUSCA LOOS A 
DECATUR 
TUSCALOOSA 
HOUNT VERNON 
TUSKEGEX INST 

TEMPE 
COOL1 DGE 
TUCSON 
PHOENIX 
TUCSON 

L I T T L E  ROCK 

RESTRICTION CODE 
(2) NO BEDICAL, SURGICAL OR I N D  STUDIBS 
( 3 )  NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
(7) NO SURGICAL OR I N D  STUDIBS 
(8) STATUS UNDETERHINZD (CALL 301-496-7005 FOR CURRENT INFORHATION) 
(9) COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

PAL0 ALTO 
BERKELEY 
SACRAMENTO 
PASADENA 
S A N  DIEGO 
BERKELEY 
D A V I S  
IRVINZ 
L O S  ANGELES 
RIVERSrDE 
LA JOLLA 

t 0 3 2 1  1 9 .  



PAGE 

0 1 5 5  
0 2 8 2  
0 2 0 5  
GO28 
0 2 3 4  
0 1 3 5  

0 0 0 9  
2 259 

0287  

1 e3a 
1838 
2400  
0 2 1  4 

0226  
0226  
0 3 5 9  
0 2 1 3  

1288  
0367  
0 1 4 5  
0 7 1 0  
2 400 
0082  
1 8 3 8  
2400  
0 0 6 7  

1416  
1 0 9 6  
1 1 7 5  
0 4 2 0  
0 7 2 9  
0 7 2 9  

0 1 0 8  
0 2 0 1  
0 1 2 2  
0378 
0 0 1  1 

2 

'U 

CALIFOBNIA, U N I V  OF, S A N  FRANCISCO 
( 4 ) C A L I P O R N I A ,  U N I V  OF, SANTA B A R B A R A  
( 4 )  CALIFOi?NIA, UNIT OF, SANTA CRUZ 

C B f l A E I L L O  STATE HOSPITBL 
CEDARS S I N A I  HEDICAL CENTER 
CHILDBEYS HOSPITAL OF LOS ANGELES 
CHILDRENS HOSPITAL OF S A N  FRANCISCO 
CITY OF HOPE NATIONAL MEDICAL CENTER 

( 2 )  FAR WSST LABORATORY FOR EDUCATIONAL aESEARCH . .  
A N D  DEVELOPMENT 

HUNTINGTON I N S T I T U T E  OF APPLIED NEDIZAL RES 
HUNTINSTON FlEMORIAL HOSPITAL 
INSTITUTE OF MEDICAL SCIENCES 

: KAISER FOUNDATION RESEARCH INSTITUTE,  INCLUDING 
I T S  REGIONAL D I V I S I O N S  I N  NOBTHSaN C A L I F ,  
SOUTHERN CALIF8 AND OREGON 

L O H A  LINDA UNIVERSITY 
LOHA LINDA UNIVERSITY 
L X CO H A R B O R  GEN HOSP8 ATTENDING STAFF ASSN OF 
LOS A NGELES COUNTY-UNIV OF SOUTHERN CALIFORNIA 

HEDICAL CENTER, PROFESSIONAL STAFF ASSN OF 
(8)  HEHORIAL HOSPITAL OF LONG BEACH 
(2 )  HENTAL RESEARCH I N S T I T U T E  

HOUNT ZION HOSPITAL A N D  HEDICAL CENTER 
P A C I F I C  STATE HOSPITAL 
P A C I F I C ,  UNIVESSITY OF THE, SCHOOL OF DENTISTRY ~ .. 

PALO ALTO HEDICAL BESEARCH FOUEDATION 
PASADENA HOSPITAL ASSOCIATION, LTD 
PBESaPTERIAN HOSPITAL 
RANCHOS LOS A M I G O S  HOSPITAL A N D  I T S  ATTENDING 

STAFF ASSOCIATION 
( 3 )  R A N D  CORPORATION 

SALK I N S T I T U T E  
(3) S A N  DIEGO BIO-HEDICAL RESEARCH I N S T I T U T E  
1 2 )  SAN DIEGO STATE UNIVERSITY FOUNDATION i a i  S A N  FRANCISCO STATE COLLEGE 
(8)SAN FRANCISCO STATE COLLEGE, 

FOUNDATION FOR EDUCATION 
FREDERIC B U R K  

S C R I P P S  C L I N I C  A N D  RESEARCH FOUNDATION 
SONOMA STATE HOSPITAL 
SOUTHERN CALIFORNIA, UNIVERSITY OP 

STANFOBD UNIVERSITY 
( 2 )  STANFORD RESEARCH INSTITUTE 

SAN PRANCISCG 
SANTA B A R B A R A  
SANTA CRUZ 
CAYAZILLO 
LOS ANGELES 
LOS ANGELES 
SAN FRANCISCO , 
DUA RTE 
BERKELEY 

PA S ADE N A 
PASADENA 
S A N . .  FRANCISCO 

OAKLAND 

LA SIERRA 
LOHA LINDA 
TORRANCE 
LOS ANGELES 

LONG BEACH 
PALO ALTO 
S A N  FRANCISCO 
POHONA 
SAN PRAYCISCO 
PALO ALTO 
PASADENA 
SA N 18 A NC I SCO 
DOUNEY 4' 

%k. 

SANTA HONICA 
SAN DIEGO 
S A N  DIEGO 
S A N  DIEGO 
S A N  FRANCISCO 
S A N  FRANCISCO 

LA JOLLA 
ELDR IDGE 

HENLO PARK 
STANFORD 

LOS A N G E L E S  

RESTRICTION CODE 
NO HEDICAL, SURGICAL O R  I N D  STUDIES 
NO I N D  STUDIES 
NO SUSGICAL STUDIES 
UNRSSIGNED 
NO SURGICAL OR I I D  STUDIES 
STATUS UNDETERMIWED 
COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

(CALL 301-496-7005 PO3 CURRENT INFORMATION) 
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'V' 

1796 VETERANS ADMINISTRATION HOSPITAL-SEPULVEDA 
1658 VETERANS ADNINISTRATION HOSPITAL-WADSUORTH 
1591 (2)  WRIGHT I N S T I T U T E  

COLORADO 
0267 
0845 CHILDRENS HOSPITAL 
1144 (4) COLORADO STATE UNIVERSITY 
0455 COLORADO, UNIVERSITY OF 
0268 

CHILDRENS ASTHMA RESEARCB I N S T I T U T E  A N D  HOSP 

COLORADO, UNIVERSITY OF, MEDICAL CENTER 
1750 18)  DENVER DEPARTBENT OF HEALTH A N D  HOSPITALS ,-, - ~ -  . - - -  
1 3 5 0  (8)  DENVER GENERAL HOSPITAL 
1350 
0 277 I21 DENVER, UNIVERSITY OF 

(8) DENVER HEALTH RESEARCH FOUNDATION, I N C  
- - -  
0068 i4j NATIONAL JEUISH HOSPITAL 

c O N N E C T I C  UT 
0039 CONNECTICUT, UNIVERSITY OF 
1966 
1533 CONNECTICUT VALLEY KOSPITAL 
0007 I N S T I T U T E  OF LIVING 
0 0 0 3  
0 243 YALE UNIVERSITY 

CONNECTICUT, UNIVERSITY OF, HEALTH CENTER 

J O H N  B P I E R C E  FOUNDATION OF CONNECTICUT 

0148 
0148 
0148 
0013 
0148 
0148 
0148 
0148 
0148 

DEL A U AR E 
ALCOHOLISH DETOXIFICATIOI  A N D  TREATMENT CENTER 
DELAHARE D I V I S I O N  OF MENTAL HEALTH 
DELBWARE STATE HOSPITAL 
DELAWARE, UNIVERSITY OF 
PERNHOOK MENTAL HYGIENE C L I N I C  
GOVERNOR BACON HEALTH CENTER 
INNER-CITY MENTAL HYGIENE C L I N I C  
KENT COUNTY UENTAL HYGIENE C L I N I C  
NEWARK MENTAL HYGIENE C L I N I C  

SEPULVEDA 
LOS ANGELES 
BERKELEY 

DENVER 
DENVER 
FORT COLLINS 
BOULDER 

DENVER 
DENVER 
DENVER 
DENVER 
DENVER 

DENVER 

STORRS 
HARTFORD 
MIDDLETOWN 
HA RTFORD 
NEW HAVEN 
NEW HAVEN 

RESTSICTION CODE 
NO HEDICAL, SURGICAL OR I N D  STUDIES 
NO I N D  STUDIES 
NO SURGICAL STUDIES 
USASSIG NED 
NO SURGICAL OR I N D  STUDIES 
STATUS UNDETERMINED (CALL 301-496-7005 FOR CURRENT INFORMATION) 
COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

51 I L P l I  NGTON 
NEU CASTLE 
NEB CASTLE 
NE Y A  R K  
NEU CASTLE 
DELAUaRB CITY 
W ILM I N GTO N 
DOVER 
NEUA R K  

J 
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0 1 4 8  
0 1 4 8  
0 1 4 8  
01 4 8  
0 3 4 8  WILXINGTOY MENTAL HYGIENE C L I N I C  

SOUTHERN NEP CASTLE COUNTY COHNUNITY II H CTR 
SUSSEX COUNTY CORHUNITY BENTAL HEALTH CENTER 
SUSSEX COUNTY HENTAL HYGIENE CLINIC 
TERRY CHILDRENS PSYCHIATRIC CENTER 

0 7 8 4  
1 6 7 4  
0365 
0 0 4 2  

2058 
12Q9 
0 2 9 4  
0 2 9 4  
0 2 2 8  
0 1 7 8  

2063 
0841 

1 9 8 9  

1036 
0180 

2093 
0 2 6 0  
0119 
0382 

0301 
030 1 
2 3 2 1  
1065 
1065 

0 8 4 0  

DISTRICT OF COLUBBIA 
( 2 )  AMERICAN INSTITUTES FOR RESEARCH 
( 2 )  BUaEAU OF SOCIAL SCIENCE RESEARCH 
( 2 )  CATHOLIC UNIVERSITY OF AHERICA 

CKILDRENS HOSPITAL OF T H 8  D I S T S I C T  OF COLUHBIA 
AND I T S  RESEARCH FOUNDATION 

( 2 )  FEDERAL CITY COLLEGE 
( 2 )  GALLAUDET COLLEGE 
( 2 )  GEORGE WASHINGTON U N I V .  EXCEPT SCHOOL OF MEDICINE 

GEORGE WASHINGTON U N I V ,  
GEORGETOWN UNIVERSITY 
GORGAS BEHORIAL INSTITUTE 
A0 W ASD UNIVERS I T  Y 

NATIONAL ACADEMY OF SCIENCES INCLUDING NATIONAL 
ACADEHY OF ENGINEERING, INSTITUTE OF MEDICINE 
A N D  NATIONAL RESEARCE COUNCIL 

(2 )  NATIONAL CHILDBENS CENTER, I N C -  

SCHOOL OF HEDICINE 

(2) I I S T I T U T E  FOR SERVICES TO EDUCATION 

U A  S HINGTO N HOSPITAL CENT ER 

FLORIDA 
(2)FLORIDA ATLANTIC UNIVERSITY 

FLORIDA STATE D I V  OF HEALTE, 
( 2 )  FLORIDA STATE UNIVERSITY 

FLORIDA, UNIVERSITY OF 
H I A P I I  HEART INSTITUTE 
P I I A I I ,  UNIVERSITY OF 

PAPANICOLAOU CANCER RESEARCH INSTITUTE 
SOUTH FLORIDA, UNIVERSITY OF 
SOUTH FLORIDA, UNIVERSITY OF 

ALL COMPONENTS 

n I A n I ,  UNIVERSITY OF 

RESTRICTION CODE 
( 2 )  NO MEDICAL, SURGICAL 03 I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
( 4 )  NO SURGICAL STUDIES 
(5-6)  UNASSIGNED 
( 7 )  NO SURGICAL O R  I N D  STUDIES 
(8) 
(9) 

STATUS UNDETERNINZD 
COBPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

(CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR CURRENT INFORRATI 

L. 
NEU CASTLI 
LERES 
GEORGETOWN 
N E Y  CASTLE 
UILHINGTON , 

WASXINGTON 
U A SH I HG TON 
WASHINGTON 
HASXIIGTON 

U A  SHINGTON 
WASHINGTON 
H A S  HINGTON 
UASHINGTON 
W A S H I  UGTON 
WASHINGTON 
UAS HINGTON 
WASHINGTON 
WASHINGTON 

U A S H I N  G TO N 
WASHINGTON 

BOCA BATON 
J ACK S 0 N V I  LLE 
TALLAHASSEE 
G A I N  ESVILLE 
H I A H I  BEACH 
CORAL GABLES 
N I A B  I 
B I A H I  
ST PETZBSBURG 
TAHFA 

:ON) 

1 0 3 2 1 2 2  
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v' 

0197 
0197 
0138 
0622 
0138 

0595 
0138 
0197 

0520 
0151 
0197 
0197 
0197 
0197 
0197 
0248 
0197 
1467 
0 197 
0197 
0197 

GEORGIA 
( 4 )  BATTEP STATB HOSPITAL 
(4) CENTRAL STATE HOSPITAL 

ERORY UNIVERSITY D I V  OF B A S I C  HEALTH SCIENCES 
EHORY UNIVERSITY GRAD SCH OF ARTS A N D  SCIENCES 
EHORY UNIVERSITY NZLL HODGSON WOODRUPP SCHOOL 

EHORY UNIVERSITY SCHOOL OF DENTISTRY 
EHORY UNIVERSITY SCHOOL OF HEDICINE 

OF N U R S I N G  

(4)  GEORGIA DEPT OP H U M A N  RESOURCES D I V I S I O N S  

(3)GEORGIA INSTITUTE OF TECHNOLOGY 

( 4 )  GEORGIA HENTAL HEALTH INSTITUTX 
( 4 )  GEORGIA REGIONAL HOSPITAL AT ATLANTA 
(4) GEORGIA REGIONAL HOSPITAL AT AUGUSTA 
( 4 )  GEORGIA REGIONAL HOSPITAL AT S A V A N N A H  
( 4 )  GEORGIA RETARDATION CENTER 
(2) GEORGIA , UNIVERSITY OF 
(4)GRACEWOOD STATE SCEOOL A N D  HOSPITAL 

(4) NORTEWEST REGIONAL HOSPITAL 
(4)  SOUTHUESTERN STATE HOSPITAL 
(4) WEST CENTRAL REGIONAL EOSPITAL 

OP PHYSICAL EEALTH A N D  HEBTAL HEALTH 

GEORGIA, HEDICAL COLLEGE OF 

GRADP HENORIAL HOSPITAL 

H A W A I I  
0 104 ( 4 )  H A W A I I ,  UNIVERSITY OF 

I L L I N O I S  
1223 (2) ADOLF HEYEB CENTER 
0395 AHERICAN DENTAL ASSOCIATION 
0332 (7)  A N N A  STATE HOSPITAL 
1626 CHICAGO, U N I V  OF, D I V  OF BIOLOGICAL SCIENCES 

AND PRITZKER SCHOOL OF MEDICINE 

BGHS 
HILLEDGBVILLE 
ATLANTA 
ATLANTA 
ATLANTA 

ATLANTA 
ATLANTA 
ATLANTA 

ATLANTA 
AUGUSTA 
ATLANTA 
ATLANTA 
AUGUSTA 
S A V A N N A H  
CHAHBLEE 
ATHENS 
GRACEWOOD 
ATLANTA 
BO ME 

COLD R E U S  
THOHASVILLE 

HONOLULU 

RESTRICTION CODE 
(2)  NO HEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
( 4 )  NO SURGICAL STUDIES 
(5-6) U N A S S I G N E D  
(7)  
(8)  
(9)  

NO SURGICAL OR I N D  STUDIES 
STATUS CNDETERHINED (CALL 301-496-7005 FOR CURREZJT INFORMATION) 
COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

DECATUR 
CHIC A GO 
A N N A  
CHICAGI~ 



PA GX 

1626  

1625 
0182 
0430  
0053  
1561  
0345 
0 2 9 1  

0102  
1373 
0095 
0 4 3 0  
OS18 
0 1 9 0  
0190 
1 5 1 8  
0 175 
0309 
1970 

0314 
0945  
0185  
0 1 8 5  
0 185 
0 1 8 5  

1397 
0883  
1697 
1246 
1176 
1119 
0 1 3 1  

6 

(2)CHICAGO, U N I V  OF, D I V  OF SOCIAL SCIENCES, CTB 

(Z)CHICAGO, U3IV OF, SCBOOL OF SOCIAL SERVICE 9 D M  
FOR HLTH A D H  STUDIES, G R A D  SCHOOL OF EDU 

EVANSTON HOSPITAL 
HEALTE SCIENCES, 
EEKTOEN INSTITUTE FOR NEDICAL RESEARCH 

(4 )  I L L I N O I S  STATE PSYCHIATRIC I N S T I T U T E  
I L L I N O I S ,  U N I V  OF, AT CHICAGO CIRCLE 
I L L I N O I S ,  U N I V  OF, MEDICAL CENTER CARPUS 

U N I V  OF/CEICAGO HEDICAL SCHOOL 

INCLUDING THE CLINICAL SCHOOLS AT PEORIA 
A N D  ROCKFORD 

I L L I N O I S ,  U N I V  OF, URBANA-CHARPAIGN CAHPUS 

HICHAEL REESE HOSPITAL A I D  HEDICAL CENTER 
HOUNT S I N A I  HOSPITAL HEDICAL CENTER 

N O  RTHW EST EB I UNIVERSITY 
NORTHWESTERN UNIVERSITY 
PEORIA STATE HOSPITAL 
RUSH-PRESBYTERIAN-ST LUKES HEDICAL CENTER 
SOUTHERN I L L I N O I S  UNIVERSITY 

( 2 )  LINCOLN STATE SCHOOL 

( 2 )  NORTHERN I L L I N O I S  UNIVERSITY 

(4) WESTERN I L L I N O I S  UNIVERSITY 

I N D I A N A  
( 2 )  DEPAUI UNIVERSITY 
(7)FORT WAYNE STATE HOSPITAL A N D  TRAINING CTR 

I N D I A N A  UNIVERSITY A N D  I N D I A W A  U N I V  FDN 
I N D I A N A  UNIVERSITY A N D  I N D I A N A  U N I V  FDN 
I N D I I N A  UNIVERSITY-PURDUE UNIVERSITY 
I N D I A N A  UNIVEBSITY REGIONAL CAHPUSES AT 

FORT WAYNE, G A R Y ,  JEFFERSONVILLE, KOKOHO,  
RICHHOND, A N D  SOUTH BEND 

INDIANAPOLIS CENTER FOR ADVANCED RESEARCH 
LARUE D CARTER HEMORIAL HOSPITAL 
H A R I O N  COUNTY ASSN FOR RETARDED CHILDREN, 
NETHODIST HOSPITAL OF I N D I A N A ,  INC 
NEW CASTLE STATE HOSPITAL 

(7) NOTRE DAME, UNIVERSITY OF 
(4)  PURDUE UNIVERSITY A N D  PURDUE RESEARCH FDN 

I I C  

W 

CHICAGO 

CHICAGO 
EVANSTON 
CHICAGO 
CHICAGO 
CHICAGO 
CHICAGO 
CHICAGO 

URBANA 
LINCOLN 
CHICAGO 
CHICAGO 
DEKALB 
CHICAGO 
EVANSTON 
PEORIA 
CHICAGO 
CARBONDALE 
MACOHB 

RESTRICTION CODE 
(2)  NO MEDICAL, SURGICAL OR I N D  STUDIES 
(3)  NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
( 4 6 )  UNASSIGNED 
(7)  NO SUBGICAL OR I N D  STUDIES 
(8 )  
(9)  COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

STATUS UNDETERMINED (CALL 301-496-7005 FOR CURRENT INFORMATION) 

GREENCASTLE 
FT WAYNE f '  
BLOOHINGTOP - 
I N D I  ANAPOLI, 
I H D I  A N A PO L I S  

INDIANAPOLIS 
I ND I A N  APOLIS 
INDIANAPOLIS 
I N  D I  A N  A PO L I  S 
NEU CASTLE 
NOTRE DABE 
LAPAY ETTE 
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IOWA 
0 3 4 3  ( 2 ) I O P A  STATE UNIVERSITY OF SCIENCE A N D  TECHNOLOGY 
0209 I O U A ,  UNIVERSITY OF 
0856 (3)WOODYARD STATE HOSPITAL-SCHOOL 

K A N S A S  
0038 (4) KANSAS STATE UNIVERSITY 
0157 (4 )  K A N S A S ,  UNIVERSITY OF 
0229 KANSAS, UNIVERSITY OF, tlEDICAL CENTER 
0081 ( 4 )  HENNINGER FOUNDATION 

K EN T UCK Y 
0 2 2 3  KENTUCKY, UNIVERSITY OF 
0 2 2 3  KENTUCKY, UNIVERSITY OF, RESEARCH FOUNDATION 
0 527 (Q)LOUISVILLE,  UUIVEBSITY OF, EXCEPT SCH OF llED 
0 5 2 7  LOUISVILLE, UNIVERSITY OF, FOUNDATION 
0023 LOUISVILLE, UNIVERSITY OP, SCHOOL OF HEDIClNE 

0 4 4 2  
0 2 6 2  
0262 
2 4 2 8  
2 4 2 0  
0137 
0 0 1 8  
2386 

LOUISIANA 
( 8 )  ALTON OCHSNER MEDICAL FOCINDATION 

(8)LOUISIANA STATE U N I V  A N D  A & ll COLL SYS 
(2)LOUISLANA STATE U M I V  I N  BATON ROUGE 
(4)LOUISIANA STATE U N I V  I N  NEW ORLEANS 
(3)  PINECREST STATE SCHOOL 

( 2 )  TULANE UNIYERSITY EXCEPT MEDICAL CENTER 

 LO LOUISIANA STATE u n s i  A N D  A IS M COLL SYS 

TULANE MEDICAL CENTER 

AMES 
I O U A  CITY 
UOODOARD 

tIABHATTAU 
LA R R  ENC E 
KANSAS CITY 
TOPEKA 

LEX1 NG TON 
LEXINGTON 
LOUISVILLE 
LOUISVILLE 
LOUISVILLE 

RESTRICTION CODE 
( 2 )  NO HEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
(5 -  6) UNASSIGNED 
(7)  NO SURGICAL OR I N D  STUDIES 
( 8 )  STATUS UUDETER€lINED (CALL 301 -496-7005 FOB CURRENT INFORMATION) 
( 9 )  COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

N EU 0 RLEB N S 
BATON ROUGE 
NEW ORLEANS 
BATON ROUGE 
NEW ORLEANS 
P I  NEVILLE 
NEW OBLEANS 
NEU ORCEANS 

1 0 3 2 1 2 5 t  
. .I . 

I .  

.. - . 
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0513  

0784 
0 402 
0895 
1247 
0186 
2245 
0640 
0174 
0274 
0174 
0326 
0296 
0400 

0286 
0554 
0 554 
0554 
0 488 
0783 
0322 
0 550 
0550 
0550 
0132 
2396 
0771 
0406 
01 17 
0098 
0412 
2042 
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MAINE 
UAINE HEDICAL CENTER 

U AR Y LAND 
( 2 )  AMERICAN I N S T I T U T E S  FOR BESEARCH 

(4) COL UU B I A  UNION COLLEGE, DEPT OF N U R S I N G  
BALTIHORE C I T Y  HOSPITALS 

EYE RESEARCH FOUNDATION OF BETHESDA 

HUNTINGDON RESEARCH CENTER 

J O H N S  HOPKINS HOSPITAL 
JOHNS AOPKINS U N I V  SCH OF HYGIENE A N D  PUB HLTH 
J O H N S  HOPKISS U N I V  SCHOOL OF H E D I C I I E  
MARYLAND, UNIVERSITY OF, BALTIBOBE CAUPUS 
BABYLAND, UNIVERSITY OF,  COLLEGE PARK CAHPUS 
S I N A I  HOSPITAL OF BALTIMORE, INC 

( 4 )  FRIENDS MEDICAL SCIENCE RESEARCH CENTER, INC 

(4) I N S T I T U T E  FOR BEHAVIORAL RZSEAECH, INC 

HASSACHUSETTS 
BETH ISRABL HOSPITAL OF BOSTON 
BOSTON CITY HOSPITAL 
BOSTON DEPARTHENT OF BEALTH A N D  EOSPITALS 
BOSTON DEPARTHENT OF COMMUNITY HEALTH 
BOSTON HOSPITAL FOR UOMEN 
BOSTOB STATE HOSPITAL 

B 0 S TO 8 U N I 7 E  R S I T  Y MEDIC A L C EN TE 3 
BOSTON UNIVERSITY, SCHOOL OF GRADUATE DENTISTRY 
BOSTON UNIVERSITY, SCEOOL OF BEDICINE 

( 2 )  BOSTON UNIVERSITY, CHARLES RIVER CAHPUS 

(2) BRANDEIS UNIVERSITY 
(4) CENTER FOR BLOOD BESEARCH 

CHILDRENS CANCER RESEARCH FOffMDBTION 
CHILDRENS HOSPITAL HEDICAL CENTER 

DANVERS STATE HOSPITAL 
FOaSYTB DENTAL CENTER 
EUNICE KENNEDY SHRIVER CENTER 

(3)CLARK UNIVERSITY 

Y 
PORTLAND 

SILVER SPRING 
B ALTI  HOAE 
TAROHA PARK 
BET HES DA 
BALTIMORE 
BALT IMORE 
S I L Y E B  SPRING 
BALTIMORE 
BA LTIHORE 
BALTIHORE 
BALT IHORE 
COLLEGE PARK 
BALTIHORE 

RESTRICTION CODE 
(2) NO HEDICAL, SURGICAL OR I N D  S T 3 D I E S  
(3) NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
(7) NO SURGICAL OR I N D  STUDIES 
(8) STATUS UNDETERBINED (CALL 301-496-7005 FOX CURRENT INFOBHATION) 
(9)  CONPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON r -  ’ 
BOSTON - 
BOSTON 
BOSTON 
BOSTON 
UALTHAH 
BOSTON 
BOSTON 
BOSTON 
WORCESTER 
HATHOBNE 
BOSTON * 
UBLTHAM 
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2 2 3 8  
2 4 9 4  
2398 
0791 
0087 
0 4 4 9  
0 5 5 4  
2 3 0 4  
0 0 9 7  
0597 
0597 
0 1 4 7  
0 5 5 4  
0 5 7 6  
0494 
01 33 
0297 
0 4 2 9  
0 4 1 0  
0 4 0 4  
0 8 5 4  
0351 
0 5 5 4  
2107 
2 3 7 9  
0 2 6 6  
0550 
2 0 4 2  
0085 
1 2 8 4  

0363 
0363 
0 4 9 7  
0357 
0 357 
0615 
038 4 
0295 

(3)HARVARD U N I V ,  FACULTY OF ARTS A N D  SCIENCES 
(2)HARVARD U N I V ,  FACULTY OF GRAD SCH OF EDUCATION 

I I A R V A R D  U N I V  SCHOOL OF PUBLIC HEALTH 

LABEV C L I N I C  FOUND&TLOI 
LEMUEL SHATTUCK HOSPITAL 
LONG ISLAND CHRONIC DISEASE HOSPITAL 

J O S L I N  DIABETES FOUNDATION. INC-  

(9)  RASSACHUSETTS DEVELOPUXNTAL D I S A B I L I T I E S  CNCL 
(4 )  HASSACHUSETTS INSTITUTE OF TECHNOLOGY 

HASSACHUSETTS UENTAL HEALTH CENTER 
HASSACHUSETTS MENTAL HEALTH RESEARCH CORP 

( 2) HAS S A C H U S ET TS , U N I  VERS I T Y 0 F- A H HERST 
HATTAPAN CHRONIC DISEASE HOSPITAL 
MC LEAN HOSPITAL 
NEW ENGLAND DEACONESS KOSPITAL 
NE'd ENGLAND HEDICAL CENTER ROSPITALS 
NO BTH EA STERN U N I VE RSIT Y 
PETER BENT B R I G H A H  HOSPITAL 
RETINA FOUNDATION 
ROBERT B B R I G H A H  HOSPITAL 
ST ELIZABETHS HOSPITAL 
ST HARGARETS HOSPITAL 
TRUSTEES OF HEALTH 6 HOSPITALS8 CITY OF BOSTON 
TUFTS-NEW ENGLAND MEDICAL CENTER 
TUFTS UNIVERSITY-BOSTON 

( 2 )  TUFTS UNIVERSITP-!lEDFORD 
UNIVERSITY HOSPITAL, INC 
YALTEB E FZRNALD STATE SCHOOL 
WORCESTER POUNDATION FOR EXP BIOLOGY 

(4) GOBCESTER STATE HOSPITAL 

HIC H I G A N  
CHILD RESEARCH CENTER OF ElICHIGAN 
CHILDREUS HOSPITAL OF MICHIGAN 
DETROIT, UNIVERSITY OF 
EDSEL B FORD INSTITUTE 
EENRY FORD HOSPITAL 
HICHIGAN DEPT OF PUBLIC HEALTH 
R I C H I G A N  STATE UNIVERSITY 
H I C H I G A N .  UNIVERSITY OF 

CAUBRIDGE 
CAM B R I  D GX 
BOSTON 
BOSTON 
BOSTON 
JAHAICA PLAIN 
BOSTON BABBOR 
BOSTON 
CA MB R I  DGE ' 
BOSTON 
BOSTON 
AH5EBST 
HATTAPAN 
BBLMQYT 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
BOSTON 
HEDFOBD 
BOSTON 
WA VERLEY 
SHREW SBUR Y 
YORCE STER 

DETROIT 
DETROIT 
DETBOIT 
DETROIT 
DETROIT 
LANSING 
EAST LAMING 
A N N  ARBOR 

RESTRICTION CODE 
(2)  N O  HEDICAL. SURGICAL OR I N D  STUDIES 
(3) NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
(7) NO SURGICAL OR I N D  STUDIES 
(8) 
(9) 

STATUS UNDETERMINED 
CONPLEX RESTRICTION 

(CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR CURRENT INFORMATION) 
(CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR DETAILS) 
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0 0 0 8  S I N A I  HOSPITAL OF DETROIT 
2 4 8 3  
0 3 5 4  W A Y N E  STATE UNIVERSITY 
0 7 2 0  WESTEXX H I C B I C - A 3  ENIVESSITY 

VETERANS ADHINISTa ATION HOSPITAL-ANN A a B O R  

0065 
0041 
0065 
0 4 6 3  
0 4 6 3  
0 4 6 3  
0 4 6 3  
0463 
0 4 6 3  

MINNESOTA 
HENNEPIN COUNTY GENERAL HOSPITAL 
H A Y 0  FOUNDATION 
HINNEAPOLIS HEDICAL RESEARCH FOUNDATION , INC 
HINNESOTA, U N I V  OF 
HINNESOTA, U N I V  OP 
HINNESOTA, U N I V  OF 
HINNESOTA, U N I V  OF  
MINNESOTA, U N I V  OF, TECHNICAL COLLEGE 
HINNESOTA, U N I V  OF, TECHNICAL COLLEGE 

M I S S I S S I P P I  
~ 

0561 ( 2 ) M I S S I S S I P P I ,  UNIVERSITY O F  
0 3 6 6  M I S S I S S I P P I ,  UNIVERSITY OF, MEDICAL CENTER 

HISS O U R  I 
0 2 9 8  CANCER RESEARCH CENTER --._ 

2 3 5 8  ( 2 )  CERREL, INC 
0 2 9 8  
OP24 JEWISH HOSPITAL OF ST LOUIS 
2365 
0 2 9 2  
0 2 9 2  MISSOURI, U N I V  OF, REDICAL CENTER INCLUDING 

E L L I S  FISCHEL STATE CANCER HOSPITAL 

( 2 )  HID-CONTINENT REGIONAL EDUCATIONAL LABORATORY 
( 2 )  MISSOURI, U N I V  OF, EXCEPT HEDICAL CENTER 

MISSOURI INSTITUTE OF PSYCHIATRY 
0 2 9 2  MISSOURI, U N I V  OF 
0 2 9 2  ( 2 )  f l ISSOURI,  U N I V  OF - _. - 

0 2 9 2  i 2 j  HISSOURI, UNIV O F  
0292 HISSOURI,  U N I V  OF, REG HED PROG, ALL CABPUSES 
03 56 ST LOUIS UNIVERSITY 

L D ETR 0 I T  
A N N  ARBOR 
DETROIT 
KALAMAZOO 

HINNEA POLIS 
ROCHESTER 
MINNEAPOLIS 
DULBTH 
HIINZA POLIS 
HOBRIS 
ST PAUL 
CROOKSTON 
UASECA 

UNIVEXSITY 
JACKSON 

BESTSICTION C O D E  
( 2 )  NO HEDICAL, SURGICAL O R  I N D  STUDIES 
(3)  NO I N D  STUDIES 
( 4 )  N O  SURGICAL STUDIES 
(5-6) UNASSIGNED 
( 7 )  NO SURGICAL OR I N D  STUDIES 
(8) 
( 9 )  

STATUS UNDETERHINED (CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR CUBRENT INFOBHATIOI) 
COHPLEX RESTRICTION (CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR DETAILS) 

, \  

COLUMBIA \,, 
ST A B N  
COLUMBIA 
ST LOUIS 
KANSAS CITY 
COLUHBIA 
COL UBBI A 

KANSAS CITY 
ROLLA 
ST LOUIS 

ST LOUIS 
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2056 
2351 

V ET E8 A N  S AD B I N  I S  T R AT ION HO S P I T  A L- KA N S A S C I T  Y 
UASHINGTON U N I V  SCKOOL OF MEDICINE 

NEBR A S K  A 
1120 
1781 VETERANS ADHINISTRATION HOSPITAL-OHAHA 

C REIG H TON U NIVBRSIT P 

NEVADA 
0762 (2) NEVADA, UNIVERSITY OF, RENO CAHPUS 

NEW HAMPSHIRE 
0427 
0227 DARTBOUTH I'lEDICAL SCHOOL 
1006 (4) HEW HAHPSHIBE HOSPITAL 
1006 

(2)DARTMOUTH COLL FACULTY OF ARTS A N D  SCIENCES 

(4)NEU HAHPSHIBE STATE D I V I S I O N  OF HENTAL HEALTH 

0981 
0 349 
0349 
0349 
0837 
0 570 
0349 
0300 
0300 
0 300 

NEW JERSEY 
(2) EDUCATIONAL TESTING SERVICE 

NEW JERSEY, COLL OF H E D I C I I E  A N D  DENTISTRY OF 
NEU JERSEY SENTBL SCHOOL _ _  
NEW JERSEY MEDICAL SCHOOL 
NEWARK BETH ISRAEL NEDICAL CENTER 

RUTGERS HEDICAL SCHOOL 
(2)  PRINCETON UNIVERSITY 

(4)RUTGERS, THE STATE UNIVERSITY OF NEW JERSEY 
(4)RUTGERS, THE STATE UNIVERSITY OF NEW JERSEY 
(4)RUTGEBS, THE STATE UNIVERSITY O F  NEW JERSEY 

K A N S A S  C I T Y  
S T  LOUIS 

O H A H A  
OMAHA 

RENO 

BANOVER 
BANOVER 
CONCORD 
CONCORD 

BESTRICTION CODE 
1 2 )  NO MEDICAL, SURGICAL OR I N D  STUDIES 
iij NO IND STUDIES 
(4) NO SURGICAL STUDIES - .  

(5-6) UNASSIGNED 
(7) 
(8) 
(9) 

NO SURGICAL O R  I N D  STUDIES 
STATUS UNDETERHINBD (CALL 301-496-7005 FOR CURRENT IBFORHATION) 
COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

PRINCETON 
NEWARK 
JERSEY CITY 
N E U A R K  
NEUARK 
PRINCETO3 
PISCATAWAY 
CAHDEN 
NEW BBUNSWICK 
NEUARK 

1 0 3 9 7 2 9  
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0141 
0472 
0353 

2129 
2116 
0341 
0 4 2 3  
1064 
2368 
2 277 
0381 
0 437 
0034 

0373 
0526 
0063 
0245 
0109 
0456 
0456 
0456 
0621 
0047 
1005 
0368 
0369 
2375 
0397 
0086 
2518 
0383 
0059 

NE3 REXICO 
LOVELACE FOUNDATION FOR RED ED AND RES 
NEW HEXICO,  UNIVERSITY O F  
NEW REXICO,  U N I V E R S I T Y  OF,  HEALTH S C I E N C E S  

GROUP-SCHOOL i)? H E D I C I N E ,  COLLEGES OF 
PHARHACY A N D  NURSING 

NEW Y ORK 
(4 )  AHERICAN HEALTH FOUNDATION 
(2) BARNARD COLLEGE 

BETH I S R A E L  BEDICAL CENTER 
BRONX-LEBANON H O S P I T A L  CENTER 
BROOKHAVEN NATIONAL LABORATORY HEDICAL DEPARTMENT 

( 2 ) C E N T E R  FOR URBAN EDUCATION 
( 2 )  C H I L D  WELFARE LEAGUE OF AMERICA 

CBILDRENS H O S P I T A L  OF BUFFALO 
(2)  COLUHBIA U N I V ,  EXCEPT HEALTH S C I E N C E S  D I V  

COLUHBIA U N I V  HEALTH S C I E N C E S  D I V  INCLUDING 
COLLEGE OF P H Y S I C I A N S  A N D  SURGEONS, SCHOOLS 
O F  P U B L I C  HEALTH AND A D 8 I B I S T B A T I V E  MEDICINE,  
NURSING, AND ORAL AND DENTAL SURGERY 

(2)  COLUHBIA U N I V E R S I T Y  TEACHERS COLLEGE 
CORHUNITY BLOOD COUNCIL O F  GREATER NEW PORK 

(3)COZtSELL U N I V ,  EXCEPT BED COLL A N D  SCY OF NUBS 
CORNELL U N I V ,  MEDICAL COLLEGE 
EASTMAN DENTAL CENTEB 
HEALTH RESEARCH, I N C ,  ALBANY DXVISION 
HEALTH RESEARCH, I N C  BOSWELL P A R K  D I V I S I O N  
BORER FOLKS TUBERCULOSIS  H O S P I T A L  
H O S P I T A L  FOR J O I N T  D I S E A S E S  AND MED CENTER 
H O S P I T A L  FOR S P E C I A L  SUBGERI 

JEUISH H O S P I T A L  AND BEDICAL CENTER OF BROOKLYN 
KINGSBROOK J E W I S H  MED CTR&XSAAC ALBEaT R E S  I N S T  
LONG I S L A N D  J E Y I S H - H I L L S I D E  MEDICAL CENTER 
HAIMONIDES MEDICAL CENTEB 
HARP IMOGENE BASSETT H O S P I T A L  
MEADOWBROOK MEDICAL EDUCATION AND RES PDN 
HEMORIAL HOSP FOR CANCER A N D  A L L I E D  D I S E A S E S  
HONTEFIORE HOSPITAL AND MEDICAL CENTEB 

(4) J E W I S H  BOARD OF GUARDIANS 

u 
ALBUQUEsQ UE 
ALBUQUERQUE 
ALBUQUERQUE 

R E S T R I C T I O N  CODE 
(2) NO MEDICAL, SURGICAL OR I B D  S T U D I E S  
(3) NO I N D  S T U D I E S  
(4) NO SURGICAL S T U D I E S  
(5-6) UNASSIGNED 
(7) NO SURGICAL OR I H D  S T U D I E S  
(8) S T A T U S  UNDETERMINED (CALL 301-496-7005 FOR CURRENT INFORMATION) 
(9)  COMPLEX R E S T R I C T I O N  (CALL 301-496-7005 FOE D E T A I L S )  

NEW YORK 
NEW YORK 
NEY YORK 
NEW YORK 
UPTOH 
NEY YORK 
NEW YOBK 
BUFFALO 
NEW YORK 
NEW YORK 

NEW YORK 
NEW YORK 
ITHACA 
NBY YORK 
ROCHESTER 
ALBANY 
BUFFALO 
ONEONTA * -  

NEU YORK 
NEU YOBK 
HEW YORK 
B ROO KLP N 
NEW YORK 
NEY EYDE P A R K  
BROOKLYN 
COOPERSTOWN 
EAST HEADOW 

NEW YOBK 

- ,~ 

N E W  YORK' 

1032738% 
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d 

0139 
2518 
0526 
1370 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 

0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0456 
0624 
0208 

0456 
037U 

0163 

0596 
0474 
0506 
0259  
0457 

0386 
0 2 2 0  

0508 

ROUNT S I N A I  SCHOOL OF flEDICXNE 
NASSAU COUNTY MEDICAL CENTER 
NEU Y O R K  BLOOD CENTER 

(4 )  NER PORK CITY DEPARTMENT OF HEALTH 
(2)NEW YORK,  CITY U N I V  OF 
(2)NEW YORK,  CITY U N X V  OF, B R O N X  COHMUNITY COLL 
(2)NEW YORK, CITY U N I V  OF, BROOKLYN COLLEGE 
(21NEW Y O R K ,  CITY U N I V  OF, CITY COLLEGE 
(2)NEU YORK, CITY U N I V  OF GRAD SCH A N D  U N I V  CTR 
( 2 ) N E U  Y O R K ,  CITY U N I V  OF, HERBERT H LEHMAN COLL 
(2)NEU YORR,  CITY U N I V  OF, HOSTOS COHHUNITY COLL 
(2)NEU YOBK, C I T Y  U N I V  OF, HUNTER COLLEGE 
(2)NEY Y O R K ,  CITY U N I V  OF, JOKN J A Y  COLLEGE 

(2)NEW Y O R K ,  CITY U N I V  OF, KINGSBOROUGH CHTP COLL 
(2)NEY YORK, CITY U N I V  OF, LAGUARDIA CHTP COLL 
(2)NEW PORK,  CITY U N I V  OF, BANHATTAN CMTY COLL 
(2)NEU YOBX, CITY U N I V  OF, NEU PORK CITY CHTY COLL 
(2)NEW Y O R K ,  CITY U N I V  OF, QUEENS COLLEGE 
( 2 ) N E U  YORK, CITY U N I V  OF, QUEENSBOROUGH CHTY COLL 
(2)NEY Y O R K ,  CITY U N I V  OP, RESEARCH FOUNDATION 
(2)NEW Y O R K ,  C I T Y  U N X V  OF, RICHBOND COLLEGE 
(2)NEW YORK,  CITY U N I V  OF, STATBN ISLAND C I T Y  COLL 
(2)NEW Y O R K ,  CITY U N I V  OF, PORK COL-LEGE 

NEU Y O R K  DEPARTMENT OF HEALTH 
(9)NEW PORK DEPARTHENT OF MENTAL HYGIENE 

NEU Y O R K  HEDICAL COLLEGE-FLOWER A N D  

-OF CBIYINAL J U S T I C E  

FIFTH AVENUE HOSPITALS INCLUDING 

COLER HEHORIAL HOSPITAL 
HETROPOLITAN HOSPITAL A N D  B I R D  S. 

NEW Y O R K  STATE REBABILITATIOH HOSPITAL 
(2)NEW Y O R K ,  STATE U N I V  OF, AT ALBANY 
(3)  NEW Y O R K ,  STATE U N I Y  O F ,  AT aINGHAnTON 

NEW YORK, STATE U N I V  OF, AT BUFPALO 

NEW Y O R K ,  STATE U N I V  OF, AT STONY BROOK 
( 7 ) N E R  PORK, STATE U N I V  OF, COLLEGE AT BZOCKPORT 

NEW Y O R K ,  STATE U N I V  OF, COLLEGE AT BUFFALO 
(4)NEW YORK, STATE U N I V  OF, COLLEGE AT CORTLAND 

NEW Y O R K ,  STATE U N I V  OF, COLLEGE OP ARTS 

[2)NEW YORK,  STATE U N I V  OF, COLLEGE AT OSREGO 
A N D  SCIENCES AT GENESEO 

NEW PORK, STATE U N I V  OF, COLLEGE CF FORESTRY 

RESTRICTION CODE 
(2 )  NO HEDICAL, SURGICAL OR f N D  STUDIES 
(3) NO I N D  STUDIES 
(4)  NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
(7)  NO SURGICAL OR I N D  STUDIES 
(8) STBTUS UNDETERHINED (CALL 301-496-7005 FOR CURRENT INFORHATION) 
(9) CONPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

NEW PORK 
EAST MEADOii 
NEY YORK 
UEU I O E K  
BEY Y O R K  
BEON X 
BROOKLYN 
NEW PORK 
NEU PORK 
BRONX 
BRONX 
NEU X O R K  
NBO YORK 

BROQKLY N 
LONG ISLAND 
NER YOBX 
BROOKLYN 
FLUSHING 
NEW YORK 
NEU Y O R K  
STATEN ISLAND 
STATEN ISLAND 
J A H A I C A  
ALBANY 
ALBANY 
WEY YORK 

YEST AAYERSTBAY 
ALBANY 
BX N G H B R T O N  
BUFFALO 

STONY BROOK 
BROCK PORT 
BUFFALO 
COETLAND 
GENESEO 

OSYEGO - 
S Y R AC U SE 

1 0 3 2 1 3 1 ~  

, 
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0 3 0 5  
0 1 2 7  
0390 
0 4 0 5  
0788 
061 5 
2 2 4 7  
1001 
0 6 2 4  
0172 
0230 
2 0 3 6  
0 4 9 1  
0 4 5 6  
0 5 3 6  
0076 
0 3 7 6  
0 2 8 0  
2 4 3 8  
0 6 2 1  
0 2 1 7  
1740 
2 0 4 5  
0002 

0699 
0191 
2 3 8 2  
2242 
0 2 8 5  
0177 
0 2 4 2  
1087 
0078 

NEW Y O R K ,  STATE U N I V  OF, DOWNSTATE BED CTR 
NEW Y O R K ,  STATE U N I V  OF, UPSTATE MED CTP. 

(2)NEW Y O R X  UNIVE?!SITY, EXCLUSIVE OF THE NED CTB 
B S V  YQ2K U Y I V E R S I T P  HEDICBL CENT?.?. 
NORTH SHORE HOSPITAL 

PUBLIC HEBLTH RESEARCK INSTITUTE 
RENSSELAER POLYTECHNIC INSTITUTE 
RESEARCH FOUNDATION FOR MENTAL HYGIENE 

( 2 )  POLYTECHNIC INSTITUTE OF BROOKLYN 

ROCHESTER, UNIVERSITY OF 
ROCKEFELLER UNIVERSITY 
ROCKLAND COUNTY HEALTH A N D  SOCIAL SERVICSS COMP 
R 00 S E VE LT 80s P I T  A L 
ROSYELL PARK HEHORIAL I N S T I T U T E  
SLOAN-KETTERING INSTITUTE FOR CANCER RES 
S T  LUKES HOSPITAL CENTER 
ST VINCENT5 HOSP A N D  HED CTR O F  N Y 
SY 2AC USE UNIVERSITY 
TRUDEAU INSTITUTE 
RESEARCH I I S T I T U T E  FOR SKELETOHUSCULAR DISEASES ~ 

U N I O N  UNIVERSITY, ALBANY MEDICAL COLLEGE 
VETERANS ADNINISTRATION HOSPITAL-BRONX 
VETERANS A D  H I  NISTBATION 80 SPZ TAL-NORTHPORT 
YESHIVA U N I V ,  ALBERT EXNSTEIN COLL OF MED 

NORTH CAROLINA 
CHARLOTTE ?IEHORIAL HOSPITAL 
DUKE UNIVERSITY 

( 2 )  NATIONAL LABORATORY FOR HIGHEa EDUCATION 
(2)NORTH CAROLINA A E T STATE UNIVERSITY 
(2)NORTB CAROLINA STATE UNIVERSITY AT RALEIGH 

NORTH CAROLINA, UNIVERSITY OF, AT CHAPEL H I L L  
WAKE FOREST UNIVERSITY, EOWKAN G R A Y  SCH OF MED 

( 2 )  WAKE FOREST UNIVERSITY, EXCEPT SCH OF MEDICINE 
(2)WESTERN CAROLINA CENTER 

BROOKLYN 
SYRACUSE 
NEU Y O R K  
SEW Y O R K  
H A N H A S S ET 
BROORL Y N 
NEW YORK 
TROY 
ALBANY 
ROCHESTER 
NEW YORK 
POHONA 
NEY PORK 
BUFFALO 
N X Y  YORK 
NEW Y O R K  
NEW Y O R K  
SYRACUSE 
SARANAC LAKE 
NEU Y O R K  
ALBANY 
NEY YORK 
N O  RTH PORT 
BRONX 

W 

;' . CHARLOTTE 
D U R H A H  
D U R B A B  
G REE N SBORO 
RALEIGH 
CHAPEL HILL 
W INSTON-S ALEH 
WINSTON-SALEM 
HORGA NTON 

W 

RESTRICTION CODE 
( 2 )  NO HEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
(4)  NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
(7) NO SURGICAL OR I N D  STUDIES 
(8 )  STATUS UNDETERRINED (CALL 301-496-7005 FOR CURRENT INFORMATION) 

I ( 9 )  CONPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

t 0 '32732 
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0 3 6 2  
4 00 54 

0467 
0318 

0533 
0533 
0 5 3 3  
0 5 3 3  
0533 
0533 
0533 
0 5 3 3  
0533 
0 5 3 3  
0 5 3 3  
0 5 3 3  
0533 
0 5 3 3  
0 5 3 3  
0 5 3 3  
0240 
0 5 3 3  

W 0629 
0 533 
0 533 
0 5 3 3  
0 5 3 3  
0 5 3 3  
0533 

WILLS EYE EOSPITAL A N D  RESEARCH INSTITUTE 
UISTAR I N S T I T U T E  

RHODE ISLAND 
BROWN UNIVERSITY 
RHODE ISLAND HOSPITAL 

SOUTH CAROLINA 
AIKIN-BARNWELL MENTAL HEALTH CENTER 
A I DER S O  N- OCONEE- P I C  KE 1 S LIB NTA L HEALTH C T R 
BECKRAN CENTER FOB RENTAL HEALTB SZRVICES 
CHARLESTON AREA MENTAL HBALTH CENTER 
COASTAL ELIPIRE HENTAL HBALTE CENTER 
COLUHBIA AREA BENTBL HBALTE CENTER 
CRAFTS-PARBOW STATE HOSPITAL 
FRIENDSHIP CENTER 
GEORGETOWN-HORRY MENTAL HEALTH C L I N I C  
GRBZNVILLE AREA MBRTAL KBALTH CENTER 
ORANGEBURG AREA PlENTAL HEALTH C L I N I C  
PEE-DEE HENTAL HEALTH CENTER 
SOUTH CAROLINA DEPARTLIBNT OF HENTAL KEALTH 

D I V  OF ALCOHOL A N D  D R U G  ADDICTION SERVICES 
D I V  OF COHnUNITY HT1 HLTH SERVICES SPEC P R O J  
LONG TERN CARE SERVICES 

SOUTH CAROLINA, HEDICAL UNIVERSITY OF 
S O U T H  CAROLINA STATE HOSPITAL 

(4) SOUTH CAEOLINA, UNIVERSITY OF 
SOUTH CAROLINA WAR VETEgANS HOHE 
SPARTANBURG AREA MENTAL HEALTH CENTER 
SUHTER-CLARENDON-KERSHAY LIENTAL HEALTH CENTER 
TRI-COUNTY HENTAL HEALTH CENTER 
WILLIAR S HALL PS YCHIATBIC I N S T I T U T E  
YO RK-CHESTER-LBNCASTER LIENTAL HEALTH CENTER 

PHILA DBLPHIA 
PHILADELPHIA 

PROVIDENCE 
PBOVIDENC E 

A I K I I S "  
ANDERSON 
GREENWOOD 
CHARLESTON 
BEL UFO RT 
COL UMB I A  
COLULIBIA 
COL UHBIA 
CORIAY 
GREBNVILLE 
OR A N  GZ BUR G 
FLORENCE 
COLUBBIA 
COLUCIBIA 
COLU M B I B  
COL U M B I A  
CHA RLP, STON 
COLUHBIA 
COLURBIB 
COLUHBI A 
SPA RTANBURG 
SUBTER 
BENNETTSVILLB 
COLUMBIA 
ROCK HILL 

RESTRICTION CODE 
(2)  NO MEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
( 4 )  NO SURGICAL STUDIES 
IS-6) UNASSIGNED 
i 7 )  
(8 )  STATUS UNDETERMINED (CALL 301-496-7005 FOR CURRENT INPORflATION) 
( 9 )  COHPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

- N O  SURGICAL OR I N D  STUDIES 

1 0 3 2 1 3 3  
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1696  
5 3 9 3  
1716 

i 1716  
0 6 4 8  
0170  
0 1 2 4  
0401 
1 8 0 0  

0 3 0 7  
0 8 1 3  
23U4 
2 3 4 4  
1045  
0 590 
1121  
0 1 2 3  
0 6 6 9  
0 1 1 3  
0 1 0 7  
0040  

TEN NESS 2E 
( 4 )  ARLINGTON HOSPITAL A N D  SCHOOL 

HE HA B R Y  MEDICAL COLLEGE 

OAK RIDGE NATIONAL LABORATORY 
ST J U D E  CRILDRENS RESEARCH HOSPITAL 
TENNESSEE, U N I V  OF, HEDICAL UNITS 
TENNESSEE, UNIVERSITY OF - KNOXVILLB 
V A N  DER B I LT O N 1  VE B S I T  Y 
VETERANS ADMINISTRATION HOSPITAL-MEMPHIS 

O A K  RIDGE ASSOCIATED UNIVERSITIES , I N C  

TEXAS 
BAYLOR COLLEGE OF MEDICINE 

(2 )  BAYLOR UNIVERSITY 
(2)SOUTHUEST EDUCATIONAL DEVELOPHENT CORPORATION 
(2)SOUTHWEST EDUCATIONAL DEVELOPBENT LABORATORY 
(2)TEXAS A E !l U N I V ,  COLLEGE STATION CAHPUS ONLY 

(7)TEXAS,  U N I V  OF, AT ARLINGTON 
(9)TEXAS, U N I V  OF, AT AUSTIN 

TEXAS INSTITUTE FOR REHAB A N D  RESEARCH 

TEXAS, U N I V  OF, AT HOUSTON DENTAL BRANCH 
TEXAS, U N I V  OF, H D ANDERSON HOSP A N D  TUB03 I N S  
TEXAS, U N I V  OF, HEDICAL BRANCH AT GALVESTON 

(8)TEXAS, U N I V  OF, HEDICAL SCHOOL 

UTAH 
0 9 3 3  (2)BRIGHAM Y O U N G  UNIVERSITY 
2426  DESERET FOUNDATION FOR HED EDU A N D  RES 
0 2 3 5  UTAH, UNIVERSITY OF 

VERHONT 
0 1 9 4  VERHONT, UNIVERSITY OF 
2 3 3 5  VETEBANS A D M  CENTER-WHITE R I V E R  JUNCTION 

ARLINGTON 
NASHVILLE 
O A K  RIDGE 
O A K  RIDGE 
MEKPHIS 
HEMPHIS 
KNOXVILLE 
NASHVILLE 
MEMPHIS 

HOUSTON 
HAC0 
AUSTIN 
AUSTIN 
COLLEGE STATION 
HOUSTON 
ARLINGTON 
A USTIN 
HOUSTON 
HOUSTON 
GAL V ESTQI 
SAN ANTONIO 

Y 

/ \  

b 

PRO VO 
SALT LAKE CITY 
SALT LAKE CITY 

RESTRICTION CODE 
( 2 )  NO MEDICAL, SURGICAL OR I N D  STUDIES 
(3) NO I N D  STUDIES 
( 4 )  NO SURGICAL STUDIES 
(5-6)  UNASSIGNED 
( 7 )  NO SURGICAL OR I N D  STUDIES 
(8 )  
(9) COMPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 

STATUS UBDETERHINED (CALL 301-496-7005 FOR CURRENT INFORHATION) 

BURLINGTON 
YHITE BIVER JCT 

.. . . .. 
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I 

2 2 7 5  
0634 
0239 

0 3 0 6  
0 575 

0 5 2 2  
0 0 2 9  
0900 

1717 
0 105 
0 2 9 9  

2376 
0 4 3 1  

0315 
2 1 3 2  
0 387 
076 3 
0503 
0 077 
0319 
2 1 0 6  

4 

V I  R G I  N I  A 
(9)  H U M A N  RESOURCES RESEARCH ORGANIZATION 

LYNC3BURG TRAINING SCHOOL A N D  HOSPITAL 
V I R G I N I A  COURONUEALTH UNIVERSITY, IEDICAL 

V I R G I N I A ,  UNIVERSITY OF 
COLLEGE OF V I R G I N I A ,  HEALTH SCIENCES D I V  

( 2 ) Y I L L I A H  A N D  MARY, COLLEGE OF 

WASHINGTON 
CHILDRZNS ORTHOPEDIC HOSPITAL 
PACIFIC NORTHWEST RESEARCH FOUNDATION 
V I R G I N I A  I A S O N  RESEARCH CENTER INCLUDING 

MASON C L I N I C  A N D  V I R G I N I A  MASON HOSPITAL 
UASHINGTON DEPT OF SOCIAL A N D  BEALTH SERVICES 

(3) WASHINGTON STATE UNIVERSITY 
WASHINGTON0 UNIVERSITY OF 

A N D  HED CTR 

UEST V I R G I N I A  
( 2 )  APPALACHIA EDUCATIONAL LABORATORY, I N C  

WEST V I R G I N I A  UNIVERSITY 

WISCONSIN 
CZBTBAL YISCOYSIN COLONY A N D  T R I I S X I G  SCH 

HARQUETTE UNIVERSITY 
HENDOTA STATE HOSPITAL 

(4) SOUTHERN UISCONSIN COLONY A N D  TRAINING SCH 
UISCONSIN, MEDICAL COLLEGE OF 
U I S C O N S I I O  UNIVERSITY OP, !!ADISON CAHPUS 

( 2 )  LAURENCE UNIVERSITY 

( 2 )  WISCONSIN, UNIVERSITY OF, PARKSIDE 

ALEXANDRIA 
M A D I S O N  HEIGHTS 
RICHMOND 

CHARLOTTES VILLE 
WILLXAflSBURG 

SEATTLE 
SEATTLE 
SEATTLE 

OLY I P I A  
PULLHAN 
SEATTLE 

CHARLESTON 
UORG ANT OH N 

MADISON 
APPL ET0 N 
1 ILU A U  KEE 
MENDOTA 
U N I O N  GROVE 
MIL UA U K EE 
tlADISON 
KENOSHA 

RESTRICTION CODE 
(2 )  NO MEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6) UNASSIGNED 
i 7 )  - 8 0  SURGICAL OR I N D  STUDIES . .. 
(81 
(9) 

STATUS UNDETERMINED (CALL 301-496-7005 FOR CURRENT INFORaATION) 
COMPLEX RESTRICTION (CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR DETAILS) 

1 0 3 2 1 3 5 9  
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1 1 3 7  

1 0 8 0  

S W I TZER LA ND 
WORLD HEALTH ORGANIZATION 

UNITED KZNGDOH 
LONDON, U N I V  OF,  I N S T I T U T Z  OF NEUROLOGY 

TOTAL INSTITUTIONS COVERED BY ACCEPTABLE GENERAL ASSURANCES 561 

’v GENEVA 

LONDON 

4, ” 

B E S T R I C T I O N  CODE 
(2 )  NO HEDICAL, SURGICAL OR I N D  STUDIES 
( 3 )  NO I N D  S T U D I E S  
( 4 )  NO SURGICAL S T U D I E S  
( 5 - 6 )  UNASSIGNED 
( 7 )  NO SURGICAL OR I N D  S T U D I E S  
(8) 
(9) 

STATUS UNDETERHINED 
COHPLEX R E S T R I C T I O N  (CALL 301-496-7005 F O R  D L T A I L S )  

(CALL 3 0 1 - 4 9 6 - 7 0 0 5  FOR CURRENT INPORBATION) 



Forr Approved 
OMB NO. 6 8 - R l 1 4 3  - ~lOENTlFlCATlON NUMBER (If known) 

d 

OEPARTMENT OF HEALTH, ERUCATION, AND WELFARE 

J 

PROTECTION OF HUMAN SUBJECTS 
0 c o n t r a c t  0 New I a Grant Ci R s n c r a l  

CERTIFICATION I 0 F e l l o w s h i p  0 C o n t i n u a t i o n  

STATEMENT OF POLICY:  
o r  c o n t r a c t s  f rom t h e  OHEV i s  t h e  r e s p o n s i b i l i t y  of  t h e  i n s t i t u t i o n  u h i c h  r e c e i v e s  o r  i s  a c c o u n t a b ~ c  t o  t h e  DHEW f o r  
ihe f unds  awarded f o r  t h e  suppor t  o f  t h e  a c t i v i t y .  
r o s p o n r i b i l i t y ,  i t  i s  t h e  p o l i c y  o f  t h e  Deportment t h a t  no g r a n t  o r  c o n t r a c t  f o r  an a c t i v i t y  i n v o l v i n g  human s u b j e c t s  
s h a l l  be made unless t h e  a p p l i c a t i o n  f o r  such suppor t  has been r e v i e r e d  and approved by an  a p p r o p r i a t e  i n s t i t u t i o n a l  
commit tee. (Reference: " I n s t i t u t i o d l  Guide t o  OHEU P o l i c y  on the P r o t e c t i o n  of Human Subjects.")  

Sa feguard ing  the  r i g h t s  and r e l f r r e  o f  human s u b j e c t s  i n v o l v e d  i n  a c t i v i t i e s  suppor ted  by g r a n t s  

I n  order t o  p r o v i d e ' f o r  t he  adequate d i scha rge  of t h i s  i n s t i t u t i o n a l  

2. PROJECT DIRECTOR/PROGRAM OtRECTOR/FELLOU 3. INSTITUTIONAL CCPPONENT OR OEPARTYENT 

POSITION TITLE I 
4. CHECK ONE OF THE FOLLOYING STATEMENTS AS APPLICABLE: 

A *  

a 

0 c *  

D 

T h i s  a p p l i c a t i o n  does n o t  propose any activities that wou ld  
who n i g h t  bo oons ide red  sub jec ts ,  human m a t e r i a l ,  o r  persona'  Y 

invo '  ng= 

o r  socondary sources, 

T h i s  i s  t o  CERTIFY t h a t  t h i s  a p p l i c a t i o n  wh ich  de 
human s u b j e c t s  has bcon reviowod and a p p r o v d  
t h e  d a t e  o f  i n  a c e 0 4  
i n s t i t u t i o n a l  a s m r a f i c e  on f i l e  with ' 
c c r t i f  i c a t i o n  i s  i n v a l i d  i f  r e v i e  
year.) 

T h i s  i s  t o  
i a  pend ing  
p o l i c y  and 
door n o t  - 
uff i c e  
$1' 

CERT I F 1  
r e v i  eu 
t h- 

tb* . aJeCt1  
.n the DHEY 

4 commi t tee  

. t e l y  by te lephone, 
.red, t h e  agency 

.d o r  p lanned d a t e  of  

~ j o c t i .  This i n s t i t u t i o n  doos n o t  
t h e  D H N .  I undors tand t h a t  i n f o m a t i o n  

- r i v e d  r h l d  t h o  a p p l i c a t i o n  become e l i g i b l e  
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' NOTE TO AGEWCYi Th is  f o r a  shou ld  NOT be i n c l u d e d  with a p p l i c a t i o n  f o n a  t h a t  have p r o v i s i o n  fo r  humn d 

8 u b j a c t  c e r t i f i c a t i o n .  It may bo used t o  requea t  c e r t i f i c a t i o n ;  or c o r r e c t i o n  o f  c e r t i f i c a t i o n .  
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GENERAL INSTITUTIONAL ASSURANCE 

Statement of Compliance 

Oak Ridge Associated Universities (ORAU) is in compliance with the policy 
for the protection of human subjects participating in activities supported 
directly or indirectly by grants or contracts from the Department of 
Health, Education, and Welfare. 

ORAU has established and does maintain a committee competent to review 
projects and activities that involve human subjects. 
assigned responsibility to determine for each activity as planned and 
conducted that: 

The committee is a:  

The rights and welfare of subjects are adequately protected. 
The risks to subjects are outweighed by potential benefits. 
The informed consent of subjects will be obtained by methods 
that are adequate and appropriate. 

This institution will provide for committee reviews to be conducted with 
objectivity and in a manner to ensure the exercise of independent judgement 
of the members. Members will be excluded from reviews of projects or 
activities in which they have an active role or a conflict of interests. 

We encourage continuing constructive communication between the committee 
and the project directors as a means of safeguarding the rights and welfare 
of subjects. 

The ORAU Research Hospital staff provides facilities and professional 
attention required for subjects who may suffer physical, psychological, or 
other injury as a result of Participation in an activity. 

The staff also maintains appropriate and informative records of committee 
reviews of applications and active projects, of documentation of informed - 
consent, and other d-ocumentation that may pertain to the selection, 
participation, and protection of subjects and to reviews of circumstances 
that adversely affect the rights or welfare of individual subjects. 

Through appropriate administrative overview ORAU reassures itself that the 
practices and procedures designed for the protection of the rights and 
welfare of subjects are being effectively applied and are consistent with 
the assurance as accepted by the Department of Health, Education, and Welfare. 

OAK RIDGE ASSOCIATED UNIVERSITIES 
L. Signature - .- / L / ,  
Medical Division Chainmu 

Executive Director 

1 0 3 2 1 3 8  
Date October 2 5 ,  1972 
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Novemb+r 6, 1972 

Dear Mr. tenhard: 

In response to your letter, O M V s  "Geaeral hstitutlod Amwmce'' has 
J been executed by 33r. Cduld AIHqrews, ciwfmaa of our Medtcal Cf7ishar in corn- 

pllapce with the AXC-HIH poIfcy with rasped to the protection of human subjects 
wed fa AEC iPpandloreJ research. 

Sbcecely yours 
original Signed BY 
PAUL M. ELZA 

Willtrrm G. POlhrd 
Exacutlve Director 

ZLZAam 

Attachments 

1 0 3 2 7 3 9  
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This mailing includes the followin, Q enclosures: 

Minutes of December 11 meeting 
Review of Active Research Projects 
Memo dated February 18 
Dr.  Ricks' rewritien proposal 
Consent form for Dr. Ricks' proposal 
Improved consent form for D r .  Goswitz's proposal 
February 27 memo with Dr. Tyndall's new proposal which requires action 

---_-___ -___-- - ___ ___ _ _  - 

-4 
.-- 

To the Committee on Human Studies 

A. B. Brill 
C. L. Edwards 
M. E. Koons 
R. D. Laage 
T. A. Lincoln 
B. M. Nelson 
J. B. Storer 

The minutes on our meeting of December 11, 1973 a re  being 
sent out rather belatedly. Included are the folloliing requested iterns: 

A .  
I :  . .  

. 1) A rewritten version of Dr. Ricks' proposal entitled, 
Feasibility of Measuring Cognitive and Psychomotor 

Functions after Total-Body Irradiation in Man; !' 

2) A consent form for the above proposal. 

3) An improved consent form for Dr. Goswitz's proposal 
entitled, "Effect of Splenectomy and Total-Body Irradiation 
on Onset of Blast Crisis and Survival in Chronic Granulocytic 
Leukemia .I1 

(Dr. Nelson's proposal, "Fate of Labeled Mononuclear Blood 
Cells in Tissues, Especially in Lymph Nodes, Spleen, and Marrow," 
was rewritten slightly-without change in substance and is not included.) 

I would appreciate a note for the record indicating that you have 
received this material and calling attention to any aspect that is unsatisfactory. 

Dr. Ketchel has supplied some answers to the incidental questions 
raised about his proposal, "Female Reaction to Sperm Histocompatibility Antigens. " 
The project is being considered for funding by NIH. The human studies a re  
dependent on positive results in preliminary animal work, and the human ex- 
periments are not yet completely planned. The population of subjects would 
probably be obtained from the Planned Parenthood group in Oak Ridge; Dr. 
Ketchel is a Board Member of this organization. For the tests for histocom- 
patibility antigens, the control sera used would be from other couples in the study* 
For the blocking antibody studies, control sera would need to come from males 
o r  from females who had never been exposed to semen. 

. 
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UNITED STATES 
ATOMIC ENERGY COMMISSION 

OAK RIDGE OPERATIONS 
P.O. BOX E 

OAK RIDGE, TENNESSEE 37830 

June 4 ,  1974 

AREA CODE 615 
TELEPHONE 483-861 1 

D r .  W i l l i a m  G. Pol lard 
Executive Director  
O a k  Ridge Associated Universi t ies  
Post Office Box 117 . 

O a k  Ridge, Tennessee 
n .  

Dear D r .  Pol lard:  

ANNUAL HEALTH PROTECTION AND ENVIRONMENT& MANAGEMENT APPRAISAI, OF 

The annual appra isa l  of t h e  hea l th  protect ion and. environmental 
managemenz programs was conducted during the- week of'  March li, 1574, 
by members of t he  OR0,Safety and Environmental Control Division. 
The findings have been discussed with members of your staff .  

A ORAU - 1974 

F E- ; 
Enclosed are  s i x  copies of t he  formal.report  of t he  appraisal .  
may proceed wi th  implementation of t h e  recommendations,unless there  a re  
sound reasons why. they are. not warranted.- -. In any event'; your comments 
wi th  regard- t o  the' conduct. of t h e  appraisal ,  t h e  general content of 
t h e  repor t ,  and t h e  detai led-  plans' for implementing or  otherwise 
handling the recommendations* are requested by..iJ.une 26, 1974. 

You 

The cooperation extended by members of. your s t a f f  during t h e  appraisal  
i s  appreciated. We axe pleased t o  report  t h e  continued sa fe  operation 
of ORAU as indicated by th i s  appraisal .  I 

OSH : RDS 

Enclosure : 
Appraisal Report ( 6  cys ) 

cc w/encl: 
J. H. H i l l  
D. A. Horsewood 
W. H. Travis 

Sincerely,  

I 

i 
; 
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US AEC -OR0 

HEALTH PROTECTION APPRAISAL 

OAK R I D G E  ASSOCIATED U N I V X R S I T I E S  

MARCH 1974 

R. D. SMITH 

R .  W.  P O E  

J. T. DUFOUR 
R. 0. EDDINS . 



I. Purpose and Scope 

The annual hea l th  protect ion and environmental pol lut ion 

appra isa l  was conducted during March 11-15, 1974. 
appra isa l  was conducted by Messrs. R. D. Smith, R. W. Poe, 

J. T. Dufour of t he  Health Protect ion Branch, and R.  0. 

Eddins of t he  Environmental Protect ion Branch, Safety and 

Environmental Control Division. 

appra isa l  include heal th  physics, i n d u s t r i a l  hygiene, 

environmental pol lut ion,  pes t i c ides ,  and w i t h  spec ia l  

emphasis being placed t h i s  year on medical research. 

This 

The areas covered by t h i s  

11, summary 

The hea l th  physics and i n d u s t r i a l  hygiene programs of ORAU 

are considered t o  be very good. 
iz t k e  s e e  of hmen e x p r h a t a a t i o n  is mCergoing some re-  

organization and has the  earmarks of developing i n t o  a w e l l  

organized program capable of f u l f i l l i n g  DHEW guidelines con- 
cerning the pa r t i c ipan t ' s  safety.  Two recommendations i n  the  

area of documentation and a suggestion i n  the findings should 

a id  i n  t h i s  reorganization. 

minimal, there  a re  ce r t a in  minimum heal th  protect ion require- 

ments applicable for  t h e i r  use,  and a 1973 appraisal  recommenda- 

t i o n  concerning these requirements had not been implemented a t  

the time of t h e  1974 appra isa l ,  

t h e  c r i t i que  and ORAU management assured t h e  reviewers t h i s  

recommendation would receive t imely at tent ion.  In  the  area. 

of environmental protect ion,  ORAU i s  conforming t o  all applicable 

s t a t e  and federa l  emission c r i t e r i a .  

The Medical Division prowam 

Although pest ic ide use at ORAU i s  

This w a s  pointed out during 

111. Recommendat ions 

A. Recommendations of t h e  1973 Appraisal 

It was recommended t h a t :  

1. The re spons ib i l i t i e s  of t he  Radiation and Chemical 

Safety Officer and t h e  General Safety Officer be 
formally documented i n  enough d e t a i l  t o  eliminate 
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any jurisdictional discrepancies, and eliminate 
the dual responsibility concept now utilized in 
some areas in favor of a singly responsible officer. 

An internal memorandum was prepared.de1ineating each 
safety officer's responsibilities. An industrial 
hygiene safety manual was prepared which,fully defines 
the program responsibilities and standards. This 

recommendation is considered implemented. 

2. A respiratory protection program be established in 
accordance with ANSI 288.2-1969. and, further that one 
individual be given the responsibility for coordination 
of all facets of the program. 

The R&CSO has been given this responsibility, and the 

program is considered to be in compliance with ANSI 
288.2-1969. 
implemented. 

This recommendation is considered to be 

3. Training procedures be developed covering the proper 
use of pesticides, health hazards, and the necessary 
protective equipment to be used by employees, and that 
records of training and retraining be maintained. 

This recommendation has not been implemented and is 

repeated in this report. 

4. The dose information form used by the Medical Division 

for ordering radioisotopes for patients be initiated 
in writing by the requesting physician. 

10321411. 
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A radioisotope order form has been developed which 
the physician initiates in writing, and the form has 
check off points at each major step up to and including 
administration. 
patient's medical folder and,in-a master file. 
recommendation is considered implemented. 

These forms are maintained in the 

This 

B. Recommendations of the 1974 Appraisal 

It is recommended that: 

1. 

2. 

3. 

The H u m a n  Studies Committee document its procedure( s 
used to assure the adequate. implementation of its 
recommendations and/or limitations and conditions 
placed upon research proposals, (Section iV .C .3.) 

Research proposals for studies involving human subjects 

include not only an evaluation of the physical harm but 
also an opinion of the psychological, and sociological 
harm associated with the proposed research. (Section 
IV.C.3) 

m 

Training procedures be developed covering the proper 
use of pesticides, health hazards, and the necessary 
protective equipment to be used by employees, and that 
records of training and retraining be maintained (a 
repeated recommendation from the 1973 appraisal). 
(Section IV.F.2.) 

IV . Findings 

A .  Organization 

The ORAU health physics, industrial. hygiene, and environmental 

protection programs are operated by the Radiation and Chemical 
Safety Officer, two technicians, and a half-time secretary. 
lectively, their 3-1/2 man year effort is distributed approximtely 

Col- 
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1.75 for  hea l th  physics, 0.75 f o r  i ndus t r i a l  hygiene, 

0.5 for  environmental polht ion- , .  and 0 .5 . for  miscel- 

laneous spec ia l  projects,’ teaching-,  and committee work. 

B,  Health Physics 

The heal th  physics program w a s  found t o  be i n  good shape 

and run i n  a professional manner, 

and tour  of most ORAU f a c i l i t i e s  support t h i s  finding. 

Radiation exposures continue t o  remain’quite low w i t h  .a 

A,review of t h e  records ’ 

c 

/.< maximum exposure of about. 470 mRem and an average of about 

92 mRem. 

and due t o  t h e  minimum s e n s i t i v i t y  of’.the film (20 mRem) 

all zeros a re  recorded as 20 mRem. Therefore, t he  minimum 

ORAU changes f i lm badges. on a quarter ly  bas i s  

recorded exposure of ORAU employees is  80 mRem/year. 

About f ive  employees a re  monitored f o r  neutron exposure. 

During t h e  changeout of a 4 mg 252Cf source fo r  an 18.8 mg 

252Cf source, two employees received t h e  only neutron ex- 

posure recorded for  ORAU. The m a x i m u m w a s  150 mRem. 

I n t e rna l  exposures a r e  determined through applicable 

Carbon44 breath analysis ,  tritium bioassay analysis  ,and 

whole body counting, 

indicate  no s igni f icant  i n t e rna l  exposure among ORAU 

employees. 

The r e s u l t s  of a l l  these techniques 

Course par t ic ipants  a r e  monitored fo r . i n t e rna1  and ex terna l  

rad ia t ion  exposure when necessary. 

comparable t o  those received by ORAU employees. 

These exposures are 
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C. OFAU Medical frivisior, 

1. Pat ient  Safety Program 

The emphasis of this. year 's-  hea l th  protect ion 

appraisal  was on. programs i n  the  Medical Division 

designed t o  protect '  human subjects' from possible 

hazards i n  medica3 research.with experimental drugs 

and procedures. These. programs- were reviewed using 

the " Ins t i t u t iona l  Guide. t o  Department of Health, 

Education, and Welfare Policy on Protection of 

Human Subjects" as a guide, . The Medical Division has 

two establ ished committees.,'with separate responsi- 

b i l i t i e s ,  t o  review research proposals and t o  ensure 

t h a t  adequate precautions Will be take.? i n  all 
medical research a t  ORAU. 

nuclide Committee m u s t  approve a l l  medical radio- 

nlzclide used at OUU. 
Committee must review and approve research proposals 

primarily t o  ensure t h a t  t h e  benefi t  outweighs t h e  

r isk,  which includes an assessment of the  hazards, 

precautions,  and the  information t o  be presented t o  t h e  

pa t ien t  t o  gain informed consent. 

F i r s t , . t h e  Medical h d i o -  

Secondly; the  H u m x ~  Studies 

2. Medical Radionuclide Committee 

Since t h e  l as t  appraisal  t he  Committee f o r  Use of 

Radioisotopes i n  Humans.has been'renamed t h e  Medical . 
Radionuclide Committee and i s  a l so  operating under a 

revised char te r .  This committee is .charged with the 

respons ib i l i ty ,  as defined by i t s  char te r ,  t d  ensure 

t h a t  t h e  administration of radionuclides' t o  humans 

a t  ORAU i s  adequately control led and t o  ensure the  

safety of each person administered a radionuclide. To 



. .  
6 

aid the committee in carrying out this responsibility, 
researchers are required to submit a research proposal 

e :  

with sufficient information for the committee to make 

a determination on the safety of the radionuclide for 
its intended use. 

for radionuclides used in experimental procedures but 
also those used in well established procedures which 
have been approved by the FDA and the AEC. 
assigns a dose range to each radionuclide it considers 
safe for a given procedure, within which the researcher 
must operate. 
again receive committee approval. 

Proposals must be submitted not only 

The committee 

To go beyond this range, the research must 

One sigzificent char-ge In the relrised co~dttee's chute? 
is the deletion of ORAU policy guidelines defining the 
maximum radiation dose to human subjects not receiving 
medical benefit from their participation in medical research 
programs. These radiation dose guidelines limited the 
maximum dose to these persons to occupational exposure 
limits. 

committee that considerations of maximum doses .are now 

done solely by the Committee on Human Studies, 
mittee on Human Studies documented guidelines, however, 
have not yet been revised to include any dose guidelines. 

Thus, it is suggested that guidelines representing OEUU 

policy be incorporated in the Committee on Human Studies 
guidelines. 

It is the understanding of the chairman of this 

The Com- 

3. Committee on Human Studies 

A review of the minutes of the Committee on Human Studies 
(CHS) meetings pointed up documentation deficiencies in the 
handling of committee recommendations. These minutes 
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- a= 
represent t h e  records o f - ac t ions  taken by the  com- 

mittee. In  cases where t h e  CHS made recommendations 

and/or placed conditions. on research proposals, t h e i r  

records d i d  not- always' indicate .  what- decision had been 

made by the  committee a s ' t o  t he  adequacy.of t he  imple- 

mentation. 

what a c t i o n  w a s  taken w i t h  regard to '  t he  recommendation, 

except t h e  committee may have given approval fo r  con- 

t i nua t ion  o f  the research. It' 'is f e l t -  by t he  reviewers 

tha t  formal procedures s t a t i n g s t e p s  t o  be followed i n  

gaining approval for recommendation implementation i s  a 

necessary pa r t  of. t he  CHS operating guidelines,  and 

fur ther  t h a t  t n e  committee's records r e f l e c t  tne act ions 

taken by the  committee. 

the CHS formally document procedures used t o  assure t h e  

adequate implemenzation of i t s  recommendations and/or 

conditions placed upon Gesearch proposals. 

I n  most cases it i s  not readi ly  apparent 

Thus, ' i t ' i s  recommended t h a t  

One of t he  primary functions of t he  CHS i s  t o  m a k e  an 

assessment of t h e  r i s k  versus benefi t  o f . a l l  research pro- 

posals a t  ORAU. 

gation t o  make sure t h a t  adequate s teps  a r e  taken t o  

minimize the  r i s k ,  i f  possible .  In t h i s  respect ,  t h i s  com- 

mittee i s  doing a commendable job. There i s ,  however, a 

respons ib i l i ty  on the.researcher  t o  ident i fy  the  possible  

r i s k  t o  human subject associated with- t h e  research he 

proposes. In  reviewing several  research.proposals,  it 

became apparent t ha t  only. t he  physical r isks  t o  pa t i en t  

were being presented i n  t h e  proposal fo r  assessment by 

the  committee.. The reviewers were informed t h a t  many t i m e s  

the  committee has had questions wi th  regard t o  psychological 

#- Inherent i n  t h i s  assessment i s  the  obl i -  
1 f l  

I 
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hazard, and on occasions patients have been restricted 
from some research, by the researcher, for psychological 
reasons. 
made to minimize psychological risk of some research, the 
proper documentation has not been kept. Thus, it is 
recommended that research proposals and the minutes of 
committee meetings for studies involving human subjects 
include not only an evaluation of the physical harm but 
also an opinion on the possible psychological and 
sociological harm associated with the proposed research. 

While it appears that a valid effort is being 

4. ORAU Radiopharmaceutical Procedure 
As a result of a misadministration of a radionuclide to 
two O a k  Ridge Hospital patients last year, O G U  vas re- 
quested to formalize a procedure dealing with the adminis- 
tration of radionuclides, 
was discussed during the appraisal. 
misadministration and the action to be taken was the only 
exception taken by the reviewers. 
discussion, ORAU agreed to modify the procedure to require 
an internal investigation of any administration of a 
radionuclide which differed by k 20% of the prescribed 
amount and not approved by the attending physician before 
administration. Additionally, any administration of a 
radionuclide exceeding the maximum amount approved by the 
ORAU Medical Radionuclide Committee will require noti- 
fication of the AEC. 

The draft of this procedure 
The definition of 

As a result of the 

The procedure additionally assigns the Chief Clinician 
the responsibility of advising the patient or a responsible 
relative of a misadministration; if in the doctor's opinion, 
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it could cause a demonstrably adverse e f f ec t  on t h e  

pa t ien t ,  and i f  so 
t o  the  pa t ien t  or r e l a t i v e ' s  best  i n t e re s t .  

advising would not be contrary 

D. I ndus t r i a l  Hygiene 

During the  appraisal ,  extensive discussions held w i t h  t h e  

R&CSO indicated tha t  problem areas a t  ORAU have been dealt 

w i t h  i n  an ef fec t ive  manner. The major I H  problem i s  t h e  

control  of tox ic  chemicals as used i n  research and da i ly  

a c t i v i t i e s  at ORAU. Other major areas of concern a re  shops, 

(dust  from wood, metal, pa in t s ,  lead)  animal handling (in- 

f ec t ions ,  a l l e rg i e s  t o  dander, use of e ther ,  and the  associated 

biohazards).  

programs as described below, 

c ip i t a t ed  by the  Emergency Temporary Standard issued i n  

May 1973, have been handled i n  a way which can be endorsed 

by the  reviewers. The only carcinogen s t i l l  being used at 

ORAU i s  benzidine. 

which includes pract ices  consis tent  with O R 0  in te rpre ta t ions  

of t he  permanent carcinogen standard. 

on s i t e  have been disposed of i n  an acceptable manner. 

a rea  of  discussion was t h e  ORAU pest ic ide program. 

j e c t  w i l l ' be  covered i n  d e t a i l  i n  Section 1V.F.E. of t h i s  

8 

Many of these areas have resu l ted  i n  spec i f i c  
Others l i k e  carcinogens, pre- 

I ts  use i s  the  subject of a safety b u l l e t i n  

Other carcinogens found 
Another 

This sub- 

report .  

1. Trouble Shootinq 

A considerable amount,of time i s  devoted t o  checking out 

new operations,  invest igat ing incidents ,  complying w i t h  

requests for  information from t h e  AEC, making requested 

inspections,  e tc .  

of an ac t ive  I H  program, and have been performed effec-  

t i v e l y  during the  past  year.  

These a c t i v i t i e s  are an e s sen t i a l  pa r t  
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2. Toxic Chemical Labeling 

An e f fec t ive  program f o r  label ing of both large and 

small quant i t ies  of t ox ic  chemicals has been 

i n i t i a t e d .  

t o  assure t h a t  l abe l s  are being applied and t h a t  

employees a re  aware of t he  program and i t s  purpose. 

The continuing effect iveness  of t h i s  program w i l l  be 

assessed i n  future  appra isa l s .  

The R&CSO staff ac t ive ly  survey areas 

A s  an. i n t eg ra l  part.' 0.f t h e  toxic- chemical. label ing 
and control  program, the  R&CSO receives copies of 

a l l  relevant purchase orders  for  chemicals, compressed 

gases , insec t ic ides ,  pes t i c ides ,  herbicides , germicides, 

paint  thinner 

housekeeping chemicals, e t c .  

process of requesting t h e  same for  ul t ra-violet  sources,  

l a s e r s ,  and microwave sources. This information assists 

in both t h e  ear ly  implementation of required cont ro ls ,  

and i n  some cases the  suggested subs t i tu t ion  of a l e s s  

degreasers , solvents and cleaners , 
They a re  a l so  In  t h e  

hazardous item. 

3. Noise 

The only major noise source a t  ORAU i s  the  emergency 

generator which has been monitored at 113dB. 

been posted and earmuffs a re  required during operation. 

The effect iveness  of t h i s  administrative control  i s  being 

evaluated by the  R&CSO. 

A s ign  has 

4. Hood Surveys 

Laboratory hoods a re  checked fo r  maintenance of designed 

flow r a t e s  every six months. 

performance a r e  invest igated and repaired.  

Appreciable decrements i n  

1 0 3 2 1 5 2  
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5 .  Ultra-Violet 

There a re  a considerable number of sources a t  ORAU; 
most a re  used f o r  s t e r i l i z a t i o n .  R&CSO i s  evaluating 

any po ten t i a l  hazard associated.with these devices. 

A t  t h i s  t i m e  only t h e  u n i t s  at the  Marmoset Fac i l i t y  

warrant concern. 

posted and t h e  appropriate instruct ions issued t o  

a f fec ted  employees. 

I n  t h e  near future  signs w i l l  be 

L 

6. Indus t r i a l  Hygiene Manual 

During t h e  past  year,  R&CSO has prepared and issued 
and Indus t r i a l  Hygiene Manual. This document which 

includes po l i c i e s ,  standards,  r e spons ib i l i t i e s ,  and 

procedures i s  considered by the  reviewers t o  be an 

excel lent  descr ipt ion of the O M U  indus t r i a l  hygiene 

7. 

program. 

Manuals and Safety Bul le t ins  

R&CSO per iodical ly  issues  documents on safe ty ,  f i lm 

badges, radiat ion safe ty ,  radiat ion warning signs, 

resp i ra tor  protection program, laboratory safe ty ,  

perchlor ic  acid safety and benzidine. 

as an e f f ec t ive  means of communicating safe ty  infor-  

mation t o  new employees and t o  inform and reemphasize 

safe ty  pract ices  t o  veteran employees. 

This i s  regarded 

8. Respirators 

The R&CSO has been assigned the  respons ib i l i ty  of 

administering ORAU's  r esp i ra tory  protect ion program. 

ORAU's wri t ten  procedure fur ther  delegates the respon- 

s i b i l i t y  of employee t r a i n i n g  and equipment maintenance 

1 0 3 2 1 5 3  
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t o  divis ion chairman and department heads. 

t o r  

a re  f o r  emergency use and t ra in ing .  

r e sp i r a to r s  have been purchased which considerably 

increases t h e  protection capab i l i t i e s  of t h i s  program. 

The appl icat ion of pes t ic ides ,  e t c . ,  by Technical 

Services,  i s  t h e  only function routinely requir ing t h e  

use of a r e sp i r a to r .  

t o  t he  proper care and s torage of t h i s  equipment 

appears necessary f o r  t h e  rout ine users i n  Technical 

Services ( see  Section IV.F.2.). ORAU's compliance 

w i t h  ANSI 288.2-1969 is considered adequate for  t h e i r  

needs. 

Respira- 

usage a t  ORAU i s  minimal, and most resp i ra tors  

A number of 

Additional t r a in ing  i n  regard 

E,  F a c i l i t i e s  

Tours of  0,WU f a c i l i t i e s  included the  hospi ta l ,  Tyrone Hoed 

Laboratory, Special  Training Division, Museum and the  

associated shops, and the  Lipid Lab. 

t e r e s t i n g  and informative and afforded the  opportunity t o  

assess the  effect iveness  of  ORAU heal th  protect ion programs 

i n  i t s  most p rac t i ca l  f i e l d  applications.  

s a t i s f i e d  t h a t  a safe and hea l th fu l  working environment i s  

being maintained by the  R&CSO i n  cooperation with supervisors 

and employees. 

These tours were in-  

The reviewers Vere 

F. Environmental Management 

1. General 

ORAU continues t o  have minimal impact on t h e  l o c a l  a i r  

qua l i ty  s ince  na tura l  gas i s  u t i l i z e d  f o r  heating at all 

i t s  f a c i l i t i e s .  Liquid radioact ive e f f luents  continue 



13 

t o  be very s m a l l  from the Medical Division. 

conducts no incinerat ion o r  open burning of  waste. 

All non-contaminated dry trash- i s  disposed of i n  

the Oak Ridge municipal l a n d f i l l  and has only minor 

impact . 

OFtAU 

2. Pes t ic ides  

ORAU has modified i t s  pes t ic ide  program i n  tha t  a 

contract  pes t  control  company now,performs a l l  

termite  treatment i n  addi t ion t o  indoor treatment. 

The R&CSO should review t h e  5ontract t o  ensure tha t  

t h e  p e s t i c i d e  used i s  reg is te red  f o r  t h e  intended 

use a d  c o q l i e s  v i t h  ell l e g a l  a d  enviromental  re- 

quirements. The R&CSO present ly  performs t h i s  review 

on pes t ic ides  purchase requests  and t h i s  would j u s t  

be an extension of t h i s  t a s k ,  

cide contractor  s h a l l  be l icensed and furnish ORAU 

w i t h  t he  following information on t h e  pes t ic ide  used: 

I n  additicr?, t h e  p e s t i -  

a. trade name and chemical name, 

b. EPA r e g i s t r a t i o n  number, and 

c. complete analysis 

The lockers  u t i l i z e d  f o r  pest ic ide storage are  t o  be 

labeled. 

i n  t h e  lockers  as w a s  observed during t h i s  a p p r a i s a l .  

A l l  unlabeled containers ( b o t t l e s ,  coffee cans, e t c .  a r e  

t o  be discarded and are not t o  be stored i n  the lockers .  

The d i e l d r i n  on hand i s  t o  be disposed of since t h i s  

pes t ic ide  has been banned by EPA. 

. 
Respirators and solvents a re  not t o  be s t o r e d  

1 0 3 2 1 5 5  
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The General Safety Officer should (1) i n i t i a t e  

per iodical  pes t ic ide  t r a in ing ,  (2)  document such 

t r a in ing ,  and ( 3 )  formalize instruct ions i n  a docu- 

ment t o  include sa fe ty  precautions,  t h e  proper use 

and care  of s a fe ty  equipment, hazards associated 

wi th  t he  chemicals used, symptoms of overexposure, 

and f i r s t  aid. 

from the  1973 appra isa l  and w a s  not implemented. 

Upon completion of t he  document i n  Item 3 above, it 

i s  requested tha t  a copy be timely provided t o  the  

S&EC Division f o r  review. 

The l a t t e r  was a recommendation 

Y 

R. D. Smith 
Health Physicis t  

R.  W. Poe 
Health Physicis t  

R .  0. Eddins 
Safety Engineer 

1 0 3 2 1 5 b  



IMPORTANT NOTICE 

Research Projects Involving Human Subjects 

The purpose of this notice i s  to provide clarification of item 7. Research Involving 
Human Subjects on page 3 and the second sentence in Section C on page 9 of the 
Instruction Sheet (Rev. 2-73) for Form NIH 398. DHEW regulations define "subject a t  
risk" as "any individual who may be exposed to the possibility of injury, including 
physical psychological , or social injury, as a consequence of participation as a 
subject in any research, development, or related activity which departs from the 
appi icaiion of those. estabiished and accepted met'hods necessary to meet his needs, 
or which increases: the ordinary risks of daily life, including the recopized risks 
inherent in a chosen occupation or field of sewice." 

DHEW i s  concerned with h e  protection of the rights and welfare of human subjects 
in a l l  research, development, and related activities. The Department's regulations 
(-5 C. F. 3. , Tart 46) are concerned w i t h  proSeciion of righis to privacy, the need 
for informed consent, protection of confidentiality of data, and protection against 
physical, psychological , sociologicat , or legal risks. The need for protection of 
rights and welfare and protection against r isks to the individual i s  not limited to 
activities involving children and adults but also includes the fetus, the abortus and 
the dead. The uses of organs, tissues, body fluids, or graphic, written or recorded 
information, while they present no physical risks to the subjects, hay  create medico- 
legal risks, or expose the subject to public embarrassment or humiliation through 
break of Confidentiality and invasion of privacy. The major focus of a project (for 
example, on a medical procedure) i s  not h e  sole determinant of the need for pro- 
tections. The safeguarding and confidentiality of medical records and other forms 
of data collected on individuals and groups and the use of such data either by the 
investigator conducting the original research, concurrent use of the data by other 
In:*eitigstczrs, c; use of st c later :ime cre c~t.,sid~tizd *xI%;ii tht  scope oi  
concetn of this policy. 

4 

While safeguarding the rights and welfare of subjects at  risk i s  primarily the 
responsibility of tbe organization conducting grant activities, the responsibility for 
determining the adequacy of proposed procedures i s  shared by organizational review 
committees and DHEW staff and advisory committees. Therefore, i f  the proposal 
involves human subiects, the principal investigator shall , under the heading HUMAN 
SUBJECTS at  the end of the Methods of Procedure section of the application: 

4 

1) Describe the requirements for a subject population and explain the 
rationale for using in this population special groups such as prisoners, 
children, the mentally disabled or groups whose ability to give voluntary 
informed consent may be in question 

. .  

1 0 3 2 7 5 1  

I I 

1 

1 
I 

I 
I 

i 
i 
I 
I 
I 

i I 

j 

i I 

i 

, i  
! 
1 
I 

i 

I 
I I 
I 
I 

I 
I 
I 
i 
i 
I 
! 
I 

i I 
I 
I 
j 

t 

i 
1 
! 

! 



-- 

2) Describe and assess any potential risks-physical, psychological, social, 
legal or  o the r -and  assess the likelihood and seriousness of such risks. If 
methods of research creoie potential risks, describe other methods, if any, 
that  were considered and why they will not be used. 

3) Describe consent procedures to b 
in formed consent wi I I be  obtained. ~ 

ed, including how and where 

. .  
rocedures (including lity safeguards) for protecting 

-assessment of their likeiy 
x -  

d by the individual subject, a s  
well as benefits which may accrue to society in general as a result of the 
planned work. 

- ihe siaiemenis are-subject io review, approval,.and modiiicaiion by your local 
organizational review committee. To insure timely completion of this review, your 
application and any additional materials requested by the committee should b e  
submitted for  local review well in advance of Public Health Service deadlines. If 

. this review is not completed in advance of the deadline, it  will be your responsibility 
to see that  any modifications of the Methods of Procedure or HUMAN SUBJECTS 
section as a result of the review are forwarded to the PHS. These should be sent 
directly to the Division of Research Grants, NlH,Bethesda, Maryland 20014, and 
should be identified by principal investigator's name, project title, and name of 
organization precisely as entered on the receipt of application card returned with 
the original application;.- 

The regulations ccncerned with the protection of human subjects effective 
ab,7  !..I.. 1 3 ,  1?7.4, rsquiic  thz: ~ ~ ~ ~ , ~ = = ~ ~ ~ ~ = ~ . r ~ ~ ; ~ ~ ~  mif GppiGval be completed ond 
certified prior to submission of proposals to DHEW. However, by separate notice, 
the DHEW will provide that for a period of one year from the effective date  of these 
regulations, organizations may submit certifications no later than 30 days following 
the deadline for which the proposal was submitted, or, if no deadline is specified, 
30 days following the submission of the proposal. If a certification is not received 
within t h e  30 days, as  provided above, the application will be administratively 
withdrawn by the Division of Research Grants and returned to the applicant institution. 

After July 1 ,  1975, organizatimal review and approval must be completed and 
certiFied prior to submission of proposals to DHDN. 

August 1 ,  1974 
1 0 3 2 1 5 8 ,  



DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE Sse wa 1% 
PUBLlC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESOA. MARYLAND ZW14 

August 1, 1974 

FORTY-NINTH CUMULATIVE LIST OF ORGANIZATIONS AND INSTITUTIONS IN COMPLIANCE 
WITH DHEW POLICY AND REGULATIONS ON PROTECTION OF HUMAN SUBJECTS 

NOTE: The DHEW policy on protection of human subjects was codified on 
July 1, i974, in the Code of Federal Regulations (45 CFR 46). 
Copies of these regulations can be obtained from the Institutional 
Relations Branch, DRG, NIH. On July 12, 1974, the President signed 
P.L. 93-348, including amendments to the Act, similar in purpose to 
DHEW policy and regulations. 
to conform in detail to the Act. 

DHEW will shortly amend the regulations 

1. UNSOLICITED PROPOSALS - GRANTS OR CONTRACTS INVOLVING HUMAN SUBJECTS 
a. If DHEW professional review of the proposal indicates that it does - not involve human subjects at risk in research, development, or 

related activities as defined in 45 CFR 46, these regulations do 
not apply and the application can be processed without further 
regard to this list. 

b. If DHEW professional review of the proposal indicates that it 
involves human subjects at risk, check the institution's name 
against the list, and: 

If it is not on the list, a copy of the proposal 
should be promptly forwarded t o  the IRB, DRG, NIH, - 
for negotiation of a special assurance and imple- 
mentation of the regulations. 

If it is on the list, check the face o r  signature 
page of the proposal for the certification date on 
which the institution's review committee or board 
on protection of human subjects has completed or 
will complete its review. 

--If the application was submitted f o r  a deadline 
on or  before July 1, 1974, the certification date 
may be prior to the submission date o r  "pending" 
at some time prior to the starting date. If the 
date is "pending" the institution should be 
instructed to complete its review as soon as 
possible and to certify completion of such review 
on HEW Form 596 or equivalent. 
of the application must not be completed until 
this certification is received. 

DHEW processing 
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2. 

3. 

--If t h e  a p p l i c a t i o n  w a s  submit ted f o r  a deadl ioe  
a f t e r  J u l y  1, 1974, t h e  c e r t i f i c a t i o n  d a t e  must be 
p r i o r  t o  t h e  submission d a t e  o r  else c e r t i f i c a t i o n  
of such review on HEW Form 596 o r  equiva len t  must 
be rece ived  wi th in  30 days after t h e  deadl ine.  
(If  t h e  proposa l  w a s  n o t  submit ted f o r  a deadl ine ,  
as i n  t h e  case of c e r t a i n  s m a l l  g r an t  and o t h e r  
s p e c i a l  programs, t h e  c e r t i f i c a t i o n  must fo l low 
t h e  proposal  w i th in  t h e  30 days a f t e r  t h e  submis- 
s i o n  da te . )  

SOLICITED PROPOSALS - CONTRACTS OR GRANTS INVOLVING HUMAN SUBJECTS 

Draf t  r eques t s  f o r  proposals  (RFPs, WCs, o r  WAS) should be reviewed t o  
determine whether performance will involve  human s u b j e c t s  a t  r i s k .  
t h e s e  w i l l  be  involved, t h e  RFP should inc lude  t h e  "Notice t o  Offerors"  
requi red  by 41 CFR 3-4.5504(a). 

If 

Sole  sou rce  responses  t o  RFPs should be  considered t o  be submitted as of 
t h e  c l o s i n g  d a t e  of t h e  RFP and should then be  handled as i n  1.b.  above. 

Competit ive responses  t o  RF'Ps should be  considered t o  be  submit ted as of 
t h e  d a t e  of submission of t h e  b e s t  and f i n a l  o f f e r ,  fol lowing e s t a b l i s h -  
ment of t h e  zone of cons ide ra t ion  o r  source  s e l e c t i o n ,  and should then  
be t r e a t e d  as i n  1.b.  above. 

RESTRICTION CODES 
i n s t i t u t i o n ' s  assurance  i n  terms of  DHEW p o l i c y  and r egu la t ions  on 
p r o t e c t i o n  of human s u b j e c t s .  I f  it is  proposed t o  award a g ran t  o r  
c o n t r a c t  involving r e sea rch  f a l l i n g  w i t h i n  t h e  r e s t r i c t e d  area, i t  w i l l  
be  necessary t o  g e t  i n  touch wi th  t h e  IRB t o  a r range  r e n e g o t i a t i o n  of 
t h e  g ran tee  o r  con t r ac to r  assurance  o r  implementation. 

L 

- 
preceding i n s t i t u t i o n  names i n d i c a t e  t h e  s t a t u s  of t h e  

ABSENCE OF A RESTRICTION CODE i n d i c a t e s  t h a t  t h e  i n s t i t u t i o n  has  f i l e d  
an assurance and implementation r e f l e c t i n g  committee competence t o  d e a l  
wi th  a l l  probable app l i ca t ions  t o  DHEW. 

CODE (2)  i n d i c a t e s  t h a t  t h e  committee has  p ro fes s iona l  competence t o  
review a l l  probable  proposals  t o  DHEW except t hose  involving medical ,  
s u r g i c a l ,  o r  i n v e s t i g a t i o n a l  new drug s t u d i e s .  

CODE (3) i n d i c a t e s  a medical ly  o r i e n t e d  i n s t i t u t i o n  t h a t  is n o t  
q u a l i f i e d  t o  review ac t iv i t ies  involv ing  i n v e s t i g a t i o n a l  new drugs ( I N D s ) .  

CODE (4) i n d i c a t e s  an i n s t i t u t i o n  w i t h  medical competence, b u t  n o t  i n  
t h e  f i e l d  of surgery.  
s t u d i e s  i n  t h e  f i e l d  of p sych ia t ry  o r  w i t h  t h e  d e l i v e r y  of r e l a t e d  services. 

Most of t h e s e  i n s t i t u t i o n s  are concerned wi th  

CODES (5), and ( 6 )  are unassigned. L 
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CODE (7) 
to review all probable proposals to DHEW except those involving 
surgical or investigational new drug studies. 

indicates that the codttee has professional competence 

CODE (8) is currently unassigned. 

CODE (9) 
implementation does not cover all of its components, or that type 
(2), ( 3 ) ,  or (4) restrictions apply to one or more components. '' 
Please call the Human Subjects Protection Desk (301) 496-7005 for 

usually indicates that the institution's assurance and 

an explanation. 

I). T. Chalkley, Ph.D. 1 
Chief, Institutional Relations Branch 
Division of Research Grants 

1 0 3 2 1 b l t  
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0332 
1626 

1626 

1626 
0182 
0430 
0053 
1561 
0345 
0291 

0102 
1373 
0095 

0518 
0190 
0190 
0175 
03 09 
2606 
1970 

03 14 
0945 
0185 
01 85 
0185 
0185 

1397 
0883 
1697 
1246 
1176 

( 7 ) A N N A  S T A T E  H O S P I T A L  
C H I C A G O ?  U N I V  OF, D I V  O F  B I O L O G I C A L  S C I E N C E S  

A N D  P R I T Z K E R  S C H O O L  O F  M E D I C I N E  

F O R  H L T H  ADM S T U D I E S ,  G R A D  SCHOOL OF E O U  
( Z I C H I C A G O ?  U N I V  OF, D I V  O F  S O C I A L  S C I E N C E S ?  C T R  

( Z ) C H I C A G O ,  U N I V  OF, SCHOOL OF S O C I A L  S E R V I C E  ADM 
E V A N S T O N  H O S P I T A L  

H E K T O E N  I N S T I T U T E  F O R  M E D I C A L  R E S E A R C H  
H E A L T H  S C I E N C E S ?  U N I V  O F / C H I C A G O  M E D I C A L  SCHOOL 

( 4 ) I L L I N O I S  S T A T E  P S Y C H I A T R I C  I N S T I T U T E  
I L L I N O I S T  U N I V  OF, A T  C H I C A G O  C I R C L E  
I L L I N O I S ?  U N I V  O F T  M E D I C A L  C E N T E R  C A M P U S  

I N C L U D I N G  T H E  C L I N I C A L  S C H O O L S  A T  P E O R I A  
A N D  R O C K F O R D  

I L L I N O I S ?  U N I V  OF, U R B A N A - C H A M P A I G N  CAMPUS 
( 2 ) L I N C O L N  S T A T E  SCHOOL 

M I C H A E L  R E E S E  H O S P I T A L  AND M E D I C A L  C E N T E R  

( 2 ) N O R T H E R N  I L L I N O I S  U N I V E R S I T Y  
N O R T H W E S T E R N  U N I V E R S I T Y  
N O R T H W E S T E R N  U N I V E R S I T Y  
R U S H - P R E S B Y T E R I A N - S T  L U K E S  M E D I C A L  C E N T E R  
S O U T H E R N  I L L I N O I S  U N I V E R S I T Y  

( 2 ) S O U T H E R N  I L L I N O I S  U N I V E R S I T Y  
( 4 ) W E S T E R N  I L L I N O I S  U N I V E R S I T Y  

I N D I A N A  
( 2 ) D E P A U W  U N I V E R S I T Y  
f 7 ) F O R T  WAYNE S T A T E  H O S P I T A L  AND T R A I N I N G  C T R  

I N D I A N A  U N I V E R S I T Y  AND I N D I A N A  U N I V  FON 
I N D I A N A  U N I V E R S I T Y  AND I N D I A N A  U N I V  F D N  
I N D I A N A  U N I V E R S I T Y - P U R D U E  U N I V E R S I T Y  
I N D I A N A  U N I V E R S I T Y  R E G I O N A L  C A M P U S E S  A T  

F O R T  WAYNE, G A R Y ?  J E F F E R S O N V I L L E v  K O K O M O T  
R I C H M O N D ,  AND S O U T H  B E N D  

I N D I A N A P O L I S  C E N T E R  F O R  A D V A N C E D  R E S E A R C H  
L A R U E  0 C A R T E R  M E M O R I A L  H O S P I T A L  
M A R I O N  COUNTY A S S N  F O R  R E T A R D E D  C H I L D R E N ,  I N C  
M E T H O D I S T  H O S P I T A L  OF I N D I A N A ?  I N C  
NEW C A S T L E  S T A T E  H O S P I T A L  

R E S T R I C T I O N  CODE 

( 3 )  N O  I N 0  S T U D I E S  
( 4 )  N O  S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
(7) N O  S U R G I C A L  OR I N D  S T U D I E S  

(9) C O M P L E X  R E S T R I C T I O N  ( C A L L  301-496-7005 F O R  D E T A I L S )  

( 2 )  N O  M E D I C A L ,  S U R G I C A L  OR I N D  S T U D I E S  

1 0 3 2 1 b 2  

A N V A  
C H I C A G O  

C H I C  AGO 

C H I C A G O  ,: 
E V A N S T O N  
C H I C A G O  
C H I C A G O  
C H I C A G O  
C H I C A G O  
C H I C A G O  

U R B A N A  
L I \ C O L N  
C H I C A G O  

D E K A L E  
C H I C A G O  
E V A N S T O N  
C H I C A G O  
C A R B O N D A L E  
E D W A R D S V I L L E  
M A f O M 8  

G R E E N C A S T L E  
F T  WAYNE 
B L O O H I N G T O N  

I N D I A N A P O L I S  
INDIANAPOLIS 

I N D I A N A P O L I S  
I N D I A N A P O L I S  
I N D I A N A P O L I S  
I ND I A N A P O L  I S 
N E d  C A S T L E  
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1119 ( 7 ) N O T R E  DAME, U N I V E R S I T Y  OF 
0131 . ( 4 ) P U R D U E  U N I V E R S I T Y  AND PURDUE RESEARCH F D N  

0343 
02 09 
0856 

0038 
0157 
0229 
0081 

4 0223  
0527 
0527 
0023 

0262 
2428 
2420 
2485 
0137 
0018 
2386 

NOTRE DAME 
L A F  AY E T  T E  

IOWA 
( 2 ) I O W A  S T A T E  U N I V E R S I T Y  O F  S C I E N C E  AND TECHNOLOGY AME S 

(3)WOODWARD S T A T E  HOSPITAL-SCHOOL 
IOWA, U N I V E R S I T Y  OF IOWA C I T Y  

WOODWARD 

KANSAS 
I 4 ) K A N S A S  S T A T E  U N I V E R S I T Y  
( 4 ) K A N S A S r  U N I V E R S I T Y  OF 

KANSAS, U N I V E R S I T Y  OF, M E D I C A L  CENTER 
I 4 ) M E N N I N G E R  F O U N D A T I O N  

KENTUCKY 
KENTUCKY? U N I V  OF, I N C L U D I N G  RESEARCH F D N  

( 4 ) L O U I S V I L L E t  U N I V E R S I T Y  O F T  EXCEPT SCH OF MED 
L O U I S V I L L E 9  U N I V E R S I T Y  OF, F O U N D A T I O N  
L O U I S V I L L E ,  U N I V E R S I T Y  OF, SCHOOL OF M E D I C I N E  

L O U I S I A N A  
( 9 ) L O U I S I A N A  S T A T E  U N I V  AND A 8 M C O L L  SYS 
( Z I L O U I S I A N A  S T A T E  U N I V  I N  BATON ROUGE 
( 4 l U N I V E R S I T Y  OF NEW ORLEANS, L A K E  FRONT 

( 3 1 P I N E C R E S T  S T A T E  SCHOOL 

( 2 1 T U L A N E  U N I V E R S I T Y  EXCEPT M E D I C A L  CENTER 

L O U f S J A N A  S T A T E  U N I V E R S I T Y  M E D I C A L  CENTER 

TULANE M E D I C A L  CENTER 

R E S T R I C T I O N  CODE 

( 3 )  NO I N D  S T U D I E S  
( 4 )  NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR IN0 S T U D I E S  

( 9 )  COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 )  NO M E D I C A L ?  S U R G I C A L  OR IND S T U D I E S  

I032lbf 

MANHAT T A N  
LAWRENCE 
K A N S A S  C I T Y  
TOPEKA 

L E X 1  NGTON 
L O U f S V I L L E  
L O U I S V I L L E  
L O U I S V I L L E  

BATOC ROUGE 
BATON ROUGE 
NEW ORLEANS 
NEW ORLEANS 
P I %E V I  L L E  
NEW ORLEANS 
NEW ORLEANS 
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0357 
0357 
0615 

0295 
0008  
2483 
0354 
0720 

03 a4 

0065 
0041 
0065 
0463 
0463 
0463 
0463 
0463 
0463 
0463 

0561 
0366 

0298 
2358  

0424 
2365 
0 2 9 2  
0292 

02 98 

EDSEL B FORD INSTITUTE 
HENRY FORD HOSPITAL 
MICHIGAN DEPT OF PUBLIC HEALTH 
MICHIGAN STATE UNIVERSITY 

SINAI HOSPITAL OF DETROIT 
VETERANS ADMINISTRATION HOSPITAL-ANN ARBOR 
WAYNE STATE UNIVERSITY 
WESTERN MICHIGAN UNIVERSITY 

MICHIGAN9 UNIVERSITY OF 

M I  NNE SOT A 
HENNEPIN COUNTY GENERAL HOSPITAL 
MAY0 FOUNDATION 
MINNEAPOLIS MEDICAL RESEARCH FOUNDATIONt INC 
MINNESOTAt UNIVERSITY OF 
MINNESOTAt UNIV OF 
MINNESOTA, UNIV OF 
MINNESOTAt UNIV OF 
MINNESOTAt UNIV OF 
MINNESOTA, UNIV OFT TECHNICAL COLLEGE 
HINNESOTAt UNIV OF, TECHNICAL COLLEGE 

MISSISSIPPI 
( 2 ) M I S S I S S I P P I ~  UNIVERSITY OF 

MISSISSIPPII UNIVERSITY O F T  MEDICAL CENTER 

MISSOURI 
CANCER RESEARCH CENTER 

ELLIS FISCHEL STATE CANCER HOSPITAL 
JEHISH HOSPITAL OF ST'LOUIS 

(2)C;EMRELt INC 

(2)MID-CONTINENT REGIONAL EDUCATIONAL LABORATORY 

MISSOURIT UNIV OF, MEDICAL CENTER INCLUDING 
(2)MISSOURI, UNIV OF, EXCEPT MEDICAL CENTER 

RESTRICTION CODE 

(31  NO IND STUDIES 
( 4 1  NO SURGICAL STUDIES 
(5-6)UNASSIGNEO 
17)  NO SURGICAL OR IND STUDIES 

(21 NO MEDICAL, SURGICAL OR I N 0  STUDIES 

DETROIT 
DETROIT 
LAYSING 
EAST LANSING 
ANN ARBOR 
DETROIT 
ANN ARBOR 
DETROIT 
KALAMAZOO 

M I NNE AP OL I S 
ROC HE S T ER 
MINNEAPOLIS 
AUSTIN 
DULUTH 
HINNEAPOLI S 
MORR IS 
ST PAUL 
CROOKSTON 
WASECA 

L 

Y 

UNIVERSITY 
JACKSON 

COLUHB I A 
ST ANN 
COLUMBIA 
ST LOUIS 
KAYSAS CITY 
COLUMBIA 
COLUMB I A 

(9) COMPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS) 



PAGE 

0292 
0292 
0292 
0292 
0356 
2056 
0279 
2351 

1120 
1781  

0762 

0427 
0227 
1006 
1006 

098 1 
0349 
0349 
0349 
0837 
0570 
0349 
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M I S S O U R I  I N S T I T U T E  OF P S Y C H I A T R Y  
M I S S O U R I ,  U N I V  OF 

( 2 ) M I S S O U R I r  U N I V  OF 
( 2 ) M I S S O U R I ,  U N I V  OF 

M I S S O U R I *  U N I V  OF, REG ME0 PROG, A L L  CAMPUSES 
S T  L O U I S  U N I V E R S I T Y  
VETERANS A D M I N I S T R A T I O N  H O S P I T A L - K A N S A S  C I T Y  
WASHINGTON U N I V E R S I T Y  
WASHINGTON U N I V  SCHOOL OF M E D I C I N E  

NEBRASKA 
C R E I G H T O N  U N I V E R S I T Y  
VETERANS A D M I N I S T R A T I O N  HOSPITAL-OMAHA 

NEVADA 
( 2 1 N E V A D A v  U N I V E R S I T Y  O F ,  RENO CAMPUS 

NEW H A M P S H I R E  
(21DARTMOUTH COLL F A C U L T Y  OF ARTS AN0 S C I E N C E S  

( 4 l N E W  H A M P S H I R E  H O S P I T A L  
( 4 ) N E W  H A M P S H I R E  S T A T E  D I V I S I O N  OF MENTAL H E A L T H  

DARTMOUTH M E D I C A L  SCHOOL 

NEW J E R S E Y  
( Z I E D U C A T I O N A L  T E S T I N G  S E R V I C E  

NEW J E R S E Y  D E N T A L  SCHOOL 
NEW JERSEY M E D I C A L  SCHOOL 
NEWARK B E T H  I S R A E L  M E D I C A L  CENTER 

RUTGERS M E D I C A L  SCHOOL 

NEW JERSEY, C O L L  OF M E D I C I N E  AND D E N T I S T R Y  OF 

( 2 ) P R I N C E T O N  U N I V E R S I T Y  

R E S T R I C T I O N  CODE 
( 2 )  NO MEDICAL,  S U R G I C A L  OR I N D  S T U D I E S  
( 3 )  NO I N D  S T U D I E S  
(4) NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR I N D  S T U D I E S  

(91 COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

K A N S A S  C I T Y  
R O L L A  
S T  L O U I S  

S T  L O U I S  
Kh?rSAS C I T Y  

S T  L O U I S  
ST. L O U I S  

OMAHA 
OMAHA 

RENO 

HANOVER 
HANOVER 
CONCORD 
C ONC OR0 

P R I N C E T O N  
NEWARK 
JERSEY C I TY 
NEWARK 
NEWARK 
P R I N C E T O N  
P I  SCATAWAY 

1 0 3 2 1 b S b  1 . .  " ",. 

I ,  



PAGE 12 

0300 ( 4 ) R U T G E R S t  THE S T A T E  U N I V E R S I T Y  OF NEW JERSEY 
0300 ( 4 ) R U T G E R S v  THE S T A T E  U N I V E R S I T Y  O F  NEW J E R S E Y  
0300 ( 4 ) R U T G E R S V  THE S T A T E  U N I V E R S I T Y  OF NEW JERSEY 

0141 
0472 
0353 

2129 
2116 
0341 
0423 
1064 
2368 
2277 
0381 
0437 
0034 

03 73 
0526 
0063 
0245 
0109 
0456 
0456 
0456 
0621 
0047 
1005 
0368 

NEW M E X I C O  
LOVELACE F O U N D A T I O N  FOR MED E D  AND RES 
NEW MEXICO, U N I V E R S I T Y  OF 
NEW MEXICO, U N I V E R S I T Y  OF, H E A L T H  S C I E N C E S  

GROUP-SCHOOL OF M E D I C I N E ?  COLLEGES OF 
PHARMACY AND N U R S I N G  

NEW Y ORK 
( 4 ) A M E R I C A N  H E A L T H  F O U N D A T I O N  
( 2 ) B A R N A R D  COLLEGE 

B E T H  I S R A E L  M E D I C A L  CENTER 
BRONX-LEBANON H O S P I T A L  CENTER 
BROOKHAVEN N A T I O N A L  L A B O R A r O R Y  M E D I C A L  DEPARTMENT 

( 2 ) C E N T E R  FOR URBAN E D U C A T I O N  
( 2 ) C H I L D  WELFARE LEAGUE OF A M E R I C A  

C H l L D R E N S  H O S P I T A L  OF B U F F A L O  

C O L U M B I A  U N I V  H E A L T H  S C I E N C E S  D I V  I N C L U D I N G  
( 2 ) C O L U M B I A  U N I V t  EXCEPT H E A L T H  S C I E N C E S  D I V  

COLLEGE OF P H Y S I C I A N S  AND SURGEONS, SCHOOLS 
OF P U B L I C  H E A L T H  AND A D M I N I S T R A T I V E  M E D I C I N E ,  
NURSING,  AND ORAL AND DENTAL SURGERY 

( 2 ) C O L U M B I A  U N I V E R S I T Y  TEACHERS COLLEGE 
COMMUNITY BLOOD C O U N C I L  OF GREATER NEW YORK 

( 3 ) C O R N E L L  U N I V ,  EXCEPT N E D  C O L L  AND SCH OF NURS 
CORNELL U N I V ,  M E D I C A L  COLLEGE 

H E A L T H  RESEARCH, I N C ,  ALBANY D I V I S I O N  
H E A L T H  RESEARCH, I N C  ROSWELL P A R K  D I V I S I O N  

EASTMAN DENTAL CENTER 

HOMER F O L K S  T U B E R C U L O S I S  H O S P I T A L  
H O S P I T A L  FOR J O I N T  D I S E A S E S  AND MED CENTER 
H O S P I T A L  FOR S P E C I A L  SURGERY 

J E H I S H  H O S P I T A L  AND M E D I C A L  CENTER OF BROOKLYN 
I 4 ) J E W I S H  BOARD OF G U A R D I A N S  

R E S T R I C T I O N  CODE 

( 3 )  NO I N 0  S T U D I E S  
( 4 )  NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR I N 0  S T U D I E S  

(2) NO M E D I C A L ,  S U R G I C A L  OR I N D  S T U D I E S  

CAMDEN 
NEW BRUNSWICK 
NEWARK 

ALBUQUERQUE 
ALBUQUERQUE 
ALBUQUERQUE 

NEW YORK 
NEW YORK 
NErJ YORK 
NEW YDRK 
UPTON 
NEW YORK 
NEW YORK 4- t, - 
B U F F A L O  t /  
NEW YORK 
NEW YORK 

NEW YORK 
NEW YORK 
I THACA 
NEW YORK 
ROCHESTER 
ALBANY 
B U F F A L O  
ONEONTA 
NEW YORK 
NEW YORK 
NEW YORK 
BROOKLYN 

( 9 )  COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  



d 

PAGE 

0369 
2375 
0397 
0086 
2518 

0059 
0139 
2518 
0173 
0526 
1370 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 
0765 

0765 
0765 
0765 
0765 
0765 
0765 
0765 
,0765 
0765 
0765 
0456 
0624 
0208 

0383 

0456 
0374 
0508 
0163 
0596 
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KINGSBROOK J E W I S H  MED CTR & I S A A C  A L B E R T  R E S  I N S T  
LONG I S L A N D  J E Y I S H - H I L L S I D E  M E D I C A L  CENTER 
M A I M O N I D E S  M E D I C A L  CENTER 
MARY IMOGENE B A S S E T T  H O S P I T A L  
MEADOWBROOK M E D I C A L  E O U C A T I O N  AND R E S  F D N  
M E M O R I A L  HOSP FOR CANCER AND A L L I E D  D I S E A S E S  
M O N T E F I O R E  H O S P I T A L  AND M E D I C A L  CENTER 
MOUNT S I N A I  SCHOOL OF M E D I C I N E  
N A S S A U  COUNTY M E D I C A L  CENTER 

I Z I N E W  SCHOOL FOR S O C I A L  RESEARCH 
NEW YORK BLOOD CENTER 

( 4 ) N E W  YORK C I T Y  DEPARTMENT OF H E A L T H  
( Z I N E W  Y O R K t  C I T Y  U N I V  OF 
( Z l N E W  YORK, C I T Y  U N I V  O F ?  BRONX COMMUNITY C O L L  
( Z I N E W  YORK, C I T Y  U N I V  O F T  BROOKLYN C O L L E G E  
( 2 ) N E W  Y O R K t  C I T Y  U N I V  O f t  C I T Y  COLLEGE 
( Z I N E W  Y O R K t  C I T Y  U N I V  OF GRAD SCH AND U N I V  CTR 
( Z I N E W  Y O R K t  C I T Y  U N I V  OF? HERBERT H LEHMAN C O L L  
(ZJNELJ  Y O R K t  C I T Y  U N I V  OF, HOSTOS COMMUNITY C O L L  
( 2 ) N E W  Y O R K t  C I T Y  U N I V  OF, HUNTER COLLEGE 
I2)NEW YORKp C I T Y  U N I V  OF, JOHN J A Y  COLLEGE 

( 2 1 N E W  Y O R K t  C I T Y  U N I V  OF, K INGSBOROUGH CMTY C O L L  
( Z I N E W  YORK, C I T Y  U N I V  OF, L A G U A R D I A  CMTY C O L L  
( Z I N E Y  Y O R K t  C I T Y  U N I V  O f t  MANHATTAN CHTY C O L L  
( Z I N E W  Y O R K t  C I T Y  U N I V  OF, NEW YORK C I T Y  CMTY C O L L  
( Z I N E W  Y O R K t  C I T Y  U N I V  O f t  QUEENS COLLEGE 
I Z I N E W  YORK, C I T Y  U N I V  O F T  QUEENSBOROUGH CMTY C O L L  
( Z I N E W  Y O R K t  C I T Y  U N I V  OFT RESEARCH F O U N D A T I O N  
( Z I N E W  Y O R K t  C I T Y  U N I V  OF, R ICHMOND COLLEGE 
( Z I N E W  Y O R K t  C I T Y  U N I V  OF, S T A T E N  I S L A N D  CMTY C O L L  
I Z I N E H  Y O R K t  C I T Y  U N I V  OF, YORK COLLEGE 

UF C R I M I N A L  J U S T I C E  

NEW YORK DEPARTMENT OF H E A L T H  
/ 9 ) N E W  YORK DEPARTMENT OF MENTAL H Y G I E N E  

NEW YORK M E D I C A L  COLLEGE-FLOWER AND 
F I F T H  AVENUE H O S P I T A L S  I N C L U D I N G  

COLER MEMORIAL  H O S P I T A L  
M E T R O P O L I T A N  H O S P I T A L  AND B I R D  S. 

NEW YORK S T A T E  R E H A B I L I T A T I O N  H O S P I T A L  
( 2 ) N E W  YORKt  S T A T E  U N I V  OFT A T  ALBANY 
( 3 ) N E W  YORK, S T A T E  U N I V  OF, AT  B INGHAMTON 

NEW YORKI S T A T E  U N I V  O F t  A T  B U F F A L O  
NEIJ Y O R K t  S T A T E  U N I V  OF, AT STONY BROOK 

NEW YORK 
NEY HYDE PARK 
BRDOKLY N 

E A S T  MEADOW 
NEW YORK 
NEW. YORK 

E A S T  MEADOW 
NEW YORK 
NEW YORK 
NEW YORK 
NEW YORK 
BRONX 
BROOKLYN 
NEW YORK 
NEW YORK 
BRONX 
BRONX 
NEW YORK 
NEW YORK 

COOPE RSTOM'N 

NEW'' YORK 

BROOKLYN 
LONG I S L A N D  
NEW YORK 
BROOKLYN 
F L U S H I N G  
NEW YORK 
NEW YORK 
S T A T E N  I S L A N D  
S T A T E N  I S L A N D  
J A M A I C A  
ALBANY 
A L B A N Y  
NEW YORK 

WEST HAVERSTRAW 
ALBANY 
B I N G H A M T O N  
B U F F A L O  
STONY BROOK 

R E S T R I C T I O N  CODE 

( 3 )  NO I N D  S T U D I E S  
( 4 )  NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR I N 0  S T U O I E S  

(91 COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 )  NO M E D I C A L ,  S U R G I C A L  OR I N D  S T U D I E S  

I O 3 2 1 b T  



PAGE 

0474 
0506 
0259 
0457 

0386 
0220 
0305 
0127 
0390 
0405 
0788 
0612 
2247 
1001 
0624 
0172 
0230 
2036 
0491 
0456 
0536 
0076 
0376 
0280 
2438 
0621 
0217 
1740 
2045 
0002 

0699 
0191 
2382 
2242 
0285 
0177 
0242 
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( 7 ) N E W  YORKT S T A T E  U N I V  OFT COLLEGE AT BROCKPORT 
NEW YORKT S T A T E  U N I V  OF? COLLEGE AT B U F F A L O  

NEW Y O R K t  S T A T E  U N I V  OF, C O L L E G E  OF ARTS 
( 4 ) N E W  YORK, S T A T E  U N I V  OF, COLLEGE AT CORTLAND 

AND S C I E N C E S  AT GENESEO 
( 2 l N E W  YORK, S T A T E  U N I V  OF, COLLEGE AT OSWEGO 

NEW YORK, S T A T E  U N I V  O F ?  COLLEGE OF FORESTRY 
NEW YORK? S T A T E  U N I V  OF, DOWNSTATE MED CTR 
NEW Y O R K t  S T A T E  U N I V  OF, U P S T A T E  M E 0  CTR 

( 2 ) N E W  YORK U N I V E R S I T Y ?  E X C L U S I V E  OF T H E  M E 0  CTR 
NEW YORK U N I V E R S I T Y  M E D I C A L  CENTER 
NORTH SHORE H O S P I T A L  

P U B L I C  H E A L T H  RESEARCH I N S T I T U T E  
RENSSELAER P O L Y T E C H N I C  I N S T I T U T E  

( 2 1 P O L Y T E C H N I C  I N S T I T U T E  OF NEW YORK 

( S I R E S E A R C H  F O U N D A T I O N  FOR MENTAL H Y G I E N E  
ROCHESTER, U N I V E R S I T Y  OF 
R O C K E F E L L E R  U N I V E R S I T Y  

ROOSEVELT H O S P I T A L  
ROSWELL PARK MEMORIAL  I N S T I T U T E  
S L O A N - K E T T E R I N G  I N S T I T U T E  FOR CANCER RES 
S T  L U K E S  H O S P I T A L  CENTER 
S T  V I N C E N T S  h O S P  AND MED CTR OF N Y 

( Z I S Y R A C U S E  U N I V E R S I T Y  
TRUDEAU I N S T I T U T E  
RESEARCH I N S T I T U T E  FOR SKELETOMUSCULAR D I S E A S E S  

VETERANS A D M I N I S T R A T I O N  HOSPITAL-BRONX 
VETERANS A D M I N I S T R A T I O N  HOSPITAL-NORTHPORT 

( 4 ) R O C K L A N D  COUNTY H E A L T H  AND S O C I A L  S E R V I C E S  COMP 

U N I O N  U N I V E R S I T Y ,  ALBANY M E D I C A L  COLLEGE 

Y E S H I V A  U N I V ,  A L B E R T  E I N S T E I N  C O L L  OF M E 0  

NORTH C A R O L I N A  
CHARLOTTE M E M O R I A L  H O S P I T A L  
DUKE U N I V E R , S I T Y  

( 2 ) N A T I O N A L  LABORATORY FOR H I G H E R  E D U C A T I O N  
( 2 ) N O R T H  C A R O L I N A  A C T S T A T E  U V I V E R S I T Y  
( Z I N O R T H  C A R O L I N A  S T A T E  U N I V E R S I T Y  AT R A L E I G H  

NORTH C A R O L I N A ,  U N I V E R S I T Y  O F ?  AT  CHAPEL H I L L  
WAKE FOREST U N I V E R S I T Y ?  BOWMAN GRAY SCH OF MED 

R E S T R I C T I O N  CODE 

(31 NO IN0  S T U O I E S  
( 4 1  NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
17) NO S U R G I C A L  OR I N 0  S T U D I E S  

(9) COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 1  NO M E D I C A L ?  S U R G I C A L  OR IND S T U D I E S  

BROCKPORT 
B U F F A L O  
CORTLAND 
GENESEO 

OSWEGO 
SYRACUSE 
BROOKLYN 
SYRACUSE 
NEW YORK 
NEW YORK 
MAYHASSET 
BROOKLYN 
NEW YORK 
TROY 
ALBANY 
ROCHESTER 
NEH YORK 
POMONA 
NEW YORK 
B U F F A L O  
NEW YORK 
NEH YORK 
NEW YORK 
SYRACUSE 
SARANAC L A K E  b 

NEW YORK 
A L a A N Y  
NEH YORK 
NORTHPORT 
BRONX 

CHARLOTTE 
DURHAM 
DURHAM 
GREENSBORO 
R A L E I G H  
CHAPEL H I L L  
W I VSTON-SALEM 

I O321b8i 



PAGE 1 5  

1087 (ZIWAKE FOREST UNIVERSITY, EXCEPT SCH OF MEDICINE 
0078. (ZIWESTERN CAROLINA CENTER 

0 4 8 5  
0544 
1167 
0088 
0249 
0667 
0337 
0 5 0 2  
0171 
1'004 
0160 
1936 

0542 
0269 
-1 724 
0121 
0662 
0626 
0350 

J 

OHIO 
(Z IAKRONT UNIVERSITY OF 
(ZIBOWLING GREEN STATE UNIVERSITY 

CASE WESTERN RESERVE UNIVERSITY 
CHILDRENS HOSPITAL & RESEARCH FOUNDATION 
CHILDRENS HOSPITAL RESEARCH FOUNDATION 
C I N C I N N A T I 1  U N I V  OF1 EXCEPT MEDICAL CENTER 
CINCINNATI9  UNIV OFT MEDICAL CENTER 
CLEVELANO C L I N I C  FON & EDUCATIONAL FDN 

(4)CLEVELAND PSYCHIATRIC I N S T I T U T E  
F A I R H I L L  MENTAL HEALTH CENTER 
FELS RESEARCH INSTITUTE 

I JEWISH HOSPITAL ASSN INCLUDING THE HOSPITAL1 
CHILDRENS PSYCHIATRIC CTR? SCH OF NURSING9 
AND M A Y  INSTITUTE FOR MEDICAL RESEARCH 

KENT STATE UNIVERSITY 
MOUNT S I N A I  HOSPITAL OF CLEVELAND 

OHIO STATE UNIV  & RESEARCH FOUNDATION 
ST LUKES HOSPITAL 
ST VINCENT CHARITY HOSPITAL 
UNIVERSITY HOSPITALS OF CLEVELAND 

OHIO1 MEDICAL COLLEGE o f 1  AT TOLEDO 

OKLAHOMA 
0327 OKLAHOMA MEDICAL RESEARCH FOUNDATION 
2402 (21OKLAHOMA9 UNIV OF 
0241 OKLAHOMA, U N I V  O F ,  HEALTH SCIENCES CENTER 

OREGON 
0134 GOOD SAMARITAN HOSPITAL AND MEDICAL CENTER 
0214 KAISER FOUNDATION RESEARCH INSTITUTE 

RESTRICTION CODE 

( 3 1  NO I N 0  STUDIES 
(4) NO SURGICAL STUDIES 
(5-6)UNASSIGNED 
( 7 )  NO SURGICAL OR I N 0  STUDIES 

(2) NO MEDICAL, SURGICAL DR I N 0  STUDIES 

( 9 )  COMPLEX RESTRICTION (CALL 301-496-7005 FOR DETAILS)  

WINSTON-SALEM 
MORGANTON 

AKRON 
BOWLING GREEN 
CLEVELAND 
CINCINNATI  
C OL UMEUS 
C I N C I N N A T I  
C I N C I N N A T I  
CLEVELAND 
CLEVELAND 
CLEVELAND 
YELLOW SPRINGS 
C I N C I N N A T I  

KENT 
CLEVELAND 
TOLEDO 
COL UMB u s 
C L EVE LAND 
CLEVELAND 
CLEVELAND 

OKLAHOFA C I T Y  
NORMAN 
OKLAHOMA C I T Y  

PORTLAND 
PORTLAND 
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0043 
2399 
0505 
0111 
0048 
0288 
0281 

0 2 2 5  
0952 
0784 
0338 
0444 
0444 
0436 
1218 
2566 
0129 
0360 
1556 
0475 
0045 
0273 
0189 
2121 
0338 
0333 
0222 
0573 
1668 

.. 0012 
1531  
0044 
0344 
0881 
1532 
0418 
2200 

I 

I 

M E D I C A L  RESEARCH F O U N D A T I O N  OF OREGON 
(2)-NORTHWEST R E G I O N A L  E D U C A T I O N A L  LABORATORY 
( 2 ) O R E G O N  RESEARCH I N S T I T U T E  
( 7 ) O R E G O N  S T A T E  U N I V E R S I T Y  

OREGON, U N I V  OF, D E N T A L  SCHOOL 

OREGON, U N I V  OF, M E D I C A L  SCHOOL 
( Z I O R E G O N ,  U N I V  OF, GRADUATE SCHOOL 

P E N N S Y L V A N I A  
A L B E R T  E I N S T E I N  M E D I C A L  CENTER 
ALLEGHENY GENERAL H O S P I T A L  

( 2 ) A M E R I C A N  I N S T I T U T E S  FOR RESEARCH 
ARTHUR P. NOYES RESEARCH FOUNDATIONI I N C  
B R Y N  MAWR H O S P I T A L  
BRYN MAWR H O S P I T A L ,  JOHN S SHARFE R E S  F D N  OF 

( 2 ) B U C K N E L L  U N I V E R S I T Y  
( 2 ) C A R N E G I E - M E L L O N  U N I V E R S I T Y  

C H I L D R E N S  HEART H O S P I T A L  OF P H I L A D E L P H I A  
C H I L D R E N S  H O S P I T A L  OF P H I L A D E L P H I A  
C H I L D R E N S  H O S P I T A L  OF P I T T S B U R G H  
F R A N K L I N  I N S T I T U T E  
HAHNEMANN M E D I C A L  COLLEGE AND H O S P I T A L  
I N S T I T U T E  FOR CANCER RESEARCH 
L A N K E N A U  H O S P I T A L  
MAGEE-WOMENS H O S P I T A L  

NORRISTOWN S T A T E  H O S P I T A L  
P E N N S Y L V A N I A  H O S P I T A L  

(2)MARYWOOD COLLEGE 

P E N N S Y L V A N I A ,  M E D I C A L  COLLEGE O F  
( 4 ) P E N N S Y L V A N I A  S T A T E  U N I V E R S I T Y  & CHNWLTH CAMPS 

P E N N S Y L V A N I A  S T A T E  U N I V E R S I T Y  M I L T O N  S HERSHEY 
M E D I C A L  CENTER 

P E N N S Y L V A N I A ?  U N I V E R S I T Y  OF 
P H I L A D E L P H I A  DEPARTMENT OF P U B L I C  H E A L T H  
P H I L A D E L P H I A  GENERAL H O S P I T A L  
P H I L A D E L P H I A  P S Y C H I A T R I C  CENTER 
P H I L A D E L P H I A  S T A T E  H O S P I T A L  

( 4 I P I T T S B U R G H  C H I L D  G U I D A N C E  CENTER 

P R E S B Y T E R I A N - U N I V E R S I T Y  H O S P I T A L  
P I T T S B U R G H ,  U N I V E R S I T Y  OF 

R E S T R I C T I O N  CODE 

( 3 )  NO I N D  S T U D I E S  
(4) NO S U R G I C A L  S T U D I E S  
( 5 - 6 1 U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR IN0 S T U D I E S  

( 9 )  COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 )  NO M E D I C A L ?  S U R G I C A L  OR I N 0  S T U D I E S  

PORTLAND 
PORTLAND 
EUGENE 
CORVALL  I S 
PORT L A N D  
EUGENE 
PORTLAND 

P H I L A D E L P H I A  
P I T T S B U R G H  
P I T T S B U R G H  
NOKRISTDWN 
B R Y N  MAWR 
BRYN MAWR 
LEW I S8URG 
P I T T S B U R G H  
P H I L A D E L P H I A  
P H I L A D E L P H I A  
P I T T S B U R G H  
P H I L A D E L P H I A  
P H I L A D E L P H I A  ,+’ 
P H I L A D E L P H I A  :- - 
P H I L A D E L P H I A  
P I T T S B U R G H  
SCRANTON 
NORRISTOWN 
P H I L A D E L P H I A  
P H I L A D E L P H I A  
U N I V E R S I T Y  PARK 
HERSHEY 

P H I L A D E L P H I A  

P H I L A D E L P H I A  
P H I L A D E L P H I A  
P H I L A D E L P H I A  
P I T T S B U R G H  
P I T T S B U R G H  
P I T T S B U R G H  

PHILADELPHIA 
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0 4 6 5  
2264 
0795 
0 3 3 4  
0049 
0952 

0362 
0054 

P R E S B Y T E R I A N - U N I V  OF P E N N S Y L V A N I A  MED CTR 

S T  J O S E P H  H O S P I T A L  RESEARCH I N S T I T U T E  
T E M P L E  U N I V E R S I T Y  
THOMAS J E F F E R S O N  U N I V E R S I T Y ?  A L L  COMPONENTS 
W I L L I A M  H S I N G E R  MEMORIAL  RESEARCH I N S T I T U T E  O F  

( 2 I R E S E A R C H  FOR B E T T E R  SCHOOLS? I N C .  

ALLEGHENY GENERAL H O S P I T A L  
W I L L S  E Y E  H O S P I T A L  AND RESEARCH I N S T I T U T E  

W I S T A R  I N S T I T U T E  

RHODE I S L A N D  
0467 BROWN U N I V E R S I T Y  
0318 RHODE I S L A N D  H O S P I T A L  
2212 ROGER W I L L I A M S  GENERAL H O S P I T A L  

0533  
0533  

4 0533 
0533 
0533 
0 5 3 3  
0533  
0 5 3 3  
0533 
0533 
0533  
OS33 
0533 
0533 
0533 
0533 
0240 
0533 
0629 
0533 
0533 

SOUTH C A R O L I N A  
A IKEN-BARNWELL MENTAL H E A L T H  CENTER 
ANDERSON-OCONEE-PICKENS M E N T A L  H E A L T H  CTR 
BECKMAN CENTER FOR MENTAL H E A L T H  S E R V I C E S  
CHARLESTON AREA MENTAL H E A L T H  CENTER 
C O A S T A L  E M P I R E  MENTAL H E A L T H  CENTER 
C O L U M B I A  AREA M E N T A L  H E A L T H  CENTER 
CRAFTS-FARROW S T A T E  H O S P I T A L  
F R I E N D S H I P  CENTER 
GEORGETOWN-HORRY MENTAL H E A L T H  C L I N I C  
G R E E N V I L L E  AREA MENTAL H E A L T H  CENTER 
ORANGEBURG AREA MENTAL H E A L T H  C L I N I C  
PEE-DEE MENTAL H E A L T H  CENTER 
SOUTH C A R O L I N A  DEPARTMENT O F  MENTAL H E A L T H  

D I V  OF ALCOHOL AND DRUG A D D I C T I O N  S E R V I C E S  
D I V  O F  COMMUNITY M T 1  H L r H  S E R V I C E S  SPEC P R D J  
L O N G ’ T E R M  CARE S E R V I C E S  

SOUTH C A R O L I N A ?  M E D I C A L  U N I V E R S I T Y  OF 
SOUTH C A R O L I N A  S T A T E  H O S P I T A L  

SOUTH C A R O L I N A  WAR VETERANS HOME 
SPARTANBURG AREA MENTAL H E A L T H  CENTER 

( 4 ) S U U T H  C A R O L I N A ?  U N I V E R S I T Y  OF 

R E S T R I C T I O N  CODE 

( 3 )  NO I N 0  S T U D I E S  
(4) NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E O  
(7) NO S U R G I C A L  OR I N 0  S T U D I E S  

19) COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 )  NO M E D I C A L *  S U R G I C A L  OR I N 0  S T U D I E S  

P H I L A D E L P H I A  
P H I L A D E L P H I A  
LANCASTER , 

P H I L A D E L P H I A  
P H I L A D E L P H I A  
P I T T S B U R G H  

P H I L A D E L P H I A  
P H I L A D E L P H I A  

PROVIDENCE 
PROVIDENCE 
PROVIDENCE 

A I K E N  
ANDERSON 
GREENWOOD 
CHARLESTON 
BEAUFORT 
C O L U M B I A  
C OL UMB I A 
COLUMB I A 
CONWAY 
G R E E N V I  L L E  
ORANGEBURG 
FLORENCE 
C O L U M B I A  
C O L U M B I  A 
COLUMB I A 
C O L U M B I A  
CHARLESTON 
COLUMB I A 
COLUMB I A 
C O L U M B I A  
SPARTANBURG 

IO3211 l e  
. . .  

. .  . 
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0533 SUMTER-CLARENDON-KERSHAW M E N T A L  H E A L T H  C E N T E R  
0533 T R I - C O U N T Y  M E N T A L  H E A L T H  C E N T E R  
0533 W I L L I A M  S H A L L  P S Y C H I A T R I C  I N S T I T U T E  
0533 Y O R K - C H E S T E R - L A N C A S T E R  M E N T A L  H E A L T H  C E N T E R  

1696 
0393 
1716 
1716 
0648 
01  70 
0124 
0401 
1800 

0307 
08 13 
1 8 4 3  
2344 
2344 
1045 
0590 
1121 
0123 
0669 
2615 

2255 

0113 
0107 

T E N N E S S E E  
( 4 ) A R L I N G T O N  H O S P I T A L  A N D  SCHOOL 

MEHARRY M E D I C A L  C O L L E G E  

O A K  R I D G E  N A T I O N A L  L A B O R A T O R Y  
S T  J U D E  C H I L D R E N S  R E S E A R C H  H O S P I T A L  

O A K  R I D G E  A S S O C I A T E D  U N I V E R S I T I E S *  I N C .  

T E N N E S S E E ,  U N I V  O F T  M E D I C A L  U N I T S  
T E N N E S S E E T  U N I V E R S I T Y  OF - K N O X V I L L E  
V A N D E R B I L T  U N I V E R S I T Y  
V E T E R A N S  A D M I N I S T R A T I O N  H O S P I T A L - M E M P H I S  

T E X A S  
B A Y L O R  C O L L E G E  OF M E D I C I N E  

B E X A R  C O U N T Y  H O S P I T A L  D I S T R I C T -  
( 2 1 B A Y  L O R  UN I V E R S  I T Y  

( 2 ) S O U T H W E S T  E D U C A T I O N A L  D E V E L O P M E N T  C O R P O R A T I O N  
( 2 ) S O U T H W E S T  E D U C A T I O N A L  D E V E L O P M E N T  L A B O R A T O R Y  
( Z I T E X A S  A & M U N I V T  C O L L E G E  S T A T I O N  C A M P U S  O N L Y  

( 7 ) T E X A S p  U N I V  OF, A T  A R l I N G T O N  
( 9 ) T E X A S p  U N I V  O F T  A T  A U S T I N  

T E X A S  I N S T I T U T E  F O R  R E H A B  AND R E S E A R C H  

T E X A S T  U N I V  O F T  A T  H O U S T O N  D E N T A L  B R A N C H  
T E X A S T  U N I V  OF, H E A L T H  S C I E N C E  C T R  A T  D A L L A S  

I N C L U D I N G  SW M E 0  S C H T  GRAD S C H  OF B I O M E D I C A L  
S C I E N C E S ,  A N D  S C H  OF A L L I E D  H E A L T H  S C I E N C E S  

T E X A S T  U N I V .  O F T  H E A L T H  S C I E N C E  C T R - S A N  A N T O N I O  
I N C L U D I N G  ME0 S C H T  D E N T A L  S C H T  A N D  G R A D  S C H  

T E X A S T  U N I V  O F T  M D ANDERSON HOSP A N D  TUMOR I N S  
T E X A S ,  U N I V  O F T  M E D I C A L  B R A N C H  A T  G A L V E S T O N  

OF B I O M E D I C A L  S C I E N C E S  

R E S T R I C T I O N  CODE 

( 3 )  N O  I N 0  S T U D I E S  
( 4 )  N O  S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  N O  S U R G I C A L  OR I N D  S T U D I E S  

( 9 )  C O M P L E X  R E S T R I C T I O N  ( C A L L  301-496-7005 F O R  D E T A I L S )  

( 2 )  N O  M E D I C A L 9  S U R G I C A L  OR I N 0  S T U D I E S  

SUMTER 
B E I Y N E T T S V I  L L E  
C O L U M B I A  
R O C K  HILL  

A R L I N G T O N  
N A S H V  I L L E  
OAK R I D G E  
OAK R I D G E  
M E M P H I  S 
M E M P H I S  
K N O X V I L L E  
N A S H V I L L E  
M E M P H I S  

H O U S T O N  

S A Y  A N T O N I O  .. 
A U S T I N  
A U S T I N  
C O L L E G E  S T A T 1  ON 
H O U S T O N  
A R L  I N G T O N  
A U S T I N  
H O U S T O N  
D A L L A S  * 

H A L O  9- v . 

S A N  A N T O N I O  

H O U S T O N  
G A L V E S T O N  

I012112 , 
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U T A H  
0933 ( 2 l B R I G H A M  YOUNG U N I V E R S I T Y  
2426 DESERET F O U N D A T I O N  FOR MED E D U  AND R E S  
0235 UTAH, U N I V E R S I T Y  OF 

VERMONT 
0194 VERMONT, U N I V E R S I T Y  OF 
2335 VETERANS ADM CENTER-WHITE R I V E R  J U N C T I O N  

2275 
0634 
0239 

0306 
0575 

0522 
2627 
0029 
0900 

1717 
0105 
0299 

V I R G I  NI A 
( 9 ) H U M A N  RESOURCES RESEARCH O R G A N I Z A T I O N  

LYNCHBURG T R A I N I N G  SCHOOL AND H O S P I T A L  
V I R G I N I A  COMMONWEALTH U N I V E R S I T Y I  M E D I C A L  

V I R G I N I A 9  U N I V E R S I T Y  OF 
COLLEGE OF V I R G I N I A ,  H E A L T H  S C I E N C E S  D I V  

( 2 ) W I L l I A M  AND M A R Y t  COLLEGE O F  

WASHINGTON 
C H I L D R E N S  O R T H O P E D I C  H O S P I T A L  AND MED C T R  
F R E D  H U T C H I N S O N  CANCER RESEARCH CENTER 
P A C I F I C  NORTHWEST RESEARCH F O U N D A T I O N  
V I R G I N I A  MASON RESEARCH CENTER I N C L U D I N G  

WASHINGTON D E P T  O F  S O C I A L  AND H E A L T H  S E R V I C E S  
( 3 ) W A S H I N G T O N  S T A T E  U N I V E R S I T Y  

WASHINGTON? U N I V E R S I T Y  O F  

MASON C L I N I C  AND V I R G I N I A  MASON H O S P I T A L  

WEST V I R G I N I A  
2376 ( 2 ) A P P A L A C H I A  E D U C A T I O N A L  LABORATORY9 I N C  
043 1 WEST V I R G I N I A  U N I V E R S I T Y  

R E S T R I C T I O N  CODE 

(3) NO IND S T U D I E S  
(4) NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR I N 0  S T U D I E S  

( 9 )  COMPLEX R E S T R I C T I O N  ( C A L L  301-496-7005 FOR D E T A I L S )  

[ 2 )  NO M E D I C A L ,  S U R G I C A L  OR I N 0  S T U D I E S  

PROVO 
S A L T  L A K E  C I T Y  
S A L T  L A K E  C I T Y  

B U R L I N G T O N  
W H I T E  R I V E R  J C T  

A L E X A N D R I A  
M A D I S O N  H E I G H T S  
R I t HMOND 

C H A R L O T T E S V I L L E  
H I L L I A M S B U R G  

S E A T T L E  
S E A T T L E  
S E A T T L E  
S E A T T L E  

O L Y M P I A  
P U L L M A N  
s E A T T LI 

CHARLESTON 
MORGANTOWN 
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03 15 
2132 
0387 
0763 
0503 
0077 
03 19 
2106 

0256 

1188 

1137 

kI SCONS I N  
C E N T R A L  W I S C O N S I N  COLONY AND T R A I N I N G  SCH 

MARQUETTE U N I V E R S I T Y  
MENDOTA S T A T E  H O S P I T A L  

( 2 ) L A W R E N C E  U N I V E R S I T Y  

( 4 ) S O U T H E R N  W I S C O N S I N  COLONY AND T R A I N I N G  SCH 
W I S C O N S I N ?  M E D I C A L  COLLEGE OF 
W I S C O N S I N ,  U N I V E R S I T Y  OF, .MADISON CAMPUS 

( 2 ) W I S C O N S I N ,  U N I V E R S I T Y  OF? P A R K S I D E  

PUERTO RICO,  U N I V  OF? M E D I C A L  S C I E N C E S  CAMPUS 

LEONARD WOOD M E M O R I A L  ( A M E R I C A N  LEPROSY F D N I r  
P H I L I P P I N E  D I V I S I O N  OF 

S W I T Z E R L A N D  
WORLD H E A L T H  O R G A N I Z A T I O N  

U N I T E D  K INGDOM 
1080 LONDON? U N I V  OF? I N S T I T U T E  OF NEUROLOGY 

T O T A L  I N S T I T U T I O N S  W I T H  ACCEPTABLE GENERAL ASSURANCES 

R E S T R I C T I O N  CODE 

(3) NO I N D  S T U D I E S  
(4) NO S U R G I C A L  S T U D I E S  
( 5 - 6 ) U N A S S I G N E D  
( 7 )  NO S U R G I C A L  OR I N D  S T U D I E S  

(91 COMPLEX R E S l R I C T I U N  ( C A L L  301-496-7005 FOR D E T A I L S )  

( 2 )  NO M E D I C A L ,  S U R G I C A L  OR I N D  S T U D I E S  

MAD I SON 
A P P L E  TON 
M I  L WAUKEE 
MENDOTA 
U N I O N  GROVE 
H I  L WAUKE E 
MAD I SON 
KEVOSHA 

SA.Y J U A N  

C E B U  

G E ,\ E V A 

LONDON 

569 

1 0 3 2 7 1 4 1  
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5.  SIGNATURE OF IMSTITUTlONfi ,WflCIAL AUTHORIZED TO SIGN PROPOSALS 

6. TITLE 

J 

DATE 

TELEPHONE NO. ( U N O . .  En-) 

f o r m  Approved 
OPB NO. 68-Rl143 - jlDENl!FICATION NUM8ER (If knounj 

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

PROTECTION OF HUMAN SUBJECTS 
[3 c o n t r a c t  n NQU 

t5 Grant 0 Reneual 

CERTIFICATION 0 F e l l o w s h i p  0 C o n t i n u a t i o n  

STATEMENT OF POLICYI 
o r  c o n t r a c t s  f rom t h e  OHEW i s  t h e  r e s p o n s i b i l i t y  o f  t h e  i n s t i t u t i o n  which r e c e i v e s  or  i s  accountable t o  t h e  DHEU f o r  
t h e  funds awarde2 f o r  t h e  s u p p o r t  o f  t h e  a c t i v i t y .  
r e s p o n s i b i l i t y ,  i t  i s  t h e  p o l i c y  o f  t h e  Department t h a t  no g r a n t  o r  c o n t r a c t  f o r  an a c t i v i t y  i n v o l v i n g  human s u b j e c t s  
s h a l l  be made u n l e s s  the a p p l i c a t i o n  f o r  such suppor t  has b e r n  rev iewed and app-ovcd by 4n r ~ p r o p r i a t b : i n s t i t u t i o n a l  
c o r n i t t e e .  (Referencer  

Sa feguard ing  t h e  r i g h t s  and r c l f a r e  o f  human s u b j e c t s  i n v o l v e d  i n  a c t i v i t i e s  suppor ted  by  g r a n t s  

I n  o r d e r  t o  p r o v i d e  f o r  the adequate d i scha rge  of t h i s  i n s t i t u t i o n a l  

" I n s t i t u t i o n a l  Guide t o  Ot!EY P o l i c y  on t h e  P r o t e c t i o n  of Human Subjects . " )  

1. TITLE OF-PGP&AL 

- 
2. PROJECT DIRECTOR/PROGRAM DIRECTOR/FELLOY 3 .  INSTITUTIONAL CCMPONEUT OR DEPARTMENT 

POSITION TITLE I 
4. CHECK ONE OF THE FOLLOWING STATEMENTS AS APPLlCABLEi 

n A =  

CI B* 
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.. Purpose and Scope 

The purpose of th5.s a u d i t  was t o  examine t h e  c r i t e r i a  and p r o -  
cedures  used t o  s e l e c t  p a t i e n t s .  a t  t h e  Oak Ridge Assoc ia ted  
U n i v e r s i t i e s  (ORAU) Medical D i v i s i o n  and t o  review and eva lua te  
t h e  c o n t r o l s  which a s s u r e  t h e  e s t a b l i s h m e n t ,  maintenance,  use and 
evAlua t ion  of t h e  c r i t e r i a .  

Background 

ORAU o p e r a t e s  a h o s p i t a l  t o  perform r e s e a r c h  i n  s e l e c t e d  a reas  of 
n u c l e a r  medicine.  
t h e  outcome of t h e  p a r t i c u l a r  r e s e a r c h  be ing  performed, p a t i e n t s .  

S e l e c t i o n  c r i t e r i a  a r e  made up of such i tems as  t y p e  of d i s e a s e ,  
t h e  p a t i e n t ’ s  age ,  and previous  t r e a t m e n t s  orhich t h e  p a t i e n t  
nay  o r  nay n o t  have undergone. 
are formulated and s e t  f o r t h  i n  proposed r e sea rch  documents 
c a l l e d  p r o t o c o l s  d e t a i l i n g  &he -medical procedures proposed t o  
accomplish r e s e a r c h  program o b j e c t i v e s .  * Any medical  procedure,  
o t h e r  than  r e g u l a r  p a t i e n t  c a r e  and g e n e r a l l y  accepted  therapy ,  
must b e  au tho r i zed  by an approved r e s e a r c h  p r o t o c o l .  

Because t h e  type  of p a t i e n t  i s  impor tan t  t o  
must b e  s e l e c t e d  who a r e  compatible  w i t h  r e sea rch  o b j e c t i v e s .  . .. . 

P a t i e n t  s e l e c t i o n  c r i r e r i a  

. P r o t o c o l s  and c r i t e r i a  con ta ined  t h e r e i n  developed by t h e  Nedical  
D i v i s i o n  s t a f f  are  approved by the Chief of  C l i n i c a l  Se rv ices  and 
t h e  Medical D iv i s ion  Chairman, as a p a r t  o f  t h e  o b j e c t i v e s  of t h e  
r e s e a r c h  program.. P ro toco l s  a r e  t h e n  submit ted t o  a Committee on 
Human S tud ie s  f o r  f u r t h e r  review and approval .  
composed of medical doc to r s  from O R A U ,  ORNL, and o t h e r  medical 
r e s e a r c h  i n s t i t u t i o n s  and one lawyer .from UCCND.  P r o t o c o l ’ o b j e c -  
t i v e s  a r e  eva lua ted  by t h e  committee on t h e  b a s i s  o f  t h e i r  s c i e n -  
t i f i c  m e r i t  and weighed a g a i n s t  r isks  t o  which p a t i e n t s  a r e  

The committee i s  

’ expos.ed. 

Weekly c o n s u l t a t i o n s  a r e  h e l d  i n  which t h e  management of a l l  
p a t i e n t s  i s  reviewed by t h e  c l i n i c a l  s t a f f  and t h e  Nedica l  Divi-  
s i o n  Chairman. 
new i n - p a t i e n t s  i s  a l s o  reviewed thus  providing a review of  t h e  
c o m p a t i b i l i t y  o f  probable  d i agnos i s  w i t h  s e l e c t i o n  c r i t e r i a .  

A t  t h e s e  c o n s u l t a t i o n s ,  t h e  medical h i s t o r y  of  

1 
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Medical r e s e a r c h  informat ion  i s  acqui red  f rom t h e  obse rva t ions  of 
i n - p a t i e n t s .  
c a l l e d  o u t - p a t i e n t s  who a r e  t r e a t e d  on a r e g u l a r  b a s i s  i n  an ou t -  
p a t i e n t  c l i n i c .  

* i n - p a t i e n t s ,  o r  p a t i e n t s  w i t h  a d i s e a s e  t h a t  is- r e l a t e d  t o  one of 
, the  ongoing programs. 

Informat ion  i s  a l s o  ob ta ined  from o t h e r  p a t i e n t s  - 
O u t - p a t i e n t s  may be  former i n - p a t i e n t s ,  p o t e n t i a l  

' 111. Summary of  F indings  
~ 

. .  . .  . .  
.ORAU.'s p r a c t i c e s  g e n e r a l l y  conform t o  e x i s t i n g  p o l i c i e s  and 

' p r o c e d u r e s  appear  t o  be war ran ted ,  
p rocedures .  

and o t h e r  comments a r e  summarized below. References t o  d e t a i l e d  
comments i n  S e c t i o n  IV of t h i s  r e p o r t  are  shown p a r e n t h e t i c a l l y .  

There a r e  i n s t a n c e s  in .wh ich  improved c o n t r o l s  and 
The r e s u l t s  of ou r  exan ina t ion  

I 
I 

-J 

A .  .Se l ec t ion  C r i t e r i a  

I n  two i n s t a n c e s  r e s e a r c h  p ro toco l  d i d  not  c o n t a i n  any 
We 

a p e c i f i g a l l y  i n 2 1  1 r esearxh. p r o t o c o l s  o r  o t h e r  documents 
r e l a m  t o  t h e  program f o r  which p a t i e n t s  a r e  required, .  

'* w r i t t e n  p a t i e n t  s e l e c t i o n  c r i t e r i a  (See IV.A.2.). 
r e convend th.2 +, P~~~-~,ts~~ep- 0" t e r i a h P F 1 1  a..rrr- c luded  

* 

M;;nnvcmDnt pnnrnonts : 
-page=2- 

The work on thy ro id  cancer s t a r t e d  i n  1950 and has i n  

r e c e n t  yea r s  cons i s t ed  mainly of follow-up d a t a  c o l l e c t i o n .  The 

use  of su rge ry  and r ad io iod ine  is now s o  widely accepted t h a t  i t  

does no t  seem necessary t o  desc r ibe  i t  i n  a research  p ro toco l .  

A l a r g e  gal l ium 67 program i s  descr ibed  and documented 

ultd*- 
(No. 9 i n  t h e  book).  The o t h e r  67Ga studyi(No. 1 4  w t ~ ~  a very  l imi t ed  

t r i a l ,  was...weryzzHmited, s p e c i a l  s tudy concerned with subcutaneous 
r C . J  a. t 

ab s o  r p t ion .  It has  been completed and deac t iva t ed .  

:. . - 
-. -_ . ,. . _ _  

B. S e l e c t i o n  Cri ter ia-- .Approval  

1. ' P a t i e n t  s e l e c t i o n  c r i t e r i a  formulated and approved by t h e  
Medical D iv i s ion  a r e  reviewed by ORAU's Committee on Human 
S t u d i e s .  
p o l i c i e s  wh ich . the  AEC has adopted .  

This  committee was e s t a b l i s h e d  t o  conform t o  DHE\J 

2 
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. .  

The Chairman of ORAU's Medical Division serves as Chairman 

Clinical Services at times is listed as an active committee 
member. We believe that since both of these individuals 
have an active role in administering ORnU medical research 
programs, there is the appearance of a conflict of interest 
when, as committee members, they approve the use of humans 
in O M U  program (See IV B.2.a.). We recommend that ORAL! 
review the composition of the Committee on Human Studies ' 

and changethe staxus--qf- the Chairman of the Pledic-a1 
Divizion and t ~ C h i e f . - o ~ ~ ~ ~ i - c ~ ~  Services to ex-offic'o 

'conflict of i n t e re s t  and comply w i t h  DHEW p o l i c y .  

. ( *  of the Committee on Human Studies, and thc.Chief of 
.\' 

\ *  
\ '  

L 
. "i.' 

. 
* 

*(7 t - .  

r n e m ~ ~ ~ s ~ ~ ~ ~ ~ ~ - c - ~ ~ i t t e e  to relieve the appearance --E+ 0 

I D r .  Edwards has been  an  e x o f f i c i o  member and when n o t  

l i s t e d  as such ,  t h i s  was i n  e r r o r .  Our committee r e q u i r e s  unanimous 

a p p r o v a l  of p r o j e c t s  and t h e  chairman does  n o t  v o t e .  A s p e c i a l  e f f o r t  

i s  made t o  p r e v e n t  any i n f l u e n c i n g  of t h e  committee by any member 

who might have  an i n t e r e s t  i n  a p r o j e c t .  It appears  n e c e s s a r y  t h a t  

a n  ORAU s t a f f  member b e  i n  a p o s i t i o n  t o  a c t i v a t e  meet ings  of t h e  

committee and b e  s u r e  t h a t  r e p o r t s  are p r e p a r e d .  We are examining 

.---_ o t h e r  mechanisms f o r  meet ing  t h e s e  q u e s t i o n s .  
2. Records o t  commlccee u i t z = e ~ ~ ~ ~ ~ ~  JwI..vr- ..._ ---._- ____  _ _ _  . 

d 

or no indication of cornittee 'deliberations and decisions'"'. 
concerning the review of patient selection criteria . 
and particular research project applications (See 
IV.B.2.b.). We recommend that 
documentation of the committee' 

* .  in e det;Pil +the-eeuu.l+t.~'s 
' c z n i n g  a particular rcsear 

Management Comments: t 

(1 2. The d e l i b e r a t i o n s  are r e p o r t e d  i n  some d e t a i l  when 

t h e r e  i s  e x t e n s i v e  d i s c u s s i o n .  I n  some i n s t a n c e s  t h e  p r o p o s a l s  are 

s o  n o n - c o n t r o v e r s i a l  t h a t  l i t t l e  d i s c u s s i o n  o c c u r s .  
- ___ .- .. - ___ . .- ... ._ _-_ _____ ._ 
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C'. P a t i e n t  S e l e c t i o n  
I I 

We were unable t o  determine t h e  c r i t e r i a  under which s e v e r a l  
persons  were accepted  a s  p a t i e n t s .  
member was ass igned  a p a t i e n t  number although no p a t i e n t  
c h a r t  o r  o t h e r  r e c o r d  of  medical t reatment  could be  found 
*to i n d i c a t e  t h e  p robab le  d i agnos i s  and p ro toco l  under which 
the p a t i e n t  w a s  admi t t ed .  

A r e l a t i v e  of a former s t a f :  - 

(See 1V.C. 2 .  a . )  . . .  
/- .,One i n - p a t i e n t  and one o u t - p a t i e n t  had a probable  d i agnos i s  

i n  
wKich d i d  n o t  seem t o  meet any e x i s t i n g  c r i t e r i a  f o r  s e l e c t i o n .  
The Medical D iv i s ion  ma in ta ins  t h a t  t h e  l a t t e r  p a t i e n t s ,  
areas of r e l a t e d  i n t e r e s t s ,  were admitted f o r  t each ing  
purposes  (See IV.C.2.b.). 
meeting eF tab l i shed  wrj 
as p a t i e A t s ,  and t h a t  a K p r i a t 2 o r d s  b e  main ta ined  
which j u s t i f y  t h e  admiss ion . -  -If t h e  s t u d y  o f  p a t i e n t s  o u t s i d e  
the s p e c i f i c  a r e z s  of  r e s e a r c h  i n t e r e s t  
phys i c i an  competency and growth, any cases  s e l e c t e d  on t h i s  
b a s i s  should b e  openly recorded  and docGmented as  such .  . 
We f u r t h e r  recormend thZ t  OPAU d e f i n e  t h e i r  phys i c i ans  ' 
r e l a t e d  a r e a s  or' i n t e r e s t ,  e s t a b l i s h  a p p r o p r i a t e  p a c i e n t  
s e l e c t i o n  c r i t e r i a  f o r  these a r e a s ,  and a l s o  seek  A E C ,  
concurrence f o r  t h e  l eve l  of e f f o r t  t o  be expended. 

We recommend t h a t  o n l y . p a t i e n t s  
rri t be admit ted o r  accepted  

i s  needed f o r  cont inue  

.'. 

C. 

h a s  been devoted  t o  p a t i e n t s  n o t  d i r e c t l y  i n  planned programs. The 

rare e x c e p t i o n s  i n v o l v e  s c i e n t i f i c  and humani ta r ian  c o n s i d e r a t i o n s  

which we are not a b l e  t o  c i r c u m s c r i b e  i n  b u r e a u c r a t i c  language.  

Only a v e r y  m i n u t e  p o r t i o n  o f  the Medical D i v i s i o n ' s  e f f o r t  

- _______- -.--- . - - _- -_. -- - - . u r Y a t i e n t s  From C o n s u l t a t i o n  and Cont rac tua l  Se rv ices  - - - __ _- 
I 
i ORAU phys ic ians  f u r n i s h  f r e e  c o n s u l t a t i o n s  t o  phys i c i ans  

who have p a t i e n t s  i n  t h e  Oak Ridge Hospi ta l  of t h e  Flcrhodist 
Church (OKHMC). These c o n s u l t a t i o n s  a r e  s e p a r a t e  from ! 

I s e r v i c e s  i n  n u c l e a r  medicine performed under a c o n t r a c t .  
between ORAU and ORMNC, Sometimes.' ORAU l a b o r a t o r y  a n a l y s i s  ! 

I C l h i c a l  Se rv ices  c o n s u l t s  r e g u l a r l y  i n  Knosv i l l e  and w i t h  
-1 r e f e r r i n g  phys ic i ans  i n  o t h e r  nearby communities. (See 

p 

i 

1 * o f  human m a t e r i a l  i s  involved .  In  a d d i t i o n ,  t h e  Chief of  

IV.D.2.b.). 

I 

d 
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f .  

. The p r a c t i c e  o f  medicine by ORAU phys tc ians  w i t h  r c s p e c t  
t o  non-ORAU p a t i e n t s ,  t h a t  i s  a c t i v i t i e s  i n  which t h e  AEC 
may have no i n t e r e s t  o r  knowledge, may poss ib ly  expose t h e  

. p h y s i c i a n s ,  OEWU and u l t i m a t e l y  AEC t o  claims from p a t i e n t s  
o r  f a m i l i e s .  . 

We recormend t n a r  ORAU c a r e f u l l y  examin 
s t a f f  phys ic ians  t o  determine t h e  poten 
and l i a b i l i t i e s  t o  O U U  and '  t o  t h e  F.EC, 
ment be  obta ined  of t hose  r e l a t e d  i n t e r  
' b e n e f i t  t o  t h e  AEC programs and of  t h e  
expended i n  r e l a t i o n s h i p  t o  t h e  degree  

e a l l  a c t i v i t i e s  of  
t i a l  f o r  such claims 

and t h a t  AEC endors 
' e s t s  which a r e  o f  
l e v e l  of e f f o r t  t o  b 
of i d e n t i f i e d  r i s k .  

. .  
Management CoITiments : 
. .  

D. 

r e l a t i o n s h i p s  of t h e  D i v i s i o n  and t o  a v o i d  t h e  c r i t i c i s m  t h a t  

w e  are i s o l a t e d .  

We have been r e p e a t e d l y  encouraged t o  broaden t h e  

We have been  encouraged by -4% t o  becone 

involved  i n  t h e  E a s t  Tennessee Cancer Research Center  and have 

done so .  

f o r  o u r  r e s e a r c h  programs. The Chairman of t h e  D i v i s i o n  i s  

aware of t h e  l e v e l  of t h e s e  a c t i v i t i e s  and c o n s i d e r s  them a u t h o r i z e d  

f u n c t i o n s  under  t h e  Commission's program. 

Such c o n t a c t s  made p o s s i b l e  t h e  r e f e r r a l  o f  p a t i e a t s  

d 

- .  - - _  
- - 

I V .  D e t a i l e d  Comments 

A.  S e l e c t i o n  C r i t e r i a  

1. Audit CoveraRe 

e- 

le 

. .  
The e x i s t e n c e  of p a t i e n t  s e l e c t i o n  c r i t e r i a  was i d e n t i f i e d  
Because c r i t e r i a  a r e  g e n e r a l l y  contained i n  r e s e a r c h  
p r o t o c o l s ,  w e  examined .a l1  p r o t o c o l s  and r e l a t e d  r e c o r d s .  
The r e l a t i o n  of c r i t e r i a  t o  program o b j e c t i v e s  was revicwe 
toge the r  w i th  t h e  convers ion  of c r i t e r i a  t o  t h e  k ind  and 

/ *  
t y i e  of  p a t i e n t  r e q u i r e d .  

2 .  Comment 

No w r i t t e n  p a t i e n t  s e l e c t i o n  c r i t e r i a  was found f o r  t h o s e  
a t i e n t s  eccepted  f o r  t r ea tmen t  under p r o t o c o l  number 5 ,  

Cancer 
-1 

. *'Use of Radioiodine i n  S u r g i c a l  Removal of  Thyroid I 1  

and-protocol number 14..Tracer Study with 67Ga. 

5 



B .  S e l e c t i o n  C r i t e r i a  Approval . 

1. 

' 2 .  

. .  

. .  

*- 

/ *  

Audit Coverage . 
We reviewed t h e  procedures  f o r  t h e  e s t a b l i s h m e n t ,  review 
and update  o f  p a t i e n t  s e l e c t i o n  c r i t e r i a .  
mined how c r i t e r i a  were communicated t o  those  s e l e c t i n g  
p a t i e n t s  and how t h e  adequacy of c r i t e r i a  was eva lua ted .  

IJe a l s o  d e t e r -  

Comment 

b: 

a. There i s  a p o t e n t i a l  c o n f l i c t  of i n t e r e s t  because 
two of the.ORAU medical  doc to r s  on t h e  Committee 
on Hunan S t u d i e s  have an a c t i v e  r o l e  i n  adminis te r ing  ' 

O U U  medical  programs. The chairman of ORAU's Medical 
D iv i s ion  serves a s  t h e  Chairman of t h e  Committee on 
Human S t u d i e s .  The Chief of C l i n i c a l  Se rv ices  i s  
l i s t e d  a t  t imes  a.s an a c t i v e  committee member and 
a t  o t h e r  t imes as an e x - o f f i c i o  member.  DHEW 
p o l i c y  fo r . commi t t ees  reviewing u s e  o f  humans i n  
r e s e a r c h ,  which AEC has  adopted ,  s t a t e s  t h a t  committee 
members w i i i  be  excluded from reviews o f  _. p r o j e c t s  - i n  
which they have an a c t i v e  r o l e  o r  a c o n f l i c t  o t  
i n t e r e s t .  A c o n f l i c t  o f  i n t e r e s t  may appear ' t o  ' 

e x i s t  i t  i t  appears  t h a t  t h e  Chairman o t  t h e  Nedical 
Div is ion  and che Cnief of CiFnFcal Se rv ices  p a r t i c i p a t e  
i n  dec i s ions  t o  approve t h e  use  of  h c x n s  i n  ORAU 
r e s e a r c h  programs f o r  which they have nelped t o  
formula te  t h e  medical procedure t o  be  followed and 
under which t h e y  may ac t ive ly  p a r t i c i p a t e  i n  s e l e c t i n g  
and t r e a t i n g  p a t i e n t s .  

ORAU's committee r e c o r d s ,  which d e t a i l  t h e  review and -- 
approval  of p a t i e n t  s e l e c t i o n  c r i t e r i a ,  c o n s i s t . o f  
meeting minu tes ,  review and a c t i o n  forms , and p r o j e c t  
a p p l i c a t i o n s .  A t  t imes committee minutes  and review 
and a c t i o n . f o r m s  con ta ined  l i t t l e  o r  no i n d i c a t i o n  
of  committee d e l i b e r a t i o n s  on a p a r t i c u l a r  p r o j e c t .  
A s i g n i f i c a n t  number of  rev iew and a c t i o n  forms were 
uns,igr,ed by t h e  des igna ted  committee members l eav ing  
some doubt a s  t o  t h e i r  s t a t u s  a s  an o f f i c i a l  r e c o r d .  

* C .  * - P a t i e n t  S e l e c t i o n  

1. Audit  Coverage 

The procedures  f o r  s e l e c t i n g  p a t i e n t s  were examined t o  
determine t h e  assignment of  r e s p o n s i b i l i t y  f o r  p a t i e n t .  
s e l e c t i o n ,  t h e  c o n t r o l s  t o  a s s u r e  adherence t o  s e l e c t i o n  
criteria and t o  d e t e r m i n e - i f  s e l e c t i o n  c r i t e r i a  had bccn- 
converted i n t o  t h e  k inds  and types  o f  in format ion  needed 
about  p a t i e n t s  t o  permit  an e v a l u a t i o n  of t h e i r  p o s s i b l e  

d 
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1 *.. . 
. .  

2 .  

I. 

acceptance .  
having o r  f a i l u r e  t o  f o l l o w  c r i t e r i a  was a l s o  cons ide red .  
A r e p r e s e n t a t i v e  sample of p a t i e n t  numbers was chosen f o r  
d e t a i l e d  review w i t h  t h e  Chief of C l i n i c a l  S e r v i c e s  of 
probable  d i agnos i s  and a p p i i c a b l e  p r o t o c o l s .  

The p o s p i b l e  impact on o b j e c t i v e s  of  no t  

Comments 

E L .  I n  one i n s t a n c e ,  a p a t i e n t  number (2128)  had been 

by-ORAU a t  t h e  time a s  a c l i n i c i a n .  No p a t i e n t  
c h a r t  o r  o t h e r  r eco rd  of medical  t r ea tmen t .was  found. 
We were unable t o  determine i f  t h e  p a t i e n t  met any 
s e l e c t i o n  c r i t e r i a  e x i s t i n g  a t  t h e  t ime .  

. 
'assigned t o  t h e  w i f e  of a p h y s i c i a n  who was employed 

b .  Although hyperthyroidism w a s  n o t  a medical  cond i t ion  
under s t u d y ,  one i n - p a t i e n t  ( P a t i e n t  Number 2585) 
and one o u f - p a t i e n t  ( P a t i e n t  Number 2 4 6 7 )  were 
accepted  f o r  t r ea tmen t  w i th  on ly  t h i s  d i a g n o s i s .  
The Div i s ion  chairman s t a t e d  t h a t  they have admi t ted  
some p a t i e n t s  w i t h  hyFerthyroidism f o r  " teaching  
p u r p o s e ~ , ~ '  t'o .ob ta in  scans and i l l u s t r a t i v e  m a t e r i a l  
f o r  physician" s courses  and as broadening exper ience  
f o r  r e s i d e n t  phys i c i ans . .  

. 
. 

D .  P a t i e n t s  From Consu l t a t ion  and Con t rac tua l  S e r v i c e s  

1. 

-'2 . 
/- 

Audit '  Coverage 

The Sam l e  of p a t i e n t  numbers r e f e r r e d  t o  p rev ious ly  
(IV.C.lp, r evea led  t h a t  some human m a t e r i a l s  were 
r ece ived  f o r  a n a l y s i s  from o u t s i d e  ORAU f o r  which p a t i e n t  
numbers were a s s i g n e d ,  Th i s  l e d  t o  an 'examinat ion  of . 
c o n t r a c t u a l  r e l a t i o n s  between ORAU and t h e  Oak Ridge 
Hosp i t a l  o f  t h e  Methodist  Church (ORH?iC) under which 
some ORMMC p a t i e n t s  a l s o  became ORAU p a t i e n t s .  The 
s u b j e c t  o f  c o n s u l t a t i o n s  between O M U  physicians 
and phys ic ians  a t  ORHMC and surrounding communities 
was a l s o  reviewed. 

Comments 

a. 
. 

A c o n t r a c t  between ORAU and t h e  OEWMC by which 
ORAU provided c e r t a i n  s e r v i c e s  i n  n u c l e a r  medicine 

renewed, a l though services cont inued t o  be rendered .  
ORAU became aware of t h i s  l a p s e  i n  1 9 7 3  and has' 
s ince r e i n s t a t e d  t h e  c o n t r a c t .  

' * f o r  a f e e ,  exp i r ed  i n  August 1 9 7 1 ,  and had n o t  been 
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C .  

. b. ORAU phys i c i ans  c o n s u l t  t7Fth phys ic ians  who have - p a t - i e n t s  i n  t h e  ORHEIC s e p a r a t e  from t h e  above c o n t r a c t .  
On o c c a s i o n ,  human m a i e r i a l  from t h e s e  p a t i e n t s  
i s  ana lyzed  i n  ORAU Nedica l  Div is ion  l a b o r a t o r i e s .  
ORAU p a t i e n t  numbers a r e  a s s igned .  No f e e s  appear 
t o  be  involved .  I n  addition; t h e  Cliicf of C l i n i c a l  

' S e r v i c e s  c o n s u l t s  z e g u l a r l y  i n  Knoxv i l l e ,  and from 
t i m e  t o  time w i t h  r e f e r r i n g  phys ic ians  i n  o t h e r  . 
nearby communities, a l t hough  no formal r e c o g n i t i o n  
of t h e s e  a c t i v i t i e s  no r  t h e i r  e x t e n t  h a s  been made 
by AEC. It seems t h a t  t h e s e  a c t i v i t i e s  may expose 
ORAU, i t s  p h y s i c i a n s ,  and u l t i m a t e l y  AEC t o  claims 
and l i a b i l i t i e s .  
AEC knowledge of  and'agreement t o  t h e s e  a c t i v i t i e s  
is n o t  w e l l  e s t a b l i s h e d  i n  t h e  documentation a v a i l a b l e  

The b e n e f i t  t o  AEC programs and 

\ I a r r e l / P i e r c y  :kmp 
4. 

t o  us. 

We were unable  t o  determine i f  ORAU i n su rance  would 
a f f o r d  any measure of p r o t e c t i o n  under t h e  circumstances 
desc r ibed  above. , .  

* 

M .  A .  Lee 
C h i e f ,  Audit  Branch 
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Mr. Joseph A. Lenharcl, Director 
Research and Technical Support Division 
U. S. Atomic Energy Comniission 
Oak Ridge, Tennessee 37830 

Subject: FIRST INTERIM AUDIT REPORT - PATIENT SELECTION CRITERIA .. 
OIWU, FY 74 - MANAGEMENT CO3IMENT c 

Dear Mr. Lenhard: 

The subject audit report, designated Assignment No. 4-02-1, was hand 
carried to  ORAU in draft for management review and comment. 

The audit was performed in a comprehensive and careful manner. Many of 
the findings could prove of real value in the management of this activity. 
have been reviewed by our  staff physicians, and notes have been made for future 

They 

4 reference. 

I 

.. 
Detailed comment does not appear pertinent at this time, inasmuch as 

clinicdl in-patient operations by ORAU have been in the process of termination for 
several weeks. Because of this, it is not now anticipated that patient selection 
criteria for admittance of patients to hospital care will be required in the future. 

ORAU Medical Division Programs are  under review, and new or  revised 
programs have not yet been authorize& Should future programs require patient 
selection criteria, our Rledical Division will give careful attention t o  tlie finclings 
aud recommendations of the audit report. - 

It is our view that further comment at this time would not be relevant to Y 
w present operations. Should you need additional information regarding past practices, 
P& we would be pleased to respond. 

QD 
d Sincerely yours, 

.-.- PME :lb 



UNITED STATES 
ATOMIC ENERGY COMMISSION 

OAK RIDGE OPERATIONS 
P.O. BOX E 

DEL 1 9 , I * * -  4;tq 
*. 

OAK RIDGE, TENNESSEE 37830 1ECEPHCZIE 483-661 1 &:- AREA C O b t  61b 

%*p . -  
&k' - 

Oak Ridge Associated Universit ies,  Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Gentlemen: 

AUDIT REPORT 4-02-1, O W ,  PATIENT SELECTION CRITERIA 

Attached are two copies of the  subject audit  report  fo r  your use and 
retention. 

In view of the f a c t  that clinical operations have been terminated, and 
on the basis  of your response t o  the d ra f t  report  s ta t ing  tha t  careful  
a t ten t ion  would be given t o  the findings and recommendations should 
future programs require use of pat ient  select ion c r i t e r i a ,  we do not 
believe any fur ther  action is  required a t  t h i s  tine. We have closed 
the audi t  report .  

4 

.-I 

/--- 

I?.. . 

. .. 

Sincerely , 

Joseph A. Lenhard, Director 
Research G Tech. Support Division 

' Enclosure: 
A s  s ta ted  above 
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V Q U M  P-4 

MEMORANDUM 
Dr.  Andrews 

1 DATE December 16, 1974 - 
- AUDIT REPORT - PATJENT SELECTION CRITERIA -.. JBJLCT 

File and Dr. Edwards (without attachment) 
- = = = =  --- COPIES TO 

The attached audit report r e  outpatient selection and our Committee on 
Human Use  provides certain comments and suggestions that merit consideration 
even though our clinical volume has been greatly reduced. By reassigning the 
chairmanship of the committee, and assigning Chief of Clinical Services as an 
ex officio member, I believe the primary improvement will be implemented. 

If there are clear mistakes in any of the patient cases references, a 
memo documenting the facts would be appreciated. No response to OR0 is 
indicated. 

V&h/@Q 
Philip # Johnson 
Execufive Director 

PLJ:ahp 

Attachment 
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On July 12, 1974, the National Research Act, Public Law 93-348, was 

enacted i ncl Lidi ng the f o :  owi r,g provision : 

"Section 213. 

( f o r  the Prctection of Human Subjects of  Biomedical 

and Behavioral Research) has made i t s  recommendations 

Until the (National Advisory) Commission 

t o  the Secretary . . . the Secretary may not conduct 

o r  sr;pport rgjearc5 52 th2 Vnited S t 3 t e s  C T  z4, . ; .2~1 

on a 1ivir;g human f e t u s ,  before or a f t e r  the induded 

f o r  the purpose o f  assuring the survival of such f e t u s . "  

On Augus t  27,  19?1, -,he Secretary published i n  the Federal Register 

(39 FR 3G362) a notice publicizing t h i s  moratorium. 

required grantees a n d  contractors o f  the Department conductiRg fe ta l  

research t o  advise awarding agencies how they propssc t o  comply w i t h  

the moratorium. The Inst i tut ional  Relations Brafich, NIH (since renamed 

"Office for  Protection from Research Risks"), was designated as the focal 

Simultanzously he 

point f o r  interpretat ion o f  the terms of the moratorium. 

group was established under the chairmanship of the Deputy Director for 

An advisory 

Science, NIH, t o  a s s i s t  this Office i n  rsaching i t s  decision. The 

advisory group has adopted the interim guide1 ines 7 isted below. 

Ins t i tu t ions  seeking formal opinicns from NIH as t o  the  acceptabi l i ty  

of a par t icu lar  research project under the interim guidelines should addrzss 
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. Interim Guidelines or1 Fetal Research 2 -  

the Chief, Office fo r  Protection from Research Risks, NIH,  Bethesda, 

Maryland 20014. 

pr ia te  Insti tutional Review Board as described on the inst i tut ion 's  

assurance o f  compliance w i t h  Department o f  Heal t h y  Education, and Welfare 

policy and regulations. The l e t t e r  requesting the opinion must be signed 

by the Chairman of t h a t  ins t i tu t ion ' s  Review Board or other authorized 

The project must have the prior approval of the appro-  

' insti tutional of f ic ia l .  

d 

1. Applicability. These guidelines are a p p l  

a c t iv i t i e s  i n v o l v i n g  the pregnant woman, the l i v  

abortus, conducted directly by the Department o r  

ment under g r a n t  or contract o r  other mechanisms 

2. Definitions. 

cable t o  a l l  research 

ng fetus,  the l i v i n g  

supported by the Depart- 

(a) "Fetus" means the product o f  conception, exclusive of extra-fetal 

membranes and  f l u i d ,  from the time of implantation t o  the time of delivery 

or abortion. 

(b) "Abortus" means a fetus a f te r  i t  i s  expelled o r  extracted whole, 

prior to  viabi l i ty ,  whether spontaneously or as E result  o f  medical or 

surgical intervention. 

or  the placenta, fe ta l  material which is  macerated a t  t h e  time o f  expulsion 

The term does not apply t o  the extra fe ta l  mernbrar,es 

o r  extraction, or  to  the ce l l s ,  t issues,  o r  organs excised from a dead 

fetus. 

(c) "Viability" means the ab i l i t y  of the fetus,  a f te r  e i ther  spon- 

taneous or induced delivery or abor t ion ,  t o  survive (given the benefit of 

available medical therapy) to  the point of independently maintaining 
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3 J Interim Guidelines on Fetal  ksearcn 

heart beat and respiration. 

viable, immature, premature, or mattre in fan t .  

these guidelines, any fetus which meets one or iriore of t k e  following 

c r i t e r i a  must be considered t o  be a t  least  a viable immature i n f a n t  

I f  the fetus has this ab i i i ty ,  i t  i s  a 

For the purposes of 

=; ,d  not an abortus: 

,er;gtt; i n  excess of 21 C T . ~  estimated age of 24 weeks f o l l o w i n g  the l a s t  

normal menstrual period. 

body d - c i s f l t  of  500 grams or more, crown-rump 

( d )  "Pregnancy" means the period o f  t i n e  from medical confirmation 

o f  conception unci 1 dei ivery o r  abcrtion. 

(e )  "Life" means the presence o f  those vital  signs r lh i ch  are 
- , A  si,araiiEriscfc - - - -  

LIIQL +, . t icu;ar  scagi. of  G 2 ~ ~ l ~ ~ l T l ~ I l C .  

presumed t o  be l i v i n g  from the medical confirmation o f  conception u n t i l  

a t  such l a t e r  t i r e  feta; l i f e  can be objectively established by the 

i l l ?  f e h s  i s  

presence o f  positive signs, such as fetal  heartbeat, c i r cu la t ion ,  and 

related v i t a l  signs such as respiration. 

(f)  "Death" means t he  absence of  l i f e ,  as evidenced by the cessation 

of heartbeat, circulation, and  related v i t a l  s i g c s  such as  respiration. 

(9) "Organization" means any public or private insti tution or 

agency (including Federal, State,  and local Government asencies). 

3. Research I n v o l v i n g  the Pregnant Sfoman. No research shall be 

conducted involving the  pregnant woman 11,iiess ( 1 )  i t  i s  ex3ected TO be of 

d i rect  therapeutic benefit t o  her p a r t i c u l a r  fetus or increase i t s  chances 

of survival; or ( 2 )  the use of the resesrcn procedure, modal i ty ,  device, 

or material can reasonably be expgcted t o  have no adverse effect  on the 

fetus.  
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4. Research on t h e  Living Fetiis. No r s e a r c h  shal: be cofiddctea 

0.n the living fetus unless i t  i s  e;<?ectec! to be o f  direct therapeutic 

benefit t o  that  particular fetus or t o  increase i t s  chances of survival. 

5. Research on the Living Amrtus. No research shall be conducted 

~n a living abortus exce;: :,l>?r:? t h e  mrpose o f  the activity i s  t o  

explore new methods wnSch may enable T h a t  ?ar t icular  abortus t3  become 

viable. 

6. Research on -- t h  k i d  Fet2s cr Dedd Abortils. Research involving 

a dead fetus or dead aDortus i s  cot  res-,ric-,sd o u t  snal l  be conaucted 

i n  accordance w i t h  zny applicable S t a w  o r  loca l  laws, particciariy 

those governing autops; a n d  permission merefor. - 
1 .  Research Trvolvinq t h e  - Dead Fetus o r  Dead A b o r t s  a; an Organ  

o r  Tissue Source. 

organ or t issue source i s  9 o t  restricted bit t  shall be conducted in accoi-dance 

w i t h  any appl  i cab1 e State i)r 1 oca! laws, parti ccl a r l y  those gcvernS ng 

anatomical g i f t s .  

Re;?a,.ch involving the dead fetus or abortus as ai? 

8. Use o f  Research Procedures. t o  Meet tiezlth Needs o f  the Mother. No 

provision of  these guidelines i s  t o  be interpreted as p r o h i b i t i n g  the 

use o f  a procedure, nodality, device, or material when,in the opinion 

of the attending physician, such use i s  necssssry t o  meet the health 

needs of  a particular pregnant woman. 

9. Award o f  Contracts. No contract shall be awarded w i t h  a workscope 

incorporating research prohibited under these guide1 ines. 
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10. No g r a n t  shall be awarded t o  support research  prohibited under 

these guidelines. 

which irlcludes both prohibited and nonprohi b i  ted research, the award 

Where an award i s  made in response t o  an application 

shall include the following clause: 

"Acceptance o f  this  award constitutes the agreement 

of  the grantee on the p a r t  of i t s e l f  and o f  any named 

principal investigator, t h a t  no parts of the funds 

, 

awarded shall be used t o  support any research on a 

l i v i n g  hman f e t u s ,  as prohibited by Section 213 of 

Public Law 93-348, specifically t h a t  research described 

(identify by :rant a ~ p l i c a t i o r  page and ?a raSraph)  ." 
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DEPARTMENT OF HEALTH, .- 
EDUCATION, AND WELFARE 

Office of the Secreta 
[ 45 CFR Part 46 J d  

PROTECTION OF HUMAN SUBJECTS 
Correction of Preamble to Proposed Policy 

In the August 23, 1974 issue of the 
FEDERAL REGISTER (39 FR 30548), the 
Department of Health, Education, and 
Welfare published a notice of proposed 
rulemaking governing research, develop- 
ment, and related activities, supported 
by the Department, involving the fetus, 
abortus, pregnant women, in vitro fer- 
tilization, prisoners, and the institution- 
alized mentally disabled. 

After publication the following errors 
were noted in the preamble to the pro- 
posed rulemaking: 

(1) The initial three paragraphs of 
Section C on page 30650 fail to indicate 
that, because of the Department’s con- 
cert  about the ethical issues surrounding 
in vitro fertilization (whether or not 
implantation is contemplated), the pro- 
posed rulemaking would require that all 
activities involving in vitro fertilization 
be reviewed by the Ethical Advisory 
Board prior to funding. In  order to make 
clear this ccncern these pzragrarhs h w e  
been revised to read as follows: 

* 
C. A number of respondents recom- 

mended that the policy governing in 
vitro fertilizaticn be strengthened, on 
the one hand, or liberalized, on the other. 
The Department has considered these 
recommendations, and concluded that 
while it is necessary to impose certain 
restraints, it is contrary to the  interests 
of society to set permanent restrictions 
on research which are based on the suc- 
cesses and limitations of current tech- 
nology. Therefore, the Department would 
expect the Ethical Advisory Board, which 
must review all applications involving 
in vitro fertilization (whether or not im- 
plantation is contemplated) to weigh, 
with respect to specific proposa!s, the 
state of the art, legal issues, community 
standards, and the availability of guide- 
lines to govern each research situation. 
In sum, if there is a possibility that the 
conceptus might be sustained in vitro 
beyond the earliest stages of develop- 
ment, the Ethical Advisory Board is to 
consider this possibility, and determine 
what guidelines should govern decisions 
affecting that fetus, if the’research is to 
be permitted. If ,  on thk other hand, 
implantation is attempted and achieved, 
then regulations governing the fetus in 
utero shall apply. 

* * 
(2) Several sentences were inadvert- 

ently omitted from the flrst and second 
paragraphs of the discussion of “Viability 
of the Fetus” in the first column on Page 
30651. These sentences are now inserted 
and as revised, the paragraphs read &s 
follows : 

37993 

2. “Viability of the Fetus.” Some re- 
spondents suggested specific criteria such d 

as birth weight, crown-1‘urnp length, or 
gestational age, similar to those used in 
England, such criteria to be reviewed and 
reissued periodically by the Department. 
It was emphasized that the use of such 
objective criteria might simplify prob- 
lems involved in determining what types 
of research might be permissible. Some 
respondents urged that presence of fetal 
heartbeat be definitive (whether or not 
there is respiration) while others urged 
that identiflable cortical activity be 
specifled as an alternative sign of via- 
bility. Others objected strenuously to 
any distinction as to the nature of fetal 
life, holding that the physician’s obli- 
gation should be the same to any fetus 
regardless of weight, size, or age of 
gestation. 

The Department, having reviewed 
these comments, concludes that the dis- 
tinction between a viable and a nom 
viable fetus is both valid and meaningful. 
A t  the same time, the Department does 
..yl ..*.e that the ase of weight, size, 
gestations! age and/or cortical activity 
is c, valid substitute for the judgment of 
a physician, particularly in view of the 
wide variation in the facilities and arts 
available to him both in this country and 
abroad. The Department further con- 
cludes that the issue of viability is a 
function of technological advance [See 
0 46.303(e) of the regulationsl, and 
therefore must be decided with reference 
to the medical realities of the present 
time, while reserving the right to rede- 
fine the parameters as conditions 
warrant.” 

T.nL 

t * * * 
(3) Section H on page 30651 incor- 

rectly implies that, under the proposed 
rulemaking, fetuses for which abortion 
is contemplated may be placed at  greater 
risk than fetuses in general. In  fact, 
however, 2s is stated nkesd? !iI section 
F on page 30551, the proposed rulemaking 
bans the undertaking of research, devel- 
opment, or related activities involving the 
fetus prior to the commencement of the 
abortion procedure, at which point the 
question of risk to the fetus is no longer 
an issue. Such activities which are per- 
mitted under the regulations would be 
reviewed by the Ethical Advisory Board 
prior to funding. Section H should theJ:e- 
fore be deleted and section I on the Same 
page relettered section H. 

Dated: October 21,1974. 
CASPAR W. WEINBERGER, 

Secretary. 
[FR Doc.74-24994 Flled 10-2&74;8:45 am] 

/ 7.7 
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DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE / 

PuaLic HEALTH SERVICE 
NATIONAL INSTITUTES OF HEALTH 

BETHESDA. MARYLAND 20014 

June 1, 1975 

~ ~ ~ M U L A T I V E  LIST OF ORGANIZATIONS 
WITH DHEM POLICY AND REGULATIONS 

NOTE : 

NOTE : 

AND INSTITUTIONS 
ON PROTECTION OF 

TECKXICAL AMENDMENTS t o  t h e  DHEW regulat ions on 

IN COMPLIANCE 
HUMAN SUBJECTS 

protect ion of human 
subjec ts  (45 CFR 46) appeared i n  the  Federal Register on March 13, 
1975. 
National Research Act. Copies of t he  amended regulat ions can be 
obtained from the '0 f f i ce  f o r  Protect ion from Research Risks, OD, 
N I H ,  Bethesda, Maryland 20014. 

These bring t h e  regulat ions i n t o  l i n e  with provisions of t h e  

SUBMISSION OF CERTIFICATIONS - The May 20, 1975 Federal Register 
includes a not ice  concerning submission of assurances and c e r t i f i -  
cat ions as requested by t h e  technical  amendments. 
and 46.12 of t h e  amendments authorize t h e  Secretary t o  permit 
i n s t i t u t i o n s  t o  delay review and approval of appl icat ions o r  proposals 
by t h e i r  I n s t i t u t i o n a l  Review Boards u n t i l  after the appl icat ions o r  
proposals have been submitted t o  DHEW. 
purpose of permitt ing such delay t o  a l imi ted  extent.  

Whenever possible ,  such review and approval should occur p r io r  t o  
submission of  t h e  appl icat ion o r  proposal and a c e r t i f i c a t i o n  t o  
t h a t  e f f e c t  should be included i n  or  with t h e  appl icat ion o r  proposal 
i t s e l f ,  preferably on form HEW 596 (Rev. 2/75). 
w i l l  t h e  review of an appl icat ion by DHEW be completed u n t i l  
c e r t i f i c a t i o n  i s  received. 
o r  terminated i s  lef t  t o  t he  operating agency involved. 

Sections 46.11 

The not ice  i s  f o r  t he  

Under no circumstances 

The point at  which review w i l l  be deferred 

I n s t i t u t i o n s  having on f i l e  with DIFd an approved general  assurance 
must submit c e r t i f i c a t i o n  within 30 days of t h e  rece ip t  of a wri t ten 
request therefor ;  and i n  any event these i n s t i t u t i o n s  must submit 
such c e r t i f i c a t i o n  within 90 days after t h e  deadline f o r  which the  
appl ica t ion  o r  proposal was  submitted o r ,  if no deadline i s  specif ied,  
within 90 days following t h e  submission date of t h e  appl icat ion or  
proposal. 

I n s t i t u t i o n s  not having on f i l e  an approved general assurance must 
submit in or  with the appl icat ion o r  proposal f o r  a c t i v i t i e s  
covered by 45 CFR Part  46, a spec ia l  assurance. Requirements for  
such a spec ia l  assurance can be satisfied by proper completion of 
form HEW 596 (Rev. 2/75); .boxes 1, 2 ,  3, 4A, 7, and 8. 

1 0 3 2 1 9 5  
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I n s t i t u t i o n s  having submitted such a s p e c i a l  assurance must submit 
t h e  required documentatizn &?.3 a52i2fsical &ssiir&mes of compliance, 
and c e r t i f i c a t i o n  of review and approval of t h e  appl ica t ion  o r  
proposal by i t s  I n s t i t a t i o n a l  Review Board, within 30 days of  t h e  
r e c e i p t  of a wr i t t en  request f o r  t h e  submission of such add i t iona l  
assurances and c e r t i f i c a t i o n .  

CHANGE I N  LISTING - The lef t  hand column of t h e  " L i s t "  i d e n t i f i e s  
each i n s t i t u t i o n  t h a t  has a general  assurance by i t s  DHFd assurance 
number. These numbers should be in se r t ed  i n  t h e  f i r s t  blank i n  
paragraph 4B of form HEW 596 (Rev. 2 / 7 5 )  when c e r t i f y i n g  review 
and approval of appl ica t ions  and proposals. 

NOTE: 

1. UNSOLICITED PROPOSALS - G W T S  OR CONTRACTS INVOLVING HUMAN SUBJECTS 

a. 
including review of any accompanying form HEW 596 (Rev. 2/75) o r  
equiva len t ,  submitted by t h e  i n s t i t u t i o n  ind ica t e s  t h a t  it does not 
involve human subjec ts  (box 3A of HFGd 596) ,  as defined i n  45 CFR 46, 
t h e s e  regula t ions  do not apply and t h e  applicati,on can be processed 
without fu r the r  regard t o  t h i s  l i s t .  

I f  DHEW operating agency profess iona l  review of tne proposal,  

b. I f  DHEW operating agency profess iona l  review, including review of 
any accmpanyicg f o m  m d  596 (iiev. 2/75) or  equivalent,  submitted 
by t h e  i n s t i t u t i o n  ind ica t e s  t h a t  it does involve human sub jec t s  
(box 3B of HEW 596) t h e  next s t e p  i s  t o  determine whether t h e  i n s t i t u t i o n  
has checked e i t h e r  box 4A o r  4B. 

- _ -  

If 4A i s  checked, t h i s  means t h a t  t h e  appl icant  i n s t i t u t i o n  has given 
s p e c i a l  assurance r e l a t i n g  t o  t h e  spec i f i c  proposal submitted but 
f u r t h e r  documentation and c e r t i f i c a t i o n  of review a re  s t i l l  necessary. 
The operating agency (not appl icant  i n s t i t u t i o n )  must forward a copy of 
t h e  proposal t o  OPRR, OD, N I H ,  Westwood Building, Room 303, Bethesda, 
Maryland, 20014, for f u r t h e r  negot ia t ion  and c e r t i f i c a t i o n  of review. 

If 4B i s  checked by an i n s t i t u t i o n  having an approved general assurance 
on f i l e ,  t h e  paragraph should include a DHEW assurance "G" number 
(such as "G2104") , matching t h e  number given i n  t h i s  l i s t ,  and a meeting 
da te .  The meeting date should be p r i o r  t o  submission but must be no 
more than  90 days following a deadline or  submission date.  
agency concerned may def ine  "deadline" and "submission" da tes  t o  f i t  
admini strat i v e  requirements . 

The operating 
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2. SOLICITED PROPOSALS - GRANTS OR CONTRACTS INVOLVING HUMAN SUBJECTS 

Draft requests  f o r  proposals (RFPs o r  RFAs) should be reviewed t o  
determine whether perfornance w i l l  involve human subjects  a t  r i s k .  
If these  w i l l  be involved, t h e  RFP should include t h e  "Notice t o  
Offerors" required by 4 1  CFR 3-4.5504(a). Offerings and proposals 
submitted i n  response t o  the  RFP should be handled as i n  1.b. above. 

Operating agencies may define "submission date" t o  f i t  adminis t ra t ive 
requirements. It i s  suggested t h a t  s o l e  source responses t o  RFPs'. 
should be considered t o  be submitted as of t h e  closing d a t e  of t h e  
RFP and should then be handled as i n  1.b. above. 

Competitive responses t o  RFPs should be considered t o  be submitted as 
of t h e  da te  of submission of t h e  b e s t  and f i n a l  o f f e r ,  following 
es tab l i sh ing  of t h e  zone of consideration or source s e l e c t i o n ,  and 
should then be t r e a t e d  as i n  1 .b .  above. 

3. RESTRICTION CODES preceding i n s t i t u t i o n  names ind ica te  t h e  s t a t u s  of 
t h e  i n s t i t u t i o n ' s  assurance i n  terms of DHEW pol icy and regulat ions on 
pro tec t ion  of human subjects .  I f  it i s  proposed to awarc? a grant or 
contract  involving research f a l i i n g  within t h e  r e s t r i c t e d  a rea ,  it w i l l  
be necessary t o  get  i n  touch w i t h  t h e  IRB t o  arrange renegot ia t ion of 
t h e  grantee o r  contractor ass-axnce c r  Iqlec;enta%lcc.  

ABSENCE OF A RESTRICTION CODE ind ica tes  t h a t  t h e  i n s t i t u t i o n  has f i l e d  
an assurance and implementation r e f l e c t i n g  committee competence t o  dea l  
with a l l  probable appl icat ions t o  DHFW. 

CODE ( 2 )  ind ica tes  t h a t  t h e  committee has professional  competence t o  
review a l l  probable proposals t o  DHEW except those involving medicalt 
surg ica l ,  o r  inves t iga t iona l  new drug s tudies .  

CODE (3 )  ind ica tes  a medically or iented i n s t i t u t i o n  t h a t  i s  not 
qua l i f ied  t o  review a c t i v i t i e s  involving inves t iga t iona l  new drugs CINDs 1, 

CODE ( 4 )  ind ica tes  an i n s t i t u t i o n  with medical cDmpetence, but not i n  
t h e  f i e l d  of surgery. 
s tud ies  i n  the  f i e l d  of psychiatry or  with t h e  delivery of r e l a t e d  
services .  

Most of these  i n s t i t u t i o n s  a r e  concerned w i t h  

CODES ( 5 )  and ( 6 )  a r e  unassigned. 

CODE ( 7 )  ind ica tes  t h a t  t h e  committee has professional  competence 
t o  review a l l  probable proposals t o  DHEX except those involving 
surg ica l  o r  inves t iga t iona l  new drug s t u d i e s ,  



- 4 -  

CODE (8) indicates status undetermined 

CODE (9) complex restriction usually indicates that the institution's 
assurance and implementation does not cover all of its components, or 
that type (2), ( 3 ) ,  or (4) restrictions apply to one or more components. 

4. QUESTIONS with regard to specific aspects of the operation may be 
addressed to: 

a) Status of Special and General Assurance Certification - 
Mrs. Florence R. Ober or responsible professional. 
( 301) 496-7005 

b) General Assurances, Policy - Dr. R. C. Backus 
(301) 496-7006 

c )  Special Assurances, Policy - Dr. Joseph R. Marches 
(301) 496-7005 

d) Contract Problems, General - Dr. Roy Kinard 
( 301) 496-7006 

Bulk orders for additional copies of HEW 596 should be addressed to 
Chief, Office Services Section, DRG, NIH, Westwood Building, Room A-17, 
Bethesda, Maryland 20014. 

Single copies of KEW 596 can be obtained from OPRR or by duplicating 
the back pages of this listing. - 

D. T. Chalkley, Ph.D. 

from Research Risks 
Office of the Director 
National Institutes of Health 

1 0 3 2 1 9 8  
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Page 1 

General 
Assurance 

Number 

621 04 
621 04 
GO1 98 
GO6 10 
621 04 
62381 
621 04 
621 04 
621 04 
621 04 
GOO55 

GO799 
GO504 
GOO26 
G1287 

ALABAMA 
Alabama Dept of Mental Health 
Alabama Dept of Mental Health, Div  of Com Svs 
Alabama, University o f ,  Birmingham 
A1 abama, Uni vers i  t y  of , Tuscal oosa 
Albert P .  Brewer Mental Retardation Center 

(2)Auburn University . .  
Bryce Hospital 
Lurleen B .  Wallace Mental Retardation Center 
Partlow S ta t e  School and Hospital 
Searcy Hospital 
Tuskegee I n s t i t u t e  

ARIZONA 
(2)Arizona S ta t e  University 
(4)Arizona Training Program - a t  Coolidge . .  

Ari zona, Uni vers i t y  o f  
S t .  Josephs Hospital and Medical Center 

c 
ARKANSAS 

GO336 Arkansas , University o f ,  Medical Center 

GO784 
GO261 
GO330 
GO1 44 
GO420 
60278 
GO195 
GO380 
GO238 
GO193 
GO389 

CALI FORN I A 
(2)American I n s t i t u t e s  f o r  Research 
(4)California Dept of P u b l i c  Health 
(2)Cal i fo rn ia  Dept of Youth Authority 
(2)Cal i fornia  I n s t i t u t e  of Technology 
(2)Cal i fornia   state U n i v ,  San Diego 

Cal i forni  a , Uni v o f ,  Berkel ey 
(4)Cal i fornia ,  U n i v  o f ,  Davis 

Cal i fornia ,  U n i v  o f ,  I rv ine  
Cal i fornia ,  Uni v of , Los Angeles 

(4)Cal i fornia ,  Univ o f ,  Riverside 
Cal i fornia ,  U n i v  o f ,  San Diego 

RESTRICTION CODE 
(2 )  No Medical, Surgical o r  IND Studies 
(3)  No IND Studies 
(4)  No Surgical Studies 
(5-6)Unassigned 
( 7 )  
(8)  Status  Undetermined 
(9)  Compl ex Restri c t ion (Call 301 -496-7005 For Detai 1 s) 

No Surgical o r  IND Studies 

Montgomery 
Montgomery 
Birmingham 
University 
Mobi 1 e 
Auburn 
Tuscaloosa 
Decatur 
Tuscaloosa 
Mount Vernon 
Tus kegee 

Tempe 
Cool i dge 
Tucson 
Phoenix 

Li t t le  Rock 

Palo A1 t o  
Berkeley 
Sacramento 
Pasadena 
San Diego 
Berkeley 
Davis 
I rvi ne 
Los Angeles 
Riverside 
La J o l l a  

a 



Page 2 

Genera 1 
Assurance 

Number 

GO1 55 
GO282 
GO205 
GOO28 
GO234 
62564 
GO1 35 
GO287 
GO009 
62259 

G1838 
G1838 
62400 
62367 
GO21 4 

GO226 
GO226 
GO359 
GO21 3 

G2564 
GO367 
GO1 45 
GO710 
62400 
GOO82 
G1838 
62400 
GOO67 

G1416 
G1096 
GO420 
G O 1  08 

Cal i fornia ,  Univ  o f ,  San Francisco 
(4)Cal i fornia ,  Univ  o f ,  Santa Barbara 
(2)Cal i fornia ,  U n i v  o f ,  Santa Cruz 

Camari 11 o S t a t e  Hospital 
Cedars Sinai Medical Center 
Charles R .  Drew Postgraduate Medical School 
Childrens Hospital of Los Angeles 
Childrens Hospital o f  San Francisco 
City of Hope National Medical Center 

Huntington I n s t i t u t e  of Applied Medical Research 
Huntington Memorial Hospital 
I n s t i t u t e  o f  Medical Sciences 
John Wesley County Hosp Attending S ta f f  Assn 
Kaiser Foundation Research I n s t i t u t e  Including 

Loma L i nda U n i  vers i t y  
Loma Linda University 
L A Co Harbor Gen Hosp, Attending Staf f  Assn of 
L A Co Hosp-Univ of So Cal i f  Med Ctr, Professional 

Martin Luther King, Jr .  Gen Hosp and I t s  S ta f f  Assn Fdn 
(2)Mental Research I n s t i t u t e  
. Mount Zion Hospital and Medical Center 

Pac i f ic  S t a t e  Hospital 
Pac i f ic ,  University of the, School of Dent is t ry  
Palo A l t o  Medical Research Foundation 
Pasadena Hospital Association, Ltd 
Presbyterian Hospital 
Rancho Los Amigos Hospital and I t s  Professional 

S ta f f  Assocation 
(3 )  Rand Corporati on 

Salk I n s t i t u t e  
(2)San Diego S t a t e  University Foundation 

Scripps Cl in ic  and Research Foundation 

(2)Far West Laboratory f o r  Educational Research 
and Development 

I t s  Regional Divisions i n  North Ca l i f ,  
Southern Ca l i f ,  and Oregon 

Staff  Assn of 

San Francisco 
Santa Barbara 
Santa Cruz 
Camari 1 l o  
Los Ang,eles 
Los Angeles 
Los Angeles 
San Francisco 
Duarte 
San Francisco 

Pasadena 
Pasadena 
San Francisco 
Los Angeles 
Oak1 and 

La Sier ra  
Lorna Linda 
Torrance 
Los Angeles 

Los Angeles 
Palo Alto 
San Francisco 
Pomona 
San Francisco 
Palo Alto . 
Pasadena . 

San Francisco 
Downey 

Santa Monica 
San Diego 
San Diego 
La J o l l a  

RESTRICTION CODE 
(2) 
(3)  No IND Studies 
( 4 )  No Surgical Studies 
(5-6)Unassigned 
(7)  
(8) S ta tus  Undetermined 
(9) 

No Medical, Surgical o r  IND Studies  

No Surgical o r  IND Studies 

Complex Restr ic t ion (Call 301-496-7005 For Deta i l s )  

5 0 3 2 8 0 0  
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General 
As sur ance 

Number 

GO201 Sonoma State  Hospital 
GO1 22 
GO378 Stanford Research Ins t i tu te  
GOOl 1 Stanford University 
G1796 Veterans Administration Hospital -Sepulveda 
G1658 Veterans Administration Hospital -Wadsworth 
61591 (2 )Wr igh t  Ins t i tu te  

Southern California, University of 

60845 
62823 
G1144 
GO455 
GO268 
GO277 
GO267 
G O O 6 8  

COLORADO 
C h i  1 drens Hospital 
Colorado Regional Cancer Center, Inc 

(4)Colorado State University 
Colorado , Uni versi t y  of  
Colorado, University of ,  Medical Center 

(2)Denver, University of 
National Asthma Center, All Components 

(4)National Jewish Hospital 

CONNECTICUT 
GOO39 Connecticut, University of 
G1966 Connecti cut, University of ,  Health Center 
G1533 Connecticut Val 1 ey Hospital 
GOO0 7 I n s t i t u t e  of L i v i n g  
GOO03 John B. Pierce Foundation of Connecticut 
GO243 Yale University 

DELAWARE 
GO148 . Alcoholism Detoxification a n d  Treatment Center 
GO1 48 Delaware Division of Mental Health 
GO1 48 Del aware State  Hospital 
G O O l  3 (2)Delaware , Uni versi ty of 
GO1 48 Fernhook Mental Hygiene C1 ini c 
GO1 48 Governor Bacon Health Center 
60148 Inner-Ci ty  Mental Hygiene C1 i n i  c 

RESTRICTION CODE 
( 2 )  
(3)  No IND Studies 
(4)  No Surgical Studies 
(5-6)Unassigned 
(7) No Surgical or  IND Studies 
(8) Status Undetermined 
( 9 )  

No Medical , Surgical or I N D  Studies 

Complex Restriction (Call 301-496-7005 For Details) 

E l  dri dge 
Los Angeles 
Menlo Park 
Stanford 
Sepul Veda 
Los Angeles 
Berkeley 

Denver 
Denver 
F o r t  Collins 
Boulder 
Denver 
Denver 
Denver 
Denver 

Storrs 
Hartford 
Mi ddl etown 
Hartford 
New Haven 
New Haven 

W i  lmington 
New Castle 
New Castle 
Newark 
New Castle 
Del aware C i  ty 
Wi lmington 

IO3280 t 



.- 
Page 4 

Genera 1 
Assurance 
Number 

GO148 
GO1 48 
GO1 48 
GO1 48 
GO1 48 
GO1 48 
GO1 48 

GO784 
61674 
GO365 
GOO42 

62058 
G1249 
GO294 
GO294 
GO228 
GO1 78 
GO841 
62063 
G1188 

GI 989 

G1036 
GO1 80 

62093 
GO260 
GO1 19 

Kent County Mental Hygiene Clinic 
Newark Mental Hygiene C1 i ni c 
Southern New Castle County Community M H Ctr 
Sussex County Community Mental Health Center 
Sussex County Mental Hygiene Clinic 
Terry Childrens Psychiatric Center 
Wilmington Mental Hygiene Clinic 

DISTRICT OF COLUMBIA 
(2)American Institutes for Research 
(2)Bureau o f  Social Science Research 
(2)Cathol i c Uni versi ty o f  Ameri ca 

and Its Research Foundation 
(2) Federal Ci ty Coll ege 
(2)Gallaudet College 
(2)George Washington Univ Except School o f  Medicine 

Childrens Hospital o f  the District o f  Columbia 

George Washington Univ, School o f  Medicine 
Georgetown University 
Gorgas Memorial Institute 
Howard University 

Leonard Wood Memorial (American Leprosy Fdn), 
Philippine Division of 

National Academy o f  Sciences Including National 
Academy o f  Engineering, Institute o f  Medicine 
and National Research Counci 1 

(2)National Childrens Center, Inc 
Washington Hospital Center 

(2)Institute for Services to Education 

FLORIDA 
(2) Florida Atlantic University 

(2)Florida State University 
Florida State Div of Health, All Components 

RESTRICTION CODE 
( 2 )  No Medical, Surgical or IND Studies 
( 3 )  No IND Studies 
(4) No Surgical Studies 
(5-6) Unassigned 
(7) 
(8) Status Undetermined 
(9) 

No Surgical or IND Studies 

Complex Restriction (Call 301-496-7005 For Details) 

Dover 
Newark 
New Castle 
Lewes .. 

Georgetown 
New Cast1 e 
Wilmington 

Washington 
Was hi ngton 
Washington 
Washington 

Washington 
Washington 
Washington 
Washington 
Washington - 
Was h i n g t on 
Washington 
Was hi ngton 
Washington 

Washington 

Washington 
Washington 

Boca Raton 
Jacksonvi 11 e 
Tallahassee 
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General 
Assurance 

Number 

GO382 F l o r i d a ,  U n i v e r s i t y  of 
GO840 Miami Hear t  I n s t i t u t e  
GO301 Miami , U n i v e r s i t y  of 
GO301 M i  ami, U n i v e r s i t y  of 
GO275 M t .  S i n a i  Med C t r  o f  Greater Miami 
62321 Papanicolaou Cancer Research I n s t i t u t e  
G1065 South F l o r i d a ,  U n i v e r s i t y  o f  
G1065 South F l o r i d a ,  U n i v e r s i t y  of 

GO1 38 
GO622 
GO1 38 

GO595 
GO1 38 
GO1 97 
GO520 
GO151 
GO248 
G1467 

GEORGIA 
Emory U n i v e r s i t y  D i v  o f  Basic Heal th  Sciences 
Emory U n i v e r s i t y  Grad Sch o f  A r t s  and Sciences 
Emory U n i v e r s i t y  Ne11 Hodgson Woodruff School 

Emory U n i v e r s i t y  School o f  D e n t i s t r y  
Emory U n i v e r s i t y  School o f  Medicine 

(2)Georgia Dept o f  Human Resources, A l l  U n i t s  
(3)Georgia I n s t i t u t e  o f  Technology 

Georgia, Medical Col lege of 
(2)Georgia, U n i v e r s i t y  of 

Grady Memorial Hosp i ta l  

o f  Nursing 

HAWA I I 
GO104 (4)Hawaii ,  U n i v e r s i t y  of 

I DAH0 
61 869 Mountain States Tumor I n s t i t u t e  

ILLINOIS 
G1223 (2)Adol  f Meyer Center 
GO395 American Dental Assoc ia t i on  
GO332 (7)Anna S t a t e  Hosp i ta l  

RESTRICTION CODE 
( 2 )  No Medical , 
( 3 )  No IND Stud 
( 4 )  No Surg i ca l  
(5-6) Unassigned 
(7 )  No Surg i ca l  
( 8 )  Status Unde 

Surg i ca l  o r  I N D  Studies 
es 
Studies 

o r  I N D  Studies 
ermined 

(9) Complex R e s t r i c t i o n  ( C a l l  301-496-7005 For  D e t a i l s )  

Gai nesvi  11 e 
Miami Beach 
Coral Gables 
M i  ami 
Miami Beach 
M i  ami 
S t .  Petersburg 
Tampa 

A t l a n t a  
At1 anta 
A t l a n t a  

A t l a n t a  
A t l a n t a  
At1 anta 
A t l a n t a  
Augusta 
Athens 
A t l a n t a  

Honol u l  u 

Boise 

Decatur 
Chicago 
Anna 

/ 
c 
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General 
Assurance 
Number 

G1626 

G1626 

G1626 
GO1 14 
GO1 82 
GO430 
GOO53 
G1561 
GO345 
GO291 

GO1 02 
G1373 
GOO95 
GO51 8 
GO1 90 
GO1 90 
GO1 75 
GO309 
62606 
G1970 

Chicago, Univ o f ,  Div of Biological Sciences 
and P r i t zke r  School o f  Medicine 

for H l t h  Adm Studies ,  Grad School of Education 
(2)Chicago, Univ  o f ,  Div of Social  Sciences, Ctr 

(Z)Chicago, Univ  o f ,  School of Social  Service Adm 
Children's Memorial Hospital 
Evanston Hospital 
Health Sciences , Uni v of/Chi cago Medical School 
Hektoen I n s t i t u t e  f o r  Medical Research 

( 4 ) I l l i n o i s  S t a t e  Psychiatr ic  I n s t i t u t e  
I l l i n o i s ,  U n i v  o f ,  a t  Chicago Ci rc le  
I l l i n o i s ,  Univ o f ,  Medical Center Campus 

Including the Clinical  Schools a t  Peoria 
and Rockford 

I l l i n o i s ,  U n i v  o f ,  Urbana-Champaign Campus 
(2)Lincoln S t a t e  School 

Michael Reese Hospi t a l  and Medi cal Center 
(2)Northern I11 ino is  University 

Northwestern University 
Northwestern University 
Rush-Presbyterian-St. Lukes Medical Center 
Southern I l l i n o i s  University 

(2)Southern I1 1 i nois University 
(4)Western I l l i n o i s  University 

INDIANA 
GO314 (2)Depauw University 
GO945 (7)For t  Wayne S t a t e  Hospital and Training Ctr 
GO1 85 Indiana University and Indiana Univ  Fdn 
GO1 85 Indiana University and Indiana Univ  Fdn 
GO1 85 Indiana University-Purdue University 
GO1 85 Indiana University Regional Campuses a t  

Fort Wayne, Gary , Jeffersonvi  11 e ,  Kokomo, 
Richmond, and South Bend 

RESTRICTION CODE 
( 2 )  
( 3 )  No IN0 Studies 
(4)  No Surgical Studies  
(5-6)Unassi gned 
( 7 )  
(8) S ta tus  Undetermined 
(9) 

No Medical, Surgical o r  IN0 Studies 

No Surgical o r  IN0 Studies 

Complex Res t r ic t ion  (Call 301-496-7005 For Deta i l s )  

C h i  cago 

Chicago 

Chicago 
Chicago 
Evanston 
Chicago 
Chicago 
Chicago 
Chicago 
Chicago 

Urbana 
L i  ncol n 
Chicago 
DeKal b 
Chicago 
Evans ton 
Chicago 
Carbondal e 
Edwardsvi 11 e 
Macomb 

Greencas t l  e 
F t .  Wayne 
B1 oomi ngton 
Tndi anapol i s 
Indianapolis 

1 0 3 2 8 8 6  



Page 7 

General 
Assurance 

Number 

G1397 
GO883 
G1697 
G1246 
G1176 New Cas t le  S t a t e  Hospital 
61119 (7)Notre Dame, University of 
GO1 31 

Indianapol is  Center f o r  Advanced Research 
Larue D. Carter  Memorial Hospital 
Marion County Assn f o r  Retarded Children, Inc 
Methodist Hospital of Indiana,  Inc 

(4)Purdue University and Purdue Research Fdn 

IOWA 
GO343 
GO209 Iowa, University of 
GO856 (3)Woodward S t a t e  Hospital -School 

(2)Iowa S t a t e  University of Science and Technology 

KANSAS 
GOO38 (4)Kansas S t a t e  University 
GO157 (4)Kansas, University of 
GO229 
GOO81 (4)Menninger Foundation 

Kansas, University o f ,  Medical Center 

KENTUCKY 
GO223 
GO527 
GO527 
GOO23 

Kentucky, Univ  of , Including Research Fdn 
(4)Louisv i l le ,  University o f ,  Except Sch of Med 

Loui svi 11 e , Uni vers i  t y  of , Foundati on 
Loui svi 11 e , Uni vers i  t y  of , School of Medi c i  ne 

LOU IS IANA 
GO262 
62428 
62485 Louisiana S t a t e  University Medical Center 
62420 
GO1 37 (3)Pinecres t  S t a t e  School 

(9)Louisiana S t a t e  Univ  and A & M Co11 Sys 
(2)Louisiana S t a t e  Univ i n  Baton Rouge 

(4)New Orleans,  University o f ,  Lake Front 

RESTRICTION CODE 
(2)  
(3)  No IND Studies  
(4 )  No Surgical Studies 
(5-6)Unass i gned 
(7) 
(8) Sta tus  Undetermined 
(9)  

No Medical, Surgical o r  IND Studies 

No Surgical o r  IND Studies 

Complex Res t r ic t ion  (Call 301-496-7005 For De ta i l s )  

Indianapolis 
Indianapolis 
Indianapol i s  
I ndi anapol i s 
New Cast1 e 
Notre Dame 
La f aye t t e  

Ame s 
Iowa City 
Woodward 

Manhattan 
Lawrence 
Kansas City 
Topeka 

Lexington 
Louisvi 11 e 
Louisv i  11 e 
Loui svi 11 e 

Baton Rouge 
Baton Rouge 
New Or1 eans 
New Or1 eans 
P i  nevi 11 e 



Page 8 

General 
Assurance 

Number 

GOO1 8 
62386 

GO51 3 

GO784 
GO402 
GO895 
G1247 
G O 1  86 
62245 
GO640 
GO1 74 
GO274 
GO1 74 
GO326 
GO296 
GO400 

GO286 
GO554 
GO554 
GO554 
GO488 
GO783 
GO322 
GO550 
GO550 
GO550 

Tu1 ane Medi cal  Center 
(2)Tulane University Except Medical Center 

MAINE 
Maine Medical Center 

MARYLAND 
(2)American I n s t i t u t e s  f o r  Research 

Bal timore City Hospitals 
(4)Columbia Union College, Dept of Nursing 

€ye Research Foundation of Bethesda 
(4 )  Friends Medical Science Research Center, Inc 
(9)Huntingdon Research Center 
(4 ) Ins t i  tute f o r  Behavioral Research, Inc 

Johns Hopkins Hospital 
Johns Hopkins U n i v  Sch o f  Hygiene and P u b  H l t h  
Johns Hopkins U n i v  School of Medicine 
Maryland, University of , Baltimore Campus 
Mary1 and, tini vers i  t y  o f  , Co7 1 ege Park Campus 
Sinai Hospital of Baltimore, Inc 

MASSACHUSETTS 
Beth Is rae l  Hospital o f  Boston 
Boston City Hospital 
Boston Department of Health and Hospitals 
Boston Department of  Community Health 
Boston Hospital f o r  Women 
Boston S t a t e  Hospital 

(2)Boston University,  Charles River Campus 
Boston University Medical Center 
Boston University,  School of Graduate Dent is t ry  
Boston University,  School of Medicine 

RESTRICTION CODE 
(2 )  
(3) No IND Studies 
(4)  No Surgical Studies 
( 5-6) Unass i gned 
(7)  
(8) S ta tus  Undetermined 
(9 )  

No Medical , Surgical o r  IND Studies 

No Surgical o r  IND Studies 

Complex Restr ic t ion (Call 301-496-7005 For De ta i l s )  

New Or1 eans 
New Or1 eans 

Port1 and 

Si 1 ver S p r i n g  
Baltimore 
Takoma Park 
Be thesda 
Baltimore 
Broo kl andvi 17 e 
Si 1 ver Spri ng 
Baltimore 
Bal timore 
Baltimore 
Baltimore 
College Park 
Baltimore 

Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 

1 0 3 2 8 0 b  



Page 9 

General 
Assurance 

Number 

GO1 32 
62396 
GO406 
GO1 17 
GOO98 
62042 
GO41 0 
GO41 2 
62397 
62238 
62494 
62398 
62573 
GO791 
GOO87 
GO449 
GO554 
62304 
GO21 2 
GO1 67 
GOO97 
GO597 
GO597 
GO1 47 
GO554 
GO576 
GO494 
GO1 33 
GO297 
61316 
GO429 
6251 5 
GO404 
GO854 
GO351 

(2)Brandeis University 
(4)Center f o r  Blood Research 

Chi  1 drens Hospital Medical Center 
(3)Cl ark Uni versi  t y  

Danvers S ta t e  Hospital 
Eunice Kennedy Shriver Center 
Eye Research I n s t i t u t e  o f  Retina Foundation 
Forsyth Dental Center 
Harvard Medical School and School o f  Dental Med 

(3)Harvard U n i v ,  Faculty of Arts and Sciences 
(2)Harvard U n i v ,  Faculty o f  Grad Sch o f  Education 

Harvard U n i v ,  School o f  Public Health 
Harvard University , University Heal t h  Servi ces 
J o s l i n  Diabetes Foundation, Inc 
Lahey C1 i n i c  Foundation 
Lemuel Shattuck Hospital 
Long Island Chronic Disease Hospital 

Massachusetts Eye and Ear Infirmary 
Massachusetts General Hospital 

4)Massachusetts I n s t i t u t e  of Technology 
Massachusetts Mental Health Center 
Massachusetts Mental Health Research Corp 

2)Massachusetts, University o f  - Amherst 
Mattapan Chronic Disease Hospital 
McLean Hospital 
New England Deaconess Hospital 
New England Medical Center Hospi t a l  s 
Northeastern University 

(4)Paul A .  Dever S t a t e  School 
Peter Bent Bri gham Hospital 

(7)Research I n s t i t u t e  f o r  Educational Problems 
Robert B.  Brigham Hospital 
S t .  Elizabeths Hospital 
S t .  Margarets Hospital 

(9)Massachusetts Developmental D i  sabi 1 i t i e s  Cncl 

RESTRICTION CODE 
( 2 )  No Medical, Surgical or IND Studies 
(3)  No IN0 Studies 
(4)  No Surgical Studies 

t 7) No Surgical o r  IND Studies 
(8) S ta tus  Undetermined 
(9) 

5-6)Unassi gned 

Complex Restr ic t ion (Call 301-496-7005 For Detai ls)  

blal tham 
Boston 
Boston . 
Worcester 
Hat ho r ne 
Wal tham 
Boston 
Boston 
Boston 
Cambridge 
Cambri dge  
Boston 
Cambridge 
Boston 
Boston 
Jamaica Plain 
Boston Harbor 
Boston 
Boston 
Boston 
Cambridge 
Boston 
Boston 
Amherst 
Mattapan 
Belmont 
Boston 
Boston 
Bos t b n  
Taunton 
Boston 
Cambridge 
Boston 
Boston 
Boston 

I 0 3 2 8 0 1  
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General 
Assurance 

Number 

GO771 
GO554 
62107 
62379 
GO266 
GO550 
62042 
GOO85 
G1284 

GO363 
GO363 
GO497 
GO357 
GO357 
GO656 
GO61 5 
GO384 
GO295 
GOO08 
62483 
GO354 
GO720 

GOO65 
GOO41 
GOO65 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 

Sidney Farber Cancer Center 
Trustees of Health & Hospitals,  City of Boston 
Tufts-New England Medical Center 
Tufts University - Boston 

( 2 ) T u f t s  University - Medford 
University Hospital ,  Inc 
Walter E .  Fernal d S t a t e  School 
Worcester Foundation f o r  Exp Biology 

(4)Worcester S t a t e  Hospital 

MICHIGAN 
Child Research Center of Michigan 
Childrens Hospital of Michigan 
Detroi t ,  University of 
Edsel B.  Ford I n s t i t u t e  
Henry Ford Hospital 
Mi chi gan Cancer Foundation 
Michigan Dept of Public Health 
Mi chi gan S t a t e  University 
Mi chi gan, University of 
Sinai Hospital of Detroit  
Veterans Admi n i  s t r a t i  on Hospital -Ann Arbor 
Wayne S t a t e  University 
Western Michigan University 

MINNESOTA 
Hennepin County General Hospital 
Mayo Foundation 
Minneapolis Medical Research Foundation, Inc 
Minnesota , Uni versi t y  of 
Minnesota, University of 
Minnesota, University of 
Minnesota , University of 
Minnesota , University of 
Minnesota, University o f  , Technical College 
Minnesota, University of , Technical College 

RESTRICTION CODE 
(2 )  
(3)  No IND Studies 
(4)  No Surgical S tud  es 
(5-6)Unassi gned 
( 7 )  No Surgical or  IND Studies  
(8) S ta tus  Undetermined 
(9)  

No Medical, Surg cal  o r  IND Studies 

Complex Restr ic t ion (Call 301-496-7005 For Detai ls)  

Boston 
Boston 
Boston 
Boston . 
Medford .. 
Boston 
Waver1 ey 
Shrews bury 
Worcester 

Detroit 
Detroi t  
Detroit 
Detroit 
Det ro i t  
Detroit 
Lansing * 

Ann Arbor 
Det ro i t  
Ann  Arbor 
Detroi t  
Kal amazoo 

- East Lansing P 

Minneapolis . 
Rochester 
Mi nneapol i s  
Austin 
D u l u t h  
Mi nneapol is  
Morris 
S t .  Paul 
Crookston 
Waseca 
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General 
Assurance 

Number 

MISSISSIPPI 
GO567 (2)Mississippi , University o f  
GO366 Mississippi , University o f  , Medical Center 

62791 
GO298 
62358 
GO298 
GO424 
62365 
GO292 
GO292 

GO292 
GO292 
GO292 
GO292 
GO356 
62056 
GO279 
62351 

MISSOURI 
(7)Ameri can Nurses ' Assoc , Inc 

Cancer Research Center 
(2)Cemrel , Inc 

El 1 i s  Fischel S t a t e  Cancer Hospital 
Jewish Hospital o f  S t .  Louis 

(2)Mi d-Conti nent Regional Educational Laboratory 
(2)Missouri , Univ o f  , Except Medical Center 

Missouri , Uni v o f  , Medical Center Including 
Missouri I n s t i t u t e  o f  Psychiatry 

Missouri, University o f  
(2)Mi ssouri  , Uni versi ty  o f  
(2)Mi ssouri  , Uni versi  ty  o f  

Missouri , University o f  , Reg Med Prog, All Campuses 
S t .  Louis University 
Veterans Administration Hospi tal-Kansas City 
Washington University 
Washington University School o f  Medicine 

NEBRASKA 
G1120 Creighton University 
GO407 Nebraska, University o f ,  Including SUN 
GO407 Nebraska, Univ  o f ,  Including the Medical Ctr 
G1781 Veterans Admi n i s t r a t ion  Hospital -Omaha 

NEVADA 
GO762 (2)Nevada, University o f  , Reno Campus 

NEW HAMPSHIRE 
GO427 (2)Dartmouth Coll Faculty o f  Arts and Sciences 
GO227 Dartmouth Kedical School 
61006 (4)New Hampshire Hospital 
61006 (4)New Hampshire S ta t e  Division o f  Mental Health 

Un i vers i t y  
Jackson 

Kansas City 
Col umbi a 
S t .  Ann 
Col umbi a 
S t .  Louis 
Kansas City 
Col umbi a 
Col umbi a 

Kansas City 
Roll a 
S t .  Louis  

S t .  Louis 
Kansas City 
S t .  Louis 
S t .  Louis 

Omaha 
Lincoln 
Omaha 
Omaha * 

Reno 

Hanover 
Hanover 
Concord 
Concord 

RESTRICTION CODE 
(2)  
(3 )  No IND Studies 
(4)  No Surgical Studies 
(5-6)Unassigned 

h ( 7 )  No Surgical o r  IND Studies 
(8) Sta tus  Undetermined 
(9) 

Xo Medical, Surgical o r  IND Studies  

Complex Restr ic t ion (Call 301-496-7005 For Deta i l s )  
1 0 3 2 8 0 9  



Page 1 2  

General 
Assurance 

Number 

GO981 
GO349 
GO349 
GO349 
GO837 
GO570 
GO349 
GO300 
GO300 
GO300 

NEW JERSEY 
(2)Educational Testing Service 

New Jersey, Coll of Medicine and Dentistry of 
New Jersey Dental School 
Mew Jersey Medical School 
Newark Beth Israel Medical Center 

Rutgers Medical School 
(2)Princeton University 

(4)Rutgers , The State University of New Jersey 
(4)Rutgers, The State University of New Jersey 
(4)Rutgers, The State University of New Jersey 

N E W  MEXICO 
GO1 41 
GO472 New Mexico, University of 
GO353 

Lovelace Foundation f o r  Med Educ and Res 

New Mexi coy Uni versi t y  of , Heal t h  Sciences 
Group-School of Medi cine , Col 1 eges of 
Pharmacy and Nursing 

GO21 7 
621 29 
621 16 
GO341 
GO423 
61 064 
62368 
62277 
GO381 
60437 
GOO34 

GO 37 3 
GO526 
GOO63 

NEW YORK 
A1 bany Medical Coll ege of Union Uni versi ty 

(4)Ameri can Health Foundation 
(2)Barnard College 

Beth Israel Medical Center 
Bronx-Lebanon Hospital Center 
Brookhaven National Laboratory Medical Department 

(2)Center for  Urban Education 
( 2 ) C h i  1 d We1 fare  League of America 

Childrens 'Huspi ta l  o f  Buffalo 
(2)Col umbia Un iv  , Except Health Sciences Div  

Col umbi a Uni v Heal t h  Sciences Di v Incl u d i  ng 
Col lege of  Physicians and Surgeons, Schools 
of Public Health and Administrative Medicine, 
Nursing, and Oral and Dental Surgery 

(2)Col umbi a University Teachers Coll ege 

(3)Cornell U n i v ,  Except Med Coll and Sch of Nursing 
Community Blood Council of Greater New York 

RESTRICTION CODE 
( 2 )  No Medical, Surgical or IND Studies 
(3)  No IND Studies 
(4 )  No Surgical S tudies  
( 5-6)Unass i gned 
( 7 )  
(8) Status Undetermined 
( 9 )  

No Surgical or IND Studies 

Complex Restriction (Call 301-496-7005 For Details) 

Princeton 
Newark 
Jersey C i t y  
Newark 
Newark 
Princeton 
P i  scataway 
Camden 
New Brunswi ck 
Newark 

A 1  buquerque 
Albuquerque 
A1 buquerque 

A1 bany 
New York 
New York 
New York 
New York 
Upton 
New York , 
New York 
Buffalo 
New York 
New York 

New York 
New York 
I thaca 



Page 1 3  

General 
Assurance 

Number 

GO245 
GO1 09 
GO456 
GO456 
GO456 
GO456 
GO621 
GOO47 
G1005 
GO368 
GO369 
62375 
GO397 
GOO86 
6251 8 
GO383 
GOO59 
GO1 39 
6251 8 
GO1 73 
GO526 
G1370 
GO765 
GO765 
GO765 
GO765 
GO 76 5 
GO765 
GO 76 5 
60765 
GO765 

GO765 
GO765 
GO 76 5 
GO765 

Cornel1 University,  Medical College 
Eastman Dental Center 
Health Research, Inc,  Albany Division 
Health Research, Inc,  Roswell Park Division 
He1 en Hayes Hospital 
Homer Folks Tuberculosis Hospital 
Hospital f o r  J o i n t  Diseases and Medical Center 
Hospital f o r  Special Surgery 

Jewish Hospital and Medical Center of Brooklyn 
Kingsbrook Jewish Med Ctr ti Isaac Albert  Res Ins t  
Long Is land  Jewish-Hillside Medical Center 
Maimonides Medical Center 
Mary Imogene Bassett  Hospital 
Meadowbrook Medical Education and Res Fdn 
Memorial Hosp f o r  Cancer and All ied Diseases 
Montefiore Hospital and Medical Center 
Mount Sinai  School of Medicine 
Nassau County Medical Center 

(2)New School f o r  Social  Research 
New York Blood Center 

(4)New York City Department of Health 
(2)New York, City University o f  
(2)New York, Ci ty  Univ o f ,  Bronx Community College 
(2)New York, City Univ o f ,  Brooklyn College 
(2)New York, City U n i v  o f ,  City College 
(2)New York, City Univ o f ,  Grad Sch and U n i v  Ctr 
(2)New York, City U n i v  o f ,  Herbert H .  Lehman College 
(2)New York, City Univ  o f ,  Hostos Community College 
(Z)New-York, Ci ty  Univ o f ,  Hunter College 
(2)New York, City U n i v  o f ,  John Jay College 

(2)New York, City U n i v  o f ,  Kingsborough Cmty Coll 
(2)New York, City U n i v  o f ,  Laguardia Cmty Coll 
(2)New York, Ci ty  U n i v  o f ,  Manhattan Cmty Coll  
(2)New York, City U n i v  o f ,  New York City Cmty Coll 

(4) Jewish Board of Guardi ans 

of Criminal Justice 

RESTRICTION CODE 
(2 )  
(3)  No IND Studies  
( 4 )  No Surgical Studies  
( 5-6)Unassigned 
(7)  
(8) Sta tus  Undetermined 
(9)  

No Medical, Surgical o r  IND Studies 

No Surgical o r  IND Studies  

Complex Res t r ic t ion  (Call 301-496-7005 For Detai ls)  

New York 
Rochester 
A1 bany 
Buffalo 
West Havers traw 
Oneonta 
New York 
New York 
New York 
Brook 1 yn 
New York 
New Hyde Park 
Brooklyn 
Cooperstown 
East Meadow 
New York 
New York 
New York 
East Meadow 
New York 
New York 
New York 
New York 
Bronx 
Brooklyn 
New York 
New York 
Bronx 
Bronx. 
New York 
New York 

Brooklyn 
Long Is land 
New York 
Brooklyn 



Page 14 

General 
Assurance 
Number 

GO765 
GO765 
GO765 
GO765 
GO765 
GO765 
GO456 
GO624 
GO208 

GO374 
GO508 
GO1 63 
GO596 
GO474 
GO506 
GO259 
GO457 

GO386 
GO220 
GO305 
GO1 27 
GO390 
GO405 
GO788 
62247 
G 1  001 
GO624 
GO1 72 
GO230 
62036 
GO491 
GO456 

(2)New York, City Univ  o f ,  Queens College 
(2)New York, City U n i v  o f ,  Queensborough Cmty Coll 
(2)New York, City Univ  o f ,  Research Foundation 
(2)New York, City Univ  o f ,  Richmond College 
(2)New York, City U n i v  o f ,  Staten Island Cmty Coll 
(2)New York, Ci ty  Univ o f ,  York College 

New York Department of Health 
(9)New York Department of Mental Hygiene 

New York Medical Coll ege-Flower and 
Fi f th  Avenue Hospitals Including 
Metropolitan Hospital and Bird  S.  
Col e r  Memorial Hospital 

(2)New York, S t a t e  U n i v  of ,  a t  Albany 
(3)New York, S t a t e  Univ  o f ,  a t  Binghamton 

New York, S t a t e  Univ  o f ,  a t  Buffalo 
New York, S t a t e  Univ o f ,  a t  Stony Brook 

(7)New York, S t a t e  Univ  o f ,  College a t  Brockport 
New.York, S t a t e  Univ  o f ,  College a t  Buffalo 

(4)New York, S t a t e  U n i v  o f ,  College a t  Cortland 
New York, S t a t e  Univ  o f ,  College of Arts 

(2)New York, S t a t e  Univ  o f ,  College a t  Oswego 
New York, S t a t e  Univ  o f ,  College of Forestry 
New York, S t a t e  Univ  o f ,  Downstate Med Ctr 
New York, S t a t e  Univ  o f ,  Upstate Med Ctr 

(2)New York University,  Exclusive of the Med Ctr 
New York University Medical Center 
North Shore Hospital 
Pub1 i c  Health Research I n s t i t u t e  
Rensselaer Polytechnic I n s t i t u t e  

Rochester, University of 
Rockef el 1 er University 

Roosevel t Hospital 
Roswell Park Memorial I n s t i t u t e  

and Sciences a t  Geneseo 

(9)Research Foundation f o r  Mental Hygiene 

(4)Rockland County Health and Social Services Comp 

RESTRICTION CODE 
(2 )  No Medical, Surgical o r  IND Studies  
(3 )  No IND Studies 
(4)  No Surgical Studies 
(5-6)Unassigned 
(7)  
(8) S ta tus  Undetermined 
(9 )  

No Surgical o r  IND Studies 

Complex Res t r ic t ion  (Call 301-496-7005 For Deta i l s )  

F1 u s h i n g  
New York 
New York 
Sta ten  Island 
Sta ten  Island 
Jamaica 
A1 bany 
A1 bany 
New York 

A1 bany 
Bi nghamton 
Buffalo 
Stony Brook 
Brockport 
Buffalo 
Cortl  and 
Geneseo 

Oswego 
Syracuse 
Brooklyn 
Syracuse 
New York 
New York 
Man hasse t 
New York 
Troy 
A1 bany 
Rochester 
New York 
Pomona 
New York 
Buffalo 

I 0 3 2 3  I 2  
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General 
Ass urance 

Number 

GO536 
GOO76 
GO376 
GO280 
62438 
GO621 
G1740 
62045 
GOO02 

GO699 
GO1 91 
62382 
62242 
GO285 
GO1 77 
GO242 
G1087 
GOO 78 

Sloan-Kettering I n s t i t u t e  f o r  Cancer Research 
S t .  Lukes Hospital Center 
S t .  Vincents Hosp and Med Ctr o f  N Y  

(2)Syracuse University 
Trudeau I n s t i t u t e  
Research Inst'i tu te  f o r  Skeletomuscular Diseases 
Veterans Admi n i  s t r a t i  on Hospi t a l  -Bronx 
Veterans Administration Hospital -Northport 
Yeshiva Univ ,  Albert  Einstein Coll of Med 

NORTH CAROL I NA 
Char lo t te  Memorial Hospital 
Duke University 

(2)National Laboratory f o r  Higher Education 
(2)North Carolina A & T S t a t e  University 
(2)North Carol i na S t a t e  University a t  Raleigh 

North Carolina,  University o f ,  a t  Chapel Hill  
Wake Forest  Universi ty ,  Bowman Gray Sch of Red 

(2)Wake Forest  University,  Except Sch o f  Medicine 
(2)Western Carolina Center 

OHIO 
GO485 
GO544 (2)Bowling Green S t a t e  University 
G1167 Case Western Reserve University 
G O O 8 8  
GO249 Childrens Hospital Research Foundation 
GO667 
GO337 Cinci nnati  , Uni v o f ,  Medical Center 
GO502 Cleveland Cl in ic  Fdn & Educational Fdn 
GO171 (4)Cleveland Psychia t r ic  I n s t i t u t e  
G1004 Fai rhi 11 Mental Heal t h  Center 
GO1 60 Fels Research I n s t i t u t e  
Gl936 

(2)Akron , Uni versi t y  of 

Childrens Hospital & Research Foundation 

Cincinnat i ,  Univ o f ,  Except Medical Center 

Jewish Hospital Assn Including the Hospital , 
Childrens Psychia t r ic  Ctr, Sch of Nursing, 
and May I n s t i t u t e  for  Medical Research 

RESTRICTION CODE 
(2 )  
(3) No IND Studies  
(4 )  No Surgical Studies  
(5-6) Unassigned 
(7)  
(8) S ta tus  Undetermined 
(9)  

No Medical, Surgical o r  IND Studies  

No Surgical o r  IND Studies 

Complex Res t r ic t ion  (Call 301-496-7005 For Detai ls)  

New York 
New York 
New York 
Syracuse 
Saranac Lake 
New York 
New York 
Northport 
Bronx 

Char1 o t t e  
Durham 
Durham 
Greensboro 
Ral ei gh 
Chapel Hill 
Winston-Salem 
Wi ns ton-Sal em 
Morgan ton 

Akron 
Bowling Green 
C1 evel and 
Cincinnati  
Col umbus 
Cincinnati 
Cincinnati 
C1 evel and 
C1 evel and 
C1 eveland 
Ye1 1 ow Spri ngs 
Cincinnati 

1 0 3 2 8 1  3 
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General 
Assurance 

Number 

GO542 
GO269 
Gl724 
GO1 21 
GO662 
GO626 
GO350 

GO327 
62402 
GO241 

GO1 34 
GO21 4 
GOO43 
62399 
GO505 
GO1 11 
GO288 
GO281 

GO1 25 
GO952 
GO784 
GO338 
GO444 
GO444 
GO436 
61218 

Kent State University 
Mount Sinai Hospital of Cleveland 
Ohio, Medical College of ,  a t  Toledo 
O h i o  State Universty and Research Foundation 
S t .  Lukes Hospital 
St .  Vincent Charity Hospital 
University Hospitals o f  Cleveland 

0 KLAHOMA 
Oklahoma Medical Research Foundation 

Oklahoma, University o f ,  Health Sciences Center 
(2)Okl ahoma , University o f  

OREGON 
Good Samaritan Hospital and Medical Center 
Kaiser Foundation Research Ins t i tu te  
Medical Research Foundation of Oregon 

(2)Northwest Regional Educational Laboratory 
(2)Oregon Research Ins t i tu te  
(7)Oregon State  University 
(2)0regon, University o f  , Graduate School 

Oregon, University of,  Health Sciences Center, 
Including Medical School & Dental School 

PENNSYLVANIA 
A1 bert  E i  nstei n Medical Center 
A 1  legheny General Hospital 

A r t h u r  P.  Noyes Research Foundation, Inc 
Bryn Mawr Hospital 
Bryn Mawr Hospital, John S .  Sharpe Res Fdn of 

(2)American Inst i tutes  for  Research 

(2)Bucknell University 
(2)Carnegie-Mellon University 

RESTRICTION CODE 
( 2 )  
( 3 )  No IND Studies 
(4 )  No Surgical Studies 
(5-6) Unassigned 
( 7 )  
(8) Status Undetermined. 
( 9 )  Complex Restriction (Call 301-496-7005) 

No Medical, Surgical or IND Studies 

No Surgical or IND Studies 

Kent 
C1 eveland 
To 1 edo 
Columbus 
C1 evel and 
Cleveland 
Cl evel and 

Oklahoma City 
Norman 
Oklahoma City 

Port l  and 
Portland 
Portland 
Portl and  
Eugene 
Corvall i s  
Eugene 
Portl and 

P h i  1 adel phi'a 
P i t t s b u r g h  
Pittsburgh 
Norristown 
Bryn Mawr 
Bryn Mawr 
Lewi sburg  
Pittsburgh 

1 0 3 2 8 1 4  
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General 
Assurance 
Number 

62566 
GO1 29 
GO360 
G1556 
GO475 
GOO45 
GO273 
GO1 89 
621 21 
GOO57 
GO338 
GO333 
GO222 
GO573 
G1668 

GOO1 2 
G1531 
GOO44 
GO344 
GO881 
G1532 
GO41 8 
62200 
GO465 
62264 
GO 79 5 
GO334 
GOO49 
GO952 

GO362 
GOO54 

Childrens Heart Hospital of Philadelphia 
Childrens Hospital of Philadelphia 
Chi 1 drens Hospital of Pittsburgh 
Franklin Institute 
Hahnemann Medical Coll ege and Hospital 
Institute for Cancer Research 
Lankenau Hospital 
Magee-Womens Hospital 

(2)Marywood Coll ege 
Montefiore Hospital 
Norristown State Hospital 
Pennsyl vani a Hospi tal 
Pennsylvania, Medical College of 

Pennsyl vani a State Uni versi ty Mi 1 ton S. Hers hey 

Pennsylvania, University of 
Philadelphia Department o f  Public Health 
Phi 1 adel phia General Hospital 
Phi 1 adelphia Psychiatric Center 
Philadelphia State Hospital 

(4)Pi ttsburgh Child Guidance Center 
Pittsburgh, University of 
Presbyterian-Universi ty Hospital 
Presbyterian-Univ of Pennsylvania Med Ctr 

(2)Research for Better Schools, Inc 
St. Joseph Hospital Research Institute 
Temp1 e University 
Thomas Jefferson University, A1 1 Components 
William H. Singer Memorial Research Institute of 

Wills Eye Hospital and Research Institute- 
Wistar Institute 

(4)Pennsyl vani a State University & Cmnwl th Camps 

Medical Center 

A1 1 egheny General Hospital 

RESTRICTION CODE 
(2) No Medical, Surgical or IND Studies 
( 3 )  No IND Studies 
(4) No Surgical Studies 
(5-6)Unassigned 
(7) 
(8) Status Undetermined 
(9) 

No Surgical or IND Studies 

Complex Restriction (Call 301 -496-7005 For Detai 1s) 

Philadelphia 
Philadelphia 
Pittsburgh 
Philadelphia 
Phi ladel phia 
Philadelphia 
Philadelphia 
Pittsburgh 
Scranton 
Pittsburgh 
Norri stown 
Philadelphia 
Philadelphia 
University Park 
Hershey 

Phi 1 adel phia 
Phi lade1 phia 
Philadelphia 
Philadelphia 
Philadelphia 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Philadelphia 
Phi 1 adel phia 
Lancas ter 
Philadelphia 
Philadelphia 
Pittsburgh 

Philadelphia 
Phi 1 adel phia 

1 0 3 2 8 1 5  
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General 
Assurance 

Number 

GO46 7 
GO31 8 
6221 2 

62621 
GO533 
GO240 

RHODE ISLAND 
Brown University 
Rhode Island Hospital 
Roger Williams General Hospital 

SOUTH CAROLINA 
Clemson University 
South Carolina Department o f  Mental Health 
S o u t h  Carolina, Medical University of 

GO629 (4)South Carolina, University of 

GO648 
G O 1  70 
G O 1  24 
GO401 
G1800 

GO 30 7 
GO81 3 
61 843 
62344 
62344 
G1045 
GO590 

TENNESSEE 
61 696 (4)Arl i ngton Hospi ta l  and School 
GO393 Meharry Medi cal Col 1 ege 
G1716 Oak Ridge Associated Universities, Inc 
G1716 Oak Ridge National Laboratory 

S t .  Jude Childrens Research Hospital 
Tennessee, Univ o f ,  Medical Units 
Tennessee, University of - Knoxvi 11 e 
Vanderbi 1 t University 
Veterans Adminis t ra t ion  Hospital-Memphis 

TEXAS 
Baylor College o f  Medicine 

Bexar County Hospital Distr ic t  
2)Baylor University 

2)Southwest Educational Development Corporation 
2) Southwest Educa t i ona 1 Devel opmen t Laboratory 
2)Texas A & M U n i v ,  College S t a t i o n  Campus Only 

Texas Ins t i tu te  for Rehabilitation and  Research 
G1121 
GO123 
G2615 Texas, Univ  o f ,  Health Science Ctr a t  Dallas 

(7)Texas , University o f  , a t  Arl i n g t o n  
(9)Texas, University of,  a t  A u s t i n  

Including SW Med Sch, Grad Sch o f  Biomedical 
Sciences, and Sch o f  Allied Health Sciences 

RESTRICTION CODE 
( 2 )  
(3)  No IN0 Studies 
( 4 )  No Surgical S tudies  
( 5-6 ) Una s s i gned 
( 7 )  No Surgical o r  IND Studies 
(8) Status Undetermined 
( 9 )  Complex Restriction (Call 301-496-7005 For Details) 

No Medical, Surgical or IN0 Studies 

Providence 
Providence 
Providence 

Cl emson 
Columbia 
Char1 eston 
Col umbia 

Arl i ngton  
Nashvi 11 e 
Oak Ridge 
Oak Ridge 

Memphis 
Knoxvi 11 e 
Nashvi 1 l e  
Memphis 

Memphis 4 \  

- -- 

Houston 
Wac0 
San A n t o n i o ,  
Austin 
A u s t i n  
Coll ege Station 
Houston 
Arl i n g t o n  
Austin 
Dall as 

L 

1 0 3 2 8 1 b  
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General 
Assurance 

Number 

62760 
62255 

GO1 13 
GO1 07 

Texas, U n i v  of ,  Health Science Ctr a t  Houston 
Texas, U n i v  o f ,  Health Science Ctr - San Antonio 

Including Med Sch, Dental Sch, and Grad Sch 
o f  Biomedical Sciences 

Texas, U n i v  o f ,  M D Anderson Hosp and Tumor Ins t  
Texas , Univ o f ,  Medical Branch a t  Gal veston 

UTAH 
GO933 (2)Brigham Young University 
62426 
GO235 Utah, University o f  

Deseret Foundation f o r  Med Educ and Res 

VERMONT 
GO1 94 
62335 

Vermont , University of 
Veterans Adm Center - White River Junction 

V I RG I N I A 
62275 (2)Hurnan Resources Research Organization 
GO634 
GO239 Virginia Commonwealth University,  Medical 

GO306 Virginia,  University o f  
GO575 

Lynchburg Trai n i  ng School and Hospital 

College of Virginia ,  Health Sciences Div  

(2)William and Mary, College o f  

WASHINGTON 
GO522 
62627 
GOO29 Pac i f ic  Northwest Research Foundation 
GO900 

G1717 
GO105 (3)Washington S t a t e  University 
GO299 Washington, University o f  

Childrens Orthopedic Hospital and Med Ctr 
Fred Hutchinson Cancer Research Center 

Virginia Mason Research Center Including 
Mason Cl in ic  and Virginia Mason Hospital 

Washington Dept o f  Social and Health Services 

RESTRICTION CODE 
( 2 )  
( 3 )  No IND Studies 
(4)  No Surgical Studies 
(5-6)Unassigned 
(7)  
(8) Sta tus  Undetermined 
(9) Complex Restr ic t ion (Call 301-496-7005) 

No Medical , Surgical or I N D  Studies 

No Surgical o r  I N D  Studies 

Houston 
San Antonio 

Houston 
Gal ues ton 

Provo 
S a l t  Lake City 
S a l t  Lake City 

Burl ington 
White River J c t .  

A1 exandri a 
Madison Heights 
Richmond 

Char lo t t e sv i l l e  
W i 1 1 i ams burg  

S e a t t l e  
S e a t t l e  
S e a t t l e  
S e a t t l e  

Olympia 
Pullman 
S e a t t l e  
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General 
Assurance 

Number 

WEST V I R G I N I A  
62376 (2)Appalachia Educat ional  Laboratory,  I n c  
GO431 West V i r g i n i a  U n i v e r s i t y  

GO31 5 
G2132 
GO387 
GO763 
GO503 
GOO77 
GO31 9 
621 06 

WISCONSIN 
Central  Wisconsin Colony and T r a i n i n g  School 

Marquette U n i v e r s i t y  
Mendota S t a t e  Hospi ta l  

Wisconsin, Medical Col lege o f  
Wisconsin, U n i v e r s i t y  of , Madison Campus 

(2)Lawrence U n i v e r s i t y  

(4)Southern Wisconsin Colony and T r a i n i n g  School 

(Z)Wisconsin, U n i v e r s i t y  o f ,  Parkside 

GO256 Puerto Rico, Univ o f ,  Medical Sciences Campus 

G1188 Leonard Wood Memorial (American Leprosy Fdn) , 
P h i l i p p i n e  D i v i s i o n  o f  

SWITZERLAND 
G1137 World Heal th  Organizat ion 

UNITED KINGDOM 
G1080 London, Univ o f ,  I n s t i t u t e  o f  Neurology 

TOTAL INSTITUTIONS WITH ACCEPTABLE GENERAL ASSURANCES 

RESTRICTION CODE 
(2)  
(3) No I N D  Studies 
(4 )  No Surg ica l  Studies 
(5-6)Unassigned 
(7) 
(8)  Status Undetermined 
(9)  

No Medical,  Su rg i ca l  o r  I N D  Studies 

No Surg ica l  o r  I N D  Studies 

Complex R e s t r i c t i o n  ( C a l l  301-496-7005 For D e t a i l s )  

Char1 eston 
Morgantown 

Madison 
Appl eton 
Milwaukee 
Mendota 
Union Grove 
Milwaukee 
Madison 
Kenosha 

San Juan 

Geneva 

London 

54 9 



0 NEW RENEWAL 0 CONTINUATION 
P m I O N  H M  SUBJECTS I A P P L I C A T I O N  I D E N T I F I C A T I O N  NUMBER (It known) 

6 .  T I T L E  OF INSTITUTIONAL O F F I C I A L  

SIGNATURE O f  INSTITUTIONAL O f f l C l A L  

ASSUPANCYCERTIFICAT Io(\vDECLARp1T ION I 

TELEPHONE NUMBER 

OAT E 

. .  

N a t i o n a l  I n r t i t u t ~ s  o f  Hea l th ,  Betherda, M a r y l a n d  20014. 

1. T r T L E - O f  PROPOSAL OR A C T I V I T Y  

t .  P I I H C I P A L  JMVEST IOATOP/AETI  V I  T I  DIRECTOR/FELLOW 

3. DECLARATION THAT HUMAN SUBJECTS EITHER Y W L D  OR WOULD HOT BE INVOLVED 

NO INDIV IDUALS WHO MIGHT BE CONSIDERED HUMAN SUBJECTS, 
OTHER MATERIALS WOULD BE DERIVED, OR WHO COULD BE I D E N T I F I E D  BY PERSONAL DATA, YOULD BE INVOLVED I N  THE 
PROPOSED ACTIV ITY.  

A. INCLUDING THOSE FROM UHOM ORGANS, TISSUES, FLUIDS, OR 

( I F  NO HUMAN SUBJECTS WOULD BE INVOLVED, CHECK THIS  BOX AND PROCEED TO ITEM 7.  PROPOSALS 
DETERMINED BY THE AGENCY T O  INVOLVE HUMAN SUBJECTS WILL BE RETURNED.) 

8. HUMAN SUBJECTS WOULD BE INVOLVED I N  THE PROPOSED ACTIV ITY AS EITHER: 0 NONE OF THE FOLLOWING 
0 MINORS, 
DISABLED. 

THE APPLICANT OR OFFERING INSTITUTION. 

OR INCLUDING: 

UNDER SECTION 6 ,  COOPERATING INSTITUTIONS, ON REVERSE OF THIS  FORM, G IVE NAME OF INSTITUTION AND 
FETUSES, ABORTUSES, c] PREGNANT WOMEN, PRISONERS, 0 MENTALLY RETARDED, d MENTALLY 

NAME AND ADDRESS OF OFFICIAL(S) AUTHORIZING ACCESS T O  ANY SUBJECTS IN  F A C I L I T I E S  NOT UNDER D I R E C T  CONTROL OF 

4. DECLARATION OF ASSURARCE/CERTIFICATION OF REVIEU 

0 A.  T h i s  i n s t i t u t i o n  has n o t  p r e v i o u s l y  f i l e d  an  assurance and assu rance  imp lement ing  p rocedures  f o r  t h e  p r o t e c -  
t i o n  o f  human s u b j e c t s  w i t h  t h e  DHEW t h a t  a p p l i e s  t o  t h i s  a p p l i c a t i o n  o r  a c t i v i t y .  
g i v e n  t h a t  t h i s  i n s t i t u t i o n  v i 1 1  comply wi th  requ i remen ts  o f  DHEU R e g u l a t i o n  4 5  CFR 4 6  
e s t a b l i s h e d  a n  I n s t i t u t i o n a l  Review Board  f o r  t h e  p r o t e c t i o n  o f  human s u b j e c t s  and, w h i n  requested, w i l l  
submi t  t o  DHEU documen ta t i on  and c e r t i f i c a t i o n  o f  such r e v i e w s  and procedures  as may be r e q u i r e d  f o r  

Assurance i s  hereby  
t h a t  i t  has  

n B. 

imp lemen ta t i on  o f  t h i s  assurance f o r  t h e  proposed p r o j e c t . o r  a c t i v i t y .  

T h i s  i n s t i t u t i o n  has an approved g e n e r a l  assurance ( D H N  Assurance Number .-I, 
o r  an  a c t i v e  s p e c i a l  assurance f o r  t h i s  ongo ing  a c t i v i t y ,  on f i l e  w i t h  D H N .  
a c t i v i t i e s  in t h i s  a p p l i c a t i o n  p r o p o s i n g  t o  i n v o l v e  human s u b j e c t s  have been rev iewed  and approved by t h i s  
i n s t i t u t i o n ' s  I n s t i t u t i o n a l  Review Board  i n  a convened m e e t i n g  on t h e  d a t a  o f  
i n  accordance w i t h  t h e  requ i remen ts  o f  the Code o f  F e d e r a l  R e a u l a t i o n s  on P r o t e c t i o n  o f  Human S u b j c c k  
( 4 5  C f R  46). T h i s  c a r t i f  i c a t i o n  i nc ludes ,  uhen a p p l i c a b l e ,  raqu i remen ts  f o r  c e r t i f y i n g  FDA s t a t u s  f o r  
a r c h  i n v e s t i g a t i o n a l  new d r u g  t o  be used (see r e v e r s e  s i d e  o f  t h i s  fo rm) .  

The s i g n e r  CERTIFIES t h a t  111 

THE INSTITUTIONAL REVIEY BOARD HAS DET'ERNINED, AN0 THE INSTITUTIONAL O F F I C I A L  S IGNING BELOW CONCURS THATt  

E i t h e r  63 Human Subjrst@ W i l l  N o t  Be A t  RiskL O r  [7 Human S u b j e c t s  Y i l l  Be A t  R isk .  

5. AN0 6. SEE REVERSE S I D E  

7. NAME AND ADDRESS OF INSTITUTIOW 

59' 2/75) ENCLOSE T H I S  FORM WITH THE PROPOSAL OR RETURN I T  TO REQUESTING AGENCY 
(FACE) 

t 0 3 2 8 1  Q 



5 .  INVESTIGATIONAL NN DRUGS - ADDITIONAL CERTIFICATION REQUIREMENT 
S e c t i o n  46.17 o f T i t l e  4 5  o f  t h e  Code o f  F e d e r a l  R e q u l a t i o n s  s t a t e s ,  "Where an o r g a n i z a t i o n  i s  r e q u i r e d  t o  
p r e ~ a r e  o r  t o  submi t  c e r t i f i c a t i o n .  . . and t h e  p r o p o s a l  i n v o l v e s  an i n v e s t i g a t i o n a l  new d r u g  w i t h i n  t h e  
mean inq  o f  The Food. Oruq. and Cosmet ic  Act, the d r u q  s h a l l  be i d e n t i f i e d  i n  the  c e r t i f i c a t i o n  t o g e t h e r  
w i t h  a s t a t e m e n t  t h a t  t h e  30-day d e l a y  r e q u i r e d  by 21 CFR 130.3(a)(2) has  e lapsed  and t h e  Food and Drug 
A d m i n i s t r a t i o n  has not ,  p r i o r  t o  ex i r a t i o n - o f  such  30-da 
t o  w i t h h o l d  or t o  r e s t r i c t  u s e  o f  tPhe d rug  i n  human sub jez ts ;  o r  t h a t  t h e  Food and Drug A d m i n i s t r a t z n  has 
wa ived  t h e  3O-day de lay  requ i remen t .  p rov ided,  however, t h a t  i n  t hose  cases  i n  wh ich  t h e  30-day d e l a y  
'>rat i on 
o r  upon r e c e i p t  o f  a wa iver .  
m d  ." 

i n t e r v a l ,  r e q u e s t e d  t h a t  t h e  sponsor  c o n t i n u e  

No c e r t i f i c a t i o n  s h a l l  be cons ide red  a c c e p t a b l e  u n t i l  such s t a t e m e n t  has been 

~~ ~ ~ 

INVESTIGATIONAL NRI DRUG CERTIFICATION 

TO CERTIFY COMPLIANCE WITH FDA REQUIREMENTS FOR PROPOSED USE OF INVESTIGATIONAL N N  DRUGS I N  AOOITION TO 
CERTIFICATION OF INSTITUTIONAL REVIEW BOAR0 APPROVAL, THE FOLLOWING REPORT FORMAT SHOULD BE USED FOR EACH IN0 
( A t t a c h  a d d i t i o n a l  IN0 c a r t i f  i c a t i o n s  a s  necessary):  

- IND FORMS F l t E D r  0 FDA 1571 0 FDA 1572 FDA 1573 

- NAME OF IND AND SPONSOR 

- DATE OF 3O-DAr EXPIRATION OR FDA UAIVER 
( F u t u r e  d a t e  r e q u i r e s  f o l l o w u p  r e p o r t  t o  agency)  -- 

- FDA RESTRICTION - -- ---- - 

- SIGNATURE OF INVESTIGATOR DATE 

6 .  COOPERATING INSTITUTIONS'- ADDITIONAL REPORTING REQUIREMEN1 

S e c t i o n  46.16 o f  T i t l e  4 5  o f  t h e  Code o f  F e d e r a l  R e a u l a t i o n s  Impor ra  a p e c i a l  requ i remen ts  on t h e  conduc t  o f  s t u d i e r  
o r  a c t i v i t i e s  i n  wh ich  t h e  g r a n t e e  o r  p r i m e  c o n t r a c t o r  o b t a i n a  acceaa t o  a 1 1  o r  aome o f  t h e  a u b j e c t s  t h r o u g h  
c o o p e r a t i n g  i n s t i t u t i o n s  n o t  under  i t s  c o n t r o l .  
r e q u e s t e d  when a p p l i c a b l e t  

USE POLLOUING REPORT FORMAT FOR EACH INSTITUTION OTHER THAN GRANTEE OR CONTRACTING INSTITUTION WITH RESPONSIBILITY 
FOR HUMAN SUBJECTS PARTICIPATING IN THIS ACTIVITY: (ATTACH ADDITIONAL REPORT SHEETS AS NECESSARY) 

I n  o r d e r  t h a t  t h e  DHEU be  f u l l y  informed, t h e  f o l l o w i n g  r e p o r t  i t  

- 

INSTITUTIONAL AUTHORIZATION FOR ACCESS T O  SUBJECTS 

- SUBJECTS: STATUS (WARDS, RESIDENTS, EMPLOYEES, PATIEIITS, PTC.) 

NUMBER AGE RANGE 

NAME OF OFFICIAL ( p l e a r e  p r i n t )  

T I TLE 

NAME AND ADDRESS OF COOPERATING INSTITUTIOW 

TELEPHONE 

- OFFICIAL SIGNATURE 

NOTES: (..g., r e p o r t  o f  m o d i f i c a t i o n  i n  p r o p o r a l  as s u b m i t t e d  t o  agency a f f e c t i n g  human s u b j e c t s  i n v o l v e m e n t )  



c. 

-,, I 

,. . .  

bc: Dr. Andrews 
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: I n s t i t u t i o n a l  O f f i c e r s  Responsible  f o r  Implementation of  3HJZW 
P o l i c y  and Regulat ions on P r o t e c t i o n  of  Human Sub jec t s  

TO 

FROM : D i r e c t o r ,  Of f i ce  f o r  P r o t e c t i o n  from Research Risks 
O f f i c e  of  t h e  D i r e c t o r ,  NIH, DHEW 

I n t e r i m  Guidel ines  for F e t a l  Research ''-;?JECT: 

These g u i d e l i n e s  are enc losed .  
document implementing a p r o v i s i o n  of t h e  Nat ional  Research A c t ,  
Pub l i c  Law 9 3 - 3 4 8 .  
o f  the  g u i d e l i n e s .  
S e c r e t a r y  as  he conducts r e s e a r c h  o r  s u p p o r t s  r e sea rch  through 
g r a n t s ,  c o n t r a c t s ,  and o t h e r  types of r e s e a r c h  agreements.  These 
g u i d e l i n e s  w i l l  remain i n  e f f e c t  u n t i l  withdrawn, a l t e r e d ,  o r  u n t i l  
superseded by f i n a l  (not  proposed) r e g u l a t i o n s  promulgated by the 
S e c r e t a r y .  

They are  con ta ined  i n  a p o l i c y  

The p r o v i s i o n  i s  quoted i n  the f i r s t  paragraph 
Note t h a t  t he  burden of t h e  law rests  on t h e  

Since p r a c t i c a l l y  a l l  of t h e  i n q u i r i e s  reaching t h i s  o f f i c e  have 
been concerned wi th  r e s e a r c h  invo lv ing  o n l y  t h e  dead f e t u s  or 
a b o r t u s ,  your a t t e n t i o n  i s  c a l l e d  t o  Khe d e f i n i t i o n  of dea th  a t  
2 ( f )  and t h e  p rov i s ions  a t  6 and 7 concerning the dead f e t u s  or  
a b o r t u s .  

It i s  p a r t i c u l a r l y  c r i t i c a l  t h a t  any i n s t i t u t i o n  proposing such 
r e s e a r c h  review with counse l  t he  a p p l i c a b l e  laws i n c l u d i n g  those 
governing t h e  r e p o r t i n g  o f  b i r t h s ,  the r e p o r t i n g  of d e a t h s ,  p re -  
s e r v i n g  t h e  s a n c t i t y  of  s e p u l c h r e ,  and autopsy.  

It should be noted t h a t  i n  no s t a t e  does permission t o  autopsy 
c a r r v  w i t h  i t any automatic  a u t h o r i t v  t o  r e t a i n  orvans o r  t i s s u e s  
except  a s  f u r t h e r  provided i n  medical examiner o r  o t h e r  s t a t u t e s .  

Where r e s e a r c h  i s  t o  be conducted, consen t  should be ob ta ined  
c o n s i s t e n t  w i t h  the  terms o f  t he  Unitorm Anatomical G i f t  Act as  

-passed by the  s t a t e  i n  which f e t a l  o r  a b o r t a l  death o c c u r s .  This 
A c t  s p e c i f i e s  who may consen t  and 

Enclosure 
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- O a k  Ridge Associated Unive r s i t i e s  
I I1 C ' C )  1.1 )O r; 1 c c  tl 

P.O. Box 117 - O a k  Ridge .  Tennessee 37830 
'I 

June  10, 1975 
F 

Robert D ,  Lange, M,D, 
A s s i s t a n t  D i r e c t o r  
Un ive r s i ty  of Tennessee 
Memorial Research Center and Hospi ta l  
1924 Alcoa Highway 
Knoxvil le ,  Tennessee 37920 

Dear Bob: 

D r .  B i l l  Nelson 's  r ecen t  r e s i g n a t i o n ,  February 28, 1975, and D r .  C ,  Lowell  
Edwards' r e s i g n a t i o n ,  e f f e c t i v e  June 13, 1975, create vacancies  on t h e  Committee 
on Human S t u d i e s  of ORAU and OR-HNL, Also ,  as Acting Chairman of  t h e  Medical 
and Heal th  Sc iences  Div i s ion ,  ORAU, I have r e c e n t l y  been made aware of t h e  
r e p o r t  of t h e  AEC-OR0 Audit  Report e n t i t l e d  "Pa t ien t  S e l e c t i o n  Criteria," and 
t h e  need f o r  our  Div is ion  t o  comply w i t h  t h e  recommendations of t h i s  a u d i t  as 
b e s t  w e  can, The t i m e ,  t h e r e f o r e ,  seems a p p r o p r i a t e  f o r  m e  t o  communicate 
wi th  you about  t h e s e  matters. 

I asked D r .  Nelson t o  cont inue  t o  se rve  on the Committee b u t  he f e l t  h e  had 
t o  r e f u s e  because of t h e  p re s su res  of h i s  new p o s i t i o n  a t  B a p t i s t  H o s p i t a l ,  
D r .  Andrews i s  w i l l i n g  t o  cont inue  t o  act  as Sec re t a ry  f o r  you and t h e  Committee. 
I would l i k e  t o  suggest  t h a t  Dr.. Karl Hubner be approved as D r .  Edwards! re- 
placement and t h a t  I r e p l a c e  D r ,  Nelson as p a t h o l o g i s t ,  b u t  t h a t  I b e  t h e  only 
ex o f f i c i o  o r  nonvoting member, s i n c e  I a m  nominally " in  charge" of a l l  t h e  
r e sea rch  be ing  proposed from t h i s  D iv i s ion ,  

' 

The minutes of your meeting 25 January 1975 express  t h e  s t r o n g  disagreement  
of t h e  Commi' -ee wi th  "Conf l ic t  of I n t e r e s t "  opinion of t h e  AEC-OR0 a u d i t o r s .  
This  disagreement  i s  i n  accord wi th  several s ta tements  on page 4 of The 
I n s t i t u t i o n a l  Guide t o  DHEW Pol icy  on P r o t e c t i o n  of Human Subjec ts ,  The g i s t  
o f  t h e s e  s t a t emen t s  i s  t h a t  t h e  members of such a committee can be chosen  
from the  pa ren t  i n s t i t u t i o n  i f  t h e r e  are s u f f i c i e n t  s t a f f  members t o  serve. 
O r ,  i n  o t h e r  words, t h e r e  i s  nothing wrong wi th  having your own s t a f f  on t h e  
Committee. I n  f a c t ,  a Human Use Committee can  even c o n s i s t  of t h e  members 
of some o t h e r  e x i s t i n g  committee of t h e  s t a f f ,  etc.  It a l s o  states that  Committee 
members who are involved i n  a proposed p r o j e c t  should no t  be involved i n  i t s  
i n i t i a l  o r  cont inuing  reviews, 
followed, s o  I do not  see t h a t  we  have any problem a t  a l l  i n  t h i s  area, and w e  
have no need f o r  permanent "ex o f f i c i o "  members o t h e r  t han  perhaps f o r  m e .  

This  i s  a n  accepted p r a c t i c e  t h a t  w e  have always 

I 
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D r .  Lange 

I 

-2- June  10, 1975  

The problem of our  need, according t o  ORO-ERDA, t o  eva lua te  our research 
proposa ls  f o r  p o s s i b l e  s o c i a l  o r  psychologica l  r i sk  is  more d i f f i c u l t  t o  
r e s o l v e ,  The gu ide l ine  pamphlet i s  confused he re  because of i t s  a t t empt  
a t  b r e v i t y .  
produce s o c i a l  o r  psychologica l  r i s k  f o r  t h e  human s u b j e c t  because w e  do 
no t  do s o c i a l  o r  behav io ra l  s t u d i e s .  We do need t o  avoid the  use  of i d e n t i -  
f i a b l e  photographs of f a c e s  and personal  in format ion  ( f o r  example, on 
s e x u a l i t y ,  e t c . )  which w e  always do, b u t  w e  have never  had a medical p r o j e c t  
t h a t  u t i l i z e d  p e r s o n a l i t y  i n v e n t o r i e s ,  i n t e rv i ews ,  ques t ionna i r e s ,  o r  the 
u s e  of taped record ings ,  which could conceivably cause s o c i a l  o r  psychologic  
damage t o  t h e  sub jec t .  
format s o  t h a t  i t  reads  t h a t  t h e  Committee considered whether s o c i a l  and 
psychologic  risks are i n h e r e n t  i n  t h e  p r o j e c t  under review. 
w i l l  r e q u i r e  a box f o r  you, t h e  Chairman, t o  check o f f ,  

While ou r  p r a c t i c e  has  always been t o  r e t u r n  proposa ls  t h a t  r equ i r e  r e s t r i c t i o n s  
t o  t h e  proposer  f o r  mod i f i ca t ion  t o  meet any c o n s t r a i n t s  suggested by t h e  
Committee, s t r i c t  compliance wi th  t h e  HEW guide he re  seems t o  r e q u i r e  o u r  
having t o  have a n  approval  form t h a t  l i s t s  t h e s e  r e s t r i c t i o n s .  
p e r s o n a l l y  approve of t h e  u s e  of such a form because i t  al lows a r e s t r i c t i o n  
t o  be s t a t e d  without  t h e  i n v e s t i g a t o r  having t o  p h y s i c a l l y  as w e l l  a s  menta l ly  
revise h i s  proposa l  be fo re  h i s  proposal  can be approved. I have asked Andy, 
however, t o  p repa re  such a form, and i t  i s  enclosed f o r  your Committee's con- 
s i d e r a t i o n .  

I cannot conce ive  of our  ever proposing a p r o j e c t  t h a t  could  

It seems, however,' easier t o  j u s t  modify our  form's  

Maybe th i s  

I do n o t  

I a m  n o t  s u r e  t h a t  t h e s e  sugges t ions  w i l l  ach ieve  t h e  necessary l e v e l  of ERDA 
compliance t h a t  w e  need, b u t  I am s u r e  they  would be  considered a h e a l t h y  
f i r s t - s t e p .  A f t e r  w e  accomplish these ,  t hey  w i l l  r e -eva lua te  our p r o g r e s s ,  
The i n d i s p u t a b l e  f a c t  i s  t h a t  w e  do n o t  want anyone t o  ever  have any cause  f o r  
be l i ev ing  t h a t  w e  are n o t  p r o t e c t i n g  o u r  human s u b j e c t s  i n  a l l  the  ways t h a t  
HEW p r o s c r i b e s  and then some. 

' 

Yo s s '  c e r e l y ,  

&*ha&. 
C .  C .  Lushbaugh, M.D, 
Acting Chairman, Medical 

and Health Sc iences  
D i v  i s ion  

CCL: f b  

Attachment 

cc: Members of Human S t u d i e s  Committee 
,Admin i s t r a t ive  O f f i c e  
Medical Radionuclide Committee 

. M r ,  J i m  Berger ( f o r  Hurtubise)  
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COMMITTEE ON HUMAN STUDIES 
of 

Oak Ridge Associated Universities 
and 

Holifield National Laboratory 

Ident. No. 

To Investigators 

Your proposed research entitled 

r-. , I  

' Has been approved as submitted 

. '  Has been approved with the following limitations or instructions 

Has been disapproved because 

Robert D. Lange, M, D., Charman 
Committee on Human Studies 

Please sign one copy and return to me. 
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DEPARTMENT O F  HEALTH, EDUCATI-. ., . .. . _  .. . - 

PUBLIC HEALTH SERVICE 
N A T l n N A l  I N C T I T I  I T F C  n E  U F C l  TU 

' O N  A N D  WELFARE 

... - .  .. .- ..  .-. , . - , -- -. . .-._-. . . 
BETHESDA. M A R Y L A N D  20014 

July 21, 1975 

Gould A. Andrews, M.D. 
Chairman, Cormnittee on Human Studies 
Chairman, The Medical Division 
Oak Ridge Associated Universities 
Oak Ridge, Tennessee 37830 I 
Dear Doctor Andrews: 

Since your name ~7as given as Chairman in 1972 and no committee updating 

If so, would you please forward this letter to your successor. 
has ever been submitted, it is very possible that you have been replaced, P 

Following Council meetings last March, one application from your institution 
came to our attention. 
basis of scientific merit, we would like to mention some general issues 
which it raises. The project is identified as f c l l o : ~ :  

Even though the project was disapproved on th 

1 RO1 CA 17580-01 "Esterases and Oncogenesis," Dr. Richard L. Tyndall. I 
ny MaeNamoa nrinr +n i n i t i a l  .yPviPw and hei-ween Dr, Tvndall and Dr. 
Domanski following Council review. Dr. Domanski, however, did not mention 6 
the consent form or pursue the matter of whether or not this project or 
others like it would require committee review, were they to be awarded. 

Item 7 of the application was checked to indicate that human subjects were 

E - 
that the plasmas w i l l  have been-collected for diagnostic purposes and, 
moreover, that a "general release form" is signed by a patient when 
accepted 

I n  explaining types of risks and applicability of the Department of Health, 
Education, and Welfare regulations, it is stated that there are medical an3 
biomedical projects concerned solely with organs, tissues, body fluids, 
or other materials obtained in the course of the routine performance of 
medical services, such as diagnosis, treatment and care, or at autopsy. 
The use of these materials obviously involves no element of physical risk 
to the subject. However, their use for many research, training, and ser- 
vice purposes may present psychological, sociological, or legal risks to 
the subject or his authorized representatives. In these instances, appli- 
cation of the policy requires review to determine that the circuastances 
under which the materials were procured were appropriate and that adequate 
consent was, or can be, obtained f o r  the use of these materials for project 
DurDoses. Hence. it is UD to the committee to determine whether or not 
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Page 2 - Gould A. Andrew, MOD. 

the subjects will be at risk resultant of their serum or bone marrow being 
used for research purposes. We have had numerous problems stemming from 
the use of 10 ml or smaller blood samples where the information obtained 
had medico-legal significance, potentially affected the individual's 
employability or insurability, or reflected on his status in society. 
Such problems are not always obvious, hence our insistence on committee 
reviewo 

We a l s o  feel compelled, as did the reviewers, to comment on the consent 
formo 
It is urged that you review the "Hospital Law Manual" which your adminis- 
trator should have, particularly Consents, Section 3, which discusses the 
distinction between admission and special consent forms. 
does not cite any Tennessee cases, it discusses Louisiana and Missouri 
cases in some detail. 

This appears to be an extremely inadequate document for the purpose. 

While the Manual 

The leading Tennessee case on consent is Ball VS. Mallinckrodt Chemical 
Works (381 S.W. 2d 563, Tenno 1964): "It is also the duty of a physician 
or surgeon to disclose to the (patient) facts which are necessary to form 
the basis of an intelligent consent. Where the consequences are serious 
and substantially certain to occur, it is (his) duty to disclose such 
facts to the patientor' 
ation.. ." does not meet a 
requirement. 
its use for anything more serious. 
consent requirements for DHEW supported projects. 
to the following sections of the enclosed DHEW regulations, 46.3  Definitions 
(c) and 46.10 Documentation of informed consent. In regard to the last 
sentence in your Patient Admittance Agreement, please note section 46.9 
Obligation to obtain informed consent; prohibition of exculpatory clauseso 

For an explanation of the responsibility of this office relative t o  this 
letter, please refer to the enclosed flyer. 

A mere reservation of the "...right to a full exp?an- . .duty to describe. -." or It. . .duty to disclose. .I1 

While this might get by for serum samples, we would not advise 
Certainly it does not meet the informed 

I would call your attention 

Sincerely yours, 

4- #+%-L?- - t' z L4L-i-7LL 

Katherine Duncan, M.D. 
Office for Protection 
from Research Risks 
Office of the Director 

Enclosures (2) 
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To : Respons ib le  I n s t i t u t i o n a l  O f f i c i a l s  
and I n v e s t i g a t o r s  

From : O f f i c e  f o r  P r o t e c t i o n  frcm P,esearch Risks (OPRR) 
O f f i c e  of t he  D i r e c t o r ,  NIB 

Sub jec t  : Admin i s t r a t ion  of  t h e  D i E V  Regul.ztions 
f o r  t h e  P r o t e c t i o n  of Hunan S u b j e c t s  

As i s  s t a t e d  i n  P w t  46 of T i t l e  45 of  t h e  Code of Fede ra l  Regu la t ions ,  
s a fegua rd ing  t>e r i g h t s  and we l fa re  of s u b j e c t s  a t  r i s k  i n  i l c t i v i t i e s  
suppor ted  under gran t s  and c o n t r a c t s  from D’dEiJ i s  p r i ina r i ly  t h e  r e spons -  
i b i l i t y  of t h e  i n s t i t u t i o n  vh ich  r e c e i v e s  o r  is accountable  t o  DXEV f o r  
t h e  funds awarded f o r  t h e  sirpport of  t h e  a c t i v i t y .  

However, i t  i s  also s t a t e d  t h a t  notwithscanding any p r i o r  revie:.:, a p p r o v a l ,  
and c e r t i f i c a t i o n  b y  the i n s t i t u t i o n ,  ail app l i ca t io i l s  o r  p r o p o s a l s  
i n v o l v i n g  hunan s u b j c c t s  a t  r i s k  s u b n i t t e d  t o  DYE!,? s h a l l  be  eva lua ted  by 
the S e c r e t a r y  f o r  c m p l i a n c e  through such  o f f i c e r s  and employees of t h e  
Departnment and such experts o r  consul . tants  engaged f o r  t h i s  p r p o s z  2 s  he 
de termines  t o  be  a p p r o p r i a t e .  Hence, i n i t i a l  review groups,  acb isory-  
c o u n c i l s ,  and s t a f f  of awarding a g e n c i e s ,  i n  a d d i t i o n  t o  evaluat i f ig  the 
s c i e n t i f i c  m e r i t  o f  p roposa l s ,  also e v a l u a t e  the  adequacy of t h e  p r o v i s i o n s  
f o r  s a fegua rd ing  t h e  r i g h t s  and w e l f a r e  of t h e  sub jects. 

The OPRR has  been de lega ted  t h e  r e s p o n s i b i l i c y  f o r  t h e  a d m i n i s t r a t i o n  of  
t h e  DHEW p o l i c y  f o r  t h e  p r o t e c t i o n  of  human s u b j e c t s .  
n e g o t i a t i n g  Seneril l  and s p e c i a l  a s su rances ,  our o c f i c e  i s  chr-rged. v i t h  
ma in ta in ing  l i a i s o n  w i t h ,  t h e  i n s t i t u t i o n s  and moni tor ing  t h e i r  compliance 
w i t h  t h e  p o l i c y .  

I n  c a r r y i n g  o u t  t h e s e  a s s igned  d u t i e s ,  o u r  o f f i c e  conveys t o  t h e  
I n s t i t u t i o n a l  Review Board r e s p o n s i b l e  f o r  t h e  review of  a l l  such p r o j e c t s  
any concerns  expressed by  i n i t i a l  review groups and concurred w i t h  b y  
adv i so ry  c o u n c i l s ,  r e l a t i v e  t o  t h e  involvement of h u m n  s u h j e c t s ,  r e g a r d -  
less of whether  t h e  final recommendation was f o r  zpprova l  o r  d i s a p p r o v a l .  
A s t a f f  nienlber of t h e  awarding agency nay have inc luded  tho,se conccms i n  
a l e t t e r  t o  t h e  i n v e s t i g a t o r ,  o r  i n  some ins t ances  t o  an i n s t i c c t i o n a l  
o f f i c i a l  also. 
communication t o  an  o f f i c i a l ,  our  o f f i c e  then  assumes t h e  r e s p o n s i b i l i t y  
f o r  w r i t i n g .  However, l e t te rs  from t h i s  o f f i c e  may f o r  va r ious  r e a s o n s  
be s u b j e c t  t o  a de lay  of  approximately 6 months. We address  o u r s e l v e s  only 

In a d d i t i o n  Co 

A f t e r  a t t empt ing  t o  de te rmine  t h a t  t h e r e  has been no  

IO32829 



Page 2 - Rsspons ib le  I n s t i t u t i o n a l  O f f i c i a l s  and I n v e s t i g a t o r s  

t o  t h e  expressed  human s u b j e c t  concerns,  and not t o  t h e  s c i e n t i f i c  aspects 
of the  p roposa l ;  t h a t  ty?e  of i n f o m a t i o n  i s  provided by s t a f f  of  t h e  
awarding agency only t o  t h e  p r i n c i p a l  i n v e s t i g a t o r ,  e i t h e r  upon h i s  r e q u e s t  
o r  i f  t h e  reviewing groups have recommended cornminication. 

We would l i k e  t o  emphasize t h a t  comments conveyed i n  t h e  a t t a c h e d  l e t t e r  
r e p r e s e n t  t h o s e  of t h e  rev iewers ,  "such e x p e r t s  o r  c o n s u l t a n t s  engaged f o r  
t h i s  purpose" by t h e  S e c r e t a r y ,  no t  those of t h i s  o f f i c e ;  t h a t  t hey  are f o r  
t h e  in fo rma t ion  of  t h e  I n s t i t u t i o n a l  Review Board; and t h a t  t hey  are n o t  
in tended  t o  d i r e c t  t h e  i n s t i t u t i o n s '  o r  t h e  i n v e s t i g a t o r s '  r e s e a r c h  a i m s .  

~&~-3-&-+---" 
Kather ine  Duncan, M.D. 

\ 
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MEMORANDUM 

I have retyped the Assurance of Compliance, which I would like for you to 
check over. 

need to do something about Addendum 111, since the membership 
considerably since the CVs on original members were sent to DHEW. 

AI -  



INTERNAL CORRESPONDENCE 

NUCLEAR DIVISION POST OFFICE BOX X ,  O A K  RIDGE, TENNESSEE 37830 

To ( N a m e )  

D i v i s i o n  

Location 

. 
c o p y  l o  

Melvin E. Koons 

9704-2 

Dale July 1 6 ,  1975 

Originating Depf. 

Answering lefter date 

ORAU/ORNL Human Use * -  

Committee 
Subject 

Dr. Lushbaugh, Oak Ridge Associated Universities, just sent me the 
attached "Human Use Committee Assurance of Compliance" forms for 
signature. 
suggested I send the material to you for assistance. 

A s  the result of a subsequent phone conversation, he 

I have the following problem: 
institute" whereas the previous form referred to "these institutions . ' I  

This change, according to Lushbaugh, was to comply with the new guid- 
ance. The Committee represents both institutions and we would prefer 
to keep it as such and not have two committees, if possible. 
you reword the agreement or let Lushbaugh know what needs to be done? 
Could both letterheads be used or is this, in your opinion, really 
important? 
(Liverman did in 1972) or does UCCND now require someone else to do 
so? 

Please note the 31 July deadline for completion of action. 
your assistance in this matter. 

The proposed format refers to "this 

Could 

Also, is it proper for me to sign the agreement for ORNL 

I appreciate 

CRR : b r. 

Attachments 

cc: C. C. Lushbaugh J 
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C U I M  c-4 

MEMORANDUM 

File DATE 1 7 -  1975 TO 

- sUbJLcf Committee on Human Studies -.. 

--- P 
copicm m 

- P 

I talked with Chet Richmond today about the Assurance of Compliance requested 
by NIH by July 31. He tried to pull my leg about our use of the phrase "this 
institution" instead of "these institutions." 
institutions "ORNL" and "ORAU" while I was thinking of the one "Committee" as the 
"institution." I suggested that this problem be resolved and meet, at the same 
time, NIH's request that this assurance be sent in on official letterhead paper, 
by both ORAU and ORNL filing a letter of assurance signed by both ORAU and ORNL 
and indicate somehow that there is only one Committee. 
this Committee it would seem like an easy j o b  for him. 

Apparently he was thinking of the 

Since Me1 Koons is on 

C. C. Lushbaugh 



Mr. Me1 Koons 

ORAU/ORNL Committee on Human Studies 

File 

Enclosed are copies of some materials we received recently from DHEW8 
along w i t h  my most recent letter to Dr. Lange, Chairman of the ORAU/ORNL 
Committee on Human Studies, This letter and these materials may be of 
aid in regard to Dr. Richmond's July 16 request to you for assistance. 
We (the Committee and I) also need your legal counsel about "legally 
effectiven and "legally authorized representative8" on page 2 of DEfEWas 
instructions, paragraphs marked "MT. Kaons." 
Institution" instead of "These fnstitutions" in the Assurance I sent to 
Dr. Richmond resulted from my copying the suggested f0-t of Addendm I 
enclosed, and I feel "these" is more correct in our case, 
for the Institutional Assurance being "on.the institution's letterhead" 
however confabulates me further since 
How do we get around this request? 

Our use of the phrase RThis 

DHEW'S request 

and O m U  do not have a joint one. 

C. C. Lushbaugh, M. D. 
Enclosures 

': 
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0 ‘-10qq -.i RULES AND REGULATIONS 

fitls 21-Food and D N ~ S  
:HA?TEFI !-FCOD AND DRUG ADMIPIIS 

TRATICS, OE?AARTMENT OF H W L m  
EDUZATl!JX, ?\NO WELFAXE 

[mc’iet No. 132143671 

~ A D l ~ 2 A X l ‘ E  X?,V ORUGS AIYD 
PADIOACTIYE BIOLOGICS 
Tarnination of Exemptions 

In s notice o l  proposed rule m3bzi.q 
pubbhed in the Fm~au,  RzCISTEX Of 
July 29.1974 (39 F’R 27538), the CO@- 
sioaer of Food and Drugs proposed to 
t e a k  t i e  present exenptloa for 
radioactive nep: drugs tFnc1udb.g iadlo- 
a c t i v e  biological PiodGccts). for investiga- 
t:on3! use from n w  requirenants 
and classify, by use, miloactive drugs 
eikAer as ‘%en &US” Oi a5 ~ c n e d i y  
reccgnAd 23 szfe znd eKectice for t h e t r  
in:er?ded use and therefor8 not “new 
drugs“ when LlsZd under t he  conditions 
spxified Interested persons Fere in- 
vi*& to sdcni t  corrrnants on *he proposal 
by September 27. 1974. 

T i e  CommL-siorer o! Food md Drugs 
Is t e m r i a t i n g  the present esemptlon for 
radioactive tirugs, including radioactive 
bioloacal products. from t k e  kxestipa- 
tionsl new drug requirerrents of the Fed- 
PC?! Fm?. D x g ,  and Cosmetic -4ct. The 
Focd and Drug Admidstration (ZI3.q) is 
es+aS!ishtna regAaiioru to assure that 
a i h r  A u g u t  25, 1975 aU radioacthe 

uses. mtruauced L ~ t o  intexztate com.erce 
ere  siAlbject to a ‘‘Notice of Claiixed In- 
restip%tionzl Exemption for a New Di-ug” 
(KXD), an approved new dmg applica- 
tion (NDd), or a blologiml product 
Ucense. In addition. the F D A  is estab- 
lishing regrllstions setting forth specMc 
condiZioris -der mhich radioactive dmzs 
for certaiz research uses, othsr thaa 
clinical trials to determine safety and cf- 
fecticeness. are not subject to the ne? 
d n x  requlremenk of the act. 

The Commissioner, for the purpose 01 
m orderly devsloament of regulations 
rzhtlng to t h e  estaS1ishment of proce- 
dures for ccxliighg old drug monographs 
for prescriptlon drugs which are gen- 
era@ r e c o n k e d  as safe and eecctive 
m.d not rnlsormdzd, has redesignated 
propcsed G?V 21 CFR Part 370 as 21 CFR 
Pait 361 and limited- it to cinzs used 
h research. Al? future old drug mono- 
grazhs for such drugs will be incor- 
porztd infa Part  351. 

The US. Nuclear Regulahrjj Commis- 
sion (NRC), a nem agency created’bF 
315. L. 93A33 and Executive Order 
11832. ajs*J-?led t i e  licensing snd related 
regsIatory ,ysponsibilfties of the former 
Atomic Eneray Commission (AZC) on 
Janunry 19. 1973. To conlorn t o  this 
orgnnizational change, all references to 
‘1. ,- Z C  ln this regulztion and in the 
prencble have been changed to t h e  NELC. 
1:i t h e  qluotntlon frorn and discussion of 
comnierLs recel:ed from members of tine 
.o:hlic on this proposed regulation, r.?fer- 
e?-de.s to the -1zC have been ch i ized  to 
t h e  X=C e;‘:? though the cc!l~rL%lk 
Ixm t h e  ;.:tblic Were made prior to the 
P:.-.\1,-” -. .2. L . . d i a n l  change. 

E;!stwl:ere in t.!?!; issue o l  thc RSDEZAL 
i..- - - ~ , E X  t?.? Co:nrnlssiozer Is issriiRg nr? 

CF-L~S, tt~c:;t <;OX i~ ~ ~ t 3 i 2  r?jen?ch 

-.-,.,.- 

order eEectkg a trmsfer of mwonSi- 
bllit; for nciioccti:.e S!ologkd produck 
from che BWCLU of Bio:.opics to t h e  
Bure3u 0: Dng;. 

comments 03 file proposal were re- 
ceived fro?, 21 dtdzrent sauces; m a l p .  
h~s>jt&, *L-i-;ersiLks, prc ;S!od  orga- 
nizations, t r d a  associations. manufac- 
turers. Agreement ~ t 2 t e 3  (Le.. Staks 
rh tch ,  =der formzl aqeernent 7iLh *-e 
XRC, are authorized to license. under 
Federal Lxr, persons engaged i;? the W- 
session. use, or transfer of reactor-Pro- 

.duced radionuclides In th2i.r respzctive 
states), 2nd State health dcpsrtmeak. 
The major areas of c o n c ~ m  as ex- 

press& by ths co,zznenb xerz @-e corn- 
.pojltlon of the R d o 3 c t i v e  Drug Re- 
ssarch Comait tep (proposed 2.s the 
Radtation Sdety  Committee), the U e  oi 
Shte  2dok;oiy committees, r-dktion 
d o s i m e t ~ ,  ?i-oc&ures for p r o - ; i u  the 
summan of h iorna t ion  03 radoactive 
d m g s  for tnvesti~atlonal use and the 
“Report 03 Zesearch Use of Radioactive 
Drug!’ tii the hRC ,and appropriate 
Agreement S c a k s ,  limitation on phx-  
macolozical dose for research r o t  m d e r  
an IXD, and Kip a~pl icabZty  of the 
proposed regulation to rediogharmaclrs. 
Eight comnenb supmorted the pr0pOsal 
i! princigla but ozered suggestions for 
moditcation. c1arCica;ioe and zde*:on 
to some arens. . h e  principal comments 
received aild the Co-mission’s conclu- 
sism 2.T 3s :SPOTS: 

Dzrrsrrros OF A RAXO.V~~XVZ D3Uc 
1. one COT..l??l,t p3:nted out that tn 

9 912.1 the zd,ditionlrl lnformation to be 
supplied in nem i t e r 3  6.d. 10.2, znd 16 
of Form FT-1571 ls remked only l f  tine 
investtpstional L-ug is a “mdioactlvc 
drug” but the term “radioactive drug” is 
cot  defined fn the pro?osed rawatiorz 

The Cornrnkioner has determhed 
that  a “ndioact:ve drug” is m y  sub- 
stance defined 2s 2 drug ln section 201 
(g) (1) of the Federal Food, D - v .  and 
Cosmetic Act 7~hich e-xihlbits spontane- 
ous disintegration of unstable nuclei 
with the eaission of nuclear particles or 
photons aad includes any norr;ldio%ctive 
reagent kit or nnciida genzrrrtor which 
is intecdx! to be iued in the prtparat:on 
of any such substance. T h e  tern “ndio- 
active drug” lncludes 2 “ndoact ice  
biological product” as defined h 21 CF‘T. 
600.3(e!. Tiis dednilion do23 Rot in- 
clude drugs such as carbon-conblntlg 
compounds or ~tassl~m-cor . ta l~!-U salts 
which contain trace quantities of na- 
t u d p  occurri?g rzdiocuc!ides. Szctlon 
310.3 has been amended include this 
defin%ion i? p c ~ ~ r a ~ h  (n) . 

IND REQVIXEXESTS Foil ~ A i l I O A C m E  
Nrw DRUGS 

2. Ser2nl cornmonks sug,nsled that 
the Si~i-niiy of I n f o m a t i o n  as r e q ~ r e d  
by 3 312.1 b? forcr~rded direcl!? by ‘the 
ninnrdzct?;rer f.0 the NEC Oi Agrzern::?t 
S t s k  rst3er tilar! by the Food 2nd Dt7.i~ 
ATiministrztior,. S ~ c h  3 proceC;:re wvou!d 
erhmce the m” in i i f x t c rs i3  eZom to 
protect the cox?ctent,i.diF of 2.w- pro- 
I):‘ietxy i r iormst ion conkir.cil In t:?~ 
sl:mrnnry. wxd9 fres tile -FDA Proni 
fi!rther ?.c!mir).istrative ao::-:o.~cl, and 

1 0 3 2 8 3 b  
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T i e  ComzEtsslooer concludn t h t  It k 
not nemsarp to =end an e?dst&2 LYD 
for  a nox~m%oactlve invcrtfgatloEai new 
L-J~ 1: the Gmg b "Wad" W.th a ra- 
CLanudIde in accomkace with the lLm- 
itattom set forth In 4361.1 (proposed 
3370.100). and the specac rue&* 
study is wl+hir  t t e  s ~ i c s a  set foRh by 
that s&loo The resulb o! the research 
study us- the "tagged" compound 
DXS~, hoverer, be submitted tx the es- 
ktbg IXD. If pharmacological data are 
cot  s a c i e n t  to permit compliance wit& 
the requirements of 3 361.1. i t  would o! 
course be necessary to submit a new IN3 
or, prelerablp, to amend the m t l n g  EiD 
for the nonradloactke investigational 
nev drug to coEduct a study on the drug 
"ta~aed" with a radionuclide, even 
though the radioact!vity limits set forth 
in 0 361.1 are  m e t  To a m z d  an IND i;l 

+ t b 3  m y ,  t h e  hformat!on required In 
' itens 6.d and 10.a of Form FD-1571 must 
: he submitted. 

5. One c o m e n t  suaested that, to as- 
sist the Federal and State regulatary 

.. zgemies in fuIfKKng thdr responslbilltg 
~ for Licensi~s the use of radioactive ma- 

terials. the Summary of ScIozmatlon re- 
quirod in Fom FD-1571 should ba ex- 
panded to Include: information describ- 
ing the plan of hlvestigation in sufficient 
detail to p e d :  a critical ev&ut !or  o! 
Lis me'hods ana conciols to be EX+: an 
indkation iu to whether a w  cornple- 
nen:z;S- drc3 or ndknucllde &minis- 
tration is plamec! o r  csc:ec,$a2d in 
conjmct!on kC.h Me st';@; an hdica- 
tion of the  e-vected fate of tiie r a o -  
pia-rzzaceuticzl admlnLsterod; if for 
rhenpeuYc j~r~poses, an i d h a t i o n  of 
the e.mected effects; and cZ!culatiou of 
t5e  rackt lon rimes delivered to tine 
rrhole body and to Lhe critical orsan(s). 
-4s stated in paregraph 2 above. the 

Commissione: h s  deleted !ten 16 (SEX- 
mar;, 01 InioreraCon) from the m e n d -  
ments to IXD Form FD-1571. W o r m 5  
tion needsd by the NRC and Agreement 
States for Iicersing purposes mist be ob- 
tained from the IXD sponsors. 

6. One comnent suggested that, P- 
tlc.ough racYophYmaceuticala are rela- 
tively s i sp le  orgarric coapomds Wt5 
UhIe or no to.dcological/?~sraaceutica3 
acti?ity.zrd zcay not reqcke ch-onic 
toAc!& -stxdies. the  regulations should 
require semichnuk to."clty studes fn 
ant!c!pation that L-adoahunaceuticak. 
map, ia the near f uture, be cens!derab',p 
more complex. 

The Comnlss!oner recognizes that 3n 
LVD fo i  rzdiosctlve drugs may &I some 
cases require ch-mic oi subacute toxicfty 
stcdies. The 2rezmble to thz progosed 
r~guiattons only noted tiiat c'nr0-3~ 
toxicity studLis niap not be requked fo i  
some rndioxctive drugs. The req'xirements 
for 3 2 1 ~  a?) TUI depend on the spec1F.c 
nature of the r i n g  m d  Its pro;osed us. 

7, O x  corazent argued th-t the gro- 
pt~;ed re,?l;3tioils failed to d ls t i i l~dsh  
botxeen '.hot" ( ~ 2 i o a c t i 7 c )  and "colci" 
(r.oimC:oacUrz) pi?armctuticzb 3nd 
betnezn Wanost:c end t;?erngeut:c 
z3ezts bp F . G ? & ~ ~  to z&-ctlcZCti-:e phzr- 
m3centicals the  s n ~ x  c k i a n x  prcce- 
<lures npglicah!? t o  zo2rzi iax: i re  p:?or- 

2PJ3 

b?r of c s e s  In m c h  FD-4 could d l ; c I O 3 ~  
the ~ z a n x u y  of Ini~r?sati~n It nl&t 
a b  collfcse sgouors and lead to V- 
roneous or U t e c d e d  wslvtrs. 

T n e r e l m  the Couunbdomr has de- 
leted Item 16 fro= t h 8  props& amend- 
menk to IXD F o r a  -15'11 md ikn 
6.i and it- et from t h e  proms& azaerd- 
z?zk  :a Forms r-1572 and -1373, 
respectire&. The  Conxdsloner edrlses 
thot he rem- quite WilliTlg to adopt a 
procedu-e for pro-ildlng infurmation re- 
gardlng m's dkzctly to Federal and 
State qencies  LI and when all such agen- 
cies ag-iee not to disclose any confidcntiei' 
i-nformation so provided without the 
written permkidon o! the FDA. 

Tine Commissioner advlsea that the 
FD.4 has notif,ed Agreement States a ~ ~ 3  
the ANRC of 211 erfsttng approved NDA's 
and blologiczl product l i c e n s ~  for radio- 
actise drugs a d  adicactlve bioloacal 
products. Pr0cZcI.m have been estab- 
lished to continue to notify the hac aab 
all .%greenent States ol all new approvals 

' of NDX's for radloactfm drum and radio- 
active biological products. These pro- 
cedures do not, however, preclude an 
amlieat from not i fag  the ISRC or an . Agreement Skate of an N D A  approval. 

3. One comment suggested that 0 312.1 
should include concise and comp!ete de- 
tzi?J for  an acceptable protocol end 
aakkl2 i i ;  =ea5 as a o s ~ e c r p ,  
expected or documented cloaraace rates, 
2nd rzt!orak 0: d!agncj!s or thera.3 
nere PO; contain,+ in the  new proposed 
nllcs. 

The ComLizsioaer is of ti?e opinion 
that the present IXD regulations 
( 3  312.1) and F o r m  -1571 with the  
additions set io* in the proposal, are 
a d s q i a k  as resu l rmeats  for b e  dotel- 
opncnt of a protocol for producing well- 
controlled c u c a l  da'ta o i ~  radioactive 
drugs. Each protocol for  an LW study 
f o i  s iadoactl:-e drug wil  be evaluated 
in&lviduaEy. In 5 312.1, itera 10.a of Form 
T1r1571 requires that the protocol in- 
clude studies mhich VU obtain su9icient 
dot2 for d o s h e w  calculations and that 
t h s e  studies s;?ould evaluate the excre-, 
tlon, who!e body retention. and organ 
dkcribntton of the radioactive materizl. 
T i e  FDA 5s curr-atly preparing guide- 
lins for researca protocol.$ on radio- 
zctlve drugs; the Zadioacti7e Pharma- 
ceuticals Advisorp Conmltteo tg assisting 
in kids and, as drd% are developed, they 
%ill be discussed in open sessiom of tnat 
advisary committee. When adopiad, 
these guldelines nU be availob!e from 
tine Ag'ncy. 

4. O m  comAmnt quest!oned Tfhether 
it  ras nsessLry to =end or otherwise 
p-lter a n  existang XXD for a nonradloac- 
tive investigztional new drug if the drug 
is "taggcd" with a ndiozccive elemrnt in 
accordance xikh t::e limitations sat forth 
ln proposed SZ'iO.100. The comment also 
e:;p?assed ~ A P  oainion U t .  i: an In- 
vestigationd d-23 i; "tagzed" x i d  ad- 
mink'ered at or near a pharrr.aco!o$:s 
dose, th4 Rex Lxfomation reqiiirpd in 
Items 6.d sad 10.8 of Fom FD-1571 
should be subdltled es an a m e n d a m t  to 
ths tr>t?r,g 2 X l  a d  3 n e x  L?Zbji..ouJd 
Rot be reciircd. 

. 



32300 RULES AND REGULATIONS 

med under the conditions set forth in the 
rapuiatioa” T h e  proposed rdes tiion go 
on to set dates for tine filing of a n  NDA 
for  aU nndisactive pharmaceutic&- with 
mell-estaSlish,od medical uses. h e  com- 
~ e n t  recusted clarif3cation as to h o v  
those pharmaceutical8 listed in 4: 310.503 
(I)  (1) relate to those referred to above. 

The Commissioner advises that  
9 310.303(f) (1) lists a group of new 
drugs, reector-produced radimuclides 
ar.d thsir chemical forms, whici  the FDA 
and the N R C  have determined have well- 
established medical uses. In view. of ihe 
estent of experience with d r u y  con- 
t z i p b p  these radionuclides, the F D A  aod 
the NRC have concluded that  the? should 
not  be dist r ibutd under investigationzl 
xsz Iab?ing a b e n  they are  actWUp in- 
tended for Uje in medic21 prac!ice. Such 
drag prodwts have not been m e a . b  a 
rnatsrial extent or for a materizl iia-12 
and are not yet reguded as generally 
rwo8-niz?d 2s d e  and effective for their 
labeled indfcations. Hornever. it  may rea- 
sonably be expec’t. that  adequate e-ti- 
Cence of safety and eEectiveness caa  be 
scbmitted bp nanu€acturen and distrib- 
1 ~ x 3  for lije of these c?mgs as recom- 
mended La appropriate labeling. In order 
tJ c o z : i r s  s522pi33 iz Lr*rrst2t. et?.- 
LZeice drugs c o n t a u  Chess radionu- 
c!i2,es, manui‘ncturers and distributors 
mzst s u b d t  an XDA, IX3, or z p p h a -  
tion Czr 2 bio?ngic2? ?rs.’cct 2car.te. C“I 
or  before A u g u t  25, 1975. An E D   ill 
r o t ,  hmevar, permit continued commer- 
cin! “zrkethg of these drugs. 
On the other hand, S 361.1 (progojed as 

J 370.100) specifies conditions m d e r  
which radioactive drugs are generally 
recomked as safe znd effeccve and 
tiherefore are  not new dr1.12~. Such drugs 
d o  nat require an KDA. biolog’.cal product 
l!cense. or Lh”. The statement quotcd in  
the comment referred to the fact that. 
for these drugs, reporb will be required 
(in the form of annus1 or speck1 reports 
from the Radioactive Drug Research 
Committee (see paragraph 29) ) to assure 
F D A  that use of the drug remaim w i t h i n  
the  conditions under which the drug is 
genemlly reco,gnized 2s safe and effective. 

11. One conrnent questioned whether 
tine Deczmber 31, 1974 deadline for sub- 
mbsion of 1uD.4’s applies only to those 
radioactive drugs listed p-i “5  130(c) of 
Lie November 13.1971 FEDERAL RZGTSZER” 
and  in the tabk  includad in J 310.503(1) 
( 1) of the July 29,1974 proposal. 

The Commissioner a s s u n ~  tiiet the 
comment meant to refer to “ S  130.49Cc) 
in the FEDERAL REGISTER of Eiovernber 3, 
19.71“ instead of “5 130(c) in tine FSDEXAL 
R s C r s i E R  of November 13,1071.” The De- 
cen;ber 31. 1974 dendline set forth in the 
Jidy 29, 19i4  proposal for subnbsion of 
e n  NDA. Em, or application for  a biolog- 
i c d  ixoduct license amlies 031:; to ~I-JZ 
xodticts. including biological products. 
which contain any 01 the radionuclides 
!ist?d in 3 310.5C3(f) (1) in the “Ciie:r.ical 
:o:’m” listed and for  the indications 
l i ~ t e d .  This deadline has non- been es- 
tended to August 25.1975. Th? purpose of 
chis c‘,ead!ir.? ij to a!loc; maxktcturers  
2nd distributors n-ho are current!y nnr- 
-LL:IIZ dxi; prcducts contaicir.: any of /.?.. 

the ndionuclidss listed In J 310.503(I) (1) 
time to submiit *a the F D A  Wornation 
necessnv for continued rnarketina or 
these products. This deadllce is not np- 
p!itab:s to  dLxg p ~ 0 6 ~ ~ t - s .  hcludbg bio- 
ioaicai priducb, conta’Jrina any of the 
ndionuclides listed in J 310.503tc) (lor- 
m,orly 5 130.19(c) ).  Xanufac tmrs  and 
distriSu%rJ s e r e  givtn until Uarch 3. 
1972 to submit 3n NDA. IND, or applica- 
tion :or a biological product license to 
continue distribution of those producki 

.$or any of the indications listed. 
12. One comment pointed out that the  

Xovember 1971 regulations aUoned the 
subPission of a, new d n x  application for 
‘an existing product Mthout requirlng 
the prior submission of either clinical 
deta oz an investigational c e a  divz ap- 
p.Zcation 2nd qustioned vheiher such 
apoticp ra~ SOU in eZect. 
.The Commlssloner advisa that this 

pblicy is applicable to those radioectivz 
drugs listed in 5 310.503(f) (1). These 2re 
groducts-binich the FDA and t5e hRC 
cbxidez to have ~ell-ostablished ne&- 
cal uses. The C o W i o n e r  has con- 
c!uded e a t  rna!xa!‘ectxers and distribu- 
tors of thtse dmgs may rezsonably be 
expected to bz able to submit adequate 
e-:i?tnc: of sz%y and eFectivenss for 
use as recommended tn appropriate 
Isbe!kg without conducthp additional 
clinical studiss to obtain such aa+s. h e  
x 2 c ~  Is Y e  saz? ES t;1zt a z x x x e d  
in  the Scrvember 3. 19.71 order for siinik 
rzdioactice drugs. 

13. One comment stated that t,%s pro- 
posal “mould c r s i e  a nem structure. on 
a kmpomry basis, to regulate a rela- 
tively small number of drugs.” The com- 
mcnt furtyer sto*d that  “it may be 
more ebective .to require imnrediale sub- 
mission of 2n IND and to permit.the 
drug‘s continued use in intersfzte com- 
merce for a shorter period under the 
s3m2 ciicumsknces as i t  had Seen 
ther t to  used.” 
The Commissioner assumes that the 

comment Is In referercs to $310.503 
ahich l i s b  a group of zem d r w s ,  
reactor-produced radionuclidss and 
their chcralcal f o r m ,  which the FDA and 
the i’iiC determined have well-estab- 
fished medical uses. No new stnicture 
is proposed to deol with these drugs. In 
vier  of the extent of experience dth the 
radionuclides listed in 9 310.503(:) Cli, 
the FDA and h4C concluded Ciat they 
should not be distributed m d t r  investi- 
gatlonal use labeling r h e n  they ere  
actually ir~tended for  use in medical 
practice, and tha t  manufact,urers and 
distributors m3y reasonably be expected 
to  submit adequatz evidence of sde ty  
and effectiveness lor use as recorn- 
mer.ded in appropriate labeling. To con- 
tiniii shipping drugs containing the& 
radionuclidss in intsrstate commerce 3n 
NDA. LXD. 5:’ app!iciL.ion for a biologicz1 
product licenje, must be submitted. An 
IXD ~ i l l  not, horever. pwmit cont!nued 
corr.v.ercia1 mzrketinz of t h s e  cruzs. 

14. 0 - e  coamsnt  requested clniifica- 
tfon a to ~ h n t  effect. Lf an3. the re- 
rision of $ 310.503 rou id  ha*;e on  1kt.s 
of “~:e!i-esiabli:!?~d LLjes” wh!ch m x t y  
Apreern?nt States l?;?vs deve:oged bc: 

ahich do r.ot tohLly agxee m i t h  t2ose OK 
Lte AT.C. -4zotb:r corznen: izspcs-& t?e 
addition 0: Incbum-113s to the list in 
f 310.503(i) (1). 

The Co,missloner ?xx detz.m&ed 
that olllc ‘hose ,-dioactive ckms liskd 
under 3310.593 s h U  be considered by 
the FDA to have well-estabikbd uses 
i;l n2&c2l praczce. In ths premble to 
the proposal. the Cornmissloner in7ited 
any persoa who believed L!it other 
radiaactive drugs  are riciely mod in 
nedicl l  practice and should ba added to 
this lljt to submit comnenk and d a t a  
proposbg ond justir‘ying Lie addition of 
such L-32~. The request for addition of 
*the isotog? InOium-113m to the Fell- 
estaolished list mzs submitted. The data  
submitted h support of the request 
(nhick is oa &play Ln t:?s H a g  
Clerk’s cZcc )  have been r%iend.  the 
Radioactive Ph~-maceuticals AdGtiory 
Commit* co~sulted. and the regus: 
approved. Sectlon 310.503f) (1) has 
been rcodi%d eccordinglg. 

1 5 .  9 corn-aent requ?ssted t b t  +Ek? rep- 
ulztions for ndioacllve new dmgs in- 
clude pro-Zsions to cIari2y the reqiiire- 
meats regL-ling rL%ctor-pmduced by- 
prc-diict E t e r i a i s  n h e n  such products 
are process& and  shipped in bulk to 
c:>+e.- =->=;fxi..;?-T fz- -T>rz<$?z 
ina Ankhsd d,-r;g f o r m .  
, The Co-l?.iz&oner zd:’isrs txzt blx% 
byproduct mcterizk intend-d for p m -  
essing, rcp3c’king or use tn the naruff;lc- 
tuie o l  mother  dica shill be prxessed, 
shipped. and labeled ln conpliszft ~ % h  
31. C F Z  201.179 (formerly 21 1.lG6 
(1)). 

XG:LZC. PEUR~L~CY Issuz 
16. One mmrr.ent questioned whether 

the FDA D2d jx i sd ic  tion owr r a d h c -  
tive dz3s. !E  the investj~(~t:.c~?sl stag? or 
for we!l-estzb!ilhad medical uses, that 
me prep%i?d by using physician and 
q,ua:L,-rl s o c i a t e  s ta f f  rzther than pro- 
cured f r o s  a c o n n e r c i d  phsrmaceutica1 
csccern. Ths colllment flirther stated 
that the provision of nuclesr m2dicinz 
senices ezd the  continued Ce-reloprrent 
of techr!qxs. r-zthods . a d  products 
wodd be severely inhib i ted  by reqal-5% 
a n  o r  hP.3 urider s ~ c h  c‘Jcun- 
stances, particularly in the larger c1Bca.l 
5nd rse3rch centers w h m  much of the 
i n ~ ~ o ~ a t i m  end deve!o?rnenfal alvhnces 
evo!ve. .+.oLkr commect questioced 
vshecker th pmpased regulition Y;LS ap- 
pUcob!e ts those so-called “rtg!an;rl I?- 
dicpharizxies” w‘hich manulacture t t e i r  
OFTI radioacth-e drugs including the non- 

REcrsiza. ’de Commissioner is issuing a 
-?otice regzrdixg the Fmd and D:ug Ad- 
miiiistntion’s j ~ l i c ~  on th5 ”n1ir,!er?r 
p lu - r~~cy”  i sue .  
p ” q ~ C “ ” ‘ . ‘  .-. ..__. .__. TS Fox %SFA’ICR Us= O F  

X.A~I~.VZTT:T D ~ V S S  GZXZSALLF ?.ZCOC- 
x--- , r-;3 M S.FE > s o  EaE-crr.9 AX3 :;or 
X ~ 5 ? . I ~ * z E 3  

1’7.0-sc:rnment staked L h t  lr. medical 
: - 3 3 r ! : ~ ; : x 5  opxzii.!yg unse: ax >Tc - 
Broad ?.:~&iczl Ikeaso n e n  ndioph3r- 
X X ~ G : K ~  are sDnei ines  d?t;?!o=ed II- 

.4. SCOPS O? DTiERXi:;?.?iO:; 
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teinaliy and sibjected to clinial M3k 
to establish dizignostic or thempeutic e!- 
ficacy. T h e  cominerrt qxstionecl whether 
it fs ce:-snry for  these institutions to 
submit an I X i  :.:en though h the de- 
velopmental and testin8 phase the drug 
is Eot shipped in interstate commerce. 
Tile cement f u ~ 3 e r  questioned wheiner 
such clinical trials relating to diagnostic 
eflcacy n e r e  covered by proposed 
5 370.100 and nhether i t  aould  be neces- 
sary to fde reports on inrestigaton of 

, this type approved by. a. rad to iso top~ 
comnittee under a Broad Lice&e. either 
annually or immediately. Tf such clinical 
trials are not covepd by proposed,. 
J 3?0.100, m u l d  the dose reshictiom 
specified under that section apply? - 
The Commissioner advises thzt the 

F D A  has jurisdiction over 331 drws. in: 
c l u b %  radioactive drugs, sxpped in or 
introluced into interstate commerce . 
rvheiher prepared by a medical Fnstitu- 
tion. p4pSici39 or  a commerdal drug 
manufacturer. "Snipmcnt m Lnterstate 
coIIzo1eIce" 15 cietermjned not 00 by the 
irterstate shlpment of the -1 dosaqs 
form 0: the  d m g  product. but 2lso by the 
interstate sbmment of the corngonents of 
the &w producl. as Tell z3  other fac- 
tors. Therefore, r b e r e  a determtaation.b 
made that interstate ooamerce ts in- 
m:.;Y' (&& :-* zx-4j-;L Ij 0; &- 

preanble). an G.;D must be submitted 
b e k e  the  d m g  pxduct  mnp be used b 
cliilical trlLl2.5. 
As stated iz~ -e preambk to the pro- 

~ 0 ~ 3 1 ,  the Co--=ssfocer hes coicluded 
that  the provisions of 0 361.1 (proposed 
S 3CO.iCO) ere not applicable to cllniczl 
trials intended to derermina the safety 
acdior  efect i tmess  of a rzdiosctive 
W. Sect!on 361.1 only appiies to re- 
search "intended to obtain basic Infor- 
mation regardkg '&e xnetzbolism (in- 
cludinz kinetics, dlstribution, and local- 
ization) of 5 r-ddioactbely la5eled drug 
or regn-rdiw human physiology, patha- 
physiology, or biochemistry but not B- 
tended f o r  inmediate theraputic, d!a3- 
nostic, or slmLlar purposes." Clinical 
triaIs using ne7 radioactive drugs m e  
sub!ect to tht requirements o l  an IND 
as set forth h 3 312.1. Section 361.1 of 
tOLs regulation has been clarUled to re- 
Sect tu. nt Cost restrlctioy set for th  
in P 361.1 do not  agplg to  c U c a l  trials 
conducted under 3 312.1. 
18. One comment espressed confusion 

in interpreting the  scope of the ex:emp- 
tion provided by pro;rosed 3 370.100 35 it 
relates the development of new radio- 
active aagnastic agents. ??he comment 
furthei stated &at I t  T C ~  not CIP? why 
the parttcular agent b e h a  s hJdted cznnot 
be used $peciiically for d i a m a t i c  pur- 
wes lf the criteria for exempt!on under 
pr0;lojcA 5 370.103 =e met (Le.. radiation 
s3fet7, pharmacological inactidty, 2nd 
P.ad!oxti?e D w  FLesearch Co.miit';el! 
ap~roval) .  

SPdon 361.1 (proposed 5 370.100) pro- 
rides for  the us2 o! tracer a n o u k  0: 
mcilonzcltdes, attzcked to r a . 5 0 ~ ~  com- 
FOUII&. ln zsmrch studies +a o b m  
b s j c  i?&raatlon oz drn3 rr?etilbol?mr. 

 process^ h h1,nars, and Lk? k:n+t!cs. 

- 

f ? X C r C  D&-S:OlOaC Or p ~ t h o p ~ ~ o l o g l c  

distrioution. and !ocUzation of the vari- 
ous "tagged" compo-mds. Certain studies 
bcluded in thij category may be essen- 
tial parts of the development of 3 new 
diagnostic agent (for example. studies 
conducted to determine where the radio- 
activa drug is localized or the extent to 
which it is concentraced in certain or- 
gms or tissues). Such studies fall aithin 
the scoge of 3 351.1 if other requireaents 
of that section are met. These studies 
must be distin-Uhed from studies 
intended to evaluate the safety and ef- 
fectireness of a radioactive drug  as a 
Cingnost!~ agent. In ti-& C B S ~  the  drus 
-is used, not as a research tool, but as  a 
new diagnostic agent for which safety 
and erectiveness must bP proven: there- 
fore, there Is no basis for concludbg that 
it is generally recognized zs sale aod el- 
fecttve as a diagnostic agent  T h s  radio- 
&tire d t ~ - o s t k  a e n t ,  aeiefore ,  must 
be studied under an DrD. 
' 8. l D l I l S  OH PRAWCOLDGICAL DOSE 

19. Several comment3 r e r e  received re- 
'garding tine req&emenis under the pro- 
uosad s 370.1CO that  the pharmacological 
h o s ~  shall be ' h o r n  not to Cause m y  
c!inically detectable phamacological ef- 
fect in human beings. One c o a e n t  ex- 
pressed the thought that such a Limit on 
::".e ;>~W-.~+Jp~ := > n , - e e z c  
2nd u i o c e w w y  and vould place ScVeie 
e r d  nrecessary restrktiocs upon ?$.- 
search h such vfW aress BS human drug 
net2bo'~issl. 'El5 comnent further noted 
t:17at, since doses h o r n  not to c a u e  any 
cEacdly dekct3ble pharnacotoglcal ef- 
fect are often substmtiailp below ihe 
therapeutic dose. radioactive studies con- 
ducted -riLh such minute doses mould not 
be representztive of the pharnaco'ki- 
net!cs of t h e  drup studied zt tine thera- 
peutic dose. R r t h e r ,  i t  r a s  stated that 
such studies v o d d  n o t  f ~ W h  enouah 
labeled aetabolites to cooduct metabolite 
studles. h o t h e r  comment siggested CIaf 
fhe  exezptioc from ETD reqcirements 
s5ould lzclcde the tag0 .g  oi a d n g  Et-  
a dose level having a pharnacologfc ei- 
fect if that dose Ievel.is safe and eeective. 
as eddenced by a3 amroved ND.4. 
rn the preamble to the pmmed rem- 

Iztlon, the CoamJssiocer made it c l r r  
t h t  for d o a c t i v e  drug- to De ma- 
slGereO ~ o t  cew &%gs for certain uses 
i t  r a s  necezsxy to conclude that they 
we3 generally recognized 25 s d e  for 
such uses. The Corrmkimer  wggssted 
that such a conclmfon covdd certainly be 
reached. Mth rem& to the p h m x o -  
Iooriczf s3-r- of the h 2 ,  il the dryo 
w a  knor,n not to produce c l l? l lwl l~  dg- 
tectbbk phi.macoloafczl effects on the 
bash of data from studk5 in human Se- 
ings. U such data are not available. eren 
ths smallest zrrount o? t h t  drug must 5?. 
~ ~ ~ ? n e d  to produce pharnftcrilOgiC4 ZC- 
ti-;ig. Once p h z m a . c o ! o ~ ~ l  %Li'.'City b 
h o r n  or assw.z-3 to occur, p h ~ ~ 2 . m -  
logical s a f e 6  carso: be p.wmed w d  
other eridescc of g e n e d  recomi2on of 
sa'ev l3 oecr~sa~.  Tithlmt t\ls etl- 
d s c e ,  Lie d , ,  L c o r s ! c d  tn be s n- 
d?g. a d  2n7 research +.+A it must meek 
k a  r e q u l r s e a b  OL 1 31?1,l?cl2dk.g Cia 
su'on.!SIon of 2-3 I3-D. 
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sisn 0: a pharmacological agent Fken 
t:?is p’n~rmicolo2ical agent is admh- 
&tared to Uzz patient in pharmicoIozica1 
doses as pzrt of a therz-peutic treatment 
x d  ta s s e s s  t h e  erectiveness of that  
,sr:icL?lar Lqeragy. The c0mmer.t sua- 

gested zadiny the s ta tenent  “If a drug 
is used under protwo1 for  thenpeutic 
pxpo;es, tken a minim21 dose of t!!e ra- 
dio-ia&lled ko,ner of this d r a  can be 
added to he13 evaluate the radiophsrm- 
cokinetics of this drug.” 

T5e Comnissiocer advises Lbat ti-?k 
re~ul3t ion in no nay restricts.the use of 
2 nonradioactive drug, Le..under anIND, 
NDA. or o:d drug status. vhether or not  
the izdioacYvely labeled version of this 
drug Is administered, at the same tim2 
to evaluak *&e pharmacokinetics of the 
drug. 70: srlch a study b be perrnikted 
under 5 361.1, the conditions of that sec- 
tion must be n e t ,  except that  in this czse 

, * t he  lidtation on pl-~arinacological dose 
rill be such Liat the  aggregate amount of 
t k  c k ~ g  a w d s t e r e d  (non.ad.ioacfive 
drug and tagged compound) shall be 
k n o m  to remzin aa appropriab dose for 
tha use for which tr?e nonradioactive C r J g  
is being avm. Tfle regulation has Seen 
claY&?d to rsdec t this. The ComAssion- 

, er  aBu aitises that  ir the  nonradioactive 
drug has a n  IXD, th? results of any re- 
search studies using the radioaccivrIy 
labeIec? versioa of the drug and performed 
under B 361.1 must be included as part 

21. O m  com.-lnt s t a k d  thzt t3.z fun- 
d ~ z ~ ? r . k l  L-Corrnation to C2:erdr.e =ha? 
“:radifionzl phzmaco!ogy bas& judg- 
men;” meax, needed ampUcsrion and 
’he teix “no i&ponse” mas not clear. 
In pzragmph D.1 of the preamble to 

the pro2osa.l. the Comm3sion;r stated 
tha t  “r;hen radiozctive drugs are zdmin- 
istered in aaocnts  which hove bem 
cvnonsi:r3hG 2ot  to pioduse c!inically 
d e k t A i 2  pharmacologic activitr in 
hu1112.i Dehqs, such drugs a re  and must 
be pemru;iy recogvAad as saIe from the  
yie;vgoia: of trzditional phamzcology.” 
In this cozttext “trad.ttioa2.I pharmacol- 
087” ra  intmded oaly to distinglish 
kazards related to the toxic e&& cf the 
drugs (traditio& phormacologp/toxi- 
cology) from those related to hazards of 
radiation. ‘33s term “c1l;licZUy detecta- 
b12 pkrrzacologic ecMYitjr” in h m a  
bekgs  has betn akcujsed above. Neither 
t h e  t e r m  “m respmuz” nor “traditlond 
pharmxoIo@’ are  used in the r?gula- 
tion; tiieiefore no change is needed 

- 

- .  
~i ;.:E itq”i:Et 23 T B ~ G Z S .  

C. L lXJXi  OW RADUTIOX DOSE 

22. One comrnent indicated h z t  t’ne !n- 
tent of proposed 3 3’iO.l00(b) (3) w u  not 
clearly stated In the preamble but gre- 
s m ? d  t i n t  the rzdiation li~iliks 
stated so that  it KiU not  be necessary to 
S!e an mD for research projects rchich 
do not lead k~ diagnostic test;. 

T n e  Corn.misslocer advises C u t  t‘ne in- 
t e n t  o l  § 381.i (p?o?osld S 3T0.10’3) rj 
t o  :den:ify e ci3s.j or‘ drugs t l x t  are not 
re: d r d g  beinuse th?y arg generzl3 
r e c o r 3 e d  zs saia and ebecti7;;e un&r 
s??ciSc ckcuolstmces. One 0; those cir- 
?i:dtaxes b that  tha radiat!on ~ C S S  to 
insi-xtj c ! a s  not exceed cri-tzin finik. 
The !dectiEcztto:: of tn!s drug ckss as 

not, now drugs h u  the effect ot  r.3l;ing i t  
uanecesjJrj to submit an I -D  before 
using them. 

23. On2 comclect questiontd n?.ether 
it Fas necessary that there be a r.?a*.ion 
dose l i d t  inc lude  amo?la t l e  co=%tiors 
mdar-wt!!ch tho use o i  radioactive d n z s  
for  research is comiiizred sai‘e and el- 
fective. ?“ne comment stated t h l t  “if P 
local committee i s  deemed to h3ve the 
judyaent  Co m e s s  aztd approve varied 
lesser dose procedures. need they be Urn; 
i t td  In reqard to the far less frequenb 

, situations of 3 pai-kicularly important 
rcsoarch study that  might necessitate a 
larger organ dose?” The  comment SIX- 
geted that it mi&t be preferable tJ of- 
.fer the option to the local committee of 
reierring to a? FDA-sponsored “super- 
committee” research proposals mhk!!, be- 
cause of larger dosagz or 0P.w unusucd 
coiuideratio,u. the!ocal camnittee nou!d 
prefer to have s?ted upon by a higher 
autinorit;S-. 
Ths Cornnissioner disagrees Tit i  ti? 

suggestiun of the commsnt. When a 
pharmacoIogicdly b t i v e  amount of a 
radioactive drug is ussd. the issue of 
safety for we h human subjects b en- 
tirely relsted to the azuo~~ lc  of r e a t i o n  
aciminijtertd. Because any exgwdre to 
radiation k presumed to hme a.n attax!- 
ant risk (due to a lsch- of evidence show- 
ing any abjolukly safe level of espxice) ,  
i t  is obvions th3t no radiation exposure 
C.2 22 ;.s:-=si 2,- 3.7-i;*-=< =q=.---i 
recognked a szfe as a research tool t‘ 
til? s’ilCy ln nuic:2 It is UW! ij 0: pC0’ 
q u d i w  or is not liks1y *a pro;ride x e t d  
infocat ion.  Tne Commissioner hw con- 
cluded that the P&ioutii-e LxJg Rz- 
search Commit++ (sw p z r a m ~ n  29) 
can assure the quAity of studies a d  the 
minicnizztion of the radiation dose. Xe+ 
ertheless. despite thk conclusion, t n s  

. Commisioner & no &is for conclud- 
Fng t b t  alJ doses of B ruiioactive dm-, 
e-:en if used f o r  research purposes and 
monitorled b!7 2 properly fmctionirg 
committee. are genenllg rzccogrized a‘ 
safe for 2-12 inknded use. He has there- 
fore conclud?d that a b i t  on radiation 
dose is ntcessary to &e a determina- 
tion of geaerzl recognttioa of safety for 
research uses. &.discussed MOW t i n  
paragraph 2 9 ,  the Cords :oner  ha0 
concluded that the bu:c 0ccsupationz.I 
radiation protection criteris estzblished 
b3 t h e  I\;F?C under 10 CFR 23.101 and 
20.102. ever. though they ipere not Fn- 
tended to be criteria rdated in .my may 
to subjecb in clinical research. prot;’rde a 
rexomble basis for t h e  dett&!atioc 
that  a radioactive drug, mhen a&nhk.- 
tered in ao.ount.s SGC% that ths ?ham%- 
colo$czl and miistion dose from sxch 
cLru3 is r;itihin t h  l iz i t j  of 0 3Sl . l (b) ,  
find m8er  the cogn.kance oi ZII m.4- 
approved cozmittae, Is qencrz!!r r x o g -  
n k d  cs d e .  I: should be empiiaslzed 
that tbls l ini t  for pumss  c;r‘ est.ibtis!l- 
in3 gsnerel reco,vl&ion of ssiety in no 
may reprcs:nk 2 cr,nciusicn tiflat, such 
rzciinLion doses do not repreiect so.rr.o 
element of rkli to tke i?di-iidua! no: t - h t  
l?.rger dajes m e  nxessnfly uns?,ie. I t  lj 
further ex3hzst;ed that  secttng B l h i t  
on radiation close for purposes ol 351.1 
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7;ol:'es 3 deckim to take 3 specified risk 
for 3 smLl?ed purpose. ?ne Coumis- 
sioner concludr  t b t  these doses repre- 
sent a minimal risk to the  individual and 
T.YC 23propfiata cri*& fm a genenl 
recopr,l:ion 0: s3fety a h t r e  there are  so- 
cietal becebts 30s resenrcb studies. 

25. One ccnrnent e.xpi-essed the opin- 
ion thnt use of Lh. occu.?aC.ozrl rack- 
cion exposun limitafton (as an u p p r  
1L.At foi  emcsure of research snbjects in 
studi2s covered by proposed 9 370.100) is 
too high in corn2ar'son W.th,the intended 
scow of the S ~ I C ~ S .  

The Com?liss:oncr notes that  it is 
probable that  m 2 m  studles u d e r  0 381.1 
(propxed as $370.100) can be ca?rizd 
out using smaller doses oi n a a t i o n  & h n  
T o d d  k p m i k a l  r i d e r  **e hits-on 
raCztioz dose. -& nokd e3r1isr, it h the  
resFonsibFlity of t h e  RadioactiT2 D m  
Ftesezrzh Commit& (see p3r2,mph 23) 
ta m u r e  th3t the smallest d x e  that can 
be used Fithou; jeo32:dizhg tGe stu6y is 
used. Tha Commissioner believes that  
doses up to t h e  Limib set  forth in 3 351.1 
and used under condition2 sxcified in 
that  section c3n be considered g e n e d ?  
reco,gLz,d as S ~ P  m d  etect i re  and con- 
stitute 2 reasona5ie k n i t  for research 
studies conducted ilnder thk section. The 
Focd a=d D.m? Ad..-Atration will con- 
tinusC:y eszluste the =e of radioactive 
drugs under f 361.1 tfi-ocgh the reviem 
cf <-is required am,uai ie.mrts sub.nttZd 
by t i r e  RildioacdTe D n g  Zesearc:? Com- 
xi t i=.  %?e present crit-eda for estab- 

co;lji2ercd if jUjtL&?d by rhis ecz?uacion. 
26. Several com~.ents question& the 

pzrt!cul.- rzdintior. dme M u  selected. 
0r.e comment sugzested that  it vould be 
prePeraSla to state ar?y iimitition as 2 
maximun organ dose in any one year 
rii-ith the further qmXiicztion t'cat in the  
event of a -;e= long eiI,octi';e half-life 
s i t~~atIon.  the total dose orer the Me ex- 
p e c t a c y  0: the  coacermd subject ffould 
not exc%d sor.2 considexzd value. An- 
other c o n n m t  s:a:ed.tht it vzs not 
c!ezr how the y e z r b  cumulatib-e total for 
whole b* e.xpob%-e for adulb and the 
~ e s r l p  hi21 for critical o r e m  were 
derived. 
Ths Commissioner has recomidered 

the progosed maximum radlation doses 
iri !igh.ht oi '&-e comxent; &bare and fa-- 
ther intra-agency aiscusslon. As oriq- 
ically pioposed. rnsxfnum yeerly d o s a  
vere poen. To pror;ide adequate protec- 
tion for subjects in srJecial clrcum- 
s t a c e s  There long haZ-Me radionu- 
clides are used, the rordlng h s  been 
changed so tha t  t'nere %-ill b ht?? an 
annual linit on dose receiJ-ed and o limit 
oil t h e  total dnss commitment resulting 
from studies conducted in 8 single year. 
Thus, the regulation has been modified 
to include bo;h the "2nEU31 dose" ar.d 
"total d s e  con-ziitrr,ni" frorn 3 studj or 
stuclics cocducted ~Athin ?. s ing le year. In 
zdcltion. mLuLnwn ~ h o k  body dose and 
t i x  dcse to cr:tlcaI orgins  !active hlood- 
fshlling orgms. le?s of the eye.  xi go- 
nads) hare  bee? mzde :denticnI. The 
wososed notice specl".ed lirnitatioxu for 
"critical" o r z z x  that shodd have been 
a m k d  to o:i:e: org?ms. 1w.s been 

GbAyg a ri:',iatisn ! h i t  be 

. 
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sentstion on a Radloactive DN8 Re- 
sezrch CosrJttea under t i e  p=- 
5 ~ ' ~ o . I o o ( c )  ( I ) .  Other commnts  ex- 
presCd thp ;eeling t h t  a phmnacol? 
xis; 5noui.d i;a a requked mentier oi suca 
conunittes. Comments also U e r e d  as to 
w:zerner 2 rzdioph~rmacir t  should be in- 
cluded ia t h e  menbe=%? OK t h e  Radio- 
x t i v e  2 n ~ g  Resttlr-& Cornnittee. Some 
comments inclicated that there may be 
son?$ a i s t a d e r s t z n d h s  aa to who the 
requi-ed rn$nbers of 3 Radioacbive 
Research Committee are. 

composition of ths  Radioactive D w g  Re- 
search Comaittee 33 set forth in S 361.1 
(c) (1) is adequte .  As stated in t h e  pro- 
posed rerdation, approval of a Radio- 
active Drcg Eesenrch Cormitbe shall tie 
b a s d  ugon an assessment of the quam- 
cations of the members of the comaittee 
and t h e  2 j s m c e  that all of t he  neces- 
s m  Eelds of expertise are coversd. Cer- 
tiicaYon h a particular dhcigline is not 
nxcessary. For e:tonpla. one of the re.- 
quiied members OI the  Committee shall 
.be a person qudL¶ed to formula*& r3di5 
active drugs. TLi3 perssn n - 4  not nec- 
essz-27 be a rsdiopharm3cists; he may 
be a physician or other q1ialilied L i d -  
vldiw:. The Comnksioner aho  sees no 
reason to specify additional disciplines 
as required rnernkem because 5 361.1 
( c ) ( l )  states tha t  the addition of con- 
s d ~ ~ ; h  in o&r perciaear, mztiza; GL- 
ciglize is encournged. Expertise in a n y  
nti8tci a ~ a  cor, thus be obtained. The 
C c z ~ ! s i o ~ e r  advises that  the 5r?ly three 
reqL-ed Ee!& o f  s ~ e c i s Z 3 t i o n  of 2 
Pwaciioactive Drug &sear& Committee 
are  (1) a PhFsician recognized as a spe- 
ciLI.lht in n x l e a r  medicine. (2) a person 
qt!aEi?d by traidcg ar,d experience to 
form2ate  ndioactive drugs, and (3) a 
penon with special competence in radia- 
tiox safety and radiation dosimetry. The 
remaining nic.mbels shall be selected 
f r o n  indMduals qua lsed  in vsried dis- 
cip'Znes per tbent  to the field of nuclear 
in%%cine !e& ndiology, internal medi- 
cine, clinical. pathology, hematology, 
eridwrinology, radiation the.?py, radia- 
tion physics, rzdiation biophysics, health 
ghyjics, end radiopharmacy) . Section 
361.l(c) (1) h a  becn remitten to indl- 
cat.? more expIicitly the required 
zaeabers. 

31. One comment pointed out that the 
Prososed P 370.100(c) gave no guidance 
r e s i r d h a  nobibcation of chanses in the 
membership of theRadioactive Drug Re- 
search Committee (e.%, because of -re- 
Ioccction. retirement, or death of  mem- 
bers) 3.nd the  effect of such changes 
upon E 3 A  approval of the Committee. 
"%e comment suggested th3t such 
changes be reported and documented in 
the annilnl report and that approval or 
disapproval 0: the re-rised Committee be 
de te rzhed  by the F D A  following receipt 
of tha annual rrlport. 

I I?? Comrnissioner has studied the 
cocmact  and coccludes that 21-11 changes 
Fn tI?? menbership of the Radioactive 
Drug Research Conmiftee and selection 
of nev  membeis shall be cornacL?icated 
to the FDA as early as possible so t'ht 
the  ?DL r.ay revier the qualL7cations OC 

Tne Commissioner concludes that the . 

c 

Lh iiev member(s) and b e  composition 
of t i e  Committee and be assured that the 
Co&t*a conmues to mclude rll 02 t h~  
necessary fields of exixrtise. Section 
361.?(c) (41  ' ( p r c w  5 370.100(~) (4) ) 
hai Seen revised to pronde for this pm- 
ceciure. T h p  Conrnissiocer advi5es that 
orice 3 Rndloactive Druz R e s a c h  Com- 
mitt= 13 zpproved, it contbues in such 
status until the approval is n i t h a r a m  
b7 t!!e F'D-I. I n d M d u I  chzcges in m o a -  
bers.3p ?zap therefore b? inplemerted 
rrithout FDA approval; F D A  disapprovll 
of a nem member mould t&e ths form of 

'nithdrawal of appioml of the C o r n : -  
tee. 

32. One comnent  expressed concsm 
. mer the proliferation of duplicative com- 

d t t e e s  derivb,? their aut'.orit7 from 
various Federal and Shk! regulator? 
agencies. I t  r m o m e n d x i  th3t FDA 
@.it, a t  I,=ast initially, those co&t'&ps 
rh ich  i t  approxs  pursuant to proposed 
S 3iO.lOD(c) (4) +a 'dose akeady estab- 
lished medical advisosorp comnictees of 
raCioactive material licensla3 agencies 
am! tine radiation safety committees of 
Broad medical licensees of the hXC. An- 
other comment expressed concern that  
the F D A  might not agprovz a P .a d' ioac- 
tive DLmg Research Commitks which has 
be?n z3piOT<td as a Broad License Cam- 
mittee bp an Agreement State 0: t h e  
X 2 C ,  or >ice versa. and suagested'that 
ym:4 'se 3 f e  c:':?:aB :,3r -=:y::: zZz?>:- 
ance of n Radioactive D?x Eesesrch 
Coz--rt:ee. Tt-. cc!m-i?zt tnrther uu%- 
tioned nhether the remat ion  would 21- 
lo: the 4Iadical Cominitke of a State 
Radi1:ion Advisory Boar$ to reviecv and 
apgrove research 2rogr2m for small user 
licensees. 

Tce Commissioner has ciete:rnir,ed 
that, to conclude that  a mdioacti7e drug 
is genenlly recopized as safe z x ?  BGS- 
tPve wh?n used for certai? research 
studies. it is necessary ta  estzblisa criteria 
for use O C  the diu3 which Lrclude a monl- 
toring of that use by a Radioactive Drug 
Research Committee. T h e  standards for  
tha composition and fuaciioninp of the 
RaQaactive D m  Reszaxh Comnittze 
are a f i n d m e n t a l  element in the Com- 
missionefs d e t e r n a t i o n .  The Conmis- 
sioner carmot w m e  &at the require- 
ments for advisorp or reviem comrnitkes 
of other Federal o r  S h t e  regulatory 
agencies vill assure a conzrnittee that  
mesh FDA criteria €or a Radioactive 
Drug liesearch Committee. Toerefore the 
FDA cannot, without an hdependent 
determination,, approve a Committee 
t l u t  h s  been approved by inother  
Agency. Hon-ecer, any established com- 
nittee, such as the Medical Committee of 
a State Radiation Advisan Board, may, 
if constituted in accordance with S 361.1 
(c) (1 ) .  apply ta t'ae FDA for spprovnl as 
a Radioactive Drug Research Committee. 
38. One comment questioned t'ne need 

for each Rxiioactive Dnig Rssearch 
Corrdt tez  to mzet at least quarterly. xi 
nro;ided i? propusec? 8 375.1CO(c) ( 2 ) .  be- 
cause the quantity of busir,?ss to be con- 
sidered 5p *'e Committee r.39 not jnstifF 
such frec;uent meetings. 

T h e  Cocmfssioner conczrs in psi* and 
has concluded that  the P.?&oxtive D:ug 

Rejezrch Committee shall meet at least 
occe quzri i r  fn whlch a r s w r c h  
actP.33 'hs b e n  aukAori.zed or. coc- 
duc tec?. So mo:e + a n  90 dqs sholrld pass 
bekveta C:e S*L? of *he r e s a r c h  and the 
m o n i t o r k ~  ol  the study's progress by the 
Com~ri:;et. U o r e  fiequenb n e e t i n s  may 
be held a: Lh  dijcretion of t?ie Coami t -  
tee. 

The Cazxxkioner  has a s s  detertnb.ecI 
that to proridz resocable  aijurance tb.t 
the. exp2zise a n i l a b l e  yi;!un Lie c o a -  
mittee +A te ucilized in committee t e -  
liberatioE, i t  Fs necessary to iqdicnte the 
number of members needed to coztsstituts 
a quoram. He h x  conciud& that  more 
than 50 gercent of the =embership of 
ths Cornrrittee Zust be present to con- 
stitute B qxorum ard Eut there muss be 
appropriate regresentatton of the re- 
quired ddds of specializstion Section 
361.lW (?) (proposed as 3 370.100(c) 
(2) ) h3.s bzen r e - ~ i e d  xcordagl r .  

3 4 . 0 ~ 2  cocn=ant ex2resszd cha cpinioc 
that =ore nEcient use of the concept of. 
a Radiozctiva D n g  RSeaich Committee 
as a "ria:chdoa W y "  in cases of exTeri- 
mental m e  of mdioactive drugs diould 
be to e?r;snd its function to c o n r  both 
new and r o t  new ndioactbte m - s .  

The Corr?mi%ioner advises that resiem 
of inwstigztians of new mdioactive dnigs 
submitted pxiszznt to J 312.1 is clevlp 
a regdafory f u c t h n  o i  the Food and 

--A -e-. ii --- ---I- l3t k G : a -  
gated to a Padioactive Drug Research 
Co~^%:te. Ics:ittii3onal rerirm is as0 
required for investigational new druqs 
under nz 3- Fhwe &-e c? ia ia l  s t u d i s  
are coid-c:ed on htit ' iiionalized s-xb 
jeck oi zre cor.ducted by an individual 
zbliakd Tith a n  i7jtitntisn.v;;'nlch agrees 
to ZSSUZL? respor?sibSit?- foi the study. 
The R3EoacZi:'e Drug Research Com- 
mittee ~-0xl l i  c o t  fvJ1P.1Z this reqttirezent 
hecam2 i's corngosition lacks Ioy n e n -  
bers2rip. ,Tine FDA mould. honever, look 
favorzblr u-wcor a Radioactive Drug Re- 
search CJrrmit:ee serving as a suhcom- 
m i t k e  CF a n  Institutiowl &viem Coin- 
mittee Fhen tile Znvesbigitional r i em 
d m g  is a n d i o s c  tisz drug. Tite Commij-  
stoner ad53es khat this regulation does 
not fn a w  aap prohibit an institution 
from invoivisy its R x i h c t i r e  Druo R e -  
search Co-ttes in other mlicy mat- 
tars, I!~iudi;lg use OK radioactive new 
drugs, if it  so c::3oses. 

35. O?.e c o m z r t  suggasted thnt, Se- 
cause 0: ti..* i rherent  t i n e  delays in- 
volr& in o b i z i n g  proiocol review and 
ap?rovil! f x n  ;1 Zzdiaactive Drug Re- 
search Cozmittee a3 envisioned by t'ne 
regdztions, 2nd because OK the reInt'.wly 
short s M . f  life 0:. msny of the tagged 
drugs ut.Jizsd. t:?e regulations inch& 3 
r n a s i m m  c i s le  limit rsithin r h i c h  thz 
Co~-,?lit:e~ r;o*iid h3re to approve or 
r e j x t  a proposed protoca!. 

T.1.e Con!.?i-Fjiw.x concludes that 
re.gt!s:!Jx of t3.z t i x e  require5 for nn- 
p?cj:-?: o r  rejetti33 by  a Rad!oac;ivi 
DPJg ?.:S?Jri:? C3?&b:?? Of ?. prO;aS?2 
pr.r:occ'l'rnust be IcIC to the instiktion 
oz St .~ lc  o r  Federa! agoncy Kith w ~ : h  
tk2 Corz-xittee is zjjocisted. Tcie C C ~ I -  
miss io-er  cr:nr.oi >i?dict tile G - ~ ? ~ J z L I  
of e.c:i RIClijxtirP Dx:: Zex~i rch  Can;- 

- - . 3  $-.-.:*:-&,'.:-- - - a p , - -  2- 

1 0 3 2 8 0 2  



RilLiS AEiD REGULATIONS 31303 
d t t e e :  tkzeiore, I t  is noc f?&ibie for 
tha F 3 A  to esLhbllsh a time frame for 
revie3 and approval or releclion o l  a 
gropxed  p.3tawl. T h e  FD.\ beLlevn, 
hontver, that  since tae Iiadoactiva 
Dru3 Research C o d t t e i  is composed 
of penor3  fimiliar with the u n l a e  
probi5ns of research kith iadloacttvs 
d m s ,  c o m d t t e r  review will be rsjxn- 
sive ta Lic nee& of h.divldual reseuch- 
ers. The Cozm3jsiorer further ass'=% 
tha t  ordinarily approval of '  a protocol 
r i l l  be sought beioie m? t333xl drug is 
o b k i x d ;  therefon, tbe shelf life oi the  
tagpcd drug WJl not be gemane. 

36. Several cements suggested that  
the " R m r t  03 R e S a i C h  Use of Xado- 
nctire Drug" rskich each Radioactive 
Drug Resezrzh Co;Ilmikke is required .to 
submit a n n a y  m d e r  progrosed 8370. 
lOOic)(3) for  each s h d y  caducted  
durinq the precedhg year be midz  
zvallab!~ to Aseement  States or other 
lizei&-g agencies for future UceuFcz 
icticrs r;irhout forleit3nS t ke  nondis- 
closure pro-risio3s whicb 2grgl.7 to m- 
pr',etJry h f o m t l o n .  -4notker conmen'. 
s u s s t e d  that F D A  consider e s t z b m -  
in3 some m e c h n k m  of ad\*hinz its ap- 
prored RaCiosctive Drug R e s e w 3  Con-  
mi t te t s  of a= s:nd.its khkh have been 
spprsved mdx proposed S 370.SOO by 
327 other approved Rzdioactive Drug 
Research Committee 

'The Co-dowr advijes that con- 
tents of the "Report oz ~ m z r c k  n - 0  cf 
P,2dioactivc Diu,$' a re  available for 
public dix-sc!osuie xrJess coz9denUa2ty 
is reqcesied bp the brestigato: and i t  is 
a d ? c i u S i  shoirn by the bi-estlgator 
that the report constitutes a trade secret 
or conEdentia; commercial Mon=ation 
as C&xd in 21 C7R 4.61. -4 trade 51- 
cret, as d e f h d  in 21 CFT. 4.61, may COE- 
sist of a y  fo-zzc i~ ,  patiern. de.;ice, or 
cos.?ilat:orl of ~=orm22ion Thlch is 
csed in one's bzsiress anc! nhlch gives 
him an opgortuzi'iy obtairi an advm- 
tage over cozpetitors ~ h o  do not h o w  
or use it C o m t r c i a l  iniormztion that  
is pihtlegad or  coniidel?aal means valu- 
able data  or infomation ~ M c h  k used 
in one's business 3nd k of 2 t n e  custom- 
arily held in scdct confideme or re- 
garded a s  privileged and not &closed 
to 2x7 membm of the pcblic b r  '&e per- 
son to %-horn it belongs. Data and M o r -  
mation submitted or divuiged to the 
F.md and Drua P.Draiakuation nhich 
fall nithin the de;initions of a trzde se- 
cret or cor&c!eni?A cormercial M o r -  
mtion are not a~ai!able for gubl!c dij- 
closure. 

i n e  ro te  under " R e x r t  o z  Research 
Use of Padloacti-le Dru3" set for th  in 
p:'oposed J 370.100':~) (3). stated tZlnt 
the znme of the investipator T o d d  not 
Se disclosed pfolicly: Under the n e v  
reguation p:'omulaated -der tile Free- 
C o s  of Inform-.i:on .4ct, scch informa- 
tion n a y  bcJ publlcly dL.x:!ojed. SecEon 
3o'I.I!c) (3) (proaosed 5 3iO.IOXc) ( 3 ) )  
h s  kxi revked accorc?inglr. 

Tf.erefore, ?nPom'.ion fro= t h b  re- 
port rhich is z-;aihbo!e for pub!lc d%- 
clcsure is aIw zszLIab!e t o  -4zree.xent 
S a t e s  or c:&z l i s ~ n ~ k ;  zzmcles and 

c. 

all Pd0a.c ti72 Drug Rzserch  Coaxnit- 
tee3 and +A be disclosed in a c c o r h c e  
nith p r c e d u r 5  ,vt forth in 21 Ct?. 
P x t  4. n e  Couxabloner h s  cmcluded 
thst i t  t hpr,c+2CJ1, because of re- 
source Wbtions, to pro-!& these re- 
ports to Agieement States 3rd  o t h e r  
Ucenskg agencies zod to 0th- FDA 
RadioacYrz Drug Rese3rch Cozrxictecc 
on a continuing b s b .  A m&c reqcn: 
liUi be is-d -der ths public i d o r -  
mation reguhtions (21 cF?L Part 4 ) .  
37. One comment reconmmded that 

th? adz of all resezch  subjects, no: just 
niinors, be included In t h e  "Report on 
Research Use of Radioacti7z M set 
forth in proxsed  J 370.100(c) (3) .  
Another comment suggsted that  the  
number of adults a r d  children be spxi- 
fled separately on each rewort 

i'iizrle such data are  not necessary to 
':nionitor complhnce, the Commkloner 
coAz?lcdw that  data such as t h e  age a3d 
sex 01 dl reswrch subjects mould be use- 
fill ln erduat in3 the total rsz  :a the 
public --health and to hdlvfduak 
Furthzr, the Commissioner notes th3t 
. t i  data mould be usdul to the  FDA h 
stud33 of the n d i a t l o n  dose to the public 
from all nd ioac tke  drugs. Accordhgly, 
3 3Sl.l<c) ( 3 )  of the regulatlon ha3 been 
rncdified to require t h ~  "Pzport on Re- 
sezrch Usa of Radiosctiiro Drug" to h- 
c!cde t h e  dose to  each research subject 
by ape and sex. 

quirement of reporthy kmediztely 
Then more t h c  30 r e s ? m 5  sc3jeck 
r e r e  i;li*o!sed in a resezrch project m d z r  
proaosed 3 370.100 since c h 2  tr?Cv-iiid- 
ual risks to a hrrmnn subject receirdg 
rzd.bactive materials are i rdsaadent  
of the number of subjeccb. &other COD-- 
ment f i l t  that  annual reportkg by the 
Radloactire Dru3 R a e i r c h  Coss i t tee  
and thek function 2s 3 peer- reXe7 
,-up m r e  sG?ciennt, 2nd thersore ob- 
jected to immedizte rein- as sta+& 
abose or Then the r e s s r c h  subject is 
m d e i  12 years of zqe. 

?ha Comlzksioner W n s  to be certain 
that ' 2 2  requirerneck of 9 381.1 (pro- 
posed $ 370.100) are hein2 intarprekd 
and follorsed In a satlsfactoi-y -mer. 
Relatively lzrgsresesrch studfes, snch 3s 
those resulting in t i e  exzosure of =ore 
t i l a  30 research subjects, i2present a 
czt.?!!goly of studv hl mMc:? if m23 be 
p=t:ccIIarly zpprogr!ate to exzmhe 
Thether the aeed for  the n m b e r  o[ 
subjects chosen ij docunented,, L ~ P  
redialon dose is r e l l  justiaed. asld t i e  
distirctioa betreen risearch protscolj 
and clinical trials is obsened. SMzir17. 
aw stud7 involving radhtion eswsmre 
to reseirch subjeck less than la ye3% of 
age. niay need sptcial attention to ex- 
a m n e  Lbe besis for cxrj'fi-!?. out Yae 
study in t k t  age group and assiL'e trA 
the protocol 13 a d e q a t e  for th i  s2fetp 

emahnsizes *.,at the early noti2a::on o i  
F D A  =der t k s e  circLnstxi:es la no 
~ ~ - 2 7  inT.;Il.iLi?s that suck studies x , o  UIX- 
cepsolc o r  Ln~.?p.mprlate 0: that, these 
stc.'is requlre preckzr,zce by rhe FDA 
L';o:iRczt!on !s en!L-eLJ for ~m.1'~ Litx- 
nn! rrioxitcl-inz of tliis p.eT reTA:!c,n. 

-i I 7 

35. 02s co=;1-,?=: ck-:tct.-' E:? re- 

of such subjects. T ~ c  Com~isizn?: 

. 
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e n e r s ,  netaboiism, c h d ~ i l  properties. 
&c., whlch resu!!S In the 10ae.d dose to 
the who!e body or specMc o r y G  w i t h  
whit? it is possible to obtain d e  reces- 
 sal^ L-&cz3t:o1? al-d that t h e  F".:.,esti- 
gi tor  utilize adequate acd approprink 
instrumentation for the detection and 
rnensurenent of speci3x radionuclide. 

41. 02.c coxllcent statec! that piuaosed s 370.100(d) (5) appearel to prohibit re- 
search studies involvkg metobolbm dur- 
i ' ,~ pre-qsncy and felt  thot the accept- 
ability of perfomAg a specific study on, 
pre,anant females should bz the decision 
of tine FDA-agproved Radio.oactive Drug 
Research Cornnittee. 

Both the International Commission on 
P.adiologid Protection (IC%?) and the 
Xai ioxi I  COLXI! on R?.diiLLi02 Protec- 
tios m d  Measurements (NCRP) h37e 
expressed concdm over the pozsible ad- 
verse e K x k  on the h m s n  enbn-9  acd 
fetus from Ediation exaomm to prea- 
naot  monen. The Cornnijsioner has 
deiermined tist. because of t h e  potential 
risk to a n  embryo or fetls, t h e  use of  a 
redioactivs h g  d u r h g  prer-mcg can- 
not be generally recogded as safe; 
therefoie, such s>~c!ks cnrrnot be con- 
ducted under $ 361.1. This limitation in 
no r a y  reflects, homver .  acy arejudg- 
ment as to vhether  scc'n a study may 
be conducted under an W. The Com- 
missioner emphasizes that t h e  rac?iat!on 
dose h&i;s. p:?ar~acoloqic2i dose i k i t &  
Radioactive D . x p  Rejeuch  Committee 
requiirments, 31?a ail oi'ner reqilirer~ents 
0: $ 35:.1 re'.-:? OR&- 3 3 S ; ? C ' c Z  gr2.L; 
of rxliioactive drugs for  certsl? r?search 
uszs. There is no h t e n t  that ar.y of these 

. I'knni's re?res?nt ac?.:z! o r  de facto limnits 
for studies conducted under 2n l3D.  
Therefore, research studies in grepnant 
-iroE?n ma? be permitted ahere the 
spomor submits an mi3 and complies 
WiLk the requirements of S 312.1. 

42.  One comment recwested cIariiica- 
tian of proposed S 370.100(d) (7) as to 
mileth?r the statement in ''No study in- 
volving * * *, no matter how smaU the 
znount  of rzclioactivitp. shall be ger- 
mitt& *." rould  require Radioac- 
tive Drug Research CoA&ttee appro'4al 
io? the use of m y  compound containing 
naturally occ'im3ng radioisotopos such 
as wtzsiua which contairu 0.012 per- 
cent K40. 

The CoLinrrhsIoner advises that j 361.1 
(a:o>ose3 j 370.100) p?rtzins only to 
consounds to which tracer quantities o i  
certain radionuclides have been cieliber- 
ately attzched end not to 8n element, 
such as potassium. which cozhins trace 
amounts of radioisotopes in i t  natural 
stzte. Section 351.1 (a) (7) has been modi- 
fied to reflect thk. 

43. One corxnent questioned the 
meaning of the word "active" s used in 
the tzim "active ingxdient." relative to 
iniormztion ieqIAred on the label by sec- 
t ion 502ie)  of the act  and propxed 
J 370.10O(i) and ccpresssd t h e  fzeLing 
th3t  all LrLzedients Ia an fnjectibb 
preparation should be s?ecifle 2nd listed 
undx  PiOWojed 3 370.100!f) and a deter- 
rnizaticn mad? h t ? r  on r..!:Ztker they ere 
"active" or not. 

. 

The C o i r d s i o n e i  advises thzt  the 
de.kit!on of "active Ingredient" in 31 
CFEl 210.3(d)(S) ( f o m r r 3  21 -4 

133.1(6) ( 5 )  prior to recodlfkatloa p d -  
liaked *A the F c s z z a  ~ z ~ r z z ~  of 
March 27. 1975 (40 Ff. 13996) 1 is a?PU- 
cabla to 3 361.1(1) (4) of these re3uIa- 
tions. Active in.xred.isnt is detlsl2d as "aaY 
component which is hterided to ftlrnkh 
phvmsco10gka.l activity or other Cirect 
erect i3 the c!iagnosis. cure. mitigation, 
treatzen:. or prevenntior, 0: &seas?, or 
to aEect the structure or any function 

'- of the body of man or otfier a n h a l .  The 
teim shall include those components 
which m y  undergo chemical change in 
the mvlufacture~of the drug and be pres- 
ent &? t h e  Errished drug product in a 
modified form inteided to furcish the 
speciEed activity or eaect." The Com- 
.&ioner agrets th3t radioactive.dmg 
'prqducts intend-sd for parented  a m -  
ijtrztion uzder $ 361.1 should be 13Oek-d 
to id:r:;ty. 311 inzctlve ingied ienb  in t;ls 
s2me say  a; otber drug products for 
parenteral adninistration ucder 5 2C1.100 
(b) ( 5 )  (Li) (formerly 3 l.i06(b) (2) (V)  - (c) ) and has m-odiRed 3 361.lcf) cone- 
spondkzly. All other label requirezents 
Ln2osed by secrion 5X2 (b) and (e )  of 
tine act which verd s takd  in the Pre- 
amble io the proposd have also beel  

The Comnijsioner dso adT,%es t i a t  the 

S 370.190(!) ) icsicatcd k b d  and labeling 
req-&ern?nts for rsdioactive materials. 
Such reqvL-ernenk are specL7~ lzbei rd- 
q:7izemer,:s as Li,?lnosed Sg section 502 ( b )  
and (e) of the r c t  and certain other 
requirements acd are  to appenr o n  t he  
label of tht icznei ia te  cont<aiaer ar?d 
shizldec! container u-nl~ss otkerrrise spec- 
Eed. Tis wording in the final grder 
h2s been revised to rsdect this. 

4:. One comment sugpested reviiing 
paragraph ( f !  of propcsed $370.103 to 
read: "A radioactive dmq prepzred. 
pzc!a$ed, distributed and prhar r ly  in- 
tended for use in accordance with the 
requi:e.r,ents of t!!s sectioa shall be es- 
empb fro= ssction 502(i) (1) of the  ect 
and section 1.106 of this chipter ii the 
packaghg. label and labeiing 3re in com- 
pliance *t.h Federal, State. acd local l a x  
repar&g radioactive oloteriak and if 
the pac4.wag. label and 1;zbeling re- 
quL-ed for rsciioactive rnaterkls 33 the 
Nuclesr Regulatory Commission and b 7  
&ate and local mdiological hmlth su- 
thorities bs i r  the follom-g: * *." The 
c o m x n t  further p:oPXed the addiLion 
of 3 new psragraph ( f ) ( 6 )  to read 
"rhether the drug is for investipatioral 
use only;" and a new psrzmph ( f )  (7) 
to r a d  "The expiration date, special 
storage conditions, pyrogenicity, spxcific 
concenirstion 2nd addition of bacte:io- 
sb t ic  agents" and addition OK a new 
senknce resdiny "ln the  event that tho 
imierlizte contaber  of m y  radioactive 
d z g  is too szn11 to cor.hin the Morma-  
tioa 52:. f o r t i  in parav-ph seven (7) 
2bo1ie, til? informatjon shs?t b? i:Ldsh?d 
ln tile grsdact's sccorr.~anyiEg lcbel." 
The Conms!oner  concluds thhnt the 

initlzl ~o rd !nq  cf J 361. l ( i )  (pmposdd 
f 3 0 . 1 3 3 i t ) )  h preferable to the sup- 

Utzd U d e i  3 3 6 1 . l ( f ) .  

- - - - - - - I  f i i  L i p  ~ - a q - m h ! s  3 - A  nTips2d 
I.(- .d.>ir  ,.- ..-- .- ---- 4.- L- e- - 

gesked. n!ternnt',ve. The requkenect; by 
the F D A  lor !-Ael!nz mny be kt dcUtton 
to the requirercents of ths W. other 
Federd zutcodties, OK Sta*& md 1 ~ ~ 3 1  
radiolopica1 h%llSh silthorltk. P3m- 
graph (f) of proposed 370.1CO KZ tkere- 
fore mitten to aUow the N R C  or the  
State zr.d locA hea!th aut:ioritks ta e?- 
cide -?;hather they ranted a distinct i3- 
dio3ctiw n a r d ?  on the h b e L  ap21t 
froro other lab+Ung. The .suagoes%d sl- 
teizative d0.i not, provide for  t i i .  

The suggest& paragraph (f) ( 6 )  is Cot 
applicable since chese are not imestiga- 
tiozzl drugs, as that  term is normally 
used (Le.. a dru,o m d o r  an E C V .  aZ- 
though these dmgs are  u e d  for research 
The statement descnoed in 5 3SI. l ( f )  (2) 
i; proper for radioactive c h g s  for  re- 
search use u d e r  t E s  smtion. 

V:Lq regard to the  suggested p a x -  
g-ragh ( f )  (7). the  naSle and q u a t i t p  of 
211 bsctefiostatic ayents and other hac- 
ti73 i=z:&kd (5) are  reqL-ed by 21 CFP. 
201.100(b) (.5) (iii) (fo.T?rir 21 
1.106ib) (2 )  (VI ( c )  1 i f  a. drug product is 
for parenteral use. Section 361.1(9 (pro- 
posed 370.100(f)) h z  been m o u e d  to 
Lnc!ude this requirement. Saction 502(h) 
of ::le z:\ r e q l i r e s  t in t  drugs h h l a  to 
deterioration shsll b a r  a stntemeat o f  
such ?rx2utior, as n x e s s z i i  for t he  pro- 
tectioz of the pgbric heal th  'ine Corn- 
missioner condudes thnt. became of t h e  
s>?ci2! nature of radioactive dnigs, 1.0.. 
rociiozcnve decay. tbe iaoei for  siich 
drugs s k l l  c o n b i n  an exgiration date. 
If s??ci?i s b x g e  conditiocs &-e 9-eces- 
SA!" CD i22iK!ak the LTlg piocucL's 
stabifit: f o r  its anticiazted shelf life, 
mmui'actxrors are responsib!e fo r  pro- 
%$-;din; s::& irfornation in the izbelinp. 
If a rxiiosctivz drug is r?cogLized b a n  
oacia! comxndiun.  it shall be labeled 
es grescnbzd by such comgenckum. 

Cwrent, good n-.%nxhcL~sirg przctice3 
require thot the rnan7gitturei =sure 
that the d r u g  finished dosage f o m  has 
tho identity, strength. qualky. azd pcs'.ty 
state6 h the 12beLhg. For raciiozctive 
d ~ g s  f o r  =?rentera! use, m3aufacP~7rs  
rxttit Uor?fox have evilence that  the  
methob of manufacture and sterilizz- 
tion employed are  adeqcate to ensure 
that ench fi,?31 product b sterila 2nd 
p;.rog?z free. I t  is the responsibility of 
the P,?.diozctire Drug Research C o n -  
rni;:e* :a deternine h o t  radioacti-;e ma- 
teibIs ior parenteral us? under 2 361.1 
are preaared in stergs 2nd pyrozen-free 
f O ? E  

2'2- Co-mniss tonr  has 2lso concluded 
that  the s3ecibc concentration f o r  each 
radioactive dm:p shouid be expressed on 
the Iabrl. Section 361.1(1) (procased 
5 370.100(f)) has been revised to require 
that  the Ia'mi inciude the tot& qsantitp 
of raSoxtiv',tp i-n the drcg prod?rct's im- 
mediate contaizzer and the amount 01 m- 
dionctiritg per n i t  voiume 0; unit m a s  
2t  3 c h i s a t e d  releter.ced +&me. Sec- 
tion 351.i(?) has aka be-!i revised i o  ri- 
quire th i t  :!:e 123eI b ~ :  the ro1:t-e of ad- 
ministr-tion ii tke d i u 3  is for other than  
oral us. as h required fo r  311 p r e s c r i ~  

formz5or. ~ Z c h  rnzy be p!?;ed on ti-.: 
13521 o i  the  shieided cor5niner  oniy 2 

t ion di' izj  under 2 1  CFR 2Oi.IOR. In- 
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3132s 

t&ey nre a c t u i i y  in:ended for rise, in 
medic31 prrcEc% 

(2) Tae exemption referred to In 
ozrwm?h (a) o! C!b Eection. as applled 

a= &up or bioitxic coct3lrslng &IW 
the hotopes listed in pzrwraph (c) 

ui ti>& section. in t h e  “chemical form” 
and htesded for tke uses stzkd. is 
iemiinated 011 bIaich 3. 1972. escept as 
p.;o-;:&c! pzr?g:.3ph (d) (3) of +his 
section. 

(3) I h e  esern2tion referred to in para- 
g:apli (a)  of this section, 2s applied t o  
any cLrcg or biologic containing 3119 of 
the isotopes listed in p a r a m p h  (c) of 
this section, in the "chemical form” and 
intended for t i e  uses stated, for which 
dn:g a new drug app’Lcation or a “SOtiCe 
of Cl2imed Investigational X’semptlon 
for  a Xem Drug:” W B S  ,submitted prior to 
March 3, 1972, or for which biologic a n  
application for product liceose cr “NO- 
Yce of CIzimed Xves tigstiocal Exemp- 
tion for  a Nea; Drug”  as submitted 
prior to March 3, 1972. i3 terminated 
either upon issumce of a nonapprovable 
rot ice  for the n e r  drug application or  
app5cation for product license or ter- 
minatiori cf +he “Notice of Claa.ed In- 
vestigational Exemption for a New 
Drug.” or  on FebmaiT 20,1976, whichever 
occurs Srst. 

* . - .  . 
(3 (1) Based on its experience in reg- 

c2sti2g iwestigatigEzl radicactive phar- 
xaceuticab, the Nuclear Reguktory 
Corm?ission has  cornpiled a !ist of resc- 
tar-produced isotopes for r h i c h  it con- 
siders thit applicants n i p  rezsonabiy 

? espzcted to subrnit adequzte evidence 
. safety and effectiveness for use as rec- 

a‘mended in apprspriate lzbeiing: such 
use may include, among others, t,he uses 
in t h i s  tabulation: 

RULES AND REGULATIONS 

Food and Drdg Admjnistration. 5600 
Fishers Lane. Rockville. bZl20852. a nem 
drug application or a “xotice of Ckimed 
Ibrestiggational Esenptlon ?or a New 
Drug” for e x h  such drug for xhich the 
maiicrfacturer or 63tI’i’oct;i C O S  Z O t  
have an approved new drug application 
rarsuant to section 535(b) of the act. If 
the drug is a b:o!ogic, a “NOtiCZ Of 
ClaiLt,ed Investigation Esemption for a 
New Drug” or nn application for a license 
under section 351 of ult? Public Health 
Service Act shall be submitbzd to the BU- 
reau of Biologics. Food and Drug Admin- 
istration, M O O  Rockville Pike, Bethesda. 
MD 20014, in lieu of any submission to the 
Bureau of Drugs. 

(4) The exemption referred to in para- 
graph tal of this section, as applied b 
any druq or biologic containing any Of. 
the  isotopes listed in paragraph (f) (1) 
of this section, in the “chedczl  form” 
and intended for the lises stated. is ter- 
minated August 23, 1975 except as pro- 
yided in paragrzch (1) (5) of this section. 

(5) The exemption referred to in para- 
graph ( a )  of this section, as applied to  
any drug or biologic containing any of 
the isotopes listed ln paragraph (f) (1) 
of this section in the “chemical form“ 
and interided f O i  the uses stated, for  
vhich drug a nem drug application or a. 
“Notice of Glaimed Invest:gational Ex- 
emption for 2 Xem Dlug”  as subdt ted  
to *the Bmeau of M g s  on or before AU- 
g - ~ t  25, IC75 cr fc: ??Ah S!o:ozic 2n 19- 
plication for product license o i  “Avototice of 
C!nim& Investigationnl Exeinnption for a 
New Drug” n2s submitted to :he Burezu 
of Biologics on or before August 25, 1975 
is termimted either upon issuznce of a 
nonapxouable potice foi  the cem drag 
appiiczion or application for product 
license or termination of the “Notice of 
Clzimed Investigational Exez.??ption for a 
Nen Dmg,” or on F c b m a n  20, 1976 
ahichever occurs first. 

(g) The esemption referred to in para- 
graph (a)  of *.is section, as appiied to- 
any drug intended solely for investiga- 
tional use w part of a research project, 
which use had been approred on or be- 
fore July 25. I975 in accordance K i t h  
10 CFiE 35.11 (or equivalent remlafion of 
an Agreement State) is terminated on 
February 20,1956 if the manufacturer of 
such dmg or the sponsor of the inirestiga- 
tion of such drug submits on or,before 
August 25, 1975 to the Food ar.d Drug 
Admlnistrat.ion, Bureau of Drugs,:€DXL 
150. 5600 Fishers Lane, Rockrille, MD 
20852, the following inforxztioit : 

(1) Theresearch project title; 
’ (2) A brief description of the purpose 
of the project: 

(3)  The nzme of the investigator re- 
spoilsible; 

(4) ?lie name and licerse nurndcr of 
the iu*itution holding the specific li- 
cense under 10 CFR 35.11 (or equivzlent 
r e a n t i o n  of an Agreement State) ; 

’ (5 )  The name and masirnun arnouilt 
per subject of the raciionucliie used; 

( 6 )  The nu1115er of subjects inrolved; 
and 

(7) The date on which :he adini?k- 
tration of tile radioactive drugs is ex- 
pected to b? compkted. 

I 

h t o p a  Cliomiczi Icnn use 

(2) In view of t h e  extent of experience 
with the isstopts lk ted  in paragraph ( f )  
(1) of this section. the Nuclear Regula- 
tory Commission and  the Food and Drug 
Administration coriciude that  they should 
not  be distributed under investige tional- 
use labe!ing Then thep zre  zctually In- 
tended for usc in medical practice. 

(3)  Aim manufacturer or  distributor 
interested in coiitinuing to ship in inter- 
:tat+ commerce drugs containing the 
isotopes Iisted in pzragrzph (f)  (1) of 
+!lis section for any of the  indications 
Ated. shail submic. on or before Au- 

sust  25, 1975 to tke Eureau of Drugs. 
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(3) The exemption referred to in pnr- 
agraph (a). es applied to an;’ d r w  not 
referred to ln n & a ~ ~ p l i s  (d) ,  ( f )  , and 
(g) of thls section, is terminated a t e r  
A u y t  25, 1975. - 

PART 312-NEW DRUGS FOR 
INVESTIGATIONAL USE 

4. Xa 5312.1. ar-eod paragraph (a)  ( 3 )  
fn Fom FD-1571 by adding a nea 
item 6.d and bro cew sentences to item 
10.3 a c a  delete ln its entirety. eeectire 
August 25, 1975, the “Note” regarding 
zn order of the C o d s s i o n e r  of Food 
and Drugs published €n the FEDERAL 
REGISTER on Januarp 8, 1963 (28 FR 
183). as it appears at tha  end of J 312.1, 
to read as follows: 
5 312.1 Conditions for exemption’ of 

ncw drugs for investigrlionai use. 
(a) * 
(2) - 

F o a u  FD-1571 . . 
6:*’ 
d. If the drug 1s a ndioactioe drug. sum- 

clant dnta Put be arnilabie frsm m a l  
stcdles or preeow hunm studies to eJlow 
a reasonaS:e calculation of radlatlon a>- 
sorbed dose upo:i admhlstrstlon to a hu- 
belng. 

10: 
a:.. 

I‘ 3 L-.:g :A J :?.z,>>::!y2 d F q ,  c:>:zz] 
pham.zco:ogy gLlsse must !nclude studies 
w.O!ch MI1 o b z a  m c i e n t  G 3 - a  for Cosim- 
etry caicu1at:acs. These stud!es &au!d 
exiuzte the escrct:on. whole body reten- 
tloil. and organ distribution of tile rxCio- 
ectire noter:al. . . - / 
P A S  351-P‘nESCRIFTION DRUGS FOR 

HUMAN USE GENEDALLY RECCSNIZED 
AS SAFE AND EFFECTIVE AND NGT 

SEARCH 
5.  Add a pen Fzrt  361, consktir.:: a t  

this time of one section, to rearl 2s 
fOl!OWS : 

Amnomrlr: Federal Food, Drug, znd Cos- 
mef!c Act. Sec. 505,‘iOI (a), 5 1  Stzt. 1552-1030. 
as mended.  1055 (21 V.S.C. 355. 3?1(a): 
-Public Eealth C e r T k e  Act, Sec. 351, 58 S:3t. 
702. as amended (42 V.S.C. 262). 

361.1 Rsdioacti\.e drcgs for rqrtnin 

MISBRANDED: DRUGS USED ird RE- 

rcseircli UECS. 

(a) P,zciioactii.e druas (as dtdnea in 
3 310.3(n) of ‘his chapter) are peceially 
r e c c n i z d  2s scfe and eEectire r ihci  zd- 
ministered, under the  conditfozs set 
forth in pzragraph ( b )  of this sec- 
tion. to human research subjects dilrirrg 
the co~irse of a research praject intended 
to obkin  bzsic i.nfom-3tion regarding 
the metcboliirn (irxiuding kketics. ci!s- 
tribution, znd localization) of 2 redio- 
zcti\-?ly labe!e.’ drug or regardkg hwmn 
p h y s i o ! ~ ~ ,  pathophvsiology. 0:’ bio- 
chemistry, bat not intended for imme- 
dizte t:?er3gel?tic. diagr.ostic, or sbi i iz i  
pwposos or to determille the sifety. scd 
effectiveness of ihe drug in huni~!?.s ior 
si:ch purposes (i.e.. Ad c i n y  out 3 clici- 
c21 t r i l l ) .  Ccrtzin b:;sic research studies 
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e.q.. s f ~ i i s s  to 6:fermhe khcther 1 
loc-lizes in 2 particular o z m  or f ldd 
sgnce acd to describe the kinetics Of that  
1xalu3iioo. may have eventual tk.?r3- 

sotic or dia=nostlc irizgkatior.. but the 
~ i t i a l  s t u d i r  are considered to be bajic I 

rese3ich mithin the mtaning of this 
section. 

( b )  The coiiditions under which u e  of 
radi,Jai:ive &rugs for research ars con- 
sidsrzd safe and eEective are: 

1) ApproccI b y  2cdioactiz-e Drug R e -  
szcrcn Cornnittee. A Radioactive Drug 
Restzrch Corni t tee ,  composed and a?- 
prosed by the Food and Drug Adminis- 
tration in accordance 53th pangnnh (c) 
0: this swtion. h m  Cetermined, in ac- 
cordance mith the  standards set forth ia 
para,lrnpb (d) of thls sectio3, that: 

(i) T ie  p ~ i m a c o ~ c ~ ~ . ~  dose 13 witinin- 
I h i k  set forth in paragraph (b) (2)  

oi t!-k, sectior?: 
(ii) T i e  r-distion dosz is ritinin Lye 

1 b i k  set foiLA in p3r2,wph (5) ( 3 )  of 
C-Li secctioa; 

(iii) The radiation exposure h jus& 
fled by the q u l i t y  of b e  study being 
’udertaken 2nd the  importance of t k e  
ini‘omi:lon it see’s  tb obtain; 

(iv) T n e  study meets the other re- 
q ~ r e z x n b  set forth ia parasmph (d) of 
ti.& sxtion regarding CuaMcatioM of 
the  Lnvtstlgahr. groper licensure for 
f i w d 3 g  radimctive materials, selsklon 
z:? c:x:=’, 3: Z?j$?-C’= yL>:p..k. ”,””;!? 
0: rzdioectivr dings, u& reseaiih 
protocol$essip-, r e p o r a g  of c5verss re- 
ncctons. 226 i.?;)roval by aa sDproprlat2 
Irstituiionzl Revr:eis C o n m i t t e ;  and 

(v) The G S ~  of t h e  radioactix d i i  i 3  
m-zn subjects has t h e  a?proval of t h e  

&&ionctive Drug R e s a r c h  Coinmitree. 
(2) Limit op. gharmnco’agiccl dose. 

The amount of active ingredient or com- 
bhztisn of eciiv. ingredients to bo zd- 
minktsred sh2U bc ’kuorm not to c a u e  
acy clinically detectable pham.zco!ogi- 
cz1 eEect in human beinps. U the same 
. acEve ingedienk (esclusive of t;ie radio- 
nwiide) are t o  be administered s’multa- 
r sous l~ ;  e.g., m d e r  3 “Notice of C1aiz-d 
inyst igat ioni l  Exemption for  s Sew 
Drug” o r  for a thempeutic use In =cord- 
2 ~ c e  Hk.b b b + h g  for a &V zpprovd 
uncier Pzs t  314 of L?s chapter, ths tow 
2z.o-at or zctive i&edients izc!ccU~a 
t h e  rz&onucllde shall be k n o m  not t0 
excesd t h s  dose Einttztions applicable to 
the  se?wate acidnistration of tkt active 
izgrtdi$zts e:cclu&ng the radionuclide. 

(3)  Limit or. radiatiw. dose.. T l ~ e  
m o u n t  of radimctiY2 material to be ad- 
~CCstered  shzll be such that tb-e slraject 
receiv.ss the solall& adla t ion  dose with 
~ b ~ c h  it  is practical to perform the s t u a  
*t??ou: jeosardkinn the beneEb to be 

m o : e  body. active blood-formiza or3an.s. 
R e m  

S!a;!a doze _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  3 

men: _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  5 

Sinsla dose _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  5 

mezt _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  15 

(ii) For 2 research subject under 13 
years 01 age at his last b2thdiy. the 
radiation dose shall not exceed 10 per- 
cent of that set forth in peragnph (b) 
(3) (i) of this section 

(iii) -4.U radioactive rnaterinl b-cluded 
h tpe drug either as essential mater id  
o r  as a signLicant conpminant or im- 
purity shnll bc included Then determin- 
in:: c!e tot31.rzCliation doses axd dose 
comaitnents. Radiation dozes from 
x-ray  p m c e d w s  that are  part of tSe re- 
search study !Le., mould not hzve oc- 
cmted but for t h e  s t d y )  shail elso be 
included T i e  possiblLib of fol iomp 
studies sh$l bs cozsidered for icclilsion 
in.the dose calculations. 

(iv) Nunsrtc21 deanitiJr3 of dose 
sX?all be based on an absorbed fnctioE 
mtthod of rzdiation absorbed dose e l -  
culation. such as &-e system set forth by 
the Medical Internal Radhtion Cose 
committee 0: the Society of Nuclesr 
hIedicine. or the syskern set io& by the 
Btemational Commission on R2.dbloa- =! =-atx-.-“ * 1 *--a. 

(c) A Rndioactivs D n y  Rejearch 
C o e t t e e .  !a or&?: to conj?;7 ~ 7 2  BJY- 
agrzp3 !bf (1) 0: sectlou. sha!! be 
cor-posed, shall imc:ion, n z d  sfiz!! cb- 
tzin and maintain approval of the Fmd 
and Drug AdmA’Iistration in con’ormity 
v-iiih the follomtr?%:. 

(1) i iznbsrshig.  A Radhactioa D r ~ p  
Eesearch C o m i t t e s  shall consist of a t  
l e s t  dve individu?!s. E2ch conmittee 
shall includs the f o I I o ~ i ~ 3  three indi- 
vidu31s: (1) h pivslcian rxondzed as a 
specialist in n u c l a r  medicine, (2) a 
person quatifled by training 2nd experi- 
ence to formulate radioactire drug, and 
(3)  a person d t h  special competence in 
radiation s2f2.0 2nd radiation dosbetr?. 
T h e  remainder of t h e  corn i t tee  shall 
cocsbt of Fndividuab qualltled i?l vari- 
OIU discipliCes psrt inat  to the feld OS 

’ nuclear medicina (e&. . radiolo=. in- 
ternal n%3ch,. c!L?zlcal p z t b I o n ,  
hemeto!o=, endwrinologp, radiation 
therapy, radhtion physics, rrdintfo3 bio- 
physics, heal& phys!ts, 2:d radio- 
p;iarn?acy). Membershig she!l ??a s d -  
cientig dirsrse to primit expert reviem 
of t h e  technlczl and scientSc assgects of 
proposals submitted to th_p committee. 
Tne addition of consultznts in other per- 
tineat meaicd disciplinnss is encouraged.. 

tee shall be el t ier  sssciatcd nit:? E? 
rr,edicnl institutloz opented for care of 

lers of the ere. and gono&: 

A n a U C  aPd to’al do34 C 0 - t -  

0:Der orpns :  

Annurrl aPd tOCa dose C O l 7 l d : -  

A Radlonctiw Dru;. Eleseuch Conmit- 
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~t zz-s i ~ . e  5 prozcsd is appro-;ed ~ h i c h  
' bnroives eLwsr;-e fi3-e: ci mOie th3n 

*q i s z ~ - c h  s~Jfeck. or  of znp rest=& 
kject crla i8 rears  of sge. Me c o z -  
.zee &fl Lzmedlaklg sub&.t to t ke  

zzd  D n g  Admhistration 2 specizl 
s c n z u ~  of i r forx33on &&e f o r s z t  
s h o r n  in L !  pzs,giaph. Contents of 

d:ac?orxe. a e s s  cocZder?thlity is ra- 
qccskd 33 the !zvesZgz?or a d  it Is ade- 
qx&.ly s h o r n  by tf.e kvestigztcr thzt 
*&e iapoI? cozstitutes a trade secret o r  
coz?AS.dcatia3 c o z n x e x h l  M o m t i o n  25 

in 5 G.61 of *;nis chapter. 
( 4 )  Appocal .  Each Raciioactive Drug 

Research C o d c t e e  &all be specLEcallY. 
asptored by t3e  3nreau cf Drugs of the 
Fo& asd A ~ s t r a ~ o n .  APPlb-  
ti:13ri LIZE be n-bxnided to Lye Food md 

A-tratlon. Eureau of D r m ,  
ZTD-150, 5600 F5ners Lane. RccbUe. 
:.ED 2SS52, and s b l l  coo'lain the  rimes 
-z=d t yUcaC02 ls  c: +he z e n b e r s  of *he 
c o z c a i r e .  and a s&&tement that the 
cocxnittee agrees to comply .Nth  the 
requiremats  set forth in thk section. 
Ap?:oval shall be b s e d  upon an assess- 
E s t  of t&e qudi5catiom of the p e a -  
beii of the c o z c d t t e t ,  a a d  the sssur- 
a x s  t2ct all necesary Cel& of emertise 
are corered. Apgroval of e committee 
mzy be ri;ithdraim at a m  W e  for fail- 
ure of &e ccza&ttee to comply *-& aw 
of &ke requjremerz of i?is s&Gaz. 2- 
Drove: of a cor-mittee shall remain 
eY'ecti.;e u n l e s s  aiid uatil t L e  Zq.5 F;i'&- 
6 x 7 s  s - i ~  a3;roi-aL C 2 3 2 g . s  in =-ern- 
% W p  2nd Rpplicaiians for ne-n mem- 

!is shzll be submitted to tile Food and 
2 ; g  A W r i s t i i k n  2s smn as, or be- 
foie, vacancies C C C U ~  on t h e  comnitt?e. 

( 5 )  Moziiorizg. The Food and Drug 
Administration siW3 conduct perlodic 
revizas of approved comrr2ttees. MozG 
toring of the actlvities of the committee 
shall be conducted tliro~gh review of its 
x u x a l  report, through review of minutes 
and  fuU. protocols for certain stuaes, end 
throcgh on-si te inspectfo~s. 

(d)  In nakinp the determihat' Aons re- 
. quked in paragraph (b) (1) cf this sec- 

ti~s 3 Radiation Safety Committee shzll 
consider the follonhig requirements and 
25sL-e that each 1s mct: 

i l l  Badiation ciose t o  sxbjects. To 
m u r e  t3at the  radiation dose to re- 
s a - c h  subjects is as low as practieble 
to perform the sruds and rceet the cri- 
t e r i a  of f 361.2(b) (31 ,  the Radioactiye 
D7.g Resexch Comnlittee shall requixe 
that : 

(i) The invesugatoz proside absorbed 
dose calculations based on biologic dis- 
tribution data  available from p.ab?isned 
literature or from other valid studies. 

(ii) The inresciptor  provide for 8 ~ 1  
acceptable method of radioassay of the 
radioactive drug prior to its use to assure 
thzt  the dose caIc-dzt2ons actually reflect 
t k e  adninistered dose. 

t i i i )  The rad.io&ctive drug chosen for 
t!ie study has that combination of hzlf- 
Life, types of radiatioas, radiation energy, 
metabolism. clieaical properties. etc., 
which results in the lorest  dose to tine 
y h o k  bo@ or  specific OTPODS with which 
A t  S possible to outain the necessniy 
illl'oi-rzation 

C L  =- biibas =>a?& =a y;ezble f D r  pck'fc 

. 

EULES AND REGULATIOKS 

iiv) T ? e  hvestigrr'ar util3e d e q r a t e  
a d  appropriate LNtxine3ta?Ca for t?2e 
detection and r.euurese?lt of &e SIX- 
cP.c d o n u c l i d e .  

(2) PharrnccoIogicaI c'Orc5C. TO l a -  
t e rmhe th3t tbe m o u n t  of active &- 
gredien% to be ndmkistered C o s  not 
esceed ?Be lim.i+atims set forth :n 32m- 
~ a 2 h  f j ) ( 2 j  of *this sectkn. &e mm- 
m i t r e  shall require L!at the investistor 
provite ph3rm%co:o~cal l ose  ca!cuIa- 
tiom b a a  on data zvul?jie f i o s  pub- 
Usbed Literature c r  from o%er vdid 
human studies. 

(3)  Qualifications of incestbators, 
Each investigator shall be c i U W e d  by 
tr&i,o an& experience to coziduct the 
proposed research Studies. 

(4) Lice?se t o  hcrdk ra&oGtive ma- 
teri&-. n e  respoasible bv&dk%bi or- 
Institutions shall. in the case of reactor- 
produced isotopes. be licemed by the 
Nuc!sr P&ztOn Co-ion o r  
Agreement S t a k  to posess ana 1152 t3.e 
s p e c i c  radionuclides for research use o r  
be a listed investigator =der a lxaad li- 
e y e .  0: b the case of non-rezctcr-pro- 
duced isotopes, be Licensed by*ti?er ap- 
pra7riat.e S-tate or local authorities, n3en  
requixd by State or locd lzw, to possw 
and use the sp?cEc radiocucEdes for re- 
searchuse. : 

( 5 )  Humon reseurch szbiecfs. Each Lo- 
vestiotor shall select appropriate human 
j-Gbj*c-6 &-Ti d-22 a>-sA -:-.e cC.nEn"a -----u c: 
such hwaa  beings or  t:ie:r represelltz- 
ti-ej h eccordsce s;it? S 31C.102 of this 
c k g h r .  '30 rerearch subjects shdl be 
at  least IS rears of ege Et?d !egd3 con-  
petent. Ejtceptiolls are permitted only in 
those szciz1 situztions ahen it cu. be 
damor~trzted to tho coimictee that  the 
sfuciy presents 2 tiniqce opaorknity to  
gain information not presgsntly available 
and requires the use of research scbjects 
less t i ia i  16 years of a s  and is without 
signniffcaat risk to the subject. Studies 
involving minors sliall be sugported e t h  
review by qualsed gediatdc comultants 
to the Fadioactive Drug Iiosevch Com- 
mittee. Each fexale ruearch subject of 
child-bearing pokiitial shzU state in 
Kli'Wg that she is not prEg3tmt. or, on 
the b a t s  of e pregnimcs test, k con-' 
Ermed as r o t  p r e m u l t  before -Ehe may 
participate in any stua-. .- 

(6) QuZi ly  of rodiocctiie &up. The 
raciiozctive drug used Lz tlie resezrch 
study shail meet appropdate cliepical. 
phai~iaceutlcnl, radiochedca1, : 2nd 
radioiiuclidic stantiards of identity. 
strengtb cpalitp, 2nd purity es needed 
for scfetp m d  be of such w-iforni and 
reproducib!e qualitp as to give signifi- 
c a n e  to tlie research study conducted. 
Tine Ra6ioxtive Drug Eesewch Commit -  
tee shall deterinhe that raciioactiye ma- 
terizls for parenteral use are pre~ared  
in sterile and pyrogen-free form. 

(7) Research protocol. KO matter how 
small tne amount of radioactivity-. no 
study.invol'ilu,n administration of a ra- 
diosctive drug. 3s defined in 3 31@.3!n) 
0: this cha?ter. to research subjects 
mder  t h i s  section. shall be peraictzd 
unless tile Rcrdioacuive DNZ Research 
Committee concludes. in its juc'ment, 
t2:at sciei1tili.c knowledge and bei!eiit is 
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LkeIy to result from thzt  stcly. X:eic.- 
fore, the protocol shall be based ' J ~ O Z  3 
sound rztionale dedced f r o m  appmar!atp 
anLzxtl -Lies or published Eterahre 
x d  s!!3l! be of ~ound design such t h t  
irLormatios of scientifk s a n e  r . 2 ~  re- 
sult. Tile rad ia t lo~  dose &all be botX 
s d c i e n t  2-d EO g-rezter tkza zecesszry 
e0 obtain Tzlid meascrement. The pro- 
jecled nunber of scbjects &si1 be sum- 
cient brit EO greater than x e c e s s m  for 
the P'J~POS? of the s D ~ d y .  The n u ? ? k r  
of subjects shall also reflect tlie fsct  
that tine study is Intended to obtat? basic 
research infornation referred to In para- 
graph (a) of this sectfon and not fn- 
tended for imediate  rhe.%peutic. 
diagnostic or s i m h r  purposes or to Ce- 
termine the safety a a d  eEectistness of 
the drug ii7 hmans for  such purposes 
(Le.. to carry out a clinical tdal). 

(6) Adcerse recctions. "ne investiga- 
tor sh2U irmediately report to the mdi- 
czctire E x g  Z e e a i c h  Cozxaittea ell 
adverse Gects  associated w i t h  the use 
of the raUoactice drug  in the  research 
study. All adverse reactions probably 3t- 
trfbutable to ' J e  use of the radioactive 
drug ln the research study shall be Lm- 
mediatelj, reported by the PAOactive 
rzrUg Resezrch Committee to *&e Bood 

Committee. m e  Lsrescigator sha.2 03- 
t a h  the ieviem and approvzl of ail 3- 
stitutioa! EZeriek Co&t,ee ziCc:? 
c o x - o m  CQ ihe requiremer?cs c: 45 Cz? 
Part 46. 

(e) TC? rem% of m y  resezrc'n con- 
Cuc*& pursmnt to this section is par: 
of the evdmtion of a h g  pwsuact tu  
6 312.1 of tMs c h a i h x  shall be inckded 
in the subtxhiczis required u C e :  I 312.1 
of tlds c:lzptei. 

(f)  A rzdioactive d m g  preprred. pack- 
aged, distributed, 2-ld prin?mig istended 
f o r  LXS in zccorzmce nith Liz ?=&e- 
menk of tlds sectfon shall be esenp t  
from section 502(f)(l) of tks act and 
SS301.5 a36 201.IC'O (1: this cl:a?:er ii 
the pac+ing, Iabd. and labeiizg are 
fn comphace with Federal. State, and 
!oca Ism regzr&ng radioective nzteriais 
and ii tils label of the  imze6 ince  coii- 
tainer and shielded container, if z n ~ ,  
either sezerzte from or 2s part o f  as? 
label ar.d labelhg required for rzdioac- 
tive mated-& by the Nuclesr P,e=duIatory 
Co-m&sion or by State O i  locd raaiolog- 
ical health authorities besr the icllor- 
in0 : 

(1) T h e  statement "Cautior: Federa! 
law prohibits dispensing Kickout pre- 
scriptiox"; 
. (2) E:? stzlement "To be dniinis- 

tered. in conzliance xith the require- 
nieiits of Federal regulations regnrding 
radioactive drugs for  research use (21 
CFR 361.1)": 

(3) E k e  established name of ti?? dag, 
if any; 

(4 )  T1:e eskblished name ax6 qcE!:- 
titi- of each active P.grecEent; 

(5) The nnne  arid haX-lSe of the r&- 
dIonucIiLe. total Sumti@- of r&iczcdcity 
in tlir drug product's irn.r.edla!c cor.- 
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titiner, acd  amount of radioactivity 
per L i t  v o l u m ~  0; unit m u s  a t  a des- 
lgnated referemad time: . 

(6) Tha route of adminktration. If i t  
k f o r  other than ora1 u e :  

(7) The net quanticy oi coritents: 
(8) An ident ' r f .~g  lot or coctrol num- 

ber from nhlch i t  is possible b deter- 
miix the comp!ete manufacturing his- 

(9) The name and address of the man- 
ufa,-!arer, packer. or distributor; 

(10) The expiiation date. ii aay; 
(111 I f  the drug ls &tended for par- .- 

e n k r l l  use, a stztement as to mhather 
the conknts are  s t d e ;  

(12) If the drug is for other than oral 
we, the natnes of all inactive ingrediens, 
escept that: 

(i) Trace amounts of harnrless sub- 
stances zdded solely for individual prod- 
uct ideatifcation nted not be named. 

(ii) I f  the &ug is intendzd for  par- 
e n t a a l  use, the quantity or proportion of 
all inactive ingredients. excep: that in- 
VeCients added to adjust p H  or to make 
ths -0 botonic m a y  be declared by 
name a r d  a statement of their effect: if 
tha vehick is r a t e r  for Lajection, it nead 
nst be named. Trovided. hoicever, Th3t 
in the case of containers too small or 
otheM5e unable to acco.modate a label 
witii s f l c i e n t  sgace to b.ear all such in- 
formation t h e  information rewired by 
pxzg-rzph U) ( 1 ,  and ii2, of this S ~ C -  
tion may be plzced on the shia:ded con- 
tab?,- on&. 

E,Pactt;'z dc:s. Ths r?g-Aikia shal: 
becone eZecti7;e on JilIy 25. 1975. This 
date k necessary because of the vzrious 
eZeztire dates set forth for specie:: 
c h a n g e  r e k t h g  to the transitimal regu- 
lati03 of radioactive new Grurs from the 
Nudear Regulatory Commission to the 
Food and Drug Administration. and the 
need for t i s  r e m a t i o n  to be in force as 
soon zs possible so that there will bz 
r e g J a b r y  control over the  safety ond 
elIgctiveress of all radioactive drugs. 
(Su. 526. 701(9). 52 Stat. 1C$2-1053, 63 
atnn&d. 1055 (21 U.S.C. 355, 3Sl(a)): the 
Publfc EesZth Serecs  Act fsec. 351, 58 Stat. 
702. M arnendad (42 U.S.C. 262) ) 

Dskd: JuI7 18, 1973. 

p.7 2: :",e p ~ c k a g s  of the e ~ g ;  

k hl. Scwsrrot. . 
Cmmiss;mer of Food and Drugs .  

[??Z Dac.SSf9316 FLkd 7-24-75;3:45 am1 - 
[Docket So. 75N4068l 

F@.DIOXCTIVE BiOLOGlCAL P3ODUCTS 
Re~ssi~ornent of Responsibility 

By thls regulation, the Commissionzr 
of Foxl and Drugs is reassigning resmn- 
siblllty Wthin the Food and Drug Ad- 
midstration for r e m a t i n %  redloactive 
blo!oaczl products from the Bureau of 
Siologics to the  Bureau of Dn:g;. As a 
result of thls reassignmen;. r?.anufac- 
turers of redionctive biolozical products 
nil1 be required to comply ri!h t h e  re- 
qu i remnts  for drugs (including sub- 
mitting nem drug applicotions and pe- 
riodk reports) for such products in lieu 
of the requirements for biolsgical prod- 

RULES AND REGULATIONS 

u c b  (including submitting establishment 
and product license appllcatioas). W 
future correspondence and SusmiSsions 
regcwdhg ndioactive bioloeczl products 
shill be directed ta the Bureau ol D r u n .  
This order becomes effective August 25. 
1975. 

The Division of B!oiogis Standards 
( D B S )  mas transferred from the Na- 
tiorA1 mtitxbs ci %nit& to the PGod 
and Drug Administration (FDA) m d  re- 
n a n d  the Buresu of Biolcgics (notice of 
which nas published Ln the FEDE~UL 
RZGISIE~ of June 29, 1972 (37 F'R 
12865) 1.  As L!e Arst step in eff?cting an 
orderly transfer, the DBS FW appended 
b ' t h e  FDA as a Bureau without anY 
reali&?unent of overlapping or related 
functions that hsd deve!oped between 
DES 3nd FD.2 b s e d  on historical. statu- 
tory, and organizational distinctions. 
* Since the transfer of DBS to FDA. the 
C o ~ i s s i o n e r  hu revieved those activ- 
ities that bhtoricallp have been con- 
ductsd by DBS and the Bureau of B i 3  
logics under section 351 of the Public 
Health Szrvice Act as Tell as those con- 
-ducted by the FDA, principally the Bu- 
rezu of Erugs, under t k e  Federal Food. 
Drug, and Coscetic Act. H$ conc!uCes 
that there is a need for sone  r e l s s i s -  
ment of activitiw reZm2ng raaoxtP<a  
drugs b e h e n  the Bureau of Bioloaics 
and the Bureau of Dm3s to provide uni- 
forFAtg k~ processing znd a focd mint 
for action aithm r=.A ior this caCzgor7 
of products. 

T i e  ijureau of Biolopics currently ex- 
ercises primarp coitrci oi-cr those r3Ga- 
actisa ctvgs mhich contain 9 biologicd 
product in  addition to a radionuclide: 
suck piodi;cb hac* bHtn iubjxct to ii- 
censure under section 331 of tile Pcblic 
Health Service Act. The Bureau of Drugs 
regulates all other rsdioxtive L u g s .  

Rsdiowtive Sio!ogica.! products. how- 
ever, in eddition to being subject to sec- 
tion 331 of the Public Health S,orvi.ce Act. 
a x  also "drugs" znd "new drugs" as 
those terms are defined in section 301 ( g )  
and (p>, respectively. of tha Federal 
Food, Diuq. and Cosmetic Act and =e 
therefore subject to the drug pro7fiolfs 
of the Federal Food, Druq. and Cosmetlc 
Act. inclu'dkg the ne7 d u g  provtsions. 
Exowizing- thls dual jurisdiction o-Jer 
biological prcducts, thP B p a r t n e n t  of 
Health. Education. 2nd Welfare deciqed 
many years ago (prior to the transter of 
DBS to FDA) that  to  narket  a biolsgical 
product a manul'acturer shsuld not be 
required to submlt both a license aggli- 
cation under section 331 ol ;he Tu'dic 
Eealth Sen-lce Act and a new drug ag- 
plicztion under section 505 of the Fedtral 
Food, Drug. and Cosmetic Act. To re- 
quire such dual submissions would have 
resulted in unnecessary duplicnticn ot  
eKort. both by ths manuinct.~-er and by 
the Department. 1mj:ead. to 3Yoid such 
duplication, only liceme app!icl?-tior.s un- 
der section 351 of the Public E e Z I t h  Serb-- 
ice Act ~ o u l d  be r x w k d .  Tix new drug 
r e g ! h t i o ~ s  (21 CFft 310.4) W e i ?  nmend- 
ed to s h t e  that 2 new drug aould not be 
Ceemd subject to the pew d m q  proci- 
sions of the FedxaI Food, Drug. and 
Cometic Act i i  it is a d:.ug licemeit xi 5 

I 

biological product under Lhe Public 
Hecilth Service Act. 
The Comaiisioner now concludes that. 

since ndioactive drugs,  including radio- 
active biologic& products. are drug5 in 
which thz radisnctive componect is of 
primary intcrest. all radioactbe drugs 
should be regulated throuph only onn 
Burem to achieve Unilo- of treat- 
ner t  throiish a single contact point. Tne 
Commissioner fur ther  concludes that the 
B w - u  of Drugs should be responsibIe 
for a11 radioactive drugs because 01 its 
e:dsting organlzationA structure and 
s t a 5 g .  The Bureau of Biologics kiU 
provide the  Buresu of Drugs needed ex- 
pertise with respect to the biological 
component of radioactire biological 
products and wiII  test sII sac~pIes of such 
i5roGucb that 3-E submit*& in support 
of n e v  drug applications. 
As a result of this decision to transfer 

re~spo~ssiSEity for  radioacti-;e biologics 
products from Lie BUTMI: of Blologics to 
tha 2.mau of Drugs. all tutu-e a?plica- 
tions and s u b m h i o r s  for radioactiye 
drugs. inshding radioactist b:olo&al 
products, sha l l  be Ln the  f o m a t  and 
follmr the proc&uei  prescribed ia 21 
C r F  Part 214. For mdioactiye bblogical 
produck. the new drug application pre- 
scribed in 21 C-- 314.1 mill be deemed 
to constitute t11e estzbkhmeat  and 
product licelase r>plicatiors r e q u h d  for 
bioIoacal produck; approvll of the new 
di-2; npallczcion shall be in 2eu of t su-  
i n g  a product and an establishment 
ticax+e. The reciuiremmt to submit new 
arw a p p k i t i o r s  is not  e w t z d  to im- 
post anf hardsi-ip on maiiufacturers of 
rzdiocctive biologic&. T i e  evtdeace re- 
q?iired to ?stzb:i& snfety 2r.d e3ec t ie -  
ness arz essentiaLly the snme ioi botk 
bio!o&xI praducts znd n m  drugs. Tnese 
are fim PCIT hoiding biolsdcal product 
licenses iOi rxlioactive bioloacal prod- 
ucts. and all of 'hem also manuiacture 
other products rqclLWag new diug ap- 
plications. Tnc i n p a c t  on the r2gulated 
mdustm should. therefore. not be s1gn.i- 
Ecant. Tix C o z s k i o n e r  advises that. i! 
w is 'preparing a bfologicd 
product l i ceze  zpplicatiop he  should 
submit it +&thin 30 days in order to hove 
it processed in that form. 

In dc?it-;on. com3Liznce with t h e  pm- 
visions of 31 CF2 Part 314 s.hdI be 
deem?d t.3 cors:itute com2Liance kiih 
thz provisions of Subchapter F. the 
biological product reguldior!, m e s s  the 
Commtsbner r,akes a determination 
that a pxtic?i!zr regulation in Sub- 
chapter F shall be applicable io radio- 
active d n g s  cont&iag a bio1ogiczi.I 
product. Appiicztion of a Slubchapter F 
re;rdl;tion vill 0~17 be E i d e  when the 
Cornnihsionor concludes thzt I t  is neces- 
sary t o  assure t h e  safety or eEZectiveness 
of the ~r3iluci. is cot dupkat i re  of th.5 
rcqliir?menk in Part 314, and 13 to as- 
sure t h e  s?.me &=re$ of rsgriatory con- 
trcil c w r m 2 y  exercised o;?r such ?rad- 
ucts. The  Conmissioner h x  re:-iei~:ed ::?e 
pm~:isio?s cf Sl!S:kp;e? F nsd con- 
c!cti?s a t  thii  t h e  thzt r'ne provisio.m 
0: 5 6!0.3 F,equ?SiS f u r  sm:aies 326 pro- 
tocols: oE;i?.! r~ lease  skC rema!? m- 
p:iczjk io r i d i o s c t i x  di- ,~;~  co!:taixi~g 

FfDIBA? 



RULES AN3 RECULATICNS 

3 b:olo,"ical tzodmt.  ApprOpI'i2k 
~ b 3 ~ g e s  h;lve been made to thk secC:i~:~ 
10 tbot &e Dfrectcr of the BU- 

R~ of ~ ~ g s  n u y  use section :or 
y o x e < e  &-;ps c o n t z k L i  a b!obgi:Zl 

. s & ~ c t  when it is deemxi  aecesjsr9 :or 
&e szfety. pL-ity. or wlencp  oi L\e 
product. 
To ezect ~ ? e  trs!sfer c: respoiuibdik. 

nmendmants rcUi be made in 21 CITL 
Oar% 910, 312. 314, 630, 601, zrid 610. Iu 
P-rt  310, S 5'0.4 prc:i.ces the esernpticn. 
previous:p dbcus td .  that a licensed 
Siolagical proluct ~ e e d  c o t  ais0 be sub- 
ject to aa apprsved r e w  drW3 apPU- 
cction; that section is amended to es- 
clude . radioactive oiolo@cal products 
I~OQ this exexption. In Part 312. 
g312.l(g) crrrrendy provides that a 
"Xotice of CAairAed Investigational Zx- 
emption for  a Sew Drug" (ETD) for 3 
b:olog:cal product be submitted to the 
Eurezu of  Biologics: tlds section is 
a e c d - d  to proede kit aa CUD :or 
a M o a c t i r e  b:oloaicd product be sub- 
nittgd to '*he Blpezu of Drugs. In Part 
31% D3?4110(a3 (7) Drov'.des that a new 
Lrug application v?iil be refused for 
Elin:: Lf t5e drug is subject to UcensiOg 
=der the RSl ic  Health Se-xice Act; this 
section is urecded to perxsit siing of a 
new drug ap;lCcanon for  a ralioacdve 
bloiogkal p:o<uct. Part 630 Fs amended 
'a 0 650.3 to lsclude a definition 02 s 

y c l : r : ; . c +  ,"rvpc*, TX,L? *s 
de&& as a bioIogicsl product kbe!ed 
Y.%A a racEos?r:Xrle or 3 bia!o,*i& prod- 
uc: htezded soleiy to k iztteled miL& E 
rzdiozuciias (ELCerchs= ?n this Lvxs 

the Z%E& iLrczsi;za, the Cor&ufs- 
ner is %suing a fizd re,guIztfon on 

,Ldiozctiie L i s  z h i c h  trc:uCes 8 e&- 
W s  deikit!on cross-rete-rences &the sev 
de-3Con in Pyt 600.) In Part, 601,  
5 601.2 currclciy o u t k e ~  the procrdLzes 
-for 5 J b g  applications for  e s A & b ~ e n t  
mc! product l i m e s  or  biologcs; 
sectton fs amended to provide that ndio- 
utice bio:o,ld products shall ke 
covezed by new d n g  eppEcaCans and 
n o t  by biolojlcal prodcct Ececses. Part 
610 ls amended as discussed above. 

These c b n g e s  ere prospective in 
naturp, Zv21-y biological product U- 
censec! prior to JQ 1, 1972, is current& 
unlet revlew :or szffaty. eCecttveness. 
and approprkte Izbpzding. BS descri'oed k 
21 CFR 601.25. Tna product Jlceose for 
s c h  a rrLioxtive b:ologfcal product. 
Wgetker r;lth p o r t i o v  of the e s t a b i h -  
n e s t  Bcease rdevznt  to *&e requlre- 
m e r t s  for a new d r ~ a  application. nom 
corst.!F~t-s en spprosed new drug 2p. 
plica2on under section 505 of the Fed- 
eral Fmd. Drug, a d  Cos=netic Act. A m  
such products, even t kough  new saject 
t~ Eew &IS spp~cat!ons. RLIl r w 5 p  
sujject to the blo!ogicA product redew, 
because they Fiere licensed gs blologia  
products before JuIy 1.1972. Those prod- 
ucts ~ X c h  are found to * unsafe. or 
LaebezUstlre, or =~L~bm<ed  FIU be- sub- 
ject to regula'az s c t i o n  ThJse ahWi 
%-e detern?ned to be safe. ePectire aiid 

>t &branded play convdue b be 
u k e t e d ;  tn sddiZon, me cozCiZo2ls 

=der whkh LC identicel, sLmiIar or  re- 

S2rn oi " r % i k r a ~ t i ~ z  drug" in P L ~  3iO; 

IO32850 

laled prod-juct mz:? be intl-odcced to Cie 
.,.ad- _. .&e t  (Le., fuil. nevi &ug Wp2ca:ion. 
abbreviJted ne= drug s~pifcstior!, or 
other conditions) will be cemmined at 

iie\y a r ~ g  app1i;ztion does !lo: hsve 
to be submitted fo r  a i y  r3dioac:ive bi- 
o:oqicaI product licerzced after July 1, 
19i3. osd before the effective late of this 
oreer. =.e product liceilse for  sich a 21- 
dioactive biolcgical product. together 
55th poctiors of t he  estzbliZkmert Kcellse 
relevant to the requirerre?ts for a cew 
&rug application, no3 constitGes an PP- 
proved new &rug zpplicaffon under sec- 
tion 505 of the Federal Food. DruZ and 
Cosnetic Act. 

Any r~diozctive b!oIogica! product for 
which a l icese  appiication is pending on 
the  effective date of this order wi l l  be 
processed and approved o r  Usapprored - 
3s subdt ted.  Again. ng new c!m,a aP- 
pEcatJon need be ssbni t ted for these 
prcducts. ii t i e  p r o d u t  ts lo -zd  2c- 
cep'bble fcr Iiceanrre, it fl be apgmved 
as 2 new drug application in lieu of is- 
suasce of a product liceose. 

,rutwe w g e s  in aU amroved miio- 
active biological prodccts mll be subject 
to supp!emental new drug apsllcellov 
( 2 1  CFR 314.2) ratbe: than zmen2aents 
to the licersp. Likeme.  zll rzdloactice 
biological prcdccLs are subject to L.?e 
records and resorts reciakeinenb of 21 
m. 3'10.?@0 aftez t5.e eZrrtiw dztc of 
this section. 

 very c c e ? t  "Pu'otice of G h e d  fn- 
FestigaaConal Exemption Io: B SET Wg" 
for 2 ndiozctivt! b!olog',c3i procilc~ mll 
be L--%ferred to t??e S u e a u  of m g s .  
Piny z m e n h e n t s  of or s u p a i a e c t s  'p 
erg such notice. and zii progress r e p o m  
iegzrdhp suck notice, ski5 be Zed  fn 
the futixe d;ith the Bureau ol Drugs. .- nem "Xotice of Cbkzed incestfga- 
tional Exemption for a New D r W  for e. 
radiozctive biological prodnct S P A  be  
sabzdt'kd cLrec*,ly to the Bmeau of 
DNiS. 
For aLl radioxtire bfoIogh2.d pxoduck, 

BcIudbg m y  subject to pen&% ep- 
plication for Ecensme on the ezective 
date of t u  order, 83 correspondence, 
"Notices of C l a k e d  ~ ~ e s t i p 2 t l o n a I  Ek- 
emptia for a Ne7 Drugs," D.d cri&nl 
a d  supplfznental new LrGg applicat:om 
shall Ea subaitted to tila Mvifon 0: 
Onwloay and P&!o~hzrnzceut!cal 
DAug Products ( H F I M S O ) ,  B ~ e z u  of 
m s ,  Fuod end Drug AdmWstration, 
5600 Fishers Iane,  Rockvillc, XD 20852. 
All samples of radioactive biolodtcal 
products sxbmitted in suppcS of a Eem 
drug app:ication shzil, Khen rociSed trp 
the Bureau 0: Drug?., be seslt &r=%i to 
the Bureau of Bio:odcs, Food ar.d Drug 
Ac!mhktntion. Bldg. 29A, 8EN Rock- 
rille Pike, Bethesdz. MD 20014. 

The ComPLssioner notes the 12- 
b e k g  sizndzrds u?der  P3rt 610,. Sub- 
par: G. C: Subc!!zpter F no Longer 
apply to ndloactive bio:og!cl-I products: 
insteead, the requ!remenk of 21 (SFR 
pzrt 2C1 of S u k h s p t e r  C rill bz ZP- 
plfcabIe. In particufar. thLs 2~531;s 2 - t  
the  manuracturer's l!cense ndiic5ez ap- 
pe-d ig  on ths con'kbei ord pxtzge 
labels (21 cr?. 610.60(s) (2) a d  610.61 
(b) 1 ki no longer reqdrecl To p e d t  an 

&I.,* 
I r . r *  "4 
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PART 31.?--i?iEW DEIJG APPLICATIONS 
3. In 9 314.110 by revising pii.r?.grap:? 

Reason3 for refi;,iil; to file 
(3) (’7) to r s d  u follom: 
5 314.110 

applications. 
(a) * * * 
(7) ?*?e x w ;  drug is a d r w ,  other 

than a rai?imctive biologic31 prd.cI.L1ct (W 
&gin& in 3 606.3(tt) G: :?.?is ck$kr! 
iztended for h;;i2n L L S ~ ,  subject t o  li- 
c i - a i ~ g  w d e r  tine Public IiealYn S e ~ r i c e  
Act of July 1, 1584 (5s Sht. 632, 0.5 
amertdd (42 U.S.C. 2 0 1  et sq.) ) .  

f a t # 

? A X ’  5 0 0 4 E I ’ I E R A L  PRCJYISiOflS 
4. In 2 500.3 by adding R ne3 p a n -  

gizpb ( e 9  to read ?.s fol!ov;s: 
Q 609.3 Defini:ions. 

a I I I 

fee) “Radioactive biological product” 
mmns a bidogical product vhich is 
labelxl vith a r?aiionuc!i?e or Intmded 

to  be labz!ed xiti a radionuczdc. 
- ,  

PART 501-11 CENSING 
5. In 5 501.2 by redesi,gW3ttng the P i e -  

ent t e x t  s psragmph (a) Genera2 and 
adding the ecd :: nw; sentencr ar,d b 7  
adding a new paragraph (b) . As revistd, 
3 601.2 rexds 2 s  fo1lor;s: 

5 601.2 Applications for es~abliJln~enl 
and product licerije=; procedures for 
.filing. 

(a) Gemrcl.  To obtain a Ucense for 
m y  esbablirjhzent or product, the manu- 
f?ctL-er s h a  malie applicztion !to ti13 
Dira3tA)r. 3ure3u oi Eioloz4cs, OD form3 
p i ~ s c d ~ k d  for such j~~-ixx+, 2nd Lr? tho 

cease, sha2!1 submit dab. cleri~ecl fro= 
~ 3 . ~ 8  01 83. agpE~~t!on fGi 8 P D ~ E ~  l!- 



RADIOACTIVE D2UGS, INCLUDlNG 
ZlOLOGlCAL PROCUCTS 

Nc:ice :o Nuclear Pharrrracies Regarling 
the Development of Proposed Regla- 
tions and Interim Enforcement Policy 
TI& notice states the interim enforce- 

r.ent po l ic~  of the Conm2ssioner of F& 
aad Exgs regarcihg nuclezr phmac ies  
until de3nltire r e g u h t l o ~ s  o n  this m3tter 
are issded by Lle Food and Drug Admin- 
ktratioa. Under tr ie cor,&t!ons set forth 
t? this notice, the Bgency will oot  t&e 
regulatory actioc for the failure ~f z 
nuclear g h m a c y  to cornsly Ki th  the re- 
qrrtrements of the Fede.4 F k d ,  Diug, 
ecd Cosxietic Act  0; Lie Public Hezl’h 
S e n k e  Act, esceplt w h e r e  such rerda- 
tory acEon is recesszri- to sa.ie,-uard the 
public hedclth. 

ElseFhere Ln W issue @f the FZDERAL 
REGISYE% the C o W s i o c e i  is l s s u g  a 
final regulation k e t i n g  the exeiw- 
t ion from ne3  driig requireneck for 
ndioactive drugs, Fucludki radioactive 
biological proc!iick. Ps a res-dt, ~ 2 3 2 ~ -  
factmen sr.d &trii iutcs of these prod- 
uc’s must conp:y Ti+*- the requi-ezlents 
0: t h e  Federzl Focd, Crug, and Cosnel;’.~ 
Act and the Pllbiic XedLil Service Act, 
and. the  i e w t i o s  Cterewdei, inclird- 

registin%ion, d ~ g  lis*iiTlg, cor,pliance 

’.. +s, marketing 1 ~ x i e r  ~ t ?  gjproved new 
.g zppiicstion 07 biological prcduct li- 

.=e, res,e-arc!i unCe-. the reguiremel’,ts 
io i  investigational -3~tligs. a26 13!1e~Xng 
e d  zdvertisbg reylireinents. In C O X -  
m e n t l ~ g  o n  the gropasel published in the 
FBDEUL EEGISTZR of JG.F 29, 1974 (39 
233 27538). Fhkh piececfed t h i s  f ind  reg- 
ulztion, several persons ins-airec? 2b3ut 
t h e  lezal oblizatixs of “nuclear phzrma- 
cia’’ under the Federal Focd, Drug, end 
Ccsznetic Act and. the Publlc Xezl’;? 
Serj‘,ce fict upon *.e efiecttve date of 

. tae final re,nulai!o;l. eiseciaily i i i o f z i  
as these “nuc!ezr phaimzcies” mzy be 
deen;ed to be rnzn~=iectW3g o r  dkk2b- 
uting these probuck o-Lh.er thvl  is pzrS 
of , the con?oundhg 2nd d!spensba of 
d x g s  in f i e  crcinarp pract.ice of 
phaimacy. 

‘SicQ CLrl-ent g0Oa Zi2Z~1’&3Chliklg PTZC- 

! 

-. 
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MEMORANDUM 

-_ .- Talk with Mr. Melvin Koons R e  Human S t u d i e s i t t Q P  

1. 

2 .  Change Richmond to Postma, 

Now I need to retype and Dr., Lushbaugh w i l l  take to Postma to s i g n ,  

"Legally". Johnson i s  responsible for  ORAU, and D r ,  Postmas for ORNL, 

Re-do assurance to say "these" instead o f  'Jt€&s!'a Last "th.is" i s  OK, 



/ '  . .., . ... , 

/ 

NATIONAL Ir:STITUTES OF HEALTH 
BETHESDA. M A H Y L A N D  20014 

July 2 5 ,  1975 

TO : Grante.. and Research O f f i c e r s  

Thiz i s  i n  regay 
on f i l e  wi th  t h e  
t h e  Fro tec t iGn c 

On t h e  basis o f  
1975 r e q u e s t ,  it 
update  would be 

The o v e r z l l  need 

P a r t  116, which E 
i s  very l i k e l y  t 
b e f o r e  t h e  ?:arc1 
regard, it woulC 
i n  our Fzy 22, 1 

_ _  ( accord  wi t ? ,  t h e  
. - 

I n  any event  , pl. 

f o r  P r o t e c t i o n  from Eesezrch R i s k s ,  
A' t h e  D i r e c t o r ,  B I H ,  D E W  

1975 Request f o r  Revised General Assurance 
5 ol T i t l e  45)  

t3 t h e  t a s k  of  updat ing  p u r  Gxesa l  RssLrZrice c u r r e n t l y  

hurnan sdc , jec ts  i n  r e sea rch .  
Department of  Heal th ,  Educat icn,  and Kclfare r e l a t i n g  t o  

:le r e v i s e d  s t a t emen t s  r ece ived  i n  response t o  our May 22, 
appears  t h a t  f u r t h e r  c l a r i f i c a t i o n  as t~ t h e  xiatwe o f  t h i s  
e l -pful .  

i s  f o r  a conple- tz ly  new doc-ment r ev i sed  so as t o  be i.s 
,ew changes i n  T i t l e  45  ~f t h e  Code o f  Federal  R e g u k t i o n s ,  
.e smnarizec? i n  t h e  ~::e-ch 13, 1975 F&.crzl "nzqister. It 
at t h e  agreement on r eco rd  f o r  your i n s - i i t u t i o n  was nego t i a t ed  
p u b l i c a t i o n  and t h a t  SG!X m e n h e r ? t s  a r e  i n  o r d e r .  I n  t h i s  
be h e l p f u l  t o  r e f e r  t o  s p e c i f i c  are85 of  chenge de l inea ted  
3'5 communication. > 

3ase submit an  e n t i r e l y  new o v e r a l l  package r e f l e c t i n g  whatever 
chenges are nece-;sary i n  eech o f  t h e  coDponents t o  e f f e c t  a. more accu ra t e  s t a t e  
o f  compliance. 
f o r  r e c o n s t r u c t i  ' g  an  updated document. 

To r e i t e r h t e ,  t h e  resu'cmit+,al should inc lude  t h e  conponents: (1) i n s t i t u t i o n a l  6k-  
assurance  of cor,l>liance stu3ement; ( 2 )  imgJenentat ion and c e r t i f i c a t i o n  procedure 
invo lv ing  instit-i-cicn8.1 review board ( s e e  e s p e c i a l l y  p r a g r a o h  (b) o f  s e c t i o n  
46.6) ;  ( 3 )  currerit  l i s t  of I n s t i t u t i o n a l  Reviev Board nembers by academic degree ,  >,, 
c e r t i f i c a t i c n s ,  2nd r e l a t i o n s h i p  t o  your  i n s t i t u t i o n ;  (4) b r i e f  i n d i c a t i o n  Of 
e x i s t i n g  OF i n s t r t u t i o n a l  codes t o  be used as e t h i c a l  guides i n  conducting 
r e s e a r c h ;  ( 5 )  o p t i o n a l  addendum f o r  i nc lud ing  sam?le forms (inTormed consent 
End process ing  f a rms) .  

I-leference t o  you- current;  agreenec t  w i l l  p rovide  a good base 

. 

We t r u s t  t h s t  t h l s  important  i n t e r i m  t a s k  w i l l  no t  present  an undue burden on 
the  staff of your i n s t i t u t i o n .  
u s  know (301) k96-7005. If you have already submit ted m a t e r i a l s ,  t h i s  o f f i c e  
w i l l  be i n  f u r t h e r  communication w i t h  you. 

If we can be  o f  h e l p  along t h e  way,  p l e a s e  l e t  

/ 

I Assurance Management Desk 
O f f i c e  f o r  P ro tec t ion  
from Research Risks 
O f f i c e  of t h e  Di rec to r  

- 1 0 3 2 8 5 4  . .  



O a k  Ridge Associated Univers i t ies  
I n  corpora t e c i  

P .O.  Box 117 - O a k  Ridge,  Tennessee 37830 

Telephone 615 483-8411 

Ju ly  31, 1975 

D r .  D. T. Chalkley 
Director,  Off ice  f o r  Protect ion 

from Research Risks 
Office of the Director 
National I n s t i t u t e s  of Health 
Bethesda, Maryland 20014 

Dear D r .  Chalkley: 

Enclosed is  our revised "Assurance of Compliance," and an 
up-to-date l i s t i n g  of our Committee on Human Studies w i t h  
biographical data,  as requested i n  your memo of May 22. 

I f  there  is  any fur ther  information tha t  you need, please 
l e t  us know. 

Sincerely yours, 

CCL:fb 

Enc . 

C. C. Lushbaugh, M.D. 
Acting Chairman, Medical 

and Health Sciences Division . 

i 
i '.. 

1 0 3 2 8 5 5  
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O a k  Ridge Associated: Universit ies c : 

’ ,  
I ncorpornted 

P.O. Box 117 - O a k  Ridge ,  Tennessee 37830 

Telephone 615 483-8411 

ASSURANCE OF COMPLIANCE WITH DHEW REGULATIONS ON PROTECTION OF HLTMAN SUBJECTS 

1. 
w i l l  comply wi th  t h e  Department of Health, Education, and Welfare r e g u l a t i o n s  on 
Pro tec t ion  of Human Subjects (45 CE’R 46 as amended), accordingly: 

Oak Ridge Associated Universities and Ho l i f i e ld  (Oak Ridge) National Laboratory 

2. 
Board competent t o  review p r o j e c t s  and activities that involve human sub jec t s .  
The Board s h a l l  determine f o r  each a c t i v i t y  as planned and conducted whether 
sub jec t s  w i l l  b e  placed a t  r i s k  and i f  r i s k  is involved, whether: 

These I n s t i t u t i o n s  have e s t ab l i shed  and w i l l  maintain a n  I n s t i t u t i o n a l  Rev iew 

The risks t o  t h e  sub jec t  are so outweighed by t h e  sum of t h e  b e n e f i t  
t o  t h e  sub jec t  and t h e  importance of t h e  knowledge t o  be gained as t o  
warrant a dec is ion  t o  a l low t h e  s u b j e c t  t o  accept these r i s k s ;  

The r i g h t s  and we l fa re  of any s u b j e c t s  w i l l  be adequately p ro tec t ed ;  

Legally e f f e c t i v e  informed consent w i l l  be  obtained by adequate and 
appropr ia te  methods i n  accordance w i t h  t h e  provis ion  of t h e  r egu la t ion ;  

The conduct of t h e  a c t i v i t y  w i l l  b e  reviewed a t  timely i n t e r v a l s .  

3. 
and i n  a manner t o  ensure t h e  exercise of independent judgment of t h e  members. 
Members will b e  excluded from review of p r o j e c t s  o r  activities i n  which they have 
a n  active r o l e  o r  c o n f l i c t  of interest. 

These I n s t i t u t i o n s  w i l l  provide f o r  Board reviews t o  be conducted wi th  o b j e c t i v i t y  

4. 
t h e  Board and t h e  a c t i v i t y  d i r e c t o r  as a means of . sa feguard ing  t h e  r i g h t s  and wel fare  
of t h e  sub jec t s .  

These I n s t i t u t i o n s  w i l l  encourage continuing cons t ruc t ive  communication between 

5. 
requi red  f o r  sub jec t s  who may s u f f e r  phys ica l ,  psychological, o r  o t h e r  i n j u r y  as a 
r e s u l t  of p a r t i c i p a t i o n  i n  an a c t i v i t y .  

These I n s t i t u t i o n s  w i l l  have a v a i l a b l e  t h e  f a c i l i t i e s  and p ro fes s iona l  a t t e n t i o n  

6. These I n s t i t u t i o n s  acknowledge t h a t  they w i l l  bear  f u l l  r e s p o n s i b i l i t y  f o r  t h e  
proper performance of all work and services including the use  of human s u b j e c t s  
under any g ran t  o r  con t r ac t  covered by these  assurances, including continuing com- 
p l i ance  wi th  p e r t i n e n t  s ta te  o r  l o c a l  l a w s ,  p a r t i c u l a r l y  those  concerned wi th  
informed consent. 



, 
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7 .  
of the Board's review of applications and activities, of documentation of 
informed consent, and of other documentation that may pertain to the 
selection, participation, and protection of subjects and to the review 
of circumstances that adversely affect the rights or welfare of individual 
sub j ects . 

These Institutions will maintain appropriate and informative records 

8. 
appropriate administrative overview that their practices and procedures 
designed for the protection of the rights and welfare of human subjects 
are being effectively applied and are consistent with the regulation and 
with the implementation of this assurance as accepted by the Department of 
Health, Education, and Welfare. , 

These Institutions will at least annually reassure themselves through .: 

9. 
Universities and the Holifield (Oak Ridge) National Laboratory. Components 
not named will be requested to submit separate assurances when applying for 
support of activities to which 45 CFR 46 applies. 

This general assurance of compliance applies to the Oak Ridge Associated 

OAK RIDGE ASSOCIATED UNIVERSITIES 
n (2 &.p&&gJ.&f7 

(signatufe of ag'khorized official) 

HOLIFIELD (OAK RIDGE) NATIONAL 
LABQRATORY 

Philip L. Johnson Heman Postma 
(name- typ ewri t ten) (name-typewritten) 

Executive Director Director 
(tit led) (titled) 

dUL 3 11975 
(date) (date) 

483-8411, Ext. 201 483-8611, Ext. 3-6611 
(telephone number) (telephone number) 

1 0 3 2 8 5 1  



ADDEFTDUM I 

EXAMPLE 

INSTITUTIONAL ASSURANCE OF COPiPLIANCE 

This i s  an EXAMPLE, not a form. 
o f  Compl iance on your insti t irt ion’s Zetterhsad m t h  the origina2 s i q m t u r e  
of authorized ofPLcia2. 
O D ,  National In s t i t u t e s  o f  Health, Bethesda, Maryland 20014. Note: I t  i s  
required tha t  documentation of Assurance Implementation prescribing insti tu- 
t ional practices and procedures for  protection o f  human subjects accompany 
this Assurance of Compliance. 

PLEASE prepare the Ins t i tu t iona l  Assurance 

Mail t o  Office f o r  Protection from Research Risks, 

(PLEASE USE INSTITUTIONAL LETTERHEAD) 

ASSURANCE OF COMPLIANCE WITH DHEW REGULATIONS ON PROTECTION OF HUMAN SUBJECTS 

1. The (fuzz nume of Ins t i t 3 t ion )  will comply w i t h  the Department o f  
Health, Education, and We1 fa re  regulations on Protection of Human 
Subjects (45 CFR 46 as amended”), accordingly: 

2. T h i s  i n s t i t u t ion  has established and  will maintain an Ins t i t u t iona l  
.Review h a r d  competent t o  r w i  ew projects and  a c t i v i t i e s  t ha t  i nvol ve 
human subjects.  The Board shall  determine for each ac t iv i ty  a s  p’lanned 
and conducted whether subjects will  be placed a t  risk and i f  risk i s  
invol ved, whether: 

. The r i sk s  t o  the subject are so outweighe8 by  the swn 
of the bene f i t  t o  the subject and the importance of the  
knowledge t o  be goined as t o  warrant a decis ion’to allow 
the subject t o  accepb thzse r i sks ;  

The r*ights and welfaoe o f  any such subjects w i t 2  be 
udequateZy protected; 

LeguZ Zy e f f e c t i v e  informed consent wi 2 I be obtained b y  
adequate and appropriate methods i n  accorduncz with the  
provision of the regulation; 

The conduct of the ac t i v i t y  w i l l  be reviewed at timely 
interva 2s. 

3. 
objec t iv i ty  and i n  a manner t o  ensure the exerc.ise of independent 
judgment of the members. Members will be excluded from review of 
projects  o r  a c t i v i t i e s  i n  which they have an ac t ive  role  o r  conflict  
of i n t e r e s t  . 

T h i s  Ins t i tu t ion  will  provide fo r  Board reviews t o  b e  conducted w i t h  

*Pur t  46 o f  T i t l e  65 of  the Cod2 of Tadera2 Reculations, as amended - copies 
avai lable  on request from t h e f f i c e  fo r  Protection from Research Risks, O D ,  
NIH, Bethesda, Md. 20014. 
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Page 2 (General) 

4. T h i s  Inst ibut ion will  encour 2 ca 

1 
1 

constructive communication 
between the Board and the ac t iv i ty  d i rec tor  as a means of safeguarding ! 

i t h 2  rights and welfare of the subjects .  
I ! 

t i  n u i  n 

5. 
a t ten t ion  required fo r  subjects who may suf fer  physical, psychological, 
o r  o ther  injury as  a r e su l t  of par t ic ipat ion i n  an ac t iv i ty .  

6. T h i s  Ins t i tu t ion  acknowledges t h a t  i t  will bear full  respons ib i l i ty  
for the proper performance o f  a l l  work and services including the use 
of human subjects under any grant or  contract  covered by t h i s  assurance,'. 
i n c l u d i n g  c o n t i n u i n g  compliance w i t h  pertinent s t a t e  o r  local laws, 
par t icu lar ly  those concerned w i t h  informed consent. 

7. T h i s  Ins t i tu t ion  will maintain appropriate and informative records 
of the Board's review of applications and a c t i v i t i e s ,  of documentation 
of informed consent, and o f  other documentation t h a t  may pertain t o  the 
selection, par t ic ipat ion,  and  protection o f  subjects and t o  the review 
of circumstances t h a t  adversely a f f e c t  the  rights o r  welfare o f  
i n d i v i d u a l  subjects. 

T h i s  Ins t i tu t ion  wil l  have avai lable  the f a c i l i t i e s  and professional 

. -  

8. T h i s  Ins t i tu t ion  wf l l  a t  l e a s t  annually reassure i t s e l f  through 
.appropriate administrative overview t h a t  i t s  pract ices  and procedures 
designed fo r  the protection o f  the r igh t s  and welfare of huzan subjects  
are be ing  effect ively applied and a re  consistent w i t h  the regulation 
and w i t h  the implementation of  this assurance as accepted by the  
Department of Health, Education, and Welfare. 

9. T h i s  general assurance of compliance applies t o  The CfuZZ name of 
the ins t i tu t ion  as used ir, a v d y i n g  for grants and contracts and the  
names of at2 components which have the authority to independently 
d ~ n i s t e r  grants ard contracts arrd m e  covered under t h i s  assurance). 
Components n o t  named will  b e  requested to  s u b m i t  separate assurances 
when applying fo r  support o f  a c t i v i t i e s  t o  which 45 CFR 46 a p p l i e s .  

(signature. of authorized o f f ic ia2)  

IO32854 

(name- t y  pewri t t en) 

( t i t l e d )  

(date) 

i 
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DEPARTMENT OF HEALTH. EDUCATION, A N D  WELFARE % . -  ..,.ypg I 

PUBLIC HEALTH SERVICE 
I 

NATIONAL INSTITUTES O F  HEALTH \ *?s: , -. 
. .-;+ 
. .  BETHESDA. MARYLAND 2W14 

October 7 ,  1975 General Assurance 
#G17 16  

C. C. Lushbaugh, M.D. 
Acting Chairman, Medical 

Oak Ridge Associated University 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Dear Dr. Lushbaugh: 

Thanks f o r  your new assurance of compliance and l i s t  of  board members 
f o r  human subjects  of J u l y  31, 1975. Since you did not  include a new 
set  of guidelines nor mention any amendments I assume t h a t  the guide l ines  
of  January 1972 s t i l l  stand. Therefore, I have reviewed those guidel ines  
(copy enclosed) and f ind  tha t  they do not  quite s a t i s f y  present regulht ions.  
Enclosed i s  an out l ine  and checkl i s t  with my comments which shoula be 
helpful .  

Emergent problems should be reported t o  the board promptly and n o t  on ly  
a t  the annual February meeting. 
are probably needed anyway. 

and Health Sciences Division .: 

I 

Regular meetings more o f t en  than annually 

As your board now stands I w i l l  have t o  prohibi t  review and approval of 
behavioral sciences projects .  
a couple -. of  psychologists to  your board. 

Please consider the f ac to r s  above and those noted on my ou t l ine  and submit 
a revised s e t  of guidel ines ,  

I f  you an t i c ipa t e  such projects  please add 

I . 
Call m e  on 301-496-7005 i f  you have questions. 

Roy Kinard,l D.V.M. 
Office f o r  Protect ion 
from Research Risks 
Office of the Director 

Enclosures 

1 0 3 2 8 8 0  
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

PUBLIC HEALTH SERVICE --. NATIONAL INSTITUTES OF HEALTH 

BETHESDA. MARYLAND 20014 

August S,J975 General Assurance 

T L 

C. C. Lushbaugh, M. D. 
Acting Chairinan, Medical 
and Eiealth Sciences Division 
Oak Ridge Associated Universities hc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

The revised statement of assurance submitted in response to our 

May 22, 1975 request relating to the above referenced General 

Assurance number has been received and is being processed for 

review . 
You W i l l  be advised of the results of this review or perceived 

need for additional information shortly. 

Assurance Management Desk 
.Office for Protection 
from Research Risks 
Office of the Director, NIH 
Westwood Building, Room 303 
Bethesda, Maryland 20014. 

. . -  . '_ . : . .,+ . . .  . 
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11 Medical Staff 

medicolegal review 

by Cregg Orwoll, J.D. 

INFORMED CONSENT: A REINCARNATION? 

That old bugaboo, the so-called "lack of informed consent claim" i s  
raising i t s  head again with increasing frequency. This type of claim 
gained popularity in  the early 1960s fol lowing the much celebrated 
Natanson v. Kline' and Mitchell v.  Robinson2 decisions in  Kansas and 
Missouri, respectively. Both were decided in 1960 (interestingly, 
within two days of one another). For several years, it appeared that 
every plaintiff's malpractice lawyer in the country had found a 
miracle drug to cure many otherwise questionable malpractice 
claims. These lawyers believed, or at least hoped, that here was a way, 
in addition to  the doctrine of res ipsa loquitur, t o  "get to the jury" 
without bringing forth creditable medical expert testimony to  satisfy 
that legal requirement in malpractice cases. 

The battle lines were drawn. In state after state efforts were made 
to obtain decisions that would permit such claims to go to  the jury 
merely on the plaintiffs unsupported claim that he was not warned 
o f  the hazards or informed of possible alternative procedures 
available to  him. To the credit of the appellate courts, and much to  
the relief of physicians throughout the country, in case after case 

Cregg Orwoll, J.D., i s  general counsel, Mayo Clinic, Rochester, MN. This material i s  not 
intended to be legal advice and should not be used to resolve legal problems. 
For legal advice, a hospital should consult i t s  attorney. 
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decision: all risks potentially affecting the decisions r-nuut-be 
unmasked. And to safeguard the patient’s interest in achieving his 
own determination on treatment, the law must itself set the standard 
for adequate disclosure. . . . In broad outline, we agree that ’[a] 
risk i s  thus material when a reasonable person, in what the physician 
knows or should know to be the patient’s position, would be likely 
to attach significance to the risk or cluster of risks in deciding whether 
or not to forego the proposed therapy.’. . . The factors contributing 
significance to the dangerousness of a medical technique are, of 
course, the incidence of injury and the degree of the harm 
threatened. . . . there is  ~ ~ o b ~ i g a t i o ~ ~ t o ~ ~ m , m ~ u n ~ _ c _ a f e  those of which 
pe rs 0 n s bf.ave ragcLc! ph.Lsticat{on are-aw?~e.Eve_n m 0 re r 1 Y , t h e 
p-bears r,o responsibiiity io; discdsjion . _ _  _ _  cii ., hazards _ _  .. .... t i ie patient -- 

h m $ - d i < c o v e r e d ,  , __.-- or those.having no apparent materiality to 
patients’ decision . on therapy. - . . . 
T c e x c e p t i o n s  to the general rule of disclosure have been noted 

by the courts.. . . The first comes into play when the patient is 
unconscious or otherwise incapable of consenting, and harm from a 
failure to treat is imminent and outweighs any harm threatened by 
the proposed treatment.. . . The second exception obtains when 
risk-disclosure poses such a threat of detriment to the patient as to 
become unfeasible or contraindicated from a medical point of 
view.. . . Where that i s  so, the cases have generally held that the 
physician is armed with a privilege to keep the information from the 
patient, and we think it clear that portents of that type may justify 
the physician in action he deems medica.lly warranted.. . . A  causal 

’ connection exists.when, but only when, disclosure of significant 
risks incidental to treatment would have resulted in a decision 
against it.” 

Reliance on forms may be impractical 
One more question the physician frequently asks is whether he can 

satisfy his duty of disclosure by having the patient sign a written form. 
I really don’t think this is a practical solution in most instances.6 
Talk to the patient. Let him ask questions. Haye -- him --__ sign ----- a form if  
you wi_sh. (If you’re I_ dealing __- with-experimental drugs or with federal 
grant or contract-sponsored human stu&e_s, you- rnnt.)  

The patient‘s signature on a written form may help prove his 
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consent to the procedure, but the physician should not rely on i t  to 
satisfy his duty of disclosure. Although written consent forms were 
used in most of the "informed consent" cases that have reached 
appellate courts, the - courts paid little attention to them. -. Their 
concern ? W h a l d  jd the. ~ h y . s _ i _ c ~ a . n ~ e ~ ! ~ ~ ~ a t i e ~ ~ ~ D i d . h e . g i h  i m 
a chance to ask questions? Did he outline the alternatives? 

Conclusion 
For more than a decade following Natanson v .  Kline and Mitchell 

v. Robinson, appellate courts were quite uniform in requiring expert 
testimony in informed consent cases, but in the past four years, 
courts in several states have done away with this requirement. The 
next several years will be important ones in this fight. In this summer 
of discontent for physicians, another change in the !a\\. that makes i t  
easier for plaintiffs to recover in malpractice cases simply cannot be 
justified, The doctrine of informed consent should not be 
reincarnated. 

Just .__. what ph_ysj&ans should tell their.patients-about the hazards 
of'procedures they propose . cannot . . be - . . described . . . . - . . with?Eity, . . . . - , . but 
some-advic.e-ari'd suggestions-are. in order: Use your best judgment. 
Take the.patientinto ydur confidence. Talk to him, . . . explain . - . the 
procedure,,outline measurable hazards,.mention the alternatives, 

0 note the discussion in the record-and pray a little! 

--. E 
- - 

. ._ . :. - . - -  . ... . 

NOTES 
1. Natanson v. Kline, 186 Kan. 393; 350 P.2d 1093 (1960). 
2. Mitchell v. Robinson, 334 S.W.2d 11,79 A.L.R.2d 1017 (Mo.,1960). 
3. See, e.&, DiFilippo v. Preston, 53 Del. 539,173 A.2d 333 (1961); Ditlow v. Kaplan, 

181 So.2d 226 (Fla. Dist. Ct. of Appeal 1966); Crosjean v. Spencer, 258 la. 685,140 
N.W.2d 139 (1966); Roberts v. Young, 369 Mich. 133,119 N.W.2d 627 (1963); Block V .  

McVay, 80 S.D. 469,126 N.W.2d 808 (1964); Kaiser v. Suburban Transportation System, 
et al., 65 Wash.2d 461, 398 P.2d 1 4  (1965); and Covin v. Hunter, 374 P.2d 421 (Wyo. 1962). 

4. Williams v. Menehan, 191 Kan. 6, 379 P.2d 292 (1963); Aiken v. Clary, 396 S.W.2d 668 
(Mo. 1965). 

5. Canterbury v. Spence et al, 464 F.2d 772 (D.C. Cir. 1972); Cobbs v. Grant, 8 Cal. 3d 229, 
104 Cal. Rptr. 505, 502 P.2d 1 (1972); Co0per.v. Roberts, 220 Pa. Super. 260, 286 A.2d 
647 (1971); Wilkinson v. Vesey, 110 R.I. 606, 295 A.2d 676 (1972); and Trogun v. 
Fruchtman, 58 Wis.2d 596,207 N.W.2d 297 (1973). By virtue of the case of Wood5 v. 
Brumlop, 71 N.M. 221, 377 P.2d 520 (1962), this also appears to be the rule in New 
Mexico. 

6. It doesn't appear to the writer to be practical to attempt to prepare written forms 
that truly inform for each of the hundreds, perhaps thousands, of different procedures 
that physicians perform on patients. Informed consent brochures, which include 
consent forms, are available for some major procedures and may be helpful. But the 
circumstances of individual patients must be considered, and the patient still must 
be offered an opportunity to ask questions. 

'I 
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as a 
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FOREWORD 
Concern over the rights and welfare of the 

human being as a subject of research has led 
to Public Health Service policy to help as- 
sure his protection. Any activity which in- 
cludes such research must provide for the 
individual's safety, health, and welfare. His 
rights, including his rights of privacy, must 
not be infringed. His participation must be 
voluntary. The direct or potential benefits 
of the research must outweigh the inherent 
risks to the individual. This policy applies to 
all research activities supported through 
grants, awards, or contracts by the National 
Institutes of Health, the Health Services and 
Mental Health Administration, and the Con- 
sumer Protection and Environmental Health 
Service. 

I 

: 

: 

The responsibility for assuring this protec- 
tion when human beings are involved in 
federally supported research rests with the 
recipient of the Federal funds (grant, con- 
tract, or award). The adequacy of this pro- 
tection is determined, not by the investiga- 
tor or program director or any one person, 
but by a group independent of the activity 
and the persons conducting it. The group 
must include the competencies essential to 
sound 'judgments on scientific and human- 
istic values. 

Institutions receiving PHS support have 
been thoroughly cooperative in implement- 
ing the PHS policy. Many had already 
adopted effective measures for protecting 
the human subject in research. A number of 
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the documents submitted to the Public 
Health Service have included penetrating 
analyses of the ethical issues in research on 
and for man. Experience in carrying out the 
policy, however, revealed the need to define 
better its applicability, to simplify adminis- 
trative procedures, and to provide guidelines 
for institutions concerning the review of re- 
search projects. The text which follows states 
Public Health Service policy as it has been 
developed since the initial announcement in 
1966. 

These statements represent the thought- 
tui advice of many individuals, including 
officials of PHS grantee institutions, advisory 
consultants, and internal staff. I believe that 
we have taken important steps toward pro- 
tecting the human being who i s  a subject of 
research, while encouraging the conduct of 
excellent research on man. 

Correspondence about this policy should 
be addressed to the Director, Division of 
Research Grants, National institutes of 
Health, Bethesda, Maryland, 20014. 

Surgeon General 

IV  

! 

PROTECTION OF THE INDIVIDUAL AS A 
RESEARCH SUBJECT 

Grants, Awards, or Contracts 

Safeguarding the rights and welfare of 
human subjects involved in research sup- 
ported by the Public Health Service i s  the 
responsibility of the institution to which 
support i s  awarded. It i s  the policy of the 
Public Health Service that no grant, award, or 
contract for the support of research involv- 
ing human subjects shall be made unless the 
research i s  given initial and continuing re- 
view and approval by an appropriate com- 
mittee of the applicant institution. This re- 
view shall assure that (a) the rights and 
welfare of the individuals involved are ade- 
quately protected, (b) the methods used to 
obtain informed consent are adequate and 
appropriate, and (c) the risks to the individ- 
ual are outweighed by the potential benefit 
to him or by the importance of the knowl- 
edge to be gained. 

The institution must provide written as- 
surance to the Public Health Service that it 
will abide by this policy for all research 
involving human subjects supported by the 
Public Health Service. This assurance shall 
consist of a written statement of compliance 
with the requirements regarding initial and 
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continuing review of research involving 
human subjects and a description of the 
institution's review committee structure, its 
review procedures, and the facilities and per- 
sonnel available to protect the  health and 
safety of human subjects. In addition to pro- 
viding the assurance, the institution must 
also certify to the Public Health Service for 
each proposal involving human subjects that 
its committee has reviewed and approved 
the proposed research before an award may 
be made. 

Since the welfare of the subject is a mat- 
ter of concern to the Public Health Service 
as well as to the institution, PHS advisory 
- -  groups, consultants, and staff will inde- 
U e n t l y - . .  revisw all research involving 
human subjects, recommending unfavorable 
action on grants, contracts, or awards if the 
research presents unacceptable hazards. 

Similarly, the institution should be pre- 
pared at all times to question the conduct of 
research, even though previously approved 
by both the institution and the Public Health 
Service. The safety and welfare of the sub- 
ject are paramount. 

If any conflict exists between institutional 
policy, PHS policy, or State or local laws, 
the more restrictive requirements will be 
followed. 

Research subjects. 

A subject is considered to be any human 
being exposed to any research procedure as 
the result of the availability of Public Health 
Service funds, whether provided through I 

2 , 
I 
I 

research, training, or other types of grants, 
awards, or contracts. Subjects may include, 
therefore, persons involved in behavioral 
science studies; normal volunteers; donors 
of services; inpatients and outpatients; living 
donors of body fluids, organs, and tissues; 
and members of the general population who 
may be involved in environmental or epi- 
demiological studies or similar activities. 

An individual should generally be ac- 
cepted as a research subject only after he, 
or his legally authorized guardian or next of 
kin, has consented to his participation in the 
research. Such consent is valid, however, 
only i f  the individual is first given a fair 
explanation of the procedures to be fol- 
lowed, their possible benefits and attendant 
hazards and discomforts, and the reasons for 
pursuing the research and its general ob- 
jectives. 

The subject does not abdicate his rights 
by consenting to participate in a research 
project. He may withdraw his consent at any  
time. Further, he has the right to be secure 
in his person, to receive proper professional 
care, to enjoy privacy and confidentiality 
in the use of information about himself, and 
to be free from undue embarrassment, dis- 
comfort, and harassment. 

Applicability. 

This policy applies to all -+,-.--- rojects which 
- go beyond ___+...I_ the diagnostjt -.-_-. I-.*--- and t -. erapgutic 

needs of the subject, as determined by his 
attending professional and the institutional 
committee. Such projects may involve the 
procurement of human  materials or services 

-..,.I 1.3- 
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and may be supported by a variety of mech- 
anisms, e.g., research, training, or demon- 
stration grants; general research support 
grants; and fellowship, traineeship, or con- 
tract awards. 

The applicability of this policy is  most 
obvious in medical and behavioral science 
research involving procedures that may in- 
duce a potentially harmful altered state or 
condition. Surgical procedures; the removal 
of organs or tissues for biopsy, transplanta- 
tion, or banking; the administration of drugs 
or radiation; the use of indwelling catheters 
or electrodes; the requirement of strenuous 
physical exertion; subjection to deceit, pub- 
lic embarrassment, and humiliation are all 
examples of procedures which require 
thorough scrutiny by institutional com- 
mittees. 

There is  a wide range of medical, social, 
and behavorial research in which no imme- 
diate physical risk to the subject i s  involved. 
However, some of these may impose vary- 
ing degrees of discomfort, irritation, and 
harassment. In addition, there may be sub- 
stantial potential injury to the subject's rights 
if attention is not given to maintenance of 
the confidentiality of information obtained 
from the subject and the protection of the 
subject from misuse of findings. 

There is also research cogcerned solely 
with discarded human mate rials obtained 
at surgery or in the course of diagnosis or 
treatment. The use of these materials in- 
volves no possible element of risk to the 
subject. In such instances application of the 
policy requires only review of the circum- 

4 

stances under which the materials are to be 
procured. 

I Cooperative arrangements. 

Even if certain aspects of research are to 
. be carried out in another institution, the 

grantee, contracting, or sponsoring institu- 
tion i s  responsible for initial and continuing 
review of those parts of the study. The re- 
view, however, may be carried out in co- 
operation with appropriate committees or 
groups within the other institution. 

k Minimum requirements for a n  acceptable as- 
surance. 

An acceptable assurance consists of two 

1 
parts : 

Formal rtotament. 

A formal statement of compliance with 
Public Health Service policy must be signed 
by an appropriate institution offi'cial (see 
Attachment A). 
Implementing guidolinas. 

The institution's description of its own 
procedures should embody the three head- 
ings listed below. The explanatory para- 
graphs following each heading indicate the 
type of information which should be sup- 
, plied. 

F 
E 
i .  

i - 0  . .  es concerning the 

1 . "  g t r e m e c t s .  

I .  
It is  necessary that the guidelines make 

reference to the principles the institution 
will apply in i t s  review of research involving 
human subjects. The institution may adopt 
an already existing statement of principles 

5 
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(e.g., the Nuremberg Code, the Declaration 
of Helsinki, the Statement of Ethical Stand- 
ards in Research of the American Psycho- 
logical Association) or it may develop its 
own statement. 

/ 

/ 

4 Description of the review committee. 
The committee must be composed of suf- 

ficient members with varying backgrounds 
to assure complete and adequate review of 
the research. The committee may be an ex- 
isting one, or one especially appointed for 
the purpose. Institutions may utilize sub- 
committees to represent major administra- 
tive components in those instances where 
establishment of a single committee is im- 
practical or inadvisable. The institution may 
utilize staff, consultants, or both. The mem- 
bership should possess not only broad spe- 
i cific competence to comprehend the nature 
t I of the research, but also other competencies 
,necessary in the judgments as to accepta- 
bility of the research in terms of institutional 
regulations, relevant law, standards of pro- 
fessional practice, and community accept- 
ance. The committee's maturity and experi- 
ence should be such as to justify respect for 
its advice and counsel. 

0 
4 

, 

No i-1 i nvo lve_d_~ the . coq~~~~t  of 
uei.eafib, .act  iy i ty.-sh a I I. pa!!@ p_ate,i~. its 
-egJ,t,oF LgLdeLn foJmta!ipJ js&e+ 
co m,m&e. 

Co m m it tee me m be rs-shou 1 d be i den t i f i ed 
in t m t x e  Public Health Service 
in terms .of_-position, eaLned degrees, board 
certifications, licensures, rnemb-ephips, and 
other indications of experience and com- 
petence. Names need not be given. 

6 

. @  Description of the initial and continuing 
review procedures to be followed by the 

. committee. 

Timing of review. 

Research described in applications and 
contract proppsals .should, whenever 
possible, be given institutional review 
and approva&?or to sy,brniss,ioLto the 
Public Health Service. Where review 
prior to Public Health Service submis- 
sion is not possible, the review must be 
made prior to issuance of the award by 
the Public Health Service. Review of 
initial applications by institutions which 
have not previously filed acceptable 
assurances must be performed after ac- 
ceptance of the assurance by the Public 
Health Service. 

There may be occasions when a second 
review by the committee will be re- 
quired before the research is initiated. 
For example, a long interval has elapsed 
between committee review and initia- 
tion, or the investigator proposes 
changes in protocol after the applica- 
tion has been reviewed by the com- 
mittee but before the research is ini- 
tiated. Perhaps the investigator has pro- 
posed research in a rapidly moving sci- 
entific area. The second review, in this 
case, would determine i f  changing 
standards of practice indicate a hazard- 
ous procedure unrecognized as such 
during the initial review (e.g., reduction 
of acceptable radiation levels). 

7 
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Adequacy of the protection of the rights 

and welfare of the subjects involved. 
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Institutional committees should care- 
fully examine the research plan to arrive 
at an independent determination of 
possible hazards. The committee must 
be alert to the possibility that investiga- 
tors, program directors, or contractors 
may, quite unintentionally, introduce 
unnecessary or unacceptable hazards, or 
fail to provide adequate safeguards. This 
is  particularly true of research that 
crosses disciplinary lines. The commit- 
tees should consider the research plan 
as a whole in order to determine that 
normally minor and acceptable risks are 
not aggravated by the way i t  is  de- 
signed. The severity of the risk from a 
procedure may vary with the circum- 
stances under which i t  is carried out. 
Age, development, size, maturity, inter- 
current disease, and other factors with 
respect to the subject may adversely 
affect the acceptability of a procedure. 
Simultaneous or consecutive perform- 
ance of several minor tests or proce- 
dures may add up to a substantial risk. 
The committees must assure themselves 
that proper precautions will be taken to 
deal with emergencies that may de- 
velop even in the course of routine 
procedures. 
Relevant to the decision of the com- 
mittees are those rights of the subject 
that are defined by law, particularly 
those concerned with the rights of chil- 
dren and unborn infants; the terrnina- 

8 

tion of pregnancy; the use of prisoners, 
institutionalized, and military person- 
nel; and the donation of tissues and 
organs. 

Methods used to obtain adequate, ap- 

propriate, informed consent. 

NOTE: In the United States, adherence to the regu- 
lations of the Food and Drug Administration 
(21 CFR 130.37) governing consent in proj- 
ects involving investigative new drugs (IND) 
is required by law. 

. 

Consent should be obtained, whenever 
possible, from the subjects themselves. 
When the subjects are not legally or 
physically capable of giving informed 
consent, because of age, mental in- 
capacity, or inability to communicate, 
or when the attending professional be- 
lieves that the giving of full information 
would be contrary to the best interests 
of the subject, the review committee 
may consider the validity of consent by 
next of kin, legal guardians, or by other 
responsible third parties who are repre- 
sentative of the subject’s interests. In 
the latter instances, careful considera- 
tion should be given by the committee 
not only to the third parties’ depth of 
interest and concern with the subjects’ 
rights and welfare, but also to whether 
the third parties are authorized to ex- 
pose the subjects to the risks involved. 
A. parent, for example, may have no 
authority to expose his child to risk, 
except for the child’s own benefit. 

c 

9 

I: 

I 



. .I. 

. . .. ..,. . . . .  
._... . * .  
.. , 

The review committee should deter- 
mine if the consent, whether secured as 
a written document or given orally, or 
whether the consent is  implicit in vol- 
untary participation in a well-advertised 
activity, i s  adequate in the light of the 
risks to the subject, and the circum- 
stances of the research. The review com- 
mittee should also determine if the in- 
formation to be given to the subject or 
to qualified third parties, orally or in 
writing, i s  a fair explanation of the pro- 
cedure, i t s  possible benefits, and its at- 
tendant hazards. Where debriefing pro- 
cedures are considered as a necessary 
part of the research plan, the committee 
should ascertain that these will be com- 
plete and prompt. 

When the sponsoring institution rou- 
tinely obtains a generalized form of con- 
sent for treatment or care, the commit- 
tee shall determine whether these rou- 
tine procedures provide an adequate 
basis for the subject’s informed consent 
to the research procedures involved. 

. .  
.:..+, ... .. 

. .  

I 

1;  

Relative weights of risks versus benefits. 

Even though informed consent has been 
obtained or can be anticipated, the 
committee shall carefully consider the 
relative weights of the risks and ben,efits 
of the procedures to the subjects. If a 
procedure may confer a substantial 
benefit to the subjects, the committee 
may be justified in permitting them to 
accept an equally substantial or lesser 
risk. Where the potential benefits to the 

10 

subjects are negligible, or nonexistent, 
as in some cases of normal volunteers, 
the committee may be justified in per- 
mitting subjects to accept a risk in the 
interests of humanity. In all instances, 
careful consideration must be given by 
the committee to the subjects’ rnotiva- 
tion in accepting them. 

Notification of the committee’s decision , 
* 

to the project director. 
- 

I f  the committee’s overall recomrnenda- 
tion i s  favorable, it may prescribe re- 
strictions or conditions under which the 
research may be conducted, define 
areas of possible pertinent changes in 
the research plans which should be 
brought to its attention, and determine 
the nature and frequency of interim 
review procedures to insure continued 
acceptable conduct of the research. 

Favorable recommendations by an in- 
stitutional committee are, of course, 
always subject to further appropriate 
review and rejection by institution offi- 
cials. Unfavorable recommendations, re- 
strictions, or conditions cannot be re- 
moved except by the committee or by 
the action of another appropriate re- 
view group described in the assurance 

+ filed with the Public Health Service. 
Under no circumstances shall proposed 
research, or proposed changes in re- 

. search plans, not approved by the com- 
mittee be implemented with Public 
Health Service funds. The scientist pro- 
posing the research should be informed 

.* 

I 
1 
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sions on the --... use .-.. of -__ human .. . _._ subjects, . . and to 
>btain - and keep-dos-umentary-evid.ence of 

of the reasons for any adverse actions 
taken by the institutional committee. 

Continuing review of research. 

The committee shall require the project 
or program director to report to the 
committee for review any emergent 
problems or proposed procedural 
changes which may affect the status of 
the research with regard to the institu- 
tion's review criteria. No such changes, 
except those necessary to eliminate ap- 
parent immediate hazards, should be 
made without prior approval by the 
com mi ttee. 
In addition, the committee shall carry 
out interim review of the conduct of 
all research in such a manner and at 
appropriate intervals in the light of ap- 
parent risks, existing administrative and 
supervisory organization, and other 
factors as to assure itself that i t s  advice 
is being followed. 

The facilities available to protect the 

health and safety of humgn subjects. 

The assurance should describe in gen- 
eral terms the facilities and personnel 
available to -protect the health and 
safety of human subjects, particularly 
those requiring emergency care. 

Certification. 
An institution sponsoring an application 

for a grant or an award will submit with the 
application, or as soon after submission of 
the application as possible, the following 

12 

statement identified by name of i n v m  'gator, 
ti tl.e-da- d-assign_ed number, i f  -. 
known : 

-' 

"The (name of institution) reviewed and 
approved on (date) the procedures in 
this application which will involve human subjects 
in accordance with the assurance approved by the 
Public Health Service. These procedures will also be 
subject to continuing review as provided for in that 
assurance." 

An institution submitting a contract pro- 

will submit with its proposal, or prior to 
award, the following statement identifying 

posal for research involving human subjects 

the contract, the contractor, and the official 
authorized to sign for the contractor: 

r I 
- 

"The (name of institution) reviewed and 
approved on (date) the procedures in 
this proposal which will involve human subjects, in 
accordance with the assurance approved by the 
Public Health Service. The institution agrees that all 
work involving the use of human subjects under any 
contract or any subcontract awarded i n  response to 
this proposal will be subject to initial and continuing 
review as required by Public Health Service policy 
and as described in its assurance. 
"The contractor shall bear tull responsibility for the 
proper and safe performance of al l  work and services 
involving the use of human subjects under this con- 
tract. The parties hereto agree that the contractor 
retains the right to control and direct the perform- 
ance of all work under this contract. No provision 
of this contract shall be deemed to constitute the 
contractor or any subcontractqr, agelit or employee 
of the contractor or any other person, organization, 
institution, or group of any kind whatsoever, as the 
agent or employee of the government. The con- - tractor agrees that i t  has entered into this contract 
and will discharge its obligations, duties, and under- 
takings and the work pursuant thereto whether 
requiring professional judgment or otherwise as an 
independent contractor and without liability on the 
part of the government." 

Records and reports. 

, The institution is & to keep i d -  

13 
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informed cogsmIxelating{o research carried 
out with the assistance of Public Health 
Service financial support. At a minimum 
these records should include a summary of 
the factors leading to the group decision. 
Documentary evidence of informed consent 
may consist of a record of the decision of 
the committee as to the type of consent 
which i t  considers acceptable. Copies of the 
information statement, i f  any, to be given 
to the subject, where signed consent state- 
ments are required, should be retained in 
institution files. Where oral or implied con- 
sents are obtained, notations should be 
made on official records. 

Submission and review of assurance. 

Assurances should be forwarded to the 
Director, Division of Research Grants, Na- 
tional Institutes of Health, Bethesda, Mary- 
land 20014, for review and acceptance on 
behalf of the Public Health Service. 

No routine reports to the Public Health 
Service are required. However, significant 
changes in policy, procedure, or committee 
structure shall be promptly reported to the 
Director, DRG. Review of these changes, or 
of institutional and other records of per- 
formance under the terms and conditions 
of Public Health Service policy, may require 
renegotiation of the assurance or such other 
action as may be appropriate. 

I 
14 

EXAMPLE OF A STATEMENT OF COMPLIANCE 
ATTACHMENT A 

Institutional Assurance on Research 
lnvolving Human Subjects 

The (name i f  institution) will comply 
with the principles of the Public Health Service 
policy with regard to research involving human 
subjects which requires a review independent of 
the investigator or director to safeguard the rights 
and welfare of those subjects. I t  assures the Public 
Health Service that it will establish and maintain 
advisory groups competent to review research 
plans involving human subjects, prior to the ini- 
tiation of this research, in order to insure ade- 
quate safeguards. Group reviews and decisions 
will be carried out in reference to (1) the rights 
and welfare of the individuals involved, (2) the 
appropriateness of the methods used to obtain 
informed consent, and (3) the risks and potential 
benefits of the proposed research. 
The institution agrees to a continuing exchange 
of information and advice between the review 
group and the investigator or director, particu- 
larly to deal with proposed changes in research 
design, and with emergent problems which may 
alter the investigational situation with regard to 
the criteria cited above. The institution will as- 
sure itself that its policies and the advice of i t s  
review groups are followed. I t  will also provide 
whatever professional attention or facilities are 
required to safeguard the rights and welfare of 
human subjects involved in research. Records of 
group review and decision on the use of human 
subjects and of informed consent will be devel- 
oped and kept by the institution. 

k 

.L' , ' 

, 

Signed 

Title 

Date 

Enclosures (Implementing Guidelines) 

15 
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3r.. Anthony G i r a r d i ,  D i r e c t o r  
Zmcer Research C e n t e r  

! rb,l Eldg. 
3 ~ e c u t i v e  Pa rk  Drive 

THE UNiVERSiTY OF TENNESSEE. K N O X V I L L E  
KNOXVILLE 379 I6 

OFFICE OF T H E V I C E  CHAXCELLOR FO3 
GRADUASE %TUDIES A N D  U E S Z A X H  

40a A N D Y  HOLT T O W E R  I.: 
'. 4 . .  

TO : Deans and Department Heads . 

FROM: H i l t o n  A .  Smith,  Vice Chancel lor  f o r  Graduate S t u d i e s  and Research 
S J i I l i a m  Ronnert ,  Chairperson of  C o r n i t t e e  o n  ? s e a r c h  P z r t i c i y a t i o n  

RZ: P o l i c i e s  and Procedures  t o  b e  used wit5 Reseereh Proposals which 
i n v o l v e  H m a n  Sub j ec t s 

The enc losed  packet  i nc ludes  materials o u t l i n i n g  t h e  p o l i c i e s  ZRC? 

procedures  K O  b e  used with r e sea rch  p roposa l s  i n  which h m a n  s u S j e c t s  are 
involved .  
i n s t i t u t i o n z l  a s s u r a n c e  da te2  J u l y  15, 1975,  as arnecded K~over5er 25, 1?75  
and approved by t h e  Department of Hea l th ,  Educat ion,  and !.:'?1fare. 

These p o l i c i e s  and procedures  a r e  i n  acccrciance with  t h e  g e n e r a l  

P l e a s e  n o t e  that  t h e  Committee on Research P a r t i c i p a t i o n  n z e t s  t h e  
second Thursday of each  month, and t h a t  proposa ls  m u s t  be s s h i t t e d  t o  t h e  
c h a i r p e r s o n  two weeks p r i o r  t o  the meet ing date i r ?  o r d e r  t o  ba c o n s i d e r e d  
by t h e  Cornnittee.  
w i t h  a c h a i r p e r s o n .  
should be subini t ted t o  W i l l i a m  Konnert, Roon 404, Andy Hol t  Tower. 

Each department also must have a r e s e a r c h  rev iew c o r n i t t e e  
I 

A l i s t  of the  c o r n i t t e e  mechers and t'ile c h a i r p e r s o n  

The Committee w i l l  be  d i s t r i b u t i n g  m a t e r i a l  i n  LLfie n e a r  f u t u r e  which 
h o p e f u l l y  w i l l  b e  h e l p f u l  t o  the  Departxencal  Research Review Coiiunittezs 
as they  deve lop  c r i t e r i a  f o r  determining whether research invo lv ing  human 
Par  t i c i p a n t s  i s  non-behaviora l  and f o r  non-btoriedical i n  na tu re .  

WK: pak 

Enc losu res  (6)  ) .  . " 

1. P o l i c i e s  and Procedures  f o r  Approval of Research Involv ing  

2. A d m i n i s t r a t i o n  of  Assurance 
3 .  Form B 
4 .  Form D 
5. D e c l a r a t i o n  of  He l s ink i  ' 

6 .  F e d e r a l  R e g i s t e r ,  Vol. 40, No. 50, l3arck-l 13, 1375 

Human S u b j e c t s  
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POLICIES AND P R O C E D U E S  F O R  APPROVAL .OF RESEARCH INVOLVT.E:C HUI-L4N SWJECTS 

(These  p o l i c i e s  and  p r o c e d u r e s  a re  i n  a c c o r d z n c e  w i t h  t h e  g e n e r a l  
i n s t i t u t i o n a l  a s s u r a n c e  d a t e d  J u l y  1 5 ,  1 9 7 5 ,  as  amended Moveiitber 
2 5 ,  1975, and a p p r o v e d  by t h e  Department  of  H e a l t h ,  E d u c a t i o n ,  
and  W'ellare.) 

I. POLICIES 

A l l  r e s e a r c h ,  deve lopment ,  and  r e l a t e d  a c t i v i t i e s  i n v o l v i n g  human s u b j e c t s  
must be r e v i e w e d  as  d e s c r i b e d  p r i o r  to c o n d u c t i n g  a n y  r e s e a r c h  a n d  f o r  a p p l i c a -  
t i o n s  f o r  g r a n t s  t o  the Department  o f ' , H e a l r h ,  E d u c a t i o n ,  and W e l f a r e ,  Uni ted  
S t a t e s  Depar tment  o f  A g r i c u l t u r e  , and t h e  American Heart A s s o c i a t i o n  p r i o r  t o  
s u b m i s s i o n  of p r o p o s a l .  
o r  d e v c l o p n e n t  as, f o r  i n s t a r ~ c e ,  t r a i n i n g ,  d e m o n s t r a t i o n ,  improvement,  o r  s u p p o r t ,  
b u t  which n e v e r t h e l e s s  c o n t a i n s  a r e s e a r c h  and development  componznt 

A .  

A " r e l a t e d "  a c t i v i t y  i s  o n e  l a b e l e d  o t h e r  t h a n  research 

B. The U n i v e r s i t y  Committee on Research P a r t i c i p a t i o n  and  a l l  D e p a r t m e n t a l  Committees 
on. R e s e a r c h  P a r t i c i p a t i o n  w i l l  zipply t h e  b r o z d  p r i n c i p l e s  s t a t e d  i n  t h e  "Declar -  
i l t i o n  of H e l s i n k i "  i n  t h e i r  r e v i e w s .  

11. PROCEDVRES 

A .  R e s p o n s i b i l i t i e s  of t h e  U n i v e r s i t y  Committee on R e s e a r c h  P a r t i c i p a t i o n  

1. A f t e r  review or' t h e  p r o j e c t  c o n s i . d e r i n P  t h e  f a c t o r s  o n  kom R, 
t h e  Commit tee s h a l l  de te r ra in?  whether :  - 

< 

r 

(a) The risks t o  t h e  s u b j e c t  are  so o u t w e i g h e d ' b y  t h e  sum 
of t h e  b e n e f i t  t o  t h e  s u b j e c t  and t h e  i m p o r t a n c e  of t h e  
knowledge t o  be g a i n e d  a s  to  w a r r a n t  a d e c i s i o n  t o  a l low 
t h e  s u b j e c t  t o  a c c e p t  t h e s e  r i s k s ;  
t h e  r i g h t s  and welfare  of a n y  s u c h  s u b j e c t s  w i l l  be 
a d e q u a t e l y  p r o t e c t e d ;  
l e g a l l y  e f f e c t i v e '  informed c o n s e n t  w i l l  be o b t a i n e d  by 
a d e q u a t e  and a p p r o p r i a t e  merhods i n  a c c o r d a n c e  w i t h  t h e  
p r o v i s i o n s  of t h i s  p a r t ;  'and 
t h e  conduct  of t h e  a c t i v i t y  w i l l  b e  reviewed a t  t i m e l y  
i n t e r v a l s .  

(b) 

(c) 

(d) 

2- . . *  . 
2 .  Review c o n s i d e r a t i o n s  b y  t h e  Committee s h a l l  a l s o  i n c l u d e :  

(a) 

(b) a p p l i c a b l e  l a w ;  
(c)  
(d)  comnunity a t t i t u d e s ;  and 
(e )  d e p a r t m e n t a l  g u i d e l i n e s  f o r  p r o j e c t  rev iew.  

A c c e p t a b i l i t y  i n  terms o f  i n s t i t u t i o n a l  commitments and 
r e g u l a t i o n s ;  

s t a n d a r d s  o f  p r o f e s s i o n a l  c o n d u c t  and. p r a c t i c e ;  

. .  

.~ -. 'Fed, Reg;., Vol.  40 ,  No. 5 0 ,  ( 4 6 . 2 b ) ,  T h u r s d a y ,  >[arch 13, 1975 
2Fcd. Res., 1'01. 4 0 ,  No. 50, (46 .6b1) ,  Thursday ,  Narch 1 3 ,  1975 
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3 .  The Chai rperson  w i l l  n o t i f y  the Vice Chance l lor  f o r  Graduate S t u d i e s  and 
Research  b y  l e t t e r  of t h e  review r e s u l t s  with a carbon copy t o  t h e  Project 

I D i r e c t o r .  

I f  t h e  C o m i c t e e  r e c o m e n d s  changes,  tb.e a?? rova l  w i l l  be  pend ing  r e c e i p t  
and opprova l  of t h e  r e v i s e d  Form B Or a copy of changes,  whichevcr  i s  
requesyed, by the  C o r n i t t e e .  

. 

. .  

I f  the p r o j e c t  is approved,  the O f f i c e  0: t he  Vice Chance l lo r  f o r  Graduate  
S t u d i e s  and Research w i l l  then v e r i f y  DE:.; 596 by complet ing i t e m s  4 ,  7 ,  
and 8 and sending t h e  forin t o  the  p rope r  agency. ( P r i o r  t o  p r o j e c t  rev iew 
by t h e  Committee, t h e  P r o j e c t  D i r e c t o r  should send DHEM Forn 596 t o  the 
Vice Chance l lo r  f o r  Graduate S t u d i e s  and Research.)  

The Committee w i l l  p rov ide  (upon r e q u e s t )  a d v i c e  and counse l  t o  s t a f f  
working  on o r  contempla t ing  new r e s e a r c h .  

. 4. 

5 .  Tne Cornnittee w i l l  meet on the second Tnursday of each  month f o r  review of  
new a p p l i c a t i o n s  and review of contincling p r o j e c t s .  
t h e  hands  of  t h e  U n i v e r s i t y  Committee Chairperson two weeks p r e v i o u s  t o  

M a t e r i a l s  must b2 i n  

each  monthly meeting i n  o r d e r  t o  be reviewed at t h a t  n e e t i n q .  

B .  R e s p o n s i b i l i t y  of a l l  Departments f o r  Research I n v o l v i n g  Hunan S u b j e c t s  

1. Each department  w i l l  appoin t  a Departmental  Committee on Research  P a r t i c i -  
p a t i o n ,  and names of  committee merihers a r e  t o  be s e n t  t o  the Office o f  t h e  
Vic=p Chsnce l lo r  for cradc.3;e SclJdj .eS  and xes?ilr:h, & c L  Ail:?' Xc>'Lt  Tovt r ,  
A l t e r n a t e s  s h o u l d  be s e l e c t e d  t o  avo id  rev iewing  p r o j e c t s  i n  which  they 
have an  a c t i v e  r o l e  o r  c o n f l i c t  o f  i n t e r e s t .  

2. Each Departmental  Committee w i l l  e s t a b l i s h  g u i d e l i n e s  which w i l l  i nc lude  
w i t h i n  t h e i r  p r o v i s i o n s ,  among o t h e r s ,  the depa r tmen tz l  c r i t e r i a  f o r  non- 
b e h a v i o r a l  and non-biomedical p r o j e c t s  i nvo lv ing  human s u b j e c t s  as  a b a s i s  
f o r  a p p r o v a l  ( g a t h e r i n g  of s t a t i s t ' c s ) ,  as w e l l  as t he  d e f i n i t i o n  of su5- 
j ec t s  a t  r i s k  as d e f i n e d  i n  46 .3bS3 These d e p a r t z e n t a l  g u i d e l i n e s  w i l l  b e  
rev iewed and approved by the  C o r n i t t e e  on Research P a r t i c i p a t i o n .  

3.  Fol lowing  t h e s e  g u i d e l i n e s ,  tHe Depar tnen ta l  Cormi t t ee  w i l l  r e v i e w  
d e p a r t m e n t a l  r e s e a r c h ,  development, a n d  r e l a t e d  a c t i v i t i e s  i n v o l v i n g  human 
s u b j e c t s  ( a s  submit ted by P r o j e c t  D i r e c t o r  on  F o m  B ) .  I n  r e v i e w i n g  
p r o j e c t s  t h e  Departmental  Conuni t t e e  will s u b s c r i b e  t o  the  b r o a d  p r i n c i p l e s  
s t a t e d  i n  the  "Dec la ra t ion  of Hels inki ' '  and s t a n d a r d s  O E  p r o f e s s i o n a l  e t h i c s .  . 

* .  . .. 
4.  R e p o r t s  of a l l  p r o j e c t s  i nvo lv ing  human s u b j e c t s  approved a s  non-behaviora l  

and non-biomedical by the  Departmental  Cormi t tees  w i l l  be  s e n t  t o  the  Cha i r -  
pe r son  of t he  Committee on Research P a r t i c i p a t i o n .  
Committee on  Research P a r t i c i p a t i o n  w i l l  recornmend a c t i o n s  on such  p r o j e c t s  
t o  t h e  Vice Chance l lor  f o r  Graduate S tud ie s  and Research.  

T h s  C h a i r p e r s o n  of t h e  

3Fed. Reg., Vol. 40, No. 5 0 ,  ( 4 6 . 3 b ) ,  Thursday, h r c h  13, 1975  
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5 .  All o t h e r  approved p r o j e c t s  w i l l  b s  r z f e r r e d  t o  the  Cozmfttee on Research 
P a r t i c i p a t i o n  f o r  rev iew.  

Procedures  f o r  and R e s p o n s i b i l i t i e s  o f  P r o j e c t  D i r e c t o r  

1. CompleteiFonn B ( a v a i l a b l e  i n  O f f i c e  of  the  Vice ChancelLGr f o r  Graduate  
S t u d i e s  and Research, 404 Andy H o l t  Toyer) f o r  review by t h e  Depar tmenta l  
Commit tee ,on Research P a r t i c i p a t i o n .  
s i d e r e d  i n  e v a l u a t i o n .  

A ? . l  i t e n s  on Forn B w i l l  be  con- 

2. No p r o j e c t  w i l l  be  e v a l u a t e d  f o r  fundiz,.:: by DHEIF w i thou t  p r i o r  a p p r o v a l  of 
t h e  U n i v e r s i t y  Cormnittee on Research ? a r t i c i p a t i o n .  Consequent ly ,  t h e  
t iming  of t h e  U n i v e r s i t y  C o m i t t e e  03 Research P a r t i c i p a t i o n  i s  impor t an t .  
U n t i l  November of 1 9 7 7 ,  h o w e v e r , : t h e r e - i s  a p r o v i s i o n  f o r  a p p r o v a l  w i t h i n  
t h e  f o l l o w i n g  t i m e  l i m i t s : 4  

(a) C e r t i f i c a t i o n  t o  DHEW w i t h i n  30 6ays a f t e r  w r i t t e n  r e q u e s t ;  
(b) c e r t i f i c a t i o n  t o  DHEGI w i t h i n  90 days a f t e r  t h s  deadLine f o r  

submission;  and 
(c) c e r t i f i c a t i o n  t o  DHEW w i t h i n  90 days a f t e r  submission i f  no 

d e a d l i n e  da t e  i s  s p e c i f i e d .  

On t h i s  b a s i s ,  t he  Form B should b e  p r s sen ted  t o  Departmental  Commit tee .  
ir; s u f f i c i e n t  t i n e  t o  be t r a n s n i t c s d  i o  thz L 'n ive r s i ty  C o m , i t t e e . o n  
Resezrch P a r t i c i p a t i o n  by 2 weeks be fo re  the r e g u l a r l y  scheduled  monthly 
mee t ing  . 

3.  Fol lowing  d i s a p p r o v a l  by the U n i v e r s i t y  C o m i t t e e ,  o p t i o n s  o f  the P r o j e c t  
D i r e c t o r  a r e  2s follows: 

(a) Revis ion  of t h e  p r o j e c t  i n  a c c o r d m c e  w i t h  Cornnittee recommenda- 
t i o n s ;  

(b)  d i s c u s s i o n  wi th  t h e  Conmittee;  and/or  Vice Chance l lo r  f o r  Graduate  
S t u d i e s  and Research;  and 

(c) wi thdrawal  of t h e  a p p l i c a t i o n .  

4 .  Fol lowing  approval  from the  Univ2rsi tp .Commit tee ,  t h e  P r o j e c t  D i r e c t o r  i s  
r e s p o n s i b l e  f o r  the  fo l lowing :  

(a) Ob ta in ing  approva l  from the  Un ive r s i ty  Committee p r i o r  t o  i n s t i -  

(b) 

( c )  

t u t i n g  any change i n  pro:ocol, 
keeping  s igned  consen t  statements f o r  the  d u r a t i o n  * .  , of .. t h e  p r o j e c t  
and f o r  a t  l e a s t  3 y e a r s  t h e r e a f t e r ,  
in forming  t h e  Un ive r s i ty  C o m i t t e e  of any unexpected p h y s i c a l  o r  
psycholog ' ical  e f f e c t s  on s u b j e c t s  f o r  r e - e v a l u a t i o n  o f  t h e  p r o t o c o l  
approva l .  

4Fcd. Reg., Vol. 4 0 ,  No. 98 ,  Tuesday, May 20, 1975 
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' 7  (a) s u b m i t t i n g  a s t a t c n e n t  (Form t o  t h e  U n i v e r s i t y  C o r n i t t e e  a t  
12 month i n t e r v a l s  a t t e s t i n g  t o  t h e  c u r r e n t  s t a t u s  of t h e  p r o j e c t  
( approved  p r o t o c o l  r ema ins  i n  e f f e c t ,  p r o j e c t  has been t e r m i n a t e d ,  
e tc . ) .  F o r  c e r t a i n  p r o j e c t s  t h e  C o m i t t e e  may r e q u e s t  r e p o r t s  a t  
more f r e q u e n t  i n t e r v a l s .  
c o n t i n g e n t  upon c o n t i n u e d  U n i v e r s i t y  C o m i t t e e  r e v i e w  2nd a p p r o v a l .  
FO'm,D i s  t h e  i n s t r u m e n t  by which c o n t i n u e d  r e v i e w  is made. 
vi ' t a l ,  t h e r e f o r e ,  t h a t  t h i s  s t e p  i s  comple t ed .  

Grant c s n t i n u a t i o n  by  mzny a g e n c i e s  i s  

It i s  

SIPDLARY OF REVIEW PROCESS 

i 

S t e p  (1): 
P r o j e c t  D i r e c t o r  s e n d s  c o p i e s  of Form B 
f o r  a l l  p r o j e c t s  i n v o l v i n g  h u c m  s u b j e c t s  
t o  D e p a r t n e n t a l  Coxn i t cee .  Following r e -  
v iew,  Departm?n t a l  C o r a i t t c c  Cha i rpe r son  
n o t i f i e s  T r o j e c t  D i r e c t o r  of approva l  o r  
d i s a p p r o v a l  and s e n d s  1 7  c o p i e s  o f  Form B 
t o  t h e  U n i v e r s i t y  C o r n i t t e e  on Research  
P a r t i c i p a t i o n .  

S t e p  ( 2 ) :  
F o r  b io rxdfca l -  an2 b e h 2 v i o r z l  p r o j e c t s ,  
P r o j e c t  Di.rector sencis r e v i c v  materials 
t o  ( J 9 i v e z s i c y  Cc:-?i:tea an Ras2arch 
P a r t i c i p a t i o n .  A f t e r  r ev iew,  U n i v e r s i t y  
C o r n i t t e e  Cha i rpe r son  s e n d s  r ecomcnda-  
t i o n  to  t h e  Vice C h a n c e l l o r  for G r a Z u a t c  
S t u d i e s  and Research  and D copy of t h e  
l e t t e r  t o  the  P r o j e c t  D i r e c t o r .  

S t e p  ( 3 ) :  For  DHEW P r o j e c t s :  
P r o j e c t  D i r e c t o r  s e n d s  DHEW F o m  596 to 
t h e  Vice C h a n c e l l o r  fo r  Graduate  S t u d i e s  
and Resea rch ,  who c e r t i f i e s  t h e  form 
a f t e r  t h e  U n i v e r s i t y  C o m i t t e e  rev iew 
and  s e n d s  i t  t o  t h e  a p p r o p r i a t e  agency. 

S t e p s  ( 2 )  and (3)  a r e  t o  be c o n p l e t e d  
two weeks prior t o  t h e  monthly meet ing  
o f  t h e  U n i v e r s i t y  Committee on Research  
P a r t i c i p a t i o n .  

FOE! D I3'SENT OUT 'AhWUilLLY BY THE 
OFFICE OF V I E  VILE CILiNCELLOR FOR 

YROJZCT DIKECTOX FOR COSTIXUINC WVIEW. 

STUDIES AVD 

-- 

GMDL'ATE STUDIES A N D  RESEARCIL TO 'RiE ;"; AGENCY 

--- 5Avai lablc  i n  t h e  O f f i c e  o f  the V i c e  C h n n c c l l o r  f o r  ' G r a d u a t e  S t u d i c s  and Research, 
404 Andy 1101: Tower 
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THE lif! IVERSITY OF TE:\’it’ESSEE, KXOXVILLE 

AD3 I E? I S TR4TIOS OF A S SU Wlu C E 
( J u l y  15, 1975 ,  es amended Xovember 2 5 ,  1375) 

- *  -. 
- I  

The Vice Chance l lor  f o r  Graduate S t u d i e s  and Research i s  a d m i n i s t r a t i v e l y  
r e s p o n s i b l e  for implementat ion of t h c  Assurance.  S w h  implementa t ion  inc ludes :  

1. 

2. 

3 .  

4 .  

5 .  

Appointment of t h e  Committee on Resezrch P a r t i c i p a t i o n .  

Developncnt of p o l i c i e s  i n  c o n s u l t a t i o n  w i t h  t h e  Committee 
on Research P a r t i c i p a t i o n .  

Con t inu ing  i n s t r u c t i o n  of personriel  r ega rd ing  p o l i c i e s  and 
p rocedures .  

Review of  Coiniiit t e e  on Research l a r t i c i p a t i o n  recominendations 
f o r  approva l  r e g a r d i n g  s p e c i f i c  project-s  w i t h  o p t i o n s  of  
approva l ,  d i s a p p r o v a l  o r  f u r t h e r  r e s t r i c t i o n s  on the p r o j e c t s .  

Ma in ta in ing  r eco rd  of d e c i s i o n  made by t h e  C o n n i t t e e  on 
Research P a r t i c i p a t i o n .  

The flow of r e s p o n s i b i l i t y  and comntinications i s  as follows: 

D i r e c t o r s  

Composition of  Committee 

1. The Committee, t he  Chzi rperson ,  and a Vice-Chairpcrson w i l l  b e  
appo in ted  by  t h e  Vice Chancc l lor  f o r  Graduate  S t u d i e s  and Research. 

Thc Comait tee  w i l l  bc  composed o f  1 2  members w i t h  4 a l t e r n a t e s .  
Members will bc  chosen t o  r cp resen  t medica l ,  p sycho- soc ia l ,  

2. 

c 
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I .  

human i t i e s  and s c i e n t i f i c  community. C o n s i d e r a t i o n  w i l l  a l s o  
b e  g i v e n  t o  l e g a l ,  r e l i g i o u s  and l o c a l  connuni ty  r e p r e s e n t a t i o n .  

3 .  Term of appointment  - 3 y e a r s  i n  r o t a t i o n  w i t h  p o t e n t i a l  for 
reappoin tment .  
-- ... 
.. 4 .. . .  

Committcc on Research P a r t i c i p a t i o n  to  Inplement P o l i c y  

1. P r o j e c t s  r ece ived  2 wecks b e f o r e  r e g u l a r l y  scheduled meet ing.  
A l l  p r o j e c t s  have Z r i o r  review by depa r tmen ta l  comni t tce .  

2. Three  r ev iewers  appoin ted  by Chai rperson  t o  c r i t i c a l l y  revLew 
and make w r i t t e n  r eco rnenda t ions  (Form C) t o  .Committee a t  
commit tee meet ing p r i o r  t o  vo t ing  . 

3 .  Quorum of Committee - 7 members o r  t h e i r  a l t e r n a t e s .  
n a t e s  will be i n v i t e d  t o  each meeting. 

A l t e r -  

4 .  Approve depa r tmen ta1 ,po l i cy  f o r  review o f  non-biomsdical  and 
non-behaviora l  p r o j e c t s  and  de t e rmina t ion  of r i s k . l  
o f  p r o j e c t  and depar tmenta l  rev iew i s  , s en t  t o  t h e  Chai rperson  
of the U n i v e r s i t y  C o r n i t t e e  on Research P a r t i c i p a t i o n .  
a t i o n  r e g a r d i n g  such p r o j e c t s  s e n t  by Cha i rpe r son  t o  Vice 
Chance l lo r  for Graduate S t u d i e s  and Research. 

A COPY - 
Recomend- 

5. Any p r o j e c t  d i r e c t o r  nay r e q u e s t  h e a r i n g  by Committee. Committee 
may r e q u e s t  appearance of project d i r e c t o r  at review.  

Opt ion  of C o r n i t t e e  r ega rd ing  p r o j e c t s :  6. 

(a) Recomend major changes - resubmit  r e v i s e d  Fora  B t o  
Committee f o r  committee meeting. 

(b) Suggest  minor changes - copy o f  changes t o  Chai rperson  - 
t h e n  approva l  by Chairperson.  

( c )  Request "ou t s ide  s p e c i a l i s t  c o n s u l t a n t "  r ev iew - r e f e r  
back  t o  p r o j e c t  d i r e c t o r .  

(e) Disapprove - Revis ion  of t h e  p r o j e c t  i n  accordance  w i t h  
Committee r e c o m c n d a t i o n s ;  d i s c u s s i o n  wi th  t h e  C o m i t t e e ;  
and/or  withdrawal  of t h e  a p p l i c a t i o n .  * .  . - 

7 .  Vote t o  approve r e q u i r e s  m a j o r i t y  a f f i m . a t i v e  v o t e s  o f  t h o s e  p r e s e n t .  
Vote t o  r e v i s e  i n c l u d e s  opti.on of Chai rperson  or C o m i t t e e  meet ing  
t o  a c c e p t  r e v i s i o n .  

Members are i n e l i g i b l e  t o  vo te  on p r o j e c t s  w i th  which t h e y  are 
z s s o c i a t e d .  

'Fed. Keg., Vol., 4 0 ,  No. 50, ( 4 6 . 2 b ) ,  M3rch 13, 1975 
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8.  Appeals  f rom d e c i s i o n s  of  t h i s  Committee r e c e i v e d  by Vice 
Chance l lo r  f o r  Graduate  S t u d i e s  and Research. 

9 .  The Vice Chance l lo r  for Graduate  S t c d i e s  and Research n o t i f i e d  
o€ Co.mi t tee  action by l e t t e r  which i n c l u d e s  CRP li, Agency a, 
and  s u b j e c t  r i sk  statenxint. h copy of the lette: also t o  t h e  
p r o j e c t  director and, i n  t he  case of USDA p r o j e c t s ,  t o  A s s o c i a t e  
Dean of A g r i c u l t u r a l  Experiment S t a t i o n .  

10. Annual ly ,  Form D is sent t o  each p r o j e c t  d i r c c t a r  to  m a i n t a i n  
c o n t i n u i n g  r ev iew o f  each  project. 

,. . - 
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. 

11. 

111. 
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... . .  * . .  
TlIE UNIVERSITY OF TES;KESSEE, KfiOX’JILLE 

h p p l i  c a t i o n  for , -Rcvj  ew of  Rescarch 1:ivolvin:: I lumn Sub j c c t s  
( I n  accorduncc. w i t h  ge:icral i n s c i t . u t i o n a L  a s s u r a n c e  d a t e d  

( Ju ly  1 5 ,  1975, as amended November 25, 1 9 7  5 )  

I d e n t i f i c a t i o n  of P r o j e c t :  Date: 

P r o j e c t  D i r e c t o r  and Co-Director:  
T i t l e  o f  P r o j e c t :  
Department:  
Suppor t ing  Agency and I d e n t i f i c a t i o n  Sumber ( i f  known) : For DHEV grants/ 

contracts complete DHEV Form 596 (items 1, 2, 3 and 5 ord 6 if applicrrbZe) 
and send t o  Mrs. Janet KT’CLUSS, O f f i c e  of the Vice Cncmcellor fo r  Grm’ute 
Studies and Resmwch, 404 Andy Holt P m e r .  

Es t ima ted  s t a r t i n g  d a t e  and  comple t ion  d a t e :  
Grant  submiss ion  dead l ine :  

O b j e c t i v c ( s )  of P r o j e c t :  

D e s c r i p t i o n  of S u b j e c t s :  

Incltide nwnber o f  subjects anticipated, criterir: FOP selection and exclusion, 
age, pagnents o . ~  incmt ivcs .  
of Federal Regulations i s  as foZZoss:’ 

Dsyinition fron S i h t i t l e  A of T i t Z e  45 of Code 

”Subject a t  risk“ means any i d i v i d u a l  who may be exposcd t o  
the possibi l i ty  of injury, i n c l u d i q  pkysica2, psychological, 
or social in jury ,  as a conscqm?ice of part<cipation as a s9d- 
j e c t  i n  amp research, detielopmsnt, or r.clatec2 ac t iv i ty  which 
departs frorn thc qiplication of those estcLblis32ed and accepted 
methods nccessumcj t o  meet his  needs, or which izcreases the 
ordinaq i<sks of d i i  19 l i f c ,  including t h s  recognized 1.isk.s 
inherent i n  a choseir occupatioz or f i e 2 d  of smvice.  

-- 

-.. . - 

I V .  Metliods of  l’roccdure: 

Include :; trcsses, drugs, or mcdication, including nmc ar.d dosage, cxper- 
incnta Z rr;nnip;i 7 4  t.iom, tes ts  or measiC?cc, i?: t c w i m s ,  observations, photo- 
g ~ n p l i s ,  rccoriling:;, ctc.  
expwimmtal p?oups. 

Clearly d i s  tingiiish hctmccn contl-ol Groups and 

IFcd. l k ~ , . ,  Vo l .  4 0 ,  No. 50, (46.3b), T h u r s d a y ,  March 13, 1975 
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V. Protection Measures: 

Include spec i f i c  controls,  screeiling rr;latho&, and fo llow-up t o  assure EO 
residuu I t  physical, psgchological o r  social. cianags t o  subjects.  
method' of. protcc8iox of anonp i t y  of s i h j e c t o .  

Inctudz 

VI. Method of Ohta in i i ig  "Informed Consent" fro3 S u b j e c t s :  

- 
W 
Fv 
CD 
QD 
Q 

The d c f i n i t i o n  of in fomcd consent i s  us foZZous: 2 

'tInformed consent" means the knming consent of an individual 
or h i s  legally authorized representative,  so sitwzted as  t o  
be able  t o  exccrcise f r e s  poder of choic~ without undue induce- 
ment or any e1erner.t of force, f raud ,  decei t ,  d u ~ v s s ,  OF other 
form of constraint or  coercion. 

L2e b a s i c  eZsmants o f  in fomzd consent a m  as follo~s: 

2.  

2. 

3. 
4 .  

5. 

6. 

A fa i l '  explanation of the procedxrcs t o  be Followed, and 
theii.  p m p s e s ,  inc hiding identip:cation of any procsdwes 
which m e  experimenta I ;  
A description of any attendaxt discoxforts  and r i s k s  
rzcsoxbl l ;  t o  bc expec-ted-: 
A description of any bene f i t s  reasonarily t o  be cxpectsd; 
A disclosure of any appropriate a l t e r m t i v e  procedures 
tha t  might be advantageous for  thc sv_bject; 
An offer t o  ansum any inquir ies  cmceming the procedwes; 
and 
An im t r i i c t ion  t h a t  the persor, i s  f r e z  t o  withdrtm his  con- 
sent and t o  discontinue pa.rticipat<on in the project or 
a c t i v i t y  a t  any t k e  without pmjudice t o  the  subject.  

In addition, the agreement, wr i t ten  or oral, entered i n t o  by  the subject,  
should include 120 excuZpato-.y lunguage t h r o q h  which the subject  is made t o  
uaive, or appear t o  waive, any o f  h i s  lcgal r igh t s ,  inctudi;r,g any release 
of the  i n s t i t u t i o n  or i t s  agents from l i a b i l i t y  f o r  riigiigence. 

The actual procedure in obtcining legal ly  e f f e c t i v e  informed cozsen* and 
the bas is  f o r  Connittee determinations t h a t  t k e  procecluz-cs a m  adeqGts  
and appropia te  are t o  bc fuI Zg doe-merlted. 
one 0.f Lhc: follouing thrce fwm: 

The docmentation w i l l  follow 

2. 

2Fd. Reg.,  
3 r d .  Reg., 

Pi-ovisiok of  a mi t t s n  corssnt docman-t emhodging aZZ of 
the basic alcrnonts of i n f o r m ?  coi:sc?nt. - This f ~ v m  is t o  
be sinnc?d b~l  tkr! CIA jcck  nr Icq7nZ Z!: autizorincd rvpr>cscnta- 
t i v c .  
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2. Provision o f  a 'sJzort formf m i t t e n  cor,ser,t docrtnent indica- 
t ing  tha t  the basic e lemmts  of informed consent have been 
prescnted oruZly t o  the subject  or h i s  legaZLy c u t h o r k e d  

the  pat ien t  a m  t o  be Gpproved by the Comik tco .  
. . _  . -form' i s  t o  be siqnzrl hy t % c ?  .Pubject or his ZeqalZ!{ authori.::ed 
- rcp?vsentaliva and bq c f z  cui; tor-citnass t o  thc oral presenta- 
t i v n  and t o  thc s?cbject's s i tpc turc .  k cop3 o f  tho approvgd 
s w m m y ,  anrrotatcd t o  s h a ~  any cddi t ions,  i s  t o  ba signed by 
the  person o f J i c i a l l y  obtaining the coxsent and by thg audi- 
tor-wi t m s s  . 

-.. __. ".. + representative. Wpitten swmaries of what is t o  be said t o  . .  
The 'short 

-. 

3. Edodification o f  e i t h w  of the above imo prinary procedures. 
A Z 1 such modiJications m s  t be appoved 3y t he .  Cormit t e e  
i n  t-hc minutes signed by the Comi t t ec  Chairperson. 
Cr i ter ia  for approval o f  rnodificatioiss izzclude: 

a.  
b. 

tha t  the  risk t o  m y  subject i s  m i i t i m c t ;  
t ha t  use of e i ther  of the p - " i ~ ~ y  procedures for  
obtaining informed coilscat wouZd surely inval idate  
objec t ives  of cor.sida-a3 Ze innzdiate importance; and 
tha t  0x3  rs=rs97,r35z al ternat ive  ixaiis fo r  at ta in ing  
these object ives  would be less  advantcqeo~xs t o  the  
subjects .  

e. 

VII. Rcspons i%i l . i t y  of P r o j e c t  D i r e c t o r :  

By conipl iance w i t h  the  p o l i c i e s  e s t a b l i s h e d  by the L 'n ive r s i ty  C o m i t  tee 
on Rescarch  P a r t i c i p a t i o n ,  t h e  P r o j e c t  D i r e c t o r  s u b s c r i b e s  t o  t h e  broad  
p r i n c i . p l e s  s t a t e d  i n  "The D e c l a r a t i o n  of He l s ink i "  and s t a n d a r d s  of 
p r o f e s s i o n a l  e t h i c s  i n  a l l  r e s e a r c h ,  development and i e l a  tcd a c t i v i t i e s  . 
i n v o l v i n g  hucmt s u b j e c t s  under t h e  a u s p i c e s  of t h e  U n i v e r s i t y  of 
Tennessee ,  Knoxv i l l e .  

a. 

b. 

0 C. 

W 
p*3 d.  
Q) 

mJ 

- 

QD e .  

When a p p r o p r i a t e ,  Form DIIEIJ 5 9 6  w i l l  b2 completed and r e t u r n e d  
t o  t h e  O I f i c e  o f  t h e  Vice Chance l lo r  f o r  Graduate  S t u d i e s  and 
Research ,  404 Andy Holt  Tower. 
Approval  w i l l  be ob ta ined  from t h e  U n i v e r s i t y  Committee p r i o r  
t o  i n s t i t u t i n g  any change i n  p r o j e c t  p r o t o c o l .  
Development of any unexpected r i s k s  w i l l  b e  r e f i o r t e d - t o  the  
U n i v e r s i t y  Committee. 
S igned  consent  s t a t e m e n t s  w i l l  be  k e p t  f o r  t h e  d u r a t i o n  of t h e  
p r o j e c t  a n d  f o r  a t  l e a s t  t h r e e  y e a r s  t h e r e a f t e r .  
A s t a t u s  r e p o r t  (Form D ) 4  w i l l  be submi.tted at: 1 2  month i n t e r v a l s ,  
o r  as  reques ted ,  a t tc .s t in; ;  t o  t h e  c u r r c n t  s t a t u s  of t h e  p r o j e c t .  

S i g n a t u r e  : 

P r o j c c  t D i r c c t o r  

D A t c  

4Av; i i lnb le  i n  t l l r !  O f f i c e  o f  t h e  Vice Chancellor f o r  Grnduatc  S t u d i e s  ant1 
Hcsc;lr-ch, 404 Andy il01.t T o w r .  
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t VI I I. D c  pa r t rritn t a 1 Review : 

5 

. 

The a p p l i c a t i o n  d e s c r i b e d  above h a s  been s u b j e c t e d  t o  d c p n r  t n e n t a l  review 
and has  been approved. 

Signatures: 

Department Head Date 

Chairmail, Depar tmznta l  
Commit tee Da te  

17 copics of Fom R 

4 copies of technical portion of grant application ( o n i t  budget) 

4 copies of covm sheet of grant application 

Foim DHEh' 596 t o  bc sent  b y  Project Director t o  the  Of f ice  of Graduate 
Studies  and RcEeaxh, 904 Andy HoZt T o m r  

1 0 3 2 8 8 8  



FORM D 

TlIE UNIVERSITY OF TENZU'ESSEE, KSOXVILLE 
- -  .. . 
:': 4 S t a t u s  Form - Research Invo lv ing  Human S u b j e c t s  

Chansc/Kenewal/Termination 
' ' _  ( J u l y  15 ,  1975,  as  amended No~;snber 25 ,  1975) 

P l e a s e  conipletc Ques t ions  1 through 5 Date:  - 
1. P r o j e c t  D i r e c t o r :  Departnten t : 

2 .  P r o j e c t  T i t l e :  

3 .  Research  P a r t i c i p a t i o n  C o r n i t t e e  No.: Date O r i g i n a l l y  Approved: 

4 .  Funding Agency and Number: 

Date P r o j  e c t  Ini t i z t  e6: 5: Date Funded: -- 

O f  the f o l l o w i n g  q u e s t i o n s .  please complete o n l v  t hose  p e r t i n e n t  t o  t h e  
c u r r e n t  s t a tus  of  t h i s  r e s e a r c h  pro- jec t .  

6. Request  change i n  p r o t o c o i  a s  fo l lows:  (Attached r e v i s e d  Form B 
f o r  changes)  8 9 

7 .  a Request r e n e v a l  of  p r o j e c t  l a s t  approved on w i t h  no changes 
i n  p r o t o c o l .  ( d a t e )  

8 .  0 P r o j e c t  t e imina ted  on 

9. Desc r ibe  any unexpected r i s k s  t o  the  s u b j e c t s  t h a t  may have developed . 

( d a t e )  

s i n c e  p rev ious  review. 

* .  . .. 

Yro j e c  t D i r e c t o r  
(Signa t u r c )  (Date)  

De p a r t  men t Cha i r  pr. r s on OR 
C!i;ti 1-1)~ r 1:oii of Dcpa r t m c m  t 31 
Coinmi t t c c  

(si gnn t u r c  ) (Da Le) 

Conp le t e  form and r e t u r n  t o  tlic O f f i c e  of  t h c  Vice Chancc l lo r  of Graduate  S t u d i e s  
and i:csc:irc\i, u!+ ilndy klolt l'owcr. 

I4 3 2 8 8 9 



D E C L R R A T I O K  O F  ' H E L S I N K I  

Recommentla Lions Gu id ing  D o c t o r s  i n  C l i n i c a l  Resea rch  

-. . . I  

I n t r o d u c t i o ' c  - + 

It i s  t h e  'm i s s ion  o f  t h e  d o c r o r  t o  safegu-tzd :he h e a l t l i  o f  t h e  p e o p l e .  
H i s  knowicclgc a n a  c o n s c i e n c e  a r e  d e d i c a t e d  to t h e  f u l f i l m e n t  of t h i s  m i s s i o n .  

The D e c l a r a t i o n  o f  Geneva o f  t h e  World S!cdical A s s o c i a t i o n  b i n d s  t h e  
. d o c t o r  w i t l i  t h e  words: "The h e a l t h  o f  my p.-..rient w i l l  b e  niy f i r s t  c o n s i d e r a -  

t i o n "  and t h e  I n t e r n a t i o n a l  Code o f  H e d i c a l  E t h i c s  d e c l a r e s  t h a t  "Any a c t  o r  
a d v i c e  wliich c o u l d  weaken p h y s i c a l  or m e n t a l  r e s i s t a n c e  o f  a human b e i n g  nay 
b e  used c11i1y i n  h i s  i n t e r e s t . "  

Because  i t  i s  e s s e n t i a l  t h a t  t he  resulcs  o f  l a b o r a t o r y  e x p e r i m e n t s  b e  
a p p l i e d  t o  human b e i n g s  t o  f u r t h e r  s c i e n t i f i c  knowledge and t o  h e l p  s u f f e r i n g '  
h u m a n i t y ,  the World P icd ica l  A s s o c i a t i o n  has p r e p a r e d  t h e  f o l l o w i n g  recommenda- 
t i o n s  as a g u i d e  t o  e a c h  d o c t o r  i n  c l i n i c a l  r e s e a r c h .  L t  ;;lust b e  stressed t h a t  
t h e ' s t a n d a r d s  as d r a f t e d  are o n l y  a g u i d e  to  p h y s i c i a n s  all o v e r  the w o r l d .  
Doctors are n o t  r e l i e v e d  from c r i m i n a l ,  c i v i l  and e t h i c a l  r e s p o n s i b i l i t i e s  
u n d e r  t h e  l a w s  o f  t h e i r  own c o u n t r i e s .  

I n  t h e  f i e l d  o f  c l i n i c a l  r e s e a r c h  a fundancnta l  d i s t i n c t i o n  m u s t  b e  
r e c o g n i z e d  be tween  c l i n i c a l  r e s e a r c h  i n  which t h e  a i n  i s  essencially t h e r a -  

is p u r e l y  s c i e 2 : i f i c   xi 7.Ciihout r h e r a p e u t i c  v = l ~ ~  t o  i h e  pzrsor.  s u b j e c t e d  to 
t h e  r e s e a r c h .  

47 p e u t i c  f o r  a p a t i e n : ,  and t h e  c l i n i c a l  r e s e a r c h ,  t h e  e s s e n t i a l  o b j e c t  o f  which 

I. E a s i c  P r i n c i p l e s  

1. C l i n i c a l  r e s e a r c h  must conform t o  t h e  m o r a l  and s c i e n t i f i c  p r i n c i p l e s  
t h a t  j u s t i f y  m e d i c a l  r e s e a r c h  and s h o u l d  b e  b a s e d  on l a b o r a t o r y  a n d  
a n i m a l  e x p e r i m e n t s  o r  o t h e r  s c i e n t i f i c a l l y  e s t a b l i s h e d  f a c t s .  

2 .  C l i n i c a l  r e s e a r c h  s h o c l d  b e  conduc ted  o n l y  b y  s c i e n t i f i c a l l y  q u a l i f i e d  
p e r s o n s  u n d e r  t h e  s u p c r v i s i o n , o f  a q u a l i f i e d  m e d i c a l  man. 

3.  C l i n i c a l  r e s e a r c h  c a n n o t  l c g i  t i i i irr tely be  c a i r i e d  o u t  u n l e s s  t h e  i m p o r t a n c e  
' o f  the  o b j e c t i v e  i s  i n  p r o p o r t i o n  to  t h e  i n h e r e n t  r i s k . & o .  t h e  s u b j e c t .  

4. Every c l i n i c a l  r e s e a r c h  p r o j e c t  s h o u l d  h e  preceded  by c a r e f u l  a s s e s s m e n t  
o f  i n l i c r c n t  risks i n  coinparison t o  f o r c s e e a b l e  b e f i e f i t s  t o  t h e  s u b j e c t  
o r  t o  o t h e r s .  

5 .  S p c c j a l  c a u t i o n  sho i l ld  b e  e x c r c i s c d  b y  t h c  d o c t o r  i n  p e r f o r m i n g  c l i n i c a l  
rescnrcli i n  whicli tllc. p e r s o n a l . i t y  o f  t h c  s u b j e c t  is l i a b l e  t o  b e  a l t e r e d  
by d r i iEs  o r  t x p c r i i a c n t 3 1  p r o c e d u r e .  

1 0 3 2 8 9 0  
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. . *. 

- c  ' 

11. C l i n i c a l  Research Combined wi th  P r o f e s s i o n a l  Care 
C. 

1. I n  t h e  t r ca tmcn t  o f  tho s i c k  person ,  the  d o c t o r  m u s t  be  f r e e  t o  use a new 
t h e i a p c u t i c  measure,  i f  i n  h i s  judgment i t  o f f e r s  hope of s a v i n k  l i f e ,  re- 
e s t a - b l i s h i n g  . ~ I  h e a l t h ,  o r  a l l e v i a t i n g  s u f f e r i n g .  

If at all p o s s i b l e ,  c o n s i s t e n t  w i t h  p a t i e n t  psychology, the  d o c t o r  should  
o b t a i n  the  p a t i e n t ' s  f r e e l y  g iven  consent  a f t e r  t he  p z t i e n t  h a s  been g iven  
a f u l l  e x p l a n a t i o n .  I n  case  of l e g a l  i n c a p a c i t y ,  consent  s h o u l d  a l s o  b e  
procured  from the  l e g a l  guard ian ;  i n  case  o f  p h y s i c a l  i n c a p a c i t y ,  the 
p e r m i s s i o n  af t h e  l ega l  guard ian  r e p l a c e s  t h a t  of th2 p a t i e n t .  

..: $ 

2. The d o c t o r  can combine c l i n i c a l . r e s e a r c h  w i t h  p r o f e s s i o n a l  care, t h e  o b j e c t i v e  
b e i n g  t h e  a c q u i s i t i o n  of  new medical  knowledge, o n l y  t o  t h e  e x t e n t  t h a t  
c l i n i c a l  r e s c a r c h  i s  j i t s t i f i e d  by i t s .  t h e r a p e u t i c  vz lue  f o r  t h e  p a t i e n t .  

111. Non-Therapeutic C l i n i c a l  Research 

1. 
* a human b e i n g ,  i t  is t h e  duty  of  t h e  doc to r  t o  remain t h e  p r o t e c t o r  of t h e  

I n  t h e  p u r e l y  s c i e n t i f i c  a p p l i c a t i o n  dE c l i n i c a l  r e s e a r c h  c a r r i e d  ou t  on 

l i f e  and h e a l t h  of t h a t  person on whoin c l i n i c a l  r e s e a r c h  i s  b e i n g  c a r r i e d  
out. 

2.  The n a t u r e ,  t h e  purpose and the r i s k  of c l i n i c a l  r e s e a r c h  must  be  ex- 
p l a i n e d  t o  the  s u b j e c t  by the d o c t o r .  

3a. C l i n i c a l  r e s e a r c h  on a humar! b e i c g  cannot be undertaken w i t h o u t  h i s  f ree  
C O i l S e a i  a f t e r  he has  t e e n  informed; ii iie is iegaiiy incomp2cenc, che con- 
s e n t  o f  t h e  legal guard ian  should be procured.  

3b. The s u b j e c t  o f  c l i n i c a l  r e sea rch  should be i n  such a menta l ,  p h y s i c a l  and 
l e g a l  s t a t e  as t o  be a b l e  t o  e x e r c i s e  f u l l y  h i s  power of c h o i c e .  

3c. Consent  s h o u l d ,  as a rule, be ob ta ined  i n  w r i t i n g .  However, the respons ib-  
i l i L y  f o r  c l i n i c a l  r e s e a r c h  always remains wi th  t h e  r e s e a r c h  worker;  i t  
n e v e r  f a l l s  on the  s u b j e c t  even a f t e r  consent  is ob ta ined .  

4a. The i n v e s t i g a t o r  m u s t  r e s p e c t  t he  r i g h t  o f  each  i n d i v i d u a l  t o  sa fegua rd  
his p e r s o n a l  i n t e g r i t y ,  e s p e c i a l l y  i f  the s u b j e c t  i s  i n  a dependent  
r e l a t i o n s h i p  t o  the  i n v e s t i g a t o r .  .. . - 

4b. A t  any  t i m e  d u r i n g  the  course of  c l i n i c a l  r e s e a r c h ,  the s u b j e c t  o r  h i s  
g u a r d i a n  should  be  f r e e  t o  withdraw permission f o r  r e s e a r c h  ' t o  be cont inued .  

The i n v e s t i g a t o r  o r  t h e  i n v e s t i g a t i n g  team should  d i s c o n t i n u e  t h e  r e s e a r c h  
i f ,  i n  h i s  or  t h e i r  judgment, i t  may, i f  con t inued ,  be  liarinful t o  the  
i n d i v i d u a l .  

..:- 
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The OPRRReport has been i n i t i a t e d  by the O f f i c e  f o r  
Protect ion from Research Risks t o  inform DHEW grantee 
and contractor i n s t i t u t i o n s  o f  a c t i v i t i e s  concerning 
the protect ion o f  human subjects. The Report w i l l  be 
d i s t r i b u t e d  on an occasional basis and w i l l  speak 
informal ly t o  DHEW regulat ions,  t o  l eg i s la t i on ,  t o  
cour t  cases and decisions, and t o  other subjects o f  
a general i n te res t  i n  the protect ion o f  human subjects. 

CERTIFICATION RESTRICTIONS PLACED ON GENERAL A S S W E S  

A change has been made i n  the general assurance r e s t r i c t i o n  codes. The code 
w i l l  be shown as a s u f f i x  t o  the general assurance number l i s t e d  i n  the 
CumuZative List of Organizations and Institutions in Compliance with DHEW 
Policy and Regulations on Protection of Hwnan Subjects. 
w i t h  the National Research Act, P.L. 93-348, T i t l e  I I ,  which s p e c i f i c a l l y  
appl ies t o  bo th  biomedical and bekztrioral research, and w i t h  the de r i va t i ve  
DHEW regulat ions. 

I 

This change conforms 

A r e s t r i c t i o n  usual ly  indicates tha t  the I n s t i t u t i o n a l  Review Board does not 
have a t  l eas t  two members w i t h  the professional  q u a l i f i c a t i o n s  considered 
necessary t o  provide adequate review o f  research a c t i v i t i e s  i n  the area o f  
the r e s t r i c t i o n .  Rest r ic t ions apply on ly  t o  a c t i v i t i e s  requ i r i ng  c e r t i f i c a t i o n .  

f 

An -XM s u f f i x  indicates a r e s t r i c t i o n  i n  biomedical research; a proposed a c t i v -  
i t y  requ i r i ng  medical expert ise t o  assess r i s k s  and benefi ts and t o  determine 
the adequacy o f  medical services and safeguards cannot be c e r t i f i e d  under art 
-XM r e s t r i c t i o n .  

An -XB s u f f i x  indicates" r e s t r i c t i o n  i n  behavioral research; a proposed a c t i v -  
i t y  requ i r i ng  behaviora P expert ise for assessing r i s k s  and bene f i t s  and deter- 
mining the adequacy o f  c l i n i c a l  services and safeguards cannot be c e r t i f i e d  
under an -XB r e s t r i c t i o n .  

L 

An -XO s u f f i x  indicates a r e s t r i c t i o n  tha t  uniquely appl ies t o  the i n s t i t u t i o n  
under the condi t ions speci f ied i n  the DHEW assurance approval l e t t e r .  
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Institutions having I R B ' s  that otherwise meet the requirements of 45 CFR 46.6 
will be considered eligible, insofar as Board membership is concerned, for 
unrestricted DHEW approval when (a) two or more members are licensed to practice 
medicine (FDA requires that at least two members licensed to administer drugs 
and at least one member not so licensed serve on the I R B  quorum for review of 
a proposal involving an investigational new drug), and (b) two or more members 
are identified with competence in the behavioral sciences or rela'ted special- 
ties, s u c h  as anthropology, psychiatry, psychology, sociology. 

Those institutions that have established a committee that does meet require- 
ments for an unrestricted general assurance may request removal of the restric- 
tion with submission of an assurance addendum naming additional members to 
their IRB(s) with the appropriate professional qualifications. 

When reporting fR8 membership, institutions should follow the format given in 
the May 22, 1975 OPRR Memorandum. 
the quorum requirement may be affected and that if replacements are submitted, 
the member replaced should be identified. 

Note that if members are added to the Board, 

When a proposal to be submitted to DHEW comes within the scope of a restriction, 

additional 
names and qualifications should be reported immediately to OPRR and a statement 
added under "Notes" on the HEW 596 form certifying IRB review and approval that 
the additional professionally qualified members have been reported to OPRR. 
Proposals that come within the certification restrlctions that are not preceded 
or accompanied by appropriate compensating reviewer? will be deferred for re- 
review and recertification. 

either biomedical or behavioral, the I R B  reviewing the proposal must include i 

voting members whose qualifications offset the restriction. Their ; L 

ONLY AlJTliQRIZED SIGNATURES RECOGNIZED ON ASSLRANCES 

. . . asst(llmces shaZZ be executed by an 
individuat authorized t o  act for the ins t i tu t ion  
and t o  assume on behalf of th ins t i tu t ion  the 
obligatio- inposed by th i s  p a r t  . . . . 

49 FR 12854 45 CFR 46.4(b) 

OPRR does not normally question the credentials of the individual signing the 
Institutional Assurance o f  Compliance statement. However, the person signing 
such a document must in fact have the legal and executive authority to execute 
such comitments for the institution and --- all of the components named. 
it i s  not clear that the individual signing the compliancs statement has the 
executive authority to make such institutional commitments, documentation (e.g., 
a copy of a memorandum signed by the head of the institutiun clearly delegating 
such authority) should be provided as an addendum to the Institutional Assurance .- 
establishing the basis for such authority. 

Whenever 
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When the  i n s t l t u t i o c  considers i t  mutua l l y  advantageous, because o f  j o i n t  pro-  
fess iona l  s t a f f  appointments, common f a c i l i t i e s  o r  o the r  cons idera t ions ,  one 
i n s t i t u t i o n  ( the  a f f i l i a t i n g  i n s t i t u t i o n ,  e.g., a veterans a d m i n i s t r a t i o n  hos- 
p i  t a l ,  a community h o s p i t a l  or  an autonomous research i n s t i t u t e )  may subscr ibe 
t o  the  assurance implementing procedures o f  another i n s t i t u t i o n  ( the  o r i g i n a t i n g  
i n s t i t u t i o n ) .  

TO rece ive  o f f i c i a l  DHEW recogn i t i on  of such a r e l a t i o n s h i p  ( 1 )  t he  a f f i l i a t i n g  
i n s t i t u t i o n  must submit a p roper l y  executed " I n s t i t u t i o n a l  Assurance o f  Compli- 
ance'' w i t h  a copy o f  the assurance implementation procedure o f  t h e  o r i g i n a t i n g  
i n s t i t u t i o n  i nc lud ing  the cu r ren t  membership l i s t  o f  the DHEW approved I R B  mem- 
bersh ip  l i s t .  The l i s t  which may be amended by the  o r i g i n a t i n g  i n s t i t u t i o n  t o  
accommodate the  a f f i  1 - ia t ing  i n s t i t u t i o n ,  and (2) a memorandum o f  understanding 
signed by au thor ized  o f f i c i a l s  of both i n s t i t u t i o n s  and the chairman of  the  I R B .  
The memorandum o f  understanding must p rov ide  f o r  the I R B  t o  'review a l l  a c t i v i t i e s  
i n v o l v i n g  human sub jec ts  conducted a t  the a f f i l i a t i n g  i n s t i t u t i o n  and f o r  pa ra l -  
l e l  a d m i n i s t r a t i o n  o f  the assurance implementing procedures a t  t he  a f f i l i a t i n g  
i n s t i t u t i o n .  

DHEW REGULATIONS AMENDED - H H  SWECTS 

T i t l e  4 5 ,  Code o f  Federal Regulat ions,  Par t  46, 40 FR 51638, 
November 6, 1975, app l i es  t o  Sect ion 46.206 o f  the  regu la t i ons  
publ ished August 8, 1975 (40 FR 33526) concerning research, develop- 
ment, and r e l a t e d  a c t i v i t i e s  i n v o l v i n g  fetuses, pregnant women and 
human in-vitro f e r t i l i z a t i o n .  The sec t i on  (46.206) i s  amended t o  
read: ' ' ( a ) ( Z )  Except where the purpose o f  the  a c t i v i t y  i s  t o  meet 
the h e a l t h  needs o f  the mother o r  t he  p a r t i c u l a r  f e tus ,  the risk t o  

RISK-BENEFIT 

the  f e t u s  i s  minimal and, i n  a l l  cases, i s  t he  l e a s t  poss ib le  r i s k  f o r  achiev ing 
t h e  o b j e c t i v e s  o f  t he  a c t i v i t y . "  

PROPOSED PROCEDURES - TITLE 42 CFP\ PART h 
PROTECTION OF. IDENTITY - RESEARCH SUBJECTS AND PATIENTS 

The proposed amendment in t roduces procedures under which persons engaged i n  
research on mental hea l th ,  i nc lud ing  research on the  use and e f f e c t  o f  a lcohol  
and o t h e r  psychoact ive drugs may apply  f o r  an a u t h o r i z a t i o n  to  p r o t e c t  the p r i vacy  
o f  t h e  research sub jec ts  by w i thho ld ing  from a l l  persons no t  connected w i t h  the 
conduct o f  the  research, the  names and o the r  i d e n t i f y i n g  c h a r a c t e r i s t i c s  of  the  
sub jec ts .  

I n t e r e s t e d  persons a r e  i n v i t e d  t o  w r i t e ,  by January 19, 1976 t o :  

A lcohol ,  Drug Abuse, and Mental Hea l th  Admin i s t ra t i on  
5600 Fishers Lane 
Room 13C-06 I032844' Rockv i l l e ,  Maryland 
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DRR, NIH ISSUES INSTRXTIONS FOR BRSG 

Institutions applying f o r  or receiving awards f o r  Biomedical Research Support 
Grants (BRSG), have been instructed by the division o f  Research Resources, N I H ,  
to report all activities involving human subjects at least 30 days before support 
begins. Based on the use of form HEW 596, the reporting procedure requires that 
an initial declaration/assurance/certification accompany the application stating 
whether or not activities involving human subjects are planned. 
must be submitted for each activity proposed o r  developed later. 

A similar report 

The instructions are derived from the regulatory requirements (45 CFR 46), 
especially sections 46.113, "Applications and proposals lacking definite plans 
for involvement o f  human subjects," and 46.114, "Applications and proposals 
submitted with the intent o f  not involving human subjects.'' 

Although DRR instructions, reprinted below, were written specifically for the 
BRSG program, they exemplify the procedure that should be followed whenever 
sections 46.113 and 46.114 apply or whenever support on any DHEW grant or contract 
funds are being considered for an activity that has not been previously reviewed 
or reported to the supporting agency o f  the DHEW. 

APPLICATION FOR BIOMEDICAL RESEARCH SUPPORT GRANT t 

- INSTRUCTIONS FOR COMPLETION OF FORM HEW 596 (Rev 4-75) 

"PROTECTION OF HUMAN SUBJECTS, 
ASSURANCE/CERTIFICATION/DECLARATION~~ 

Note: Read carefully the introductory Statement o f  Policy on Form 
HEW 596 (Rev 4-75). For background information, refer to 
Federal Register 40:11854-11858 March 13, 1975. - 

Application f o r  a Biomedical Research Support Grant (BRSG) must be accompanied 
by a properly completed Form HEW 596 (Rev 4-75) indicating proposed involvement 
(Box 38) or non-involvement (Box 3A) o f  human subjects. 

1 .  Institutions with General Assurance 

A. lnsti tutions with Unrestricted General Assurance. (Assurance covers 
both medical and behavioral investigations.) 

Before any activity involving human subjects can receive support 
from BRSG funds, whether it is ongoing, about to be initiated, 
or will be undertaken later in the grant period, a current certification 
on Form HEW 596 for each such activity with a ccpy o f  each activity 
plan as reviewed and approved by the lnstitutionzl Review Board ( I R B )  
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must be on file with DHEY. Therefore, enclose the appropriate HEW 596 
forms and IRB approved plans for the ongoing and about to be initiated 
projects with the BRSG application. 
any BRSG supported activity after submission of a BRSG application, must 
also be reviewed and approved by the IRB and submitted to DHEW (DRR-NIH) 
with a Form HEY 596 certifying such review and approval at least 30 days 
prior to actual participation of hunan subjects in that activity (Box 48). 

Plans to involve hunan subjects in - 

B. Institutions with Restricted General Assurance 

If there is a restricted general assurance, then institutions cannot pro- 
pose activities within those restrictions. Restrictions are specified by 
an XM (restricted .from certifying medical research activities), an XB 
(restricted from certifying behavioral research activities), or, rarely 
an XO (other restrictions) suffix to institutional assurance numbers. 
(These suffixes will appear in future issues of the Cumulative List of 
Institutions in Compliance with DHEW Requlations.) When such restric- 
tions prohibit a proposed activity, the restriction may be removed by 
submitting HEW Form 596 (Rev 4-75) with a check mark in Box 4A and a 
request that procedures be initiated to remove the specific restriction. 

! I .  lnstitutions without General Assurance 

If a grantee without general assurance wishes to use the award to support 
an activity involving human subjects, a Form HEW 596 (Rev 4-75) must be sub- 
mitted with check mark in B o x  4A to initiate procedures necessary to comply 
with the regulations on protection of human subjects. As part of such com- 
pliance, DHEW will request the grantee institution to satisfy the require- ~ 

ments for either a general or specia1,assurance. 

1 1 1 .  All Institutions 

Before BRSG funds can be used to supplement support of an ongoing project, 
review, approval, and certification to DHEW must be completed unless the 
project: 1. is being supported also by another DHEW award, and 2. has been 
reviewed, approved, and currently is certified to be in compliance with such 
other DHEW award, and 3. there has been no change in the project since last 
reviewed, approved, and certified and no change in the project is contem-’ 
plated at the time of supplementation. Documentation o f  review, approval, 
and certification must be part of the BRSG grantee file for each activity in- 
volving human subjects that receives either sole or supplemental support from 
BRSG funds. 



- ,  

OPRR Report Page 6 _ _  ~ -- .---January 1976 - 

All submissions of Form HEW 596 required for use o f  BRSG funds to support activi- 
ties involving human subjects in accordance with these instructions should be 
addressed to: 

Biomedical Research Support Grant Program 
Division o f  Research Resources 
National Institutes of Health 
Bethesda, Maryland 20014 
301: 496-6743 

FORM HEW 596 TO BE REVISED - .., 

Sooner or later, hopefully within eight months,: the Form HEW 596 for assurance/ 
certification/declaration will be revised. 
Research Risks-encouragk those who are using this -for omment on its defi- 
c i enc i es and usef u 1 ness for :.t he'-purposes-it- i s - i  ntende rue.- -PI ease note 
that the form -is- des-ignated? to accommodate. institutions having general assur- 
ances as well as those that do have general assurances. Some familiarity with 
those sections o f  45 CFR 46 pertaining to "special assurances" (e.g., section 
46.16, cooperative activities) may be helpfu offering suggestions. 

I t  is planned that provision will be made in 
certification of either the original application-or a modified proposal or pro- 
tocol, a copy of which i s  to be submitted with-the HEW 596. 

The Office for  Protection from 

__.. ~ - ~- _ _ -  -- 
next revision of HEW 596 for 

- 
. 1- 

A .  - .  . .  . 
~ I _ -  .. 

- I  - , -  . - 

- -  

~ - r .  

LEG ISLATION ENACTED 

NEW YORK - Amendment to the Pub1 ic Health Law, Chapter 450, 
1975. A law; P-rotectbn of Human Subjects, was enacted by 
the 1975 state gis1aiure:- The Act is based on DHEW regu- 
lations an2 st s ( §  2445) that it does not apply to re- 

rch which'is in compliance with or subject to regu.lations 
Conversely, any institution in compliance with the Act is 

:, - 

of any federal agency 
with DHEW regulations:' 

I _  
. ,  - .  . 

- I .  , 
I _  LEGISLATION PENDING -' - 

CALIFORNIA - California Assembly Bill No. 2423, 1975-76. 
The Human Experimentation Act o f  1975 provides that "no person shall be subjected 
to any medical experiment without his express voluntary consent." 

The Act further states t.hat express voluntary consent cannct be given by: persons 
under 18 years of age; pregnant women; persons confined to institution, penal 

1 0 3 2 8 9 1  
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or otherwise; the mentally retarded or  those confined to any hospital, nursing 
home, or home for the elderly or disabled. 

introduced June 25, 1975, the bill was referred to the Conunittee on Criminal 
Justice. 

LEGAL OPINIONS 

There is some confusion in the scientific community as to whether the Department 
regulations concerning research involving fetuses, pregnant women or in -v i t ro  
ferti 1 ization, pub1 ished in the FederaZ Register on August 8, 1975, permit 
investigations: ( 1 )  to administer experimental drugs to pregnant women without 
advising these women I t .  . . that neither the immediate or  delayed effects of 
the drug are known as long as the investigator and his review committee believe 
there is little risk to the fetus . . . , I 1  and (2) to utilize control groups of 
unmedicated mothers in research..into-.the- effects of obstetric analgesia and 
anesthesia on the newborn. 

The August 8 publication amended the Department's basic regulations (45 CFR 
Part 46, Subpart A )  regarding protection of human subjects by adding a new 
Subpart 0 thereto. However, the publication made EO significant changes in 
the pre-existing regulations and, in fact, the new subpart contains a specific 
statement that its requirements are - in addition to those contained in other 
subparts. 

Section 46.109 of th ic-regulations continues to require that: "Any 
institution proposing:to place any subject at risk i s  obligated to obtain 
and document legally effective informed consent." Informed consent is defined 
in section 46.103.t 

*. > 

. -  ~ .- 

1 .. . .  

c?ude the f o l  lowing'elements: _ .  I ?  

"(1) A fair explanation of the procedures to be followed, 
and their purposes, including identification of any procedures ' 

which are experimental; 
(2) a description of any attendant discomforts and risks . 

( 3 )  a description of any benefits reasonably to be 
expected ; 
(4) a disclosure of any appropriate a1 ternative procedures 
that might be'advantageous for the subject; 
(5) an offer to answer any inquiries concerning the . 
procedures; and 
(6) an instruction that the person i s  free to'withdraw- - -  
his consent and to discontinue participation in the 
project or activity at any time without prejudice to 
the subject." - 

. reasonably to be expected; 
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This definition was not modified by the new regulations. 
regulations have not altered the obligation under the pre-existing regula- 
tions to secure informed consent from pregnant women involved in research 
activities. In our view, there is no basis for such a conclusion. 

Hence, these 

Turning to the second concern, insofar as it is permissible under the 
Department's regulations (both Subparts A and B) t o  engage in particular 
research on medicated mothers to test the effects o f  obstetric analgesia 
and anesthesia on the newborn, we are aware of nothing in the regulations 
which would bar utilization of a control group of unmedicated mothers, 
assuming the mothers' informed consent was secured. It is assumed that 
in such circumstances the lack of analgesic or anesthetic medication would 
not be harmful to, but rather would be likely to benefit, the fetus. 

OGC, N I H  

PUBLIC ACCESS TO INFOWTION FILED W I T H  OPRR 

DHEW feels especially obliged to deal with any questions or issues that may 
involve the protection of human subjects as openly and as expeditiously as 
possible without violating rights to privacy and confidentiality o f  the 
individual. - 
All documents within DHEW that pertain to the implementation of the regulations 
on protection of human subjects including the institutional assurances and 
certifications on file with DHEW are considered public documents. 

Applications, sumnary sheets, and project site visit report relating to projects 
involving human subjects are subject to the same restrictions and privileges 
accorded to all such documents under the recent decision of the District h u r t  
of Appeals. 

Certain functions are assigned to the grantee and contracting institutions that 
provide for the preservation of confidentiality and privacy o f  the individuals 
subject to the provisions o f  applicable law. 

Many states have statutory and comnon law provisions that provide varying degrees 
of protection to certain confidential records such as those of patients, research 
data, and comnittee deliberations. 

It is the intention of the Department to respect these preserves. 

c 
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NIH REQUIRES DISPOSAL SAFEGUARDS 

The Nat ional  I n s t i t u t e s  o f  Heal th  has developed i n t e r i m  procedures f o r  the  
d isposal  o f  chemical carcinogens a t  N I H .  I t  i s  intended tha t  these procedures 
should compliment s p e c i f i c  Department o f  Health, Education, and Welfare regu- 
l a t i o n s  i n  t h i s  area. 

The Wi l l iams-Ste iger  Occupational Safety  and Hea l th  Act o f  1970 was enacted t o  
assure safe and h e a l t h f u l  working cond i t i ons  and Executive Order 11612 extended 
t o  each Federal agency the  requirement t h a t  i t  e s t a b l i s h  and main ta in  an e f f e c t i v e  
and comprehensive occupational sa fe ty  and h e a l t h  program cons is ten t  w i t h  the  
standards se t  i n  the Act .  

Required procedures f o r  t he  d isposal  o f  chemical carcinogenic ma te r ia l  a t  N I H  
have been 'developed no t  on l y  for employee sa fe ty ,  but  a l so  f o r  sound environ- 
mental management o f  these ma te r ia l s .  Radioact ive waste conta in ing  chemical 
carcinogens i s  disposed of  i n  accordance w i t h  p rov is ions  o f  the N I H  Rad ia t ion  
Safety Guide. Other carc inogenic  waste ma te r ia l  i s  broken down i n t o  f i v e  
categor ies f o r  disposal purposes: D i l u t e  so lu t i ons  (0.1%); glassware and 
equipment; burnable contaminated or p o t e n t i a l l y  contaminated ma te r ia l s ;  syringes 
and needles contaminated w i t h  chemical carcinogens; and, purchased o r  synthesized 
carc inogenic  chemicals and d i l u t e  non-degradable 1 iqu ids.  

T r u l y  i n f e c t i o u s  waste tha t  i s  a l s o  contaminated w i t h  a chemical carcinogen 
w i l l  be b i o l o g i c a l l y  decontaminated by chemical means ra ther  than by auto- 
c lave  p r i o r  to  completing the  procedures i d e n t i f i e d .  

ANNOUNCEMENTS 

INTERNSHIPS 

The I n s t i t u t e  o f  Society ,  E th ics  and the  L i f e  Sciences o f f e r s  t w o  programs: 
a one-month i n te rnsh ip  i n  January and a general i n te rnsh ip  o f  more than a month, 
e i t h e r  dur ing  the  school year o r  i n  the  summer. Students are prov ided the  oppor- 
t u n i t y  t o  pursue an i n d i v i d u a l ,  s e l f - i n i t i a t e d  research p r o j e c t  d i r e c t e d  and 
supervised by a s t a f f  member. 

In te rns  are  students from undergraduate, p ro fess iona l  and graduate schools and 
should be s tudy ing f o r  a degree. A prime requirement i s  an i n t e r e s t  i n  the  
problems the  I n s t i t u t e  explores, and the  a b i l i t y  t o  undertake competent indepen- 
dent research i n  one o r  more o f  these areas. An app l ican t  should have some 
understanding o f  the  ph i losoph ica l  and e t h i c a l  issues involved be fore  apply ing.  
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For summer internships, applications should be postmarked by April 15; for 
other internships, at least two months before the proposed period. Address 
applrcations or inquiries to: 

Marc Lappe 
Hastings Center 
360 Broadway 
Hastings-on-Hudson, New York 10706 

RESEARCH PRIZE 

The Nellie Westerman Prize for Research in Ethics, an annual award f o r  a paper 
detailing an ethical problem in an investigation involving human subjects, has 
been announced by the American Federation for Clinical Research. Creative ap- 
proach to ethical problems wi 1 1  be pub1 ished in CZinicaZ Research. 

February 15, 1976, is the deadline f o r  submitting papers to: 

Robert J. Levine, M.D. 
Department of Med i c ine 
Yale University School of Medicine 
333 Cedar Street 
New Haven, Connecticut 06510 

INTERFACULTY PROGRAM IN MEDICAL ETHICS 

Harvard University has established an Lnterfaculty Program in Medical Ethics 
under a three-year grant award. The interdisciplinary program, to be admin- 
istered by the Medical School, is viewed as an opportunity to enhance study 
in the area and give professional people greater training in the ethical aspects 
of medicine. 

MEET I NG 

The Southern Sociological Society i s  scheduling a meeting on Research Risks for  
Humun Subjects to be held in Miami, April 7-10, 1976. The format o f  the sessions 
will permit discussions and exchange o f  information on the subjects among socio- 
logists. The meeting will be attended by a representative of OPRR. 

QUESTIONS AND ANSWERS 

Q. Under a protocol approved earlier this year, we have been treating 
several patients with chronic peptic ulcer and Zollinger-Ellison 
syndrome with Metiamid, a gastric secretory depressant available 
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as an invest igat ional  new drug. Wi th in  the l a s t  few weeks, Metiamid 
has been withdrawn by the manufacturer because o f  an accumulation o f  
adverse reactions, and another, Cimetidine, subst i tu ted f o r  i t  under 
an emergency IND exemption. 
assemble a quorum o f  our I R B  t o  review the change i n  the protocol .  
Can we take any ac t i on  wi thout p r i o r  approval o f  the Board? 

Because o f  vacations, we are unable t o  

A. Yes. The Department's regulat ions provide f o r  prompt repo r t i ng  t o  the 
Board of proposed changes (46.6(d) (2) )  and t imely  review (46.2(b).(4)), 
but  there i s  no obst ruct ion t o  emergency changes i n  protocols necessary 
i n  the i n te res ts  of the pat ient .  Such changes are consistent w i t h  the 
terms o f  the Declarat ion o f  Hels ink i  ( 1 1 .  4c) and the E th i ca l  Guidelines 
f o r  C l i n i c a l  Invest igat ion o f  the AMA (2, 3 B i i i ) .  
should the regulat ions be construed so as t o  deny due care t o  a pat ient .  

Under no circumstances 

D i s t r i b u t e d  by: 

O f f i c e  f o r  Protect ion from Research Risks 
O f f i c e  of the Di rector ,  N I H  
Westwood Bui ld ing,  Room 304 
301 : 496-7541 
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Oak Ridge 
Associated 
Universities 

Medical and 
Hcal th Sciences 
Division 

February 18, 1976 

Joan B, Woods, M.D. 
Oak Ridge Mental Health Center 
Oak Ridge, Tennessee 37830 

Dear Doctor Woods: 

My nomination of you for membership on the ORAU/ORNL Committee 
on Human Studies has received unanimous approval of the other Committee 
members. For your information, a complete list is enclosed. 

I will be sending you shortly an inquiry concerning possible dates 
for holding a meeting of the whole committee in Oak Ridge to consider 
the revised guidelines for Research on Human Subjects to comply with 
PHS/DHEW Policy on Protection of Human Subjects. 

Thank you for your willingness to serve. 

Sincerely yQurs, 

C. C.-Lushbaugh, M. D. 
Chairman, Medical and Health 

Ex Officio Member, ORAU/ORNL 
Sciences Division 

Committee on Human Studies 

CCL : f b 

Enc . 

1 0 3 2 4 0 4  
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February 18, 1976 

Donald W. Goodwin, Ph.D. 
United Church 
Chapel-on-the-Hill 
Oak Ridge, Tennessee 37830 

Dear Doctor Goodwin: 

My nomination of you for membership on the ORAU/ORNL Committee 
on Human Studies has received unanimous approval of the other  Committee 
members. For your information, a complete list is enclosed. 

I will be sending you shortly an inquiry concerning possible dates 
for holding a meeting of the whole committee in O a k  Ridge to consider 
the revised guidelines for Research on Human Subjects to comply with 
PHS/DHEW Policy on Protection of Human Subjects. 

Thank you for your willingness to serve. 

Sincerely youp, 

C. C. Lushbaugh, M. D., Chairman 

Ex Officio Member, ORAU/ORNL Committee 
Medical and Health Sciences Division 

on Human Studies 

CCL: fb 
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Donald t.7, Goodwin, Ph-D, 
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Karl F. Hiibner, M. D. 
Chief of Outpatient Clinical Studies 
Medical and Health Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 117 
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Melvin E. Koons, J. D. 
Union Carbide Nuclear Company 
Y-12 Area, P. 0. Box Y 
Building 9704-2 
Oak Ridge, Tennessee. 37830 

. .  . 
Robert D. Lange, M. D., Chairman 
Assistant Director 
University of Tennessee . * 

Memorial Research Center & Hospital 
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Knoxville, Tennessee 37920 

Thomas A. Lincoln, M. D. 
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Oak Ridge National Laboratory 
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Oak Ridge, Tennessee 37830 

Clarence C. Lushbaugh, M. D., ex'officio . 
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P. 0. Box 117 
Oak Ridge, Tennessee 37830 

John B. Storer, M. D. 
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Y-12 Area 
Building 9207 
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Joan B, Woods, M. D. 
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TO: OEUU/ORNL CONMITTEE ON HUMAN STUDIES 

This  i s  t o  remind you of t h e  scheduled meeting (Tuesday, May 11, 10 a . m . ,  
Second Floor  Conference Room, O M U ,  Medical and Heal th  Sciences D i v i s i o n ) .  We 
a n t i c i F a t e  t h a t  t h e  n e e t i ~ g  can be concluded by noon u n l e s s  some unusual  problems 
arise. 

N e w  P roposa l s  : 

1. U s e  of 11C-DL-Valine as a p o t e n t i a l  scanning agent  ( D r .  HGbner and 
D r .  Hayes). Relevant  d a t e s  are included i n  t h i s  mai l ing.  The 
r a t h e r  bulky I N D  ( I n v e s t i g a t i o n a l  N e w  Drug) permi t  i s  t o  be s e n t  
t o  the Food and Drug Adminis t ra t ion .  It is n o t  expected t h a t  you 
r e a d  a l l  of i t ,  b u t  f o r  t hose  members of t h e  committee n o t  f a m i l i a r  
w i t h  t h e s e  forms, i t  might b e  of  i n t e r e s t .  

2.  Discuss ion  of u s e  of c h e l a t i n g  agen t s  i n  r a d i a t i o n  a c c i d e n t s  in- 
vo lv ing  a c c i d e n t a l  i n t e r n a l  presence  of r ad ionuc l ides  ( D r .  Lushbaugh). 
(See a t t ached  manuscript  by D r .  T. A. Lincoln) .  

3 .  Discuss ion  of WR-2721 for .  human u s e  ( D r .  Hayes). 

P rogres s  on Previous ly  Approved Proposa ls :  
- 

4 .  P r o j e c t s  33, 3 4 ,  and 35. These rare e a r t h  e lements  have been i n j e c t e d  
. i n t r avenous ly  i n  t h e  planned doses .  Numbers of p a t i e n t s  s t u d i e d  s o  

far  are Erbium-171, 22 p a t i e n t s ;  Dysprosium-157, 24 p a t i e n t s ;  and 
Thulium-167, 3 p a t i e n t s .  We have noted no r e a c t i o n s  t o  these materials. 
C l i n i c a l  u se fu lness  i s  s t i l l  i n  doubt.  Malignant l e s i o n s  have some 
a v i d i t y  f o r  a l l  of t h e s e  materials bu t  i n  most i n s t a n c e s  t h e  v i s u a l i z a -  
t i o n  w a s  no t  as good as w a s  ob ta ined  wi th  Gallium-67 i n  t h e  same p a t i e n t .  
It does appear  t h a t  t h e  newly t r i e d  i s o t o p e s  have l i t t l e  o r  no l o c a l i z a -  
t i o n  i n  t h e  co lon  and thus  might  prove s u p e r i o r  t o  Gallium-67 i n  p a t i e n t s  
w i t h  suspected abdominal l e s i o n s .  
chance to s tudy  p a t i e n t s  w i t h  abdominal l e s i o n s ,  
t h a t  Dysprosium-157 shows up bone l e s i o n s  q u i t e  w e l l ,  i n c l u d i n g  sone 
missed by ga l l ium.  However, t h e  dysprosium v i s u a l i z a t i o n  i s  n o t  as 
good as t h a t  u s u a l l y  obtained w i t h  technetium phosphate p r e p a r a t i o n s .  

Unfor tuna te ly ,  w e  have n o t  y e t  had a 
It w a s  a l s o  observed 

5. P r o j e c t  38 w a s  s t a r t e d  i n  November, 1975. S ince  then w e  have adminis- 
t e r e d  15 doses  of I'C-ACPC ranging  from 10 m C i  t o  40 m C i  p e r  p a t i e n t  
w i t h  t h e  l a r g e s t  volume being 1 2  m l  per  dose. To t h e  f i r s t  t e n  p a t i e n t s  
t h e  rad iopharmaceut ica l  w a s  g iven  through t h e  tub ing  of a n  in t ravenous  
i n f u s i o n  of 5%D/0.45%S. There has  been no r e a c t i o n  of any t y p e  t o  t h e  
i n j e c t i o n s .  There w a s  no d iscomfor t  nor any s u b j e c t i v e  s i d e  e f f e c t s  i n  
any of t h e  p a t i e n t s .  

Laboratory tests showed an average  e x c r e t i o n  of 2.1 pe rcen t  of  t h e  dose 
between 45 minutes  t o  2 hours  a f t e r  i n j e c t i o n .  Radioassays of blood 
samples  showed t h a t  85-90 pe rcen t  of t h e  a c t i v i t y  has l e f t  t h e  blood 
w i t h i n  5 minutes .  Standard hemograms and se rum chemistry s t u d i e s  f a i l e d  
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t o  show any s ign iE ican t  changes. 
l a b o r a t o r y  tests w i l l  be  d iscont inued .  In s t ead ,  a pre t rea tment  and 
24-hour survey w i l l  be  made. 

In t h e  f u t u r e  t h e  m u l t i p l e  e a r l y  

So f a r  w e  have observed some tumor l o c a l i z a t i o n  of t h i s  compound i n  
approximately two-thirds of t h e  p a t i e n t s  s t u d i e d .  Concentrat ion of 
t h e  llC-ACl?C i n  tumors i s  n o t  as h igh  as  seen  w i t h  67Gall ium-ci t ra te .  
Most of t h e  p a t i e n t s  inc luded  i n  t h e  s tudy  had cancer  of t h e  lung .  
In t h e  f u t u r e  p a t i e n t s  w i t h  o t h e r  mal ignancies  may have d i f f e r e n t  
r e s u l t s  w i t h  11C-ACPC as a tumor scanning agent .  
s cans  i n  t h i s  p r o j e c t  have been done i n  convent ional  g a m a  mode. 
a n t i c i p a t e  g r e a t l y  improved r e s o l u t i o n  o f  11C-ACPC when p o s i t r o n  e m i s -  
s i o n  t r a n s a x i a l  tomography w i l l  be  a v a i l a b l e  f o r  t h e  eva lua t ion  o f  
11C-ACPC and o t h e r  p o s i t r o n  emitters.  

Almost a l l  of t h e  
W e  

6 .  P r o j e c t  4 1  - Tr ia l s  of t h e  Line  Scanner Developed a t  OFJTL. Approxi- 
rna te ly1QOpat ien ts  have been s t u d i e d , b u t  un fo r tuna te ly  v e r y  f e w  of 
them had thy ro id  nodules.  
ment w e r e  g r e a t l y  improved by adjustments  made a f t e r  t h e  c l i n i c a l  
t r i a l s  were s t a r t e d .  

The techniques  f o r  u s ing  t h e  new i n s t r u -  

A t  p r e s e n t  t h e  instrument  g i v e s  r e s u l t s  t h a t ,  on t h e  average,  equa l  
t h o s e  from a s tandard  scanner .  I n  i n d i v i d u a l  cases one o r  t h e  o t h e r  I 

t echniques  may prove s u p e r i o r .  
f o r  t h i s  new procedure is  w i t h i n  accepted l i m i t s  bu t  i s  h igher  than  
would be obta ined  w i t h  &Iodine  o r  9bTechnet ium. 

The r a d i a t i o n  from t h e  125Iodine used 

‘3 
We are a t tempt ing  t o  s tudy a group of p a t i e n t s  w i t h  pa lpab le  thy ro id  
nodules  t o  make a more u s e f u l  eva lua t ion .  

Prepared by G. A. Andrews, M.D.,  and 
K a r l  F. Hcbner, M.D. 

May 4 ,  1976 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

FOOD A N D  D R U G  ADMINISTRATION 
BETHESDA. MARYLAND 20014 

Karl F. Hubner, M.D. 
Oak Ridge Associated 

P.O. Box 117 
Oak Ridge, Tennessee 37830 

Universities 

Dear Dr. Hubner: 

In response to your recent inquiry regarding submission of Form FD 

2830, "Blood Establishment Registration and Product Listing," as 

long as your establishnent does not crossmatch b l o o d ,  you are not 

required t o  register. Thank you for your cooperation 

Sincerely, 

Management & Data Systems Staff 
Bureau of Biologics 

I 0 3 2 9 0 9  
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MEMORANDUM 

DATE--- 
M r .  Dick Smith ra-.. -. .--- 

ORAU Research proposals involving human sub jec t s .  - -. -- ELIEJECT. ____ _ _  - 
-. ---- 

John LingerG-aDr .  C. C.Lushbaugh,Dr.G.A. Andrews, Dr.R.Hayes,Mr.John Crockett ---_ - - C D P l E l  70 &* 

This i s  an updated l is t  of  a c t i v e  research  proposals requi r ing  FDA andlor 
Human U s e  Committee 'I approval. 11 

Proposals 

( I n  order  of f i r s t  committee ac t ion .  ) 

P r i n c i p a l  
T i t l e  Inves t iga to r  S ta tus  

Hayes w i l l  be 
68 C l i n i c a l  T r i a l  of  Ga-Labeled F e r r i c  

' Iden t  .No. 

2 
Oxide Colloid 

Tumor Scanning with 67Ga 

r e a c t i v a t e d  

Hubner I N D  no longer  
requi red  

206Bi  as Tumor Hayes Active 

9 

22 67 Comparison of " ' In ,  Ga, 
Scanning Agents 

33. Erbium-171 as a c l i n i c a l  
the de tec t ion  of osseous 
tumors 

scanning agent f o r  Hubner 
and non-osseous 

Active 

34. 

35. 

Active Thulium-167 as a c l i n i c a l  scanning agent f o r  
de t ec t ing  osseous and non-osseous tumors. 

Andrew 

Dysprosium-157 a s  a c l i n i c a l  scanning agent .. e d r e w s  
f o r  t h e  de tec t ion  of osseous and non- 
osseous tumors 

. Active 

Clinical use of 'lC-Labeled l-aminocyclo- 
pentane carboxylic ac id  €or tumor de t ec t ion  

Hubner 38. 

41. 

45.  

46. 

Active 

C l i n i c a l  t e s t i n g  of a l i n e  scanning pro: 
p o r t i o n a l  counter camera 

Andrews Active 

C l i n i c a l  use of DL-VALINE-l-llC f o r  pancreas 
v i  sua1  i z  a t ion  

Hubner Active 

Phase I s t u d i e s  of t he  r ad iop ro tec t ive  agent 
S-2 (3-aminopropylamino).ethylphosphorothioic 
a c i d  (WR-2721) 

Andrews Awaiting approva 
by UT and UTMRCH 
Human U s e  
Committees. 

1 0 3 2 9 1 0  K a r l  F. Hcbner, M. D. 



TO Members of  ORAU/ORNL Committee on Human S t u d i e s  DATZ J u l y  28, 1976 - 

- Appointment of S c o t t  Lawyer t o  Committee on Human S tud ie s  __ SUSJLCT 

Mr. S c o t t  Lawyer, an a t t o r n e y  w e l l  grounded i n  c o n t r a c t u r a l  l a w ,  m a l -  
p r a c t i c e  and human r i g h t s  has j o i n e d  t h e  O M U  a d m i n i s t r a t i v e  s t a f f  g i v i n g  
us t h e  o p p o r t u n i t y  t o  a g a i n  have a lawyer  p a r t i c i p a t e  i n  our evaluatTons 
of  p r o p o s a l s  f o r  exper imenta l  s t u d i e s  invo lv ing  human s u b j e c t s .  
t h e r e f o r e ,  nominating h i m  f o r  t h e  l e g a l  s l o t  on t h e  Committee, vaca ted  some- 
t i m e  ago  by Me1 Roons. 
o r  d i s a p p r o v a l  of t h i s  a c t i o n .  

I a m ,  

P l e a s e  inform my o f f i c e  of YOUK i n d i v i d u a l  approval  

C.  C.  Lushbaugh, M.D. 
Chairman , Medical and 

Heal th  Sc iences  Div is ion  

CCL:dgb 
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MEMORANDUM 

- 9 / 2 9 /  76 TO--- - Michael S c o t t  Lay-z r  DATE 

-- , - -  
/ 

Committee on Ha22 Stud ies '  S t l B J E C T  _______ 
Zr. Robert Lanpl,  Fr. C. C. Lushbaugh,vhr. Karl Hsbner, F i l e  

---_ 
I-d 

~- -- --- 

I am sending  you 2 copy of t h e  gu ide l ines  concerning t h e  Committee on 
Human S t u d i e s  and a l s o  an a p p l i c a t i o n  f o r  a r e sea rch  p r o j e c t .  I have 
t a l k e d  t h i s  over ~ - 5 ~ 5  D r .  Lange, Chairman of t h e  Committee on Human 
S t u d i e s ,  who sugges ts  t h a t  we handle  i t  i n  t h i s  fashion as w e  have 
several o t h e r s  in tb!e Tast .  

I fee l  s u r e  that Cr. Lushhaugh o r  nr.  Lange w i l l  h e  glad t o  answer any 
q u e s t i o n s  you might : m e  about the Committee's opera t ion . .  
would be p leased  t o  2nsv;er ques t ions  about th is  s p e c i f i c  r e s e a r c h  p r o j e c t  
of w h i c h  he i s  the szn io r  i n v e s t i g a t o r .  
q u e s t i o n s  . I 

Dr.  .H&ner 

I am a l s o  a v a i l a b l e  f o r  any 

I am s o r r y  that  I w.s n o t  h e r e  on the day that  you spent  c o n s i d e r a b l e  
t i m e  w i t h  D r .  R&cer ,  and I w i l l  loo?. forward t o  see ing  you i n  the fu ture .  

Gould A ,  Andrews, X,D, 
S e c r e t a r y ,  Committee on 

Puman S tud ie s  

GAA: dgb 
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At-,nex 4 CVs c f  ? r e s e n t  Cormsittee members 

C V ' s  - OILlU/ORiiL Committee on Human S tud ie s  10/14/7 6 

N a m e  : 
P o s i t i o n :  
School: 

L icensure :  
Boards : 
Memberships : 

N a m e  : 
P o s i t  i o n  : 

School : 

Licensure :  . 

Memberships : 

Gould A .  Andrews 
I n t e r n i s t ,  D i rec to r  of C l i n i c a l  App1ict:ions 
Un ive r s i ty  of  Michigan, A . B . ,  1940 
Unive r s i ty  of Michigan, M . D . ,  1943 
Tennessee 
I n t e r n a l  Medicine, Nuclear Medicine 
Soc ie ty  f o r  Experimental  Biology and \ ieZicine 
American Assoc ia t ion  f o r  Cancer Research 
American Thyroid Assoc ia t ion  
Soc ie ty  of Nuclear Medicine 
Southern Socie ty  f o r  C l i n i c a l  Research 
American Medical Assoc ia t ion  
American Assoc ia t ion  f o r  t h e  Advancemen: o f  Science 
American Federa t ion  f o r  C l i n i c a l  Research 
Fellow, American College of Phys ic i ans  
American Soc ie ty  of Hematology (1968) 
Heal th  Physics  Soc ie ty ,  East Tennessee Chapter 
Tennessee Academy of  Science 
Tennessee Blood Club 

A. Bertrand B r i l l  
Assoc ia t e  P ro fes so r  of  Medicine and Radiology, 

G r i n n e l l ,  A.B., 1949 
Unive r s i ty  of Utah, M.D., 1956 
Unive r s i ty  of C a l i f o r n i a ,  Berkeley, Ph.3., 1961 
T em es s ee 
American Assoc ia t ion  for t h e  Advancemen: of Skience 
S o c i e t y  of Nuclear Medicine 
Rad ia t ion  Research Soc ie ty  
American Thyroid Assoc ia t ion  . 

Vanderb i l t  School of Medicine 

Other  I n d i c a t i o n  of Experience and Competence: 
Medical D i r e c t o r ,  Div is ion  of Rad io log ica l  Heal th ,  

U.S. Pub l i c  Health Serv ice ,  1957-1965, Rockv i l l e ,  Md. 

Name : Donald W. Goodwin 
P o s i t  i o n  : 
School : 

Memberships: 
Add i t iona l  Information:  

M i n i s t e r ,  United Church, Chapel-on-the-Sill 
Bangor Theologica l  Seminary, Bachelor  of  D i v i n i t y ,  1959 

M i n i s t e r i a l  S tanding ,  United Church of C h r i s t  

Member of v a r i o u s  boards which change f r o a  t i m e  t o  t i m e  

Brown Unive r s i ty ,  Ph.D., 1965 

1 0 3 2 Q I P  
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N a m e  : Karl F. Hubner 
P o s i t i o n :  I n t e r n i s t ,  Chief of Outpa t ien t  C l i n i c a l  S tud ie s  
School : Univers i ty  of Heidelberg,  M . D . ,  1959 
Licensure  : Tennessee 
Memberships : Roane-Anderson County Medical Soc ie ty  

Tennessee Medical Assoc ia t ion  
American Medical Assoc ia t ion  

N a m e  : Melvin E. Koons 
P o s i t i o n :  Execut ive A s s i s t a n t  t o  P r e s i d e n t ,  Union Carbide 

Corporation Nuclear Div is ion  
School : Univers i ty  of North Dakota, B.A., 1955, JurTs Doctor 1961 
Admitted t o  P r a c t i c e  of Law: 

Memberships : 

N a m e  : 
P o s i t  ion :  

School : 

Licensure:  
Board : 
Memberships : 

N a m e  : 
P o s i t  i o n  : 
School : 
Admissions: 

Memberships : 

North Dakota 1961; Tennessee 1964; Federa l  D i s t r i c t  Court ,  
North Dakota 1961; East Tennessee 1964; U. S .  Supreme Court ,  
1966 
American Bar Assoc ia t ion  
P u b l i c  Cont rac ts  Sec t ion  
Federa l  Bar Assoc ia t ion  
Government Cont rac ts  Committee 
R & D Cont rac ts  Subcommittee 
Tennessee Bar Assoc ia t ion  
North Dakota Bar Assoc ia t ion ,  Ward County 

Robert Lang e 
Research P ro fes so r ;  A s s i s t a n t  D i r e c t o r ,  Un ive r s i ty  of 

Macalester College,  B.A. 
Washington Un ive r s i ty ,  X.D., 1944 
Tennessee, Minnesota, Missouri ,  Georgia 
I n t e r n a l  Medicine 
American Assoc ia t ion  for t h e  Advancement of Sc ience  
American Medical. Assoc ia t ion  -. 
Knoxvil le  Academy of Medicine 
Southern Socie ty  of Research 
Cen t ra l  Soc ie ty  of C l i n i c a l  Research 
American College of Phys ic ians  
I n t e r n a t i o n a l  Soc ie ty  of Hematology 

Tennessee Memorial Research Center  

I 

Michael Sco t t  Lawyer 
S t a f f  Attorney,  Oak Ridge Associated U n i v e r s i t i e s  
Un ive r s i ty  of M i s s i s s i p p i ,  B.P.A., 1968; J u r i s  Doctor ,  1970 
Miss i s s ipp i ,  1970; U. S. D i s t r i c t  Court ,  Northern D i s t r i c t  

U .  S .  Court of M i l i t a r y  Appeals, 1971 
U. S .  Tax Court ,  1975 
U. S .  Court of C l a i m s ,  1975 
U .  S .  Supreme Court ,  1975 
Fede ra l  Bar Assoc ia t ion  
Government Con t rac t s  and Adrnin is t ra t ivs  Law Committees 
M i s s i s s i p p i  Bar Assoc ia t ion  

of Miss i s s ipp i ,  1970 

. .  



N a m e  : Thomas A. Lincoln 
P o s i t i o n :  D i r e c t o r ,  Heal th  Div is ion ,  Oak Kidge Xat ional  Laboratory 
School : Macalester Col lege ,  S t .  Pau l ,  Minncsotz,  B.A. (Chemistry),  1946 

Unive r s i ty  of  Eiinnesota, Minneapol is ,  3.S., 1947; B.M. ,  1949; 

R o t a t i n g  I n t e r n s h i p ,  Ancker H o s p i t a l ,  S t .  P a u l ,  1949-1950 
and M . D . ,  1950. 

Licensure:  Tennessee,  Minnesota 
Board : American Board of  Prevent ive  Medicine,  by examinat ion,  

Memberships: Fe l low I n d u s t r i a l  Medical Assoc ia t ion  
J u n e  5, 1963 

P a s t  P r e s i d e n t ,  Tenn. I n d u s t r i a l  Mediczl Assoc ia t ion  
American Academy of Occupational Medicine 
American Medical Assoc ia t ion  
P a s t  P r e s i d e n t ,  Roane-Anderson County Hedical  S o c i e t y  
Treasu re r ,  Board of  D i rec to r s ,  Oak Rids' Regional  Mental 

Hea l th  Center 

N a m e  : Cla rence  C. Lushbaugh 
P o s i t i o n :  Chairman, Medical and Heal th  Sc iences  Div is ion  

D i r e c t o r ,  Rad ia t ion  Emergency Ass i s t ance  Center /  
T ra in ing  S i t e  (REAC/TS) 

School  : U n i v e r s i t y  of Chicago, B.S., 1938 (Anatony) 
U n i v e r s i t y  of Chicago, Ph.D., 1942 (Pathology) 
U n i v e r s i t y  of Chicago, M.D., 1948 (Pathology) 

American Assoc ia t ion  f o r  t h e  Advanceaent of  Sc ience  
American Socie ty  f o r  Experimental  Pathology 
Assoc ia ted  Researchers  and C l i n i c i a n s  i n  Cancer 
S o c i e t y  f o r  Experimental  Biology and ?Iedicine 
Health Physics  Soc ie ty  
R a d i a t i o n  Research Socie ty  
S o c i e t y  of Nuclear Medicine 
American Medical Soc ie ty  
Tennessee S t a t e  Medical Soc ie ty  

L icensu re  : Tennessee 
Memberships: 

-. 

Name : John B. S t o r e r  
P o s i t i o n  : D i r e c t o r ,  Biology Div i s ion ,  Oak Ridge Xzt iona l  Laboratory 
School : U n i v e r s i t y  of Chicago, M.D., 1947 
Memberships: American Assoc ia t ion  f o r  Cancer Research 

American Socie ty  f o r  Experimental  Pathology 
Rad ia t ion  Research Socie ty  
S o c i e t y  f o r  Experimental  Bi6logy and Medicine 
N a t i o n a l  Council  on Radia t ion  P r o t e c t i o n  and Measurements 

Name  : Joan  B. Woods 
P o s i t i o n  : P s y c h i a t r i s t ,  Veterans Adminis t ra t ion  E o s p i t a l ,  1 

School : U n i v e r s i t y  of Chicago School of Medicine, B.S. and M . D . ,  1960 
Licensure :  Tennessee 
Boards : 
Memberships: American P s y c h i a t r i c  Assoc ia t ion  

Murfreesboro, Tennessee 

American Board of Psych ia t ry  and N e u r o l o g  

American Medical Assoc ia t ion  and S u b s i d i a r i e s  



Name : Edythalena Tompkins 
P o s i t i o n :  Chief Epidemiologist, ORAU 
School : Stanford University, A . B . ,  1939 

Graduate School, 1940-1955 
University of Minnesota, Graduate Summer Sessions 

in Epidemiology 1969 and 1970 

Society for Epidemiological Research 
Society for Occupational and Environmental Health 
American Thyroid Society 

Memberships: American Public Health Association 

/ 

I 

I '. i.' , .* . -. - 



DEPARTMENT OF HEALTH. EDUCATION. A N 3  LVELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF H Z A L T H  
BETXCSDA. MARYLAND 2C91:. 

U E C E H B E R  1, 1 9 7 6  

5 2 ~  CUMULATIVE LIST im 
OF I N S T I T U T I O N S  WHICH HAVE ESTA3LISHED 

G E N  E R A L  A S S U R A N C E S  

OF COMPLIAXCE WITH DHEFJ REGULATIOSS ON 

PROTECTION OF H U M A N  SU8JECTS 

1. IiICOMING PROPOSALS - GRANTS OR CONTRACTS 

a. 
&gs not invotue human subjects (box on signature pag2 o f  application o r  
box 3A o f  HEW 596), as defined i n  45 CFR 46, t h 2  applica-tion can be 
processed w i t h o u t  further regard t o  t h 2  question o f  ins t i tu t iona l  
assurances. . 

b. 
&es imoZve human subjects (box on signature pzge. o f  application o r  
box 38 o f  HEW 596), the next step is t o  determine.whether t h 2  i n s t i t u t i o n  
has checked either box 4 A  o r  48. == 

I f  the professional review of a proposal indicates t h a t  the project  

If t h 2  professional review o f  a proposal indicates t h a t  the pro jec t  

- If 4A is checked, this means t h a t  the applicant i n s t i t u t i o n  
does m t  b e  an approved assurance on f i l e  b u t  will  . 
supply documentation and ce r t i f i ca t ion  of review when 
requested. T h i s  action i s  i n i t i a t e d  by the OPRR,  OD, NIH; 
Wertwood Building, Room 303; Bethesda, i!aryland 20014; 
upon receipt  of a copy of the proposal from the oTerating 
agency immediately following an i n i t i z l  review. 

- If 4B is checked, this means t h a t  the applicant i n s t i t u t i o n  
has an approved general assurance on f i l e .  Thz f i l l - i n  
spaces i n  t h i s  paragraph indicate the GHE!4 general 
assurance "G" nuinber for the i n s t i t u t i o n  as presented 
i n  t h 2  "Cumulative L i s t i n g "  and the datz when the proposal 

. was cer t i f ied .  

1 0 3 2 9 1 1  
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c. 
determine whether performance will involve human subjects a t  ‘risk. If  
these will be involved, the RFP s h o u l d  include t h ?  “Notice t o  Offerors” 
required by 43. CFR 3-4.5504(a). Offerings and proposals submitted i n  . 
response t o  the RFP should be handled as i n  1.b. above. 

Draft requests f o r  proposals (RFPs o r  RFAs) should  be reviewd t o  . 

. .  . 
- .  . . . . . . . . 
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6 .  

A r e s t r i c t ion  usual!y indicates t h a t  additional expertise i n  the 
Ins t i tu t iona l  Review Board meinbershfp i s  necessary i x  ? a r t i c u l a r  act ivi-  
t i es  requiring cer t i f ica t ion .  

i 

An 
medical members. A proposed ac t iv i ty  requiring medical 
expert ise  t o  assess r isks ,  bmei'its, and the adequacy of 
safeguards cannot be ce r t i f i ed  under an XE4 res tri c t i  on. 

XM suff ix  indicates t ha t  the IRB has no or insufficient 

An XB suffix indicates t ha t  the IRB has no or insuf f ic ien t  
members expert i n  the behavioral sciences. 
ac t iv i ty  requiring behavioral expertise for  assessing risks , 
benefits ,  and the adequacy of safeguards cannot be cgrti f i  ed 
under an Xi3 rest r ic t ion.  

An XO suffix indicates a res t r ic t ion  that  uniquely 
applies t o  t h e  inst i tut ion under conditions o f  the general 
assurance agreement [ca'17 (301) 496-7005 f o r  de ta i l s ] .  

A proposed 

When a proposal t o  be submit ted t o  DHEY comes w i t h i n  the scope'of an 
XM or XS r e s t r i c t ion ,  e i ther  biomedical o r  behavioral, the  IRB reviewing 

o f f s e t  the restriction. 
reported immediately t o  OPRR and a statement added under "Notes" on the 
HEN 596 form certifying IRB review and approval t h a t  the zdditional 
professionally qualified members have been reported t o  O P X .  Proposals 
t h a t  come within t he  cer t i f ica t ion  r e s t r i c t ions  t h a t  a r e  ,lot preceded 
o r  accompanied by appropriate compensating reviewers w i l l ' b e  deferred 
for  rerevi ew and recer t i f icat ion.  

QUESTIONS w i t h  regard t o  the s ta tus  of Special o r  General Assurances o f  
Compliance may be directed to :  

,.. 
A the  proposal must include additional v o t i n g  members whose qual i f icat ions 
7 Thei r names and qual i f i  cations should  be 
-? 

4. 9 

Mrs.  Florence R. Ober (301) 496-7005 

5. CONSULTATION f o r  Special and General Assurances : 
1 

R.  C.  Backus, Ph.D. (301) 496-7006 
Victor M. Held, Ph.D. (301) 496-7005 
Roy Kinard, D.V.M. (301) 496-7006 
J. R.  Marches, Ph.D. (301) 496-7005 



6. 
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$ 
? 

FORMS 

B u l k  orders fo r  additional copies of HEW 596 should be addressed to :  I 

Chief 
Office Services Section 

. Division o f  Research Grants 4 
National Inst i tutes  of Health i 
Westwood Building, Room A-17 f 
Bethesda, Maryland 20014 

Single copies of HEW 596 can be obta ined  from O P R R  o r  by d q l i c a t i n g  the 
back p a g a  of this l i s t i ng .  

L.y a /& 
D. T. Chalkley, Ph.D. ( 
Director, Office f o r  Protection 
from Research Risks 
Office of the Director- 
National Inst i tutes  o f  Health 

.,-. 
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G1348XM 
GO256xB 

GO467 
*GO318 
G2212XB 

G2621 
Go533 
GO240 
*G0629XO 

GO490XM 
Go393 

*,,' -*Gl316* 
,' *an- 

GO648 
GO170 

GO124 
' GO401 

GO307 
*a843 
Go398XM 

PUEEZTO lua 
Catholic University 0% Puertc~ Rico 
Puerto Rico, vniv of, ,Wid Sciences Campus 

Clemson University 
south Carolina Department of t-tal Health 
Suth  Carolina, Eedical. university of 
south Carolha, b,hive.rsity of 

TENNESSEE 

George Peabdy College for Teachers 
H=harry Medical College 

St Ju3e Children's Research Hospital 
Tennessee, university of, center for the 

Tennessee, University of - %xv;ille 
V a n d a h i l t  university 

- O & & , d g + ~ i & & - M ~ t i ~ , ~ ~ ~  
= O & C R i d ~ N a t i O n & k ~ ~ <  

Health Sciences 

m , - 
Eaylor College of Mdicine 
Elexar county Hospital D i s t r i c t  
Houston, university of 

XB - No Behaviordl Studies 
XO - O t h e r  Restriction ( C a l l  301-496-7005) * - Revised General Assurance in Negotiation W i t h  O?RR 

Pence 
$an Juan 
Rio Piedras 

providence 
Providence 
Providence 

Clemson 
. Columbia 
Charleston 
Columbia 

Knoxville 
Nashville 

Houston 
san Antonio 
Mauston 

4 
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DEPARTMENT OF HEALTH, EDUCATION. AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES O F  HEALTH 
BETHESDA. MARYLAND 20014 General Assurance G1716 

..c. 

Clarence C. Lushbaugh, M.D. 

Mica l  and Health Sciences Division 
Oak Ridge Associated Universities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Acting  Chairman 

Dear Coctor Lushbaugh: v 

Please note that your insti tution is marked *. You are m n g  
the few in your state or region who have not yet su3mitted an 

. accqtable revised general. assurance according to the regulations 
of 1975. The regulations state: "General assurances Will be 
required f r m  insti tutions having a significant number of 
concurrent DEEW-supported projects or act ivi t ies  involving human 
subjects. " 
reasomble to expect award of new grants to your insti tution to 
be cut off sawtime in the future. 
t o  resolve th is  matter. 

- 

W e  have set no deadline yet, but I think it is 

Please see what you can do 

mclosure 
"52nd Cumulative L i s t  . . ." 

Sincerely yours, 

Roy Kinard, D.V.M. 
O f f i c e  for Protection 
from Research Risks 
Office of the D i r e c t o r  

Mr. Philip L. Johnson ,!/ 
Executive D i r e c t o r  
Oak Ridge Associated Universities, Inc. 

i 

Is 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. M A R Y U N D  20014 

I 

52N 

DECEMBER 1, 1 9 7 6  

CUMULATIVE L I S T  1976" 
OF INSTITUTIONS WHICH HAVE ESTABLISHED 

GENERAL A S S U R A N C E S  

OF COMPLIANCE WITH DHEW REGULATIONS ON 

PROTECTION OF HUMAN,SUBJECTS 

1. INCOMING PROPOSALS - GRANTS OR CONTRACTS 

a. I f  the pro fess iona l  review o f  a proposal i nd i ca tes  t h a t  the  p r o j e c t  
does not invoZve human subjects  (box on s igna tu re  page o f  a p p l i c a t i o n  o r  
box 3A o f  HEW 596), as de f ined i n  45 CFR 46, t h e  appl i c a t i o n  can be 
processed w i thou t  f u r t h e r  regard t o  the  ques t ion  o f  i n s t i t u t i o n a l  
assurances. 

c 

b. I f  the  pro fess iona l  review o f  a proposal i nd i ca tes  t h a t  the  p r o j e c t  
does involve human subjects  (box on s igna tu re  page o f  a p p l i c a t i o n  o r  
box 3B o f  HEW 596), the next  step i s  t o  determine whether the  i n s t i t u t i h  
has checked e i t h e r  box 4A o r  48. 

c 

- If 4A i s  checked, t h i s  means t h a t  t h e  app l i can t  i n s t i t u t i o n  
does not have an approved assurance on f i l e  b u t  w i l l  
supply documentation and c e r t i f i c a t i o n  o f  review when 
requested. 
Westwood Bu i ld ing ,  Room 303; Bethesda, Maryland 20014; 
upon r e c e i p t  o f  a copy o f  t he  proposal f rom the  operating 
agency immediately f o l l o w i n g  an i n i t i a l  review. 

- If 4B i s  checked, t h i s  means t h a t  t h e  a p p l i c a n t  i n s t i t u t i o n  
has an approved general assurance on f i l e .  The f i l l - i n  
spaces i n  t h i s  paragraph i n d i c a t e  t h e  DHEW general 
assurance "G" number f o r  t h e  i n s t i t u t i o n  as presented 
i n  the  "Cumulative L i s t i n g "  and t h e  date when the  proposal 
was c e r t i f i e d .  

Th is  a c t i o n  i s  i n i t i a t e d  by the  OPRR, OD, NIH;  

1 0 3 2 9 2 3 :  
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c. 
determine whether performance will  involve human subjects a t  risk. I f  
these will be involved, the RFP s h o u l d  include the "Notice t o  Offerors" 
required by 4 1  CFR 3-4.5504(a), 
response t o  the RFP should be handled as i n  1 .b .  above. 

Draft requests for proposals ( R F P s  or RFAs) should be reviewed t o  

Offerings and proposals submitted in 

d. 
requirements. 
be considered t o  be submitted as of  the closing date of the RFP and 
should then be handled as i n  1 .b .  above. 

Operating agencies may define "submission date" to  f i t  administrative 
I t  i s  suggested tha t  sole source responses to  RFPs should 

e.  Competitive responses t o  RFPs should be considered to be submitted 
as of the  date of submission of  the best and  f i n a l  o f fe r ,  a f t e r  
establishing the zone of consideration or source selection, and should  
then proceed as i n  1 .b .  above.\ 

SUBMISSION OF CERTIFICATIONS - Whenever possible, the review and approval 
by Inst i tut ional  Review Boards should occur pr ior  to  submission of the 
application or  proposal and a cer t i f ica t ion  to  tha t  e f fec t  should be 
included i n  o r  w i t h  the application or proposal i t s e l f ,  preferably on 
form HEW 596 (Rev. 4/75).  Under no circumstances will the review of an 
application by the Department of Health, Education, and Welfare be 
completed until cer t i f ica t ion  is received. The point a t  which review 
will be deferred o r  terminated i s  l e f t  t o  the operating agency involved. 

? - 

Ins t i tu t ions  having on fiZe w i t h  DHEW a n  approved general assurance 
must s u b m i t  ce r t i f ica t ion  w i t h i n  30 days of the receipt of a written 
request thereof; and i n  any event wi th in  90 days a f t e r  the deadline or  
submission date f o r  which the application o r  proposal was submitted. 

Inst i tut ions not having on f i l e  an approved general assurance will 
indicate t h e i r  s ta tus  by checking box 4A on form HEW 596 accompanying 
the proposal and when requested must submit the required assurances of 
compliance and cert i f icat ion of the revieu and QpprovaZ of the application 
or  proposal by i t s  Insti tutional Review Board w i t h i n  30 days of the 
receipt of a written request from the Office f o r  Protection from 
Research Risks (OPRR)  . ' 

3. RESTRICTION CODES are  presented as a suff ix  to  the general assurance 
"G" number. T h i s  change conforms w i t h  the National Research Act, 
Public Law 93-348, T i t l e  11, which spec i f ica l ly  applies t o  both biomedicaZ 
and behatriora2 research and w i t h  the derivative DHEW regulations. 

I 

c 
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A res t r ic t ion  usually indicates tha t  additional expertise i n  the 
Insti tutional Review Board membership i s  necessary for  par t icular  ac t iv i -  
t i e s  requiring cer t i f icat ion.  

An XM suffix indicates tha t  the IRB has no or insuff ic ient  
medical members. A proposed ac t iv i ty  requiring medical 
expertise to  assess r i sks ,  benefits, and the adequacy of 
safeguards cannot be cer t i f ied  under an XM res t r ic t ion.  

An XB suff ix  indicates t ha t  the IRB has no or insuff ic ient  

ac t iv i ty  requiring behavioral expertise f o r  assessing risks, 
benefits ,  and the adequacy of  safeguards cannot be cer t i f ied  
under an XB res t r ic t ion .  

members expert i n  the behavioral sciences. A proposed .. 

An XO suffix indicates a res t r ic t ion  that  uniquely 
applies t o  the inst i tut ion under conditions of the general 
assurance agreement [cal l  (301) 496-7005 for detai ls] .  

When a proposal t o  be submitted t o  DHEW comes w i t h i n  the scope' of an 
XM o r  XB res t r ic t ion ,  e i ther  biomedical or behavioral, the IRB reviewing 
the proposal must include additional v o t i n g  members whose qualifications 
o f f se t  the res t r ic t ion .  
reported immediately to  OPRR and a statement added under "Notes" on the 
HEW 596 form certifying IRB review and approval that  the additional 
professionally qualified members have been reported t o  O P R R .  Proposals 
tha t  come w i t h i n  the cer t i f ica t ion  res t r ic t ions  t h a t  are not preceded 
or  accompanied by appropriate compensating reviewers will be deferred 
for rereview and recer t i f icat ion.  

Their names and qualifications shou ld  be 

4. QUESTIONS with regard to  the s ta tus  of Special o r  General Assurances of 
Compliance may be directed to: - 

Mrs. Florence R.  Ober (301) 496-7005 

5. CONSULTATION for  Special and General Assurances: 

R .  C .  Backus, Ph.D. 
Victor M. Held, Ph.D. 
Roy Kinard,  D.V.M.  
J.  R.  Marches, Ph.D. 

(301) 496-7006 
(301) 496-7005 
(301) 496-7Q06 
(301 1 496- 7005 

t O 3 2 q 2 5  
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B u l k  orders fo r  additional copies of HEW 596 should be addressed to:  

Chief 
Office Services Section 
Division of Research Grants 
National Ins t i tu tes  of Health 
Westwood B u i l d i n g ,  Room A-17 
Bethesda, Mary1 and 20014 

S ing le  copies of HEW 596 can be obtained from OPRR or by duplicating the 
back pages of this l i s t ing .  

-, k; f diil, 
D. T. Chalkley, Ph.D. d 
Director, Office fo r  Protection 
from Research Risks 
Office of the Director 
National Ins t i tu tes  of Health 

6' '- 
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GENERAL 

Goma 
*GO610 
GO055 

GO799xM 
GO026 
*a287 

*GO336 

GO784xM 
*G026Y(O 
*G0420XO 
*GO273 
*GO195 

*GO238 
*GO 19 3x0 

GO155 
*GO282 
GO205XM 
*GO028 
GO234 
*G2564 
*GO135 
*GO287 
*GOO09 

*a380 

*a389 

~uskegee Institute 

ARIZONA 

Arizona State University 
Arizona, University of 
St Joseph's Hospital and Medid Center 

ARKANSAS 

Arkansas, university of, Meal Center 

cALIF€)m 

American Institutes for Research 
California Ce-t of Public Health 
California S t a t e  University, San Diego 
California, University of, Berkeley 
California, University of, Davis 
California, University of, I r v h  
California, University of, m s  Angeles 
California, University of, Riverside 
California, University of, San Diego 
California, University of, San Francisco 
California, University of, Santa Barbara 
California, University of, Wta Cmz 
Camarilla State Hospital 
Cedars-Sinai M i d  C e n t e r  
Charles R. Drew Postgraduae W i d  School 
Children's Hospital of ms Angeles 
Children's Hospital of San Francisco 
City of Hop National Medical Center 

T=-P 
TUCsOn 
Phoenix 

Little RD& 

Palo Alto 
Berkeley 
San Diego 
Berkeley 
Davis 
Imine 
ms mgeles 
averside 
~a Jolla 
san Francisco 
smta Barbzra 
Santa CrLZ 
camarilla 
ms Angeles 
u s  Angeles 
ms mgeles 
San Rancisco 
Duarte 

XB - NO Behavioral Studies 
XO - other Restriction ( C a l l  301-496-7005) * - Revised General Assurance in Negotiation With OPRR 

- 1 -  
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CITY 
Ass- 

NUMBER INST1”ICN 

*G2259XO 

*a838 

*G2400 
“(2367 

*GO214 

*a838 

*GO226 
*GO226 
Go359xB 

*GO213 

*a564 

*Go367XO 
*GO145 
*GO710 
*a400 
*a400 
*GO082 
*a838 
*G2400 

*GO067 

*G1416XO 
*a096 
*GO42 OXO 
G1472XM 

Gol08xB 
Go201 

Far West Laboratory for Educationdl Research 

Huntington Inst of Applid Wical  Research 
kiuntington W r i a l  Hospital 
Institute of Medical Sciences 
John Wesley County Hospital Attending 

Staff Association 
Kaiser Foundation Research Institute 

Including Its Regional Divisions in 
Wrthern California, southern California, 
and Oregon 

and Dewlopnent 

LcaM Linda university 
LrsaM Linda university 
ljos Angeles County Harbor General Hospital, 

Professional Staff Association of 
Us Angeles county Hospital-University of 
Southern California Medical center, 
Professional Staff Association of 

Martin Luther King, Jr. General Hosp i t a l  
and Its Staff Associakon Foundation 

Mtal Research Institute 
Wunt Zion Hospital and Medical center 
Pacific S ta te  H o s p i t a l  
Pacific, ~v of, Schml of Dentistry 
Pacific, Univ of, School of Msdical Sciences 
Palo Alto Weal Research Foundation 
Pasadena Hospital Association, Ltd 
P r e s m r i a n  Hospital of the Pacific 
Medical Centex, Inc 

Rancho ms Amigos Hospital and Its 
P r o f e s s i d  Staff Associatia 

Fand corporation 
Salk Institute 
San Diego State University I’oundation 
Scientific Analysis Corporation (Including 
the Institute for Scientific Analysis and 
Performance Sites i n  Berkeley, fios Angeles, 
and San Diego) 

Scripps Clinic and Research Foundation 
Soncma State Hospital 

FGSTRXCTICN CODE 
XM -- NO W c a l  or IND Studies 
XB -- NO Behavioral. S u e s  
XO - O t h e r  Restriction (Call 301-496-7005) * - Revised meral ~ssurance in Negotiatinn With OPRR 

San Francisco - 

Pasadena 
Pasadena 
san Francisco 
ws Angeles 

Oakland 

~a Sierra 
IrcaMLjllda 
Torrance 

US Angeles 

U s  Angeles 

Palo A l t o  
san Francisco 
PcarOna 
San Francisco 
San Francisco 
Pal0 Alto 
Pasadena 
 an Erancisco 

-Y 

Santa mnica 
San Diego 
San D i e g o  
san Francis30 

L a  Jolla 
Eldridge 

- 2 -  
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*Go122 
*Go378 
GOO11 
G1620 
G1796 
*G1658 
*Gl591XO 

G28232CB 
*G1144XO 
Go455 
*Go268 
“GO277XO 
GO267 
*GO068XO 

GO039 
G1966 

G1533 
GO007 
GO003 

G28952CB 
~0821 

*GO243 

GO148 

GO013 

Southern California, University of 

Stanford University 
Veterans Administration Hos&al-mg Beach 
Veterans Administration Hospital-%@Veda 
Veterans W i s t r a t i o n  Hospital-Wadmrth 
Wright Institute 

stanford &search Institute 

Colorado Regional Cancer Center, 
Colorado State  University 
Colorado, University of 
Colorado, University of, &dial  
Denver, University of 
National Asthna Centez 
National Jewish Hospital 

InC 

center 

Connecticut, university of 
Connecticut, University of, H e a l t h  Center 

Connecticut Valley Hospital 
Institute of Living 
John B. Pierce Fdn of Connecticut, Inc 
Saint Francis Hospital 
Waterbury Hospital H e a l t h  Center 
Yale University 

Delaware Division of Mental Health of the 

Delaware, University of 
Department of wlth and Social Services 

XB -- No Behavioral Studies 
XO - Other %striction (Call 301-496-7005) * -- =vised General Assurance in Negotiation W i t h  OPRR 

ms Angeles 
Menlo Park 
Stanford 
mng Beach 
Sepulveda 
IDS Angeles 
Berkeley 

Denver 
Fort Collins 
Boulder 
Denver 
Denver 
Denver 
Denver 

storrs 
FaITningtoIl- 
Hartford 
Middletown 
Hartford 
New H a m  
Hartford 
Waterbury 
New Ham 

Delaware City 

Newark 

- 3 -  



GENERAL 

CITY 
ASSURANCE 

NUMBER INSTITUTION 

GO784XM 
G1398XB 
G1674X?4 

*GO 3 65x0 
GO042 

*G124 9x0 
GO294 
GO228 
GO841 
G1989 

G1036XM 
*GO180 

G2905 

*GO 11 9x0 
GO382 
GO840XB 
GO301 
GO301 
GO275XB 
G2321 
G1065 

DISTRICT OF COLUMBIA 

W i c a n  Institutes for Research 
Pnerican National Red Cross 
Bureau of Social Science Research, Inc 
catholic University of &erica 
Children's Hospital of D.C., Research 

Foundation of 
Gallaudet College 
George Washington University 
Georgetown University 
H&d University 
National Academy of Sciences, Including 
National Academy of Engineering, Inst i tute  
of Micine, and National Research Council 

N a t i o n a l  Chil&enl s Center, Inc 
Washington Hospital Center 

Washington 
Washington 
Washington 
washing-bn 
Washington 

wasizington 
Washington 
Washington 
Washinen 
Washington 

Washington 
Washington 

Florida State Department of H e a l t h  and 

Florida State University 
Florida, University of 
Miami H e a r t  Insti tute 
Miami, university of 
Miami, university of 
Mt Sinai  Fkdical Center  of Greater ~tliami 
Papanicolaou Cancer Research Inst i tute  
South Florida, University of 

Rehabilitative Services 
Tal lahassee  -- Gainesville 
M i m i  Beach 
Coral Gables 
Miami 
Miami Beach 
Miami 
Fort Myers 
St Petersburg 
Sarasota 
T W  

GE0RL;IA 

*GO138 l3nory Univ Division of Basic Health Sciences A t l a n t a  
*GO622 mry Univ Graduate Sch of A r t s  and Sciences A t l a n t a  

RESTRICTICN CODE 
XM -- NO U c a l  or IM) Studies 
XB -- NO Behavioral Studies 
XO -- O t h e r  Festriction (Call 301-496-7005) * - Wvised General Assurance in Negotiation With OPRR 

- 4 -  

1 0 3 2 9 3 0  



CITY 
ASSURANCE 
NmmR INSTITWIW 

*GO138 

"GO595 
*GO138 
GO197 
GOlSlXB 
GO248 
*G1467 

*Go104Xo 

*G1869 

Go395 
GO332xM 
G1626 

GO114 
GO430 
GO182 
GO430 
GO053 
G1561 
GO345 
GO291 

of-msing  
Rwry Univ School of Dentistry 
mry miv School of Meaicine 
Georgia Dept of Human Rzwurces, All Units 
Georgia, Medical College of 
Georgia, university of 
Grady -rid Hospital 

HAWAII 

H a w a i i ,  University of 

IDAHO 

A t l a n t a  

A t l a n t a  
Atlanta 
A t l a n t a  
Aususta 
A t h e n s  
Atlanta 

Honolulu 

Muntain States Tunor Institute 

I W I S  

mise 

Chicago 
Anna 
Chicago 

American Dental Assn and AIlA Health Fdn 
Ann? 8@ntal Health and D e v e l o p ~ ~ ~ W  Center 
Qllcago, University of (Division of 

Biological Sciences and Pritzker school 
of Micine, Division *of Social Sciences, 
School of Social Service Adtninistration, 
and Related Units) Children's &norial Hospital Chicago 

m e y  Veterans Administration Hospital -eY 

I l l inois State Psychiatric Institute Chicago 
Illinois, University of, a t  Chicago C i r c l e  
Illlfiois, university of, Medical center 

Evanston Hospital Evanston * 

Health Sciences, Univ of/Chicago Medical Sch 
Hektcen Institute for Mica1 Research 

Chicago 
Chicago 

Chicago 
Chicago 

Carpus, Including Rockford School of 
-cine, Peoria School of Medicine, and 
Sch of Basic Medical  Sciences, urbana-champign 

F E S W ~ c R I  CODE 
XM - ~o Medical or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) * -- Revised General Assurance in Negotiation With OPRR 
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GO102 
*Gl373XO 
GO095 
GO518XM 
"GO190 
*GO190 
GO175 
*GO309 
G2606zM 
*Gl97OXO 

*G0314XO 
Go945XM 
GO185 

GO185 
GO185 
GO185 

G1397 
GO883 
G1697XM 
Cl246XB 
*G117 6 
G1119 
GO131 

*GO343XO 
GO209 
*GO856XO 

GO038 

Illinois, univ of, a t  Urbana-champaign 
Lincoln Develcpwntal Center 
Michael ~eese Hospital and Medical Cater 
NQlrthglrn Illinois university 
~~rthwestern university 
Northestern University 

Southern Illinois University 
Southern Illinois Vniversity 
Westem Illinois university 

msh-Presbprian-st Luke's Medicdl C e n t e r  

INDIANA 

-paw university 
Fort Wayne State Hosp and Training Center 
Indiana Univ and Indiana Univ Foundation 

Indiana University (Law sc3x>ol) 
Indiana Vniv-Furdue Vniv (Medical Facility) 
Indiana University Regional Carpuses a t  
Fort Wayne, Gary, Kokcm, New Albany, 

Indianapolis Center for Advanced Research 
Larue D. Carter Pk?mrial Hospital 
Marion County Assn for €&tarded Children, Inc 
PWhcdist Hospital of Indiana, Inc 
New Castle State Hospital 
Notre m, University of 
Purdue Univ and Purdue Research Foundation 

R i c b d ,  and south Elend 

Iowa State Univ of Science and Technology 
Iowa, university of 

S t a t e  Hospital-School 

Kansas State university 

R E S T R I C X ' I ~  CODE 
XM -- No Medical or IND Studies 
XB - No Behavioral Studies 
XO -- Other Restriction (Ca l l  301-496-7005) * - Wised General Assurance in Negotiation W i t h  OPRR 

U r b a n a  
Lincoln 
Chicago 
DeKalb 
Chicago 
Wanston 
Chicago 
Carbondale 
Edwardmille 
M a d  

Greencastle 
Ft Wayne 
Blocanington 
Indianapolis 
Indianapolis 
Indianaplis 

Indianaplis 
~ndianapl is - 
Indianapolis 
Indianaplis 
New Castle 
Notre Dam 
West Lafayette 

AmeS 
Iowa City 
Wocdw@ 

I632932 



*G0157XO 
*GO229 
GO081 

GO223 
GO527 

GO023 

G0442XB 
"GO262XO 
*G2 42 8x0 
*a485 
G0137XM 

. GO018 
~2386 

G3007 
GO513 

GO402 

GO640 
GO352 
GO274 

~0186 

msas, university of 
msas, Wversi ty  of, Medical Center 
EWhger  Foundation 

Kentucky, Univ of, and the 
Imisville, university of, 

Research Foundation 
W p t  school of 

*cine, and Lrxlisville, vni;ersity of, 
Foundation, Inc 

Medicine and Dmtistq 
Uuisville, University of, Schools of 

Alton Cchsner Medid Foundation 
Iaxbiana State Univ and A C M College System 
msiana State univ in Baton Rouge 
Lauisiana State  Univ Medical Center 
Pinecrest State School 
Tulane W i d  Center 
Tulane University EaeptPIfedical Center 

Eastern Maine &dical Center 
Maine W c a l  center 

Lawrence 
Kansas City 
Topeka 

muisville 

New Orleans 
Baton muge 
Baton RDUge 
New Orleans 
Pineville 
New Orleans 
New Orleans 

Bangor 
Portland 

Baltjmore City Hospitals 
Friends Wical Science Research Center, Inc 
Institute for Behavioral Research, Inc 
Johns Hopkins Univ Faculty of Arts and Sciences 
Johns Hopkins Univ school of Hygiene and 

Public H e a l t h  

RESTRICTICN CODE 
xM -- NO Wical or Studies 
XB -- No Behavioral Studies 
XO -- O t h e r  Restriction ( C a l l  301-496-7005) * -- Revised General Assurance in Negotiation With OPRR 

Baltimore 
Baltimore 
Silver Spring 
Baltimre 
Baltimore 
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GO174 

*GO326 
GO296 
GO400 

Go784XM 
GO286 
*Go554 
*GO554 
*GO554 
GO488 
GO783 
GO783 
GO322 
GO550 
GO550 
GO550 
Go132XM 
G2396XB 
GO406 
*GO117XO 
GO098 
G2042 
Go41oXB 
GO412XB 
G2397 
G2238 
G2494XM 
G2398XB 
G2573 
GO79wB 
GO087XB 
Go449XB 

G2304XO 
*Go554 

"GO212 

Johns Hopkins Univ School of Wicine and 

Maryland, Univ of, Baltimre Canpus 
Y k r y l a n d ,  Univ of,  College Park campus 
Sinai Hospital of Baltimore, Inc 

Johns Hopkins Hospital 

American Insti tutes for %search 
Beth Israel Hospital 
Boston City Hospital 
Boston Deparbnent of Health and Hospitals 
Boston Division of (XmnuTU 'ty ~ealth Services 
Boston Hospital for !Wwn 
Boston Mental Health Foundation, Inc 
Boston State Hospital 
Boston Univ, Charles River Canpus 
Boston Univ Medical center 
Boston univ school of Graduate Dentistry 
Boston univ school of Medicine 
Brandeis UniVersity 
Center for Blood  Research, Inc 
Children's Hospital Medical center 
C l a r k  University 
Danvers State Hospital 
Eunice Kennedy Shriver Center 
Eye Research Insti tute of Rtttina Foundatim 
Forsyth Dental Center 
Harvard Medical Sch and Sch of Dental Ekdich 
Harvard Univ, Faculty of Pzts and Sciences 
Harvard Univ, Graduate S-1 of Educatian 
m a r d  Vniv, School of Public Health 
Harvard Univ, University Health Services 
Joslin D i a b e t e s  Foundation, Inc 
Lahey C l i n i c  Foundation, Inc 
-el Shattuck Hospital 
Ijong Island Chronic D i s e a s e  H o s p i t a l  
Mass Developllentdl D i s a b i l i t i e s  Council 
Massachusetts Eye and Ear InfFrmary 

REsTRIcmoN CODE 
XM -- No U c a l  or IND Studies 
XB - No Behavioral Studies 
XO - Other Restriction ( C a l l  301-496-7005) * - wised General ~~surance in Negotiation With OPRR 

B a l t h r e  

Baltimore 
College Park 
Baltimore 

Canbridge 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Waltham 
Boston 
Boston 
IJOrcester - 
Hathome 
Waltham 
Boston 
Boston 
Boston 
cabridge 
Canbridge 
Boston 
cambridge 
Boston 
Boston 
Jamaica P l a i n  
Boston Harbor 
Boston 
Boston 

- 8 -  
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GENERAL 

GO167 
GO097 
GO597 
GO597 
GO147XM 
G2736 
*Go554 
Go576 
G0494XB 
GO133 
GO297 
GO429 

G2515XM 
GO404XB 
GO771 
GO351xB 
*GO554 
G2107 
G2379 
*GO266XO 
GO550 
G2042 
GO085 

Massachusetts General. FbspiM 
Massachusetts Institute of Technolosy 
mssaclusetts Mtal Health center 
Massachusetts Wntal H e a l t h  PeseaXch Gorp 
Massachusetts, university of - m s t  
MasSachuSettS, University of, Iedical school 
Mat- Chronic D i s e a s e  Hospital 
McLean Hospital 
New Ebgland Deaconess Hospi ta l  
New Ehgland Medical center Hospital 
Northeastem university 
P e t e r  Bent Brigham Hospital Division of the 

Affiliated Hospitals Center, Inc 
€+=search Institute for Educational Problems 
Bbert B. Brigham Hospital 
Sidney Farber Cancer Institute, Inc 
S t  Margaret’s Hospital for l@w.n 
Trustees of Health & Hosps, C i t y  of Boston 
Tufts-Ne~ Ebgland PkdiCal Center 
Tufts university - Boston 
Tufts U n i v e r s i t y  - M f o r d  _ _  
university ~ o s p i t a l ,  ~ n c  
W a l t e r  E. Fernald State schcol 
FJorcester Foundation for E q ? e r ~ t . d  B i o l o g y  

MICHIGAN 

GO363 
Go363 
GO497xM 
GO357 , 

GO357 
Go101 
GO656XB 
*GO615 
GO384 
GO295 
GO255 
GO255 

Child Research Center of Michigan 
Children’s Hospital of Michigan 
Detroit, university of 
Edsel B. Ford InstitUte for Mdical Research 
Henry Ford Hospital 
Laf ayette C l i n i c  
Michigan Cancer Foundation 
Michigan Deparhnent of Public Health 
Michigan Sta te  University 
Michigan, University of 
Michigan, University of 
Michigan, university of 

XB -- NO Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * -- w i s e d  &neral Assurance in Negotiation W i t h  OPRR 

Boston 
Cambridge 
Boston 
Boston 
Anherst 
jmrcester 
Mattapan 
Belront. 
BoStDn 
Boston 
Boston 
Boston 

Cambridge 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
W o r d  
Boston 
Belmnt 
shrmbw 

Detro i t  
Detroit 
Detroit - 
Detroit 
Detroit 
Detroit 
Detroit 
Lansing 
East Lansing 
AWI Arbr 
Dearborn 
F l i n t  

- 9 -  
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CITY 
ASSURANCE 

NUMBER INsTImm 

GO008 
*G2483 
Go354 
GO720 

GO065XB 
GO041 
G0065XB 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 

*GO561xO 
GO366XB . 

G279lXM 
*GO298 
*GO298 
*GO424 
*GO292XO 
*GO292 

*GO292 
*GO292XO 
*GO292XO 
*GO292 

Sinai H o s p i t a l  of Detroit 
Veterans Administration Hospital-Ann Arbor 
Wayne State University 
Western Michigan university 

MLNNESOTA 

Henneph County Wcal Center 
Map Foundation 
Mhmeaplis Mdical F4esearCh Foundation, Inc 
Minnesota, University of 
Minnesota, university of 
Minnesota, university of 
Minnesota, uhiversity of 
Minnesota, university of 
Minnesota, University of, Technical College 
Minnesota, University of, Technical College 

MISSISSIPPI 

Mississippi, University of 
Mississippi, University of, W c a l  center 

MISSOURI 

AnErican N u r s e s '  Association, Inc 
Cancer Research Center 
E l l i s  Fischel State Cancer Hospital 
Jewish Edospital of S t  Lrxlis 
Missouri, university of, Except I W i d  C e n t e r  
Missouri, university of, Medical Center, 

Inchding Missouri Institute of Psychiatry 
Missouri, ~ v e r s i t y  of 
Missouri, university of 
Missouri, university of 
Missouri, university of, Regional Medical 

programs, a1 -P==s 

RESTRICI'ION CODE - No Medical or IND Studies 
XB - No Behavioral Studies 
XO - other Restriction ( C a l l  301-496-7005) * - Revised General Assurance in Negotiation W i t h  OPRR 

Minneapolis 
Rochester 
Minneapolis 
A u s t i n  
DUlUth 
Minneapolis 
mrris 
S t  Paul 
Crookston 
W a s e c a  

university 
Jackson 

~ansas City 
Colcanbia 
Colmhia 
St muis 
Colmtbia 
Columbia 

~ansas City 
FDlla 
St mis 

' -  

- l o  - 



GENERAL 
ASSURANCE 

CITY NUMBER INSTITUTION 

*GO356 
*G2056 
*GO279 
G235u(B 

GO762XM 

GO427XM 
GO227 

GO492XB 
Go349 ’ 
GO349 
GO349 
GO837 
GO570XM 
GO349 
GO300 
GO300 
GO300 

S t  muis university 
V e t e r a n s  Ar3mbistrati.m Hospital-Kansas C i t y  
Washington University 
Washington university Schml of Medicine 

Creighton 
N e b r a s k a ,  

univ of 
N e b r a s k a ,  

NEvAaA 

university 
univ of, Including the Medical ctr 
univ of, Including the state 
N e b r a s k a  

N e v a d a ,  wliversity of, Reno Campus 

NEWHAMPSHIRE. 

Dartmouth College Faculty of Arts  & Sciences 
m u t h  Medical School 

Insti tute for U c a l  Research 
~ e w  ~ e r s e y ,  college of Micine & Dentis* of 
New Jersey I3snta.I- School 
New Jersey rkd icd  Schcol 
N e w a r k  Beth Israel Medical Center 
Princeton University 
Ihltgers Mica1 School 
Ihltgers,  The State Univ of New Jersey 
Rutgers, The State Univ of New Jersey 
Ihltgers, The State Univ of New Jersey 

R E S I T t I ~ ~  CCDE 
XM -- NO e c a l  or IM) Studies 
xB -- NO Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * - Revised General Assurance in Negotiation W i t h  OPRR 

St muis 
~ansas C i t y  
St muis 
S t  muis 

Qnaha 
cmaha 
Lincoln 

camden 
Newark 
Jersey CiW 
N e w a r k  
N e w a r k  - 
Princeton 
Piscataway 
canden 
New BrunswiCk 
N e w a r k  
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GENERAL 

CITY 
ASSURANCE NUMBER INSTITVTION 

*GO472 
*GO353 

GO217 
G2129 
G1064XB 

G2116xM 
GO341 
G2277XM 
GO381 
Go437xM 
GO034 

GO063 
GO245 
Go109xB 
G2912XB 
G28872CB 
G2904 
G28872B 
GO621 

GO047 
G2920 
G1005XO 
GO369 

G2375 

New N d c O ,  University of 
New Pkxico, University of, Health Sciences 

GroupSchml of Micine, Colleges of 
Pharrt.acy and Nursing 

m YORK 

Albany Medical College of union university 
American Health Foundation 
Associated Universities, Inc, Including 

Barnard College 
Beth Israel W c a l  center 
Child Welfare League of Amrica, Inc 
Children's Hospital of Buffalo 
Columbia Univ, Except Health Sciences Division 
Columbia Univ Health Sciences Division, 

Including College of Physicians and Surgeons, 
Schools of public Health and Nursing, 
Faculty of Medicine, and Oral and 

Brookhaven National Laboratory 

Dental surgery 
Cornell Univ, Except Medical College 
Come11 University Medical College 
Eastman Dental Center 
Genesee Hospital 
Health Research, Lnc, Albany Division 
Health &search, Inc, -11 Park Division 
Helen Hayes Hospital 
Hospital for Joint Diseases and M d i d  

center, Including tkie Research lhsti tute 
for Skeletcrrtusdar D i s e a s e s  

Hospital for Special Surgery 
ICD Rehabilitation and l?esearch Center 
Jewish Board of Guardians 
Kingsbrook Jewish EWcd Center and 

Isaac Albert Research Institute 
Iong Island Jewish-Hillside W d  Center 

RFSTRICI'ION CODE 
XM -- NO Medical or IND Studies -~ 

)(B - No Behavioral Studies 
XO -- O t h e r  Restriction (Ca l l  301-496-7005) * - Revised General. Assurance in Negotiation With OPRR 

Albany 
~ e w  York 
wton 

~ e w  York 
New York 
~ e w  York 
mf f alo 
New York 
New York 

Ithaca 
~ e w  York 
m&ester 
Rochester 
Albany 
Buffalo 
West Haverstraw 
New York 

NEW York 
New York 
New York 
BrOOMyn 

- 12 - 



ASSURANCE 
NUMBER INSTITUTION CITY 

GO397 
, GO086 
GO383XB 
GO059 
GO139 
G2518xB 

GO173XM 
GO526XB 

G1370XB 
GO765XM 
GO765XM 
GO765XM 
GO765XM 
GO765XM 
GO765XM 

GO765XM 

GO765XM 
GO765XM 

GO765XM 

GO765XM 
GO765XM 
GO765XM 

GO765XM 
GO765XM 

GO765XM 
GO765XM 

GO765XM 
G2887XB 
GO208 

Maironides C e n t e r  
~ a r y  Irrcgene Bassett Hospital 
Bkmrial Hosp for Cancer and Allied Diseases 
E'bntefiore Hospital and Medical Center 
munt Sinai school of lkdicine of CUNY 
Nassau County 2rledical Center, Including 

Pkadcwbrak Weal Education and 
Wsearch Foundation, Inc 

New -1 for Social %search 
New York Blood Center of the Ccmrrunity Blood 

Council of Greater New York, Inc 
New York City Deprbent  of Health 
New York, City Univ of 
New York, C i t y  Univ of, Baruch College 
New York, City U n i v  of, Bronx cmty College 
New York, City Univ of, Brooklyn College 
New York, City Univ of, City College 
New York, C i t y  Univ of, Graduate School 

New York, City Vniv of, Her= H. 

New York, C i t y  U n i v  of, Hunter College 
New York, City Univ of, John Jay Collqe 

New York, City Univ of, Kingsborough 

New York, City Univ of, Hanhattan anty College 
W w  York, C i t y  Univ of, W g a r  Evers College 
New York, C i t y  Univ of, New York City 

New York, C i t y  Univ of, Queens College 
New York, C i t y  Univ of, Queenshrough 

New York, City Univnof, %search Foundation 
New York, City Univ of, S t a t e n  Island 

New York, C i t y  Univ of, York College 
New York Dept of H e a l t h  and Regional Offices 
New York Medical College-Flowr and Fifth 
Avenue Hospitals, 14tropolitan Hosp i t a l ,  
and Bird S. Coler  Wmrial Hospital 

and University Center 

lxmlan College 

of Criminal Justice 

Camunity College 

Camnmity College 

Ccpmnrnity College 

Ccmrnrnity College 

Brooklyn 
CoOperStawn 
New York 
New York 
New York 
East Meadow 

New York 
New York 

New York 
New York 
New York 
Bronx 
Brooklyn 
New York 
New York 

Bronx 

New York 
New York 

Brooklyn 

New York 
Brook lyn  
BroOklyn 

Flushing 
New York . 
New York 
staten Island 

Jamaica 

N e w  York 
-Y 

m c I ' I C N  CODE 
XM -- No Weal or IM) Studies 
XB - No Behavioral Stud ies  
XO -- Other Restriction (Call 301-496-7005) * - Revised General Assurance in Negotiation W i t h  OPRR 
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GENEmL 
ASSURANCE 

NUMBER 

GO374xM 
GO508 
GO163 
GO596 
GO474 
GO506XM 
GO259XM 
GO386XM 
GO457 

GO220 

GO305 
GO127 
GO390XO 
GO405 
GO788 
G2887XB 
G2247 

G2375 
a001 
GO624 

I 

GO172 
GO230 
G2036 
GO491 
G2904 
Go536XB 
GO076 
G2972xB 

xew York, S ta te  Univ of , a t  Albany 
New York, State Univ 05, at B ingmon  
~ e w  York, State Vniv of , a t  Buffdo 
~ e w  York, State Univ sf, a t  Stony Brook 
New York, State  Univ of, College a t  B r O C k P O ~  
New York, State  Univ of, College at Buffalo 
New York, Sta% Univ of , College a t  Cortlmd 
New York, State  Univ of, College a t  Oswego 
New York, State Univ of, College of A r t s  

and Science at  Gene- 
New York, State Univ of, College of 

mvironmena Science and Foresw 
New York, S t a t e  Univ of, ~ c k ~ n s - t e  Ykdicd Ctr 
New York, S t a t e  Univ of , Upstate Medical Ctr 
New York Univ, Exclusive of the ud Ctr 
New York University Medical Center 
North Sbre Wspital 
axford H a w  for Ve te rans  and T % i r  Dependents 
Public Health ~eseaxch Institute of the 

~ueens Hospital center 
Rensselaer Polytechnic Institute 
Research Foundation for -tal Hygiene, Inc 

(NYS m p t  of mtd Hygiene) Incluains 
New York S t a t e  Psychiatric Institute 
mng Island =search Institute 
NYS Institute for Basic %-search in 

mearch Institute on Alcoblisn 

wcy Psychiatric Ctr ,  Research Division 
creedmor Inst for Psychobiol~ic Studies 

City of New York, Inc 

~kntal Retardation 

Rcckland Research Institute 

w s t e r ,  vniversity of 
RDckefeller Universi;ty 
I7ockland County Health & Social Svcs C c r m p l a  
-smelt Hospital 
€b-11 Park $Isnorial Institute 
sban-ettrxing mstitute for cancer Research 
S t  Luke's Hospital Center 
S t  rh&s H o s p i t a l  

RFST€UCI'ICfY CODE 
XM - NO U c d  or IND studies 
xB - NO Behavioral Studies 
XO - other Restriction (Call 301-496-7005) * - mid ~ e r d  ~~surance in  Negotiation W i t h  OPRR 

CITY 

Albany 
B k g m  
Buffalo 
stony Brook 
mockport 
Buffalo 
Cortland 
Oswego 
Gene- 

Syracuse 

Brooklyn 
Syracuse 
~ e w  York 
~ e w  York 
Manhasset 
oxford 
~ e w  York 

New York 
central Is l ip  
staten Island 

Buffalo 

weens village 
Rochester . 
New York 
Pamona 
New York 
Buffalo 
NW York 
New York 
€@Chester 

orangeburg 
r=cy 
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ASSURANCE NUMBER INSTITUTION CITY 

GO376 
GO280XM 
GO373xM 
G2438XB 
G2045 
GO002 

Go191 
G2242 
GO285 
GO177 
GO242 
Gl087 
GO078 

GO485 
GO683xM - 
G2843xB 
G1167 
GO088 
GO249 
GO667XM 
GO337 

*GO502 
GO171 
GO160 
G1936xB 

GO542 

St Vincent's Hosp and Medical C t r  of New York 
Syracuse University 
Teachers College, Colun-bia University 
Trudeau Institute 
Veterans IMninistration Hospital-Northprt 
Yeshiva Vniv, Albert Einstein College of Med 

NORTH cAw3LINA 

Duke University Msdical Center 
North Carolina A & T State University 
North Carolina S t a t e  University at Raleigh 
North Carolina, Univ of, at Chapel Hill 
Wake Forest Univ, Emman Gray Sch of Medicine 
Wake Forest Univ, Except School of Mdicine 
Wstern Carolina Center 

WIO - 
Akron, University of 
Battelle Columbus Laboratories- of the 
Battelle r-rial ~nstitute 

cancer center, Inc 
Case Western Reserve University 
Children's Hospital Medical Center 
Children's Hospital Research Foundation, Inc 
Cincinnati, univ of, W e p t  Mica1 center 
Cincinnati, univ of, Medical Center, Including 
Colleges of ?Micine, Nursing, and Health 

Cleveland Clinic Fdn & Educational Fdn 
Cleveland Psychiatric Institute 
Fels Research Institute 
Jewish Hospital of Cincinnati, Including 

and Phannacy 

the school of Nursing, children's 
Psychiatric Center, and May Institute for 
Medical Research 

Kent State University 

XB - No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
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! 
! - 15 - 

New York 
Syxacuse 
New York 
Swanac Lake 
N0-e 
Bronx 

Durham 
Greensboro 
Raleigh 

Winston-Salem 
Winston-Salem 
mrganton 

chapel Hill 

Akron 
ColUlTbUS 

Cleveland 
Cleveland 
Cincinnati 
c0lUKlbU.S 
Cincinnati 
Cincinnati 

Cleveland 
Cleveland 
Yellow Springs 
Cincinnati 

Kent 



GO269X3 
Go121 
Go121 
G0662xB 

GO350XB 
G2907XM 

*GO327 
*G2402XO 
*GO241 

*GO134 
*GO214 
GO043xB 

*G2399XO 
*G0505XO 
GolllxM 
GO288XM 
G2931 

GO125 
GO952xE3 
GO784XM 
Go338 
GO436XM 
a218 

rvbunt Sinai Hospital of Cleveland 
Ohio  Agricu1tux-d IWarch & Developrrant Ctr 
Ohio  State University an6 &search Foundation 
St Luke' s Hospital. Association 
(united H&hodist Church) 

University Hospitals of C l e v e l a n d  
Youngstown S t a t e  university 

OKlllHoMA 

0klahca-m Medical Research Foundation 
Oklahrma,  University of 
Oklat-sPna, University of, Health Sciences C t r  

0- 

Gccd Samaritan Hospital and W c a l  Center 
Kaiser Foundation *search Institute 
Medical Research Foundation of Oregon and 
Oregon Regional Primate Research center 

Norths+iest Regional Educational Laboratory 
Oregon Research Institute 
Oregon S t a t e  University 
Oregon, University of, Graduate School 
Oregon, university of, Health sciences Center, 

Including Schools of Medicine,  dentist^^, 
and Nursing 

Au3ert E i n s t e i n  Medical Center, Northern Div 
Alleghmy General Hospital 
American Institutes for Research 

- Arthur P. Noyes Research Foundation 
Bucknell University 
Carnegie-Mellon University 

XB - No Behavioral Studies 
XO - Other Restriction ( C a l l  301-496-7005) * -- Revised &nerd Assurance in Negotiation VJith OPRR 

Cleveland 
WoosL= 
cOlcrmb3ls 
Cleveland 

Cleveland 
Youngs- 

oklahcm City 
Norman 
oklahana C i t y  

Portland 
Portland \ 

portland 

Philadelphia 
Pittsburgh 
Pittsburgh 
N0rrisW.m 
Lewisburg 
Pittsburgh 

- 16 - 



GO129 

GO360XB 
G1556 
GO475 
GO936 

GO045 

GO273XB 
GO189XB 
G212lXM 
GO057XB 
GO338 
GO333 
GO222 
GO573 
G1668 

! 

Go012 
G1531 
GO044 
GO324 
Go344 
GO881 
G1532 
G2929 
GO418 
G22OO 
GO465 
G2264XM 
Go795 
G2880 
G2 87 9 
GO049 
GO362XB 
GO054XB 

children' s Hospital of Philadelphia 

children's Hospital of Pittsburgh 
Franklin Institute 
merann meal College and Hospital 
H. K. cooper Institute for Oral-Facid 
AMmdlies and cumuru 'cative Disorders 
(Lancaster Cleft palate Clinic) 

Institute for Cancer Research (Fax Chase 
Cancer center and Bmrican Oncologic Hosp) 

Lankemu Hospital 
Magee-Fkmens Hospital 
Marywod College 
Wntef iore Hospital 
Norristown S t a t e  Hospital 
Pennsylvania Hospital 
Pennsylvania, Medical. College of 

Pennsylvania state Univr Milton S .  Hershey 

Pennsylvania, tlniversity of 
Philadelphia Department of Public Health 
Philadelphia General Hospital 
Philadelphia Geriatric Center 
Philadelphia Psychiatric CenW 
Philadelphia Sta te  Hospital 
Pittsburgh Child Guidance Center 
Pittsburgh, University Health Center of 
Pittsburgh, University of 
Presbyterian-unimsity Hospital 
Presbyterian-Univ of Pennsylvania Mica1 Ctr 

. Research for Better Schools, Inc 

(Joseph Stokesr Jr. F&search Inst of) 

Pennsylvania state univ & camrmwealth CQnPs 
lvwical center 

St Joseph' s Hospital 
TemDle Univ, Esrcluding the Health Sciences C t r  
G l e  university ~ealth sciences center 
Thanas Jefferson Univ ,  All CanpanentS 
Wills Eye Hospital and Research Institute 
Wistar Institute 

RESTRICI'Ia CODE 
XM - NO -tal or IND Studies 
XB - No Behavioral Studies 
XO - Other Wstriction (Call 301-496-7005) * -- wised &nerd ~ssurance in Negotiation With OPRR 

Philadelphia 

Pittsburgh 
Philadelphia 
Philadelphia 
Lancaster 

Philadelphia 

Philadelphia 
Pittsburgh 
Scranton 
Pittsburgh 
mrristawn 
Philadelphia 
Philadelphia 
university Park 
Hershey 

Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Philadelphia 
Philadelphia 
LanCaStS 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 

- 17 - .L 
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GENERAL 

CITY 
ASSURANCE 
NUMBER INSTITUI'ICN 

G1348XM 
GO256xB 

GO467 
*GO318 
G2212xB 

G2621 
GO533 
GO240 
*GO 62 9x0 

GO490XM 
Go393 
*a716 
*a716 
GO648 
GO170 

GO124 
Go401 

GO307 
*a843 
GO398XM 

PUEliTo Fuco 
Catholic university of Puerto Rim 
Puerto Rico, univ of, Medical Sciences Cmnpus 

RKDE ISIAND 

Brawn University 
Rhcde Island Hospital 
mer Williams General Hospital 

Clanson University 

South ~arolina,  Medical Univxsity of 
south Carolina, university of 

south Carolina Departxlent of Mental. Health 

TENNESSEE 

George Peabody College for Teachers 
Neharry Wcal College 
Oak Ridge Associated Vniversities, Inc 
oak Ridge National Laboratory 
St Jude Children's Rssearch Hospital 
~ s s e e ,  university of, Center for the 

'Jknnessee, university of - Wxville 
Vanderbilt University 

Health Sciences 

Baylor College of ?&&kine 
Bexar County Hospital D i s t r i c t  
Houston, University of 

XB - No Behavioral Studies 
XO - Other Restriction (Call 301-496-7005) * - Revised General ~ssurance in  Negotiation With OPRR 

Fonce 
San Juan 
Rio Piedras 

Providence 
Providence 
Providence 

Clemson 
Columbia 
Charleston 
Columbia 

Nashville 
Nashville 
Oak Ridge 
Oak Ridge 
PBTlphiS 
=@is 

Knoxville 
Nashville 

Hauston 

Houston 
san Antonio 

'i 

- 18 - 



Austin Southwest Educational .Evelo-t Corporation 

Texas A & M University and Research 
Foundation, College Station Carpus only 

Texas Institute for Eehabilitation and Research 
Texas Tech University Ccmplex (Texas Tech 
Univ and Texas Tech univ sch of Medicine) 

Texas, University of, at Arlington 
Texas, University of, at Austin 
Texas, University of, Cancer Center (and its 

Texas, University of, Health Science Center 

(AKA southw2st Educational Develop-lmt Lab) 

M.D. Anderson Hospital and Tmmr Institute) 

*G2344XO 

College Station G1045 

Houston 
Lubbock 

*GO590 
! GO564 

mlington 
Austin 
Houston. 

*G112=0 
Go123 
GO113 

G2615 

*G2760 

*G2255 

Dallas 
at Dallas 

Texas, University of, Health Science Center muston 
at Houston 

Texas, University of, Health Science Center 
at San Antonio, Including Nedical School, 
Dental Schcol, and Graduate School of 

san mtonio 

Bicrnedical Sciences 
Texas, Univ of, -tal Branch at Galveston Galveston GO107 

1 
Prom 
Salt Lake City 
Salt Lake City 

Bric$an Young University 
Deseret Fdn for Msdical Education & Research 

*GO 93 3x0 
*G2426 
*GO235 Utah, university of 

vEEsI#lwT 

V m n t ,  University of, and State Burlington GO194 

G2335XB 
Agricultural College 

Veterans Wistration Ctr-White River Junction white fiver Jct i 
I VRGINIA 

Human Resources Research Organization Alexandria 
Virginia Cammwealth University (All Schools Ri-nd 

G2275XM 
GO239 

*GO306 
a& Divisions) 

Virginia, University of Char lottesville 

€ESTFUaIm CCDE 
XM - No *tal or IND Studies 
XB -- No Behavioral Studies 
XO - other Restriction (Call 301-496-7005) * -- Revised General Assurance in Negotiation With OPRR 
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CITY 
ASSURANCE 
NUMBER INSTITWITON 

*GO522 

*GO900 

G1717 

children's mmc ~ O s p  ~ n d  laical. ctr 
Fred Mztchinson Cancer Hesearch Cenm 

Virginia Mason Research center, Inchding 
Mason Clinic and Virginia Mason Hospital 

Washington Department of Social and Health 
Services, All Ccmponents 

G2627XB 
GO029xB Pacific EbAhwest F&search Foundation 

*G0105XO Washington State university 
*GO299 Washington, University of 

GO431 

WEST vIXmIA 

west Virginia university 

WISCONSIN 

GO315 
G2891xB Columbia Hospital 
GO387 Marquette University 
GO763 mndota Mental Fcealth Institute 
G3010XB 
GO503 

GO319 
G2106XM Wisconsin, University of, Parkside 

Central Wisconsin Colony and Training school 

Bbunt Sinai Medical Center of Milwaukee 
Southern Wisconsin Colony and Training school 

Wisconsin, university of, Madison Campus 
*GO077 Wisconsin, Medical College of 

*G1137 World Health Organization 

W S T R I C ' I ' I ~  CODE 
XM -- No W c a l  or SND Studies 
XB -- No Behavioral Studies 
XO - Other &striction (Call 301-496-7005) * -- Revised General Assurance i n  Negotiation W i t h  OPRR 

Seattle 
Seattle 
Seattle 
Seattle 

Olympia 

Pullman 
Seattle 

Wrgantmn 

Madison 
MilWZEk-? 
Milwaukee 
Madison 
Milwaukee 
Union Grove 
Milwaukee 
Madison 
KenOSha 

Geneva 

- 20 - 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE I GRANT CONTRACT 0 FELLoW 0 OTHER ' PROTECTION OF HUMAN SUBJECTS 
ASSU RANC E K E  RTI Fl CAT I ON/DECLAR AT1 ON 

NEW RENEWAL 0 CONTINUATION 
APPLICATION IDENTIFICATION NUMBER (If  h o w n )  

0 O R I G I N A L  0 FOLLOUUP 0 REVISION I 
STATEMENT OF POLICY: Safeguarding the rights and welfare o f  subjects at  risk in activit ies supported under grants and con- 
tracts from DHEW i s  primarily the responsibility of the institution which receives or i s  accountable to DHEW for the funds 
awarded for the support o f  the activity.  In order to provide for the adequate discharge of this institutional responsibility, i t  i s  the 
policy o f  DHEW that no activity involving human subjects to be supported by DHEW grants or contracts shall be undertaken unless 
the Institutional Review Board has reviewed and approved such activity, and the institution has submitted to DHEW a certifica- 
tion of such review and approval, in accordance with the requirements o f  Public Law 93-348, a s  implemented by Part 46 o f  Ti t le  
45 o f  the Code o f  Federal Regulations, as amended, (45 CFR 46) Administration of the.DHEW policy and re ulation is the re- 
sponsibility of the O f f i c e  f o r  Protect ion from Research Risks,  National Institutes o f  Health, jetthesda, Md 20014. 

~~ 

1. TITLE O F  PROPOSAL OR ACTIVITY c 

2. PRINCIPAL  INVESTIGATOR/ACTIVITY DIRECTOR/FELLOW 

3. DECLARATION T H A T  HUMAN SUBJECTS EITHER WOULD OR WOULD NOT BE INVOLVED 

0 

A. 

8. 

N O  INDIV IDUALS WHO MIGHT B E  CONSIDERED HUMAN SUBJECTS, INCLUDING THOSE FROM WHOM ORGANS, TISSUES, 
FLUIDS, OR OTHER MATERIALS WOULD B E  DERIVED, OR WHO COULD B E  I D E N T I F I E D  BY PERSONAL DATA. WOULD B E  
I N V O L V E D  I N  T H E  PROPOSED ACTIVITY.  ( I F  NO HUMAN SUBJECTS WOULD B E  INVOLVED, CHECK THIS BOX AND PRO- 
C E E D  T O  ITEM 7. PROPOSALS DETERMINED B Y  T H E  AGENCY TO I N V O L V E  HUMAN SUBJECTS W I L L  BE RETURNED.) 

HUMAN SUBJECTS WOULD BE INVOLVED I N  T H E  PROPOSED ACTIV ITY AS EITHER: 0 NONE O F  T H E  FOLLOWING. OR 
INCLUDING: 0 MINORS, 0 FETUSES, 0 ABORTUSES. 0 PREGNANT WOMEN. 0 PRISONERS, 0 M E N T A L L Y  
RETARDED, 0 M E N T A L L Y  DISABLED. UNDER SECTION 6. COOPERATING INSTITUTIONS, ON REVERSE O F  THIS FORM, 
G IVE NAME O F  INSTITUTION AND NAME AND ADDRESS O F  OFFICIAL(S)  AUTHORIZING ACCESS TO ANY SUBJECTS I N  
F A C I L I T I E S  NOT UNDER DIRECT CONTROL O F  T H E  APPLICANT OR OFFERING INSTITUTION. 

4. DECLARATION OF ASSURANCE STATUS/CERTIFICATION OF RWIEW 

U A .  THIS INSTITUTION HAS NOT PREVIOUSLY F I L E D  A N  ASSURANCE AND ASSURANCE IMPLEMENTING PROCEDURES FOR T H E  
PROTECTION OF HUMAN SUBJECTS WITH THE DHEW T H A T  APPLIES T O  THIS APPLICATION OR ACTIVITY.  ASSURANCE IS 
HEREBY GIVEN T H A T  THIS INSTITUTION WILL COMPLY WITH REQUIREMENTS O F  DHEW Regulation 45 CFR 46. THAT I T  HAS 
ESTABLISHED AN INSTITUTIONAL REVIEW BOARD FOR T H E  PROTECTION OF HUMAN SUBJECTS AND, WHEN REQUESTED, 
W I L L  SUBMIT T O  DHEW DOCUMENTATION AND CERTIF ICATION O F  SUCH REVIEWS AND PROCEDURES AS MAY BE RE- 
QUIRED FOR IMPLEMENTATION O F  THIS ASSURANCE FOR T H E  PROPOSED PROJECT OR ACTIVITY.  - .  

0 8. THIS INSTITUTION HAS AN APPROVED GENERAL ASSURANCE [DHEW ASSURANCE NUMBER -)OR AN-ACTIVE 
S P E C I A L  ASSURANCE FOR THIS ONGOING ACTIVITY.  ON FILE WITH DHEW. T H E  SIGNER CERTIFIES T H A T  A L L  ACTIVITIES 
I N  THIS APPLICATION PROPOSING T O  INVOLVE HUMAN SUBJECTS H A V E  BEEN REVIEWED AND APPROVED BY THIS 
INSTITUTION'S INSTITUTIONAL REVIEW BOARD I N  A CONVENED MEETING ON THE DATE O F  
WITH T H E  REQUIREMENTS OF T H E  Code of Federal Regulations on Protecfion of Human Subjects (43 CFR 46). THIS CERTIFICA- 
TION INCLUDES, WHEN APPLICABLE,  REQUIREMENTS FOR CERTIFYING FDA STATUS FOR EACH INVESTIGATIONAL NEW 
DRUG TO B E  USED (SEE REVERSE SIDE OF THIS FORM). 

IN ACCORDANCE 

T H E  INSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND T H E  INSTITUTIONAL OFFIC IAL  SIGNING BELOW CONCURS 
THAT: 

E ITHER a HUMAN SUBJECTS W I L L  NOT B E  A T  RISK; OR 0 HUMAN SUBJECTS W I L L  B E  A T  R I S K .  

5. AND 6. SEE REVERSE SIDE 

7. NAME AND ADDRESS OF i N s T [ T U T l o N  
*I 

I 
HEW-596 (Rev. 4-75) 

ENCLOSE THIS FORM WITH THE PROPOSAL OR RETURN IT TO REQUESTING AGENCY. 



5. INVESTIGATIONAL NEW DRUGS - ADDIT IONAL CERTIF ICATION REQUIREMENT - 
SECTION 46.1 7 O F  TITLE 4 5  OF THE Code 01 Federal Regulations states, "Where an organization is req;ired to prepare or to submit a 
certification . . . and the propoaal involves an rnvestiaational new drug within Lhe meaning of The Food, Drud, and Cormetfc Act, the drug 
shall be identified in the certification together with a statement that the 30day  delay required by 51 CFR 130.3(~)(2) has elapsed and the 
Food and Drug Administration has not. prior to expiretion of such 30day  interval, requested that the sponsor continue to wfthhold or to 
restrict use  of the drug in human subjects; or that the Food and Drug Administration has waived the 30day  delay requirement; provided. 
however, that in those cases in which the 3Oday delay interval has neither expired nor been waived, a statement shall be fomarded to 
DHEW upon such expiration or upon receipt of a waiver. No certification shall be considered acceptable until such statement has been 
received. *' 

-- 

( 
- 

INVESTIGATIONAL NEW DRUG CERTIF ICATION 

T O  C E R T I F Y  C O M P L I A N C E  WITH F D A  REQUIREMENTS F O R  PROPOSED USE OF I N V E S T I G A T I O N A L  NEW DRUGS I N  ADDIT ION T O  
C E R T I F I C A T I O N  O F  I N S T I T U T I O N A L  REVIEW S C A S 2  RPPRC'JAL,  T h E  F O L L O W I N G  REPORT FORMAT S A O U L D  BE USED FOR 
E A C H  IND: ( A T T A C H  A D D I T I O N A L  I N D  C E R T l  F lCAT13NS A S  NECESSARYI.  

- I N D  FORMS F I L E D :  0 F D A  1571. F D A  1573 

- N A M E  O F  I N D  A N D  SPONSOR 

- D A T E  O F  30-DAY E X P I R A T I O N  OR FDA WAIVER 

( F U T U R E  D A T E  REQUIRES FOLLOWUP R E P O R T  T O  AGENCY)  
% 

- F D A  RESTRICTION 

- SIGNATURE O F  INVESTIGATOR D A T E  

6. COOPERATING INSTITUTIONS - ADDIT IONAL REPORTING REQUIREMENT 

SECTION 46.16 O F  T I T L E  45 OF T H E  Code o f  Federal Regulations IMPOSES S P E C I A L  REQUIREMENTS ON T H E  C O N D U C T O F S T U D I E S  
OR A C T I V I T I E S  I N  WHICH T H E  G R A N T E E  OR PRIME C O N T R A C T O R  OBTAINS ACCESS TO A L L  OR SOME OF T H E  SUBJECTS 
THROUGH C O O P E R A T I N G  INSTITUTIONS N O T  U N D E R  I T S  CONTROL.  I N  O R D E R  T H A T  T H E  DHEW B E  F U L L Y  INFORMED.  T H E  
FOLLOWING R E P O R T  I S  REOUESTED WHEN A P P L I C A B L E .  

USE FOLLOWING REPORT FORMAT F O R  EACH I N S T I T U T I O N  O T H E R  THAN G R A N T E E  O R  CONTRACTING INSTITUTION WITH 
RESPONSIB IL ITY  FOR HUMAN SUBJECTS P A R T I C I P A T I N G  I N  THIS A C T I V I T Y :  ( A T T A C H  A D D I T I O N A L  R E P O R T  SHEETS A S  
NECESSA RYI.  i '  

k 
INSTITUTIONAL AUTHORIZATION FOR ACCESS T O  SUBJECTS - 

- SUBJECTS:  STATUS (WARDS. RESIDENTS, EMPLOYEES,  PATIENTS,  ETC.1 

N U M B E R  A G E  RANGE 

N A M E  O F  O F F I C I A L  ( P L E A S E  PRINT)  

TITLE T E L E P H O N E  

' 

NAME AND ADDRESS OF ~ - -  
COOPERATING INSTITUTION . 

- O F F I C I A L  SIGNATURE 

NOTES: (e.&. report of modification in proposal as submitted to agency alfecting human subjects involvement) - 
0 
W 
h, 
9 
E 
Qs 
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General assurances shs >e submitkd 
in such form and manner i the Secre- 
tary may require. The in : X ~ O E  mds: 
include, a5 part of its genc 21 assurance. 
implelnenting miidelines t~ 1 t specZ.ca- 
providn for: 

.I s.:n:p.?,ent r ~ f  p y i  :i-::.:s rh:-.- 
will govern the institutzo.. in the d 3 -  
charge of its responsibilitit . for protee:- 
ing the rights and welfar of subject; 
This may include approp :ate existira 
COCCS or declarations. or st..:ement5 for- 
nulated by the institution iself. It k IO 
be understood that no scch principles 
supersede D€EIV policy 81' spp1iczb:e 
law. 

Pins t i tut ion & Components (example-9) 

m i g n e d  by Responsible Officer and Dated 

-.I._-. 

, 11. IMPLEXENTING GUIDELINES 
(Policies & Procedures) 

hade or principles / 
.- 
. t 46.3 .c Definitions. . 

--. . __ .  - -  . -. . .  

-15) "Subject at rkk" nioanr arg h- 
dfvidual who may be exposed ta the pos- 
sibility of injury, including phrsicd. 
psychological. or social injury, as a con- 
sequence of parcicfpatton 3s a subject iz 
any research. development. or ~ l a t e d  ac- 
tivity n-hich departs from the applicatis 
of those established and accepted raecii- 
ods cecessary to  meet his needs. or -shicL 
increases the ordinary r&ks of d&" Et. 
including the recognized risks inherer: 
in a chosen occupation or field of soxife 

tc) "Informed consent" meaio ?E? 
knowing consent of an  individud ot f;L 

.. i e p u y  authorized repreesentatiye. so sir- 
' uated as to be able to exercise fi-ee P0n-K 

of choice without undue inducement 0.: 
any element of force. frzt-xd, deceit. an- 
-, or other form of constraint or coer- 
cion. The bask elements of infOl?natio= 
necessary to such consent include: 

(1) A fair explanation of rhe Prfxce- 
dures to be followed, and :heir prposc+ 

. including identification 32 aw prxa- 
dues  which are experia-ental; 

(2) a description of an$- actendznc d:i- 
comforts and risks rensonzb!~ to be es- 
pected: 

(3) a description of m y  beneffts =a- 
sonably to be expected: 

(4) a disclosure of any appropriate $- 
ternative prwedurU.es that d o n ~  be zc- 
vantageous (5) an offcr for to the answer subiecs: ~ I U '  aquidc 

concerning the procedures; alld 
(6) a1 h-trn&On ti:zL ths p:'.soU L- 

2-22 b y,<ck+a,T ki:j (-~:'..L.:'t z:& tr, 2 2 -  

ccntpcze s R r ~ C ' a 3 ~ C " ,  "t 2:e -tiitxr- e-. 

the subject. \.- 

c: 
4 activity at m y  t m e  \yi(l:oLi: prEtJUdiCe W 

. .  

I032949 



I H P U M E N T I N G  GUIDELINES continued 

Board Functions 

, 

- - _  . 
(b) An Institutloll31 Review Board or  

3oard structure which will co:' iuct ini- 
tial and continuing reviers ir. accord- 
ance with the policy outlined :n 0 462. 

(c) Procedures which the ir. iitution 
.Rill follow in its initial and cc .tinuing 
review of applications, propoj.k, and 

I/initial and continuing review " <  actiriffee 

limited to DHEW . 
The Secretary ahall by regu:ition r e q w  

that each entltp which applies ar a grant or 
eontract under thfs Act for a 7 pro:cet c 
prognm a-hfch involves the cc .deet of bio- 
medical or bPhavloral research 8:iroivmg hu- 
man subJects submit lr~ or woft't ib appllca- 
tlon for such grant or conkc:: a~suroncw 
satisfactory to the Secretary rhat I t  has 
establfshed (In accordance a*ltk ryuiatfonn 
which the Secretory shall prescrtbc) a board 
(to be known 85 an 'InstItut1ona Review 
Board') to review biocnedlcnl and behavio= 
research Involving human sub]ecrs con- 
ducted at or sponsored by such entity n 
order to protect the rightr of human subjects 
or such research. 

. I  

+6* 
/ 

(bf This review shall determine wheth- 
e r  these subjects will be placed at risk. 
and. if risk is involved, whether: 

(1) The risks to the subject are so out- 
weighed by the sum of the beneflt to the 
subject and the importance of the howl- - . edge to be gained as to warrant a deci- 
sion to allow the subject to aceept these 
risks; 

(2) the rights and welfare of 31w such 

c risks-/ 

c/r i gh t s 
. 

lv r e v i e w  will be obtained by adequate and appro- 
miate methods in accordance aith the 

1 0 3 2 9 5 0  
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IMPUDENTING GUIDELINES continued 

Board Functions continued / 
. .  

eview consent procedures and 
determine that consent i s  
adequate and appropriate 

. 2 
. .  

eview consent procedures and 
determine that consent i s  
adequate and appropriate 

. 2 

.o not exculpatory / 

/ 
standard written form 

modified 
* short form- 

I 

- -  
1 0 3 2 9 5  I . .  . .  . . . .. 

- s  46.9 “Obligation to &in i n f o 4  
consent; proliitition of rsciilpatorJ- 
c h s r r  

Any institution.proposlntz to phce anp 
subject. at  risk is obligated to obtain and 
document legally effective infoimed con- 
sent. No a c h  infomed consent. oral or 
written. obtained under an asqurance- 
provided Pursuant to this part shall in- 
clude any exculpatory languacrc through 
which the subject is made to raive. or to 
appear to waive. any of his 1. ;a1 rights. 
including any release of the :nstitution 
or its agents from liability :or acgfi- 
gence. 

46.10 Documentation of iiifnrnred 

The actual procedure utili 3 in ob- 
taining leoaily effective info .:?d con- 
sent and the basis for Xnstitt. onal Re- 
view Board determinations th. rhe pro- 
cedures are adequate and B 3ropria:e 
shall bc fully documented. .2! dccx- 
mentation of consent will emi. JY one of 
the following three forms: 
. (a) Provision of a mrftte:. consent 
document embodying all of t h e  :pasic ele- 
ments of informed consent. Tk:s may be 
read to the subject or to  his 1;~ally au- 
thorized representatire, but in rrny event 
he or his Iegally authorized r~ixesenta- 
tive m=t be given adcquate o!:uortunity 
to read it. This document is to be signed 

-by the-subject or his legnlIy authorized 
representative. Sample copies of *..e 
consent form as approved by t3e Board 
are to be retained in its records. 

(b) Provision of a “short form” mt- 
ten consent document indicating that 
the basic elements of informed consent 
have been Presented orally to the sub- 
ject or his legal4 authorized representa- 
tive. Written summaries of what is to be 
said to the patient are to be approved by 
the Board. The short form is to be signed 
by the subject. or his legally ~u~liorized 
representative and by an auditor u-itnss I 
to the oi-al presentation and to the sub- 
ject’s signature. A copy of the spproved 
summary. annotated to show any addi- 
tions, is to be signed by the persons 
officially obtaining the consent and by 

* the auditor witness. Sample copies of the 
consent form and of the smm3ries i s  

‘approved by the Bosrd s re  to.b.2 retsined 
in its records. 

. tc) Modiflcation of either of the pri- 

. mary procedures outlined in porngraphs 
(a) and (b) of this seccion. GI-nntmg of 
permission to use modifled Frocedures 
imposes additional responsibi!ity UpOD 
the Board and the institution to estab-’ 
Ifsh: (I) that the risk to ans subject is 
minimal, (2) that use of either of the 
primary procedures for o3kining in- 
formed consent viould surely ::inlidate 
objectives of considerable immediate im- 
portance, and (3)  that any re;lsonaSle 
alternative means for attainkg these ob- 
jectives would be less ndvantzaeous :O 
the subjects. The Board‘s re2Sons for 
permitting the use of modifled Prose- 
d u e s  must be Lndiviaiially ar?d Sl:eCle- 
caily documented in the minulcs and in 
re1:orts of Board act!ons to CLlF files of 
t ~ l c  i=t:tution. ~ 1 1  such ~ ~ ~ E t k - ~ i o ~  
shoiild bc regu!arly recorsiCetr-od 35 A 
funcrion of continuing reslew 3118 as re- 
quirzd for annual revian-. with d;xlut11e!1- 
tntion of reaffirmation, revision, or u- 
continuation, as appropriate. 

consent. 
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mmNTING GUIDELINES continued 

Board Members fL/F !.u p 7 5  

varied backgrounds 
XE 

]/;;;atwe, experienced . /  

know regulations, law, 
standards of conduct, 
community attitudes 

k- 

5 

/identified - degrees, occupation, / 
employer, representative capacity 

!'%not a l l  employees or 

v* no conflicting interest 

not a l l  s m a  profession 

Quorum defined - - w i l l  
convene and discuss projects 

i 

Such Board structure or Eoard shall 
rceet the following requirements: 

(1) T h e  Eoard must be composed of 
not less than five persons uith varying 
backgrounds to 115sure complete and ade- 
quate review of activities commonly con- 
ducted by the institution. Ti=e Board 
must be sufficiently qualified throuqh the 
maturity. experience. and expertise of 
its members and diversity of Its member- 
ship to insure respect for its adsice and 
counsel for safeguarding the rig3ts and 
welfare of human subjects. In addition 
to possessing the professio:. 11 compe- 
tence necessary to review spe .kit activi- 
ties, the Board must be able t . ascei-tair, 
the accegtability of applicatio ; ai:d pro- 
posals in terms of institution i commit- 
ments and reslations, am. -able 1 3 ~ .  
stsndards of professiond c: . :k t  and 
pnctice, aad commmity at? -ices. The 
Bsard n=ust therefore inch- f ~ e r s o r s  
vhose concerns are in these ? r e s .  

( 2 )  The Board members sh. 2 he iden- 
tihed to DHEW by name: ezrr ,i de.rrces, 
11 :E;: pcsirion of cccu9zdo:i. . :-::x:,%::- 
ative capacity: and by othe:. peizinent 
indications of experience suc '1 3s board 
certification. licenses, ek..  s 3cient to 
describe each member's chief : nticipated 
contritxttons to Board de!ibcr . cicns. An>- 
employmcnt o r  other rels6::s-hip be- 
taeen eakh member and the izztitution 
shall be identilicd. Le., fuG-rime ern- 
ployee. part-time employee. member of 
governing panel or board. pzid consult- 
ant. unpaid consultant. Chmses in Eoord 
membershfp shall be reported to DFZW 
in s w h  form and a t  such tkies as the 
Secztaiy m3y require. 

(3)  pc'o member of a Bo=.d s h i I  he 
fnvolvad in eithcr the lnitial o r  cont.i?u- 
ing review of an activity in nhich he hzs 
a conflicting interest, except to pio\-ifde 
information requested by the-Board. 

(4)  No Board shall consist entirek or 
persons who zre officeis. erngioyees, or  
agents. of. or are othenrise associated 
with the Institution. apart from their 
membership on the Board. 

(5) Xo Board shall consist entirely of 
members of a single professional group. 

( 6 )  Tbe quorum of the Board shail be 
defined. but may in no eve& be less than 
a majority of the total membership d u b  
convened to carry out the BoZrd'S re- 

. .  



IM?LEMENTING G U I D E L I N E S  continued 4 - 6 4  
Procedures & Responsibi l i t ies  for  

H d v i c e  to s t a f f  

I/ 0 
reporting changes, problems, reactions 

6 
(d) Procedures which the Board wm 

follow (1) to provide advice and counsel 
to acwity cikiectors and bvestig3tors 
with regard to the Board's actions. (2) 
to hsurepromp&reporting to *-e Board 
of proposed changes in an activity and of 
manticbated problems invoh-fr...= risk to 
subjects or others, snd (3 )  to i",".:?~ thst 
any such problems, includicg ad- -.i-ie re- 
actions to biologicnls, drum, rad: .uJtope 
labelled drugs, or to medm1 del cs are 
prcmprlr reported to DEIE'.V. 

l e )  Trccodures w!Uch the i?. r:otioa 
nil1 follow to maintain a n  act e and 
ebective Board and to implec n t  i ts 
recommendations. 

9 promulgating po l i cy  
(d is tr ibute  copies?) 

f i n f o r c i n g  decisions -a 

administrative review.-* 
(appeal?) 

Q 46.18 Institution's ueeutire ra rrpon& 

Specific executive fucctions to ::e COR- 
ducted by the institution include policy 
developmcnt and prornulgn tion r. :d Coil- 
tinuing Indoctrination of persor.::el. Ap- 
propriate administrative assLtai-.ce and 
support shall be provided for the Board's 
functions. Implementation of the Board's 
recommer.dations through appropriate 
administrative action and follonip is a 
condition of D€E?X a,a>,rova! of z z  assur- 
ance. Board approvals. favorabie 3ctions. 
and recommenciations are subject to re- 
view and to disapproval or furtker re- 
striction by the institution officials. Board 
disapprovals. restrictions. or conditions 
cannot be rescinded or removed escept by 
action of a Board described in t!!e a%s-  
ance approved by DHElV. 
5 46.19 Ixirtitulion's rccordj; cotifden- 

(a)  Copies of all documents presented 
or required for initial and cor.tinuing 
revien by the Institutional Revisv Board. 
such as Board minutes, recorcis of scb- 
Ject's conseiit, transmittals 03 sctions. 
instructions. and condicions resulrita 

bility. 

tiali ty. 

, 
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FOREWORD 
Concern over the rights and welfare of the 

human being as a subject of research has led 
to Public Health Service policy to help as- 
sure his protection. Any activity which in- 
cludes such research must provide for the 
individual’s safety, health, and welfare. His 
rights, including his rights of privacy, must 
not be infringed. His participation must be 
voluntary. The direct or potential benefits 
of the research must outweigh the inherent 
risks to the individual. This policy applies to 
all research activities supported through 
grants, awards, or contracts by the National 
Institutes of Health, the Health Services and 
Mental Health Administration, and the Con- 
sumer Protection and Environmental Health 
Service. 

The responsibility for assuring this protec- 
tion when human beings are involved in 
federally supported research rests with the 
recipient of the Federal funds (grant, con- 
tract, or award). The adequacy of this pro- 
tection is  determined, not by the investiga- 
tor or program director or any one person, 
but by a group independent of the activity 
and the persons conducting it. The group 
must include the competencies essential to 
sound judgments on scientific and human- 
istic values. 

Institutions receiving PHS support have 
been thoroughly cooperative in implement- 
ing the PHS policy. Many had already 
adopted effective measures for protecting 
the human subject in research. A number of 

iii 
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the documents submitted to the Public 
Health Service have included penetrating 
analyses of the ethical issues in research on 
and for man. Experience in carrying out the 
policy, however, revealed the need to define 
better i ts  applicability, to simplify adminis- 
trative procedures, and to provide guidelines 
for institutions concerning the review of re- 
search projects. The text which follows states 
Public Health Service policy as it has been 
developed since the initial announcement in 
1966. 

These statements represent the thought- 
ful advice of many individuals, including 
officials of PHS grantee institutions, advisory 
consultants, and interna! staff. I believe that 
we have taken important steps toward pro- 
tecting the human being who i s  a subject of 
research, while encouraging the conduct of 
excellent research on man. 

Correspondence about this policy should 
be addressed to the Director, Division of 
Research Grants, National Institutes of 
Health, Bethesda, Maryland, 20014. 

Surgeon General 

iv 

PROTECTION OF THE INDIVIDUAL AS A 
RESEARCH SUBJECT 

Grants, Awards, or Contracts 

Safeguarding the rights and welfare of  
human subjects involved in research sup- 
ported by the Public Health Service is  the 
resporxibility of the institution to which 
support is awarded. I t  is the policy of the 
Public Health Service that no grant, award, or 
contract for the support of research involv- 
ing human subjects shall be made unless the 
research i s  given initial and continuing re- 
view and approval by an appropriate com- 
mittee of the applicant institution. This re- 
view shall assure that (a) the rights and 
welfare of the individuals involved are ade- 
quately protected, (b) the methods used to 
obtain informed consent are adequate and 
appropriate, and (c) the risks to the individ- 
ual are outweighed by the potential benefit 
to him or by the importance of the knowl- 
edge to be gained. 

The institution must provide written as- 
surance to the Public Health Service that it 
wi l l  abide by this policy for all research 
involving human subjects supported by the 
Public Health Service. This assurance shall 
consist of a written statement of compliance 
with the requirements regarding initial and 

1 



I-.- 

. . . , . . . , , . 
, . . . . . . . . 

continuing review of research involving 
human subjects and a description of the 
institution's review committee structure, i t s  
review procedures, and the facilities and per- 
sonnel available to protect the health and 
safety of human subjects. In addition to pro- 
viding the assurance, the institution must 
also certify to the Public Health Service for 
each proposal involving human subjects that 
i ts  committee has reviewed and approved 
the proposed research before an award may 
be made. 

Since the welfare of the subject i s  a mat- 
ter of concern to the Public Health Service 
as wel l  as to  the institution, p_HS advisory 
groups, consultants, and staff wi l l  inde- 
pe;rdent!y--revLe-w al l  research involving 
human subjects, recommending unfavorable 
action on grants, contracts, or awards if the 
research presents unacceptable hazards. 

Similarly, the institution should be pre- 
pared at all times to question the conduct of 
research, even though previously approved 
by both the institution and the Public Health 
Service. The safety and welfare of the sub- 
ject are paramount. 

I f  any conflict exists between institutional 
policy, PHS policy, or State or local laws, 
the more restrictive requirements will be 
followed. 

Research subjects. 

A subject i s  considered to be any human 
being exposed to any research procedure as 
the result of the availability of Public Health 
Service funds, whether provided through 

2 

research, training, or other types of grants, 
awards, or contracts. Subjects may include, 
therefore, persons involved in behavioral 
science studies; normal volunteers; donors 
of  services; inpatients and outpatients; living 
donors of body fluids, organs, and tissues; 
and members of the general population who 
may be involved in environmental or epi- 
demiological studies or similar activities. 

An individual should generally be ac- 
cepted as a research subject only after he, 
or his legally authorized guardian or next of 
kin, has consented to his participation in the 
research. Such consent is  valid, however, 
only if  the individual is  first given a fair 
explanation of the procedures to be fol- 
lowed, their possible benefits and attendant 
hazards and discomforts, and the reasons for 
pursuing the research and its general ob- 
jectives. 

The subject does not abdicate his rights 
by consenting to participate in a research 
project. He may withdraw his consent at any 
time. Further, he has the right to be secure 
in his person, to receive proper professional 
care, to enjoy privacy and confidentiality 
in the use of information about himself, and 
to be free from undue embarrassment, dis- 
comfort, and harassment. 

Applicability. 

This policy applies to all projects which 
go beyond the __- diagnostic .-_ ~ ~ "-...a- and -- %erapeltic -. - 
needs of the subject, as determined by his 
atT&di'ng professional and the institutional 
committee. Such projects may involve the 
procurement of human materials or services 

--.-- 
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and may be supported by a variety of mech- 
anisms, e.g., research, training, or demon- 
stration grants; general research support 

'. li 

, . . .  
. .  

. . I  

The applicability of this policy is  most 
obvious in medical and behavioral science 
research involving procedures that may in- 
duce a potentially harmful altered state or 
condition. Surgical procedures; the removal 
of organs or tissues for biopsy, transplanta- 
tion, or banking; the administration of drugs 
or radiation; the use of indwelling catheters 
or electrodes; the requirement of strenuous 
physical exertion; subjection to deceit, pub- 
lic embarrassment, and humiliation are al l  
examples of procedures which require 
thorough scrutiny by institutional com- 
mi ttees. 

1 
I 
I 

There is  a wide range of medical, social, 
and behavorial research in which no imme- 
diate physical risk to the subject is involved. 
However, some of these may impose vary- 
ing degrees of discomfort, irritation, and 
harassment. In addition, there may be sub- 
stantial potential injury to the subject's rights 
if attention is not given to maintenance of 
the confidentiality of information obtained 
from the subject and the protection of the 
subject from misuse of findings. 

There i s  also research concerned solely 
with discarded human materials obtained 
at surgery or in the course of diagnosis or 
treatment. The use of these materials in- 
volves no possible element of risk to the 
subject. In such instances application of the 
policy requires only review of the circum- 
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stances under which the materials are to be 
procured. 

Cooperative arrangements. 

Even if certain aspects of research are to 
. be carried out in another institution, the 

grantee, contracting, or sponsoring institu- 
tion i s  responsible for initial and continuing 
review of those parts of the study. The re- 
view, however, may be carried out in co- 
operation with appropriate committees or 
groups within the other institution. 

Minimum requirements for an acceptable as- 
surance. 

An acceptable assurance consists of two 
parts: 

Formal rtatomont. 

A formal statement of compliance with 
Public Health Service policy must be signed 
by an appropriate institution offi'cial (see 
Attachment A). 
Implammling_guid~lino~. 

The institution's description of its own 
procedures should embody the three head- 
ings listed below. The explanatory para- 
graphs following each heading indicate the 
type of information which should be sup- 
plied. 

I 

, 
It i s  necessary that the guidelines make 

reference to the principles the institution 
will apply in i ts  review of research involving 
human subjects. The institution may adopt 
an already existing statement of principles 
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I Description of the init ial and continuing 

review procedures to be followed by the 
" committee. 
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(e.g., the Nuremberg Code, the Declaration 
of Helsinki, the Statement of Ethical Stand- 
ards in Research of the American Psycho- 
logical Association) or i t  may develop its 
own statement. 

_I 

4 Description of the review committee. 
The committee must be composed of suf- 

ficient members with varying backgrounds 
to assure complete and adequate review of 
the research. The committee may be an ex- 
isting one, or one especially appointed for 
the purpose. Institutions may utilize sub- 
committees to represent major administra- 
tive components in those instances where 
establishment of a single committee is im- 
practical or inadvisable. The institution may 
utilize staff, consultants, or both. The mem- 
bership should possess not only broad spe- 

\ cific competence to comprehend the nature 
1 of the research, but also other competencies 
;necessary in the judgments as to accepta- 
bility of the research in terms of institutional 
regulations, relevant law, standards of pro- 
fessional practice, and community accept- 
ance. The committee's maturity and experi- 
ence should be such as to justify respect for 
i t s  advice and counsel. 

N o u a a e d i L t h e . c o n d . u c t  of 
~ ~ e ~ ~ ~ _ p c t i v i ~ . ~ ~ h a l l  -participate _-.._e in- -. its 

com,mae. 

Committee m em be rs-shou 1 d be id en ti f i ed 
in the assurance t o x e  Public Health Service 
in terms of_ p-czian, eaLned degrees, board 
certifications, licensures, memb-erships, and 
other indications of experience and com- 
petence. Names need not be given. 

0 
rl 

i 

&s.w~,t?..e widg:&!r~$~cz ~:....t&- 
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Timine; of review. 
~~ 

Research described in applications and 
contract proposals .should, whenever 
possible, be given rnstrtutional review 
and approvd?or to $&wU&t to  the 
Public Health Service. Where review 
prior to Public Health Service submis- 
sion is not possible, the review must be 
made prior to issuance of the award by 
the Pubiic Health Service. Review of 
initial applications by institutions which 
have not previously filed acceptable 
assurances must be performed after ac- 
ceptance of the assurance by the Public 
Health Service. 

There may be occasions when a second 
review by the Committee will be re- 
quired before the research is initiated. 
For example, a long interval has elapsed 
between committee review and initia- 
tion, or the investigator proposes 
changes in protocol after the applica- 
tion has been reviewed by the com- 
mittee but before the research i s  ini- 
tiated. Perhaps the investigator has pro- 
posed research in a rapidly moving sci- 
entific area. The second review, in this 
case, would determine if changing 
standards of practice indicate a hazard- 
ous procedure unrecognized as such 
during the initial review (e.g., reduction 
of acceptable radiation levels). 

7 
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tion of pregnancy; the use of prisoners, i 
i institutionalized, and military person- 

nel; and the donation of tissues and 
organs. 
Methods used to obtain adequate, ap- 

propriate, informed consent. 

NOTE: In the United States, adherence to the regu- 
lations of the Food and Drug Administration 
(21 CFR 130.37) governing consent in proj- 
ects involving investigative new drugs (IND) 
i s  required by law. 

t 
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Adequacy of the protection of the rights 

and welfare of the subiects involved. 

Institutional committees should care- 
fully examine the research plan to arrive 
at an independent determination of 
possible hazards. The committee must 
be alert to the possibility that investiga- 
tors, program directors, or contractors 
may, quite unintentionally, introduce 
unnecessary or unacceptable hazards, or 
fail to provide adequate safeguards. This 
is particularly true of research that 
crosj2s disciplinary lines. The commit- 
tees should consider the research plan 
as a whole in order to determine that 
normally minor and acceptable risks are 
not aggravated by the way it is de- 
signed. The severity of the risk from a 
procedure may vary with the circum- 
stances under which it is carried out. 
Age, development, size, maturity, inter- 
current disease, and other factors with 
respect to the subject may adversely 
affect the acceptability of a procedure. 
Simultaneous or consecutive perform- 
ance of several minor tests or proce- 
dures may add up to a substantial risk. 
The committees must assure themselves 
that proper precautions will be taken to 
deal with emergencies that may de- 
velop even in the course of routine 
procedures. 
Relevant to the decision of the com- 
mittees are those rights of the subject 
that are defined by law, particularly 
those concerned with the rights of chil- 
dren and unborn infants; the termina- 

8 

Consent shouid be obtained, whenever 
possible, from the subjects themselves. 
When the subjects are not legally or 
physically capable of giving informed 
consent, because of age, mental in- 
capacity, or inability to communicate, 
or when the attending professional be- 
lieves that the giving of full  information 
would be contrary to the best interests 
of the subject, the review committee 
may consider the validity of consent by 
next of kin, legal guardians, or by other 
responsible third parties who are repre- 
sentative of the subject's interests. In 
the latter instances, careful considera- 
tion should be given by the  committee 
not only to the third parties' depth of 
interest and concern with the subjects' 
rights and welfare, but also to whether 
the third parties are authorized to ex- 
pose the subjects to the risks involved. 
A. parent, for example, may have no 
authority to expose his child to risk, 
except for the child's own benefit. 

# 
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The review Committee should deter- 
mine if the consent, whether secured as 
a written document or given orally, or 
whether the consent is  implicit in vol- 
untary participation in a well-advertised 
activity, i s  adequate in the light of the 
risks to the subject, and the circum- 
stances of the research. The review com- 
mittee should also determine if the in- 
formation to be given to the subject or 
to qualified third parties, orally or in 
writing, i s  a fair explanation of the pro- 
cedure, i ts  possible benefits, and its at- 
tendant hazards. Where debriefing pro- 
cedures are considered as a necessary 
part of the research plan, the committee 
should ascertain that these will be com- 
plete and prompt. 

When the sponsoring institution rou- 
tinely obtains a generalized form of con- 
sent for treatment or care, the commit- 
tee shall determine whether these rou- 
tine procedures provide an adequate 
basis for the subject’s informed consent 
to the research procedures involved. 

Relative weights of risks versus benefits. 

Even though informed consent has been 
obtained or can be anticipated, the 
committee shall carefully consider the 
relative weights of the risks and benefits 
of the procedures to the subjects. I f  a 
procedure may confer a substantial 
benefit to the subjects, the committee 
may be justified in permitting them to 
accept an equally substantial or lesser 
risk. Where the potential benefits to the 

10 

subjects are negligible, or nonexistent, 
as in some cases of normal volunteers, 
the committee may be justified in per- 
mitting subjects to accept a risk in the 
interests of humanity. In all instances, 
careful consideration must be given by 
the committee to the subjects’ motiva- 
tion in accepting them. 

Notification of the committee‘s decision 

to the project director. 

If the committee’s overall recommenda- 
tion is favorable, i t  may prescribe re- 
strictions or conditions under which the 
research may be conducted, define 
areas of possible pertinent changes in 
the research plans which should be 
brought to its attention, and determine 
the nature and frequency of interim 
review procedures to insure continued 
acceptable conduct of the research. 

Favorable recommendations by an in- 
stitutional committee are, of course, 
always subject to further appropriate 
review and rejection by institution offi- 
cials. Unfavorable recommendations, re- 
strictions, or conditions cannot be re- 
moved except by the committee or by 
the action of another appropriate re- 
view group described in the assurance 
filed with the Public Health Service. 
Under no circumstances shall proposed 
research, or proposed changes in re- 
search plans, not approved by the com- 
mittee be implemented with Public 
Health Service funds. The scientist pro- 
posing the research should be informed 

11 
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_mative records of group reviews and deci- 
sions on the use of human subjects, and to 
obtain and keep--doG.umentary-evidence of 

---- -.__ _.- - -  
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. .  

of the reasons for any adverse actions 
taken by the institutional committee. 

Continuing review of research. 

The committee shall require the project 
or program director to report to the 
committee for review any emergent 
problems or proposed procedural 
changes which may affect the status of 
the research with regard to the institu- 
tion's review criteria. No such changes, 
except those necessary to eliminate ap- 
parent immediate hazards, should be 
made without prior approval by the 
committee. 
In addition, the committee shall carry 
out interim review of the conduct of 
all research in such a manner and at 
appropriate intervals in the light of ap- 
parent risks, existing administrative and 
supervisory organization, and other 
factors as to assure itself that i t s  advice 
i s  being followed. 

The facilities available to motect the 

- 

health and safety of human subjects. 

The assurance should describe in gen- 
eral terms the facilities and' personnel 
available to --protect the health and 
safety of human subjects, particularly 
those requiring emergency care. 

Certification. 
An institution sponsoring an application 

for a grant or an award will submit with the 
application, or as soon after submission of 
the application as possible, the following 

12 

statement identified by name of iuesti gat0 r, 
tit1e-ctL-p- assigned ".- number, .ij- 
known: - 

"The (name of institution) reviewed and 
approved o n  (date) the procedures in 
this application which will involve human subjects 
in accordance with the assurance approved by the 
Public Health Service. These procedures will also be 
subject to continuing review as provided for in that 
assurance." 

An institution submitting a contract pro- 

will submit with its proposal, or prior to 
award, the following statement identifying 

posal for research involving human subjects 

the contract, the contractor, and the official 
authorized to sign for the contractor: 

; I  - 

' m e  (name of institution) reviewed and 
approved on  (date) the procedures in 
this proposal which will involve human subjects, in 
accordance with the assurance approved by the 
Public Health Service. The institution agrees that all 
work involving the use of human subjects under any 
contract o r  any subcontract awarded in response to 
this proposal will be subject to initial and continuing 
review as required by Public Health Service policy 
and as described in its assurance. 
"The contractor shall bear tull responsibility for the 
proper and safe performance of all work and services 
involving the use of human subjects under this con- 
tract. The parties hereto agree that the contractor 
retains the right to control and direct the perform- 
ance of all work under this contract. No provision 
of this contract shall be deemed to constitute the 
contractor o r  any subcontracbr, age,it or employee 
of the contractor or any other person, organization, 
institution, or group of any kind whatsoever, as the 
agent o r  employee of the government. The con- 
tractor agrees that it has entered into this contract 
and will discharge its obligations, duties, and under- 
takings and the work pursuant thereto whether 
requiring professional judgment or otherwise as an 
independent contractor,pnd without liability on the 
part of the  government. 

I - 
I 

Records and reports. 
l The institution is  keer, i b - 1  

13 



informed co3~ntxelatingAo research carried 
out with the assistance of Public Health 
Service financial support At a minimum 
these records should include a summary of 
the factors leading to the group decision. 
Documentary evidence of informed consent 
may consist of a record of the decision of 
the committee as to the type of consent 
which it considers acceptable. Copies of the 
information statement, if  any, to be given 
to the subject, where signed consent state- 
ments are required, should be retained in 
institution files. Where oral or implied con- 
sents are obtained, notations should be 
made on official records. 

Submission and review of assurance. 

Assurances should be forwarded to the 
Director, Division of Research Grants, Na- 
tional Institutes of Health, Bethesda, Mary- 
land 20014, for review and acceptance on 
behalf of the Public Health Service. 

No routine reports to the Public Health 
Service are required. However, significant 
changes in policy, procedure, or committee 
structure shall be promptly reported to the 
Director, DRG. Review of these changes, or 
of institutional and other records of per- 
formance under the terms and conditions 
of Public Health Service policy, may require 
renegotiation of the assurance or such other 
action as may be appropriate. 

I 
14 

W P L E  OF A STATEMENT OF COMPLIANCE 
ATTACHMENT A 

Institutional Assurance on Research 
Involving Human Subjects 

p f- ..- . 
The (name of institution) will comply 

with the principles of the Public Health Service 
policy with regard to research involving human 
subjects which requires a review independent of 
the investigator or director to safeguard the rights 
and welfare of those subjects. It assures the Public 
Health Service that it will establish and maintain 
advisory groups competent to review research 
plans involving human subjects, prior to the ini- 
tiation of this research, in order to insure ade- 
quate safeguards. Group reviews and decisions 
will be carried out in reference to (1) the rights 
and welfare of the individuals involved, (2) the 
appropriateness of the methods used to obtain 
informed consent, and (3) the risks and potential 
benefits of the proposed research. 
The institution agrees to a continuing exchange 
of information and advice between the review 
group and the investigator or director, particu- 
larly to deal with proposed changes in research 
design, and with emergent problems which may 
alter the investigational situation with regard to 
the criteria cited above. The institution will as- 
sure itself that its policies and the advice of its 
review groups are followed. It will also provide 
whatever professional attention or facilities are 
required to safeguard the rights and welfare of 
human subjects involved in research. Records of 
group review and decision on the use of human 
subjects and of informed consent will be devel- 
oped and kept by the institution. 

L/ 

Signed 

Title 

Date 

Enclosures (implementing Guidelines) 
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Annex 5 Sur--arized Committee assignments 

Committee Ilembers and Their Responsible Area 

(On January 1, 1977, the following members constitute: the Committee 
and had these stated responsibilities.) 

Robert Lange, M.D. (Univ. Tenn.) , Chairman, Extramural Representative 
Gould A.  Andrews, M.D. (ORAU), Secretary 

O0 John B. Storer, M.D., Official ORNL Representative 
O0 C. C. Lushbaugh, Ph.D., M.D., Official ORAU Representative 
0 A. Bertrand Brill (Vanderbilt Univ.) , Extramural Reprssentative 
* Melvin E. Roons (UCNC) , Lawyer 
* M. Scott Lawyer (ORAU), Lawyer 

O* Donald ?*?. Goodwin, Ph.D. (United Church, O.E..), Mniszer 
Ow Joan B. Woods, M.D. (VA Hosp., Murfreesboro), Psychiatrist 

Thomas A .  Lincoln, M.D. (ORNL), Occupational Medicine 
Karl F. Hiibner, M.D. ( O M U ) ,  Clinical Research 

*w Edythalena Tompkins, A . B .  (ORAU) , Epidemiology 

0 - Extramural member 
* - Non-M.D. nenber 
00 - Institutional representative 

' B - Woman menber 

. .  



Oak Kidge 
Associated 
Uni iPersi:ies 

January 1 7 ,  1977 

Roy Kinard,  D.V.M. 
Off i ce  f o r  P r o t e c t i o n  from Research 

O f f i c e  of t h e  D i r e c t o r  
Department of Health, Educat ion,  and Welfare  
Pub l i c  Heal th  Se rv ice  
Na t iona l  I n s t i t u t e s  of Health 
Bethesda, Maryland 20014 

Risks 

Dear Dr. Kinard: 

It was most h e l p f u l  t o  t a l k  with yon tozag and have you r e s o l v e  
my remaining problems concerning our ne22 t o  g e t  our  General Assurance 
(G1716) i n t o  complete compliance w i t h  HE;; p k i e l i n e s .  
a p p r e c i a t e  your w i l l i n g n e s s  t o  take a l o c k  a t  i? d r a f t  j u s t  completed 
of t h e  reorganized g u i d e l i n e s  for this C c d t t e e  on Human S t u d i e s .  
AcccrZiqLy,  I m i n c l u d i n g  w i t h  t h i s  leEter a ccpy of t h i s  t e n t a t i v e  
r e v i s i o n  f o r  your cr i t ic ism.  
members a copy f o r  their  informat ion  and c3rcmts. 
th i s  informal  approach we can o b t a i n  for=& acce2tance of our  General  
Assurance by 1 February.  

I p a r t i c u l a r l y  

I a m  s imul teaeous lp  sending ou r  Committee 
I a m  hoping t h a t  w i t h  

I a p p r e c i a t e  your  h e l p  i n  my meeting r h i s  goa l .  

C. C. Lushbaugh, M.D. 
Chairman, Medical and 

I 

Health Sc iences  Div i s ion  

CCL: f b  

Enc . 
cc :  D r .  P. L. Johnson, Execut ive Directsr, 03AE 

D r .  C. R. Richmond, ORNL 
Committee Members 
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Annex 1 Definitions 

DEFINITIOSS 

(a) " I n s t i t u t i o n "  means any p u b l i c  o r  p r i v a t e  i n s t i t u t i o n  o r  agency 
( inc lud ing  Federa l ,  S t a t e ,  and l o c a l  government agenc ie s ) .  

(b)  " S t l b j x t  a t  r isk" means any i n d i v i d u a l  who may be exposed t o  t h e  
possibi1ic:- o f  i n j u r y ,  i nc lud ing  p h y s i c a l ,  psychologica l ,  o r  s o c i a l  i n j u r y ,  
as a consequence of  p a r t i c i p a t i o n  as a s u b j e c t  i n  any r e sea rch ,  development, 
o r  r e l a t e d  a c t i v i t y  which d e p a r t s  from t h e  a p p l i c a t i o n  of t hose  e s t a b l i s h e d  
and accepted  nethods necessary  t o  meet h i s  needs,  o r  which i n c r e a s e s  t h e  
o rd ina ry  r i s k s  of d a i l y  l i f e ,  i nc lud ing  t h e  recognized r isks i n h e r e n t  i n  
a chosen occupat ion o r  f i e l d  of service. 

(c) "Informed consent" means t h e  knowing consent o f  an  i n d i v i d u a l  o r  
h i s  l e g a l l y  au thor ized  r e p r e s e n t a t i v e ,  s o  s i t u a t e d  as t o  be a b l e  t o  e x e r c i s e  
f r e e  power of choice  wi thout  undue inducevent  o r  any element of  f o r c e ,  f r a u d ,  
d e c e i t ,  d u r e s s ,  o r  o t h e r  form of c o n s t r a i n t  o r  coercion.  The basic elements  
of in format ion  necessary  t o  such consent  inc lude :  

(1) A f a i r  explana t ion  of t h e  procedures  t o  be  fol lowed,  and t h e i r  purposes ,  
i n c l u d i n g  i d e n t i f i c a t i o n  of  any procedures  which are exper imenta l ;  

(2) a d e s c r i p t i o n  of any a t t e n d a n t  d i scomfor t s  and risks reasonably  t o  be 
expect  .-d ; 

(3) a d e s c r i p t i o n  of  any b e n e f i t s  reasonably t o  be expected;  

( 4 )  a d i s c l o s u r e  of any a p p r o p r i a t e  a l t e r n a t i v e  procedures  t h a t  might be  
advantageous f o r  t h e  s u b j e c t ;  

(5) an  o f f e r  t o  answer any i n q u i r i e s  concerning the procedures;  and 

(6) an  i n s t r u c t i o n  t h a t  t h e  person is  f r e e  t o  withdraw h i s  consent  and t o  
d i s c o n t i n u e  Y a r t i c i p a t i o n  i n  t h e  p r o j e c t  o r  a c t i v i t y  a t  any t i m e  wi thout  pre-  
j u d i c e  t o  t h e  s u b j e c t .  

(d) "Secretary" means t h e  Sec re t a ry  of Heal th ,  Education, and Welfare 
o r  any o t h e r  o f f i c e r  o r  employee of t h e  Department of Heal th ,  Educat ion,  
and Welfare  t o  whom a u t h o r i t y  has  been de lega ted .  

(e) "DHZW" means the Department of Heal th ,  Educat ion,  and Welfare.  

( ) "ERDA" means the Energy Research and Development Adminis t ra t ion .  
J 

(f) "Approved assurance" means a document t h a t  f u l f i l l s  t h e  requirements  
of t h i s  p a r t  and is  approved by t h e  Sec re t a ry .  

(g) "Cer t i f i ca t ion"  means t h e  o f f i c i a l  i n s t i t u t i o n a l  n o t i f i c a t i o n  t o  DHE1.7 
i n  accordance wi th  t h e  requirements  of  t h i s  p a r t  t h a t  a p r o j e c t  o r  a c t i v i t y  
invo lv ing  bran s u b j e c t s  a t  r i s k  has  been reviewed and approved by t h e  ins t i -  
t u t i o n  i n  accordance w i t h  t h e  "approved assurance" on f i l e  a t  DHEW. 

(h) "Legally au thor ized  r ep resen ta t ive ' '  means an i n d i v i d u a l  o r  j u d i c i a l  o r  
o t h e r  body zu thor ized  under a p p l i c a b l e  l a w  t o  consent  on behal f  of a p rospec t ive  
s u b j e c t  t o  such s u b j e c t ' s  p a r t i c i p a t i o n  i n  t h e  p a r t i c u l a r  a c t i v i t y  or procedure.  
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RULES AND RZGULATIONS . . .  

. . .  
1.1 S.it  

Title 45-?ubiic \!-‘dfJfe O E  the Public Henlth Seivfce Act, ef- awarded for the srippr?rt of the activity. 

‘ discharge of this institutional respon- 
. - sibility. i t  is the policy of DHEW that  

- 
In  order io provide for the aclequate . fective 1LIarch 13,1975. SUSTITLE A-DE?ASTMnEIUT OF HEALTH, 

EDUCATION, AND ‘rVELFAZE, GENERAL 
AD;dlNISTRATJCN . . . THEODORZ  coo?^, . no activi?y?n55Ivizg h m m  subjec ts5  .:., 
TART 46-PP.OTECtlON OF HUMAN Acting &siifC??t . be supmeed by DiIZT:J grz:?!s or COP- . . 

Dated: February 14,.lD75. 
. ( 

SUBJECTS - Secretary for Health. ; ..-tracts shall be undeitakea uqles a n  En- 
stitutioonal Review Board has reviewed 
and approved such activity, and the in- 

On h k y  30, 1974, final rc,s?utions , CASOAR \V. \ V E ~ ’ B Z R G Z ~ ;  stttution has submitted to DHEW a cer- 

Therefore, SLlbtitle A 0: Title 45 of the in accordance with the requirements of 

foEows: (b) This reviem shall d e t e d i e  wheth- 
. .  be placed at risk. 

,whether: L :  . . . .  

subject are so out-‘ 
welghed by the s u m  of the benefit to  the -; - . . .  .... 

subject and the importanceof the kio:vl- . .: ... 
to ‘be gained as to wamnt a’deci- 

Technical Amendments Appsoved: March 7, 1975. 

weye pubIished in the FEDE~AL REGISTER Secretary- tiiication of such review m d  approvnl. . . .  
(39 FR 16914) relatim to protection of . human subjects in research, dewlop- Code of Federal ~ e , o ~ l a t i o z  fs m-ended this part. . . .  
IWSIt, and related activities n1PPorkd 
by Departrr-en.t of Health, Education, . .  
and Welfare grants and confiacts. Short- 
Ip thereafter. on July 12, 19i4. the.f;a- 
tional Research Act, Public Law 93448. 46 D&nitlon~. 

. ~ 2 s  enacted. Although the COnfereZCe 46:s Subnlission of assumnces., 
Report on the bill (EX. 7724) which 46.5 T3pesol SSUXIC~S. . .  
later became Pub. L. 93-348 expressed 46.6 hILnimum requtrements for‘ g e n e d  
satisfaction wlth the regulations (H. Rep. . nssuraaces. 
N ~ .  93-1148, at.p. 26). section 212(9) of 46.7 . M l n b u i q  requirements for -e 

’ sa’.d Law added a new se 

by revising part‘ 46 to read 

i:i .. - 
. 

. ... . $~~$aabaity. - 

ssurances. . 

“institutions” and “Institutional F&view applicable b all Department of Xealtk: .knowing consent of an individual or his 
Boards” f0.r eldsting references to “Or-l-’,EdUcation. and Welfare grants and con- . .legally authorized representative. so sit- -. :: : . ganizations” and “committees”andmak-~ tracts supporting research, development,. uat& as to be able to  exercbe free Pover . -: 
ing related changes, and (3) re*- 45 ’ and related activities in which hunan  ..:of choice Ldthout undxe induce-aent or 
cr”R 46.7, .46.11Ca), and 46.12 t0 bb -.subjects are involved. -.:‘+ny element of force.’fraud, deceit, du- 
acc&nt of the requirement in section 474 . (b) The Secreta- may. from time to ress. or other f o m  of .constnint or. coer- (a) that an assurance concernin%estab- -time, determine in advance whetber cion. The basic elements of infomation 
lishment of a Board must. in be -specific programs, methods, or proce- necess- to  smh coment include-;. 
submitted in or .wi th the application. dures to which this part is applicable (1). ‘A fair exptination of the proce- - o .... 
Since Part 46 was published initially as a . place subjects at risk. as de5ned 

’ dures to be followed, and their purposes. nobce of P rom& rulemaking (38 Fit g 46.3Cb). Such determinatiolls will be- .including identiRcation of any proce-’ ’. 
27882), and slnce the aforesaid chaw= 
would be minor and technical in nature ISTER and ~311 be included in an appendix ( 2 )  a description of any attendant.&-. 

: ‘.‘co.?lforts and risks reasonably to be ex- ’ 

it.& unnecessary to publiih such Changes .. to  this part. 
as 8 notice of proposed rulemabring. The 

. . (3) 8 description of any benefits rea- . Department therefore finds that good $46.2 policy. 
cause I?XMS for mensing thisstep- (a) Safeguarding the rights a rd  wel- sonably to be expected: . 

Accordhglp, the rey:ati.ons published fare of subjects a t  risk in activities SUP- (4) a disclosure of any appropriate nl- * - 
in the FZDEPAL REGISTEX on May 30,1974 ported under grants arid contracts from , ternatire procechres tlist might be ad- . ~ 

and codified at 45 CFR Part 46, as so DKSW is primarily the res2onsibility of ,vanta,oew.E for the subiect: 
mended, are hereby adopted as final the irstitution which rece!ves 0r .b  ac- (5) an of€er to answer any hquirits s 

. .  
, . 

- .  

. , .. 

. .  . _  - - 
~. published as notices in the FEDEM. REG- .. dwes which are experimental; . .  

. .  .. 
. .  peck& c . .  

. 

wlations implementing seciion 474ta) accountable to DHEW for the funds concerning the p:.ocedues: and 
. . . . .  
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Add: -. - 
dale. CalL'O:.?iC). 

h'uosene. CaI!:ornia (served from h n ~ ~ -  

Add : 

wisconsin) . 
Add: ., 

Lawndale, Ca!ifornia). 

Add : 
She3organ %Is, Wkconaln (served . fronl 

Norkesar, Wiseorisin). . 

&$ilwaukee, W!sconW (served from i \ I ~ . d i s o ~ .  

Seqmrt Beach. Callforitla (served from 

- De!tte: . 
31:dx, \ ~ i s c o s s t x  (served f rom hiad!son, WS- 

C0::5kL) . 

fielete: 
S x b c g g a : ,  Fs?ts. Wlscccsln (served :ram 

Sliluetiiiee and Ripoz. Wisconsin). 

. .  
Xarcii Field, Cklifornia (rei-ied iron1 U r n -  
bole. CsIIforniz). .. 

Vernon,' cal1:o-z ( s e z e d  from L w s d a i e .  Delete: 
Csliiorn!s). Jiid3. \Vjsconsln (serred iron1 Sauk Citv. 

Add: Add : 
.:. &addl&,,c. mfEcc=s!= (gTd rrom 31adhxu. 
' Wisconsin). Wirc4ns:u). , . . . . , 

CkiIran. Wisconsin (served from XfhdlsOlL 
- 

Add : Add: . -. . 

Wisconsin). - 
atp, IVhcc=sia fKemd h:sCtscn, Coluclbus. sew hlexico (served from Roswe:: 

end Socorro, New Mexko).  .., 

Add: 

Lamitiale. Caliloniiz.) . 

. .  
. .  Add : .. 

_ ' -  wa&r:o,sa, \Fl_eto:~lIl ( s e x e d  from 2dSd:- 9an Luis Obispo. Caiiiornia (served. froxl 

Y r E N  H O C K S  - .  son. W!scorslk). . 
=.'-c wc=s . Add: . .  , Delite: 

Barron. Wisconsin (served from Sauk C l t r .  Cbl!ton. Wb:c-e!n &erred f i a z  Xarkesrsl. Wicconsi;t). 

Effective date. The foregoing m e n d -  
.mefits shall become effective h'ovember 

Wkconsin). 

Add: . 

Wiscozsin). 

, 164 Statt 561: 7 U i , c .  2960.1 

Bnrtford. \V!SCGZS~= fseryed i r o n  JIar:..cs.n. 

30,1976. 
. Add: 3 t  is to the benefit of the public that  

these instructions be ninde enectfre at 
the earliest pncticab!e date. It does not 
apiJe3r thn t  public pxrticipation in this 
ru!emzking proceeding wcu:d mzke ad- 
ditioiial . reIevant infornlntion rvaiiable 

hClner21 ?oic:. T S C G ~ ~  (seroec iren ?.!Ai- 
Jon anb \V&ue?z \7!rconsin). 
Add : 

w:s:t3ci2). to the Department. 
Konroe. lVss:cz~!= f x x r d  f rom SIze2:wn. 

Add : 

C2!i'o:nlp). 

Add: 

Accordingly, pursuant to 5 U.S.C. 553. 
It 1.5 f o c d  upon coo(] csu.ce that notice 
ni:d publjc procerlure on these instruc- 
tjons zre japrac:ictb:c, unriecessnrp. 
and cor,traxy t o  the p:;blic interest 2nd 

0n:srlo. Cii:::~:-:z 4 .se-ed fro.?: L*-xnclale. 

good cause is found for rz&lng them. ef- 
fective less than 30 Cays eikr pub1;csr- 
tioh in &e F ~ D E ~ U L  REGIS?ER. 

Done at WashfnE$Ga, D.C.. this 23rd 
day of h'ovember 1976. 

Som.-The Anlmzl nnd s e n t  Healtb In- 
specti02 Senice l i s  determined ztn: this 
oocument does not cont?in e rnsjoz psoposz! 
rer,u:rinp prepnmtiorr of aa 1nf.atir.n XI?:- 
pac; Sta;ement uxder Execztlve Order 1 1 8 :  
2nd OX? Qrcula' A-107. 

PIERRE A. CHALOVS. 
Acting D W l i y  A&?liniS:TCtOr, 
-.-- VcterjriGr?i Scrricrs. 

~ F R D o c . 7 ~ 5 1 6 4  Fiied 11-29-i6:6:25 it311 

f i t ie IG-Energy 
CHAFTER 1 I M N E R G Y  RESEARCH AND 

DEVELOPMENT ADMINISTRATION 
PART 745-PROTECRON OF EUMAN 

SUBJECTS - 
Adoption of FinaI-Regulations' . 

011. August 17. 3976. a dociment €3- 
titled. "Protection of Huzlen Subjects 
Proposed Remilatious." (10 CFR Pait  
705-110\>- 10 CFR P a t  745) r e s  UU3- 
Sished in the ??EDEML EECISIES (e2 FE 
34718). These proposed regulations k & ~ c  
been altered in. $ 9  705.6. 105.10, 705.11. 
705.16, and 705.19 h o l y  .545.6. 745.10. 
'i45.11. 765.16. bnd 745.19) as rr result of 
comments received. . . 

.The piopos& regulailor? intenc! to 
ensure the r igh t s  and welfare of hul?-: 
subjects in 1'esezrch activities supportec 
by ERDA. Adequnte revies 33d epgro~2l  
cf activities involving h m z n  s??bjec:s ir 
primarily the responsibility of *&e i n s i -  
tution which receives or is accountzb!: 
to ERDA for the fun& awarded. 
. Although ED-. kitended to sfk- 

stanticliy cup1icat.e the poIicies p r i -  
cedures adopted by IIiC17Z (40 i-Fi3 liSS 
Starch 13. 1975). comments received i: 
res2onsc to the. proposed X g U k l ~ h  
icientified diEerences thst nwded to k 
.Ecolved between the t x o  sets of r e g d a  
tious. The most sknScmt isslles ne: 
the membership requirements of +&he 3 
stitutionai revier board-(745.6) znti tl-. 
retention of recar& (745.19). To eliz: 
nate the problems caused by these differ 
.cences. these and other EPDA SeCtb-. 
have been filtered tqconfoim to ihe -a7; 
reylztions. 

AccoFdinglp, ait3 .me incomorate 
changes: the proposed regul-*. *.IOT.S 2: 
adopted as set forth 5elo;J. 

. - ,  

EEective date: X o v a b e r  30.1976. 
JA?LZS L. LTvCR?LC=, 

Assistcnt Adr- i zSra!or  
far En~rotirnent cn.6 Safe?;r. 

"lie prorsowd'regulztions nre adopt: 
as follows: 
See. 
545.1 
i i S . 2  
7 4 5 3  
745.4 
i 4 5 . 6  
i45.6 

749.7 
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RULES AND REGULLYIONS 

in accor&?r,se n-i~i:h t!:e requiremects of 
t!iis part. 

(b) ~n;j rc-;:or: shzil dekr i i ine  
w!iether these subjects ViI! he placed at 
rhk. and. if risk 3 int-o!ved. rhc-ther: 

(1) the ris:-:s to tile scbject arc- SCI out- 
weighed by the sum of the bsneflt LO 
subject aad t:re inacrknce of the knW:.'l- 
edge to be gai:ied as to warrsnt a deci- 
sion to aCow the subjst  to eccepgt these 
risks; 

(2) the rishts 2nd welfzre of any such 
subjects will be adec;uate:y protected; 

(3) kga lk  eKecti1r.e iriiorned conseat 
X'21 be obki ied  by adequate 2nd SPPiO- 
priate metkods in accordsnce Fit11 the 
proyisions of this part: and 

(4) the conducc of the activie will be 
revief.-ed at t im?y intervals. 

( c )  Pro agrcernect involving human 
s~5:'ects at risk shall be axarded to an 
inc5vi8uziil uifess he is a.mintec! r i t h  or  
sponscjred by 21: institution Khich can 
asd does zssil~?e resgonsi:ui!ity for  t3e 
subjects involced. 

. 

745.3 Definhions. 
(a) " l r~ t i t u ihn"  me'zns any public or 

private institution or azzncq' (including 
Federal. State. and local government 
agencies). 

(b) "31;bject a t  risk" meens any 5d;- 
>-idail ~ h o  map be erjosed to the  go1isi- 
bilit5 of iiijury, i x lud iag  phpica!, 
psyc!io:ogicsl, or scjcl2.l injury, es a con- 
SeqUPiire of participcition % z subject in 
a!w reseilx!l, rieueiop.?;er;t, o r  related 
activity rrkfch departs from the appUca- 
tior! oi thcse established aid accepted 
rnztkccis necessary *a z e e t  his needs, o r  
v:kic!.. !r.cr.ea;ss thc ordbary risk of 
daily life, incla8hg the recoa-ized risks 
inherent h~ a chosen occuaatioa or field 
of servicc. 

(c) "Informed consent" m a r s  the 
knoiikg consent of an individual or his 
leg?~lJr authorized rearesenkEvr so situ- 
ated zs ta be &:e to exercise free p o w r  
of choice without undue inducement or  
311s E!ement of f cxe .  fiaad. deceit. du- 
r e s ,  o r  other form of constraint or co- 
ercion. T!ie b s i c  elements of inforxn- 
tion necessary to such consent ir.c!ude: 

( 1 )  -4 fair ex-phnetion cf the proce- 
dures to be fcllcred, and their pur--es, 
imludicg ide~tLic2:io:i of any proce- 
dxrss which are experimental; 

(2) a descriptio:: of any zttendant dis- 
coxforts 2nd risks reasosab!s to bs 
pXk.5: 

(3) a descririion of may benefits res -  

F E J E E A L  LFCISTER, VOL. 41, Nb. 131-TUES3CY. NOVE?E.SE 

-.. ~ .. , - .__ ,. .. . ... - . 

5213.5 

(f) "P.grecment" 1near.s 2 ctant, COR- 
t rmt .  cooperative qmeernent. of 2ns  
ol:ier instrument w e e r  w k k h  EP.DA 
provides' fuiids or  other resources for 
projects or eflorts involving hurnnn 
subjects. 
. ( g )  "Approved assurzncc" mears 3 

documertt that fulfiik t h e  requirerr.er'.ts 
of titis part and  is spprowd by the 
P&nin is trnt or. 

(11) "Ccrtification" means the  cdcinl 
imtituticnsl notification ta EXDA in BC- 
cordmce with t he  requirements of this 
part that a project or  activity invclvtng 
huazn subjects a t  risk has been reviered. 
and apaiOYed by the irstitutiorz 'In ac- 
cordance vii'n the "approved Bssurmce" 
on file et EXDA. ' 

(i) "Legally authorized representatire" 
rnears sn individual or  judicbl, or other 
body authorized under appliub!e 1217 to 
consent on behalf of a prospective sub- 
ject to such scbject's particiration in 
the  particular activity or procedure. .. 
Q 7 6 4  SuI~~uission of as~uranccs. . 

ta) Recipients or prosaective recipi- 
ents of ERDX supimrt under any a==- 
ment  involvicg subjects et risLZhaLl pm- 
vide nritkn assurazce acceptzble to 
ERDA *at thes  mil1 compIy v i t h  EED-4 
mlicy as set forth in this part. Esch 
~ s s u r a ~ c z  shall embody (1) A sL?terner,t 
of coinp'rixce s-jth ERDA requirements 
for  initial a n d .  continuing Institutional 
Review Zoard relqcr of the  s u p ; r o M  
n c t i v i t i s :  and. (2) P. set of irr.p!e.men:inz 
guidelines. including identif.cation of t h e  
Eozxl cnd R description of its reviers 2.x- 
cedures: or. in the case of spxial a s x -  
ance coccerno? with singlc activities or 
projects, .a report of initial fim!h,os of 
the Rcnrd and of its prop%@ contixiin:: 
revieii procedures. . 

(b) Such fissurance shall be executed 
by m indivi?ueI authorized to ac t  for 
the institiltion and to essitme on bekali 

- of the  institution the o3fgations irnpued 
by this psrt. and shall be fikd ia s r c h  
form azd  manner as t!ie Administrztor 
may require. 
5 745.2 . Types of ~ s s u r a n ~ & .  

(a) General assurances. A general es- 
sumnce describes the  revielv aiid imple- 
rxntaticn prccedures eppIim.bIc to all 
ERCX-supported scti\fties conductec! by 
an institution. regardless of the number. 
location. or types of its ccmponer.ts o r  
field zctivitis. Genera! a s u r m c e s  +.ll 
be required from insti:utlons havizg a 
siaiificznt niimber of concurrent ZP.3.;- 
supported projects or activities i n~ok inz  
human subjects. 

(b) S3en'cl ossurGnccs. A special as- 
surance will, ns a nSe. d sc r ibe  ti?ose 
reviev and in?pIcrr,cntation procedures 
spplirzble to a sin:!c activity or prcject. 
A specinl assurance wil! not be solicited 
or  ecccpfxl from an institt?tion n-h lch 
has on fiIe with ERDA an nppror'eil 
gecersl msurrnce. 
5 715.6 b1ir:ioiiim rcqiiirrniciItp fur rcn- 

cr.11 R S ~ ~ ~ C C S .  

Ger.eral a w r a z c c s  shnll be suSmic- 
ted In such form and mazier as *.e Ad- 
miiistrsi.or may require. The i?s!itution 
must include. GS par t  of its general a+ 

'2 20.  1 9 ? A  



. RULES AND REGULATIONS 

surmce, b;:*zc*>g guidelines that 
speci5cally p:o:'if'e for: 

(a) A st2>30- - t  cf grindpies which 
will govern &e LcZtction in tlic dis- 
charge of its : exs r s ibZCa  €or protect- 
ing t!e righk 226 FieXzre 01 subjects. 
This may hc!;C? E;>ro>riate exkzng 
codes or dec!Ly!iczs, or s*&tements for- 
mulated by a-? k52ru2oc itsel'. It is to 
be undeistocd L-2: EO such principks 
supersede E 3 X  p ~ L c y  or applicabie 
law. 

(b) A n  IncYS-Liox!  Pztien Eoard or 
Board stmcture c5kh \Gill conduct ini- 
tial and cor1''S13~ re3eTs in accord- 
auce wit3 the  ~ J X K V  outlined in $ 1 4 5 2 -  
Such a B o a t  CT -6-d structure shall 
meet thefollozksg r e 2 r e n e n t s :  

(1) The Eoz-d m u t  be cornwed of 
no t  less than  5 7 2  p?.sons with vanin3 
backgrounds to w z r e  complete end ade- 
quate revien of s x i ~ 5 : : s  commodg con- 
ducted by C-.e iiszizAio3. The  Board 
m u d b e  su25cimt:c qJs?3ed  throtigh the 
maturity, exgeriexe. r s c !  expertise of its 
members. and. l i753Ity of its member- 
ship, to i n s u ~ e  rs-t for its sdrice and 
counsel for s5*&gilzz=p!"1~ t h e  rights ar-d 
welfare of hrlma su5jeccts. In addition to 
 possess^ the 'rrcfczsio381 competence 
11ecessa.ry.to r e v i s  swift activfties, the 
Board must h ajle io ascertain the 
acceptabi!it;r a: SapXcztions and pro- 
poszkj in  ter~5 s: bstitutionzl commit- 
ments urd rzg-Latiozs. applicable Iaiv. 
standards 0: pr3%ssion2! conduct and 
practice. an5  c o z Z c 5 t F  attimdes. Tne 
Eonrd must. eercfore. inclutie peixons 
whose cone.rzs z e  iz these areas. 
(2) The Zoaid mez-Strs shall be id=- 

tified to ERD.5 5:; =&?e: earned degrees, 
if any; positicn cr meapzztion; repraenb- 
ative capacit?: a:d 5:; o%er pertinent 
indications of es25ence .  such as board 
certL5cztion. ? i t e z ~ s .  ek.. suRcient to 
describe each I X L Z ~ Y S  c&ef anticjpated 
contribntiors tc~ 3 s z : E  deliberations. Any 
emploment  0.' o:hr reiationship be- 
t w e n  each m e D b i  znd the institution 
shall be JdentL%5. Le.. fuli-tirr,e em- 
ployee. pa r t - tke  ezz?io.ree. member of 
governing pme! o r  board. paid consuit- 
ant, o r  unp;ii:d m x d t ~ ~ t .  Cnanges in 
Board memberssi;, rbi l l  be resorted to 
ERDA.in sucl? f o x  zrid at such times as 
the  Administra3r rtzs requlre. 

(3) No merr.+r c: a'Board shall be 
involved in dzh?~-- *&e biYzl  or continu- 
ing reriem of L? scZi2y  in which he has 

. a conflicting bizex. except to provide 
infomation reams:& b:; the Eoard. 

' . (i) No Boa;& s3zi.l consist entirely 
of persons r i?o  812 0 5 C e i S .  employees. 
o? agents of. GT x e  oihemize asociatcd 

membership cz <:e 3 m z d .  
(5) No Eozrl rhs!; consist entirely of 

members of 2 CsJe proi&ional group. 

dedned. but m a r  5 r.3 event be less t!!an 
a majority of iczl  nenbership du!p 
convened to UT: wit t h e  Eonrd's re- 
sPonsibiliiies ~:r.dsr *&.e terms of f i e  
assurance. 

(c) Pim€eC:a ;r:tich the institntjon 
r i l l  foIIow in :k ti:izl azd ccz:in\:i::= 
r e v h  of z u ~ 3 : : a ; ~ ~ ~ s .  proposa!~. and 
activitie. 

- Rith, the  jnsi'--*-' r C - L : ~ ~ -  apzrt from Their 

. 
' (6) me.q*----- cIv. _.._ of C-e Boa.rd s1131i be 

(d) Ro&urcs ivM& the Board will 
f o l j o ~ :  (1) TO provide advice and counsel 
to actirity directors investigators 
~ 5 u i  regard to the Eosrd's actions. ( 2 )  
TO insure prompt reporthg to  the Board 
of proposed changes in an activity. and 
of Wznticipztec! prob1e:r.s involving rkk  
to subjects 01' othcrs. and (3)  To insure 
tha t  any such problems. including ad- 
verse reactions . t o  biologicals. dru,os, 
ra6ioisotope-JabeIIed drugs, o r  to medical 
&\rj-. axe promptly reported to PD.4. 

(e) procedures which thc institution 
d l  follow to maintain an active and ef- 
fec*cive Board and to impfe.ment its rec- 
omniendatiom. . 
5 715.7 Minimum r~~pircments  for o F  

cia]. asuronces. 

speck1 assuances shall k submitted 
ia such form and manner as the A M -  
istmtor may require. An acceptable spe- 
w s u r a n c e  shall: 
(a) Identify the specific agreement 

kvolced bg its full title 2nd by the name 
of the activity o r  project director, prin- 
cjpzl investigator. fellow, or other per- 
son immediately responsible for the con- 
duct of the  activity. 

(b! bc lude  a stztcment. esecuted by 
an appropriate institutional officid. in- 
diczthg that the iiutitution has estab- 
lished an Institutional Revfew Eonrd 
satisfying the requirements of S T45.6Cb). 

(c) Descrlbe the  mRkeup of the Board 
and the training. experience. and back- 
ground of its members as required by 
8 745.6(b) (3). 

(d) Describe, in genexi1 terms, the 
risks to subjects that  the Board recog- 
nizes as inherent in the acti\?ty, a s d  
justify its deckion thzt tbese risks are 
so ouheigheci by the sum of L!e benefit 
Lu siibject. ziie the i;r;;crk=ce d t h e  
I n o ~ l e d g e  to be gzined, a s  to warrant 
the  Board's decision to permit t??e sub- 
ject to accept these r i s k  

(e) .Describe the  informed consent 
pnrcedures to be used, and attach docu- 
mentstion 2s required by 3 745.10. 

( f )  Describe procedures r h i c h  the  
Board njl l  follom t o  insure 'prompt re- 
porting t o  the  Board of proposed chang- 
es in the acticity. and of any unantici- 
pated problems involving ris'ks to sub- 
jects or others, to inscre that any such 
problems, inclucting adverse reactions to 
biolo@cals, druzs. radioisotope-labelled 
d-mzs, or to medical devices, are prompt- 

(g) Indicate at what time intervals 
the  Board r;il meet t o  provide for con- 
t h u k ~  review. Such revier must oc- 
cur no less than annually. . (h) Be signed by the individual mem- 
bers of the  Board and be endorsed by 
a n  aPPropriatc institutioml of;lcinl. 
SS 7J.U Eralustion ;tiid rliposition of as- 

fa) All assurances submitted in nccxd- 
m c e  with 10 745.6 a i d  745.7 shall be eval- 
W t e d  by L!e Adrnin&t!star throtfgh such 
0.fficen and employees of ERDA s he  
&temiines to be appropriate. The A d -  
~~ i~ i s t r ? . t o r ' s  evalustion sh311 tnlie into 
consideration, among otl:er pertinent 
factors. the adequacy of thc proposed In- 

.* &L 
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carances. 

stitutional Review Board in light of th 
anticipated scope of the applicant inst: 
tution's activities and the types of sub 
ject populations likely to be involvcr 
the  appropriateness of the  lxoposed in! 
tial a n d  continuing rcvicw prwedur! 
in light of tlic probabie risks, azd  tk 
size and com?lexitp of the institutio: 

(b) On eie b z i s  of his eva!t?stion c 
an assurance, pursuant to paragraph (a 
of this section. the Ad:ninistrator sh:! 
(1) Approve, (2) Ehter into negotiatio;. 
to develop a more satbfactory assuca11c: 
or (3) Msapprove. With respect to 2~ 
proved ~ s s u r a ~ ~ e 5 .  . the  Administrate 
may determine the period during whic. 
any particular e su rance  or class of as 
surmces shall rpmBir) effective or othe: 
wise condition or  restrict his approra 
With respect to negotiations. ihe .Ac  
ministrator may. pendin:: completion c 
negotiations for a general assurance. rc 
quire zn institution. athenvise eligib: 
for such an assurance. to submit speck 
assurances. 
8 745.9 Obligation to astain irtforrtir 

wnsent; prohibition of 'mculpator 
c l a u ~ .  

Any institution proposing to place 2~ 
subject at  risk b obligated to ob+dfn a:- 
document legally effective bformed cor 
sent. No such informed consent, oral c 
written. obtained under M assur2n: 
provided pursuant. to this par t  dxS 1;- 
clude any exculpatory Iangua~e throus 
ahicn  the subject is pad? to waive, o r  I 
appear to waive, any of his legal risht 
including any relesse of the institatic 
or its agents from Milie for neg3genc 

The actual procedrrre h l i z e d  in o? 
taining legally eEective informed co: 
sea t  and the basis for Ihs t i tu t ioml  Ro 
9iew Board deleminations that t3e cr: 
cedures a re  adequate &?d nppropria 
shall be fully documented. me docume: 
tation of consent WU employ one of U 
f o l l o ~ ~ i n g  three forms: . .  

(a) Provision of 2 a r i t t en  consent do 
ument embodying all Uf t h e  bassic e! 
ments of informed consmt. T U  may : 
read to the  subject or to his legally a: 
thorizer! representative. b u t  in any eve: 
h e  or his legally authorized represent: 
tive must be given adequate opportuni- 
to read it. This docurnmt is t o  be s i m :  
by the subject or his legally authorize 
representative. Sample copies of 'he co: 
Sent form, as approved by t he  Bozrd. a 
to be retained in its records. 
(b) Provision of a *'s!-~ort form" wri 

ten consent documezlt indicaticg t h a t  t: 
basic dements of informed consect 113 
been presented olnliy ta the subject 
his legcdly authorized representati: 
Written summnries of Khat js to be 52 
to the subject %re to be approved by t: 
Board. Thc shor; form is to be s i 6 x d  ' 
the subject o r  his legally authorimd re 
resentathe and by an auditor \ r imes  
the oral presentation 2nd t o  t h e  subjec' 
siannture. P, copy of t h e  approved su: 
maw,  anno'atecl b show 3~3' additlo: 
is to be sixned by t he  persons OZciz; 
obtaining the consent n x l  by t he  zud!: 
mlhiess. Sample copies of thc consi 

. 
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prime contractor. If. in such instz.?ces. 
the grantee or prime contractor obt;ii:s 
=cess to all or  some of the subjects i-.- - volved through one or more cowerati!!; 

. .  institutions, the b s i c  EFiDA polIcy w- 
plies snd the grantee or prime contncto: 
remains reswnsible for  sale.gvnrding th2 
rights and welfare of the subjects. 

. <a) Institutions tcifh approved genercl 
0s.ctvance.s. Initial anc: continuing re- 
view by the institution may be carried . 
out by one or 2 combination of proce- 
dures: 

(1) Cooperating institution m-th c p  
proved g n i e t c l  assurunce. When the m- 
operating institutioa has on file G-ie. 
ERDA an approve& gerierzl assunnce. 
the grantee or prime contractor may. izi 
Bddition to Its own review, request Cie 
moxrating institution to conduct ari 
independent review, and to report its 
recommendations 03 those aspects of the 
actititr that -concern individuals for 
whom t h e  cooperating institution has re- 
sponsibillty under its own assurance to 
the grantee's or prime contractor's Exti- - tutional R,eview Board. T h e  g r m t e  0: 
prime conhc to r  may, at its disceY2szl. 
cmcur with or  f u m e r  restrict the rec- 
ommendations of the cooperating hssi- 
tution. It is the responsibility of the 
grantee o r  prime contractor to mzin+di  
cornmu&ation--wit\ the Boards of the 
coopenitbg institutioz. However. the co- 
operating institution shall prompt!? no- 
L'y the cantee or  contracting institr;tioa 

. whenever the coo?eratiig institxtioz 
Ands tha conduct of t h e  piojwt or 2cti;- 
its within its purvieq to be unsa3s- 
factory. 

(2) Cogercttizg institution m-fh zo 
approve& gerrerai (IS~WTCTICC. T-3m 'Le 
cooperating institution does not have 82 
auprovd gena-al azusrance on Zle ri-h 

. . ERDA, ERDA may require the subzL4- 
. don a i  a genera1 or special assurance 

. 

. 

' . 

- 

- 

. 

whkh, if approved, will pernit C?e 
grantee or prime carfactor  to fallo;: 'ca 
procedure outllned in the pr&ig onb- 
psramph. 

(3) Sntwinsttfzrtim,cE joizt re t ies .  
The grantee or  prime contrscting *!ti- 
&*ion may wish. to develop an agrse- 
ment with coopexthg institutiors to 
proride for $in Institxtional Rcie? 

'Board Kith represezltatives fro.- c33p- 
erzting institutjms. Eepresenttivet of 
cooperating institutions mzy be a> 
pointed as ad hoc members of the grzntce 
or contracting iztitution's existicg In- 
stitutional Revier; Zcard or, if cCo7Pr- 
ating is on a freqcent or ctf~ticl;i=-,g 
basis, as between 2 medica: school ezd 
z group of ztfiliuted hospitals. q~351r:t- 
rnents for extended periods m2p be zac'e. 
All such cooperative srrnngements rx:: 
be approved bs ERDA as pert of 2 E ~ R -  
e721 sssurmcc. or as a n  amendlner,t ?o 
a generd assurance. 

fb) Institutions wi?h spcc id  CISILT- 
cnces. While respoasiSiljty for Initial zrA 
conthuing review necessarily lies r::h 
t3e grantee or prime cor!trcctfr,g J I S E ~ Z -  
tution, ERDA mzy 2ko require a?;rovtd 
assurance from those cooperalii:= izsii- 
tutions havirt: irnmecfizte respoxiklliic 
for-subjects. If tlie cooperating ~IX:%- 
tion has on file Kith ZRCA 21: cp7:ovtd 
genenl as-wrance. th? g-rsr,*&e or ;::re 

. - 

RULES -AND R€GULATiONS 

coctmctor shd! req-2 the cooperating 
iqstitution to condsct its o.c;n independ- 
ent re\iexc of those aspects of the project 
or aenrie %-hi& -911 involve human sub- 
j e t s  for sihich It has responsiblliw. Such 
a request shdl-be in ar i thg  anr2 should 
pro\ide for direct noFicntion of the 
g-antw's or pmbie ccntractor's Institu- 
tion& &view Board in the event that  the 
cooperatkg institution's Board. finds the 
conduct of%he activity to be xmatisfac- 
tory, u the t.mope--ting institution does 
nothave an approved general wurance 
02 me with -A, i t  must submit to 
m . 4  a genera1 or speciaI essurance 
which is determined by ERDA t0 comply 
dth the pmvjsions of this part. 
$745 .1 i . . ~~ . :m, l . t i~pt ion~I  new,drvg 30- -- day delay requirement . * .  

Where an institution is required to pre- 
pare or to submit a certi5cation -der ' 

the application or proposal involves an 
investigational new drug within the 
me- of The Food. Drug, end Cos- 
metic Act. the drun shall be identified 
ir~ th2 cWca t ion ,  together ~ 3 t h  a state- 
ment that the 30-day de lw required by 
21 CFR 312.l(a) (1) has ela3sed a d  the  
mod and Drug Administration hss not, 
prior to expiration of such 30-dag inter- 
vd, requested that Lhe sponsor continue 
to nithhold or t o  ra t r ic t  use of the drug 
in h?uran subjects: or Lbat the Food and 
Drug Abinistration has waived the 30- 
d r y  dehy requirement: provided, how- 
ever. that in those caes  in which the 
30-&2y delay interval has neither expired 
nor Seen waived. p. sktemsnt shzll be 
fomarded to ERDA upon mch expira- 
tion. or zpm recelpt of a aeiver. No cer- 
tification shall be considered acceptzble 
uritil such stateclent has been received. 

$ 8  745.11, 745.12. 745.13. Oi 745.14, a d  

5 745.18 Inztitution's esrcutire repon- 
sibility. 

(b) Except as otherwise proviiled by 
law. informa tion in the records or pos- 
session of an institstion scquked in con- 
nection with an 2cth3ty covered by this 
part. which infomation refers to o r  c2?1 
be identifled with a par'ciculnr subject, 
may not be disclosed. except: 

(1) with the conseat of the subject or 
his legally authorized rexesmtatfve; 01' 

(2) as may be necessery for the Ad- 
ministrator to carry out his responsibili- 
ties under this pzrt. 
5 745.20 Repofis. 
'- institution an approve2 2s- 

surance sSal1 provide the Adninistntor 
qrith such reparts. end. other LZrormstior. 
as the Administrabr may, from tine tc 
time, prescribe. 
-5 745.21' Early t e r k i n n k n  ot  awudr. 
- evalurrtion of subsequent appkahn: 

(a) If. in the judment  of the Admin- 
. istrator, an institution has failed. Inate- 

rially to c o m p ~  -9th the te-rms of thi 
policy with respect to a pHc; l la r  E R D - 2  
agreement, he may require that ssj: 
agreement be t-erxinated or suspend?< 
in the manner prescribed in appliwbl~ 
regulations. 

cb) In evaluatjng-applScztions or Pi0 
posals for support of activities covere 
by this part. the Administrator may ta? 
into account. in acdition to dl other ei: 
gibilitg regu:reme?ts end program crl 
teria. such factors as: (1) Whether i!: 
applicant or oZemr has been subject t 
a termination or suspension under 9aro 
graph <a) of this section. (2) m e 8 c  
the appEcacc. aEerar. Oi the person wh 
would direct t3e scientiSc anci techicr 
aspects of an acthity has. in t h e  judz 

'ment of the Adzmihistrator, faiied Ea:f 
M l y  to dischzrge his. her. or its r e w x  
sibiIity for *.e protection of the nzk 

and  proposal^. 

Specific executive fmctiolls to be con- 
ducted by Lhe imtikutian indude policy 
d e v c l o p ~ m t  and pronWgation and con- 
tinuing fndoctrination of persomel. A2- . 
propriate administrative assistance and 
support shall be provided for the Board's 
functions. Jmplenentztioo of the Board's 
recornmenriatiom thrmgh appropriate 
ackninistrative action and follow-up is a 
conditjon of ERDA aazwoval.of an assur- 
mce. Eoztrd appromls, favorable actions, 
and recommendations eresubject to re- 
viev u d  to disepprora! or furt3er re- 
striction by the institution oi3cials. 
Board aisappro:als. restrictions. or- con- 
ditions cannot be rescinded or removed 
except by action of a Bozrc? described in 
the 2surance appro*;ed by EF.DP.. 
$ 745.19 Tnstiwion's rc8:orJs: confidcn- 

( a )  Copies of al! ciocurnezts presented. 
or required for kitis1 2r;d continuing re- 
viei\v by the 1nstikJticn:J lieview Board, 
ar.d docu3en:s such ts EGX~!  minutes. 
records of Eilbjeit's comnnt, t;ansmitt3ls 
on zciions. instructisnn. z.nd c~iiajtjoiis 
restikbi: from Board d8iSerztions ad- 
drsser! to the zctirity airectcr. arc t o  be 
rt!aicec? by the irstitation ?nrrnnnentIy 
unic-ss permission is o!,:ninec? fmrn the 
Administrator to destroy cpeci5c records. 

tiaIit y. 

and wdfare of ribjects in his. her, or i. 
tart (xhdbrr oi not ELDA funds we: 
involved. and (3) Whether, wheze pa. 
deBcitqtfes haae existed tn dischargi. 
such responsibility, adequate steps k s  
in tfie'judgrner.t of the kciministratc 
been taken t o  elLz~inate these deficiexie 
5 '145.22 Conditiunb. 

The Administrator may, Kith respe 
to any ae+ecment or any class GX agre 
merits. impose additional conditions pri 
to or at the L n e  of zny aK-ard nhen 
his judgment such conZitions are neCE 
sary for the protetion of human subjec 

IF'R Doc.76-35156 Filed 11-29-76;8:45 a r  

Title 12-Eanks and Banking 
CHAPTER CCOMPTROLLER OF W'E Cu 
RENCY, DEPARTMENT OFTHETREkSUf 

PART d D E S C R j P T l O N  OF OFFICE. 
PROCEDURES, PUBLIC 1F;FORMAT:O: 

Revision of List of Forms Currently in 1. 
This amendment is issued uilder 2 

thority of the K'ational Zznk Act. 
U.S.C. 1 et scq . pursuznt to +he reqo? 
ment of 5 TJ s C, 552 *th*h3t each.zsei 
pirblish ir, the F ~ ~ R A L  ELCIS= des: 
tions of sgency forms nnd b..tmCtir 
which are avz.i!ob!e to sr.d chich 
obtained by the prrblic. Tine zusmdm' 
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52x3s 

prime contractor. If. in such i n s t z ~ c e ~ .  
the grant= or prime contrsctor ob&ll:s 
accccefs to all or some of the subjects LT- - valved through one or more comerat&?; 
institutions, the b s i c  -A pollcy 22- . plies snd fie grantee or prime contncto: 
remains reswnsible for mafmarding t . 3  
rights and welfare of the subjects. 

. (a) Institutions with approved genercI 
cu.wu~ces. Initizl snc: continuing re- 
view by the institution may be cnrried . 
out by one or 2 combination of proce- 
dures: - 

(1) Cooperating imtitution with c p  
m e d  gf%ercz ussurunce. When the M- 
operating institutioa has on file r;itk. 
ERDA an approved g a e r z l  sssunnce. 
the grantee or prime c o n h c t o r  may, b 
addition to its own review. request the 
coojxratmg institutioi to conduct a3 
independent review, and to report its 
recommendations 03 those aspects of the 
activie that -concern individuals for 
whom the cooperating fnstitution has re- 
sponsibilltp under its own assurance to 
the grantee's or prime contractor's -ti- - tutianal R.eview mzrd. The grmtee 0: 
prime c o n h c t o r  may, at its dfsce?2sr. 
concur with or furt22er restrict &e rec- 
ommendations of the cooperatfng hki- 
tution. It is t h e  responsibility of t h e  
grantee o r  prime contractor to rnc&Tt&h 
co.nmunjcation-wit?? the Boards of t;?~ 

. 

cooperatbg institutios. Kowever. the co- 
operating jmtitution shall prompt!c no- 
tify the giantee o r  coniracthg insiitc:fozi 
whenever t h e  ccw2erating institxtioz 
Ands the conduct of the pioject or 2cti.:- 
ity within its purvieq to be uazatis- 
factory. 

(2) CmmdtfrLg institution m*th KO 
approved gmetai asLmrcncc. Fvikn ' 2 2  
cooperating institution does not have 22 
app-xivec: gene-a1 atusrance on SIe 

which. if approved, mill permit <:e 
grantee or prime cor,tr,ctor to fnllo;: K--e 
procedure outlined h t h e  preeediag %b- 
psramph.  
(3) l'nterfrrsbik~timo! ioizt retl'ez. 

The rpzntee or prime cantrscting izcti- 
&%ion may wish. to develop bn a==- 
ment u4th cooperati?g institutior-5 ts 
provide for  an  fnstihtional R s i e T  

'Board with representatives fro.- coop- 
ernting institutjws. Eepresenkttives of 
cooperating institutions may be aZ;- 
Pointed as ad hoc members of the grantee 
or contracting imtitution's existicg Xn- 
stitutional ReFtev 3csrd or, if Coop?- 
ating Is an a freqEent or contir.r;kzg 
basis. as between 2 medim: school ezd 
2 group of 2 R l i ~ t e d  hospitals, e.p:ak'.'- 
ments for ex3ended veriods m29 be ZZC?. 

1 0 3 2 9 8  

. ~~ 

AII such cooperative srrangerieits rr.u:-t 
be approved by EEU)A as pert  of a cec- 
e721 essursnce. or RS an amencirner;t fo 
a general assurance. 

(b) Insfftutiozs soi!lr spccic: C , C S U ~ =  
cnces. \Vhi!e respmsiSiljty for ini?X 216 
continuing reviez necessarily lies a i r 3  
t3e grantee or prime cor.tract!sg icsri- 
zutior?, ERDA mc.p ako  require an;roved 
assurance fronr those c.oopxal!i:g %:!- 
tutions havicg immedizte resporrs%lir 
for subjects. If the cooperating'hx:i~- 
tion has on file ai th  =EA PE zp;;:ortc 
general asmrance, the g-rmtke or 7rlrr.e 

I 

SpeciBc executive frnetiiorrs to be con- 
ducted by the bstiftrtian include policy 
development and pronidgation and con- 
timing indoctrination of pmomel .  A?- - 
propriate administrative assistance and 
support shall be provided for the Board's 
functiom. Implemeztntion of the Board's 
recornmenciatiom through, appropriate . 
abinistrative action and 10I1ow-UP is a 
condition of ERDA a33roval.of an  assur- 
a c e .  E02z-d apprw;zls. favoxble actiom, 
and recommendations Ere subject to re- 
viex wd to disepprova! or furt5er re- 
striction by the institution 03ciaIs. 
Boaid aisappro~als. restrictions. or- con- 
ditions csnnot be rescinded or removed 
except by action of a Board described in 
the zsurance appio-ied by ER?P.. 
5 745.19 Tnrtitniion's rc*cods: corlfidcn- 

tiality. 
(a) Ccaies of ai'. documer,ts gresenkd. 

or required for hitin1 ana continuing re- 
view by the Insti?Jticn:d Eleview Bozrd, 
a x i  dordments such 2s EGX~! rnix~tcs.  
recordc of .subject's corxont, tiar,miittsls 
on actions. instructiozs. and conditions 
resukb; f ron  Board dcliberatioxis Sd- 
ticcsed to the 2 c t j ~ i t y  aireclcr. 3 w  f a  be 
retnIcec! b$ the icstitction r\?rrnnnently 
uniess perniissior. is o?::ainec! f!nm the 
Administrator to des?roy 5gccif.c records. 

and & f a r e  of ASjects in his. her. or 1. 
tare (Fhdher 0; not EXDA funds ae: 
involved, and (3) Wbetiier, n'hsl'e r m .  

BcflciWies have existed in dischargk 
such responsihiliLip. admuate stem h s  
hi the'fudgme3t of the kdrninistratc 
been taken to tlLrdnate these deficiexie 
5 745.22 Conditiuns. 
The Administrator mriy. Kith resge 

to any agreemeat o r  acy C ~ R S S  of a s e  
ments. impose additional conditions prl 
to or at the t h e  of any affard when 
his judgment such condtions are neCE 
Sary for the protection of human subjec 
[m Doc.76-3515a Filed 11-29-76;S:CS o r  

Title 12-6anks and Zenking 
CHAPTER W O M P R O L L E R  OFTHE CL 
RENCY. DEPARTMENT OFTHETRUSUI 

PART 4-0ESCRIPTION OF OFFICE. 

Revision of List cf Forms Currently in 1 
This anecdm;lPEt is h u e d  ui:der 2 

thority of the Sationnl E s ~ k  Act, 
U.S.C. 1 et scq . puwnznt ta +he reqr;F 
ment 0: 5 T~8.c. 553 *h3t each-&sei 
publish fE the FTJSRAL E E G I s I Z ~ ~  dSCr 
tiorrs of zgency forms 3nd 
which are ayai!ob!e to and chich 
obtained by the public. T!e amendm( 
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k'nex 4 CVs of present Commit.tee members 

10/ 14/ 76 Cv's - OUlJ/ORNL Committee on Human Studies 

Name : 
Position : 
School: 

Licensure : 
Boards : 
Memberships : 

Name : 
Position : 

School : 

Licensure : 
Memberships : 

Gould A. Andrews 
Internist, Director of Clinical Applications 
University of Michigan, A.B., 1940 
University of Michigan, M.D., 1943 
T enne s see 
Internal Medicine, Nuclear Medicine 
Society for Experimental Biology and Medicine 
American Association for Cancer Research 
American Thyroid Association 
Society of Nuclear Medicine 
Southern Society for Clinical Research 
American Medical Association 
American Association for the Advancement of Science 
American Federation for Clinical Research 
Fellow, American College of Physicians 
American Society of Hematology (1968) 
Health Physics Society, East Tennessee Chapter 
Tennessee Academy of Science 
Tennessee Blood Club 

A. Bertrand Brill 
Associate Professor of Medicine and Radiology, 

Grinnell, A.B., 1949 
University of Utah, M.D., 1956 
lkiversity of California, Berkeley, Ph.D., 1961 
Tennessee 
American Association for the Advancement of Science 
Society of Nuclear Medicine 
Radiation Research Society 
American Thyroid Association . 

Vanderbilt School of Medicine 

Other Indication of Experience and Competence:, 
Medical Director', Division of Radiological Health, 

U.S.  Public Health Service, 1957-1964, Rockville, Md. 

Name : Donald W. Goodwin 
Position: Minister, United Church, Chapel-on-the-Hill 
School : 

Memberships: 

Bangor Theological Seminary, Bachelor of Divinity, 1959 

Ministerial Standing, United Church of Christ 
Brown University, Ph.D., 1965 

Additional Information: 
Member of various boards which change from time to time 



Name : Karl F. Hiibner 
Posit ion : 
School : 
Licensure : 
Memberships: Roane-Anderson County Medical Society 

Internist, Chief of Outpatient Clinical Studies 
University of Heidelberg, M.D., 1959 
T enn e s s e e 

Tennessee Medical Association 
American Medical Association 

Name : Melvin E. Koons 
Position: 

School : 

Executive Assistant to President, Union Carbide 

University of North Dakota, B.A., 1955, Juris Doctor 1961 

North Dakota 1961; Tennessee 1964; Federal District Court, 
North Dakota 1961; East Tennessee 1964; U. S. Supreme Court, 
1966 

Memberships: American Bar Association 
Public Contracts Section 
Federal Bar Association 
Government Contracts Committee 
R & D Contracts Subcommittee 
Tennessee Bar Association 
North Dakota Bar Association, Ward County 

Corporation Nuclear Division 

\ Admitted to Practice of Law: 

Name : Robert Lange 
Posit ion: 

School: Macalester College, B.A. * 

Licensure: Tennessee, Minnesota, Missouri, Georgia 
Board : Internal Medicine 
Memberships: 

Research Professor; Assistant Director, University of 
Tennessee Memorial Research Center 

Washington University, M.D., 1944 

American Association for the Advancement of Science 
American Medical Association 
Knoxville Academy of Medicine 
Southern Society of Research 
Central Society of Clinical Research 
American College of Physicians 
International Society of Hematology 

? 

Name : Michael Scott Lawyer 
Position : 
School : 
Admissions: 

Staff Attorney, Oak Ridge Associated Universities 
University of Mississippi, B.P.A., 1968; Juris Doctor, 1970 
Mississippi, 1970; U. S. District Court, Northern District 

U. S. Court of Military Appeals, 1971 
U. S. Tax Court, 1975 
U. S. Court of Claims, 1975 
U. S. Supreme Court, 1975 

Memberships: Federal Bar Association 
Government Contracts and Administrative Law Committees 
Mississippi Bar Association 

of Mississippi, 1970 



Name : Thomas A. Lincoln 
Posit ion : 
School: Macalester College, St. Paul, Minnesota, B.A. (Chemistry), 1946 

Director? Health Division, Oak Ridge National Laboratory 

university of Minnesota, Minneapolis, B.S., 1947; B.M., 1949; 

Rotating Internship, Ancker Hospital, St. Paul, 1949-1950 

American Board of Preventive Medicine? by examination, 

and M.D., 1950. 

Licensure: Tennessee? Minnesota 
Board : 

Memberships: Fellow Industrial Medical Association 
June 5, 1963 

Past President, Tenn. Industrial Medical Association 
American Academy of Occupational Medicine 
American Medical Association 
Past President, Roane-Anderson County Medical Society 
Treasurer, Board of Directors, Oak Ridge Regional Mental 

Health Center 

Name : Clarence C. Lushbaugh 
Posit ion : Chairman, Medical and Health Sciences Division 

Director, Radiation Emergency Assistance Center/ 
Training Site (REAC/TS) 

School : University of Chicago, B.S., 1938 (Anatomy) 
University of Chicago, Ph.D., 1942 (Pathology) 
University of Chicago, M.D., 1948 (Pathology) 

American Association for the Advancement of Science 
American Society for Experimental Pathology 
Associated Researchers and Clinicians in Cancer 
Society for Experimental Biology and Medicine 
Health Physics Society 
Radiation Research Society 
Society of Nuclear Medicine 
American Medical Society 
Tennessee State Medical Society 

Licensure: Tennessee 
Memberships: 

Name : John B. Storer 
Posit ion : 
School : University of Chicago, M . D . ,  1947 
Memberships: 

Director, Biology Division, Oak Ridge National Laboratory 

American Association for Cancer Research 
American Society for Experimental Pathology 
Radiation Research Society 
Society for Experimental Bi6logy and Medicine 
National Council on Radiation Protection and Measurements 

Name : Joan B. Woods 
Position : Psychiatrist, Veterans Administration Hospital, 

School : University of Chicago School of Medicine, B.S. and M.D., 1960 
Licensure: Tennessee 
Boards : 
Memberships: American Psychiatric Association 

Murfreesboro, Tennessee 

American Board of Psychiatry and Neurology 

American Medical Association and Subsidiaries 



Annex 5 Summarized Conunittee assignments 

Committee llembers and Their Responsible Area 

(On January 1 , 1977, the following members constituted the Committee 
and had these stated responsibilities.) 

Robert Lange, M.D. (Univ. Tenn.) , Chairman, Extramural Representative 
Gould A. Andrews, M.D. (ORAU), Secretary 

O0 John B. Scorer, M.D. , Official ORNL Representative 
O0 C. C. Lushbaugh, Ph.D. , M.D. , Official ORAU Representative 
0 A. Bertrand Brill (Vanderbilt Univ.) , Extramural Representative 
* Melvin E. ~ o o n s  (UCNC), Lawyer 
* M. Scott Lawyer (ORAU), Lawyer 

O" Donald W. Goodwin, Ph.D. (United Church, O.R.), Kinister 
OW Joan B. Voods, M.D. (VA Hosp. , Murfreesboro) , Psychiatrist 

Thomas A. Lincoln, M.D. (ORNL), Occupational Medicine 
Karl F. Hiibner, M.D. (ORAU), Clinical Research 

*w Edythalena Tompkins, A . B .  (ORAU) , Epidemiology 

0 - Extramural member 
* - Non-?f.D. me2ber 
IJ - Woman member 

00 - Institutional representative 

L 
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. .. - 
;’ Annex 7 - Application f o r  approval 

Ident. No. .” 

APPLICATION FOR THE USE OF HUMANS AS EXPERIMENTAL SUBJECTS 

To: COMMITTEE ON HUMAN STUDIES 
Oak Ridge Associated Universities and 
Oak Ridge National Laboratory 

Date 

Principal Investigator: 
Co-Investigators : J 

.. 

Title of Project: 

Use Followiw Format (Submit Original and 8 Copies) 

I. Obiectives of Emeriment: 

(Include statement why experiment must be done in humans, and 
expected benefits from the knowledge.) 

II. Methods of Procedure: - - *  

* 
Brief description of methods, all medications including name and 
dose range, number and types of subjects anticipated, time for 
single session, total number of sessions, total duration of study, 
methods used to screen subjects, etc. 

III. Possible Hazards and their Evaluation: 

I IV. Radioisotopes and New Drugs 

‘% If the study involves radioisotopes, indicate action of the Isotopes 
Committee. If new drugs are involved, indicate that appropriate 
application to FDA has been made. 

i See page 2 
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-2- 

! 
Title of Project: 

Ident. No. 

V. Responsibilitv of Principal Investigator: 

Include statement of your procedures for protecting rights of the 
patients and gaining informed consent. 

The principal investigator will follow the procedures of the Committee 
on Human Studies in ob tahhg  "informed consent" from the subjects 
under study. The investigator recognizes that he retains the primary 
responsibility for safe-guarding the interests of the participants under 
study. Any significant changes in methods of procedure or  of the 
development of unexpected risks will be brought to the attention of 
the Committee on Human Studies. 

Starting Date 

Signatures : Principal Investigator 

Co-Investigator 

DIVISION REVEW: 

The application described above has been reviewed and approved. 

Official signing for the institution: 

Signature 

Title 

Institution 

Date 

< 
1 0 3 2 4 8 8 -  

(Revised January 1972) 

. 

. . .  

. .  



. .  

X authorize the per€ormncz cpon 
(nysclf or nase of patient)  

of tlic follos:.iing test  : phase I raziop>zmzccutical tests of DI.--r-aline-l-% 
f o r  pmcr-eas visual izat ion.  

'ih ziature and purpose of the test,  t k  ris?cs involvccl, and the poss2- 
b i l i t i e s  of con9licaLions have becn ex~la- inzd t o  
'test is no t  a . t reatrent f o r  rOy disorder  nor is it beins done  p r h a r i l y  for 
~y benefi t ,  rather that the test i s  for exyeriixzntal purposes. 
I Snderstand that m y  Znfomzion  gained f r o n  doiag this test bccoaes the 

. 

property of O?dU and may be pf i l i shec l  in the sc i en t i f i c  l i terature  ar thz . . 
discretioa of the szaff of the N d i c a l  and Health Sciences Division, Oak - 

I urr&xsiend thnt this 

Further, 

. PSdge Associated Universities. 

. .  

. -  

patient) 

.. . 

, .  

. .  . 

X ham t z l k e d  with about tho, proposed 
test to b e  giveil including the follor.rir,g:. - -  

. .  i. 

1.. This is a new radioactive drug: DL-Vil&~e-l--%- 

. 2 ,  The drug contains tha rzdioactive i s o t o p s  and an o r g a i c  &enical in 
quantities much. less than those required t o  produce any neasurzble cSenical 
effect i n  the body. Patient should feel  no effect f r o m  the drug. 

_ J  . 

3- The radiat ion dose. vi11 be approdmtely  0-25-0.5 rad to the .rJzzole b'oay- 

4- 'Blood s a m ? l e s  (2 nl) w i l l  be drawn at i n t e n d s  iluring a period of 
1-112 hours after administration- 

Whole body counts and scans w i l l  be mzcle over a 2-hr pzriod, 

The p a t i e n t  nay XJ-ithdrw fron the t e s t  at a y  tine. 

- .  

5 ,  

6 .  
. -  . 

DATE: 
Inves t iga t o r  



Annex 9 HEN F o m  536 

,NATURE O F  INSTfTUTfCNAL O F F l C l A L  

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE I 0 GRANT 0 CONTRACT 0 FELLOW OTHER 

- 
1 D A T E  

u RENEWAL N CONTINUATION 
APPLICATION IDENTIFICATION NUMBER (If knoim) I NEW 

PROTECTION OF HUMAN SUBJECTS 
ASSU RANC E/CERTi FlCATION/DECLARATI ON 

ENCLOSE THIS FORM WITH THE PROPOSAL O R  RETURN IT TO REQUESTING AGENCY. 

- 2 ORIGINAL FOLCOYUP u REVISION - _  
STATEMENT OF POLICY: Safe,duarding the rigfits and wel fare  of subjec ts  a t  risk in ac t iv i t ies  supported undar grants and con- 
t rac ts  from DHEW is primarily the responsibil i ty of the insti tution which rece ives  or i s  accountable to DHEIV for  the  funds  
awarded  for the support of the ac t iv i ty .  In order to provide for the adequate discharge of this institutional respons ib i l i t y ,  i t  is the 
p o l i c y  of DHElV that no act iv i ty  involving human sub jec t s  to be  supported by  DHEIV grants or contracts shall be undertaken u n l e s s  
the Institutional Revierv  Board has rev iewed and approved such ac t iv i ty ,  and the institution has submitted to DHElV a cer t i f i ca -  
tion of such rev i ew  and approval, in accordance with the requirements of Public L a w  93-348, a s  implemented by  Par t  46 of T i t l e  
$5 of the Code OL Federal Regulations,  as amended, (45 CFR 46). Administration of the-DHEW policy and re u1a:ion is the re- 
sponsibility of the  O f f i c e  for P r o t e c t i o n  f r o m  Research  Risks, N a t i o n a l  I n s t i t u t e s  of H e a l t h ,  i e t h e s d a ,  hid 20014. 

1. TITLE O F  PROPOSAL OR ACTIV ITY 

I 

2. PRINCIPAL  lNVESTlGATOR/ACTfVITY DIRECTOR/FELLOW 
I 

3. DECLARATION T H A T  HUMAN SUBJECTS E ITHER WOULD OR WOULD NOT BE INVOLVED 
I 

A. NO INDIV IDUALS WHO MIGHT B E  CONSIDERED HUMAN SUBJECTS. INCLUDING THOSE FROM WHOM ORGANS, TISSUES, 
FLUIDS. OR OTHER MATERIALS WOULD B E  DERIVED, OR WHO COULD B E  I D E N T I F I E D  BY PERSONAL DATA, WOULD B E  
I N V O L V E D  I N  T H E  PROPOSED ACTIVITY.  ( I F  NO HUMAN SUBJECTS WOULD B E  INVOLVED. CHECK THIS BOX AND PRO- 
CEED TO ITEM 7. PROPOSALS DETERMINED B Y  T H E  AGENCY T O  I N V O L V E  HUMAN SUBJECTS W I L L  BE RETURNED.) i c - -  

I 
HUMAN SUBJECTS WOULD B E  INVOLVED I N  T H E  PROPOSED ACTIV ITY AS EITHER: 0 NONE O F  THE FOLLOWING. O R  

RETARDED. 0 M E N T A L L Y  DISABLED. UNDER SECTION 6. COOPERATING INSTITUTIONS. ON REVERSE O F  THIS  FORM. 
G IVE N A M E  O F  INSTITUTION AND NAME AND ADDRESS O F  OFFICIAL(S1 AUTHORIZING ACCESS T O  A N Y  SUBJECTS I N  
F A C I L I T I E S  NOT UHDER DIRECT CONTROL O F  T H E  A P P L I C A N T  O R  OFFERING INSTITUTION. 

I 
I 

i D€CLARATION O F  ASSURANCE STATUS/CERTIFICATlON OF REVIEW 

I 
i 

I 
0.. THIS INSTITUTION HAS NOT PREVIOUSLY F I L E D  AN ASSURANCE AND ASSURANCE I ~ P L E M E ~ T I N G  P H O C E J J R E S  i 6 F i  TdE 

PROTECTION O F  HUMAN SUBJECTS WITH T H E  DHEW T H A T  APPLIES TO THIS APPLICATION OR ACTIV ITY.  ASSUR4NCE IS 
HEREBY GIVEN T H A T  THIS INSTITUTION W I L L  COMPLY WITH REQUIREMENTS O F  DHElV Regulation 45 C F R  46, T H A T  IT H A S  
ESTABLISHED AN ~ N S T I T U T ~ O N A L  REVIEW BOARD FOR T H E  PROTECTION O F  HUMAN SUBJECTS AND, WHEN REQUESTED. 
W I L L  SUBMIT T O  DHEW DOCUMENTATION AND CERTIF ICATION O F  SUCH REVIEWS AND PROCEDURES AS MAY B E  RE- I 

QUIRED FOR IMPLEMENTATION O F  THIS ASSURANCE FOR T H E  PROPOSED PROJECT OR ACTIVITY.  I 

0 B. THIS INSTITUTION HAS AN APPROVED GENERAL ASSURANCE (DHEW ASSURANCE NUMBER )OR AN A C T I V E  
I 

SPECIAL ASSURANCE FOR THIS ONGOING ACTIVITY, ON FILE WITH DHEW. THE S ~ G N E R  CERTIFIES T H A T  ALL ACTIVITIE~S 
IN THIS APPLICATION PROPOSING T O  INVOLVE HUMAN SUBJECTS H A V E  BEEN REVIEWED AND APPROVED B Y  THIS 
INSTITUTION'S INSTITUTIONAL REVIEW BOARD I N  A CONVENED MEETING ON T H E  DATE O F  
WITH T H E  REQUIREMENTS O F  T H E  Code of Federal Regulatione on Protection of Human Subject8 (45 C F R  46). THIS CERTIF ICA-  
TION INCLUDES. WHEN APPLICABLE.  REQUIREMENTS FOR CERTIFYING FDA STATUS FOR EACH INVESTIGATIONAL NEW 
DRUG TO BE USED (SEE REVERSE SIDE O F  THIS FORM). 

I N  ACCORDANCZ 

THE INSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND T H E  INSTITUTIONAL OFFIC IAL  SIGNING BELOW CC)NCURS 
THAT: 1 

E ITHER a HUMAN SUBJECTS W I L L  NOT BE A T  RISK; OR [7 HUMAN SUEJECTS W I L L  BE A T  RISK. I 

1 .  

5.  AND 6. SEE REVERSE SIDE i 

7. NAME AND ADDRESS OF INSTITUTION 



5. INVEST!GPZIQ.N.AL NEW DRUGS - A D D I T I O N A L  C E R T I F I C A T I O N  REQUIRE!dENT 

SECTJOl%L': DF T Y T L E  4 5  OF T H E .  Code of Federal Rapulations states. "Where an organization is required to prrpare or to submit a 
cortificaLirr., ,d f i e  proposal involvee an investitationel new drug within the meaning of The Food, Drug, and Co;metic Act, the drug 
6holl be ~ & c E ' k  the  certification together with E statement that the 30-day delay required by 21 CFR 130.3(a)(2) hos etapsed and the 
Food and Zlq~-- atration has not, prior to expiration of such ;&day interval. requested that the sponsor continue to withhold or to 
restrict urabl&.  dhsc in human subjects; or that the Food and Drug Administration has waived the 30-day delay requirement; provided, 
however. ib r r i r  clbw.0 r a s e s  in which the 30-day delay interval has neither expired not been waived, a statement shell be forwarded t0 
DHZW upmaw& expiration or upon receipt of a waiver. No certification shall be considered acceptable until uuch statement has been 
received- 

I N V E S T l t A C ! O N A L  NEW D R U G  C E R T I F I C A T I O N  

TO CERTF~ZXIMPL~ANCE WITH FDA REQUIREMENTS FOR PROPOSED USE OF INVESTIGATIONAL NEW DRUGS IN ADDITION TO 
C E i l T l F l m m  OF INSTITUTIONAL REVIEW BOARD APPROVAL, THE FOLLOWING REPORT FORMAT SHOULD BE USED FOR 
EACH INTt.$ATTACH ADDITIONAL IND CERTIFICATIONS AS NECESSARYI. 

. .  

-1SSbORMS FILED:  0 FDA 1571, 0 FDA 1512. FDA 1 9 3  

- W E O F  IUD AND SPONSOR 

- - O F  3 5 D A Y  EXPIRATION OR FDA WAIVER 

(-RE DATE REQUIRES FOLLOWUP REPORT TO AGENCY) 

- FZ%S RESTRICTION 

- -ATUR'E OF INVESTIGATOR DATE 

6. COOPERST~NG I N S T I T U T I O N S  - A D D I T I O N A L  R E P O R T I N G  R E Q U I R E M E N T  

S E C T l O N ~ L 1 6  O F  T I T L E  45 OF THE Code of Federal Regulations IMPOSES SPECIAL REQUIREMENTS ON THE CONDUCTOFSTUDIES 
OR A C T I W ~ ~ E S  I N  WHICH THE GRANTEE OR PRIME CONTRACTOR OBTAINS ACCESS TO A L L  OR SOME O F  THE SUBJECTS 
TNROUMt lFOPERATlNG INSTITUTIONS NOT UNDER ITS CONTROL. IN ORDER THAT THE DHEW BE F U L L Y  INFORMED, THE 
FOLLOWIkkG REPORT IS  REQUESTED WHEN APPLICABLE. 

USE F O L ~ N G  REPORT FORMAT FOR EACH INSTITUTION OTHER THAN GRANTEE OR CONTRACTING INSTITUTION WITH 
RESPONS~~UTY FOR HUMAN SUBJECTS PARTICIPATING I N  THIS ACTIVITY: (ATTACH ADDITIONAL REPORT SHEETS AS 
N ECESSAIW, 

I N S T I T U T I O N A L  A U T H O R I Z A T I O N  F O R  ACCESS TO S U B J E C T S  

- SIJSJECTS: STATUS (WARDS, RESIDENTS. EMPLOYEES, PATIENTS, ETC.) 

W B E R  AGE RANGE 

NnnE OF OFFICIAL (PLEASE PRINT) 

TSTLE TELEPHONE 

-- 
. N W E  AND ADDRESS OF 
COOPERATING INSTITUTION 

- OFFICIAL SIGNATURE 

NOTES: (e.&, report o f  modification in proposal as  submitted to agency affecting human subject. involvement) 
? 
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ORAU/ORNL Committee on Human Studies 

Principal Investigator Ident. KO. 

Project Title 

1. 

2. 

3. 

4. 
- 

5. 

In the opbion of this committee the risks to the rights and svelfare of 
the subjects in this project or.srctivity are: 

The committee states that adequate safeguards against these risks 
have been provided. 

In the opinion of the committee the potential benefits 'of this activity 
to the subjects outweigh any probable risks. This opinion is justified 
by the €allowing reasons: 

In the opinion of the committee the following informed consent pro- 
cedures will be adequate a d  appropriate: 

The committee seeks continuing communication with the investi- * .  

gator(@ on this project along the following lines: 

Othar committee comments : 

/ 

Approve Chairman of Committee 

Disapprove 

Date 
\ 

(Revised January 1972) 



Oak Ridge 
Associated 
Universities 

Post Office Box 117 

Oak Ridge, Tennessee 37830 
Telephone 615 453-8411 

Medica1 and 
Health Sciences 
Division 

January 21, 1977 

To the OPAU/ORNL Committee on Human Studies 

As you can see from Dr. Kinard's letter of December 20, and 
Dr. Chalkley's form letter and list of accepted assurances to DHEW, ours 
at that time was considered unacceptable. 
our guidelines were not as restrictive and regulatory as those published 
by HEW in the Federal Register. 

This was principally because 

I took it upon myself in the interest of expediency and the 
urgency reflected in Dr. Kinard's remarks about new funding to rewrite 
our guidelines. I used the HEW FR and ERDA FR guidelines, as well as 
a letter from Dr. Kinard (received in October 1975) that gave the Committee 
constructive criticism of the 1972 guidelines. 
these suggestions as thoroughly as we should have. 

Somehow we did not f o l l o w  

Please read this material at your earliest convenience and 
return your comments as soon as possible. 
my secretary, Mrs. F. Banner, and tell her so .  

Please note (especially C. Richmond) the innovation of "insti- 
tutional members" with delegated responsibility from the institutional 
directors. This is needed for obtaining staff compliance with these HEW 
and ERDA directives, since the Committee itself cannot block funds of 
investigators who did not respond constructively to Committee criticisms 
and disapprovals. Also note ORNL's  need to nomina'te a nonmedical woman 
(prefera3ly black) to the vacant slot indicated in the block diagram. 
Also note that there is great urgency for a meeting of this Committee to 
meet and take care of these problems. 

If you have none, please phone 

Sincerely, 

C. C. Lushbaugh, M.D. 
< 

CCL:fb 

Enc . 
cc: Dr. Philip L. Johnson, ORAU 

Dr. Chester Richmond, ORNL 
(for Dr. Herman Postma) 

1 0 3 2 4 4 3  



DEPARTMENT OF HEALTH. EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF H E A L T H  
BETHESDA. MARYLAND 20014 -4 Assurance Gl716XB 

J;?ruaq 2?, 1377 

I&rEEul postm, Ph.D. 
Director 
oak 3aticma.l Labratory 
E u i l h g  450cEJ 
T. 0. Eox :.; 
Oak Ridge, Wnnessee 37830 

T k  iRpl€m%ltjng procedures so?mitM In SUFprt of the asswcance zre 

and changes in institutional policies, m in procedures for protection 

accepted subject to the ismaxe of additional or superseding regubticms, 
ami fu&kr neqofiaficm as may ke considered desirable. 
that p O p O s d  dnanges in mmkershii? of f22e Irstitu-tknd F&ew Board, 

of Lle rights a d  welfare of hman subjects ke re~prted b th is office. 

T k i s  assmarice supr&es previous assurances d is effective irnwdiately 
€or all applicatims I-ereafW sul-mitted fcr new and renewal of IXEW sup- 

_ -  g o r t  of activities involving humm subjects, and will k a m e  effective 
FFitin the ensuing year for current activit ies as d i  such activity is 
the subject of contiii- i n t e r i m  review by the Irstiixthnal ?'view %ax< 
and prior to appl ica tbn  far continuation of supprt for the activifq. 

It is essential 

&~rovaL of the assurance w i l l  d in effect until 
w t e d  by either your institution or the Departnwt f o l l a w  
appropriate advance notification. 

or 

, 



page 2 - F i  postma, 32h.D. 

% are prepred to assist you in any way w? can in yow instiatid 
efforts to p i d e  for the p r o t s t l  'on of human subjects. P l e a s e  call 
us on Area code 301, 496-7005 if you feel FR can be of d C @  to y p .  

D. T. C h d k l q ,  Ph.D. 
Director, Office for Fr0tecti.m. 

Office of the D i r e c t a r  
fran RLSks 

/ 
/ 

cc: t /' 
C l m  C. Lushbaugh, KD. 
.Ac.ting cllabmm 

and Health Sciences Division 
oak Ridge Asscciaa 6niversities, Inc. 
P. 0. Eox 117 
oair Ridge, mess€= 37830 

Philip L. Jokznsan, Ph.D. 
Becutive D i r e c t o r  
oak Ridge Associated Vniversities, Inc. 
P. 0. Box 117 
Oak Ridge, Tennes- 37830 
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D E P A R T M E N T  OF HEALTH,  EDUCATION, A N D  WELFARE 

PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESOA. MARYLAND 20014 

f33-Erd z!sSurme a 7 1 z a  

Januzm~ 27, 1377 



Clarence C. Lushbaugh, M.D. / 

P. 0. 6% 117 
oak Ridge, Tennessee 37830 



Date 

DEPARTMENT OF HEALTH, EDUCATION, AND W E L F M e s  to 
PUBLIC HEALTH SERVICE 

NAT!C)NAL lNSTiTUTES OF H E A L T H  
BETHESDA. MARYLAND 20014 

APRIL 1, 1977 

CUMULATIVE LIST 

OF INSTITUTIONS WHICH HAVE ESTABLISHED 

G E N E R A L  ASSURANCES 

OF COMPLIANCE WITH DHEW REGULATIONS ON 

PROTECTION O F  H U M A N  SUBJECTS 

._ 
1977 

1. INCOMING PROPOSALS - GRANTS OR CONTRACTS 
I 

a .  I f  the professional review of a proposal indicates tha t  the project 
does not invotve human subjects (box on signature page of application o r  
box 3A of HEW 596), as defined i n  45 CFR 46, the application can be 
processed w i t h o u t  fur ther  regard t o  the question o f  inst i tut ional  
assurances. 

b. I f  the professional review of a proposal indicates tha t  the project 
does invotve human subjects (box on signature page of application o r  * 

box 38 of HEW 596), the next step i s  t o  determine whether the i n s t i t u t i o n  
has checked e i ther  box 4A o r  48. 

- I f  4A i s  checked, this means tha t  the applicant inst i tut ion 
does not hme an approved assurance on f i l e  b u t  will 
supply documentation and cer t i f ica t ion  of review when 
requested. 

.Westwood Building, Room 303; Bethesda, Maryland 20014; 
upon receipt of a copy of the proposal from the operating 
agency immediately following an i n i t i a l  review. 

This action i s  in i t i a t ed  by the O P R R ,  O D ,  NIH; 

- If  4B is checked, this means tha t  the applicant i n s t i t u t i o n  
has an approved general assurance on f i l e .  
spaces in t h i s  paragraph indicate the DHEW general 
assurance "G" number for  the ins t i tu t ion  as presented 
i n  the "Cumulative L i s t i n g "  and the date when the proposal 

The f i l l - i n  

( was cer t i f ied .  
I ,  

1 0 3 2 9 9 8  
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c. 
determine whether performance will  involve human subjects a t  risk. I f  
these will be involved, the RFP should include the "Notice t o  Offerors" 
required by 41 C F R  3-4.5504(a). 
response t o  the RFP s h o u l d  be handled as i n  1 .b .  above. 

Draft requests for  proposals (RFPs o r  RFAs) should be reviewed t o  

Offerings and proposals submitted i n  

d .  
requirements. 
be considered t o  be submitted as of  the closing date o f  the RFP and 
should then be handled as i n  1 .b .  above. 

Operating agencies may define "submission date" t o  f i t  administrative 
I t  i s  suggested tha t  sole source responses to  RFPs should 

e. Competitive responses to  RFPs should be considered t o  be submitted 
as of  the date of submission o f  the best and  f i n a l  o f fe r ,  a f t e r  
establishing the zone of consideration or  source selection, and should  
then proceed as i n  1 .b .  above. 

2. SUBMISSION OF CERTIFICATIONS - Whenever possible, the review and approval 
by Institutional Review Ecar.',s sheu7d s c c x  prSsr t c  S G ! Z ~ S S ~ ~ Z  c f  t h e  
application or  proposal and a cer t i f ica t ion  t o  tha t  e f fec t  should be 
included i n  o r  w i t h  the application o r  proposal i t s e l f ,  preferably on 
form HEW 596 (Rev. 4/75). Under no circumstances will the review of an 
application by the Department of Health, Education, and Welfare be 
completed u n t i l  ce r t i f ica t ion  i s  received. The p o i n t  a t  which review 
will be deferred o r  terminated i s  l e f t  t o  the operating agency involved. 

Ins t i tu t ions  having a72 f i l e  w i t h  DHEW an  approved general assurance 
must submit cer t i f ica t ion  w i t h i n  30 days of the receipt o f  a wr i t ten .  
request thereof; and in any event within 90 days a f t e r  the deadline or 
submission date for which the application o r  proposal was submitted. 

i 

f 
Inst i tut ions not having on f i l e  an approved general assurance will  
indicate the i r  s ta tus  by checking box 4A on form HEW 596 accompanying 
the proposal and when requested must submit the required assuxances of 
compZirmce d certification o f  the revim and approval of  the application 
o r  proposal by i t s  Inst i tut ional  Review Board within 30 days of the 
receipt of a written request from the Office f o r  Protection from 
Research Risks ( O P R R )  . 

3. RESTRICTION 'CODES are  presented as a suf f ix  to  the general assurance 
"G" number. This change conforms w i t h  the National Research Act, 
Public Law 93-348, T i t l e  11, which specif ical ly  applies to  both biomedicaZ 
and behazlioral research and w i t h  the derivative DHEW regulations. 
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i 

i 

A res t r ic t ion  usually indicates that  additional expertise i n  the 
Inst i tut ional  Review Board membership is  necessary for par t icular  act ivi-  
t i e s  requiring cer t i f ica t ion .  

An XM suffix indicates tha t  the IRB has no or insuff ic ient  
medical members. A proposed ac t iv i ty  requiring medical 
expertise to  assess risks, benefits, and the adequacy of 
safeguards cannot be ce r t i f i ed  under an XM rest r ic t ion.  

An XB suff ix  indicates tha t  the IRB has no or insuff ic ient  
members expert i n  the behavioral sciences. A proposed 
ac t iv i ty  requiring behavioral expertise fo r  assessing risks , 
benefits ,  and the adequacy of safeguards cannot be cer t i f ied  
under an XB res t r ic t ion .  

An XO suff ix  indicates a res t r ic t ion  t h a t  uniquely 
applies t o  the ins t i tu t ion  under conditions of the general 
assurance agreement [ cal l  (301) 496-7005 for detai 1 SI. 

When z? p r q m a !  t c !  he s ~ h m i t t e d  t o  nHEW comes w i t h i n  the scope of an  
XM or  XB res t r ic t ion ,  e i ther  biomedical or behavioral, the I R B  reviewing 
the proposal must include additional v o t i n g  members whose qualifications 
o f f se t  the res t r ic t ion .  
reported immediately t o  OPRR and a statement added under "Notes" on the 
HEW 596 form certifying IRB review and approval t h a t  the additional 
professionally qualified members have been reported t o  O P R R .  Proposals 
t ha t  come w i t h i n  the cer t i f ica t ion  res t r ic t ions  that are not preceded 
o r  accompanied by appropriate compensating reviewers w i  11 be deferred 
for rereview and recer t i f icat ion.  

Their names and qualifications should be 

4. QUESTIONS w i t h  regard t o  the s ta tus  of Special or General Assurances of 
Compliance may be directed t o :  

Mrs. Florence R. Ober (301) 496-7005 

5. CONSULTATION for Special and General Assurances: 

R .  C .  Backus, Ph.D. 
Victor M.  Held, Ph.D. 
Roy Kinard, D.V.M. 
J. R .  Marches, Ph.D. 

t U 3 3 O O O .  

(301) 496-7006 
(301) 496-7005 
(301) 496-7006 
(301) 496-7005 

, .  
I 
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6. FORMS 

Bulk orders fo r  additional copies of HEW 596 should be addressed to :  

Chief 
Office Services Section 
D i  v i  s i  on o f  Research Grants 
National Ins t i tu tes  o f  Health 
Westwood B u i l d i n g ,  Room A-17 
Bethesda, Maryland 20014 

Single copies of HEW 596 can be obtained from OPRR or by duplicating the 
back pages o f  this l i s t i ng .  L: f ( j y L  

D. T. Chalkley, Ph.D.  d 
Director, Office for Protection 
from Research Risks 
Off i ce of the Di rector 
National Ins t i tu tes  of Health 



GO198 
GO610 
GO055 

GO799xM 
GO026 
*a287 

*GO336 

t 

GO784XM 
*GO261xo 
GO278 
*GO195 
*GO380 
*GO238 
*GO193XO 
*GO389 
GO155 
*GO282 
GO205XM 
*GO028 
GO234 
*G2564 
"GO135 
*GO287 
*GOO09 
*G2259xO 

Alabama, university of, J3imi.ngl-m 
ALabama, UI.Liversityof 
Tuskegef? Lnstitute 

ARIZONA 

Arizona State University 
Arizona, University of 
S t  Joseph's &spital and &&dial Center 

ARKANSAS 

Arkansas, university of, W i d  Center 

cAI;IFoHNIA 

Amxican Institutes for Research 
California Department of Health 
California, University of, Berkeley 
California, University of, Bvis  
California, University of, Imine 
California, University of, LOS Angeles 
California, university of, Riverside 
California, University of, San D i q o  
California, University of, San Francisco 
California, University of, Santa Barbara 
California, University of, Santa Cruz 
Camarilla State Hospital 
Cedars-Sinai Pkdical Center 
Charles R. Drew Postgraduate Mdical school 
Children's F b p i t a l  of IDS Angeles 
Children's Hospital of San l?rancisco 
City of Hope National Wdical Center 
Far West Laboratory for Eucational Research 
and Developnent 

R E S T R I ~ I O N  CODE 
XM - No Medical or IM) Studies 
XB - No Behavioral Studies 
XO - Other Restrictim (Cal l  301-496-7005) * - . -- Revised General Assurance in  Negotiation Fqith OPRR 

Birmingham 
University 
Tuskegee Inst 

Tew?e 
Tucson 
PhoeniX 

Little RDck 

Pal0 Illto 
Sacramento 
Berkeley 
Davis 
Inine 
Ias Angeles 
Riverside 
La Jolla . 
San Francisco 
Santa Barbara 
santa c r u z  
Camarilla 
IDS Angeles 
I;os Angeles 
I;os Angeles 
San Francisco 
Duarte 
San Francisco 

- 1 -  



ASSURANCE 
NUMBER xNs!rImm CITY 

*G1838 
*G1838 
*G2400 
*a367 

*GO214 

GO226 
GO226 
G0359XB 

*GO213 

*a564 

*GO 3 67x0 
*GO145 
*GO710 
*G2400 
*a400 
*GO082 
*G1838 
"G2400 

*GO067 

*G1416XO 
*G1096 
GO420 
GO420 
G1472XM 

GO108xB 
Go201 
*Go122 

Huntingtan Inst of Applied Medica Research 
H u n t i n g t m  Manorial Wspital 
Institute of W i d  Sciences 
John Wesley County Hospital Attending 
Staff Association 

Kaiser Foundation Research Institute 
Including Its Regional Divisions 
Wrthe.rn California, Southern California, 
and Oregon 

Lana Linda university 

Los Angeles County Harbor General Hospital, 
Professional Staff Association of 

Ir>s Angeles County Hospital-University of 
Southem California Wdical center, 
Professional Staff Association of 

Martin Luther Kkg, Jr. General Hospital 
and Its Staff Association Foundation 

Kental Research Institute 
Mount Zion Hospital and P W i c a l  center 
Pacific State Hospital 
Pacific, Univ of, school of Dentistry 
Pacific, univ of, school of ~edica l  Sciences 
Palo Alto & d i d  Research Foundation 
Pasadena Hospital Association, Ltd 
Presbyterian Hospital of the Pacific 

Medical center, Inc 
Rancho Amigos Hospital and Its 
Professional Staff Association 

Rand corporation 
Salk Institute 
San Diego State university 
San Diego S t a t e  University Foundation 
Scientific Analysis ~rporat ion (Including 

Linda university (La Sierra Canpus) 

the Inst i tute  for Scientific Analysis and 
Performance Sites in Berlceley, Los Angeles, 
and San Diego) 

Scripps Clinic and -search Foundation 
SonoaM S t a t e  Hospital 
Southern California, university of 

R E S ' I R I ~ I ~  ODE 
XM - No Bkdical or IM3 Stud ies  
XB - No Behavioral Studies 
XO -- O t h e r  Restriction (Cal l  301-496-7005) * - Revised General Assurance in Negatiation W i t h  OPRR 

Pasadena 
Pasadena 
San Francisco 
Ios Mgeles 

Oakland 

L14M Linda 
Riverside 
Torrance 

U s  Angeles 

U s  Angeles 

Palo A l t o  
San Francisco 
Pcsmrla 
San Francisco 
san Francisco 
Palo Alto 
Pasadena 
san Francisco 

-eY 

%nta tbnica 
San Diego 
Fan Diego 
San Diego 
San Francisco 

La Jolla 
Eldridge 
U s  Angeles 

- 2 -  



*GO378 
G O O 1 1  
G1620 
G1796 
*G1658 
*G15 9 IXO 

G282m 
*G114 4x0 
GO455 
*GO268 
*G0277XO 
GO267 
*GO068XO 

GO672xB 
GO039 
G1966 

G1533 
GO007 
GO003 
GO821 
G2895xB 
*GO243 

GO148 

GO013 

Stanford Research Institute 
Stanford university 
Veterans Administratim Hospital-Lang Beach 
Veterans ZdminiStratian Hospital-SepUlveda 
Veterans pdministration Hospital-wadsworth 
Wright Institute 

corn- 
Colorado rnional Cancer center, Inc 
Colorado State university 
Colorado, university of 
Colorado, university of, Medical Center 
Denver, university of 
N a t i o n a l  Asthna Center 
JWAonal Jewish H o s p i t a l  

Connecticut state Departsmt of Health 
Connecticut, university of 
Cornsticut, university of, Health center 

Connecticut Valley Hospital 
Institute of Living 
John B. Pierce Fdn of Connecticut, Inc 
Sair,t Francis Hospital 
Waterbury Hospital Health center 
Yale university 

DEL?WWE 

Delaware Division of Mental Health of the 

Delaware, University of 
Departmnt of Health and Social Services 

FE3TRICI'ICX-J CcBlE 
XM - NO M c a l  or IND Studies 
x~ - NO Behavioral Studies 
XO - O t h e r  Restriction (Call 301-496-7005) * - Revised ~eneral ~ssurance in Negotiation With OPRR 

- 3 -  

W o  Park 
Stanford 
Wng seach 
sepulveaa 
W s  Angeles 
Berkeley 

Denver 
Fort Collins 
Boulder 
Den= 
Denvex 
mver 
Denver 

t 

Hartford 
storrs 
Farmington- 
Hartford 
Bliddle- 
Hartford 
New Haven 
Hartford 
Waterbury 
New Haven 

Delaware City 

Newark 

i 
t 

1 0 3 3 0 0 4  



GENERAL 
ASSURANCE 
&R INSTITUTION CITY 

GO784XM 
G1398XB 
G1674XM 
*GO 365x0 
GO042 

G1249 
GO294 
GO228 
GO841 
G1989 

G1036xM 
*GO180 

G2905 

*Go119xo 
GO382 
GO840xB 
GO301 
GO301 
GO2752E3 
G2321 
G1065 

American Insti tutes for Research 
American National Red Cross 
Bureau of Social Science F4~search, Inc 
catholic university of Amer ica  
Children's Hospital of D.C., Research 

Fondation of 
Gallaudet College 
George Washingtan University 
George- university 
Huward University 
N a t i o n a l  Academy of Sciences, Including 

National Acaday of Engineering, Insti tute 
of Medicine, and National Research CcUnCil 

National Children's Center, B C  
Washington Hospital center 

Washington 
Washington 
W a s h i n g t o n  
Washington 
Washington 

Washington 
Washington 
Washington 
Washington 
Washington 

Washington 
Washington 

Florida State Wparbwnt of Health and 

Florida Sta te  University 
Florida, UniVersity of 
Miami Heart Institute 
M i d ,  vniversityof 
Miami, university of 
Mt Sinai Medical Center of Greater Miami 
Papanicolaou Cancer Research Institute 
South Florida, University of 

Rehabilitative Services 

a*- 
Tallabssee 

Tallahassee 
Gainesville 
Miami Beach 
Coral Gables 
M i a m i  

Niami 
Fort Myers 
St Petersburg 
Sarasota 
T W  

1 
M i m i  Beach i 

GEORGIA 

*GO138 Ehlory Univ Division of Basic Health Sciences A t l a n t a  
*GO622 Wry Univ Gxduate Sch of Arts  and Sciences Atlanta 

RES'JTUCTICU W E  
XM - No Weal or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) * - Wised General Assurance in Negotiation With OPRR 

- 4 -  

I 0 3 3 0 0 5  



GENERAL 

*GO138 

*Go595 
*GO138 
Go197 
GOlSuLB 
GO248 
*G1467 

of Nursing 
Emry miv school of Dentistry 
Rmry univ School of ledicine 
Georgia Dept of ~uman Resources, All Units 
Georgia, Medical College of 
Georgia, University of 
Grady Ikmxial  Hospital 

€QWAII 

*Go104Xo Hawai i ,  university of 

lAAH0 - 
*G1869 mtain States  Tmmr lhstitute 

GO395 
GO332xM 
G1626 

GO114 
GO430 
GO182 
GO430 
GO053 
G1561 
Go345 
GO291 

A t l a n t a  

A t l a n t a  
A t l a n t a  
Atlanta  
A W -  ._ 
Athens 
A t l a n t a  

Honolulu 

mise 

micago 

Chicago 
Anna 

lJLLm0IS 

American JXntal Assn and ADA Health Fdn 

Chicago, Univessity of (Division of 
Anna rmtal. Health and DeveloplEntal center 

Biolqical Sciences and Pritzker S c b 3 l  
of Micine,  Division of Social Sciences, 
-1 of social senrice Mministratia, 
and Related Units) Children's Ikmr ia l  mspital Chicago 

m e y  Vet&- Mministratim Hospital -eY 

Health Sciences, univ of/Chicago Medical Sch 
Hektoen lizstitute for Medical Research Illinois State Psychiatric Institute Chicago 

Illinois, university of, Nedical center 
CElmpUs, Including RDckford school of 

Evan- Hospital Wanston 

chicago 
Chicago 

Chicago 
Illinois, University of, a t  Chicago Circle 

-cine, Peoria School of Micine,  and 
Sch of Basic M i c a l  Sciences, Urbana-champign 

Chicago 

F?ESlRIClTCN CcBlE 
XM-mNOcal or IMD Studies 
XB - No Behavioral Studies 
XO - O t h e r  Restriction (Call 301-496-7005) * - Revised ~ e r d  ~ ~ ~ u r a n c e  in Negotiation With OPRR 

- 5 -  

I 0 3 3 O O b  



GO102 
G1373XM 
G2369 
GO095 
GO518XM 
*GO190 
"Go190 
GO175 
GO309 
G2606XM 
GO309 
*G1970XO 

"GO314XO 
G0945XM 
GO185 

GO185 
GO185 
GO185 

G1397 
GO883 
G1697X.I 
G1246XB 
*G1176 
G1119 
GO131 

"GO343XO 
GO209 
"GO856XO 

RESTRICTICN 

Illinois, univ of, at Urbana-Champaign 
Lincoln Developnental Center 
Layola University Medical Center 
rlichael Reese Hospital and Medical Center 
Northern Illinois University 
Pbrthestern university 
Northwestern University 
Rush-Presbyterian-St Luke' s Ifkdical Center 
Southern Illinois University 
Southern Illinois University 
Southern Illinois Univ School of Mdicine 
Western Illinois University 

INDIANA 

Depauw University 
Fort Wayne S t a t e  Hosp and Training Center 
Indiana Univ and Indiana Univ Foundatinn 

-ana University (Law Schcd) 
Indiana Univ-Purdue Univ (Medical Facility) 
Indiana university Regional canpuses at 
Fort Wayne, Gary, Kokcm, New m y ,  

Indianapolis Center for Advanced Research 
Larue D. carter Phmrial Hospital 
Marion County Assn for Retarded Children, Inc 
Methodist Hospital of Indiana, Inc 
New Castle State Hospital 
Notre Dame, University of 
Purdue Univ and Furdue Research Foundation 

R i c b d ,  andsOuthBend 

Icwa S t a t e  Univ of Science and Techology 
Icwa, University of 
Wcdward S t a t e  Hospital-School 

CODE 

Urbana 
Lincoln 

Chicago 
!x%alb 
Chicago 
Evanston 
Chicago 
Carbndale 
Edtwardsville 
Springfield 
Macumb 

Greencastle 
Ft Wayne 

Indianapolis 

Indianapolis 

BlCCGi.ii*E 

I n d i X l Z p l i S  

Indianapolis 
Indianapol is 
Indianapol is 
Indianapolis 
New Castle 
Notre Dam 
West Iafayette 

&lWS 
Iowa City 
wocdward 

- _ _ _  
XM - No Medical or IND Studies 
XB - No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * -- Revised General Assurance in wot ia t ion  With OPRR 

- 6 -  

1 0 3 3 0 0 7  



GO038 
*GO157XO 
*GO229 
GO081 

GO223 
GO527 

GO023 

GO442xB 
*GO2620 
*G2 42 8x0 
*a485 
GO137XM 
GO018 
G2 38 6 

G3007 
GO513 

GO402 
GO186 
GO640 

mass - 
Kansas State university 

Kansasr university of, W c a l  Center 
Kansas, university of 

1-ger Foundation 

Kentucky, Univ of, and the Research Foundation 
Louisville, University of, Bcept School of 

Fkdiciner and Louisville, University of, 
Fuundation, Inc 

I;ouisville, University of, Schools of 
Micine and Dentistq 

IDUISIANA 

a t o n  ochsner M d i d  Foundation 
Irxlisiana State Wniv and A & M College System 
Louisiana State Univ in Baton Rouge 
I;ouisiana State Wniv Medical Center 
Pinecrest  state school 
Tulane Mdical Center 
Tulane University Except Wical  Center 

Eastern Maine Mical Center 
Maine J!Wical Center 

MARYLAND 

Baltimore City Hospitals 
Friends Weal Science Research Center, Inc 
Institute for Behavioral Eiesearch, Inc 

FESTRICTIoN CEDE 
XM -- NO Medical  or IND Studies 
xB - NO Behavioral Studies 
XO - Other Restriction (Call 301-496-7005) * - Revised meral ~ssurance in Negotiatim With OPRR 

- 7 -  

rlanhattan 
Lawrence 
Kansas C i t y  
Topeka 

uxing-bn 
Irxrisville 

I;ouisville 

New orl€ans 
Baton Rmge 
Baton Wuge 
New Orleans 
Pineville 
?Jew Orleans 
New Orleans 

m g o r  
Portland 

Bal thre  
Bal thre  
Silver Spring 6 

1 0 3 3 0 0 8  



CITY 
ASSURANCE 
NUMBER INSTITTIPION 

GO352 
GO274 

GO174 

GO326 
GO296 
GO400 

GO784xM 
GO286 
GO554 
GO554 
GO554 
GO488 

GO783 
GO783 
GO322 
GO550 
GO550 
GO550 
GO132XM 
G 2 3 9 m  
GO406 
*GO117XO 
GO098 
G2042 
G0410XB 
GO412XB 
G2397 
G2238 
G2494XM 
G2398XB 
G2573 
G O 7 9 m  
GO087xB 

Johns Hopkins Univ Faculty of J!xts and Sciences 
Johns Hopkins Univ School of Hygiene and 

Johns Hopkins Univ School of Medicine and 

Maryland, Univ of, a t  Baltimre 
Maqland, Univ of, a t  College Park 
Sinai Hospital of Balthre, Inc 

public Health 

Johns Hopkins Hospital 

IvmssAcIIusE;TTs 

American Institutes for Research 
Beth Israel  Hospital 
Boston City Eospital 
Boston Department of Health and Hospitals 
Boston Division of Ccrmunity Health Services 
Boston Hospital for hbnen, a Division of the 

Affiliated Hospitals Center, Inc 
Boston Mtal Health Foundation, Inc 
Boston Sta te  Hospital 
ijoston Gniv, Charles River Canpus 
Boston Univ fi ledid Center 
Boston Univ School of Graduate Dentistry 
Boston univ Schcol of tkdicine 
Brandeis University 
Center for Blood Research, Inc 
Children's Hospital Mica1 Center 
Clark Vniversity 
Danvers State Hospital 
Eunice Kennedy Shriver Cater 
Eye Research Insti tute of R e t i n a  Foundation 
Forsyth Dental Center 
W a r d  E k d i c a l  Sch and Sch of Dental Medicine 
Haward Univ, Faculty of A r t s  and Sciences 
Harvard Univ, Graduate School of Education 
W a r d  Univ, School of public Health 
Hamard Univ, University Health Services 
Joslin Diabetes Foundation, Lnc 
Labpey C l i n i c  Foundation, Inc 

Baltimre 
paltjmre 

Baltimore 

EaltifiDre 
College Park 
B a l t h r e  

Canbridge 
Boston 
Boston 
Boston 
Boston 
Boston 

Boston 
Boston 
a s t o n  
Boston 
Boston 
Boston 
wal tham 
Boston 
Boston 
Worcester . 
Hathorne 
Waltham 
Boston 
Boston 
Boston 
Canbridge 
Cambridge 
Boston 
Cambridge 
Boston 
Boston 

RFSTRICTICN CCDE 
XM - No Weal or IND Studies 
XB - No Behavioral Studies 
XO - Other Restriction (Call 301-496-7005) * - Revised General ~ssurance i n  Nqotiatim W i t h  OPRR 

- 8 -  



Go449xB 
Go554 
G2304XO 
Go21m 
Go167 
GO097 
Go597 
Go597 
GO14 7XM 
G2736 
Go554 
Go576 
Go494xB 
Go133 
GO297 
Go429XB 

G3018xB 
G2515XN 
G 2 4 o m  

C.0771 
Go351xB 
Go554 
G2107 
G2379 
*GO266XO 
GO550 
G2042 
GO085 

GO363 
Go363 
Go497xM 
Go357 
Go357 
GO101 

&muel Shattuck Hospital 
Iang &sland chronic D i s e a s e  Hospital 
Mass Developrrental D i s a b i l i t i e s  Council 

Massachusetts General Ebspital. 
Massachusetts W t u t e  of Technol~gy 
Massachusetts Mental Health Center 
Massackrusetts Men- Health R35earch corp 
Ilassachusetts, university of - Amherst 
Massachusetts, university of, Medical School 
Mattapan Chronic D i s e a s e  Hospital 
McLean Hospital 
New England Deaconess Hospital 
New England W c a l  center Hospital 
Northeastern University 
Peter Bent Brigham Hospital Division of the 

Affiliated Hospitals Center, Inc 
Pondville H o s p i t a l  
Research Institute for WcationaJ- Problems 
8dxx-t 3. Srk$am Ecspi+&, a D i v k i c n  of Lh! 

Affiliated Hospitals center, Inc 
Sidney Far& Cancer Institute, Inc 
S t  Margaret's Elospital for Wmn 
!trustees of Health & Wsps, City of Boston, Inc 
Tufts-- Eslglana Medical CentEC 
Tufts University - Boston 
Tufts Univasity - M€dford 
University Hospital, Inc 
Walter E. Fernald State Sckol 
Worcester Foundation for -imentdl B i o l c g y  

Massachusetts Eye and Ear Infirmary 

MICHIGAN 

Child Wsearch Center of Michigan 
children's H o s p i t a l  of Michigan 
Detroit, University of 
Edsel B. Ford Insti tute for Medical Research 
Henry Ford Hospital 
Lafayette Clinic 

RESTRICTICN COE 
XM - No & d i d  or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- =vised Assurance in Negotiation With OPRR 

- 9 -  

J d c a  Plain 
Boston J3arbr 
Boston 
Boston 
BoStan 
Cambridge 
BoStO33'. 
Boston 
Amherst 
Vbrcester 
Mattxq?an 
Belnrmt 
BoStOll 
Boston 
Boston 
BoStOll 

W a l I p l e  (Norfolk) 
Carbridge 
B S t O r .  

Boston 
Boston 
Boston 
Boston 
Boston 
EWord 
Boston 
Beln.lont 
s- 

Detroit 
Detroit 
Detroit 
Detroit 
Detroit 
Detroit I 

1 0 3 3 0 1 0  i 



CITY 
ASSURANCE NUMBER INSTIT(%CION 

GO656XB 
GO615 
GO384 
GO295 
GO295 
GO295 
GO008 
G2483XB 
GO354 
GO720 

GO065xB 
GO041 
GO065xB 
G9463 
GO463 
G0363 
GO463 
GO463 
GO463 
GO463 

*GO561xO 
GO366 

G2791xM 
*GO298 
*GO298 
*GO424 
"GO292XO 

Michigan Cancer Foundation 
Michigan Department of Public Health 
Michigan S t a t e  University 
Michigan, University of 
Michigan, vniversity of 
Michigan, University of 
Sinai Hospital of Detroit 
Veterans Mninistration Hospital-Ann Arbor 
Wayne State University 
Western Michigan University 

Hennepin county mdical. center 
Mayo Foundation 
Minneapolis Medical Research Foundation, Inc 
Minnesota, University of 
Mivlesota, university of 
~hesots, Lbiversity of 
Minnesota, University of 
Abli.mesota, university of 
Minnesota, university of , Technical College 
Minnesota, University of, Technical. College 

MISSISSIPPI 

Mississippi , University of 
Mississippi, University of, Medicdl Center 

mican MU-ses' Associatian, Inc 
Cancer Research Center 
Ellis Fischel S t a t e  Cancer Hospital 
Jewish Hospital of St Icsuis 
Missouri, University of , Wept MBdical C e n M  

XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * - =vised -era3 ~ssurance in Negotiation With OPRR 

Detroit 
Lansing 
East Lansing 
~ n n  Arbor 
Dearbrn 
Flht 
Detroit 
~ n n  Arbr 
Detroit 
Kalamazoo 

university 
Jackson 

Kansas ciw 
Columbia 
colmbia 
St Lrruis 
Columbia 

- 10 - 



*GO292 

*GO292 
"GO292XO 
*GO292XO 
*GO292 

*GO356 
*G2056 
*GO279 
G2351 

G1120 
GO407 
GO407 

GO762XM 

GO 427D.l 
GO227 

GO492xB 
Go349 
Go349 
Go349 
GO837 
GO570XM 

Missouri, Vniversity of, Medical Cen&r, 

Missouri, University of 
Missouri, University of 
Missouri, University of 
Missouri, University of, ,?egional Medical 

S t  Iduis University 
Veterans Administration I-bspital-Kansas City 
Washington university 
Washington University School of Wdicine 

Including Missouri Insti tute of Psychiatry 

Programs, N 1  Campuses 

Creighton University 
Eebraska, Univ of, Including the Medical Ctr 
Nebraska, univ of, Including the S t a t e  

Univ of Nebraska 

N e v a d a ,  U n i v e r s i t y  of, Reno Campus 

Eartm3uth College Faculty of A r t s  & Sciences 
Dar+Xmuth N2diCal school 

NEW JERSEY 

Institute for W i d  Research 
New Jersey, College of Medicine & Dentistry of 
New Jersey Dental School 
PJew Jersey ,3kdical school 
Newark Beth Israel Wical  Center 
Princeton University 

REsTRICrIoN CODE 
XM - No b@dical. or IND Studies 
XB - No Behavioral Studies 
XO - other Est r ic t ion  (Call 301-496-7005) * - Revised General Assurance in Negotiation With OFRR 

Colwbia 

Kansas City 
Fblla 
S t  -is 

St muis 
Kansas City 
S t  muis 
S t  muis 

QMha 
QMha 
Lincoln 

Hanover . 
Hanover 

carrden 
Newark 
Jersey City 
Newark 
Newark 
Princeton 

- 11 - 



-m 
NUMBER INSTITVTICN CITY 

GO349 Iiutgers Wical School Piscataway 

GO300 Rutgers, The State Univ of New Jersey New Brunswick 
GO300 Rutgers, The S t a t e  Univ of New Jersey canden 

GO300 Rutgers, !t'he S t a t e  Univ of New Jersey Newark 

NEW mace 
*AGO472 New l%xico, University of Albuquerque 
"Go353 New I e i c o ,  university of, kkalth Sciences Albuquerque 

GraupSo4001 of Micine, Colleges of 
Pfiarmacy and harsing 

GO217 
G2129 
G1064XB 

G2116XM 
GO341 
G2277XM 
GO381 
Go437m 
GO034 

GO063 
GO245 
Go109xB 
G2912xB 

G2904 

GO621 

~ 2 8 8 7 ~ ~  

~ 2 8 8 7 ~ ~  

Albany W c a l  College of W o n  university 
Arrerican Ekalth Foundation 
Assxi.=+& C?niv€?rsi+~es, L ?  , L.?c1Qdirlq 
Brookhaven National Laboratory 

Barnard College 
Beth Israel ?&!did center 
Child Wlfare League of America ,  Inc 
Children's Hospital of Buffalo 
Columbia Vniv, Except Wlth Sciences Division 
Colmbia Univ Health Sciences Division, 

Including College of Physicians and Surgeons, 
Schools of Public Health and Nursing, 
Faculty of Mediche, and Oral and 
Dental surgery 

Cornell Univ, Except mica1 College 
Cornell University Medical College 
Eastman Dental m e  
Genesee Hospital 
HedLth Research, Inc, Albany Division 
Health Research, Inc, E b s ~ ~ 1 1  Park Division 
Helen Hayes Hospital 
Hospital for Joint D i s e a s e s  and Medical 
Center, Including the Research Institute 
for Skeletcmuscular D i s e a s e s  

mTRIaCN CODE 
XM - No & d i d  or IND Studies 
XB - No Behavioral Studies 
XO - other Restriction (Ca l l  301-496-7005) * - Revised General ~ssurance i n  Negotiation W i t h  OPRR 

-Y 
New York 
Upton 

New York 
New York 
New York 
Buffalo 
New York 
New York 

IthaCa 
New York 
Rochester 
e s t e r  
W Y  
Buffalo 
F k s t  €?averstraw 
New York 

- 12 - 
1 0 3 3 0 1 3  



I GO047 
G2 92 0 
G1005XO 
GO369 

G2375 
Go397 
GO086 
G0383XB 
GO059 
GO139 
G2518XB 

GO173xM 
GO526XB 

G1370XB 
GO765XM 
GO765XM 
GO765XM 
GO765XM 
Go765XM 
G0765XM 

G0765XM 

G0765XM 
GO765XM 

GO765XM 

GO765XM 
GO765XM 
GO765XM 

GO765XM 
G0765XM 

GO765XM 

tiospital for special Surgery  
ICD M i l i t a t i o n  and R ~ S W I X ~ I  center 
Jewish M of Guardians 
Kingsbrook Jewish ledid Center and 

Maimonides M i d  Center 
Mary Inngene msett Hospital 
lvlsnorial Hosp for Cancer and Allied D i s e a s e s  
Montefiore Hospital and W c a l  Center 
rbmt Sinai school of Medicine of CUNY 

Wadawkook lledical Educatian and 
ResearchFoundation, Inc 

New school for Social Research 
New Y o r k  B l d  Center of the Camnnu, 'ty Blood 
Council of Greater New Y o r k ,  Inc 

New Y o r k  C i t y  Department of Health 
New Y o r k ,  C i t y  Univ of 
New Y o r k ,  C i t y  rsniv of, Baruch College 
NaJ Y o r k ,  City Univ of, Bronx OlTty Coll- 
New Y o r k ,  C i t y  Tlniv of, Brooklyn C o l l e p  
New Y o r k ,  C i t y  Univ of, City College 
New Y o r k ,  C i t y  Univ of , Graduate Schc~l 

New Y o r k ,  City Univ of, Herbert H. 

New Y o r k ,  C i t y  Univ of, €hmter C d l -  
New Y o r k ,  C i t y  Univ of, John Jay College 

New Y o r k ,  C i t y  Univ of, Kingsborough 

New Y o r k ,  C i t y  W v  of, I Jhnha t t an  Cmty College 
New Y o r k ,  C i t y  Univ of, a g a r  Evexs College 
New Y o r k ,  City Univ of, New York C i t y  

New Y o r k ,  C i t y  Udv of, Queens College 
New Y o r k ,  C i t y  Univ of, Queensbmgh 

New Y o r k ,  City Univ of, Research Foundatian 

Isaac Albert 'Research Institute 
I A ~  Island JeWish-Hillside Medical Center 

Nassau county Illedical center, lilcluding 

and l h i v e r s i t y  C e n t e r  

LrShEin college 

of Cr im ina l  Justice 

Cumnanity College 

cmnmity college 

cQrrmn?ity College 

XB -- 
xo - * -- 

I O 3 3 0  I 

No Behavioral Studies 
other Restriction (Call 301-496-7005) 
Revised General ~~surance i n  motiation W i t h  OPRR 
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P 

New Y o r k  
New Y o r k  
New Y o r k  
Brooklyn 

~ e w  Hyae Park 
Brooklyn 
coapers- 
New Y o r k  
New Y o r k  
New Y o r k  
East &adm 

New Y o r k  
New Y o r k  

New Y o r k  
New Y o r k  
?&w Ycrk 
Bronx 
Brooklyn 
New Y o r k  
New Y o r k  

Bronx 

New Y o r k  
New Y o r k  

Bsooklyn 

Brooklyn 
Brmlayn 

Flushing 
New Y o r k  

New Y o r k  

New Y o r k  



GEaEmL 
ASSURANCE 
NUMBER INSTITUTION CITY 

G0765XM 

GO765Xt4 
G2887xB 
GO208 

G0374XM 
GO508 
GO163 
GO596 
GO474 
G0506XM 
GO259XM 
GO386XM 
Go457 

GO220 

GO305 
GO127 
GO390XO 
Go405 
GO788 
G2887XB 
G2247 

G2375 
GlOOl 
GO624 

New York, City UrLv of, Staten Lsland 

New York, City Univ of, York Collqe 
New York Dept of Health and Regional Offices 
New York MEdical College-Flower and Fif th  

Avenue Hospitals, N&roplitan Eospital, 
and Bird S. Coler P k r m r M  Hospital 

New York, State Vniv of, a t  Albany 
New York, State Univ of, a t  Bingham-bn 
New York, State Univ of, a t  Buffalo 
NaJ York, State Univ of, a t  Stony Brook 
New York, State Univ of, College at Brockport 
New York, State Univ of, College a t  Buffalo 
New York, State Univ of, College a t  Cortland 
New York, State Univ of, College at Oswego 
New York, State Univ of, College of Arts 

New York, State Univ of, College of 

New York, State Univ of, Downstate Medical Ctr 
!gew York, Sta te  Univ of, Upstate H d i c a l  C t r  
New York Univ, Exclusive of the Pkdical C t r  
New York University M i d  Center 
North Shore Hospital 
Oxford Hrme for V e t e r a n s  and Their -den- 
Public Health %search Institute of the 

cxleens Hospital. Center 
iZensselaer Polytechnic Institute 
Research Foundation for MM Hygiene, InC 

(NYS Dept of lata1 Hygiene) Including 
New York State Psychiatric Institute 
mng Island Research Institute 
NYS Institute for &sic @search in 

Research Institute on XLcoholisn 
Rockland ~esearch Institute 
Pmcy Psychiatric C t r ,  Research Division 
creedmmr Inst for Psychobiologic Studies 

Camunity College 

and Science a t  Gene- 

G-' A v l r o m ' - a l  -- Scierxe a d  Fcrestxj 

City of New York, Inc 

rm-1 ~etardatian 

RESTRICTION CODE 
XM - No Medical  or IND Studies 
XB -- No Behavioral Studies 
XO - O t h e r  Restriction (Call 301-496-7005) * -- Revised General Assurance in Negotiation With OPRR 
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Staten Island 

,%mica 
-Y 
New York 

W Y  
Binghamton 
Buffalo 
Stony Brook 
Brockport  
Buffalo 
Cortland 
0-0 
Geneseo 

Syracuse 

Brocjklyn - 
Syracuse 
New York 
New York 
Manhasset 
Oxford 
New York 

Jamaica 

-Y 

New York 
Central I s l ip  
staten Island 

Buffalo 
o=vb l=3  
mcy 
Quee.ns Village 4 

1 0 3 3 0 1 5  



G!mEmTd 
ASSURANCE 

NUMBER INsTITwrIoN CITY 

GO172 
GO230 
G2 03 6 
GO4 91 
G2904 
G0536XB 
Go07 6 
G2972XB 
GO376 
GO280XM 
Go373m 
G2438XB 
G2045 
Goo02 

C4191 
G2242 
GO285 
GO177 
Go242 
G1087 
GO078 

GO485 
G0683XM 

G2843XB 
G1167 
GO088 
GO249 
GO667XM 
Go337 

Wester, university of 
Rodkef eller university 
l3cdd.d County H e a l t h  b Socidl Svcs Canplex 
Rcosevelt Hospital 
E l o m e l l  Park IMarial Inst i tute  
Sloan-Kettering Inst i tute  for Cancer Research 
S t  Luke's Hosp i t a l  center 
St Mary's H o s p i t a l  
St Vincent's %sp and Medical C t r  of New York 
Syracuse University 
Teachers College, Colunbia university 
W e a u  Institute 
V e t e r a n s  Administration Hospital-Northprt 
Yeshiva Univ, Albert E i n s t e i n  Collqe of Med 

NORTH 

~ I E  'U~i7.7csity ?!,did Center 
North Carolina A & T State University 
North Carolina State university at  Raleigh 

a t  Chapel Hill Carolina, univ of, 
Wake Forest W v ,  EBwnan 
W a k e  Forest E v ,  Ekcept 
Western Carolina mter 

 ray 531 of Medicine 
schcol of Medicine 

OHIO - 
Akron, University of 
Battelle COI& Laboratories o f  the 

Bttelle &rnorial Inst i tute  
cancer center, Inc 
Case western *serve University 
chi ldren 's  Fnspital lkdical C e n t e r  
Children's Hospital Research Foundation, Inc 
Cincinnati, univ of, Except Mica1 Centex 
C i n c i n n a t i ,  Univ of, Mica1 Center, Including 
Colleges of r4zdicine, Nursinq, and Health 
and Pharmacy 

Rochester 
New York 
EtnY3I-m 
New York 
Buffalo 
New York 
New York 
Rochester 
%w York 
Syracuse 
New York 
saranac Lake 
N o r t h P r t  
BronX 

Durham 
Greensboro 
Raleigh 

Winston-Salem 
Winston-Salem 
Wrganton 

chap1 Hill 

Akron 
colcaobus 

Cleveland 
Cleveland 
Cincinnati 
C0lUKlbU.S 
Cincinnati 
Cincinnati 

REsTRICTICN CODE 
XM - No Wcal or IN3 Studies 
XB - No Behavioral S t u d i e s  
XO - Other Restriction (Call 301-496-7005) * -- Revised General Assurance in Negotiation With OPRR 
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ASSURANCE 
INSTITUTION CITY 

*GO502 
GO171 
GO160 
G1936XB 

GO542 
Gl724XB 
GO269XB 
Go121 
GO121 
GO66wB 

GO350XB 
G2907XM 

*GO327 
*G2 4 02x0 
*GO241 

*GO214 
GO043XB 

*G2 39 9x0 
*GO 5 0 5x0 

G011lXM 
GO288XM 
G2931 

Cleveland C l i n i c  Fdn & Educational Fdn 
Cleveland Psychiatric Institute 
Fels Research Institute 
Jewish Hospital of Cincinnati, Including 

the School of w s i n g ,  Children's 
Psychiatric Center, and May Institute for 
Medical Research 

Kent State University 
& d i d  College of O h i o  a t  Toledo 
Wunt Sinai Hospital of Cleveland 
O h i o  Agricultural Research t W e l o p e n t  C t r  
Ohio State University and Research Foundation 
St Luke' s Hospital Association 

(United Methcdist church) 
University Hospitals of Cleveland 
Youngstown State University 

Oklahcrrra Ydical Research Foundation 
Oklahcnna, university of 
Oklahcgna, University of, Health Sciences C t r  

OREGON 

Kaiser Foundation Research InstitUte 
Medical  Research Foundation of Oregon and 

Oregon Regional Primate Research Center 
m-st Regional Eiucatianal Laboratory 
Oregon Research Tnstitute 
Oregon State University 
Oregon, University of, Graduate School 
Oregon, University of, Health Sciences Center, 

Including Schools of M i c i n e ,  Dentistq, 
and Nursing 

~ T F t I C T I o N  CODE 
XM -- No Medical or IND Studies 
XB -- No Behavioral Studies 
XO -- O t h e r  Restriction (Call 301-496-7005) * - Revised General Assurance in Negotiation W i t h  OPRR 
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Cleveland 
Cleveland 
Yellow Springs 
C i n c i n n a t i  

Kent 
Toledo 
Cleveland 
wster 
Columbus 
Cleveland 

Cleveland 
Youngstown 

Oklahama City 
Norman 
Oklahcana City 

Portland 
Portland . 
PortlaZld 
Eugene 
CorJallis 
Eugene 
Portland 



Go125 
Go952xF3 
GO784XM 
GO338 
GO436XM 
G1218 
GO129 

Go360xB 
G1556 
GO475 
GO936 

GO045 

Go27 3xB 
GO189xB 
G2121xM 
GO057xB 
GO338 
Go333 
Go222 
Go573 
G1668 

Go012 
G1531 
GO044 
GO324 
Go344 
Go881 
GI532 
G2929 
GO418 
G2200 
GO465 

~lbert E i n s t e i n  W c a l  Center,  Northern Div 
Allegheny General Hospital 
mican Institutes for Research 
Arthur P. ~oyes Research Foundation 
Bucknell University 
Carnegie+kllon university 
children's Hospital of Philadelphia 

Children' s Hospital of Pittsburgh 
Franklin Institute 
Hahnemann f i k d i c a l  College and Hospital 
3. K. cooper ~nstitute for &&-Facial 

Institute for Cancer Research (Fox Chase 

Lankenau Hospital 
Magee-F;kpnens Hospital 
Phrymcd College 
Wntefiore Hospital 
Norristuwn State Hospital 
Pennsylvania H o s p i t a l  
Pennsylvania, Medical College of 

Pennsylvania State Univ, Milton S. Hershey 

Pennsylvania, University of 
Philadelphia Department of Public Eealth 
Philadelphia General Hospital 
Philadelphia Geriatric Center 
Philadelphia Psychiatric Center 
Philadelphia State Hospital 
Pittssxlrgh Child Guidance Center 
Pittsburgh, University Health Center of 
Pi-ttsburgh, University of 
Presbyterian-University Faspital 
Presbyterian-univ of Pennsylvania M c a l  Ctr 

(Joseph Stokes, Jr., Research Lnst of) 

Anmalies and ccmrnxlicative D i s o r d e r s  
(mcaster Cleft Palate C l i n i c )  

Cancer center and m i c a n  Oncologic Hosp) 

Pennsylvania state univ t cavwm-th camps 

edical CentEr 

RZ%!RICTI~ CODE 
XM - No Mica1 or IND studies 
XB - No Behavioral Studies 
XO - Other F&x&riction (Call 301-496-7005) * -- w i s e d  ~ e r a l  Assurance in Negotiation W i t h  OPRR 
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Philadelphia 
Pittsburgh 
Pittsbqgh 
Norristown 
I-lewisburg 
Pittsburgh 
Philadelphia 

Pittsburgh 
Philadelphia 
Philadelphia 
LanCaSter 

Philadelphia 

Philadelphia 
Pittsburgh 
Scranton 
Pittsburgh 
Norristcwn 
Philadelphia 
Philadelphia 
university Park 
Hershey 

PhiladelpGa 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Philadelphia 



G2264X4 
GO795 
G2880 
G2879 
GO049 
GO362XB 
GO054XB 

G1348XM 
GO256XB 

GI467 
*GO318 
G2212XB 

G2621 
Go533 
GO240 
*GO 62 9x0 

GO490XM 
GO393 
G1716XB 
G1716XB 
GO648 
GO170 

Research fox Better Schools, Inc 
St Joseph's Faspital  
Temle univ, Excluding the ~ l t h  Sciences ct r  
Temple Univirsity sciences center 
Thanas Jefferson Univ, All ccmponents 
Wills Eye €!!spital and Research Institute 
Wistar Institute 

Catholic University of pckerto Rim 
Puerto Rico, nit- of, ,&dical Sciences Ckmps 

IMODE ISLAND 

Br=n Universi* 
Rhcde Island Hospital 
Roger Williams meral Hospital 

Clemson University 

south Carolina, university of 

south Carolina Depa?Alnmt of lvlental Health 
Suuth Carolina, lledical university of 

TENNESSEE 

George Peabody College for Teachers 
Mharry mica1 College 
Oak Ridge Associated universities 
oak Ridge National Laboratory 
St Jude Children's Research H o s p i t a l  
Tennessee, Vniversity of, Center for the 

Health Sciences 

m C T I o N  CODE 
XM -- No Weal or DID Studies 
XB -- No Behavioral Studies 
XO - 0 t h ~ ~  Restriction (Call 301-496-7005) * - Revised - s a l  ~ ~ ~ a n c e  in Negotiation With OPm 

Philadelphia 
Lancaster 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelpbia 
Philadelphia 

Ponce 
San Juan 
Rio Pi&= 

Clanson 
Col-ia 
Charleston 
Columbia . 

Nashville 
Nashville 
oak Ridge 
Oak Ridge 
Pk5llplliS 
M€QphiS 

- 18 - 



PSSUFQXCE 
NUMBER INSTITVTION CITY 

GO124 
GO401 

GO307 
*G1843 
G0398XM 
*G2 34 4x0 

G1045 

G3027 
*GO590 
GO564 

"G112lXO 
GO123 
GO113 

G2615 

*G2760 

*G2255 

GO107 

*GO9 3 3x0 
*G2426 
*Go235 

Tennessee, university of - Knoxville 
V d e r b i l  t University 

'TEXAS 

Bylor College of Medicine 
Bexar County Eospital District 
Houston, University of 
Sauthwst Educational mloprwt corporation 

(AKA Southwest Educational mloprrent Lab) 
Texas A & M University and Research 
Foundation, College Station cimrpus Only 

Texas Departrent of Public Welfare 
Texas Institute for Rehabilitation and Research 
Texas Tech university Ccpnplex (Texas Tech 
Univ and Texas Tech Univ Sch  of Medicine) 

Texas, University of, at Arlington 
Texas, University of, at A u s t i n  
Texas,  University of, Cancer Center (and its 

M.D. Anderson Hospital and Tmar InstitUte) 
Texas, University of, H e a l t h  Science C e n t e r  
at Dallas 

Texas, University of, Health Science Center 
at Houston 

Texas, University of, Health Science Cente r  
at San Antonio, Including Medical school, 
Dental School, and Graduate school of 
Bicmdical Sciences 

Texas, Univ of, Medical Branch at Galveston 

Bigham Young University 
Deseret Fdn for Medical Education & Research 
U t a h ,  University of 

REmcTIoN CODE 
XM - No Iledical or IND Studies 
XB -- N o  Behavioral Studies 
XO - Other  Restriction (Call 301-496-7005) * 
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IQoxville 
Nashville 

Houston 
san Antonio 
Eiouston 
Austin 

College Station 

A u s t i n  
Houston 
Lubbock 

Arlington 
Austin 
Houston 

Dallas 

Houston 

san Antonio 

Galveston 

prwo 
Salt Lake C i t y  
Salt Lake C i t y  

I 0 3 3 0 2 0  



GO194 

G2335xB 

G2275XM 
GO239 

GO306 

*GO522 
G2627XB 
GO029xB 

*Go900 

G1717 

*Go105XO 
*GO299 

GO431 

GO315 
G289lXB 

Vennont, University of, and S t a t e  Burlington 

V e t e r a n s  Administration Ctr-White fiver Junction White River Jct 
Agricultural College 

VIFGINIA 

IIuman &sources Research Organization Alexandria 
Virginia Canmnwealth University ( A l l  Schools 

Virginia, University of Qlarlottesville 

Ricknnond 
and Divisions) 

w- 
children's W a p a i c  H o s p  ai A W d  c'-J 
Fred Hutchinson Cancer Research center 
Pzcific J%xthvest Research Foundation 
Virginia Mzson Resear& Including 

&son Clinic and Virginia Masm Hospital 
Washgtcm Department of Social and Health 

Services, A l l  Ckmpnents 
Washington State university 
Washington, U n i v e r s i t y  of 

-~ 

West Virginia university 

WISCONSIN 

Seattle 
Seattle 
Seattle 
Seattle 

Olympia 

pullman 
Seattle 

mrgantown 

Central Wisconsin Colony and Training School Madison 
ColWia Hospital Milwaukee 

RESTRICTION CODE 
XM - No Wcal or IND Studies 
xB - NO Eehavioral Studies 
XO - Other Restriction (Call 301-496-7005) * 
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GENERAL 
ASSURANCE 

NUMElm INSTIlWIlIrn CITY 

GO387 
GO763 
G3010XB 
GO503 
GO077 
GO319 
G2106XM 

fG1137 

Wquette W v a s i t y  Milwaukee 
Merpdota mtal Health Institute Maaison 

sauthenz Wisconsin Colony apd Trqining school 

Wisconsin, University of, Madison Campus 

Mount S i n a i  W i c a l  center of IUmJcee 

Wisconsin, Wical College of, Inc 
Wisconsin, University of, Parkside KenOSha 

Milwaukee 
Union Grove 
Milwaukee 
Madison 

EMIT- 

Flarld Health Organizatian Geneva 

XB - NO Behavioral Studies 
XO - Other Restriction ( C a l l  301-496-7005) * - Revised General ~~surance in Negotiation W i t h  OPRR 
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DEPARTMENT O F  HEALTH, EDUCATION, AND WELFARE 10 GRANT CONTRACT FELLOW 0 OTHER 

8.  TITLE O F  INSTITUTIONAL O F F I C I A L  

PROTECTION OF HUMAN SUBJECTS 
ASSU RANC E/C E RTI Fl CAT ION/DECLAR AT1 ON 

TELEPHONENUMBER 

0 NEW RENEWAL 0 CONTINUATION 
APPLICATION IDENTIFICATION NUMBER ( I f  known) 

! ;NATURE O F  INSTITUTIONAL O F F I C I A L  

O R I G I N A L  a FOLLOUUP 0 REVISION 

STATEMENT OF POLICY: Safeguarding the rights and welfare of subjects at  risk in activit ies supported under grants and con- 
tracts from DHEW is primarily the responsibility of the institution which receives or i s  accountable to DHEW for the funds 
awarded for the support of the activity.  In order to provide for the adequate discharge of this institutional responsiUlity, i t  is the 
policy of DHEW that no activity involving human subjects to be supported by DHEW grants or contracts shall be undertaken unless 
the Institutional Review Board has reviewed and approved such activity,  and the institution has submitted to DHEW a certifica- 
tion of such review and approval, !n accordance with the requirements of Public Law 93-348, as implemented by Part 46 of Tit le  
45 of the Code of Federal Regulations, as amended, (45 CFR 44 Administration of the DHEW policy and r e  ulation is the re- 
sponsibility o f  t h e  O f f i c e  f o r  P r o t e c t i o n  f rom Research  Risks,  N a t i o n a l  Institutes o f  Hea l th ,  l e t h e s d a ,  Md 20014. 

1. TITLE O F  PROPOSAL OR ACTIV ITY 

D A T E  

2. P R I N C I P A L  INVESTIGATOR/ACTIVITY DIRECTOR/FELLOW 

3. DECLARATION T H A T  HUMAN SUBJECTS E ITHER WOULD OR WOULD N O T  BE INVOLVED 

A. NO INDIVIDUALS WHO MIGHT BE CONSIDERED HUMAN SUBJECTS, INCLUDING THOSE FROM WHOM ORGANS, TISSUES. 
FLUIDS, OR OTHER MATERIALS WOULD B E  DERIVED, OR WHO COULD BE IDENTIF IED BY PERSONAL DATA, WOULD B E  
INVOLVED I N  THE PROPOSED ACTIVITY.  ( IF NO HUMAN SUBJECTS WOULD B E  INVOLVED, CHECK THIS BOX AND PRO- 
CEED TO ITEM 7. PROPOSALS DETERMINED B Y  T H E  AGENCY TO I N V O L V E  HUMAN SUBJECTS W I L L  B E  RETURNED.] 

cI 

0 B. HUMAN SUBJECTS WOULD B E  INVOLVED I N  T H E  PROPOSED ACTIV ITY AS EITHER: 0 NONE O F  T H E  FOLLOWING, OR 
INCLUDING: 0 MINORS, 0 FETUSES, 0 ABORTUSES, 0 PREGNANT WOMEN, 0 PRISONERS, 0 M E N T A L L Y  
RETARDED, 0 M E N T A L L Y  DISABLED. UNDER SECTION 6. COOPERATING INSTITUTIONS, ON REVERSE OF THIS FORM, 
GIVE NAME O F  INSTITUTION AND NAME AND ADDRESS O F  OFFICIAL(S)  AUTHORIZING ACCESS TO ANY SUBJECTS I N  
F A C I L I T I E S  NOT UNDER DIRECT CONTROL O F  T H E  A P P L I C A N T  OR OFFERING INSTITUTION. 

' )  DECLARATION O F  ASSURANCE STATUS/CERTIFICATlON OF REVIEW 

=A. THIS INSTITUTION HAS NOT PREVIOUSLY F I L E D  AN ASSURANCE AND ASSURANCE 1MPLEMENTlNG PROCEDURES FOR T H E  
PROTECTION OF HUMAN SUBJECTS WITH THE OHEW T H A T  APPLIES TO THIS APPLICATION O R  ACTIVITY.  ASSURANCE IS 
HEREBY GIVEN T H A T  THIS INSTITUTION W I L L  COMPLY WITH REQUIREMENTS O F  DHEW Regulation 45 CFR 46, THAT I T  HAS 
ESTABLISHED AN INSTITUTIONAL REVIEW BOARD FOR T H E  PROTECTION O F  HUMAN SUBJECTS AND, WHEN REQUESTED, 
W I L L  SUBMIT T O  DHEW DOCUMENTATION AND CERTIF ICATION O F  SUCH REVIEWS AND PROCEDURES AS MAY BE RE- 
QUIRED FOR IMPLEMENTATION O F  THIS ASSURANCE FOR T H E  PROPOSED PROJECT OR ACTIVITY.  

0 8. THIS INSTITUTION HAS AN APPROVED GENERAL ASSURANCE fDHEW ASSURANCE NUMBER -)OR AN ACTIVE 
SPECIAL ASSURANCE FOR THIS ONGOING ACTIVITY, ON FILE WITH DHEW. THE SIGNER CERTIFIES THAT ALL-ACTIVITIES 
IN THIS APPLICATION PROPOSING T O  INVOLVE HUMAN SUBJECTS HAVE BEEN REVIEWED AND APPRO'JED BY THIS 
INSTITUTION'S INSTITUTIONAL REVIEW BOARD I N  A CONVENED MEETING ON THE DATE O F  
WITH THE REQUIREMENTS OF T H E  Code of Federal Regulations on Protection of H m a n  Subjects (45 CFR 46) .  THIS CERTIFICA- 
TION INCLUDES, WHEN APPLICABLE,  REQUIREMENTS FOR CERTIFYING FDA STATUS FOR EACH INVESTIGATIONAL NEW 
DRUG TO B E  USED (SEE REVERSE SIDE OF THIS FORMI. 

IN ACCORDANCE 

T H E  INSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND T H E  INSTITUTIONAL OFFIC IAL  SIGNING BELOW CONCURS 
THAT:  

EITHER 0 HUMAN SUBJECTS WILL NOT BE A T  RISK; OR' HUMAN SUBJECTS WILL BE A T  RISK. 

5. AND 6. SEE REVERSE SIDE 

7. NAME AND ADDRESS OF INSTITUTION 

I 
HEW-596 ( R e v .  4 - 7 5 )  

ENCLOSE THIS FORM WITH THE PROPOSAL O R  RETURN IT TO REQUESTlNG AGENCY. 

.e 5 i; 1-1  

3 0 2 3  



5. INVESTIGATIONAL N E W  DRUGS - A D D I T I O N A L  C E R T I F I C A T I O N  REQUfREMENT 
SECTION 46.17 OF TITLE 45 OF THE Code of Federal Repulatkn~s statea, *'Where en organization i s  required to prepare or to submit a 
certification . . . and the proposal involves an investigational new drug within the meening of The Food. Drug, and Cosmetic Act, the drug 
shall be identified in the certification together with a statement that the 3O-day delay required by 21 CFR 130.3(~)(2) has elapsed end the . 
Food and D N g  Administration has not. prior to expiration of such 3 0 4 y  interval, requested that Ihe sponsor continue to withhold or to 
restrict use of the drug in human subjects; or that the Food and DNg Adminiatration has waived the 3 M a y  delay requirement; provided, 
however, thst in those cases in which the 30-day delay interval has neither expired nor been waived. a statement shall be forwarded to 
DHEW upon auch expiration or upon receipt of a waiver. No certification shall be considered acceptable until auch statement hes been 
received." 

INVESTIGATIONAL NEW D R U G  C E R T I F I C A T I O N  
TO C E R T I F Y  COMPLIANCE WITH FDA REQUIREMENTS FOR PROPOSED USE O F  INVESTIGATIONAL NEW DRUGS I N  ADDITION TO 
CERTIF ICATION O F  INSTITUTIONAL REVIEW BOARD APPROVAL,  THE FOLLOWING REPORT FORMAT SHOULD B E  USED FOR 
EACH IND: ( A T T A C H  ADDIT IONAL IND CERTIFICATIONS A S  NECESSARYI. 

- I N D  FORMS FILED: F D A  1571, FDA 1572. 0 FDA 1573 

- NAME O F  IND AND SPONSOR 

- D A T E  O F  30-DAY EXPIRATION OR FDA WAIVER 

( F U T U R E  D A T E  REQUIRES FOLLOWUP REPORT T O  AGENCY) 

- FDA RESTRICTION 

- SIGNATURE OF INVESTIGATOR D A T E  

6. C O O P E R A T I N G  INSTITUTIONS - ADDITIONAL R E P O R T I N G  REQUIREMENT 

SECTION 46.16 O F  T I T L E  45 O F  T H E  Code of Federal Regulations IMPOSES SPECIAL  REQUIREMENTS ON T H E  CONDUCTOFSTUDIES 
OR ACTIV IT IES I N  WHICH THE GRANTEE OR PRIME CONTRACTOR OBTAINS ACCESS TO A L L  OR SOME O F  T H E  SUBJECTS 
THROUGH COOPERATING INSTITUTIONS N O T  UNDER ITS CONTROL. IN ORDER T H A T  THE DHEW B E  F U L L Y  INFORMED, T H E  
FOLLOWING REPORT IS REQUESTED WHEN APPLICABLE.  

USE FOLLOWING REPORT FORMAT FOR EACH INSTITUTION OTHER THAN GRANTEE O R  CONTRACTING INSTITUTION WITH 
RESPONSIBILITY FOR HUMAN SUBJECTS PARTICIPATING I N  THIS ACTIV ITY:  (ATTACH ADDITIONAL REPORT SHEETS A s  
NECESSARY). f ' 

\ 
I N S T I T U T I O N A L  AUTHORIZATION F O R  A C C E S S  T O  S U B J E C T S  

- SUBJECTS: STATUS (WARDS, RESIDENTS, EMPLOYEES, PATIENTS, ETC.) 

NUMBER AGE RANGE f 
't NAME O F  O F F I C I A L  (PLEASE PRINT) * 

TITLE TELEPHONE 

NAME AND ADDRESS O F  
COOPERATING INSTITUTION 

- O F F I C I A L  SIGNATURE 

NOTES: (e.&?.. report of modification in proposal a8 submitted to agency affecting human subjects involvement) 
' 

t 
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Oak Ridge Post Office Box li7 ., 

Associated Oak Ridge, Tennessee 37830 

Universities Telephone 615 183-23-111 

April 7, 1977 

Dr. Roy Kinard 
Office for Protection from 

Office of the Director 
Department of Health, Education, 

National Institutes of Health 
Bethesda, Maryland 20014 

Research Risks 

and Welfare 

Medical and 
Heaith Sciences 
Division 

Dear Dr. Kinard: 

As a follow-up of your correspondence and conversations w i t h  
Dr. Lushbaugh concerning our general assurrance (No. G1716), I am 
writing to inform you that a psychologist has joined our Committee 
on Human Stydies. 
of Psychology at The University of Tennessee, Knoxville, and I am 
sending y0u.a copy of his letter accepting a position on the Committee. 
We also ha& on the Committee a psychiatrist, Dr. Joan B. Woods, of 
Murfreesboro, Tennessee. 

Dr. William Calhoun is Chairman of the Department 

We believe that this addition to the Committee brings us com- 
pletely in line with the regulations of 1975 and the suggestions 
that have been made and that we are, therefore, in complete com- 
pliance. 
appreciate having you inform us about it. 

If there is anything further that is required, we would 

Thank you for your assistance in this matter. 

Sincerely, 

Gould A. Andrews, M.D. 

GAA: dgb 

Enclosure 

1 0 3 3 0 2 5  
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PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20014 General Assurance G1716 

A p r i l  12, 1977 

a u l d  A. Andrews, M.D. 
Mdical and Health Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 117 
Oak Ridge, Tennessee 37830 

Thanks for your letter of April 7 reporting a p p o i n m t  of 

Dr .  Calhoun to your hurran subjects review board. "his change is 

acceptable as a revision t o  your general assurance a 7 1 6  and the 

behavioral sciences restriction (XB) is m v e d .  

Sincerely yours, , 

Roy Kinard,' D.V.M. 
Office for Protection 
from Research Risks 
Office of the D i r e c t o r  

Enclosure 
Suggested Ebnnat for Submitting IRB &mkr mster 

cc: 
Clarence C. Lushbaugh, M.D. 

b k d i c z l  and Health Sciences Division 
Oak Ridge Associated Universities 

Acting c h a i m  

Heman Postma, Ph.D. 
D i r e c t o r  
Oak Ridge National Laboratory 
Building 4500N 
P. 0. Box x 
O a k  Ridge, Tennessee 37830 

I- 

* 
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LETTERHEAD OF INSTITUTION 

Institutional General Assuraace No. G 1 7 1 6  mte 

INSTITUI'IONAL l?EVIXd BOARD MDBEX FOSTER 

[Instructions: 
Board m i r s  and alternates lm DHEW JOPRR) . The report for each raker 
should be limited to the infomation indicated. 
vitae bibliographies or  detuiled infomation other than that indicated. 1 

Please use t h i s  format for reporting institutional %view 

Please do not send d m Z m  

Narre of Institutional Officer (other than chabprson)  to 
wficnn mrrespondence concerning Board affairs  should be 
addressed (name Qpatri t ten)  

Name (typewritbml: 
E m e d  depees:  
P o s i t t ~ n  OP Ccmpction: 
Board certification, licenses, etc. : 
ReZctiomhip t o  institiition: 
Representative capacity: 

.. . _ _  

OR - 
Designated Alternate 

(if m y )  

NOTES: The IRB must consist of not less than FIVE mzrkers identified ?S above. 

(b) Alternate r r m k r s  ( i f  any) should be similarly identified and keyed to  a 

(c) The "%presentative capacity" line should be used to indicate whether 
the individual serves the I W  as an investigator, a&nbistrator, practitioner, 
lawyer, e thicis t ,  or in other capacities such as camunity representative. 

particular rlxmber(s). 

(d) An IRB x m k r  may serve in more than one representative Capacity. 

(e) 

( f )  
drugs (INDs) must include a t  least two individuals licensed to ah in i s t e r  
drugs, and one person not so licensed. 
u t i l i z e  IRBs of equal or greater breadth. 

(g) 
group or entirely of members employed either futl or part-time by  the 
Cnstitution. 

(h) When updating an &sting c a m i t t e e ,  please submit a neu roster, 
listing the f.22 membership as it currently st&. 

The clair;an cf t.%e Ix3 m s t  be identtfied. 

IRBs reviewing act ivi t ies  involving the use of investigational new 

Review for other puripses s b u l d  

NO IRB may be carrqsosed entireZy of members f r o m  the sume professional 

t 0 3 3 0 2 1  



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NAT:aNAL 1NST:TUTES C F  HEALTH 
BETHESDA. MARYLAND 20014 

A U G U S T  1, 1977 

54TH CUMULATIVE LIST 

OF INSTITUTIONS WHICH HAVE ESTABLISHED 

G E N E R A L  ASSURANCES 

OF COMPLIANCE WITH DHEW REGULATIONS ON 

PROTECTION OF H U M A N  SUBJECTS 

1977 

1. INCOMING PROPOSALS - GRANTS O R  CONTRACTS 

a. 
does not invoZve human subjects (box on signature page of application or 
box 3A of HEW 596), as  defined i n  45 CFR 46, the application can be 
processed w i t h o u t  fur ther  regard t o  the question of inst i tut ional  
assurances. 

b. , If  .-the professional review .of, a proposal indicates t h a t  .the project 
does 'invotve human 'subjects (box on signature page of application or 
box 3B'of HEW 596), 'the next step i s  t o  determine whether the i n s t i t u t i o n  
has checked e i the r  box 4A or 48. 

- If  4A is checked, this means t h a t  the applicant i n s t i t u t i o n  

If the professional review of a proposal indicates tha t  the project 
. 

f 
\ 

. 
does not have an approved assurance on f i l e  b u t  will 
supply documentation and cer t i f ica t ion  of review when 
requested. T h i s  action is  in i t ia ted  by the OPRR,  OD, NIH; 
Westwood Bui  1 d i  ng , Room 903; Bethesda, Mary1 and 20014; 
upon receipt o f  a copy of the proposal from the operating 
agenq immediately fo l lowing  an i n i t i a l  review. 

- If 48 i s  checked, this means t h a t  the applicant inst i tut ion 
has an approved general assurance on f i l e .  The f i l l - i n  
spaces i n  this paragraph indicate the DHEW general 
assurance "G" number for the i n s t i t u t i o n  as presented 
i n  the "Cumulative L i s t i n g "  and the date when the proposal 
was cer t i f ied .  

L 

c 
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c. 
determine whether performance will involve human subjects a t  r isk.  If  
these will be involved ,  the RFP should include the "Notice t o  Offerors" 
required by 41 CFR 3-4.5504(a). 
response t o  the RFP should be handled as i n  1.b.  above. 

Draft requests for  proposals ( R F P s  or RiAs) shouid be reviewed t o  

Offerings and proposals submitted i n  

d. Operating agencies may define "submission date" t o  f i t  administrative 
requirements. 
be considered t o  be submitted as of the closing date of the RFP and 
s h o u l d  then be handled as i n  1.b. above. 

I t  i s  suggested tha t  sole source responses t o  RFPs should  

e. Competitive responses t o  RFPs  should be considered t o  be submitted 
as of the date of submission of the best and f inal  offer ,  a f t e r  
establishing the zone of consideration o r  source selection, and should  
then proceed as i n  1 . b .  above. 

2- SUBMISSION OF CERTIFICATIONS - Whenever possible, the review and approval 
by Insti tutional Review Boards should occur p r io r  t o  submission of the 
application or proposal and a cer t i f ica t ion  t o  t h a t  effect  should be 
included i n  o r  w i t h  the application o r  proposal i t s e l f ,  preferably on 
form HEW 596 (Rev. 4/75). Under no circurcstances will the review of an 
application by the Department of Health, Education, and Welfare be 
completed u n t i l  ce r t i f ica t ion  is received. The p o i n t  a t  which review 
will be deferred o r  terminated i s  l e f t  t o  the operating agency involved. 

Insti tutions hatring on fiZe-with DHEW an approved general assurance . 
must submit cer t i f ica t ion  w i t h i n  30 days of the receipt of a writ ten . 
request thereof; and i n  any.event within 60 ~LZZJS a f t e r  the deadline o r  
submission date for which the' application or proposal was submitted. 

Institutions not having on fiZe an approved general assurance will 
indicate the i r  s ta tus  by checking box 4A on form HEW 596 accompanying 
the proposal and when requested must submit  the  required U S S U M ~ ~ C ~ S  of 
cqZiance and certification of the  revim and approval of the application 
or proposal by i t s  Insti tutional Review Board w i t h i n  30 days o f  the 
receipt of a written request from the Office f o r  Protection from 
Research R i  s ks (OPRR)  . 

i- 

- 

3. RESTRICTION' CODES a r e  presented .'as a s'uffix t o  the general assurance 
"G" number. T h i s  chanqe conforms w i t h  the National Research Act, 
Public Law 93-348, T i t i e  11, 'which specif ical ly  applies t o  both biornedicat 
and behariora2 research and w i t h '  the derivative DHEW regulations. _ .  

1 0 3 3 0 2 4  
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A restriction usually indicates t h a t  additional expertise i n  the 
Institutional Review Board membership i s  necessary for  particular activi- 
t ies requiring certi f i ca t ion .  

An XM suffix indicates t h a t  the IRB has no or insufficient 
medical members. A proposed activity requiring medical 
expertise t o  assess risks, benefits, and the adequacy of 
safeguards cannot be certified under an XM restriction. 

An XB suffix indicates that the IRB has no or insufficient 
members expert i n  the behavioral sciences. A proposed 
activity requiring behavioral expertise for assessing risks, 
benefits, and the adequacy of safeguards cannot be certified 
under an XB restriction. 

.. 

An XO suffix indicates a restriction t h a t  uniquely 
applies t o  the institution under conditions of the general 
assurance agreement [call (301) 496-7005 for d e t a i  1 SI. 

When a proposal t o  be submitted t o  DHEW comes within the scope of an 
XM o r  XB restriction, either biomedical o r  behavioral, the IRB reviewing 
the proposal must include a d d i t i o n a l  v o t i n g  members whose qualifications 
offset the restriction. 
reported immediately t o  OPRR and a statement added under "Notes" on the 
HEW 596 form certifying IRB review and approval tha t  the addi t iona l  
professionally qualified members have been reported t o  OPRR. Proposals 
that come w i t h i n  the certification restrictions t h a t  are not preceded 
o r  accompanied by appropriate compensating reviewers w i  11 be deferred 
for rereview and recertification. 

4. QUESTIONS w i t h  regard t o  the status of Special or General Assurances-of 
Compl iance may be directed to:  

Their names and qualifications should  be 

- - - c  
1 

Mrs. Florence R.  Ober (301) 496-7005 

5 .  CONSULTATION for Special and General Assurances: 

R. C. Backus, Ph.D. 
Victor M. Held, Ph.D. 

J. R. Marches, Ph.D. 

(301) 496-7006 
(301 1 496-7005 
( 301 1 496-7QO6 
(301) 496-7005 

.Roy Kinard, D.V.M. 

. .  

. .  . .  . . .  
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B u l k  orders fo r  additional copies of HEW 596 should be addressed to :  

Chief 
Office Services Section 
Division of Research Grants 
National Ins t i tu tes  of Health 
Westwood B u i  1 d i n g ,  Room A-17 
Bethesda, Maryland 20014 

.. 

Single copies of HEW 596 can be obtained from OPRR or by duplicating the 
back pages of this l i s t ing .  

[ ; f  a:[&, 5 
D. T.  Chalkley, Ph.D.  
Director, Office for  Protection 
from Research Risks 
Office of the Director 
National Inst i tutes  of Health ( -  

-- 



GO198 
GO610 
GO055 

GO799xM 
GO026 
*a287 

*GO336 

GO784XM 
*GO26wO 
GO278 
*GO195 
*GO380 
*GO238 
*GO193XO 
*GO389 
Go155 
*GO282 
GO205XM 
*GO028 
GO234 
*a564 
GO135 
*Go287 
*Goo09 
*G2259XO 

I 

=EEE 
Arizona state university 
ArizoM, university of St Joseph's mital. and Medical en- 

?EEE 
~kansas ,  university of, Medical 

Tennpe 
n;lc- 
Phoenix 

Little 

Pal0 Alto 
SacrimrSnto 
Berkelt=Y 
Davis 
IrvFne 
ms mgeles 
Riverside 
~a Jolla 
san Francisco 
santa 
sana csuz 
Camrillo 
LOS Angeles 
ms Angeles 
ms Angeles 
sari Francisco 
Duarte 
San Francisco 
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GENERAL 
ASSURANCf3 

. -  

INsTITurIm CITY NumExt 

*a838 
*a838 
GO432 
*a400 
*a367 

*GO214 

GO226 
GO226 
GO359xB 

*GO213 

*G2564 

"GO367XO 
*GO145 
*GO710 
*G2400 
*G2400 
*GO082 
*a838 
*a400 

*GO067 

G1416 
*a096 
GO420 
GO420 
Gl472xM 

GolO8xB 
Go201 
*Go122 

Hunthgtcm Inst of rspplied M e d i d  Research 
Huntin- Merrrorial miM 
Institute for Weal Resear& 
Institute of W c a l  Sciences 
John Wesley Caunty Hospital Attending 

Staff Association 
Kaiser Foundation €&search Institute 

Inclufihg 1- Regional D i v i s i o n s  in 
Northern California, Southern califarnia, 
and 0reg-O.n 

LaM Linda university 
bma Linda university (U Sierra canpus) 
Ios Angeles County Harbor General Hosp i t a l ,  
Professional Staff Association of 

Ibs Angeles mty -spital-Wversity of 
Southern California Medical Center, 
professional Staff  Associaticm of 

Martin JAthex King, Jr. General Hosp i t a l  
and Its Staff Associatim Foundation 

Mental Research Institute 
munt Z i o n  Hospital. and Medical Center 
Pacific S t a t e  HospitdL 
Pacific, univ of, school of Dentistry 
Pacific, univ of, school of Weal Sciences 
Pal0 Alto Medical Research Fbmdation 
Pasadena H o s p i t a l  Association, Ltd 
Presbyterian Hospital of the Pacific 

Medicalcenter, Inc 
Rancho b s  m g o s  Hospital and Its 
Professional Staff Association 

Rand -ration 
Salk Institute 
San D i e g o  S t a t e  university 
San Diego State Wniversity Foundaticm 
Scientific Analysis mrpration (kcluding 

the Institute for Scientific Analysis and 
Perf-ce Sites i n  Berkeley, I m  Angeles, 
and San Diego) 

scripps clinic and Research Fbundatim 
Sonana State Hospital 
Southern California, University of 

RESTRICTICN CCDE 
XM-mNod  or W Studies 
XB - No Behaviaral studies 
XO - Other Restriction (Call 301-496-7005) * - Findl Acceptance of Revisions Pending 

Pasadena 
Pasadena 
San Jose 
San Francisco 
U s  Angeles 

Oakland 

rcpMLinda 
Riverside 
Torrance 

Ios Angeles 

Los Angeles 

Palo A l t o  
San Francisco 
Ekxmna 
San Francisco 
San Francisco 
Pal0 Alto 
PaSadena 
San Francisco 

Dawney . 
santa wmica 
San D i e g o  
San D i e g o  
San Diego 
San Francisco 

La Jolla 
Eldridge 
U s  Angeles 

- 2 -  
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*GO378 
Goo11 
Goo10 
a 6 2 0  
G1796 

*G1658 
*G1591xO 

G2823XB 
G1144 
Go455 

G0277XM 
GO267 

~ o 2 6 a m  

a068 

GO672xB 
GO039 
G1966 

G1533 
GO007 
GO003 
GO821 
G2895XB 

*GO243 

GO148 

GO013 
G2480XB 

stanford Research Institute 

Wright InstitUte 

Colorado R e g i d  Cancer Center, Inc 
Colorado state vniversity 
Colorado, university of 
Color&, university of, md center 1 
-, university of (Colorado seminary 

mticmal Jewish Hospital and Research 
N a t i d  As- center 

Cars t ia t  State  mparbrmt of Health 
Connecticut, university of 
Connectimt, university of, Health center 

Connecticut Valley Hospital 

saint Francis Wspital 
Waterbury Hospital Health center 

institute of Living 
John B. P ierce  Fdn of 'cut, Inc 

Y a l e  university 

PWXJO Park 
stanford 
san Francisco 
mng Beach 
Sepulveaa 
ms Angeles 
Berkeley 

Delaware C i t y  

- 3 -  
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GO784XM 
G1398XB 
Gl674XM 
GO365xM 
GO042 

G1249 
GO294 
GO228 
GO841 
G1989 

Gl036XM 
G3 045x0 

*GO180 

a905 

*Go119xo 
GO382 
Go840xB 
GO301 
GO301 
GO275 
G2321 
G1065 

American Insti tutes for Research 
American National Red Cross 
Bureau of Social Science Research, Inc 
Catholic University of -ita 
Children's Hospital of D. C. , Research 

Foundation of 
Gallaudet College 
George Washington University 
Georgetown U n i v e r s i t y  
Howard Universitv 

Florida State DeFartrrwt of &&th and 

Florida State University 
Florida, University of 

M i a m i ,  Universityof 
Miami., Universityof 
M t  S i n a i  Weal C a t e r  of Greater M i m i  
Papanicolaou Cancer Research Institute 
south Florida, University of 

Rehabilitative Services 

Miami Heart Institute 

Washington 
Washington 
W g t o n  
mshington 
Washington 

Washington 
Washington 
m g t o n  
Washington 
Washington 

Washington 
Washington 

Tallahassee 

Tallahassee 
Gainesville 
Miami Beach 
Coral Gables 
Miami 
Miami Be& 
Miami 
Fort Myers 
S t  Petersburg 
Sarasota 
Tampa 

*GO138 Bmq Univ Division of Basic Health Sciences A t l a n t a  REZRXTICN CODE 
X M  - No meal or IND Studies 
XB - No Behavioral Studies 
X O  - ouler Restrictim ( M i  301-496-7005) 
* - Final Acceptance of Revisions Pending 
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*GO622 mry Univ Graduate Sch of Arts and Sciences Atlanta *GO138 mry Univ Ne11 Hcdgsrl wxdruff school AtlXlta 

*Go595 
*GO138 
GO197 
GO15IxB 
GO248 

*G1467 

GO104 

*G1869 

GO395 
G o 3 3 m  
a 6 2 6  

Goll4 
GO430 
GO182 
GO430 
GO053 
G1561 
GO345 
GO291 

of Nursing 
Emry Univ schcol of Dentistry 
~zrrory univ school of Medicine 
Georgia Dept of Human Resources, A l l  Units 
Georgia, Medical College of 
Georgia, university of 
Grady -rial Hospital 

Atlanta 
A t l a n t a  
Atlanta 
Ausus+-a 
Athens 
Atlanta 

HAWUI 

Hawaii, university of (Including the ~ n t i r e  mno1uiu 
Sys- and the Research Corporation) 

IDAHO - 
muntain States W r  Ins t i tu te  mise 

American Dental Assn and ADA Health Fdn Chicago 
Anna 
Chicago 

Anna Mental Health and Developtlental center 
Chicago, University of (DiVisim of 

Biological Sciences and Pritzker S c b l  
of Medicbe, Division of Social Sciencesr 
Schcal of Social service Administratim, 
and Related Units) Children's -rial Hospital Chicago 

Evanstan Hospital Evanston 

Chicago 
Wtcen Institute for M e d i d  Research Chicago 

Chicago 
Chicago 

~awney Veterans Mdnistration Hospital -eY 

Health Sciences, lhiv of/Chicago W c a l  Sch 
Illinois State Psychiarric Institute Chicago 
Illinois, university of, a t  Chicago Circle 
Illinois, university of, M e d i d  center 

CaMpUs, Including Rxkford school of 
U c i n e ,  Peoria school of -cine, and 
Sch of Basic Medical Sciences, Urbana-Champiq 

__ ~ 

XB - NO Behavioral Studies 
x0 - other Restriction ( C a l l  301-496-7005) 
* - ~inal Acceptance of &visions Pending 
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INSTITUI'ION CITY 

Illinois, ~v of, a t  Urbana-QZampaign 
Lincoln Develo-a Center 
-la university Weal Center 
Michael Wse Hospital and Medical Center 
Munt Sinai Hospital Eiledical Center 

~0rthern Il l inois University 
Northwestern university 
Northwestern university 
fb,lsh-PresbytPrian-St Luke 's  e c a l  Center 
Southern Il l inois university 
Southern Il l inois university 
Southern Illinois uhiv school of Medicine 
western Illinois university 

of Chicago 

U r b a n a  
Lincoln 

Chicago 
Chicago 

DeKalb 
Chicago 
Evanston 
Chicago 
Carbonddle 
IMwardsville 
Springfield 
Y 2 m b  

GO102 
G1373XM 
G2369 
GO095 
G2763 

GO518XM 
*GO190 
*GO190 
GO175 
GO309 
G2606XM 
GO309 
G1970XM 

GO314XM 
G0945XM 
GO185 

GO185 
GO185 
GO185 

G1397 
GO883 
G1697XM 
G1246XB 
*G1176 
Gl.119 
GO131 

*G0343XO 
GO209 
*GO856XO 

INDIANA 

DePaw University 
Fort Wayre Stat& F ~ s p  and Training Center 
Indiana Univ and Indiana Univ Foundation 

Greencastle 
Et Kayne 
Blcmington 

Indianaplis 
Indianapolis 

Li&anapoliS .- 

Indiana university (Im School) 
Indiana Univ-Purdue Univ (Medical Facility) 
Indiana University Regional Caquses at 

Fort Wayne, Gary, Kokcmo, New m y ,  
R i w n d ,  and south Bend 

Indianapolis Center for Advanced Research 
Larue D. Carter Fkmrial Hospital 
Marion county Assn for Retarded Children, Inc 
Methodist Hospital of Indiana, Inc 
New Castle State Hospital 
Notre Dame, university of 
M u e  Univ and Purdue Research Foundation 

Indianapolis 
Indianapolis 
Indianapolis 
Indianapolis 
New Castle 
Notre Dam 
West Lafayette 

Iowa State Univ of Science and Technology 
Iowa, university of 
hkxdvmd State Hospital-Schml 

ATIy3S 
Iowa C i t y  
Wdward 

FESTFUCI!IoN CODE 
XM - No W c a l  or SND Studies 
XB - Behavioral Studies 
x0 - Other Restriction ( C a l l  301-496-7005) 
* - ~inal Acceptance of Revisions Pending 
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CITY 
ASSTJRANCE 
NUMBER INSTITUTION 

KANSAS 

GO038 ~ansas State university Manhattan 
*GO157XO ~ansas, university of Lawrence 

GO081 bknninger Foundation Tapeka 

GO229 Kansas, university of, W c a l  Center  Kansas City 
College of Health Sciences and Hospital 

GO223 
GO527 

GO023 

Go442x.E 
"GO262XO 
*G2428XO 
*G2485 
Go137XM 
GO018 
G2386 
GOO10 
Goo10 

KfiNmxY 

Kentuclq', Univ of, and the Research Fomddtion 
bxisville, University of, Except School of 
-cine, and I;ouisville, University of, 
Foundation, Inc 

I;ouisville, university of, Schcals of 
Medicine and Dentis- 

Uxinqton 
Lmisville 

I;ouisville 

Alton Ochsner W c a l  Foundation 
Iadsiana State Univ and A & M College System 
muisiana State Univ in Baton muge 
r;ouisiana State W v  Medical. center 
Pinecrest State School 
Tulane Medical Center 
~ u l a n e  university Bccept l4dical Center 
U s p H s  Hospital (National Leprosarium) 
USPHS I-bspital, New Orleans 

G3007 Eastern Y ?  Medical center 
GO513 Maine Medical center 

New Orleans 
Baton mug€? 
Baton Rouge 
New Orleans 
Pineville 
New Orleans 
New Orleans 
Carville 
New Orleans 

Bangor 
Portland 

FESTRICTICN CODE 
XM - No W c a l  or IND S t u d i e s  
XB - No Behavioral studies 
XO - Other Restrictim (Call 301-496-7005) * - Final Acceptance of Revisions Pending 
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GENERAL 
ASSURANCE 

NUMBER IETITUTION CITY 

GO402 
GOO10 

GO186 
GO640 
GO352 
GO274 

GO174 

GO326 
GO296 
GO400 
Goo10 

GO784XM 
GO286 
GO554 
GO554 
Go554 
~ 0 4 8 8  

GO783 
GO783 
GO322XM 
GO550 
GO550 
GO550 
G0132XM 
G2396xE 
GO406 
Go117xM 
GO098 
G2042 
GO410XB 

MAELAND 

Baltimore City Hospitals 
Division of Hospitals and C l i n i c s ,  
BMS, DHE;W (Includes 9 USPHS Hospitals 
and 26 Outpatient C l i n i c s )  

Friends Medical Science Research Center, Inc 
Institute for Behavioral &search, Inc 
Jobm Hopkins Vniv Faculty of F x t s  and Sciences 
Johns Hopkins L J V  Schwl of Hygiene and 

Johns Hopkins wliv School of Wdicine and 
Public Health 

Johns Hopkins €!!spital 
Y h r y l w d ,  Univ Of, a t  BalWre 
Maryland, Univ of, a t  College Park 
S ina i  Hospital of Baltimre, Inc 
USPHS Hospital, Baltimore 

Amrican Institutes for Research 
Beth Israel Hospital 
Boston C i t y  Hospital 
Boston Department of H d t h  and H o s p i t a l s  
Boston Division of Camanu 'ty Health Sexvices 
Boston H o s p i t a l  for m, a Division of the 

Affiliated Hospitals Center, Inc 
Boston Mtal Health Foundation, Inc 
Boston State Hospital 
Boston Univ, Charles River Campus 
Boston Univ w c a l  center 
Boston univ Schml of Graduate Dentistry 
Boston Univ school of Medicine 
Brandeis university 
Center for Blood Research, Inc 
children's Hospital Medical Cmter 
Clark University 
m v e r s  S t a t e  Hospital 
Eunice Kennedy Shriver 
Eye Research Institute 

Center 
of Retina Foundation 

FUSTKtCl!ICN CODE 
X M - N O M e d i c a l  or IND Studies 
XB - No Behavioral Studies 
XO - other Restriction (Call 301-496-7005) 
* -- F i n a l  Acceptance of Revisions Pending 

B a l t b r e  
West Hyattsville 

Baltimore 
S i lve r  Spring 
Baltimore 
Baltirore 

B a l t i m r e  

Baltimore 
College Park 
Baltimore 
Baltimre 

Carrbridge 
Boston 
Boston 
Boston 
Boston 
Boston 

Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Waltharn 
Boston 
Boston 
Worcester 
Hatho- 
Waltharn 
Boston 

- 8 -  
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CITY 
ASSUPAT%X 
N[IErpIER INSTITUTION 

GO41wB 
G2397 
G2238 
G2494xM 
G2398xB 
a573  
Go79m 
GO087XB 
Go44 9xB 
GO554 
G2304xo 
Go2122m 
GO167 
GO097 
GO597 
Go597 
GO147XM 
G2736 
Go554 
GO576 
GO494xB 
GO133 
GO297 
GO429XB 

G3018XB 
G2515XM 
Go404XB 

GO771 
GO35m 
Go554 
G2107 
G2379 

"Go266XO 
Go550 
Goo10 
G2042 
GO085 

Forsyth Dental Center 

Hamad Univ, Faculty of Arts and Sciences 
Harvard univ, Graduate school of Education 
Harvard univ, -1 of Public Health 
EEarvard Univ, Unimsity Health services 
Jos lh  D i a b e t e s  Foundation, Inc 
Lahey Clinic Fotlndatian, Inc 
Ltmuel Shattuck Hospital 
Tang Island Chronic D i s e a s e  Hospital 
Mass Develaprwtal D i s a b i l i t i e s  Council 
Massachusetts Eye and Ear Infixmaq 
Massacfiusetts General mspital  
Massachusetts Institute of Technology 
Massachusetts Menm Is&* Center 
Massachusetts Mental Health Research Corp 
Massachusetts, university of - Zmherst 
Massachusetts, university of, W c a l  school 
Mattapan Chronic D i s e a s e  Hospital 
A- Hospital 
New England Deaconess Hospital 
New England Medical center Hospital 
Northeastern university 
Peter Bent Brigham Hospital Division of the 
Affiliated Hospitals Center, Inc 

pondville Hospital 
Research Institute for Educational Problems 
R & e r t  B. Brigham H o s p i t a l ,  a D i v i s i o n  of the 
Affiliated Hospitals Center, Inc 

Sidney Far- Cancer InstitUte, Inc 
S t  Mgaret's Hospital for Wmm 
Trustees of Health & Hasps, C i t y  of Boston, Inc 
Tufts-New England Medical center 
Tufts university - Eoston 
Tufts University - W o r d  
university Hosp i t a l ,  Inc 
UspHs Hospital, Bostan 
W a l t e r  E. F e d  State school 
Wmes tes  Foundation for Eqerimental Biology 

Medical sch and sch of mtal W c i n e  

RESTRICTICN CODE 
XM - NO Weal or 3ND Studies 
XB - NO Behavioral Studies 
XO - other m i c t i m  ( C a l l  301-496-7005) * - ~inal Acceptance of Revisions Pending 

Boston 
Boston 
Cambridge 
cznnbridge 
Boston 
Cambridge 
Boston 
Boston 
J d c a  P la in  
~ o s t o n  Harbor 
Boston 
Boston 
Boston 
Cambridge 
B o S m  
Boston 
mherst 
mrcester 
Mattapan 
Bebmnt 
Boston 
Boston 
Boston 
BoStan 

Walpole (Norfolk) 
Cdxidge 
Boston 

Boston 
Boston 
Boston 
Boston 
Boston 
W o r d  
Boston 
BoStQn 
Belrollt 
shrewsbury 4 
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ASSURANCE 
NUMBER INSTITITTION CITY 

GO363 
GO363 
G0497XM 
GO357 
Go357 
Go101 
GO656XB 
GO615 
GO384 
GO295 
GO295 
GO295 
G1009XM 
GO008 
G2483XB 
GO354 
GO720 

GO065XB 
Go041 
GO065XE 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 

*GO56lXO 
GO366 
GO366 

Child Research Center of Michigan 
children*s Hospital of Michigan 
Detroit, University of 
Eke1 B. Ford Institute for Medical Research 
Henry Ford Hosp i t a l  
Lafayette Clinic 
Michigan Cancer Foundation 
Michigan Department of public Health 
Michigan State University 
Michigan, university of 
Michigan, lhziversity of 
Michigan, university of 
Oakland university 
Sinai Hospital of Detroit 
Veterans  Administration Hospital-Ann Arbr 
Wayne State  university 
Western Michigan University 

I3enrEpin county Medical center 
Mayo Foundation 
Minneapolis Medical Research Foundation, Inc 
Minnesota, University of 
Minnesota, university of 
Minnesota, Universityof 
Minnesota, University of 
Minnesota, university of 
Minnesota, University of, Tkclmical College 
Minnesota, university of, Technical College 

MISSISSIPPI 

Mississippi, university of 
Mississippi, University of, Medical center 
Veterans  Mministration center 

REsIliIcllIoN CODE 
XM - No W c a l  or IND Studies 
XB - No Eehavioral S t u d i e s  
XO - other Restriction (Call 301-496-7005) * - F i n a l  Acceptance of Revisions pending 

D e t r o i t  
Detroit 
Detroit 
D e t r o i t .  
Detroit 
D e t r o i t  
Detroit 
Iansing 
E a s t  Lansing 
Ann Arbr 
Dearborn 
Flint 
-ester 
Detroit 
Ann Arbr 
Detroit 
KalmMzoo 

Minneapolis 
ROCheSter 
Minneapolis 
A u s t i n  
DUlUth  
Minneaplis . 
Morris 
S t  Paul 
crookston 
Waseca 

university 
JackSon 
Jackson 

- 10 - 



QNEmL 
ASSURANCE 

NUMBER INSTITUIlION CITY 

G279m 
*GO298 
*GO298 
GO424 
*GO292XO 
*GO292 

*GO292 
*GO292XO 
*GO292XO 
*GO292 

"GO356 
*a056 
GO279XM 

G2351 

a120 
GO407 
GO407 

GO762XM 

GO427XM 
GO227 

m i c a n  Nurses' Association, Inc 
cancer Research center 
Ellis Fischel State Cancer Hospital 
Jewish Hospital of St Louis 
Missauri, university of, Ekeept Medical center 
Missouri, university of, Medical. Center, 
Lncluding Missouri Institute of Psychiatry 

Missouri, university of 
Missouri, university of 
Missouri, University of 
Missouri, university of, Regicnal Medical 

St Imis University 
Veterans  Administration Hospital-Kansas C i t y  
W a s h i n g - b n  University (Excluding Schcols of 

Kashington university school of Medicine 

programs, All -W=s 

Medicine and Dentistry) 

Creighton University 
Nebraska, Univ of, Including the Medical C t r  
Nebraska, Univ of, Including the state 

univ of Nebraska 

Kansas C i t y  
Columbia 
Columbia 
St Louis 
Columbia 
Colunkia 

Kansas City 
Rolla 
St I;ouis 

St Imis 
Kansas C i t y  
St u u i s  

St I;ouis 

QMha 
anaha 
Lincoln 

Nevada, University of, Reno campus Reno 

Dartnrwth College Faculty of Arts  & Sciences mover 
lxrtmuthMedical school Hanaver 

RESTRICTICN CCDE 
X M - N o  Wdical or IND Studies 
XB - No Behavioral Studies 
XO - Other Restriction (Call 301-496-7005) * - Final Accepbnce of Revisions Pending 

- 11 - 
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GENERAL 

CITY 
ASSURANCE 
NUMBER INSTITUI'ION 

GO98ycM 
GO492XB 
GO349 
GO349 
GO349 
GO837 
GO570XM 
GO349 
GO300 
GO 300 
GO300 

*GO472 
"GO353 

GO217 
G2129 
G1064XB 

G2116XM 
GO341 
Gl83U.M 
G2277XM 
GO381 
GO437xM 
GO034 

NEWJERSEY 

Educational Testing Service 
Institute for mdical Research 
New Jersey, College of N3dicine b Centistq of 
N e d  Jersey Dental Schcol 
NEW Jersey l&dical School 
N e w a r k  Beth Israel Medical Center 
Princeton University 

Rutgers, The State Univ of New Jersey 
FUtgers, The Sta t e  Univ of New Jersey 
Rntge's, The State Univ of NEW Jersey 

Rutgers Medical School 

~ e w  bkxico, university of 
W pllexico, University of, Esealth Sciences 

Group-School of bQdicine, Colleges of 
Phaxnacy and N u r s i n g  

Albany Medical College of Union university 
2meri.ca.n Health Foundation 
Associated Univers i t ies ,  Inc, Including 

Barnard  College 
Beth Israel W c a l  center 
Center for Policy Research, Inc 
Child Welfare League of Amrica, Inc 
Children's Hospital of Buffalo 
Colunbia Univ, Except H e a l t h  Sciences Division 
Columbia W v  H e a l t h  Sciences Division, 

Including Coiiege of Physicians and Surgeons, 
Schools of Public Health and Nursing, 
Faculty of Wcine,  and Oral and 
Dental surgery 

Brookhaven National Laboratory 

REsTRIcrIoN aIDE 
m-- No e c a l  or IND Studies 
XB - No Behavioral S t u d i e s  
XO -- 0th- Fkstriction (Call 301-496-7005) 
* - Final Acceptance of Revisions Pending 

Princeton 
Carrden 
Newark 
Jersey City 
Newark 
Newark 
Princeton 
Piscataway 
carrden 
New B d &  
Newark 

Albuquerque 
Albuquerque 

W Y  
N ~ J  York 
upton 

~ e w  York 
New York 
~ e w  York 
~ e w  York 
Buffalo 
~ e w  York 
~ e w  York 

- 12 - 

1 0 3 3 0 4 3  



GENERAL 

GO063 
I GO245 

GO109xB 
G291m 
G2887XB 
G2904 
G2887XB 
G2475XB 
GO621 

GO047 
G2920 
Gl005xio 
GO369 

G2375 
Go397 
GO086 
GO383XB 
GO059 
GO139 
G2518XB 

GO173XM 
Go526XB 
Gl370XB 
GO765XM 
GO765XM 
GO765XM 
GO765XM 
GO765XM 
GO765XM 

GO765XM 

GO765XM 
G0765XM 

cornell univ, Except W c a l  College 
Cornell University Medical Collw 
EaslRlan Dentdl center 
Genesee Hospital 
Health Research, Inc, Albany D i v i s i o n  
Health &search, Inc, Ezoswsll Park Division 
Helen Hayes Hospital 
Highlarr3 Hospital of mchester 
Hospital for Joint D i s e a s e s  and Mzdical 

for Skeletanuscular D i s e a s e s  
Hospital for Special Susgery 
ICD Rehabilitation and Research Center 

Kingsbrook Jewish W c a l  Center and 
Isaac Albert Research Institute 

Img Island J&sh-Killside P k d i c a l  Center 
lQiimnides Mdical CentEr  
Mary Imogene Bassett Hospital 
kkmrial H o s p  for Cancer and Allied Diseases 
Mtefiore Hospital and Medical Center 
mmt Sinai SchGQl of M€diCb& of CUNY 
Nassau county Wcal Center, Including 

Msadowkcok Weal Educatian and 
ResearchFaundation, Inc 

New school for Social Research 
New York Blood  Center, Inc 
New York C i t y  Department of Health 
New York, C i t y  Vniv of 
New York, C i t y  Univ of, Baruch College 
New York, C i t y  Univ of, Bronx ORQ College 
New York, C i t y  Univ of, Brooklyn College 
New York, C i t y  Univ of, C i t y  College 
New York, C i t y  Univ of, Graduate Schml 

New York, C i t y  Univ of,  Herbert H. 

New York, C i t y  Univ of, Hunter College 
New York, C i t y  Univ of, John Jay College 

cater, Including the -search Institute 

3&sh Board Of Guardians 

and University Center 

Idman Coilege 

of Justice 

R F S I ' R I C T I ~  CCDE 
X M - N o M e d i  cal or W Studies 
XB - No Behavioral Studies 
XO - Other &striction (Call 301-496-7005) 
* - Final Acceptance of Revisions Pending 

Ithaca 
New York 
F k d - E S t e r  
RDcheSter 

Buffalo 
west mverstraw 
-ester 
New York 

-Y 

New York 
New York 
New York 
Brcoklyn 

New Hyde Park 
Bscoklyn 
coopers- 
New York 
New York 
NEW Ycrk 
East Meadow 

New York 
New York 
New York 
New York 
New York 
Bronx 

New York 
New York 

Brooklyn 

New York 
New York 

4 
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GO765XM 

GO765XM 
GO765XM 
GO765XM 

GO765XM 
GO765XM 

GO765XM 
GO765XM 

GO765XM 

GO208 
~2887x8 

G0374XM 

GO163 
GO596 
GO474 
Go506XM 
G0259XM 
G0386XM 
Go457 

a508 

GO220 

GO305 
GO127 
GO390XO 
GO405 
GO788 

G2247 
~ 2 8 8 7 ~ ~  

G2375 
a001 

NEW York, C i t y  Univ of, Khgsbraugh 

W,v York, C i t y  Lhiv of, Mznk-ttan cmty Collqe 
New York, C i t y  Univ of, W g a r  Evers College 
New York, C i t y  Univ of, New Yak C i t y  

New York, C i t y  Univ  of, Queens College 
New York, C i t y  Univ of, Queensborough 

New York, C i t y  Univ of, Research Foundation 
New York, C i t y  Univ of, S t a t e n  Island 

New York, C i t y  Univ of, York College 
New York Dept of F ? t h  md Fegimd Offices 
New York Medical College-Flcwer and Fif th  

Avenue Hospitals, Wtropl i tan  Hospital, 
and B i r d  S .  Coler  Memoria l  H o s p i t a l  

New York, State  Univ of, at Albany 
New York, State  Univ of, a t  Singhamton 
New York, S e t =  t . i v  of, a t  Buffalo 
New York, State  ulliv of, a t  Stony Brook 
New York, State  Univ of, College zt B,-oc'Fprt 
New York, State  Univ of, College at Buffalo 
New York, State  Univ of, College at Cortland 
New York, State  Univ of, College at 
New York, State  Univ of , College of A r t s  

New York, State  Univ of, College of 

New York, State  Vniv of, Camstate Wdical C t r  
New York, State  Univ of, Upstate W c a l  C t r  
New York Univ, Exclusive of the W c a l  C t r  
New York University Medical Center 
North Shore Wsp i t a l  
&ford Fsme for Veterans  and Their Dependents 
Public Health Research Institute of the 

Queens H o s p i t a l  Center 
Rensselaer P O l y t e A m i c  Insti tute 

Carmunity College 

ccrrynunity College 

carmrunity College 

Cmmmity College 

and Science at Geneseo 

B~virornnental Science and Forestry 

C i t y  of New York, Inc 

New York 
Brooklyn 
Bsooklyn 

Flushing 
New York 

New York 
staten Island 

Jamaica 

New York 
-Y 

-Y 
Singhamton 
Buffalo 
Stony Brook 
B r C C r t  
Buffalo 
Cortland 
oS=go 
Geneseo 

Syracuse 

Brooklyn 
Syracuse 
N m  York 
New York 
Manhasset 
Cacford 
New York 

Jamaica 
Tray 

- -. 

FUZSTRICTIGN CCDE 
)IM - No W c a l  or IND S t u d i e s  
XB - No Behavioral Studies 
XO - Other Restriction ( C a l l  301-496-7005) 
* - Findl Acceptance of Revisions Pending 
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CITY 
Assmm 

NUMBER INSTITUTION 

GO624 

GO172 
GO230 
G2036 
GO491 
G2904 
Go536xB 
GO076 
G2972xB 
GO376 
GO280)M 
GO373xM 
G2438XB 
Goo10 
G2045 
Go002 

GO191 

G2242 
GO285 
GO177 
GO242 
a087 
GO078 

Research Foundation for &?ental Hygiene, Inc 
(Nys Dept of mtal Hygiene) Including 
New York State Psychiatric Institute 

Nys Institute for Basic Research i n  

=search ~ n s t i t u t e  on Alcoholism 
Eockland &search Institute 
Marcy Psychiatric Ctr, Research Division 
Creedmor Inst  for Psychobiologic Studies 

m g  Island Research Institute 

~ental. Retardation 

W s t e r ,  university of 
-feller university 
Rocklard County F d t h  & Social Svcs Ccmplex 
Rcasevelt Faspital. 
€bsviell Park &mrial Insti tute 
Sloan-Kettering Inst i tute  for Cancer Research 
St Luke's €!!spital Center 
St Mary's Hospital 
S t  Vincent's Hosp and Weal C t r  of New York 
Syracuse University 
Teachers College, Colunbia university 
Tnldeau Institute 
USPHS Hospital, S t a m  Island 
V e t e r a n s  Administrat ion Hospital-NOrthprt 
Y e s h i v a  univ, Albert E i n s t e i n  College of Pkd 

mKrHcAEaJINA 

Duke university Medical center and 
Duke university Exclusive of the 
Medical center 

North Carolina A t T State University 
North Carolina S t a t e  University a t  Raleigh 
North Carolina, univ of, a t  chapel Hill 
W a k e  Forest Univ, Emman Gray Sch of lkdicine 
FFake Forest Univ, Except school of W c i n e  
western Carolina center 

RESTRICTION CEDE 
XM - No Medical or m studies 
XB - NO Behavioral Studies 
XD - other Restriction ( C a l l  301-496-7005) 

New York 
central Islip 
staten Island 

Buffalo 
Orangeburg 
-cy 
weens Village 
R C C h e S t e r  
~ e w  York 
Pamna 
New York 
Buffalo 
~ e w  York 
New York 
Rochester 
New York 
Syracuse 
New York 
saranac Lake 
New York 
Northport 
Bronx 

Durham 

Greensbro 
Raleigh 
chapel H i l l  
Winston-Salem 
WinstOn-Salrn 
MDrganton 

- 15 - 
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GENERAL 

GO485 
GO683XM 

G2843XB 
a167 
GO088 
GO249 
GO667XM 
Go337 

Go502XB 

GO171 
GO160 
G1936XB 

GO542 
G1724 
Go269XB 
Go121 
GO121 
GO662XB 

GO350XB 
G2907xM 

OHIO - 
Akron, university of 
Battelle Columbus Laboratories of the 
Battelle Pkmrial Institute 

cancer center, Inc 
Case Westem Reserve university 
Children's Hospital Medical Center 
Childra's Hospital Research Foundation, Ir.c 
Cincinnati, Univ of, Except Weal Center 
Cincinnati, Univ of, w c a l  center, Including 
Colleges of Medicine, Nursing, and Health 
and Pharmacy 

Cleveland Clinic Educatid Foundation 
Cleveland Clinic Foundation and 

Cleveland Psychiatric Institute 
Fels Research Institute 
J&sh Hospital of Chchnati, Including 
the school of Nursing, children's 
Psychiatric Center, and May Institute for 
M e d i d  Research 

Kent State university 
l4zdica.l College of Ohio at Toledo 
bbunt Sinai Hospital of Cleveland 
Ohio Agricultural Research & -10-t Ctr 
Ohio State University and Research Foundation 
St Luke's Hospital Association 

Gnivssity Hospitals of Cleveland 
Youngstown State university 

( U n i t e d  *thcdist church) 

Akron 
Co1llIIbU.S 

Cleveld 
Cleveland 
Cincinnati 
COl* 
Cincinnati 
Cincinnati 

Cleveland 

Cleveland 
Yellaw Springs 
Cincinnati 

-_ Kent 
Toledo 
Cleveland 
FJooster 
Co1LRtlbU.S 
Cleveland 

Cleveland . 
Youngstown 

*GO327 
*G2402XO 
*GO241 

O k l a k g M  Medical Research Fowdatia 
Oklahcma, University of 
oklahcma, university of, Iieaith Sciences C t r  

O k l a h m a  City 
Norman 
Okl- City 

XB - NO Behavioral Studies 
XCI - Other Restricticn (Call 301-496-7005) * - Final Acceptance of Revisions Pending 
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GENERAL 

*GO214 
GO043XB 

*G2399xo 
GO505X4 
GOlllxM 
Go288XM 
G2931 

Kaiser Foundation Feseazch InstitUte 
Medid  Research F d - L i o n  of Oregon and 

Oregon Regional Prifiate Research Center 
No-st Regional Educational Laboratory 

Oregon Sta& University 
Oregon, University of, Graduate schcol 
Oregon, university of, Health Sciences Center 

Including Schools of Medicine, Dentistq, 

oregal Research Institute 

and Nursing 

GO125 
G0952XB 
GO784XM 
Go338 
GO436XM 
G1218 
GO129 

GO360XB 
G1556 
Go475 
Go936 

GO045 

GO273XB 
G0189XB 
G2121xM 
GO057XB 
GO338 
Go333 
GO222 
GO573 

Albert E i n s t e i n  Wcal Center, Northern Div 
Allegheny General H o s p i t a l  
m i c a n  Institutes for Research 
Arthur P. Noyes Research Foundation 
Bucknell University 
Camegie-Wllon University 
Children' s Hospital of Philadelphia 

Children's Wspital  of Pittsburgh 
Franklin Institute 

W c a l  College and Hospital 
H. K. coaper Institute for Oral-Facial 

Anamlies and Camruru 'cative D i s o r d e r s  
(master Cleft Palate  C l i n i c )  

Institute for Cancer Research (Fax Chase 
Cancer Center and Amrican Oncologic Hosp)  

Lankenau Hospital 
Magee-FJanens Hospital 

(=lese 
m t e f  iore Hospital 
Nomistam State mspital  
Pennsylvania Hospital 
Pennsylvania, meal College of 

(Joseph Stokes, Jr., Research Inst of) 

Pennsylvania state univ & CanmmEdth c a p s  

RESCRICTICN CODE 
XM - NO W c d l  or IND S t u d i e s  
XB - No Behavioral Studies 
XO - Other Restriction ( C a l l  301-496-7005) * - Final Acceptance of Revisions Pending 

Portland 
Portland 

portland 
Eugene 
corallis 
ww= 
Portland 

Philadelphia 
Pittsburgh 
Pittsburgh 
Nomistam 
Lewisburg 
Pittsburgh 
Philadelphia 

Pittsburgh 
Philadelphia 
Philadelphia 
Lancaster 

Philadelphia 

Philadelphia 
Pittsburgh 
Scranton 
Pittsburgh 
Norristuwn 
Philadelphia 
Philadelphia 
university Park 1 
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G E N E R A !  
ASSURANCE 

MlMBER 

Gl668 

Go012 
G1531 
GO044 
GO324 
Go344 
GO881 
G1532 
G2929 
GO418 
G2200 
GO465 
G2264XM 
GO795 
G2880 
G2879 
Go049 
GO362XB 
GO054Xa 

Gl348XM 
GO256XB 

INSTITUTION 

Pennsylvania State univ, Milton S. Hershey 

Pennsylvania, University of 
Philadelphia Departrrent of Public Health 
Philadelphia General H o s p i t a l  
Philadelphia Geriatric Center 
Philadelphia Psychiatric Center 
Philadelphia State H o s p i t a l  
Pit tsburgh Child Guidance Center 
Pittsburgh, Wniversity Health Center of 
Pittsburgh, University of 
Preslyterian-University Hospital 
Presbyterian-univ of Pennsylvania W c a l  Ctr 
Research for Better schcols, Inc 
S t  Joseph' s Hospital 
Temple Vniv, Ekcluding the Health Sciences Ctr 
Temple University Health Sciences Center 
Thcmas Jefferson Univ, A l l  Cmpnen t~  
W i l l s  Eye Hospital and Research Institute 
W i s t a r  Institute 

MEdical Center 

EmFm RICO 

Catholic university of pclerto Rim 
Pueztn Rico, vniv of, Medical Sciences Caqus 

RHODE ISLAND 

GO467 ~rown  University 

~ 2 2 1 2 ~ ~  Williams W a l  Hospital 
*GO318 Rhode Island H o s p i t a l  

CITY 

P h i l a d e l p h i a  
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Pit tsburgh 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Philadelphia 
Philadelphia 
Iancaster 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 

providence 
m i d a c e  
providence 

G2621 Clanson university Clemson 
Go533 south Carolina DqXrbmlt of Mental Health Columbia 
GO240 south ~arolina, Medical university of Charleston 
*GO629XO Wth ~arolina,  university of Co1lRnbi.a 

XB - NO Behavioral Studies 
XO - Other €?f?stri&on (Call 301-496-7005) * - ~inal ~cceptance of -isions P W g  

mnce 
SanJUan 
Rio Piedras 

1 0 3 3 0 W  - 18 - 



CITY 
ASSCTANCE 
NUMBER INSTITUTION 

Go49oxM 
GO393 
G1716 
G1716 
Go648 
GO170 

Go124 
GO401 

GO307 
*Gl843 
GO398XM 
*G2344XO 

G1045 

G3027 
*GO590 
GO564 

*G112lXO 
GO123 
GO113 

G2615 

*a760 

*G2255 

GO107 
Goo10 

I 

TENNESSEE 

George Peabody College for Teachers 
!&harry Heal College 
3ak Ridge Associated Universities 
3ak m g e  N a t i d  Labora'cory 
S t  Jude Children's Research H o s p i t a l  
Tennessee, University of , Center for the 

Tennessee, University of - Knoxville 
Vanderbilt University 

Health Sciences 

Baylor College of W c i n e  
Bexar Couniq Hospital D i s t r i c t  
Houston, University of 
Southest Educational Eweloprrent Corpration 

(AKA Southest B c a t i o n d  Ewelgrrytnt Lab) 
Texas A & M University and Research 
Foundation, College Station Campus only 

Texas Department of public Welfare 
Texas Institute for Fkhabilitation and Research 
Texas Tech University Canplex (Texas Tech 
univ and Texas Tech Univ Sch of Medicine) 

Texas, university of, at Arlington 
Texas, University of, at A - t h  
Texas, University of, Cancer Center (and its 

M.D. Anderson H o s p i t a l  and lbmr Institute) 
Texas, University of, Health Science Center 

a t  Dallas 
Texas, University of, Health Science Center 

a t  Houston 
Texas, University of, Health Science Center 

a t  San Antonio, Including Medical school, 

B i d 4  Sciences 
Texas, Univ of, Wcal Branch at Galveston 
USPHS Hospital, Galvestcrn 

mtal School, and Graduate school of 

XM - NO meal or IND Studies 
XB - NO &.haviadl studies 
.xO - other Restriction (Call 301-496-7005) * - ~inal ~cceptance of Revisions Pending 

Nashville 
Nashville 

Oak Ridge 
Oak Ridge - .  - 
Bkmphis - 
MS@QhiS 

macville 
Nashville 

Houston 
san Antonio 
Houston 
A u s t i n  

college S t a t i o n  

AUStin 
Houston 
Luhbodk 

Arlington 
AuStin  
Houston . 
Dallas 

Houston 

san Antonio 

Galveston 
Galveston 

4 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 10 GRANT c] CONTRACT 0 FELLOW OTHER 

8. T I T L E  OF INSTITUTIONAL O F F I C I A L  

c . * T u R E  OF i N S T i T u T i O N A L  O F F i c i A L  

NEW \A RENEWAL CONTINUATION 
APPLICATION IDENTIFICATION NUMBER (If h o w )  

PROfECTlON OF HUMAN SU3JECTS 
ASSU R ANCEKERTI FICA1 ION/DECLAR ATION 

I 

TELEPHONE NUMBER 

D A T E  

a ORIGINAL 0 FOLLWUP 0 REVISION I 
STATEMEHT OF POLICY: Safe&a&ing the rights and wel fare  of subjec ts  a t  risk in ac t iv i t ies  supported under grents and con- 
t m c t s  Iran DHEW is primarily the responsibil ify of the insti tution which rece ives  or is accountable to DHEW for the funds 
awarded for the support of the ac t iv i ty .  In order to provide for the adequate discharge of this institutional responsibil i ty,  i t  i s  the 
pol icy  of DHEW that no ac t iv i ty  involving human sub jec t s  to be supported by DHEW grants or contracts shall be  undertaken un les s  
the Institutional R e v i e w  Board has  reviewed and approved such ac t iv i ty ,  and the institution h a s  subni t led  to DHEB' a cer i i f ica-  
tim of such r e n e w  and approval, in accordance with the requirements o f  Publ ic  L a w  93-348, a s  implemented by Part 46 of Ti t l e  
45 of the Code of Federal Redu la t ims ,  a s  m e n d e d , ( 4 5  C F R  46) Administration of the DHEW pol icy  and re ufation is the re- 
s p o n s i b i l i t y  of the O f f i c e  f o r  Protection f rom Research  R isks ,  National Institutes o f  H e a l t h ,  k t h e s d a ,  Md 20014. 

1. T I T L E  OF PROPOSAL OR ACTIV ITY .. 

2. PRINCIPAL I N V E S f l C A T O R / A C T I V I T Y  DIRECTOR/FELLOW 

i 
3. DECLARATION T H A T  HUMAN SUBJECTS E ITHER WOULD OR WOULD N O T  BE INVOLVED 

A. NO INDIVIDUALS WHO MIGHT B E  CONSIDERED HUMAN SUBJECTS. INCLUDING THOSE FROM WHOM ORGANS, TISSUES. 

INVOLVED I N  THE PROPOSED ACTIVITY.  ( IF  NO HUMAN SUBJECTS WOULD B E  INVOLVED, CHECK THIS BOX AND PRO- 
CEED T O  ITEM 7. PROPOSALS DETERMINED B Y  T H E  AGENCY T O  I N V O L V E  HUMAN SUBJECTS W I L L  B E  RETURNED.) 

i 

, 

- B. HUMAN SUBJECTS WOULD BE INVOLVED I N  T H E  PROPOSED ACTIV ITY A S  EITHER: 0 NONE O F  T H E  FOLLOWING. OR 
INCLUDING: 0 MINORS. 0 FETUSES, 
RETARDBC). M E N T A L L Y  CISABLED. UWDER SECT!OY 5 .  COOPERATING INSTlT!JTIONS. ON REVEOSE OF TWlS FOPM, 
GIVE NAME O F  INSTITUTION A N 3  NAME AND ADDRESS O F  OFFICIAL(S)  AUTHORIZING ACCESS TO ANY SUBJECTS I N  
FACIL IT IES NOT UNDER DIRECT CONTROL OF T H E  A P P L I C A N T  OR OFFERING INSTITUTION. 

ABORTUSES. 0 PREGNANT WOMEN, 0 PRISONERS, 0 M E N T A L L Y  

P 
% 

DECLARATICN OF ASSURANCE STATUS/CERTIFICATION OF REVIEW 

P 

- A .  THIS INSTITUTION HAS NOT PREVIOUSLY F I L E D  AN ASSURANCE AND ASSURANCE IMPLEMENTING PROCEDURES FOR T H E  
PROTECTION O F  HUMAN SUBJECTS WITH T H E  DHEW T H A T  APPLIES T O  THIS APPLICATION OR ACTIVITY.  ASSURANCE IS  
HEREBY GIVEN T H A T  THIS INSTITUTION W I L L  COMPLY WITH REQUIREMENTS O F  DHEW Regulation I S  CFR 46,  THAT IT HAS 
ESTABLISHED AN INSTITUTIONAL REVIEW BOARD FOR T H E  PROTECTION O F  HUMAN SUBJECTS AND, WHEN REQUESTED, 
W I L L  SUBMIT T O  DHEW DOCUMENTATION AND CERTIF ICATION O F  SUCH REVIEWS AND PROCEDURES AS MAY BE RE- 
QUIRED FOR IMPLEMENTATION OF in is  ASSURANCE FOR THE PROPOSED PROJECT OR ACTIVITY. 

m . 
J 8. THIS INSTITUTION HAS AN APPROVED GENERAL ASSURANCE (DHEW ASSURANCE NUMBER -)OR A N  ACTIVE 

SPECIAL ASSURANCE FOR THIS ONGOING ACTIV ITY,  ON F I L E  WITH DHEW. THE SIGNER CERTIFIES T H A T  A L L  ACTIVITIES 
IN THIS APPLICATION PROPOSING T O  INVOLVE HUMAN SUBJECTS HAVE BEEN REVIEWED AND APPROVED BY THIS 
INSTITUTION'S INSTITUTIONAL REVIEW BOARD I N  A CONVENED MEETING ON THE DATE O F  
WITH THE REQUIREMENTS OF THE Code oi Federal Ragulat im8 on Protection of H m a n  Subjects (45 CFR 4 6 ) .  THIS CERTIFICA- 
TION INCLUDES, WHEN APPLICABLE,  REQUIREMENTS FOR CERTIFYING FDA STATUS FOR EACH INVESTIGATIONAL NEW 
DRUG TO BE USED (SEE REVERSE SIDE OF THIS FORMI. 

I N  ACCORDANCE 

T H E  INSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND T H E  INSTITUTIONAL O F F I C I A L  SIGNING BELOW CONCURS 
THAT:  

EITHER 0 HUMAN SUBJECTS W I L L  NOT BE A T  RISK; OR 0 HUMAN SUBJECTS W I L L  B E  A T  RISK. 

8 5. AND 6. SEE REVERSE SIDE 

7. NAME AND ADDRESS O F  INSTITUTION 

9 

h 
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5. INVESTIGATIONAL NEW DRUGS - ADDITIONAL CERTIF ICATION REQUIREMENT 

SECTION 46.17 OF TZTLE 43 OF T H E  Code 01 Federal Re#ulationa atatma. *'Where an organisation i s  required to prepare or Io *ubmif a 
can i f i ca f ion  . . . and the pmpo8al  involve. an inveatigatiorul new drug within the meaning of The Food, Drug ,  and Coameclc Act. the drud 
ah11 k i d m t i f i e d  in the cert i f icat ion to4ether with a atatament that the 3O-d.y delay required by 2 f  C F R  130.3(.)(2) ha. alapaad and the 
food and D N ~  Adminiatration hae not, prior to expiration of auch 3 0 d . y  interval. requested that the eponsor continue to withhold or 10 ,' 
reaaict uae o f  me dru& i n  human rubfec:r;  or fhat the Food a d  DIU& Adminiatration har waived fha 3 0 d a y  delay requiremwnt; provided. 
horemr. that in thore u a e a  in  which the 30-d.y delay interval haa neither expired nor been waived, a atatemen1 shall be forwarded to 
DHEW u p m  such expiration 01 upon receipt of a waiver. No cert i f icat ion ahall be conaidered acceptable until auch atatement haw been 
rcc*ived.'* 

INVESTIGATIONAL NEW DRUG CERTIF ICATION 

TO C E R T I F Y  COMPLIANCE WITH FDA REQUIREMENTS FOR PROPOSED USE O F  INVESTIGATIONAL NEW DRUGS I N  AODlTlON TO 
CERTIF ICATION O F  INSTITUTIONAL REVIEW BOARD APPROVAL,  T H E  FOLLOWING REPORT FORMAT SHOULD B E  USED FOR 
EACH IND: ( A T T A C H  A D D I T I O N A L  I N D  CERTIFICATIONS AS NECESSARYI. 

- 

- I N 0  FORMS F ILED:  G FDA 1571, FDA 1 9 2 .  G FDA 1513 

- NAME O F  IND A N D  SPONSOR 

i - D A T E  O F  30-DAY EXPIRATION OR FDA WAIVER 

( F U T U R E  D A T E  REQUIRES FOLLOWUP REPORT T O  AGENCY) 

- F D A  RESTRICTION 

- SIGNATURE O F  INVESTIGATOR D A T E  

6. COOPERATiNC INST iTUT iCNS - ADDIT ICNAL REPORTING REQUIREMENT 

SECTION 46.16 O F  T I T L E  bS OF T H E  Code of FederalRegulat iona IMPOSES S P E C I A L  REQUIREMENTS ON T H E  CONDUCTOFSTUDIES 
OR ACTIV IT IES I N  WHICH T H E  GRANTEE OR PRIME CONTRACTOR OBTAINS ACCESS TO A L L  OR SOME O F  T H E  SUEJECTS 
THROUGH COOPERATING INSTITUTIONS NOT UNDER ITS CONTROL. IN  ORDER T H A T  T H E  OHEW BE F U L L Y  INFORMED, THE 
FOLLOWING REPORT IS REQUESTED WHEN A P P L I C A B L E .  

USE FOLLOWING REPORT FORMAT FOR EACH INSTITUTION OTHER THAN G R A N T E E  OR CONTRACTING INSTITUTION WITH 
RESPONSIBILITY FOR HUMAN SUBJECTS PARTICIPATING I N  THIS ACTIV ITY:  ( A T T A C H  ADDITIONAL REPORT SHEETS AS 
NECESSARY 1. c -  

INSTITUTIONAL AUTHORIZATION FOR ACCESS TO SUBJECTS 

- SUBJECTS: STATUS (WARDS, RESIDENTS, EMPLOYEES, PATIENTS, ETC.) 

NUMBER A G E  RANGE 

NAME O F  O F F I C I A L  (PLEASE PRINT)  

T I T L E  TELEPHONE 

- -- NAME A N D  ADDRESS O F  ---. 
COOPERATING INSTITUTION 

- O F F I C I A L  SIGNATURE 

X Z T E i .  (ad.. report 0: modii.cat.on in propoaai .e aubmrtred to agency a f f ec t ing  human rubiecta mvolvementJ 
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE 
PUBLiC HEAiTn SERVICE 

N A T I O N A L  INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 2W14 

General Assurance G1716 

November 23, 1977 

C. C. Lushbaugh 
Medical and Hea l th  Sc iences  Div is ion  
Oak Ridge Associated U n i v e r s i t i e s  
Post O f f i c e  Box 1 1 7  
Oak Ridge, Tennessee 37830 

Dear D r .  Lushbaugh: 

Thanks f o r  your  l e t t e r  of November 7, 1977 r e p o r t i n g  changes i n  
membership of your  human s u b j e c t s  review board and exp la in ing  the  
quorum arrangement.  
on f i l e  as an amendment t o  your g e n e r a l  assurance  G1716. 

All t h i s  is  accep tab le  and your  l e t t e r  i s  now 

There i s  no th ing  wrong w i t h  a l l  t h i r t e s n  members, i nc lud ing  representa-  
t ives  from ORAU and ORNL, p a r t i c i p a t i n g  r e g u l a r l y  i n  most board a c t i o n s .  
Only an i n d i v i d u a l  who may have a c l o s e  and p o s s i b l e  c o n f l i c t i n g  
i n t e r e s t  i n  a p r o j e c t  be ing  reviewed need b e  l e f t  ou t .  
is  very  l i k e l y  t h a t  a member's f i e l d  of competence is more important 
thzn h i s  a f f i l i a t i o n  i n  dec i s ions  about  quorum composition. 
care t o  change your system j u s t  l e t  us  know. . 

In f a c t  i t  

If you 

S i n c e r e l y ,  

Roy Kinard! D.V.M. 
O f f i c e  f o r  P r o t e c t i o n  
from Research Risks 
O f f i c e  of t h e  D i r e c t o r  

Enclosure:  IRB Member Form 

n 
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INSTITUTIOHAL REVIEIN’ BOARD ROSTER 

[Instructkons: Please use this f o m t .  -- CO not send curriculum 
vitae, bibliqraphies, or &tailed i n f o m t i o n  other than that 
indica’ed. ] 

G 1716 

m: 

Ins t i tu t iona l  Officer (other 
than chairperson t o  v h m  
correspondence should be ddressd )  

( N m  - iqpswrittad 

(T i t l e  - typewritten) 

Nme (typaritLa) : 
Ekmed -res: 
Posit ion or Cccupztion: 

Rela-Lionship to ins t i tu t ion :  
&pesentztivs c a p x i e l :  

Board ce r t i f i ca t ion ,  licenses, etc.: - 

Eared Wrees: 
Posit ion or Ocmm+ion : 
Board cer t i f icacon,  .limrses, etc. : - 
e l a t i o n s h i p  to ins t i tu t ion :  
Pepzs-en+aLtivs capacity : 

Position or m q a t i o n :  Designzted Alternate 

Relationship to ins t i tu t ion :  
FepresentaLLive capacity : 

(if  any) 
51 Board certif ication, licases, etc.: - 

1 0 3 3 0 5 4 -  
(A2d Continuation Pases as Ikcessary) 
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NaItE (typmi.tM): 
Earred C e q e s :  
Position or O c c r p a t i m :  &signaL& Alternate 
Board certif icaticn,  licenses : - - (if any) 
Elat ionship t o  institution: - 
Representative cqacity: 

N r n S  : 

(a) 
a s  af=ove. 

The IRE must consist of not less than FIVE rrmkrs i6entified 

(b) Altzrnate mkers ( i f  any) should be si.dlarly i5entified 
m d  k2yed to a p ~ d c u l a r  mmber(s). 

indicate whetha the indivi6ual serves the ISB as an investigator, 
administrator, prxtktioner,  lzsq-sr, ethicist, o r  in other capacities 

(c) The "FsprzsentatiE cqec i ty"  line should bs used t o  

such as Comnunity mprssentative. 

(d) 
capacity. 

(e) 

(f)  

An IRB mxrbex may serve in mre thm one repxesentativ2 

?"ne c h a i m  of the IRB nmst be i d m t i f i e d .  

ims rsview5.q zc"d\<"Les L-ivalviiq the LSP, of investiqa+dmal 
new drucjs (rZroS) nust ineILdz a t  Izast two ind-:vidtiaZs licensed to  
admizister chugs, and one person who i s  not so Z i c m s d .  
other purpses should u t i l i ze  I B s  of eqml or grsater bread+&. 

&view for 

(9) No IRL3 may be ccnpsEd ent i re ly  of 171~3era f'om $'..e smoI 
professional grow or en t i re ly  o f  mezbers employed e i ther  f u l l  o r  
pmt-time by th z  i r s t i t x t i o n .  

When m a t i n g  an exist ing d t t e e ,  pleasz szlbrnit a 
neu roster ,  l ist ing the f d Z  mernbcmhip as it c w r z n t l y  staj3ds. 

(h) 

1 0 3 3 0 5 5  
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ORAU/ORNL 
COMMITTEE ON HUMAN STUDIES 

MEDICAL SCIENCES DIVISION 
BUSINESS FILE 2 

1978: NO DOCUMENTS 
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5gTH 

1. 

! 

D E P A R T M E N T  OF HEALTH,  EDUCATION, AND W E L F A R E  
PUBLIC HEALTH SERVICE 

NP.T!ONAL INSTlTUTES CF UEALTH 
B E T H E S D A .  MARYLAND 20014 

m- May i, 1 9 7 9  

CUMULATIVE L I S T  19 79 

OF INSTITUTIONS wmcE XAVE ESTBLISHED 

GENERAL ASSURANCES 
OF COMPLIANCE WITH HEW REGULATIONS ON 

~ PROTECTION OF HUMAN SUBJECTS / - w k  
INCOMING P R O P O S A L S  - G R A N T S  O R  C O N T R A C T S  

a .  
Zoes zs t  f n w l m  human subjects (box on signature page of application or 
box 3A of HEW-596),  as defined i n  45 C F R  46, the application can be 
processed without fur ther  regard t o  the question o f  inst i tut ional  
assurances. 

I f  the professional review o f  a proposal indicates t h a t  the project 

b.  I f  the professional review of a proposal indicates t h a t  the project 
does involve human subjects (box on signature page of application o r  
box 36 of HEW-596), the next step i s  t o  determine whether the ins t i tu t ion  
has checked e i the r  box 4A or 48. 

- I f  4A i s  checked, th i s  means tha t  the applicant ins t i tu t ion  
does not have an approved assurance on f i l e  b u t  will supply 
documentation and cer t i f ica t ion  o f  review when requested. 
This action i s  i n i t i a t ed  by the O P R R ,  OD, NIH; Westwood B l d g . ,  
Room 303; Bethesda, Maryland 20205; upon receipt o f  a 
copy o f  the proposal and summary statement from the 
operating agency immediately following an i n i t i a l  review. 

- I f  46 i s  checked, t h i s  means that  the applicant ins t i tu t ion  
has an approved general assurance on f i l e .  The f i l l - i n  
spaces in this paragraph indicate the HEW general assurance 
"G" number for  the ins t i tu t ion  as presented i n  the "Cumulative 
Listing" and the date when the proposal was cer t i f ied .  

1 0 3 3 0 5 9 1  
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c. 
determine whether performance will involve human subjects a t  risk. I f  
these wi l l  be involved, the RFP s h o u l d  include the "Notice t o  Offerors" 
required by 41 CFR 3-4.5504(a). 
response t o  the RFP s h o u l d  be handled as i n  1 . b .  above. 

Draft requests for proposals (RFPs  or RFAs) should be reviewed t o  

Offerings and proposals submitted i n  

d .  
requirements. 
be considered t o  be submitted as of the closing date of the RFP and .: 
should then be handled as i n  1 .b .  above. 

Operating agencies may define "submission date" t o  f i t  administrative 
I t  i s  suggested t h a t  sole  source responses t o  RFPs should 

e. Competitive responses t o  RFPs s h o u l d  be considered t o  be submitted 
as of the date of  submission of the best and f ina l  of fe r ,  a f t e r  establishing 
the zone of consideration o r  source selection, and should then proceed 
as i n  1 . b .  above. 

2. S U B M I S S I O N  OF C E R T I F I C A T I O N S  - Whenever possible, the review and 
approval by Insti tutional Review Boards should occur prior t o  submission 
of  the application or proposal and a cer t i f ica t ion  to  that  e f fec t  should  
be included i n  or w i t h  the application o r  proposal i t s e l f ,  preferably on 
form HEW-596 (Rev. 4?75). Under no cirtumtances wSl! the  rev iew of an 
application by the Department o f  Health, Education, and Welfare be 
completed until  cer t i f ica t ion  is  received. The point a t  which review 
will be deferred o r  terminated is l e f t  t o  the operating agency involved. 

/ 

<L 

Ins t i tu t ions  having on f i l e  w i t h  HEW a n  approved general assurance must 
submit  cer t i f ica t ion  w i t h i n  30 days of the receipt o f  a written request 
thereof; and i n  any event within 60 days a f t e r  the deadline or  submission 
date f o r  which the application or  proposal was submitted. 

Ins t i tu t ions  not having on f i l e  an approved general assurance will 
indicate the i r  s ta tus  by checking box 4A on form HEW-596 accompanying 
the proposal and when requested must submit the required assurances of 
compliance and cer t i f i ca t ion  of the rev<m and approval of the application 
or proposal by i t s  Inst i tut ional  Review Board w i t h i n  30 days of the 
receipt of a written request from the Office f o r  Protection from Research 
Risks (OPRR). 

3. R E S T R I C T I O N  C O D E S  are  presented as a suffix to  the general assurance 
This change conforms w i t h  the National Research Act, Public "G" number. 

Law 93-348, T i t l e  11, w h i c h  spec i f ica l ly  applies t o  bo th  biomedical and 
behavioral research and w i t h  the derivative HEW regulations. 

1 0 3 3 0 b 0  
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A res t r ic t ion  usually indicates tha t  additional expertise in the 
Inst i tut ional  Review Board membership is necessary for  particular 
ac t i  v i  t ies requi ri ng ce r t i  f i cation. 

An XM suffix indicates t h a t  the IRB has no or insuff ic ient  
medical members. A proposed ac t iv i ty  requiring medical 
expertise to  assess risks, benefits ,  and the adequacy o f  
safeguards cannot be ce r t i f i ed  under an XM res t r ic t ion .  

.. 

An XB s u f f i x  indicates t h a t  the IRE3 has no or insuff ic ient  
members expert i n  the behavioral sciences. A proposed 
ac t iv i ty  requiring behavioral expertise f o r  assessing risks, 
benefits , and the adequacy o f  safeguards cannot be cer t i f ied  
under a n  XB res t r ic t ion .  

An XO suf f ix  indicates a res t r ic t ion  tha t  uniquely applies 

agreement [call  (301) 496-7005 fo r  detai ls] .  
'I 
1 t o  the ins t i tu t ion  under conditions o f  the general assurance 

t 
f. When a proposal t o  be submitted to  HEW comes w i t h i n  the scope o f  an 

. X M  or  XB res t r ic t ion ,  e i ther  biomedical o r  behavioral, the IRB reviewing 
the proposal must include additional v o t i n g  members whose qualifications 
offset  the - res t r ic t ion .  -Their names -and qual i f icat ions should be 
reported immediately t o  OPRR and a statement added under "Notes" on the 
HEW-596 form cer t i fying IRB review and approval t ha t  the additional 
professionally qualified members have been reported to  OPRR. Proposals 
that  come w i t h i n  the cer t i f ica t ion  res t r ic t ions  tha t  are n o t  preceded . 
or  accompanied by appropriate compensating reviewers will be deferred 
for  rereview and recer t i f icat ion.  

4. QUESTIONS w i t h  regard t o  the status of Special o r  General Assurances 
of Compliance may be directed to:  

Mrs. Florence R. Ober ( 301 1 496- 7005 
5 .  C O N S U L T A T I O N  for Specfa? and General Assurances: 

Roy Kinard, D.V.M. (301) 496-7006 

J. R. Marches, Ph.D. (301) 496-7005 

4 ,-. ., 
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6. FORMS 

B u l k  orders for  additional copies o f  HEW 596 should be 
addressed t o  : 

Chief 
Office Services Section 
Division of Research Grants 
National Ins t i tu tes  of Health 
Wes twood B u i  1 d i  ng , Room A- 17 
Bethesda, Mary1 and 20205 

Single copies of HEW 596 can be obtained from OPRR or by 
duplicating the back pages o f  t h i s  l i s t i ng .  

@JJ?flQJq a r l e s  R .  McCarthy, Ph.D.  

2, * .  
* ,  
L- 

I 

U Director 
Office for Protection 
from Research Risks 
Office of the Director 
National Ins t i tu tes  of Health 
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INSTITUTION CITY ASSURANCE 
NUMBER 

GO 19 8 
GO6 10 
G2522XB 

GOO55 

Go799xM 
GO026 
G1287XB 

*GO336 

G0784xM 
GO261 

GO278 
GO195 
GO380 
GO238 
GO193 
*GO389 
GO155 
GO282 

Alabama, University of, B h n k g M  
Alabama, vniversity of 
South Alabama, University of, Including 

the Medical Center 
Tuskegee Institute 

ARIZONA 

Arizona State university 
Arizona, university of 
S t .  Joseph's Hospital and M e d i d  Center, 

Including Barrow Neurological Institute 

ARKANSAS 

Arkansas, University of,  Metical center 

Tuskegee Inst 

Tt=P 
Tucson 
P h o d  

Little Rock 

American Institutes for Research Pal0 Alto 
Sacramento California State H e a l t h  and Welfare Agency 

Department of Health Services 
Deparmt of Mental  H e a l t h  
Deparbm=nt of Developsntal Services 
Departnaent of Social Services 
D e e t  of Alcohol and Drug Abuse 
Office of Statewide Health Planning 

and Developrrent 
California, University of, Berkeley 
California, university of, Davis 
California, University of, Irvine 
California, University of,  LDS Wgeles 
California, University of, Riverside 
California, University of, San Diego 
California, University of, San Francisco 
California, University of,  S a n t a  Barbara 

Berkeley 
Davis 
Imine 
IDS Angeles 
Riverside 
La Jolla 
San Francisco 
S m t a  Barbara 

HESTRIICITON CODE 
XM -- NO Medical or  IND S t u d i s  
XB -- No Behavioral Studies 
XO -- Other  Restriction (Call  331-496-7005) * -- ~inal  ~~cep tance  of Revisions Pending 

- 1 -  

, 
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GmENxLi 
ASSURANCE 

NUMBER INSTITVTION CITY 

GO 205Xid 
GO234 
*G2563 
GO135 
*GO287 
GO009 
*G2259XO 

GO432 
G2169XM 
*G2400 
*G2367 

GO214 

GO278 

GO226 
GO226 
Go359xB 

*GO213 

*G2564 

*GO367XO 
*GO145 
G2961 
*G2400 
*G2400 

*G2400 

*GO067 

G1416 
*G10 96 

GOO 82XE 

California, University of ,  Santa Cruz 
Cedars-Sinai Mdical Center 
Charles R. G r e w  Postgraduate t4dica.l School 
Childrens Hospital of U s  Angeles 
Children's Hospital of San Francisco 
City of Hope National Medical Center 
Far West Labratory for Educational Research 

Inst i tute  for Medical Research 
Inst i tute  for Research i n  Social Behavior 
Inst i tute  of Medical Sciences 
John Wesley County Hospital Attending 

Kaiser Foundation Research Insti tute,  a 

and Developmtnt 

Staff Association 

Division of Kaiser Foundation Hospitals, and 
Kaiser Foundation Hospitals i n  Northern 
California, Southern California, Oregon, and 
H a w a i i  

University of California 
Lawrence Berkeley Laboratory 

mma Linda University 
Lorna Linda University (La Sierra Campus) 
Los Angeles County Harbor General Hospital, 

I;os Angeles County Hospital-University of 
Professional Staff Association of 

Southern California M e a i d  Center, 
Professional Staff Association of 

Martin Luther King, Jr. General Hospital 
and Its Staff Association Foundation 

Mental Research Inst i tute  
munt Zion Hospital and Medical Center 
Northern California Cancer Program 
Pacific, Univ of, School of Dentistry 
Pacific, Univ of, Schml of Medical Sciences 
Palo Alto Medical Research Foundation 
Presbyterian Hospital of the Pacific 
Medical Center, Inc 

Rancho Los Amigos Hospital and Its 
Professional Staff Association 

Rand Corporation 
Salk Inst i tute  

santa Cruz 
Los Angeles 
I;os Angeles 
Los Angels 
San Francisco 
Duarte 
San Francisco 

San Jose 
Oakland. 
San Francisco 
Los Angeles 

Oakland 

Berkeley 

km Linda 
Riverside 
%rra?ce 

L 

Los Angeles - 

Los Angeles 

Palo A l t o  
San Francisco 
Palo Alto 
San krancisb 
San Francisco 
Palo A l t o  
San Francisco 

1 
i 

santa -Wr!!Ca 
San Diego 

RESTRICI'ION CODE 
XM -- N o  Medical or IND Studies 
xB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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CITY 
ASSURANCE 
NUMBER INSTITUTION 

GO420 
GO420 
G1472XM 

Go108xB 
*Go122 
GO378 
G O O 1 1  
GOO10 
G1620 
G1796 
G1658XB 

*G1591xO 

GO845 
G2823XB 
'21144 
G0455XM 
GO268 
G0277XM 
GO267 
GO068 

G0672XB 
GO039 
G1966 

G1533 
G0331XB 
GO007 
GO003 

San Diego Sta te  university 
San Diego S ta t e  University Foundation 
Scientific Analysis Corprauon (incl-g 

the Institute for Scientific Analysis and 
P e r f o m e  Si tes  in Berkeley, W s  Angeles, 
and San D i e g o )  

Scripps C l i n i c  and Research Foundation 
Southern California, University of 
SRI International 
Stanford University 
UspHs Hospital, San Francisco 
V e t e r a n s  pdministration Hospital-Lmg Beach 
V e t e r a n s  Administration Hospital-Sepulveda 
V e t e r a n s  Administration Wadsworth 
Medical center 

Wright Institute 

Children's Hospital of Denver 
Colorado Regional Cancer Center, Inc 
Colorzdo State University 
Colorador University of 
Colorado, University of, Medical Center 
Denver, University of (Colorado S g n i n a r y )  
National Asthm Center 
N a t i o n a l  Jewish Hospital and Research Center 

Connecticut State Department of Health 
Connecticut, University of 
Connecticut; University of r  Health Center 

Connecticut Valley Hospital 
Hartford Hospital 

John B. Pierce Fdn of Connecticut, Inc 
Institute of Living 

RESTRICTION ConE 
XM -- No Medicdl or  IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * -- Final Acceptance of Revisions Pending 

San Diego 
San Diego 
San Francism 

L a  Jolla 
u s  Angeles 
m l o  Park 
Stanford 
San Francisco 
u n g  Beach 
Sepulveda 
ms Angeles 

Berkeley 

Denver 
Denver 
Fort Collins 
Soulder 
Denver 
Denver 
Denver 
Denver 

Hartford - 
storrs 
Farmington- 
Hartford 
Middletm 
Hartford 
Hartford 
NEW Haven 

- 3 -  
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CITY 
FSSURANCE 

FIuMBER INSTImTION 

GO821 
G2895 
*GO243 

GO148 

GO013 
G2480XB 

C4784XN 
G1398XB 
G1674XM 
GO365XM 
GC042 

G1239 
GO294 
GC228 
GO841 
G1989 

GI0 36XM 
G3045XO 

GO180 

G2905 

52119 
GO382 
GO84OXB 

Saint Francis Hospital 
Waterbury Hospital Health Center 
Yale University 

D- 

Department of Health and Social Services 
Delaware Division of Mental H e a l t h  of the 

Delaware ,  University of 
Wilmington Wdical Center, Inc 

DISTRICT OF COwFJiBIA 

?merim Inc+Atr?tes for -each 
American National Red Cross 
Bureau of Social Science Research, Inc 
Catholic University of America 
Children's Hospital of D.C., Research 

Foundation of 
Galiaudet Coi lqe 
George Washington University 
Georgetown univxsity 
Howard University 
National A c a d q  of Sciences, Including 

National Academy of Engineering, Inst i tute  
of Medicine, and National Research Council 

National Children's Center, Inc 
V e t e r a n s  Administration Central Office 

Washington Hospital C e n t e r  
(NCI-VA - CCOP CJWO2R THERAPY PRXJZCE - ONLY) 

mmm 
Florida S t a t e  Departnerk of Health and 

Rehabilitative Services rlsriz= SL;Cs yF.w7zsi5y 
Florida, University of 
Miami H e a r t  InstitUte 

HEsmcTIm mm 
XM -- NO Weal or IND Studies -- - 
XB -- No Behavioral studies 
2(0 -- Other Restriction (Call 301-496-7005) * -- Final Acceptance of  visions Pending 

- 4 -  

Hartford 
Waterbwry 
New Haven 

Newark 
Wilmington 

wasbhqton 
Washington 
Washington 
Washington 
Washington 

l+?asPhq+az 
Washington 
Washington 
Washington 
Washington 

washington 
washington 

Washington * 

Tal l ahassee  



G3301 
GO301 
GO275 
G2321 
G1065 

*~013a 

*ai38 

* ~ o i 3 a  

GO622 

GO595 

GO 19 7 
GO520 

GO151 
GO248 
*G1467 

GO104 

GO214 

G0218XM 
*~ia69 

!!?!imi, lhivzrsiiz- of 
Miami, University of 
M t  Sinai  Medical Center of Greater Miami 
Papanicolaou Cancer Research Inst i tute  
South Florida, University of 

GEORGIA 

Elmry Univ Division of Basic H e a l t h  Sciences 
EZmry Univ Graduate Sch of A r t s  and Sciences 
Emory Univ Ne11 Hcdgson Woodruff School 

of xursing 
Emory univ School of Dentistxy 
Ebry  Univ School of Micine 
Georgia Dept of H m  Resources, A l l  Units 
Georgia Inst i tute  of Technology, Including 

its Engineering Experiment Station, and 
its Georgia Tech Research Inst i tute  

Georgia, *dim1 College of 
Georgia, University of 
Grady -rial Hospital 

HAWAII 

H a w a i i ,  University of (Including the Entire 

K a i s e r  Foundation Hospital 
System and the Research Corpration) 

IDAHO 

Coral Gat;les 
Miami 
Miami Beach 
Miami 
Fort  Elyers 
S t Petersburg 
sarasota 
T a m p a .  

Atlanta 
Atlanta 
A t l a n t a  

Atlanta 
Atlanta 
A t l a n t a  
Atlanta 

Augusta 
Athens 
A t l a n t a  

Honolulu 

Honolulu 

Idaho, University of 
muntain States m r  Institute 

MOSCOW 
Boise 

RESTPIWON CODE 
XM -- NO Medical or IND Studies _ _ -  
XB -- No Behavioral Studies 
x0 -- Other Restriction (Call 301-496-7005) * -- F* Acceptance of Revisions Pending 

1 

1033Qbl 

- 5 -  



ASSUPANCE NUMBER INSTITUTION CITY 

GO395 
G0332XM 
G1626 

GO114 
GO430 
GO182 
GO430 
GO053 
G2959 
G1561 
GO345 
GO291 

Go102 
G13 7 3x4 
G2369 
GO095 
G2763 

G0518XM 
Go190 
GO190 
GO190 
GO190 
GO175 
GO309 
G2606XM 
GO309 
Go190 
G1970X4 

ILLINOIS 

American Dental Assn and ADA Health Fdn Chicago 
Anna 
Chicago 

Anna Mental Health and Developmental Center 
Chicago, University of (Division of 

Biological Sciences and Pritzker School 
of Medicine, Division of Social Sciences, 
School of Social Service Administration, 
and Related U n i t s )  

Children ' s Pknmrial Hospital Chicago 
Downey Veterans Administration Hospital DCrwney 

H e k t c e n  Insti tute for Medical Research I l l inois  Cancer Council Chicago 

I11k1oFs, university of, a t  Chicago C i r c l e  
Illinois, University of,  Wical Center 

Evanston Hospital Evanston 
Health Sciences, Univ of/Chicago Medical Sch 

Chicago 
I l l inois  State Psychiatric Inst i tute  Chicago 

Chicago 
Chicago 

Chicago 

campus, Including Rockford School of 
Medicine, Peoria  School of M i c i n e ,  and 
Sch of Basic M e d i c a l  Sciences, U r b a n a - C h a n p ~ i q n  

I l l inois ,  Univ of, a t  Urbana-Chanpign 

Michael Iieese Eospital and Mica1 Center 

U r b a n a  Liiic0Z-n 3evelopenLal C a t e r  Lhcc jLi  
Loyola university Medical Center m r n  

Chicago 
chicago p.lount Sinai Hospital Medical  Center 

of Chicago 
Northern I l l inois  University 
N o r t h w e s t e r n  M m r i a l  Hospital 
Northwestern University 
Northwestern University 
Rehabilitation Inst i tute  of Chicago 
Rush-Presbyterian-St Luke ' s  Medical Center 
Southern Illinois University 
Southern Illinois University 
Southern Illinois Univ School of Medicine 
VA Lakeside Hospital of Chicago 
Western Illinois University 

RESTFUCTION CODE 
xM -- NO Medical or IND Studies 
~ € 3  -- ~o Behavioral Studies 
XO -- O t h e r  Restriction ( C a l l  301-496-7005) * -- Final Acceptance of Revisions Pending 

D e K a l b  
Chicago 
Chicago 
-ton 
Chicago 
Chicago * 

Carbondale 
Edwardsville 
Springfield 
Chicago 
MaaXlb 

- 6 -  

1 0 3 3 0 b 8  



ASSURANCE CITY hWER INSTITUTION 

G0314XM 
GO945 
GO185 

GO185 
GO185 
GO185 

G1397 
GO883 
G1697 
G124SX3 
G1119 
GO131 

*G0343XO 
GO299 

*GO856XO 

GO038 
*G0157XO 
GO229 

GO081 

INDIANA 

DePauw University 
For t  Wayne S ta t e  Hosp and Training Center 
Indiana Univ and Indiana Univ Foundation 

Indiana University (Law School) 
Indiana Univ-Purdue Univ (Medical Facility) 
Indiana University Regional Campuses a t  

Fort Wayne, Gary, Kokomo, New Albany, 
RichmDnd, and South Bend 

Indianaplis Center for Advanced Research 
Larue D. Carter Wmrial Hospital 
m i o n  County Assn for Retarded C i t i z e n s ,  Inc 
!?et!!o&.st Hcspitzl of Izdizna, Inc 
N o t r e  Dame, University of 
Purdue Univ and -due Research Foundation 

Iowa State Univ of Science and Technolosy 
Iowa, Vniversifq of 
woodward State Hospital-School 

KANSAS 

Kansas State University 
Kansas, University of - Lawrence Campus 
Kansas, University of, Nedical Center 

Wnninqer Fomdakion 
College of Health Sciences and Hospital 

Greencastle 
F t  Wayne 
Bloanington 
Indianaplis 
Indianapolis 
Indianapolis 

Indianapolis 
I ndianapl i s 
Indianaplis 
I z d i a m p  I is 
Notre Dame 
West Lafayette 

Manhattan 
Lawrence 
Kansas City' 

' 

RESTRICTION CODE 
XM -- N o  Wcal or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call  301-496-7005) * -- Final Acceptance of F&svisions Pending 

- 7 -  
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c23lEwL 
ASSURAIVCE 

NUMBER INSTITUTION CITY 

GO223 
GO527 

GO023 

GO223 

GO442 
fGQ262XO 
"G2428XO 

G0137XM 
GO018 
G2386 
GO G iG 
GOOlO 

* ~ 2 4 a 5  

G3007 
GO513 

GO402 
GOOlO 

G3109XB 

GO640 

Kentucky, Univ of, and the Research Foundation 
Louisville, University of, and Louisville, 

University of, Foundation, Inc; 
Except Schools of Med and Dent 

Mkdicine and Dentistry 
Louisville, University of, Schools of 

V e t e r a n s  Administration Hospital 

LOUISIANA 

Alton Ochsner Mica1  Foundation 
k1.iisizi-2 Eniv A & M C c 1 1 ~ 0 ,  Systs!  
Louisiana S ta te  Univ in Baton Rouge 
Louisiana State Univ Medical Center 
P i n e c r e s t  State School 
Tulane Wdical Center 
W a n e  University Except Medical Center 
Ubrm iiospitai (Piauonai ieprosariumj 
USPHS Hospital, New O r l e a n s  
--"-.-" 

MAIm 

E a s t e r n  Maine Medical Center 
Maine Medical Center 

Lexington 
U u i s v i l  le 

Louisville 

Lexington 

New Orleans 
Ba+sn ?aqe 
Baton Rouge 
New O r l e a n s  
Pineville 
New Orleans 
New O r l e a n s  
Gimillz: 
New O r l e a n s  

Bangor 
Portland 

Baltirrore City Hospitals 
Division of Hospitals and C l i n i c s ,  

EWS, DHEW (Includes 9 USPHS Hospitals 
I and 26 Outpatient Clinics) 

Frederick C a n c e r  Research Center 
F-2 I La -_ ,& :4&ica: SCi&X€3 Lzsez-ch caYt&-, 
Ins t i t u t e  for Behavioral Research, Inc 

zzc 

RESTRICTION CODE 
XM -- No Medical  o r  IND Studies 
XB -- N o  Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Fina l  Acceptance of Revisions Pending 

Baltim3re 
W e s t  Hyattsville 

Frederick 
a 2 7 c-: mr2 

Silver Spring 
-I CY. 

- 8 -  



G2857 

GO352 
GO274 

GO174 

GO326 
GO296 
GO400 
GOO 10 

G0784XM 
GO286 
GO554 
GO554 
Go554 
GO488 

GO783 
GO783 
G0322XM 
GO550 
GO550 
GO550 
GO132XM 
G2396XB 
GO406 
G0117XM 
GO098 
G2042 
GO 410xB 
G0412XB 
G2397 
G2238 
G2494XM 

John F. Kennedy Institute for 

Johns Hopkins Univ Faculty of Arts and Sciences 
Johns Hop- Univ School of Hygiene and 
Public Health and Faculty of Health Semices 

Johns Hopkins Univ School of -cine and 
Johns Hopkins Hospital 

Maryland, Univ of, a t  Baltimre 
Maryland, Univ of, a t  College Park 
Sinai Hospital of Baltimre, Inc 
USPHS Hospital, Baltimre 

Handicapped children 

m i c a n  Institutes for Research 
Seth Israel Hospital 
Boston C i t y  Hospital 
Boston DepartEnt of Health and Hospitals 
Boston Division of (33-w Eealizh S e r V l C e S  
Boston Hospital for Wcmm, a Division of the 

Affiliated Hospitals Center, Inc 
Boston &?ental H e a l t h  Foundation, Inc 
Boston State Hospital 
Boston Univ, Charles River Campus 
Boston Univ Medical cent= 
-ton univ Schcol of Graduate Dentis- 
Boston m i v  School of Ecledicine 
Brandeis University 
Center for Blood  Research, Inc 
ch.ildren's Hospital Medical Center  
C l a r k  University 
Danvers State Hospitdl 
Eunice Kennedy Shriver Center 
Eye Research I n s t i t u t e  of Retina Foundation 
Forsyth Dental Center 

Hamard Univ, Faculty of A r t s  and Sciences 
Harvard Univ, Graduate School of Education 

Ha~Va,rd FkdiCal S& Sch Of WdZd 3 e C h E  

REsTRIcrIoN am 
W. -- No Medical or IND Studies 
XB -- No Behavioral Studies 
XD -- Other Restriction (Call 301-496-7005) * -- Final Acceptance of Revisions Pending 

Baltimore 

BaltiIID= 
Baltimore 

BaltimDre 

Baltimre 
College Park 
Balmre 
Baltimre 

Cambridge 
Boston 
Boston 
Boston 
Boston 
Boston 

Boston 
Boston 
Boston 
Boston 
&ton 
Boston 
Walthan 
-ton * 

Boston 
Worcester 
Hathome 
waltham 
Boston 
Boston 
E€?S+&C 
canbridge 
Cambridge 

- 9 -  



GENERAL 

G2398 
G2573 
G0791XB 
G0087XB 
G0449XB 
GO554 
G2304XO 
G0212XB 
GO167 
GO097 
GO597 
GO597 
GO147 
G2736 
GO554 
GO576 
G3123 
GO494xB 
GO133 
G3064 

GO297 
G0429XB 

G3018XB 
G2515XM 
G0404XB 

GO771 
G035lXB 
GO554 
G2107 
G2379 
*G0266XO 
GO550 
GOO10 
G20 42 
GO085 

Harvaxd Udv, School of Public Health 
Harvard Univ, University Health Services 
Joslin D i a b e t e s  Foundation, Inc 
Lahey C l i n i c  Foundation, Inc 
Lemuel Shattuck Hospital 
Lmg Island Chronic Disease Hospital 
Mass DeveloptEmtal Disabilities Council 
Massachusetts Eye and Ear  Infirmary 
Massachusetts General Hospital 
Massachusetts Insti tute of Technology 
Massachusetts Mental Health Center 
Massachusetts Mental Health Research Corp 
Massachusetts, University of - Amherst 
Massachusetts, University of, bMical Schml 
Mattapan Chronic Disease Hospital 
MdLean Hospital 
munt Auburn Hospital 
New England Deaconess Hospital 
New England Mica1 Center Hospital 
North Charles Mental  Health Research & 

Northeastern University 
Pe ter  Bent Brigham Hospital Division of the 

Pondville Hospital 
Research Insti tute for  Educational Problems 
Rober t  B. Brigham Hospital, a Division of the 

Affiliated Hospitals Center, Inc 
Sidney Far- Cancer Insti tute,  Inc 
S t  Margaret's Hospital for Women 
Trustees of Health & Hosps, C i t y  of Boston, Inc 
Tufts-New England Mica l  Center 
Tufts University - Boston 
Tufts University - W f o r d  
University H o s p i t a l ,  Inc 
USPHS Hospital, Boston 
W a l t e r  E. Fernald State Schcol 
Worcester Foundation for E x p e r h t a l  Biology 

Training Foundation, Inc 

Affiliated Hospitals Center, Inc 

Boston 
Cambridge 
Boston 
Boston 
Jamaica Plain 
Boston H a r b o r  
Boston 
Boston 
Boston 
Cambridge 
Boston 
Boston 
m e r s t  
Worcester 
Mattapan 
Beln-ont 
Cambridge 
Boston 
Boston 
Cambridge ~ 

Boston 
m t o n  

Walpole (Norfolk) 
Cambridge 
Boston 

Boston 
Boston 
Boston 
Boston 
Boston 
Paedford 
Boston 
Boston 
Eelmnt 
Shrewsbury 

REsmcrIoN a3E 
XM -- NO Medical or IND Studies 
XB -- No Behavioral Studies 
xc> -- Other Restriction (Call 301-496-7005) 
* -- Fina l  Acceptance of Revisions Pending 
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GO363 
GO363 
G0497XM 
Go357 
GO357 
GO101 
GO6 56xB 
GO615 
GO384 
GO295 
GO295 
GO295 
G1009XM 
GO008 
G2 4 83 
GO354 
GO720 

GO065 
GO041 
GO065 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 

MICHIGAN 

Child Research Center  of Michigan 
children’s Hospital of Michigm 
Detroit, University of 
Edsel B. Ford Institute for Medical Research 
Henry Ford Hospital 
Lafayette C l i n i c  
Michigan Cancer Foundation 
Michigan D e e t  of Public Health 
Michigan State University 
Michigan, university of 
Michigan, university of 
Michigan, University of 
O a k l a n d  University 
Sinai Hospital of Detroit 
Veterans Administration Medical Center-- Arbr 
Wayne S t a t e  University 
w e s t e r n  Michigan University 

IaNJwmm 

Hennepin County Meal Center 
Mayo Foundation 
Minnea2pli.s Medical Research Foundation, Inc 
Minnesota, University of 
Minnesota, University of 
Minnesota, University of 
Minnesota, University of 
Minnesota, University of 
Minnesota, University of, Technical College 
Minnesota, University of, Technical College 

Detroit 
Detroit 
Detroit 
Detroit 
Detroit 
Detroit 
Detroit 
Lansing 
East Lansi 
~ n n  Arbor 
Dearborn 
Flint 
Rochester 
Detroit 
m Arbor 
Detroit 
Kalamazoo 

Minneapolis 
F?Dchester 
Minneapolis 
AUStin 
DUlUth 
Minneapolis 
Morris . 
St Paul 
crookston 
WaSeCa 

‘ 
REsTRImoN CODE 
xM -- NO Medical or I N D  Studies 
XB -- NO Behavioral Studies 
XR -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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G056lXM 
GO366 
GO366 

G279lXM 
G0298XB 
G0298XB 
GO424 
GO320XB 
G2936XB 
GO292 
GO292 
GO292 
GO292 

*c0355 
*G2056 
G0279XM 

G2351 

G1120 
G3112 
GO407 
GO407 

GO7 62XM 

MISSISSIPPI 

Mississippi, University of (Main campus) 
Mississippi, University of, Medical Center 
Veterans Aaministration Center 

MISSOURI 

American Nurses' Association, Inc 
Cancer Research C e n t e r  
E l l i s  Fischel State Cancer Hospital 
Jewish Hospital of St Louis 
Kirksville College of Osteopathic Medicine 
Missouri Cancer Program 
Missouri, University of 
Missouri, University of 
Missouri, University of 
Missouri, University of 
St Lmis University 
Veterans pdministration W Ctr - K a n s a s  City 
Washington University (Excluding Schools of 

Washington University Schcol of Medicine 
Medicine and Dentistxy) 

NEBRASKA 

Creighton University 
Father Flanagan's Boys' HCXTE? 
Nebraska, Univ of, Including the Medical C t r  
Nebraska, Univ of, Including the S t a t e  
Univ of Nebraska 

NEvAaA 

Nevada, University of, Reno campus 

RESTRICTION CODE 
XM -- NO Medical or IND Studies 
xB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) 
* -- Final ~cceptance of Revisions Pending 

university 
Jackson 
Jackson 

Kansas city 
Colmbia 
Columbia 
St muis 
KFrksville 
Colmbia 
colmbia 
was City 
Rolla 
St muis 
St muis 

St wuis 

St I;ouis 

K a n s a s  CiQ 

- 12 - 



CITY 
ASSURANCE 

NUMBER INSTITJITON 

Go 427xM 
GO227 

Go98lXC4 
G0492XB 
GO349 
Go349 
GO349 
GO837 
GO 570xM 
Go349 
GO300 
GO300 
GO300 

*GO472 
*Go353 

m HAMPSHIRE 
Darmuth College Faculty of A r t s  & Sciences 
Darbmuth r4edical school 

Educational Tes t ing  Senrice 
Institute f o r  Medical Research 
New Jersey, Co l l ege  of Mdicine & Dentis+ry of 
New Jersey Dental School 
New Jersey meal Schcol 
Ne.mrk ~ e t h  Isrzel -%did Cen+zr 
Princeton U n i v e r s i t y  

Ftutgers, The Sta te  Univ of New Jersey 
Ftutgersr 'Ihe S ta te  Univ of New Jersey 
Ftutgersr The State Univ of New Jersey 

Rutgers Medical Schcol 

New Mexicor University of 
New Mexico, University of, Health Sciences 

GroupSchcol of Medicine, Colleges of 
PhannaW and Nursing 

NEW YORK 

GO 217 
G2129 
G10 64xB 

G2116XM 
x 3 4 1  
G183LXM 

Albany Medical College of Union University 
American Health Foundation 
Associated Universities, Inc, Including 

~arna rd  College 
%.t,", Ismel &Wiczl C e ~ t e r  
C e n t e r  for Policy Researchr Inc 

Brookhaven National Laboratory 

RESTRICI'ICN CODE 
XM -- No W c a l  or IND Studies 
XB -- N o  Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) 
* -- Final Acceptance of Revisions Pending 

Princeton 
carcden 
Newark 
Newark 
Newark 
Newark 
Princeton 
Piscataway 
caden 
New BrunSW1C.k 
Newark 

-Y 

upton 
New York 

New York 
~ e w  York 
New York 

- 13 - 



G2277XM 

GO437xM 
GO034 

G0063XM 
GO245 
G0109XO 
G2912 
G2887XB 
G2904 
G2887XB 
G2475XB 
GO621 

~0381 

GO047 
G2920 
G1005XO 

GO369 

G2375 
GO397 
GO 0 86 
GO 3 83m 
GO059 
GO139 
G2518XB 

G0173XM 
GO526xB 
G1370XB 
G0765XM 
GO765XM 
G0765XM 

child Welfare League of Amer ica ,  Inc 
Children's Hospital of Buffalo 
Columbia Univ, Except Health Sciences Division 
C o l h i a  Univ Health Sciences and 

Cornel1 Univ, Except Medical College 
Cornell University bkdical College 
Easlmm Dental Center 
Genesee Hospital 
Health Research, Inc, m y  Division 
H e a l t h  Research, Inc, Roswell Park Division 
Helen Hayes Hospital 
Highland Hospital of Roc=hester 
Hospital for  Joint D i s e a s e s  and Medical 

Presbyterian Hospital 

C e n t e r ,  Including the Research Insti tute 
for Skeletcmscular D i s e a s e s  

Hospital for Special S u r g e r y  
ICD Rehabilitation and Research Center 
Jewish Board of Family and Children's 
Services,  Inc 
Kingsbrook Jewish Mica1 Center and 

Isaac Albert Research Institute 
mng Island Jewish-Hillside Medical Center 
Maironides Medical center 
Mary linogene Bassett Hospital 
Memrial Hosp for Cancer and Allied Diseases 
Ebntefiore Hospital and Medical Center 
munt Sinai School of Medicine of CUNY 
Nassau County Medical Center, Including 

Pkaduwbrwk Medical Education and 
Research Foundation, Inc 

New School for Social Research 
New York B l d  Center, Inc 
New York City Department of Health 
New York, City Univ of 
New York, City Univ of, Baruch College 
New York, City Univ of, Bronx anty College 

New York 
Buffalo 
New York 
New York 

Ithaca 
New York 
-ester 
Rochester 

Buffalo 
W e s t  Haverstraw 
Rochester 
New York 

New York 
New York 
New York 

Brooklyn 

New Hyae Park 
Brooklyn 
CooperStCrwn 
New York 
New York 
New York 
E a s t  Meadm 

I 

0 

New -York 
New York 
New York 
New York 
New York 
Bronx 

XB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) * -- Final Acceptane of Revisions P e n d h g  
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G0765XM 
GO765XM 
G0765XM 

G0765XM 

GO765XM 
G0765XM 

G0765XM 

GO765XM 
GO765XM 
G0765XM 

GO765XM 
G0765XM 

G0765XM 
G0765XM 

GO765XM 
G2887XB 
GO208 

G0374XM 
GO508 
GO163 
GO596 
GO4 74 
GO506XM 
GO259XM 
G0386XM 
Go457 

New Y o r k ,  C i t y  Univ of, 
New Y o r k ,  C i t y  Univ of , 
New Y o r k ,  C i t y  Univ of, 
and University Center 

New Y o r k ,  C i t y  Univ of , 
Lehrran College 

New Y o r k ,  C i t y  U n i v  of, 
New Y o r k ,  C i t y  U n i v  of, 
of Criminal Justice 

New Y o r k ,  C i t y  Univ of, 
C d t y  College 

New Y o r k ,  C i t y  Univ of , 
New Y o r k ,  C i t y  Univ of, 
New Y o r k ,  City Univ of, 

New Y o r k ,  C i t y  Vniv of, 
New York, City Univ of, 

New Y o r k ,  C i t y  Univ of , 
New Y o r k ,  C i t y  Univ of, 

New Y o r k ,  C i t y  Univ of ,  

C d t y  College 

Comunity C o l l e g e  

Staten Island 

Brooklyn College 
C i t y  College 
Graduate School 

H e r b e r t  H. 

H u n t e r  College 
John Jay College 

Kingsborough 

Manhattan anty College 
Medgar Wers College 
New York City 

Queens College 
Queensbrough 

Research Foundation 
C o l l e g e  of 

Y o r k  Collecre 
New Y o r k . D e p t - o f  H e a l t h  and Regiok O f f i c e s  
New Y o r k  Pkdical CollegeFlmer and Fifth 

Avenue Hospitals, Metropolitan HospitdL, 
and Bird S. C o l a  -rial Hospitdl 

New Y o r k ,  State Univ of, a t  Albany 
New Y o r k ,  State Univ of I a t  Bin-n 
New Y o r k ,  S t a t e  Univ of, a t  Buffalo 
New Y o r k ,  State Univ of, a t  Stony Brook 
New Y o r k ,  State U n i v  of , College a t  B r o c k p o r t  
New Y o r k ,  State Univ  of, C o l l e g e  a t  Buffalo 
New Y o r k ,  State Univ of, mllege at Cortland 
New Y o r k ,  State Univ of, College at  Oswego 
New Y o r k ,  State Udv of, College of A r t s  

and Science a t  Genes- 

HEsTF?ICTION CODE 
XM -- No Medical or IND Studies 
)(B -- No Behavioral Studies 
XO -- 0the.r Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions P a d i n g  

Brooklyn 
New Y o r k  
New Y o r k  

BrOnX 

New Y o r k  
New Y o r k  

Brooklyn 

New Y o r k  
Brooklyn 
Brooklyn 

Flushing 
New Y o r k  

New Y o r k  
staten Island 

Jamaica 
-Y i 
New York ; 

-Y 
Bingharttton 
Buffalo . 
Stony Brook 
Brockpor t  
Buffalo 
mrtland 
Oswego 
Geneseo 

I 
3 

5 
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ASSURANCE 
NUMBER I N S T m I O N  CITY 

GO220 

GO305 
GO127 
GO390XO 
GO405 
GO788 
G2887XB 
GO034 

G2247 

G2375 
GlOOl  
GO624 

GO172 
GO230 
G2036 
GO491 
G2904 
G0536XB 
GO076 
G2572;i?; 
GO 3'1 6 

New York, State Univ of, College of 

New York, State Univ of ,  owns state raedical Ctr 
New York, State Univ of, U p s t a t e  Medical Ctr 
New York Univ, Exclusive of the Mica1 C t r  
New York University Meal Center 
North Shore University Hospital Manhasset 
Oxford Home for Veterans and Their Dependme 
Presbyterian Hospital (Colmbia Univ. 

Public H e a l t h  Research Ins t i t u t e  of the 

OueaS &foSpiL& center J d c a  

Research Foundation for Mental Hygiene, Inc 
(NYS Office of -tal Health, NYS Office of Menta l  
Retardation and Developnental D i s a b i l i t i e s ,  NYS 
Division of Alcoholism and Suktance Abuse - A l l  
Operating Components of the hi3 Eepar.tment of 
Mental Hygiene) Including 

Syracuse 

Brooklyn 
Syracuse 
New York 
New York 

Oxford 
New York 

New York 

E n v i m m t a l  Science and Forestry 

Health Sciences) 

C i t y  of New York, Inc 

Rensselaer Polytechnic Institute WOY 

Capital D i s t r i c t  Psychiatric C e n t e r  -Y 
long Island Research Institute 
NYS Institute for Basic Research in 

New York S t a t e  Psychiatric Institute 
Research Ins t i t u t e  on Alcoholism Buffalo 

Rochester, University of Rochester 
Rockefeller University New York 

Roosevelt Hospital New York 
R o s e 1 1  Park -rial Institute Buffalo 
Sloan-Kettering Institute for Cancer Research New York 
S t  Luke's Hospital Center New York 
St &&iq's Eioszjital -ester 
St Vincent's Hosp and Medical C t r  of New York New York 

Central Is l ip  
staten Island 

New York 
Mental Retardation 

Rockland Research Insti tute orangeburg 
Special Projects Research U n i t  Albany . 

Rockland County Health E, Social Svcs Complex PanOna 

REsmmoN CODE 
XM -- No k k d i c a l  or IND Studies 
X33 -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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CITY 
ASStRANcE 

NUMBER INSTITUI'ION 

GO2 80xM 
Go373m 
G2438XB 
GOO10 
G2045 
GO002 

GO191 

G2242 
GO285 
GO177 
GO242 
G10 87 
GO078 
GO191 

G3143XB 
GO485 
GO683 

~2843x3  
G1167 
GO088 
GO249 
G0667XM 
GO337 

Syracuse University 
Teachers College, Columbia University 
Trudeau Inst i tute  
USPHS Hospital, S t a t e n  Island 
Veterans Mxninistratim Hospital-Northport 
Y e s h i v a  Univ, Albert E i n s t e i n  College of Ned 

NOFtTH CAROLINA 

Duke University Medical Center and 
Duke University Exclusive of the 
Medical center 

North Carolha A & T Sta te  University 
N o r t h  Carolina State University a t  Raieign 
North C a r o l i n a ,  Univ of, a t  Chapel H i l l  
W a k e  Forest Univ, Bowman Gray Sch of Medicine 
Wake Forest Univ, Except School of Medicine 
Western Carolina Center 
Whitehead Y ! c a l  Research Insti tute 

Akron Genaal Medical Center 
Akron, University of 
Battelle C o l d s  Laboratories of the 

Battelle J!4mrial Inst i tute  
Cancer Center, Inc 
C a s e  Western &serve University 
Children's H o s p i t a l  Medical Center 
Children' s Hospital Research Foundation, Inc 
Cincinnati, univ of, Except Medical Center 
Cincinnati, Univ of, Wcal Center, Including 

Colleges of Mediche, Nursing, and Health 
and Pharmacy 

RESTRICTION CODE 
XM -- NO Medical or IND Studies -- - 
XB -- No Behavioral Studies 
m -- other Restriction (Call  301-496-7005) 
* -- Final  Acceptance of Revisions Pending 

Syracuse 
New York 
saranac Lake 
New York 
Northport 
Bronx 

Durham 

Greensbro 
M e i g h  

Winston-Salem 
Winston-Salm 
Morganton 
Durham 

chapel H i l l  

Akron 
Akron 
colulnbus 

Cleveland. 
Cleveland 
Cincinnati 
colurtlbus 
Cincinnati 
Cincinnati 

- 17 - 



GENERAL 
ASSURANCE 
NUMBER INSTITVTION CITY 

GO502XB 

GO171 
G2678 
G2678 
G19 3 6XB 

GO542 
G1724 
G0269XB 
GO121 
GO121 
GO662XB 

GO350xB 
G2678 
G2907XM 

GO327 
*G2402XO 
GO241 

GO134 
GO214 
G0043XB 

G2399XM 
G0505XM 
GOlllXM 

Cleveland Clinic Foundation and 

Cleveland Psychiatric Institute 
Cox Heart Institute 
Fels Research Institute 
Jewish Hospital of Cincinnati, Including 

Cleveland Clinic Educational Foundation 

the School of Nursing, Children's 
Psychiatric Center, and May Institute for 
Medical Research 

Kent State University 
Medical College of Ohio at Toledo 
Ivbunt Sinai Hospital of Cleveland 
Ohio Agricultural Research & Developnent C t r  
Ohio S t a t e  University and Research Foundation 
St Luke's Hospital Association 
(United Methodist Church) 

University Hospitals of Cleveland 
Wright State University (All Components) 
Youngstam State University 

Oklahcma PlIedical Research Foundation, Inc 
Oklahoma, University of 
O k l a h m ,  University of, H e a l t h  Sciences Ctr 

Good Samaritan Hospital and Medical Center 
K a i s e r  Foundation Hospital 
Medical Research Foundation of Oregon and 
Oregon Mional Primate Research Center 

Northwest Regional Educational Laboratory 
Oregon Research Institute 
Oreqn S t a t e  University 

Cleveland 

Cleveland 
Dayton 
Yellow Springs 
Cincinnati 

Kent 
Toledo 
Cleveland 
Wooster 
Columbus 
Cleveland 

Cleveland 
Dayton 
Youngstown 

-_ 
Oklahcsoa City 
Norman 
O k l a h m a  City 

RESTRImoN corn 
XM -- No frk3dical or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 

Portland 
Portland 
Portland 

Portland 
Eugene 
corvallis 

- 18 - 
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a T Y  
ASSuRANc;E 
NUMBER INSTITVTION 

G0288XM 
G2931 

GO125 
Go952xB 

G0784XM 
GO338 
GO 4 36XM 
G1218 
GO129 

GO360 
GO045 

G1556 
GO594 

GO475 
GO936 

GO273XB 
Go189XB 
G1378 

G212lXM 
GO 0 57xB 
GO338 
GO333 
Go222 
Go573 
G1668 

Oregon, University of ,  
Oregon, University of, 

Including Schmls of 
and Nursing 

Graduate School 
Health Sciences Center, 
Medicine, Dentistry, 

PENNSYLI 

A l b e r t  Einstein M e d i c a l  Center, N o r t h e r n  D i v  
Allegheny Health, Fducation and Research 

Corporation - Allegheny-Singer Research 
Corporation and Allegheny General Hospital 

American Insti tutes for  Research 
Arthur P. Noyes Research Foundation 
B m k n e l l  University 
CarnegiePkllon University 
Children' s Hospital of Philadelphia 

Children's Hospital of Pittsburgh 
Fox Chase mer Center (Institute for  

Franklin Inst i tute  
Geisinger Medical C e n t e r ,  Ins t i tu te  for  

Hahnemann Medical College and Hospital 
H. K. Cooper Institute for  Oral-Facial 

(Joseph Stokes, Jr . , Research Inst of) 

Cancer Research and American Oncologic Hosp) 

Medical Education and Research 

Anomalies and ccmnur~ ' cative Disorders 
(master Cleft  Palate Clinic) 

Lankenau Hospital 
M~~~ee-wOmenS Hospital 
Marriage Council of Philadelphia, Inc 
(Reviewed by G0012) 
Maqwocd College 
Pbntefiore Hospital 
Norristawn State  Hospital 
Pennsylvania Hospital 
Pennsylvania, Medical College of 
Pennsylvania State  Gniv & m n w e a l t h  Camps 
Pennsylvania State  Univ, Milton S. Hershey 

Medical  C e n t e r  

RESTRI~ION CODE 
XM -- No Medical o r  IND Studies 
XB -- N o  Behavioral Studies 
)(o -- Other Restriction (Call 301-496-7005) * -- Findl Acceptance of Revisions Pending 

* 
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Eugene 
Portland 

P h i  lade lphia 
Pittsburgh 

Pittsburgh 
mrristawn 
Lewisburg 
Pittsburgh 
Philadelphia 

Pittsburgh 
Philadelphia 

P h i  lzdelphia 
Danville 

Philadelphia 
Lancaster 

Philadelphia 
Pittsburgh 
Philadelphia 

Scranton 
Pittsburgh 
mrristcwn 
Philadelphia 
Philadelphia 
university Park 
Hershey I 

I03308 I 



ASSURAXE CITY NUMBER I N S T I ~ O N  

GOO 12 
G1531 
GO324 
GO344 
GO881 
G1532 
G2929 
GO418 
G2200 
GO465 
G2264XM 
GO795 
G2880 
G2879 
GOO 49 
G0362XB 
GOO 54XB 

Pennsylvania, University of 
Philadelphia Depar tmen t  of Pub l i c  H e a l t h  
Philadelphia Geriatric C e n t e r  
Philadelphia Psychiatric C e n t e r  
Philadelphia State Hospital 
Pittsburgh Child Guidance C e n t e r  
Pittsburgh, University Health C e n t e r  of 
Pittsburgh , University of 
Presbyterian-University Hospital 
Presbyterian-Univ of Pennsylvania Medical C t r  
Research for Better Schcols, Inc 
St Joseph's Hospital 
Temple Univ, Excluding the H e a l t h  Sciences C t r  
Temple University H e a l t h  Sciences C e n t e r  
Thorns Jefferson Univ, A l l  Ccarrponents 
W i l l s  Eye Hospital and Research Inst i tute  
W i s t a r  Insti tute 

Philadelphia 
Philadelphia 
P h i  ladelphia 
Philadelphia 
Philadelphia 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Pittsburgh 
Philadelphia 
Philadelphia 
mcaster 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 
Philadelphia 

-_ 
G1348XM Catholic Universiw of Puerto Rim Ponce 

G0256XB Puerto Rim, Univ of , Medical Sciences Campus San Juan 
Rio P i e d r a  

RHom ISLAND 

GO467 Brown University 

G2212XB Roger W i l l i a m s  General H o s p i t a l  
*GO318 mode Island Hospital 

Providence 
Providencg 
Providence 

G 2 6 2 1  Clemson University Clemson 

Colunbia GO533 
Charleston GO240 *GO629XO South Carolina, University of Columbia 

South C a r o l i n a  Depa rmt  of Mental H e a l t h  
South Carolina, Medical University of 

RESTRICTION CODE 
XM -- N o  Medical or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * -- Final Acceptance of Revisions Pending 
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G0490XM 
Go393 

-3 G1716 
9 G1716 

GO648 
GO170 

GO124 
GO401 

G2255 

GO307 
G2255 
G0398XM 

*G2 34 &XI 

GI045 

G3027 
GO564 
G3154 

*G112lXO 
GO123 
GO113 

G2615 

*G2760 

TENNESSEE 

George Peabody College for Teachers 
Meharry M i d  College 
Oak Ridge Associated Universities 
Oak Ridge National Laboratory 
St Jude Children's &sear& Hospital 
Tennessee,  University of , Center for the 

Tennessee, University of - Knoxville 
Vanderbilt University 

Health Sciences 

A u d i e  L. Murphy V e t e r a n s  
Administration Hospital 

Baylor College of Wcine  
Bexar county Hospital D i s t r i c t  
Houstm, University of 
Soc~hes t  ~dxc&.ic~zl B v e l o p t  Corporation 

(AKA Southwest Educational Develo-t Lab) 
Texas A & M University and Research 

Foundation, College Station Campus only 
Texas Eepar-t of Public Welfare 
Texas Tech University 
Texas Tech Univ School of Medicine a t  

Lubbock(Inc1uding Academic Health Centers 
a t  E l  Paso and Amarillo) 

T e x a s ,  University of, a t  Arlington 
Texas , University of, a t  A u s t i n  
Texas, University of, Cance r  Center (and its 

M.D. Anderson Hospital and Tumr Institute) 
Texas,  University of , Health Science Center 

a t  Dallas 
Texas, University of , Health Science Center 

a t  Houston 

Nashville 
Nashville 
oak Ridge 
oak Ridge 
M=-Ws 
PkIrphiS. 

Knoxville 
Nashvi 1 le 

san Antonio 

Houston 
san Antonio 
Houston 
A u s t i n  

College S t a t i m  

A u s t i n  
LUblXY2.k 
LUbbCk 

Arlington 
AUStin 
Houston 

D a l l a s  

Houston 

1 

XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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GEamALl 
ASSURANCE 
NUmm INSTITUTION CIlY 

G2 2 55 

GO107 
GOOlO 

*G2426 
GO462 
GO235 
GO235 
GO235 

GO194 

G2335XB 

G2684 

G2275XM 
GOOlO 
GO239 

GO306 

Texas,  University of, H e a l t h  Science Center 
a t  San Antonio, Including Medical School, 
Dental School, and Graduate School of 
B i o d c a l  Sciences, Sch of Nursing, 
Sch of Allied Health Sciences, and Graduate 
School of Pharmacy 

Texas, Univ of, Medical Branch a t  Galveston 
USPHS Hospital, Galveston 

Deseret Fdn for Mica1 Education & Research 
Utah State university 
U t a h ,  University of 
Utah, university of, Research Inst i tute  
V e t e r a n s  Adrrums ' * tration Hospital 

m N T  

V m n t ,  University of, and State 

V e t e r a n s  Administration Ctr-White River Junction 
Agricultural College 

VIRGINIA 

Eastern Virginia Mica1 Authority and 

Human Resources Research Organization 
USPHS Hospital, Norfolk 
Virginia C o m n d t h  University (All Schools 

V i r a i n i a .  Universitv of 

Eastern Virginia Medical School 

and Divisions) 

San Antonio 

Galveston 
Galveston 

Salt Lake City 
Losan 
salt Lake city 
Sal t  Lake City 
S a l t  Lake City 

I \  , L  

Burlington 

White River Jct 

Norfolk 3 
i 

Alexandria * 

Norfolk 
R i m n d  

Charlottesville 

RESTRICTION CODE 
XM -- No Medical or IND Studies 
XB -- N o  Behavioral Studies 
XR -- other Restriction (Call 301-496-7005) * -- Final Acceptance of Revisions Pending 
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GO522 
G2627XB 
G0029XB 
G0913XB 
Goo 10 
*E3900 

G1717 

*GO 10 5x0 
GO299 

GO431 

GO315 
G2891XB 
G0387XM 
GO763 
G3010XB 
GO503 

G3051 
GO077 
GO319 
G2106XM 

W A S H I N W N  

Children's Grthopdic Hosp and p.ledical C t r  
Fred Hutchinson Cancer Research Center 
Pacific Northvest Research Foundation 
Swedish Hospital Medical Center 
USPHS Hospital, Sea t t l e  
Virginia Mason Research Center, Including 

Mason C l i n i c  and Virginia Mason Hospital 
Washington Departnwt of Social and Health 

Services, A l l  Compnents 
Washington State university 
Washington, University of 

WEST VIRGINIA 

West Virginia University 

:'JISC9EiIl? 

Central Wisconsin Colony and Tr-9 School 
Colmbia Hospital 
Marquette University 
Wdota Mental Health Institute 

Southm W i s c o n s i n  Center for the 

S t  Mary's Hospital 
Wismnsin, e c a l  College of,  Inc 
Wisconsin, university of, Madison Campus 
Wismnsin, University of, Parkside 

Mount Sinai  Medical center of Milwaukee 

Developmntdly Disabled 

Seattle 
Seattle 
Seattle 
Seattle 
Seattle 
Seattle 

Olympia 

Pullman 
Seat t le  

pllorgantm 

I .. 
4 * Madison 

Milwaukee 
Milwaukee 
Madison 
MilwaUkee 
Union Grove 

Milwaukee 
Milwaukee * 

Madison 
Kenosha 

f 
1 

RESTRICTION CODE 
XM -- NO e c a l  or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction ( C a l l  301-496-7005) 
* -- Fina l  Acceptance of ReViSiOnS Pending 

- 23 - 



GENERAL 
ASSURANCE 

CITY N I I E R  IXSTI”I0N 

G3061 

*G1137 

BANGLADESH 

Cholera Research Laboratory 

SWIT- 

World H e a l t h  Organization 

DaCCa 

Geneva 

REsTRImoN am 
XM -- No Medical or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 1 GRANT CONTRACT cl FELLOW OTHER 

8. TITLE OF INSTITUTIONAL O F F I C I A L  

NEW RENEWAL CONTINUATION 
APPLICATION IDENTIFICATION NUMBER w known) 

PROTECTION OF HUMAN SUBJECTS 
ASSU RANC E/CE RTI  F l C  AT!  ON/DECLARATI ON 

TELEPHONENUMBER 6 

0 ORIGINAL C! FOLLOYUP 0 REVISION I 

SIGNATURE O F  INSTITUTIONAL O F F I C I A L  

STATEMENT OF POLICY: Safeguarding the rights and welfare of subjects  a t  risk in ac t iv i t ies  supported under grants and con- 
t r a ~ ! ~  from DHEW j s  .Drirnzri!y G?e responsibi!ity of the institution which receives  c)r is accoun?ab!e to DXEW f c r  the frrnds 
awarded for the support o f  the ac t iv i ty ,  In order to provide for  the adequate discharge o f  this institutional responsiMlity, i t  i s  the 
p o l i c y  of DHEW that RO act iv i ty  involving human subjec ts  to be supported by DHEW grants or contracts shall be undertaken unless  
the Institutional R e v i e w  Board has reviewed and approved such act iv i ty ,  and the institution has submitted to DHEW a cert i f ica-  
tion of  such rev iew and approval, in accordance with the requirements of Public L a w  93-348, a s  implemented by Part 46 of T i t l e  
45 o f  tbe Code  of Federal Regulations, as  amended, (45 CFR 46). Administration of the DHEW policy  and re ulation i s  the re- 
sponsibility o f  the O f f  ice f o r  Protection f r o m  Research Risks, National institutes o f  Health, fethesda, Lld ZCOl?. 

- 

b 

D A T E  

1. TITLE O F  PROPOSAL OR ACTIVITY 

2. P R l N C l P A L  I NVESTIGATOR/ACTIVITY DIRECTOR/ FELLOW 

3. DECLARATION T H A T  HUMAN SUBJECTS EITHER WOULD OR WOULD NOT B E  INVOLVED 

A. N O  I N D I V I D U A L S  WHO M I G H T  B E  CONSIDERED HUMAN SUBJECTS. I N C L U D I N G  THOSE FROM WHOM ORGANS, TISSUES. 
FLUIDS, OR O T H E R  M A T E R I A L S  WOULD B E  DERIVED,  OR WHO C O U L D  BE I D E N T I F I E D  BY PERSONAL D A T A ,  WOULD BE 
I N V O L V E D  I N  T H E  PROPOSED ACTIVITY.  ( I F  N O  HUMAN SUBJECTS WOULD B E  INVOLVED,  C H E C K  THIS BOX AND PRO- 
C E E D  TO I T E M  7. PROPOSALS DETERMINED B Y  T H E  AGENCY TO I N V O L V E  HUMAN SUBJECTS W I L L  BE RETURNED.) 

ci 

n 8. HUMAN SUBJECTS WOULD BE INVOLVED IN THE PROPOSED ACTIVITY AS EITHER: 0 NONE O F  THE FOLLOWING, OR 
I N C L U D I N G :  c] MINORS, 0 FETUSES, 0 ABORTUSES. 0 P R E G N A N T  WOMEN, 0 PRISONERS, 
R E T A R D E D ,  a M E N T A L L Y  DISABLED. UNDER SECTION 6. COOPERATING INSTITUTIONS, ON REVERSE O F  THIS FORM, 
G I V E  N A M E  O F  I N S T I T U T I O N  AND NAME AND ADDRESS O F  O F F I C I A L ( S I  A U T H O R I Z I N G  ACCESS TO ANY SUBJECTS I N  
F A C I L I T I E S  N O T  U N D E R  D I R E C T  CONTROL O F  T H E  A P P L I C A N T  O R  O F F E R I N G  INSTITUTION.  

M E N T A L L Y  

4. DECLARATION O F  ASSURANCE STATUS/CERTIFICATION OF REVIEW 

0.. THIS INSTITUTION HAS NOT PREVIOUSLY FILED AN ASSURANCE AND ASSURANCE IMPLEMENTING PROCEDURES F O R  THE 
P R O T E C T I O N  O F  HUMAN SUBJECTS WITH T H E  DHEW T H A T  A P P L I E S  T O  THIS A P P L I C A T I O N  O R  A C T I V I T Y .  ASSURANCE I S  
H E R E B Y  G I V E N  T H A T  THIS INSTITUTION W I L L  COMPLY WITH REQUIREMENTS O F  DHEW Regularion 45 C F R  46.  T H A T  IT HAS 
E S T A B L I S H E D  A N  I N S T I T U T I O N A L  REVIEW BOARD FOR T H E  P R O T E C T I O N  OF HUMAN SUBJECTS AND, WHEN REOUESTED, 
W I L L  SUBMIT TO DHEW DOCUMENTATION AND C E R T I F I C A T I O N  OF SUCH REVIEWS AND PROCEDURES AS MAY B E  RE- 
QUIRED F O R  I M P L E M E N T A T I O N  O F  THIS ASSURANCE FOR T H E  PROPOSED P R O J E C T  O R  A C T I V I T Y .  

i 

0 8.  T H I S  I N S T I T U T I O N  HAS A N  A P P R O V E D  G E N E R A L  ASSURANCE [DHEW ASSURANCE NUMBER .-)OR A N  A C T I V E  
S P E C I A L  ASSURANCE FOR THIS ONGOING A C T I V I T Y ,  O N  FILE WITH OHEW. T H E  SIGNER C E R T I F I E S  T H A T  A L L  A C T I V I T I E S  
I N  THIS A P P L I C A T I O N  PROPOSING TO I N V O L V E  HUMAN SUBJECTS H A V E  B E E N  REVIEWED AND A P P R O V E D  BY THIS 
INSTITUTION’S I N S T I T U T I O N A L  REVIEW BOARD I N  A CONVENED M E E T I N G  ON T H E  D A T E  O F  
WITH T H E  REQUIREMENTS OF THE Code of Federal  Re#uJnfions on Pro tec t ion  of Human Subjec t s  (45 C F R  46) .  THIS C E R T I F I C A -  
TION INCLUDES,  WHEN A P P L I C A B L E ,  REQUIREMENTS FOR C E R T I F Y I N G  FDA S T A T U S  FOR E A C H  INVESTIGATIONALI%EW 
D R U G  TO B E  USED (SEE REVERSE SIDE OF THIS FORMI. 

I N  ACCORDANCE 

T H E  INSTITUTIONAL REVIEW BOARD HAS DETERMINED, AND THE INSTITUTIONAL OFFICIAL SIGNING BELOW CONCURS 
T H A T :  

EITHER 0 HUMAN SUBJECTS WILL NOT BE A T  RISK; OR ~3 HUMAN SUBJECTS WILL B E  A T  RISK. 

5. AND 6. SEE REVERSE SIDE 

7 .  NAME AND ADDRESS O F  INSTITUTION 

I 
HEW-596 ( R e v .  4-75) 

ENCLOSE THIS FORM WITH THE PROPOSAL OR RETURN IT TO REQUESTING AGENCY. 
THE ORIGINAL COLOR OF THIS FORM IS YELLOW _. c 

1033081 
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5. INVESTIGATIONAL NEW DRUGS -ADDITIONAL CERTIFICATION REQUIREMENT 

SECTION 46.17 OF TITLE 45 O F  THE Code of Federal Regulations atatea, "Where nn organization ia required to prepare or to submit a 
certification . . . and the propoaal involvea an investieatioraal new drug within lhe meaning of The Food. Drug. nnd Coametic Act. the drug 
shall be identified in the certificatfon together with a statement that the 30-day delay required by 21 CFR 130.3(a)(Z) haa elapaed and the 
F o o d  and Drug Admrnrnfratron hna not, prior to exprrarion oi such 3 0 4 y  inrervnl, requested fhat the aponaor continue to withhold or to 
reatrict uae of the drue in human aubjecta; or thnt the Food  and Drue Adminiatration has waived the 30-day delay requirement; provided, 
however, thnt in thoae cases in which the 3 W a y  deInsy interval hna nerther expired nor been waived. a atatement ahall be forwarded to 
DHEW upon auch expiration or upon receipt of  a wniver. Na certification ahall be considered acceptable until such statement ha. been 
received.'' 

INVESTIGATIONAL NEW DRUG CERTIFICATION 

TO CERTIFY COMPLIANCE WITH FDA REQUIREMENTS FOR PROPOSED USE O F  INVESTIGATIONAL NEW DRUGS IN ADDITION TO 

EACH INO: (ATTACH ADDITIONAL IND CERTIFICATIONS AS NECESSARY). 
CERTIFICATION OF INSTITUTIONAL REVIEW BOARD APPROVAL, THE FOLLOWING REPORT FORMAT SHOULD BE USED FOR 

- IND FORMS FILED:  c] FDA 1571, 0 FDA lS72, 0 FDA 1-3 

- NAME O F  IND AND SPONSOR 

- D A T E  OF IO-DAY EXPIRATION OR FDA WAIVER 

(FUTURE D A T E  REQUIRES FOLLOWUP REPORT TO AGENCY) 

- FDA RESTRICTION 

- SIGNATURE OF INVESTIGATOR D A T E  

6. COOPERATING INSTITUTIONS - ADDITIONAL REPORTING REQUIREMENT 

SECTION &.16 O F  T I T L E  45 O F  THE Code o f  Federnl Regulatione IMPOSES SPECIAL REQUIREMENTS ON THE CONDUCTOFSTUDIES 

THROUGH COOPERATING INSTITUTIONS NOT UNDER ITS CONTROL. IN  ORDER T H A T  T H E  DHEW BE F U L L Y  INFORMED. THE 
FOLLOWING REPORT IS REQUESTED WHEN APPLICABLE. 

OR ACTIVITIES IN WHICH THE GRANTEE OR PRIME CONTRACTOR OBTAINS ACCESS TO ALL OR SOME OF T H E  SUBJECTS 

USE FOLLOWING REPORT FORMAT FOR EACH lNSTlTUTlON OTHER THAN GRANTEE OR CONTRACTING INSTITUTION WITH 
RESPONSIBILITY FOR HUMAN SUBJECTS PARTICIPATING I N  THIS ACTIVITY:  (ATTACH ADDITIONAL REPORT SHEETS AS 
NECESSARY ). 

INSTlTUTlONAL AUTHORlZATlON FOR ACCESS TO SUBJECTS 
'..- - 

- SUBJECTS: STATUS (WARDS. RESIDENTS, EMPLOYEES, PATIENTS. ETC.1 

NUMBER A G E  RANGE 

NAME OF OFFIC IAL  (PLEASE PRINT1 

T I T L E  T EL EPHON E 

NAME AND ADDRESS OF 
COOPERATING INSTITUTION 

- OFFICIAL  SIGNATURE 

NOTES: (e.&.. report of modification in proposal as submitted to agencr effecting human subjects involvement) 

t HEW-596 (Rev. 4-75) (Back)  
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P ro fes so r  and Head 
Department of Psychology 
The Un ive r s i ty  of Tennessee 
Kno:c..ille, TX 37916 

Telephone: 974-2531 

Bovard Ronald Friedman, Ph.D. 
C l i n i c a l  Psychologis t  
The Iiegional Mental Heal th  Center 
240 I-?. Tyrone Road 
Oak Pidge, TZJ 37330 

, 

Telephone: 482-1076 

A. Seaton Carre t t ,  Jr., M.D. 
Medical D i r e c t o r  
Oak Xidge Xa t iona l  Laboratory 

Oak Xidge, 'i?l 37830 
: Bui ld ing  4500 X 

T e l q h o n e :  574-7431 

Donald W. Goodwin, Ph.D. 
M i n i s t e r ,  United Church, Chapel-on-the-Hill 
85 Kentucky Avenue 
Oak X d g e ,  TJ 37830 

Telephone: 482-1016 (Of f i ce )  
432-1850 (Home) 

?!artha S. Hansard, Ph.D. 
Assoc ia t e  S e c t i o n  Leader f o r  Computer 

Yedical and Health Sc iences  Div i s ion  
Oak Ridge Associated U n i v e r s i t i e s  
P. 0. Box 1 1 7  
Oak Ridge, 'PI 37830 

Pfethodolo,~ and Systems, Epidemiology 

b r l  7. X&ner, X.D. 
Chief ,  Ou tpa t i en t  C l i n i c a l  S t u d i e s  
D i r e c t o r ,  XEAC/TS 
Xec!icd and Heal th  Sc iences  D i v i s i o n  
Oak X d g a  Associated U n i v e r s i t i e s  
P. 0. 3ox 1 1 7  
Oak ??i~.ge, "X 37830 

Tele?5one: 576-3098 

?lelvin E. Koons, J . D .  
Union CzrbiZe Corpora t ion  Nuclear  
9i~is Lon 

P. 0. 3OIC :.i 
Oak SiZge, T3 37830 

Telep5one: 576-1432 

RobeiC Lange, M.D. (Chairman) '. 
Direcccr 
The Un ive r s i ty  of Tennessee Memorial 

Tne  G r i ~ s r s i t y  of Tennessee Center  
3esearcl.1 Center  

f o r  tie Heal th  Sc iences ,  P 

Knovvi l le  T n i  t s I 
192& -Alcoa Highway 4 
b o x - z i l l e ,  .E? 37920 

Telephone: 971-3165 

Steve  Lawrence, B.S. 
Xanager f o r  Admin i s t r a t ion  
OaIc a d z e  Associated U n i v e r s i t i e s  
P. 0. 302: 117 
Oak Xi?ge, TN 37830 

Tele?%one: 576-3303 

Clarence C. Lushbaugh, M.D. 
C'naimzn, Yedica l  and H e a l t h  

Oak FS1ge Associa ted  U n i v e r s i t i e s  
P. 0. 3ox 1 1 7  
Oak Iiidge, TN 37830 

Sc iences  Div i s ion  

1 0 3 3 0 8 9  Telephone: 576-3090 



L. Clifford McKee, Jr., M.D. 
Xetropolitan Xashville General 
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Nashville , TN 37210 

Hospi t a1 

Telephone: FTS 8 852-5022 
3 22-3 35 5 

Ruby Miller, B.S. 

Union Carbide Corporation - 
Oak Ridge National Laboratory 
P. 0. Box X, Building 4500 t l  
Oak Ridge, TN 37830 

' Public Relations Representative 

Nuclear D i v i s i o n  

Telephone: 574-4165 

John B. Storer, M.D. 
Director, Biologg Division 
Oak Ridge National Laboratory 
Oak Ridge, % 37830 
(Y-12 Area, Building 9207)  

i Telephone: 574-0212 

? 

For information regarding Committee business, contact the Committee Secretary: 

IO33090 

Dianne Gresham 
Medical and Health Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 117 
Oak Ridge, TN 37830 

Telephone: 576-3098 
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Federal Register I Vol. 44, NO. 168 / Tuesday, August 28. 1979 I Proposed .5(1359 

Regulatory Analysis: A regulatory Signed this 22nd day of August. 1979 at policymaking employees and tenured analysis was not required. Washington, D.C. 
employees at  institutions of higher 
education were published in the Federal 
Register on December 12,1978. Proposed 

prohibition of mandatory retirement up 
until age 70 may be expected in the near 
future. Also to conform with changes in Eusis To improve 

Standards Act Amendments of 1971 and 
the 1978 ADEA amendments, minor 
proposed revisions may be expected 
(early next year) in sections of these 
interpretations concerning the 
definitions of "employer" and 
discrimination within the age range 

Branch of Age Discrimination, Wage 
and Hour Division, U.S. Department of 
Labor, 200 Constitution Avenue, N.W., 
Room 3 3 2 ,  i5'ashin$on, 3.C. 3X:? 

Reguiorory AilaIysis: A re,da!xy 
aza!vsir w x  cot prepared. 

Ray Marshall. 
Secretory of Labor. 

BILLING COO€ 1 5 1 0 . 2 3 4  

Action: A final regulation was 
published. 
30 CFR Part 46-state Grants 
Regulations 

interpretations concerning the [m Doc. 7&287w Filed bZ7-79: 8 4 5  am] 

- 
DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

Food and Drug Administration 

121 CFR Parts 16,569 " 9  l'l, 'ao,& 
3 2314,320,330,361 430,431,601, 
&O, 1003, and 1 O l O Y  

ADEA 'Overage under the Fair Labor regulations imp]emen:ing Sections 503 0 
miSHA. 

Contact: Frank A. White, Office of 
Standards, Regulations and Variances, 
h.fine Safety and Health Administration 
4015 Wilson Boulevard, Arlington, 
Virginia 22203 (703) 235-1910. 

sr,a!ysis i v a j  nc! req+red. 
covered under the Act. I?.:ggu!s!o.y Analysis: A regulatory [Docket No. 77N-03503 

Contact: Francis V. LaRilffa, C!iief, 
Action: A final regulation was Protection of Human Subjects; 

Standards tor lnstitutional Review 
Boards for Clinical Investigations; . ' 
Yfaivcr of Requirement 
AGENCY: Food and Drug Administration. 
ACTION: Waiver a i  Requirement. 

published, 
30 CFR Parts 55.56, and 57- 
Miscelianeous Amendments lnciuaing 
Stacdards For Exposure to Radon 
Daughters (Pait 57 only) 

(202) 523-7840. 

&tion: Raspocsibiiity transferred to 
the Equal Employment Opportunity 
Commission. 
29 CFR part z5z&--Elimination of 
Form EBS-I. 

A revision of certain reporting 
requirements will be proposed to 
eliminate the need for employee benefit 
plans to file a Plan Description Form 
EBS-1 with the Department. 
Basis forAction: The revision is 

intended to eliminate duplicative 
reporting and reduce the paperwork 
burden imposed by ERISA. 

Contact: Peter Straub, Pension and 
Welfare Benefit hograms. U.S. 
Department of Labor, 200 Constitution 
Avenue, N.W., Room N4472, 
Washington, D.C. 20210 (202) 523-8377. 

Regulatory Analysis: A regulatory 

- Action: A final regulation was 
aiia:qsis was no: r s y k e 2 .  

published. 
29 CFR 92.1-92.+Labor Management 
Services Administration Regulations to 
be Issued Governing Employee Benefit 
Payments Under the Redwood National 
Park Expansion Act (Pub. L. 95-250) 
. 

These provisions will define the 
eligibility criteria which employees must 
meet in order to receive benefits under 
the Act. 

Basis for action: These regulations 
were necessary to implement Section 
102(b) end Sections 103(d)-103(i) of title 
I and all of title I1 of Pub. L. 95-250. 

Contact: Ron Glass, Division of 
Employee Protections. Labor- 
Management Services Adininistra tion, 
US. Department of Labor, Room N5641, 
200 Constitution Avenue, N.W., - - -  

Basis for oction: To implement 
improved safety and health standards 
under Section 301 of the Amendments 
Act. 
Contact: Frank A. White. Office of 

Standards, Regulations and Variances, 
Mine Safety and Health Administration, 
4015 Wilson Boulevard, Arlington, 
Virginia 22203 (703) 235-1910. 

ReguIutory Acalysis: A regulatory 
analysis was not required. 

Action: Final regulation was 
published. 

C. The following officials shall'serve 
on the Department of Labor's Regulatory 
Review Panel: 

Chair: The Under Secretary of Labor. 
Members: 

The Solicitor of Labor; 
The Assistant Secretary ior iaoor- 

The Assistant Secretary for Employment 
Management Standards; 

Standards: 
The Assistant Secretary for Policy Evaluation 

and Research; 
The Asssitant Secretary for Employment and 

Training: 
The Assistant Secretary for Occupational 

Safety and Health 
The Assistant Secretary for Mine Safety and 

Health; 
The Assistant Secretary for Administration 

and Management; 
The Inspector General; 
The Commissioner of Labor Statistics: 
The Deputy Under Secretary for International 

Labor Affairs; and 
T;ie Deput;, Under Sec:etary fur L t  gsl.iticn 

and lntergovemmental Relations.& 

Executive Secretary: A designated 
n 9 , . - b  * n  +I.- C.,r-nrqT. 

SuRI,IIAilY: The ?sod and Drug 
Administration (FDA) is waiving the 
requirement for submittizg a smmary 
of the presentation as part of the written 
notice of participation for a public 
hearing on "Standards for Institutional 
Review Boards for Clinical 
Investigations" for the scheduled 
September 18,1979 hearing in Bethesda, 
MU. The agency is also correcting.the 
date for tbe San Francisco hearing by 
changing the da!e from October 2,1979 
to October 3,1979. 
DATES: Public hearings on September 18, 

*October 3, and October 16,1979. Written 
notices of participation required by 
September 4, September 18, ar.6 October 
2,1979. 
ADDRESS: Written comments to the 
Hearing Clerk (HFA-3051, FGod and 
E r q  r?Lminis!ra!inn, Rm. H 5 .  56M) 
Fishers Lane, Rockville, h?D 20857. 

John C. Petricciani, Bureau of Biologics 
(HFW), Food and Drug Administration, 
Department of Health, Education, and 
Welfare, 8800 Rockville Pike, Bethesda, 
MD 20205, 301-49&9320. 
SUPPLEMENTARY INFORMATION: In the 
Federal Register of August 14,1979 (44 

hearings on proposed standards for 
institutional review boards (IRB's) for 
clinical investigations. One of these 
public hearings is scheduled for 
Bethesda. MD, on September 18, 1979. 

Under the requirements of 21 CFR 
15.21, a written notice of participation 
must be ii1t.J with the FDA Hed:ing 
Clerk. The written notice of 
participation requires the name, 

FOR FURTHER INFORMATION CONTACT: 

. FR 47699), FDA announced public 

nr l4 - l r -c~  3n.4 tp lonhnnp nilrphp- qf the 
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50360 Federal Register 1 Vol. 44, No. 168 I Tuesday,'?&@& &, 1979 / hoposed Rules I 
person desiring to make a statement, 
along with any business affiliation, a 
summary of the scope of the 
presentation with references to the 
appropriate. subpart of the proposed 
regulations, and the approximate 
amount of time requested for t!~e 
presentation. The written notices of 
Participation were required to be 
submitted not later than September 4, 
1979 for the Bethesda. MD, hearing. 

The agency received telephoned 
comments from persons interested in 
participating in the September 18, 1979 
hearing at Bethesda. MD, indicating that 
there is inadequate time to prepare and 
submit the required summary of the 
presentation by the September 4,1979 
deadline. 

comments and is therefore waiving the 
requirement to submit a summary of-the 
presentation for the September 18,1979 
hearing in Bethesda, klD, only. Because 
the San Francisco acd Hozstor! kearkgs 
are scheduled for Octcber 3 and 
October 16, respectively, persons 
interested in participating in the other 
hearings have sufficient time to prepare 
a summary and wil! be required to 
submit this information with the notice 
of participation required for those 
hearings. ' 

This action is not expected to have 
any adverse e f fx t  on the scheduled 
September 18,1979 hearing at Behesda. 
MD, for either the public or the agency. . The agency is also correcting the date 
for the San Francisco hearing specified 
in the August 14,1979 Federal Register 
announcement. This announcement 
inadvertently identified the date for the 
San Francisco hearing as October 2, 
1979. The correct date for this hearing is 
October 3,1979. 

Joseph P. W e ,  

The agency agrees with these 

Dated: August 23,1979. 

dibenzenesulfonic acid was --A*-: 1 '; -:'. 
inadvertently omitted in the listing 
regulation for D&C Orange No. 4. - '- 
DATE: Comments by October 2$1m. 
ADDRESS: Written comments to the 
Hearing Clerk (HFA-305). Faod ard 
Drug Administration. Rm. 4-65, 5600 
Fishers Lane, Rockville, MD 20857. 

Gerald L. McCowin, Bureau of Foods 
(HFF-334), Food and Drug 
Administration, Department of Health, 
Education, and Welfare, 200 C St. SW.. 
Washington, DC 20204,202-472-5740. 

regulation published in the Federal 
Register of September 30,1977 [42 FR 
52395) listed D&C Orange No, 4 for use 
in externally applied drugs and 
cosmetics (see 0 s  74.1254 and 74.2254 
(21 CFR 74.1254 and 74.2254)). A final 
d e  published in the Federal Register of 
April 7,1978 (43 FR 14641) confirmed the 
effectiv? date of Novem5er 1,1977 isr 
i!!2 "permanent" :;sting of E%2 Grange 
No. 4, and also revised the 
specifications for total color and the 
sum of volatile matter and chlorides and 
su!fa!es fas  s c d ? z  salts! k r ? s ; ~ s e  ts 
two objections to the regulation. The 
revision becaze effxtive on April 7, 
1978. 

The agency has recently become 
aware that the specifications for D&C 
Orange No. 4 do r.o! include a tokrance 
for 4,4'-[diazoamino)-dibenzenesuIfonic 
acid [DAADBSA). A tolerance of not 
more than 0.1 percent DAADBSA was 
inadvertently omitted from the 
specifications when the final regulation 
was published in the Federal Register. 
FDA has determined, consistent with its 
policy on the Certification of color 
additives, as well as with the 
requirement necessary to establish the 
safety of D&C Orange No. 4, that the 
tolerance of DAADBSA should be 

.- . 

. 

, 
. FOR FURTHER INFORMATION CONTACT: 

,'. ... :. 

SUPPLEMEMTARY INFORMATION: A ~ 

Associote Commissioner fur Regulatory 
Affairs. included as originall; intended in the 1 specifications for D%C Orange No. 4. 

After reviewine the analvtical data. 

121 CFR Part 741 

IDocket No. 77C-02761 

Listing of Color Additlves Subject to 
Certification; DBC Orange No. 4 
AGENCY: Food and Drug Administration. 
ACTION: Proposed rule. 

SUMMARY: The Food and Drug 
Administration [FDA) proposes to revise 
the specifications for D&C Orange No. 4 
by adding a tolerance for 4,4'- 
[diazoamino)-dibenzenesulfonic acid. 
This revision is necessary because a 
tolerance for 4,4'-(diazoamino)- 

FDA has concludid that a iolerance of 
not more than 0.1 percent for DAADESA 
can be met when good manufacturing 

production of D&C Orange No. 4. 
FDA has carefully considered the 

environmental effects of the proposed 
reodation and, because the proposed 
action will not significontIy affect the 
quality of the human environment, has 
concluded that an environmental impact 
statement is not required. A copy of the 
environmental impact assessment is on 
file with the Hearing Clerk, Food and 
Drug Administration. 

Therefore, under the Federal Food, 
Drug, and Cosmetic Act (sec. 706(b), (c), 
and (d), 74 Stat. 399-403 as amended (21 

p z t i c e s  ;:E empioyea in I ne  

u . s . ~  37qb), (c). and (4)) and u ~ ~ d e r  
ac:hority delegated to the Com2issicner 
of Food and Drugs (21 c s  5.1), it is 
pmposed that Part 74 be amended in 
0 74.1254 by inserting. after the entry for 
"subgidiary colors" in *.e spedficaf'ons 
in paragraph (b). a new entry to read as 
follows: 

9 74.1251 D&C Orange NO. 4. 
* e . * *  

(b) '  ' . .  
4.4'-(diazoamino)-dibenzenesulfonic 

Interested persons may, on or before' 
October 29, 1979. submit to the Hearing 
Clerk (WA-305). Food and Drug 
Administration. Rm. 4 4 5 .  5600 Fishers 
Lane. Rockville. MD 20857, written 
comments regarding this proposal. Four 
copies of all comments shall be 
submitted. except that individuals may 
submit single copies of coments .  The 
comments are to be ide.r.ti5eed :i+5 ~ 3 s  
Hearing Clerk docket number found in 
brackets in the heading or'this 
document. Received comments may be 
seen in the above office. between, 9 a.m. 
ana 4 pm., Monday through Friday. 

In accordance with Executive Order 
1 2 W ,  the economic effects of this 
proposai nave been carefd!y analyzed. 
and it has been determined that the 
proposed rulemaking does not invo!ve 
major economic consequences as 
defined by that order. A copy of the 
regulatory analysis assessment 
supporting this determination is on file 
with the Hearing Clerk, Food and Drug 
Administration. 

b'iiun F. Randolph, 
Acting Associate Commissioner for 
Regulatory A,f,fuirs. 

acid, n3t more than 0.1 percent. 
a * . * *  

Dated: August 17,1979. 

IFR Doc. 74-28817 Filed 847-19. &45 om\ 
B I U N G  4110-03-Y 

121 CFR Part 1841 

[Docket No. 78N-03691 

Whey, Whey Products, and Hydrogen 
Peroxlde; Affirmation of Gras State:, 
as Direct Human Food Ingredients; 
Extension of Comment Period 
AGENCY: Food and Drug Administration. 
ACTION: Extension of Comment Period. 

SUMMARY: The agency extends &e 
comment period on its proposal to affirm 
the generally recognized as safe (CRAS) 
status of whey and whey products as 
direct human food ingredients and 
hydrogen peroxide for use as an ' 

antimicrobial agent in cheesemaking 
and whey processing. This action is 
taken in response to a request for 
extension of the comment period. 

1 0 3 3 0 9 3  
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disqualification, the Commissioner shail 
so notify other agencies in t5e 
Department of Health, Education, and 
!?'eiiare that sugport reseaich involving 
human subjects at the time of or after 
proposing disqualification of the board 
under 3 56.204(a). 

$ 56.215 Actions alternative or additional 
:D disqualiilcation. 

Disqualification of an institutional 
review board under this subpart is 
independent of, and neither in lieu of 
nor a precondition to. other proceedings 
or actions authorized by the act. The 
Commissioner may, at any time, through 
h e  Department of Justice institute any 
appropriate judicial proceedings (civil or 
crimina!) and any other appropriate 
regulatory action, in addition 13 or in 
lieu of, and before, a t  the time of, or 
after, disqualification. The 
Commissioner may also refer pertinent 
matters to another Federal, State, or 
!=:a! gc.,eraez: agency f c i  x i h  ac:ic; 
dS that agency determines to be 
appropriate. 

(i 56.219 Reinstatement of a disqualified 
institutional review knard. 

[a) An institutional review board that 
has been disqualified may be reinstated 
3s z!:zib!s i o  ie*Law c k i k a l  
investigations subject to requirements 
for prior submission to the Food and 
Drug Administration, or a s  acceptable to 
be the reviewer of clinical investigations 
to be submitted to the Food and Drug 
Administration, if the Commissioner. 
determines. upon an evaluation of a 
written submission from the board, that 
the board has adequately assured that it 
will operate in cornpliance with the 
standards set forth in this part and other 
applicable re,dations in this chapter, 
e.g., Parts 312 or 812. 

[b) A disqualified board that wishes 
to be so reinstated shall present in 
writing to the Commissioner reasans 
why it believes it should be reinstated 
and a detailed description of the 
corrective actions it has taken or intends 
to take to assure that the acts or 
omissions that led to disqualification 
will not recur. The Commissioner may 
condition reinstatement upon the 
board's being found in compliance with 
the applicable regulations upon an 
inspection. 

(c) If a board is reinstated. the 
Commissioner shall so notify the board 
and all persons who were notified under 
8 56.213 of the disqualification of the 
board. A determination that a board has 
been reinstated is disclosable to the 
Public under Part 20 of this chapter. 

PART 71-COLOR ADDITIVE 
PETITIONS 

3. By amending Part 71: 
a. In 0 71.1 by adding new paragraph 

(i) to read as follows: 

3 71.1 Petitions. 
* * * * a  

(i) If clinical investigations involving 
human subjects are involved, petitions 
filed with the Commissioner under 
section 706[b) of the act shall include a 
statement regarding each such clinical 
investigation contained in the petition 
that it either was conducted in 
compliance with the requirements for 
institutional review set forth in Part 56 
of this chapter or was not subject to 
such requirements in accordance with 

56.6 of this chapter. 
b. In 3 71.6 by adding a new sentence 

at  the end of paragraph @) to read a s  
follows: 

5 71.6 Extension of time for studying 
petitions; substantive amendments; 
withdrawal of petitions without prejudice. 
* * * * e  

pJ1 ' L'c!>Aca! i-.:.s:if.,E:czc 
involving human subjects are-involved, 
additional infcmaticn cr data 
submitted in support of fled pe~i.!in,ns 
s h ! !  include a statement regarding each 
such clinical investigation from which 
the information or data are derived, that 
it either was conducted in compliance 
with the requirements for institutional 
review set forth in Part 56 of this chapter 
or was not subject to such requirements 
in accordance with 0 56.6 of this 
chapter. 
* * * * *  

b. In 3 171.6 by adding a new sentence 
at the end of the paragaph to read as 
follows: 

8 171.6 Amendment of petition. ___. 
* * *  If clinical investigations 

involving human subjects are invdved. 
additional information and data 
submitted in support of filed petitions 
shall include a statement regarding each 
such clinical investigation from which 
the information or data are derived that 
it either was conducted in compliance 
with the requirements for institutional 
review set forth in Part 56 of this chapter 
or was not subject to such requirements 
in accordance with 3 56.6) of this 

PART 180-FOOD ADDITIVES 

BASIS OR IN CONTACT WITH FOOD 
PENDING ADDlTlONAL STUDY 

Part 180 is amended in 8 180.1 by 
adding a new paragaph !c)[6) to rea.' 2s 
fn!!o-x:s: 

3 180.1 GeneraL 

chapter. 1 

PER?*IflTED IN FOOD ON AN INTERIM 

* * * * a  

IC) + 

(6)  if clinical investigations involving 
human subjects are invohed, such 
investigations filed with the 
Commissioner s h d  hclude. with 
respect to each investigation, either a 
statement that the investiga!ion has 
been or will be conducted in compliance 
with the requirements for institutional 
review set forth in part 56 of this 
chapter: or a statement that the 
investigation is not subject to such 
requirements in accordance with 8 56.6 
of this chapter. 

+ * *  

SUBCHAPTER B-FOOD FOR HUMAN 
CONSUMPTION 

?DRUGS FOR HUMAN USE 
I PART 310-NEW DRUGS 

3 310.3 [Amended] 
PART 171-FOOD ACDITIVE 
PETITIONS 

4. By amending Part 171: 
a. In 3 171.1 by adding new paragraph 

(m) to read as follows: 

5 171.1 Pet'itions. 
* * e * *  

(m) If clinical investigations involving 
human subjects are involved, petitions 
filed with the Commissioner under 
section 409(b) of the act shall include a 
statement regarding each such clinical 
investigation relied upon in the petition 
that i t  either was conducted in 
compllance with the requirements for 
institutional review set forth in Part 56 
of this chapter or was not subject to 
such requirements in accordance with 
5 56.6 of this chapter. 

5. By amending Part 310 in 5 310.3 
De finitions and interpretations, by 
deleting and reserving paragraph ti). 
PART 312-NEW DRUGS FOR 
INYESTiGATiONAL USE 

6. By amending Part 312 in 8 312.1 by 
redesignating paragraphs (d)(ll) and 
(d)(lz) as (d)(l2) and (d)(13) and adding 
a new paragraph (d)(ll) to read as 
follows: 

u 1  drugs Ei investigational use. 

, 

Conditlons for exemption of new 

* * e * *  

(d) 
I l l )  The clinical investigations are not 

being conducted in compliance wi& the 
requirements regarding institutional 

! 
3 

I 

I 
' 3  

I 
I 

1 
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review set forth in this part or Part 56 of 
this chapter, or 
. * * a *  

PART 314-NE’rV CR’JG 
APPLICATIONS 

7. Part 314 is amended 
a- 
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PART 320-BIOAVAI1ABILITY AND - application includes a Statement 
egarding each clincial investigation 
nvolving human subjects contained in 

e application that it either was b 
conducted in compliance wtth the 
requirements for institutional review set 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with 8 56.6 of this chapter. 

314*12 by adding new 

BIOEQUIYALENCE REQUIREMENTS 

8. Part 320 is amended: 
a. In 3 320.31 by addin, Q a new 

320.3, Applicability of requirements . 

P 

paragraph (fl to read as follows: 

regardig a “Notice of Claimed 

* * . * e  

$ 314.1 by adding a new item l7 
to Form FD-356H in paragraph (c)(2) 
and by redesignatlng paragraphs (fl(7) 
and ( f ) (8)  as (fl(8) and (f)(9) and adding 
a new paragraph (f)(7) to read as follows: e . .  compliance with,the requiremants for 

Q 314.1 Appllcations. 

for a N , , ~  D ~ ~ ~ . v ~  
d* In 

paragraph (e) to read as follows: 
p 314.12 Untrue statements In application - humans shall be conducted in 

(fl An in vivo bioavailability study in 

institutional review set forth in Part 56 
of this chapter, regardless of whether 
the study is conducted under a “Notice 
of Claimed Investigational Exemption 
for a New Drug.” 

b. In 8 320.57 by addkg a new 
paragraph (e) to read as follows: 

(e) Any clinical investigation 
. * . . *  involvieg human subjects contained in 

the application subject to the 
requirements for institutional review set 
forth in Part 58 of this chapter was not 
conducted in compliance with such 
requirements. 

(c) + 

(2)  ’ 
Form FD356H-Rev. 1974 
I * * * +  

17. Conduct of clinical investigations. 
A statement regard i~g  each clinical 
investigation involving human subjects 
contained in the application that it 
eikher i ~ a s  c-,rd.x!ed ir. c”mp! ia~e  
with the requirements for institutional 
review set forth in Part 56 of this chapter 
or was not subject to such requirements 
in accordance with 3 56.6 of this 
,ka;ter. 
* . e t *  

(0’ * 
(7) A statement regarding each 

clinical investigation involving human 
subjects contained in the application 
that it either was conducted in 
compliance with the requirements the 
institutional review set forth in’Part 56 
of this chapter or was not subject to 
such requirements in accordance with 
3 56.6 of this chapter. 
. * * * *  

b. In 3 324.8 by adding a new 
paragraph (n) to read as follows: 

5 314.8 Supplemental applications. 
e * * . *  

(n) A supplemental application that 
contains clinical investigations 
involving human subjects shall include a 
statement by the applicapt regarding 
each such investigation that it either 
was conducted in compliance with the 
ieqiiiremeck :;r ks~?~~kzd re:.ie:s se! 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with 0 56.6 of this chapter. 

[e] to read as follows: 

9 314.9 Insufficient lnformatlon in 
application. 

c.In 0 314.9 by adding new paragraph 

* * * * *  
(e) The information contained in an 

application shall be considered 
insufficient to determine whether a drug 
is safe and effective for use unless the 

e. In 8 314.110 by addin, 0 new 
paragraph (a)[ll] to read as follows: 
8 314.110 Reasons for refusing to f l e  
applications. 

(a) + + 

(111 The applicant fails to include in 
the application a statement regarding 
each clinical investigation involving 
L. ---. .=.. b:,,k, I . .v .=.Ts~ :- L L ~  
..U..Jl.* “-_ ,--- .--I_--- ---- - _-- .-.- 
application that it either was conducted 
in compiiance wii;? t h e  requirenects for 
ifist;:utiai;a! ieview se! fort5 ir: Par? 55 
of this chapter or was not subject to 
such requirements in accordance with 
9 56.26 of this chapter. 
* * . * e : .  

f. In $ 314.111 by adding paragraph 
(al(11) to read a s  follows: 

Q 314.111 Refusal to approve the 
applic-t’ ion. 

(a) * 
(11) Any clinical investigation 

involving human subjects contained in 
the application subject to the 
requirements for institutional review set 
forth in Part 56 of this chapter was not 
conducted in compliance with such 
requirements. 
* * * * *  

g. In 5 314.115 by adding new 
paragraph [c)[7) to read as follows: 

0 314.115 Withdrawal of approval of an 
application. 
* * e t *  

(c)  
(7) That any clinical investigation 

involving human subjects contained in 
the application subject to the 
requirements for institutional review set 
forth in Part 56 of this chapter was not 
conducted in compliance with such 
requirements. 
. I * * *  , 

3 320.57 Requirements of the conduct of 
in vivo bioequivalence tasting in humans. 

(e] If a !?.oeq-iva!ence requirezent 
provides fx i; ~ i v o  !es!ic; in ~LZSCS, 

any person conducting such testing shall 
comply with the requkeroen’s of 
5 320.31. 

. 
* * * * e .  

’ 

PART 330-OVER-THE-COUNTER 
(OTC) HUMAN DRUGS WHICH ARE 
GENERALLY RECOGNIZED AS SAFE 
AND EFFECTIVE AND NOT 
MiSBRANDED 

9. Part 330 is amended in 5 330.10 by 
adding new paragraph [e) to rezd a s  
follows: I \ 

Q 330.10 Procedures for classifying OTC 
drugs as generally recognjzed as safe and 
effective and not misbrandd, md for 

. 

establishing monographs. -c 

+ * * * *  
(e jzEs !; tu tional review. Informa tion’ 

and data submitted under this section 
after (insert effective date of this 
paragraph) shall include a statement 
regarding each clinical investigation 
involving human subjects, from which 
the information and data are derived, 
that it either was conducted in 

nce with the requirements for- 
e x  ;e: :o;:f; i?. Par! 58 

of this chapter or was not subject to 
such requirements in accordance with- 
$ 56.6 of this chapter. 

FOR HUMAN U S E  GENERALLY 
RECOGNIZED AS SAFE AND 

DRUGS USED IN RESEARCH 

10. Part 361 is amended in $361.1 b Y  . 
revising paragraph (d][9) to read as - _  -1: 
follows: 

’ 

- 

PART 36l-PRESCRiPTlON DRUGS 

EFFECTIVE AND NOT MISBRANDED: 
~ - 

- 
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review set forth in this part or Part 56 of 
this chapter, or 
. + . e .  

PART 314-NEW DRUG 
APPLICATIONS 
7. Part 314 is arnended: 
a. In 0 314.1 by adding a new item 17 

to Form W 5 6 H  in paragraph (c)(2) 
and by redesignating paragraphs [f)(7) 
and (f)[8) as  [f)[8) and [ f ) ( g )  and adding 
a new paragraph ( f ) (7 ]  to read as  
f 0 I10 w s: 

. 

8 314.1 Appficationo. 
. * * * *  

(c) 
(2) * * 

Form FD-356H-Rev. 1974: 
C * * l t  

17. Conduct of clinical investigations. 
A statement regarding each clinical 
investigation involving human subjects 
contained in the apolication that it 
either was condxte.’ in cx~;!imce 
with the requirements for institutional 
review set forth in Part 56 of this chapter 
or was not subject to such requirements 
in accordance with 8 56 6 of this 
chapter. 
. + e * *  

[ f ! *  * * 
(7) A statement regarding each 

clinical investigation involving human 
su5jects contained in the appiication 
that it either was conducted in 
compliance with the requirements the 
institutional review set forth in’Part 56 
of this chapter or was not subject to 
such requirements in accordance with 
3 56.6 of this chapter. 

~ 

* * e * *  

b. In 5 314.8 by adding a new 
paragraph [n] to read as  follows: 

J 314.8 Supplemental applications. 
. * i f *  

(n) A supplemental application that 
contains clinical investigations 
involving human subjects shall include a 
statement by the applicapt regarding 
each such investigation that it either 
was conducted in compliance with the 
requirements for institutional review set 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with Q 56.6 of this chapter. 

(e) to read as  follows: 

3 314.9 Insufficient Information In 
application 

C- In 3 314.9 by adding new paragraph 

* * e * .  

(e) The information contained in an 
application shall be considered 
insufficient to determine whether a drug 
is safe and effective for use unless the 

application includes a statement 
regarding each clincial investigation 
involving human subjects contained in 
the application that it either was 
conducted in compliance with the 
requirements for institutional review set 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with § 56.6 of this chapter. 

d. In Q 314.12 by adding new 
paragraph [e) to read as  follows: 

Q 314.12 Untrue statements in application -. 
* * * * e  

(e) Any clinical investigation 
involvipg human subjects ccntained in 
the application subject to the 
requirements for institutional review set 
forth in Part 56 of this chapter was not 
conducted in comp!iance with such 
requirements. 

e. In 0 314.110 by adding new 
paragraph (a][ll] to read as follows: 

5 314.110 Reasonsfor refuting t o  file 
applications 

[a] + 

(11) The applicant fails to include in 
the application a statement regarding 

human subjects contained in the 
app!kation that it either was conducted 
ia ; ~ r n i ; : ; . ~ ~ e  with the requirements ior 
institutional review set forth in Part 56 
of this chapter or was not subject to 
such requirements in accordance with 
0 56.26 of this chapter. 

, ,. . 
Q-,-- -1c.- L....:a: ;;-. ESL&GZ .,;.c;;Gig 

+ * + * e .  

f. In 8 314.111.b~ adding paragraph 
(a](ll) to read as follows: 

8 314.111 Refusal to approve the 
application. 

(a) * * 
(11) Any clinical investigation 

involving human subjects contained in 
the application subject to the 
requirements for institutional review set 
forth in Part 56 of this chapter was not 
conducted in compliance with such 
requirements. 
. + + + e  

g. In 8 314.115 by addin, 0 new 
paragraph [c)(7) to read as follows: 

J 314.115 Withdrawal of approval of an 
application. 
* * * * e  

(c] 
(7) That any clinical investigation 

involving human subjects contained in 
the application subject to the 
requirements for institutional review set 
forth in Part 56 of this chapter was not 
conducted in compliance with such 
requirements. 
* * * * *  , 

.. . 
PAR7 32O--SIOAVAILAEILIM AND - 
BIOEQUIVALENCE REQUIREMENTS - 

8. Part 320 is amendeck 
a. In 0 320.31 by adding a new - ._ 

paragraph (0 to read as follows: . L: 
8 320.31 Applicability of requirements . ‘r, : 
regarding a “Notice of Cbhned 
Investigational Exemp3on far a New Drug.” 

[ f )  An in vivo bioavailability study in 

/- 

. . -  e * + * *  

humans shall be conducted in 
compliance with-the requirements for 
institutional review set forth in Part 56 
of this chapter, regardless of whether . 
the study is conducted under a “Notice 
of Claimed Investigational Exemption 
for a New Drug.” 

b. In 5 320.57 by adding a m w  
paragraph [e) to read as follows: 

Q 320.57 Requirements of tZle conduct of 
in vivo bioequivalence iestlng in humans. 

(e) If a bioequivalence requirenent 
provides for in vivo testing in hvumans, 
any person conducting such testing shall 

- 

’ 

. 

. 
. 

. I + + * .  

comply with the requirements of , .._ 
5 Xkii. 

PART 33U-OVER-THE-COUNTER . . 
(OTC) HUMAN DRUGS WHICH ARE 
GENERALLY RECOGNIZED AS S A F E  
AND EFFECTIVE AND NOT 
MISBRANDED 

9. Part 330 is amended in 8 330.10 by 
_ .  adding new paragraph (e) to read a s  

follows: I 

$330.10 Procedures for classifying OTC 
drugs as generally recognized as safe and 
effective and not misbranded, and .for 
establishing monographs. 

- _  

- -- + * + * *  

(e jznstirutionufreview. Information- 
and data submitted under this section 
after [insert effective date of this 
paragraph] shall include a statement 
regarding each clinical investigation - 
involving human subjects, from which 
the information and data are derived, 
that it either was conducted ir! 
compliance with the requirements for- 
institutional review set forth in Part 56 
of this chapter or was not subject to 
such requirements in accordance with 

. 

=6 of this chapter. 

PART 361-PRESCRIPTION DRUGS 
FOR HUMAN USE GENERALLY 
RECOGNIZED AS SAFE AND 
EFFECTIVE AND NOT MISBRANDED: 
DRUGS USED IN RESEARCH 

10. Pari361 is amended in 4 361.1 by 
revising paragraph [d)(9) to read as  
follows: 



? 35 1.1 
rcsearch uses. 

Radloactive drugs fcr certain derived from nonclinical laboratory and 
clinical studies which demonstrate that 

prescribed standards of safety, purity, 
and potency: with respect to each 
nonclinical laboratory study, either a 
statement that !he study was conducted 
in comdiance with the requirements set 

* e . *  the manufactured product meets 
(d) * * 

(9) Approval by an institutiond 
review board. The investigator shall 
obtain the review and approval of an 
irlstitutional review board that conforms 
to the requirements for Part 56 of this 

chapter. * * . * e  I 
PART 430-ANTIBIOTIC DRUGS; 
GENERAL 

adding new paragraph (g) to read as 
follows: 

9 430.20 Procedures for the issuance, 
amendment, or repeal of regulations. 

ii. Part 430 is amended in 8 430.20 by 

* * * * e  

(8) No regulation providing for the 
certification of an antibiotic drug for 
human use shall be issued or amended 
uniess each ciinical investigation in 
involving human subjects on which the 
issuance or amendment or the regulation 
is based was conducted in compliance 
with the requirements for institutional 
review s e t  ior ti;e in ?art 56 oi  rnis 
chapter or was not subject to such 
requirements in accordance with 9 56.6 
of this chapter. , 

Ri 431-CERTIFICATION OF 
' .  ,PITIBIOTIC DRUGS 

12. Part 431 is amended in Q 431.17 by 
additig a new paragraph (I] to read as  
fo:lows: 

5 431.17 
containing products. 

New antibiotic and antibiotic- 

* * * * *  

(1) A statement regarding each clinical 
investigation involving human subjects 
contained in the request that it either 
was conducted in compliance with the 
requirements for institutional review set 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with 5 56.6 of this chapter. 
SL'BCHAPTER F-BIOLOGICS 

PART SG:--:iCENSiNG 

13. Part 601 is amended: 
a. In Q 601.2 by revising paragraph [a] 

to read as follows: 

S 601.2 Applications for establishment 
arid product licenses; procedures for filing. 

(a] General. To obtain a license for 
any establishment or product, the 
manufacturer shall make application to 
the Director. Bureau of Biolo,' OICS, on 

rms prescribed for such purposes, and 
the c3se of an application for a 

p a d u c t  license, shall submit data 

forth in Part 58 of this chapter, or. if the 
study was not conducted in conpliance 
with such regulations, a statement that 
describes in detail all differences 
between the practices used in the study 
and those required in the regulations; a 
statement regarding each clinical 
irivestigation involving human subjects 
contained ir. the application, that it 
either was conducted in compliance 
with the requirements for institutional 
review set forth in Part 56 of this chapter 
or was not wbject to such requirements 
in accordance with 8 56.5 of this 
chapter: a fd l  description of 
manufacturing methods: data 
!=st&!ishiq c!.zbi!ity nf !he r------ ~rnr!t!rA 

thioiigh the da:ii;g period; samplejs) 
represer.tative of the product to be sold, 
bartered, or exchanged or offered, sent, 
carried or brought for sale, barter. or 

performed on h e  lot[s) represented by 
ti.e submitted sazqle(s); and specimens 
of the !ahels, ~nc!nsures and contziners 
p7oposed to be used for the product. An 
application for license shall not be 
considered as filed miil all pertinent 
information and data have been 
received from the manufacturer by the 
Bureau of Riologics. In Iieu of the 
procedures described in this paragraph, ' 

applications for radioactive biological 
products sho!l be handled as  set forth in 
paragraph (b) of this section. 

exsh.er.~s.: sl:T--s_:.s cf resc!!s of  festa 

t t * * t  

b. In 601.25 by revising paragraph 
[h][l] and adding a new paragraph (1) to 
read as follows: , 

? 601.25 Review procedures to determine 
that licensed biological products are safe, 
effective, and not misbranded under 
prescribed, recommended, or suggested 
conditions of use. 
t * * *  1 

(h] .4ddifioncl studies. (1) Within 30 
days following publication of the final 
order, each !icecsee for a biological 
product designated as requiring further 
study to jmt i fy  continued marketing on 
an interim basis, pursuant to paragraph 
(O(3J of this section. shall satisfy the 
Commissiocer of Food and Drugs in 
writing that studies adequate and 
appropriate to resolve the questions 
raised about the product have been 
undertaken. or the Federal Government 
may w.dertake these studies. Any study 
icvoh-jng a clinical investigation that 

involves human subjects shall be 
conducted in compliance with the 
requirements for institutional review set 
frjrth in Part 56 of !his chapter, udess  i t  
is not subject to such requirements in 
accordance with 8 56.5 of this chapter. 
The Commissioner may extend this 30- 
day period if necessavJ, either to review 
acd act on proposed protocols or upon 
indication from the licensee that the 
studies will commence at a specified 
reasonable time. If no such commitment 
is made, or adequate and appropriate 
studies are not undertaken. the product 
licenses shall be revoked. 

[j) [Reserved] 
[k] [Resewed] ! 
[l] Institutional review. Information . 

and data submitted under this section 
after (insert effective date of this 
paragraph) shall include statements 
regarding each clinical investigation 
involving human subjects that it either 
was conducted in compliance with the 
reauiremenrs for insntutionai review set 
forth in Part 56 of this chapter or was 
not subject to such requirements in 
accordance with 5 56.6 of this chapter. 
a * * * .  

b. By revising 3 601.30 to read as 
fc!!ows: 

3 601.30 LicensPs required; products for 
controlled investigation only. 

'4ny bio!qica! or ?riva!ent organic 
arsenical manufactured in any foreign 
country and intecded for sale, barter or 
exchange shall be refused entry by 
collectors of customs unless 
manufactured in an establishment 
holding an unsuspended and unrevoked 
establishment license and license for the 
product. Unlicensed products that are 
not imported fcr sale, barter or 
exchange and that are intended solely 
for purposes of controlled investigation 
are admissible only if the investigation 
is conducted in accordance with section 
505 of the Federal Food, Drug, and 
Cosmetic Act and the requirements set 
forth in Parts 56. 58, and 312 of this 
chapter. . 

FOR VIRAL VACCINES 
PAKT S33-ADDiTIONAL STANDARDS 

. 
14. Part 630 is amended: 
By revising the first sentence of 

8 630.11 to read as  follows: ! 

3 630.1 1 Clinical trlals to qualify for 
license. 

To qualify for license, the antigenicity . 

of the vaccine shall have been 
determined by clinical trials of adequate 
statistical design conducted in 
cmnpliance with Part 56 of this chapter, 
ur.1ess exempted mder  5 56.6. 
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Oak Ridge 
Associated 
Universities 

Post Office Eos 11'7 
Oak Xidge, i ermessee 37830 - 

(615) 576-3098 

January 18, 1980 

Roy Kinard,  D.V.M. 
Of f i ce  f o r  P r o t e c t i o n  

from Research Risks 
O f f i c e  of t h e  Di rec to r  
Department of Heal th ,  Education 

Nat iona l  I n s t i t u t e s  of Heal th  
Bethesda, Maryland 20014 

and Welfare 

Medical and 
Heal th  Sciences 
D i vi s i o n 

Dear D r .  Kinard: 

General  Assurance G1716 

Enclosed i s  a l i s t  of members of t h e  ORAU/ORNL Committee on 
Human S tud ie s .  This  l i s t  has  been updated t o  show changes i n  our  
membership t h a t  have occurred from r e s i g n a t i o n s ,  r e l o c a t i o n  t o  
o t h e r  areas, and replacements.  

The informat ion  given is i n  accordance w i t h  a l e t t e r  rece ived  
from you on A p r i l  12, 1977. 
p l e a s e  l e t  u s  know. 

I f  f u r t h e r  in format ion  is  needed, 

S ince re ly ,  

Dianne Gresham 
Sec re t a ry ,  Committee on Human Studies  

dg - 
Enclosure 
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General Assurrance G1716 

IRB MEMBER ROSTER 

ORhU/ORNL Committee on Human Studies 

January, 1980 

Name of Institutional Officer (other than chairperson) to whom correspondence 
concerning Board affairs should be addressed: C. C. Lushbaugh, M.D. 

Name : 
Earned degrees: 
Position or Occupation: 

Board certification, licenses, etc 
Relationship to institution: 
Representative capacity: 

Name : 
Earned degrees : 
Position or Occupation: 

William H. Calhoun 
A.A., B.A., Ph.D. 
Professor IS Head, Department of Psychology 
The University of Tennessee, Knoxville 

Consultant 
Clinical psychologist, community 

1: epr es en t a t ive 

Howard R. Friedman 
B.B.A. and Ph.D. 
Chief Clinical Psychologist and Director 
Children and Youth Program 
Regional Mental Health Center 
Oak Ridge, TN 

and 

Adjunct Associate Professor, Department 
of Psychology, The University of 
Tennessee, Knoxville: Psychology Con- 
sultant, Campbell County Schools, TN 

Board Certification, licenses, etc.: Licensed Clinical Psychologist, Tennessee 
Relationship to institution: Consultant 
Representative capacity: Clinical psychologist, community 

represent at iv e 

- 
Name : 
Earned degrees: 
Position or Occupation: 

Board certification, licenses, etc.: 
Relationship to institution: 
Representative capacity: 

Name : 
Earned degrees: 
Position or Occupation: 

Board certification, licenses, etc.: 
Relationship to institution: 
Representative capacity: 

A. Seaton Garrett, Jr. 
M.D. 
Medical Director, Oak Ridge National 
Laboratory, Union Carbide Corporation 
Nuclear Division, Oak Ridge, TN 

Board Eligible Internal Medicine 
Employee of ORNL 
Administrator, practitioner 

Donald W. Goodwin 
B.D., Ph.D. 
Minister, United Church, Chapel-on-the-Hill 

N/A 
Consultant 
Ethicist, community representative 

Oak Ridge, TN 

, . - .*” 

1 0 3 3 1 0 0  
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Name : Martha S. Hansard 
Earned degrees: B.S., M.S. ( 2 ) ,  Ph.D. 
Position or Occupation: Associate Section Leader for Computer 

Methodology and Systems in Epidemiology 
and Scientist, Medical and Health 
Sciences Division, O U U  

Board certification, licenses, etc.: N/A 
Relationship to institution: 
Representative capacity: Administrator, community representative 

Employee of ORAU 

Name : 
Earned degrees : 
Position or Occupation: 

Board certification, licenses, etc.: 

Relationship to institution: 
Representative capacity: 

Name : 
Earned degrees: 
Position or Occupation: 

Board certification, licenses, etc.: 
Relationship to institution: 
Representative capacity: 

Name : 
Earned degrees: 
Position or Occupation: 

Board certification, licenses, etc.: 

Relationship to institution: 
Representative capacity: 

Karl F. Hcbner 
M.D. 
Director, Outpatient Nuclear Medicine, 
Medical and Health Sciences Division, 
ORAU, and Director, Radiation Emer- 
gency Assistance Center/Training Site 

Certified nuclear medicine; Licensed in 

Employee of ORAU 
Investigator, administrator, practitioner 

-(REAC/TS), ouu 

Tennessee 

. 
Melvin E. Koons 
B.A. , J.D. 
Purchasing Agent, Union Carbide Corpora- 
tion Nuclear Division 
Lawyer 

Licensed in North Dakota and Tennessee 
Employee of UCCND (ORNL) 
Lawyer 

Robert Lange (Chairman of Committee) 

res ea^& Professor; -%rec tm , The-UnTver- B.A., M.D. 1’<&w--- 

s* ULr 1- emori- 

Licensed Tennessee, Minnesota, Missouri, 

Consultant 
Administrator, practitioner 

Xmeer 

and Georgia: Certified internal medicine 

Name : Steve Lawrence 
Earned degrees: B.S. M.S. 
Position or Occupation: Manager for Administration, ORAU 

Relationship to ins t itut ion: 
Representative capacity: Administrator, ethicist, community 

Board certification, licenses, etc.: N/A 
Employee of ORAU 

representative 
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Name : Clarence C. Lushbaugh 
Earned degrees: B.S., Ph.D., M.D. 
Position or Occupation: 

Board certification, licenses, etc.: 
Relationship to institution: 
Representative capacity: Investigator, administrator, practitioner 

Chairman, Medical and Health Sciences 
Division, ORAU 

Certified pathology; licensed Tennessee 
Employee of ORAU 

Name: L. Clifford McKee 
Earned degrees: B.A., M.D. 
Position or Occupation: 

Board certification, licenses, etc.: 

Relationship to institution: Consultant 
Representative capacity: Administrator, practitioner 

Associate Professor of Medicine,'Depart- 

Certified internal medicine; licensed 
ment of Medicine, Vanderbilt University 

Tennessee 

Name : Ruby L. Anderson Miller 
Earned degrees: B.S. 
Position or Occupation: Public Relations Representative, Union 

Carbide Corporation Nuclear Division, 
ORNL I 

Board certification, licenses, etc.: N/A 
Relationship to institution: 
Representative capacity: Administrator, community representative 

Employee of ORNL 

Name : John B. Storer 
Earned degrees: M.D. 
Position or Occupation: 
Board certification, licenses, etc.: None 
Relationship to institution: 
Representative capacity: 

Director, Biology Division, ORNL 

Employee of ORNL 
Administrator, investigator, * 

Name : Dianne Gresham 
Secretary to the ORAU/ORNL Committee 

Non-voting member 
on Human Studies 

Oak Ridge Associated Universities ( O M U )  
Oak Ridge National Laboratory (ORNL) 
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I . DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
h 

PUBLIC HEALTH SERVICE 

J NATIONAL INSTITUTES OF HEALTH SJ- BETHESDA. MARYLAND 20014 

1. 

( . 

€AST 

February 1, 1980 

CUMULATIVE L I S T  1980 

OF INSTITUTIONS WHICH HAVE ESTABLISHED 

GENERAL ASSURANCES 
OF COMPLIANCE WITH HEN REGULATIONS ON 

PROTECTION OF HUMAN SUBJECTS 

I N C O M I N G  PROPOSALS - GRANTS O R  CONTRACTS 

a. I f  the  pro fess iona l  review o f  a proposal  i n d i c a t e s  t h a t  the  p r o j e c t  ' 
does not involve human sub jec ts  (box on s igna tu re  page o f  a p p l i c a t i o n  o r  
box 3A o f  HEW-596), as de f ined i n  45 CFR 46, the a p p l i c a t i o n  can be 
processed w i t h o u t  f u r t h e r  regard t o  the  ques t ion  o f  i n s t i t u t i o n a l  
assurances. 

b. 
does involve human subjects  (box on s igna tu re  page o f  a p p l i c a t i o n  o r  
box 38 o f  HEW-596), the nex t  s tep  i s  t o  determine whether t h e  i n s t i t u t  on 
has checked e i t h e r  box 4A o r  48. 

I f  the pro fess iona l  rev iew o f  a proposal  i nd i ca tes  t h a t  t h e  p r o j e c t  

." 
- I f  4A i s  checked, t h i s  means t h a t  t he  a p p l i c a n t  i n s t i t u t i o n  

does not have an approved assurance on f i l e  bu t  w i l l  supply 
documentation and c e r t i f i c a t i o n  o f  rev iew when requested. 
Th is  a c t i o n  i s  i n i t i a t e d  by the  OPRR, OD, N IH ;  Westwood Bldg., 
Room 303; Bethesda, Maryland 20205; upon r e c e i p t  o f  a 
copy o f  t he  proposal and summary statement from the  
operating agency immediately f o l l o w i n g  an i n i t i a l  review. 

- I f  48 i s  checked, t h i s  means t h a t  the a p p l i c a n t  i n s t i t u t i o n  
has an approved general assurance on f i l e .  The f i l l - i n  
spaces i n  t h i s  paragraph i n d i c a t e  the  HEW general assurance 
"G" number f o r  the i n s t i t u t i o n  as presented i n  the  "Cumulative 
L i s t i n g "  and the date when t h e  proposal  was c e r t i f i e d .  

1 0 3 3 1 0 3  \ 
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c. 
determine whether performance will involve human subjects a t  r isk.  If  
these will be involved, the RFP should include the "Notice t o  Offerors" 
required by 41 C F R  3-4.5504!a). 
response to  the RFP should be handled as  i n  1 . b .  above. 

Draft requests for proposals (RFPs or RFAs) should be reviewed t o  

Offerings and  prGpcsa7s submitted i n  

d .  
requirements. 
be considered t o  be submitted as of the closing date of  the RFP and  
s h o u l d  then be handled as i n  1 . b .  above. 

e .  Competitive responses to  RFPs should be considered t o  be submitted 
as of the date of submission of the best and f inal  of fe r ,  a f t e r  establishing 
the zone of consideration or  source selection, and should then proceed 
as i n  1 . b .  above. 

Operating agencies may define "submission date" t o  f i t  administrative 
I t  i s  suggested that  sole source responses t o  RFPs should 

2 .  SUBMISSION OF CERTIFICATIONS - Whenever possible, the review and 
approval by Insti tutional Review Boards should occur prior to  submission 
of the application or proposal and a cer t i f ica t ion  to  t h a t  e f fec t  should 
be included i n  or with the application or proposal i t s e l f ,  preferably on 
form HEW-596 (Rev. 4/75) .  Under no circumstances will the review of an 
application by the Department of Health, Education, and Welfare be 
completed u n t i l  cer t i f icat ion i s  received. The p o i n t  a t  which review 
~i I I be deferred or terminated is  l e f t  t o  the operating agency involved. 

- 
7 . - - i . i  

Irstittl5on.s hav$ng on f i l e  w i t h  HEW an approved general assurance must 
submit  cer t i f ica t ion  w i t h i n  30 days of the receipt of  a written request 
thereof; and i n  any event within 60 days a f t e r  the deadline or  submission 
date fo r  which the application or proposal was submitted. 

Ins t i tu t ions  not having on f i l e  an approved general assurance will 
indicate their s ta tus  by checking box 4A on form HEW-596 accompanying 
the proposal and when requested must submit the required assurances of - 
compliance and cer$i f icat ion o f  the review and approval of the application 
or proposal by i t s  Insti tutional Review Board within 30 days of the 
receipt of a written request from the Office fo r  Protection from Research 
Risks ( O P R R )  . 

3 .  RESTRICTION CODES are presented as a suff ix  t o  the general assurance 
"G" number. This change conforms w i t h  Section 474.(a)  of the Public 
!!e21 t h  Servi cz Act,  idiich spx i  f i  cai ;y appi  i e s  t o  Dotn biomeciicai ana 
behauioral research and w i t h  the derivative HEW regulations. 
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A r e s t r i c t i o n  usua l l y  i n d i c a t e s  t h a t  a d d i t i o n a l  exper t i se  i n  the 
I n s t i t u t i o n a l  Review Board membership i s  necessary f o r  p a r t i c u l a r  
a c t i  v i  t i e s  requ i  r i  ng c e r t i  f i cat ion .  

An XM s u f f i x  i nd i ca tes  t h a t  the I R B  has no o r  i n s u f f i c i e n t  
medical  members. A proposed a c t i  v i  t y  requ i  r i n g  medical 
e x p e r t i s e  t o  assess r i s k s ,  bene f i t s ,  and the  adequacy of 
safeguards cannot be c e r t i f i e d  under an XM r e s t r i c t i o n .  

Ar! XB s u f f i x  i nd i ca tes  t h a t  the IRB has no o r  i n s u f f i c i e n t  +. 

members exper t  i n  the  behaviora l  sciences. A proposed 
a c t i v i t y  r e q u i r i n g  behaviora l  exper t i se  f o r  assessing r i s k s ,  
benef i t s ,  and the  adequacy o f  safeguards cannot be c e r t i f i e d  
under an XB r e s t r i c t i o n .  

An XO s u f f i x  i nd i ca tes  a r e s t r i c t i o n  t h a t  un ique ly  app l i es  
t o  t he  i n s t i t u t i o n  under cond i t ions  o f  the  general assurance 
agreement [ c a l l  (301) 496-7041 f o r  d e t a i  Is] .  

When a proposal  t o  be submi t ted t o  HEW comes w i t h i n  the  scope o f  an 
Xi4 o r  XB r e s t r i c t i o n ,  e i t h e r  biomedical o r  behaviora l ,  t h e  I R B  rev iewing 
the  proposal  must inc lude a d d i t i o n a l  v o t i n g  members whose q u a l i f i c a t i o n s  
o f f s e t  the  r e s t r i c t i o n .  
repo r ted  immediately t o  O?RR and a statement added under "Notes" on the 
HEW-596 form c e r t i f y i n g  I R B  review and approval t h a t  t he  a d d i t i o n a l  
p r o f e s s i o n a l l y  q u a l i f i e d  members have been repor ted  t o  OPRR. Proposals 
t h a t  come w i th in  the c e r t i f i c a t i o n  r e s t r i c t i o n s  t h a t  a re  n o t  preceded 
o r  accompanied by appropr ia te  compensating reviewers w i l l  be de fer red  
f o r  re rev iew and r e c e r t i f i c a t i o n .  

T h e i r  names and q u a l i f i c a t i o n s  should be 

4. QUESTIONS w i t h  regard t o  the  s ta tus  o f  Specia l  o r  General Assurances 
of Compliance may be d i r e c t e d  t o :  

Assurance Management Desk ( P a t r i c i a  FlcGui r e )  ( 301) 496- 7041 

5. CONSULTATION f o r  Special  and General Assurances: 

Roy Kinard,  D.V.M. ( 301) 496- 7041 

J .  R. Marches, Ph.D. (301) 496- 7041 

I .  



- 4 -  

B u l k  orders for additional copies of HEW 596 should be addr ,  ossed t o :  

Office Service Section 
Division of Research Grants 
National Institutes of Health 

. Westwood Building, Room A-17 
Bethesda, Mary1 and 20205 

Single copies o f  HEW 596 can be obtained from OPRR or by duplicating 
the back pages of t h i s  l ist ing.  

Charles R. McCarthy, Ph.D. 
Director, Office for Protection 
from Research Risks 
Office of the Director 
National Institutes o f  Health L 



GENERAL 
AS SU RAN C E 

N'JNBER INSTITUTION CITY 

GO1 98 
GO61 0 
62522 

GOO55 

GO7 99XM 
GO026 
G1287XB 

*GO 336 

G0784XM 
G O 1  44 
GO261 

G2354XM 
GO278 
GO1 95 
GO380 
GO238 
GO1 93 
60389 
GO1 55 
GO282 

ALABAMA 

Alabama, University o f ,  Birmingham 
Alabama, University of 
S o u t h  Alabama, University o f ,  Including 

the  Medical Center 
Tus kegee Ins t i  t u t e  

ARIZONA 

Arizona S t a t e  University 
Arizona, University of 
S t .  Joseph's Hospital and Medical Center, 

Including Barrow Neurological I n s t i t u t e  

ARKANSAS 

Arkansas, University o f ,  Medical Center 

CALIFORNIA 

American Ins t i t u t e s  f o r  Research 
California I n s t i t u t e  o f  Technology 
California S ta t e  Health and Welfare Agency 

Department of Health Services 
Department o f  Mental Health 
Department of Developmental Services 
Department of Social Services 
Department of Alcohol and Drug Abuse 
Office of  Statewide Health P1 anni ng 

and Development 
California S ta t e  University, Dominguez Hil ls  
Cal i fornia ,  University o f ,  Berkeley 
Cal i forni a , University of , Davis 
Cal i forni a ,  University of , I rvi  ne 
Cal i forn ia ,  University o f ,  Los Angel es 
Cal i forn ia ,  University o f ,  Riverside 
C a l i f ~ r n i a ,  University o f ,  San Giego 
Cal i fornia ,  University o f ,  San Francisco 
Cal i fornia ,  University o f ,  Santa Barbara 

RESTRICTION CODE 
XM -- No Medical o r  IND Studies 
XB -- 
xo -- * -- 

1 0 3 3  

No Behavioral Studies 
Other Restr ic t ion (Call 301-496-7005) 
Final Acceptance of Revisions Pending 
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Birmingham 
University 
Mobile 

Tuskegee Ins t  

Tempe 
Tucson 
Phoenix 

L i t t l e  Rock 

Palo Alto 
Pasadena 
Sacramento 

-- 

Carson 
Berkeley 
Davis 
I rvi  ne 
Los Angeles 
Riverside 
La Joi ia  
San Francisco 
Santa Barbara 

t 



G EFlE RAL 
ASSI!RAN CE 
NUM6 ER INSTITUTION CITY - 

G0205XM 
GO 2 34 

*G2564 
GO1 35 
G0287XB 
GO009 
GO432 
621 69XM 

*G2400 
*G2367 

GO214 

GO278 

GO226 
60225 
G0359XB 

*GO21 3 

*G2564 

*GO 367x0 
G O 1  45 
62961 

*G2400 
“62400 

*G2400 

GOO67 

G1416 
*G1096 

GO420 
GO420 

GOO82XB 

Cal i forn i  a , Univers i ty  o f ,  Santa  Cruz 
Cedars-Si nai Medical Center 
Charles R .  Drew Postgraduate  Medical School 
Childrens Hospital  o f  Los Angeles 
Chi ldren’s  Hospital  o f  San Francisco 
Ci ty  of Hope National Medical Center 
I n s t i t u t e  f o r  Medical Research 
I n s t i t u t e  f o r  Research i n  Soc ia l  Behavior 
Ins t i  t u t e  o f  Medical Sciences 
John Wesley County Hospital  Attending 

S t a f f  Associat ion 
Kaiser Foundation Research I n s t i t u t e ,  a 

Division of  Kaiser Foundation Hosp i t a l s ,  
Kaiser  Foundation Hospi ta l s  i n  Northern 
Cali f o r n i a ,  Southern Cal i f o r n i a  , Oregon, and 
Hawa i i 

Universi ty  of  Ca l i fo rn ia  
Lawrence Berkel ey Laboratory 

Lorna Linda Univers i ty  
t o m  L i s &  Universi ty  (La S i e r r a  Cazptis) 
Los Angel es County Harbor General Hospi ta l ,  

Professional  S t a f f  Associat ion of  
Los Angel es County Hospi ta l -Univers i  t y  o f  

Southern Ca l i fo rn ia  Medical Center, 
Professional  S t a f f  Associat ion of  

Martin Luther King ,  J r .  General Hospital  
and I t s  S t a f f  Associat ion Foundation 

Mental Research Ins t i tu te  
Mount Zion Hospital  and Medical Center 
Northern Ca l i fo rn ia  Cancer Program 
P a c i f i c ,  U n i v  o f ,  School of  Den t i s t ry  
P a c i f i c ,  Univ o f ,  School of  Medical Sciences 
Palo Alto Medical Research Foundation 
Presbyter ian  Hospital  of  the P a c i f i c  

Medical Center,  Inc  
Rancho Los h i g o s  Hospital  and I t s  

Pr c f es s i o na 1 E t  a f f As s o c i  a t  i o n 
Rand Corporation 
Sa lk  I n s t i t u t e  
San Diego S t a t e  Univers i ty  
San Diego S t a t e  Univers i ty  Foundation 

RESTRICTION CODE 
XM -- No Medical o r  IND S tud ie s  
XB -- No Behavioral S tud ie s  
XO --  Other R e s t r i c t i o n  (Cal l  301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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Santa Cruz 
Los Angeles 
Los Angeles 
Los Angeles 
San Francisco 
Duarte 
San Jose 
Oa kl and 
San Francisco 
Los Angeles 

Oak1 and 

Berkeley 

Lorna Linda 
R i  versi de 
To r r a  nc e 

- 
Los Angeles 

Los Angeles 

Palo Alto 
San Francjsco 
Palo Alto 
San Francisco 
San Francisco 
Palo Alto 
San Francisco 

Downey 

Santa Monica 
San Diego 
San Diego 
San Diego 



G EN E R AL 
ASS U RANC E 

NUMBER INSTITUTION CITY 

GO72 9XM 
G1472XM 

GO1 08 
*GO1 22 

GO378 
G O O l  1 
G O O l  0 
G1620 
G1796 
G1658XB 

G15 91 XM 

GO 84 5 
G2823XB 
G1144 
Ga455XIy 
GO268 
GO 27 7Xt1 
GO267 
GOO68 

GO6 72x8 
GO039 
G1966 

G1533 
GO331 XB 
GOO07 
GOO03 
GC821 

*GO243 
62895 

San F ranc isco  S t a t e  U n i v e r s i t y  
Sc i  e n t i  f i  c A n a l y s i s  C o r p o r a t i o n  ( I n c l u d i n g  

t h e  I n s t i t u t e  f o r  S c i e n t i f i c  A n a l y s i s  and 
Performance S i t e s  i n  Be rke l  ey , Los Angel es , 
and San Diego) 

S c r i  pps C1 i n i  c and Research Foundat ion 
Southern C a l i f o r n i a ,  U n i v e r s i t y  o f  
S R I  I n t e r n a t i o n a l  
S t a n f o r d  U n i v e r s i t y  
USPHS H o s p i t a l ,  San F ranc i sco  
Veterans A d m i n i s t r a t i o n  Hosp i ta l -Long  Beach 
Veterans Admi n i  s t r a t i  on Hos p i  t a l  -Sepul Veda 
Veterans A d m i n i s t r a t i o n  Wadsworth 

Medica l  Center  
W r i g h t  I n s t i t u t e  

COLORADO 

C h i l d r e n ' s  H o s p i t a l  o f  Denver 
Colorado Regional  Cancer Center , I n c  
Colorado S t a t e  U n i v e r s i t y  
Coiorado, U n i v e r s i t y  o f  
Colorado, U n i v e r s i t y  o f ,  Medica l  Center 
Denver, U n i v e r s i t y  o f  (Colorado Seminary) 
N a t i o n a l  Asthma Center 
N a t i o n a l  Jewish H o s p i t a l  and Research Center 

CONNECTICUT 

Connec t i cu t  S t a t e  Department o f  H e a l t h  
Connec t i cu t ,  U n i v e r s i t y  o f  
Connec t i cu t ,  U n i v e r s i t y  o f ,  H e a l t h  Center 

Connec t i cu t  V a l l e y  H o s p i t a l  
H a r t f o r d  H o s p i t a l  
I n s t i t u t e  o f  L i v i n g  
John B. P i e r c e  Fdn o f  Connec t i cu t ,  I n c  
Sai i i t  Francis i i o s p i t a i  
Waterbury H o s p i t a l  H e a l t h  Center  
Yale U n i v e r s i t y  

RESTRICTION CODE 
XM -- No Med ica l  o r  IN0 S t u d i e s  
XB --  No .Behav io ra l  S t u d i e s  
XO -- Other R e s t r i c t i o n  ( C a l l  301-496-7005) 
* -- F i n a l  Acceptance o f  Rev is ions  Pending 

La J o l l a  
Los Angeles 
Menlo Park 
S t a n f o r d  
San F ranc isco  
Long Beach 
Sepul Veda 
Los Angeles 

Berke ley  

Denver 
Denver 
F o r t  C o l l i n s  
Bou lde r  
Denver 
Denver 
Denver 
Denver 

H a r t f o r d  . 
S t o r r s  
Farmi ngton. 
H a r t  f o r d  
M i  dd l  etown 
H a r t  f o r d  
H a r t  f o r d  
New Haven 
H a r t f o r d  
Water bu ry 
New Haven 
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I O 3 3  IO9 



GENERAL 
ASSURANCE 

MUMRER I N STI TUT I ON CITY 

G O 1  48 

GOO1 3 
62 480 

G0784XM 
G1398XB 
61 674XM 
GO36 5 XM 
GOO42 

G1249 
GO294 
GO228 
GO841 
G1989 

G1036XM 
63045x0 

GO1 80x6 

62905 

GO1 1 9  
GO 382 
GO84OXB 
GO301 
GO301 
GO275 
62321 
G1065 

DE LAWAR E 

Department o f  Health a n d  Social  Serv ices  
Delaware Division o f  Mental Health o f  t h e  

Delaware, Univers i ty  o f  
Wilmington Medical Center ,  Inc 

DISTRICT OF COLUMBIA 

Ameri can I n s t i t u t e s  f o r  Research 
American National Red Cross 
Bureau o f  Social  Science Research, Inc  
Cathol ic  Univers i ty  o f  America 
Ch i ld ren ' s  Hospital  o f  D . C . ,  Research 

Foundation o f  
Gallaudet  College 
George Washington Univers i ty  
Georgetown Univers i ty  
Howard Univers i ty  
National Academy of  Sciences,  Including 

National Chi ldren ' s  Center, Inc  
Veterans Adminis t ra t ion Central  Of f i ce  

Washi ngton Hospital  Center 

National Academy o f  Engineering , I n s t i t u t e  
o f  Medicine, and National Research Counci 1 

( NCI-VA COOP CANCER T H E R A P Y  PROJECTS O N L Y )  

FLORIDA 

Flor ida  S t a t e  Department of Health and 

Flor ida  S t a t e  Univers i ty  
F lo r ida ,  Univers i ty  o f  
Mi ami Heart  Ins ti  t u t e  
Miami , Univers i ty  o f  
Miami , Univers i ty  o f  
Mt Sinai  Medical Center of  Grea ter  Miami 
Papanicolaou Cancer Research I n s t i t u t e  
South F lo r ida ,  Univers i ty  o f  

R e h a b i l i t a t i v e  Serv ices  

RESTRICTION CODE 
XM -- No Medical o r  IND S tud ie s  
XB -- No Behavioral S tud ie s  
XO - -  Other R e s t r i c t i o n  (Cal l  301-496-7005) 
* -- Final  Acceptance of Revisions Pending 

New Cast1 e 

Newark 
Wi lmi ngton 

Washington 
Was h i  ngton 
Was h i  ngton 
Washington 
Mashi ngton 

Was h i  ngton 
Was h i  ngton 
Was h i  ngton 
Was h i  ngton 
Was h i  ngton 

Was h i  ngton 
Was h i  ngton - 

Washington - 

Tal lahassee  -- 

Tal lahassee  , 
Gai nesvi 11 e 
Miami Beach 
Coral Gables 
Mi ami 
Miami Beach 
Miami 
Fort  Myers 
St Petersburg 
Saraso ta  
Tampa 

- 4 -  



G E N E R A L  
ASS URAFI C E 

NUFIBER INSTITUTION CITY 

*GO1 38 
GO622 

*GO1 38 

GO595 
*GO1 38 

GO1 97 
GO520 

GO1 51 
GO 2 48 

*G1467 

G O 1  04 

. GO214 

GO21 8XM 
*G1869 

GO395 
GO 332XM 
G1626 

GO1 14  
GO4 30 
GO1 82 
GO430 

G E O R G I A  

Emory U n i v  Divis ion of  Basic Health Sciences 
Emory U n i v  Graduate Sch o f  Arts and Sciences 
Emory U n i v  Ne11 Hodgson Woodruff School 

o f  Nursing 
Emory U n i v  School o f  Den t i s t ry  
Emory U n i v  School o f  Medicine 
Georgia Dept o f  Human Resources,  All Units 
Georgia I n s t i t u t e  of  Technology, Inc luding  

i t s  Engineering Experiment S t a t i o n ,  and 
i t s  Georgia Tech Research I n s t i t u t e  

Georgia,  Medical Col 1 ege of  
Georgia,  Univers i ty  o f ,  and i t s  Research Fdn 
Grady Memorial Hospi ta l  

HAWAII 

Hawaii, Univers i ty  o f  ( Inc luding  t h e  E n t i r e  

Kaiser Foundation Hospi ta l  
System and the Research Corporat ion)  

I DAH0 

Idaho, Univers i ty  o f  
Mountain S t a t e s  Tumor I n s t i t u t e  

ILLINOIS 

American Dental Assn and ADA Health Fdn 
Anna Mental Health and Developmental Center 
Chicago, Univers i ty  o f  (Div is ion  o f  

Biological  Sciences and Pritzker School 
of  Medicine, Divis ion o f  Social  Sc iences ,  
School of  Socia l  Se rv ice  Adminis t ra t ion ,  
and Related Units) 

Ch i ld ren ' s  Memorial Hospital  
Downey Veterans Adminis t ra t ion HosFital  
Evans ton Hospital  
Health Sciences,  U n i v  of/Chicago Medical Sch 

RESTRICTION CODE 
XM -- No Medical o r  IND S tud ie s  
XB -- No Behavioral S tud ie s  
XO -- Other R e s t r i c t i o n  (Call 301-496-7005) * -- Final Acceptance of  Revisions Pending 

A t  1 an ta  
At1 an ta  
At1 an ta  

A t 1  an ta  
At lan ta  
At1 an ta  
Atlanta  

Augusta 
Athens 
A t 1  an ta  

Honol u l  u 

Honol u l  u 

Moscow 
Boise 

Chicago 
Anna 
C h i  ca go 

Chicago 
Ecwn2y 
Evans ton 
Chicago 
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G E N E  PAL 
AS S lJRAFl C E 

PI UP B E R I NS TI TUT I ON CITY 

GOO53 
G2959 
61 56: 
GO345 
GO291 

GO1 02 

G1373XM 
62369 
GOO95 
62763 

GO51 8XM 
G O 1  90 
GO1 90 
GO1 90 
GO1 90 
G O 1  75 
GO309 
62606 
GO309 
GO1 90 
G7970XM 

GO31 4XM 
GO945 
GO1 85 

G O 1  85 
GO1 85 
GO1 85 

G1397 
GO883 
G1697 

Hektoen I n s t i t u t e  f o r  Medical Research 
I l l i n o i s  Cancer Council 
I l l i n o i s  S t a t e  Psychiatr ic  I n s t i t u t e  
I l l i n o i s ,  University o f ,  a t  Chicago Circle  
I l l i n o i s ,  University o f ,  Medical Center 

Campus, Including Rockford School of 
Medicine, and Peoria School of Medicine 

I l l i n o i s ,  U n i v  o f ,  and a l l  components 
a t  Urbana -C hampai gn 

Lincoln DeveJopmental Center 
Loyola University Medical Center 
Michael Reese Hospital and Medical Center 
Mount Sinai Hospital Medical Center 

Northern I1 1 inois  University 
Northwestern Memorial Hospital 
Northwestern University 
Northwestern University 
Rehabili tation I n s t i t u t e  of Chicago 
Rush-Presbyterian-St Luke's Medical Center 
Southern I l l i n o i s  University 
Southern I l l i n o i s  University 
Southern I l l i n o i s  Univ  School of Medicine 
V A  Lakeside Hospital of Chicago 
Western I1 1 inois University 

of Chicago 

INDIANA 

DePauw University 
Fort Wayne S t a t e  Hosp and Training Center 
Indiana U n i v  and Indiana Univ Foundation 

Indiana University (Law School) 
Indiana Univ-Purdue U n i v  (Medical F a c i l i t y )  
Indiana University Regional Campuses a t  

Fort Wayne, Gary, Kokorno, New Albany, 
Richmond, and South Bend 

Indianapolis Center f o r  Advanced Research 
Larue D. Carter 1-lemorial Hospital 
Marion County Assn f o r  Retarded Cit izens,  Inc 

Chicago 
Chi cago 
Chicago 
Chicago 
Chi cago 

Urbana 

Li ncol n 
Maywood 
Chicago 
Chicago 

DeKal b 
Chicago 
Chicago 
Evanston 
Chi cago 
Chicago 
Carbondale 
Edwardsvi 1 l e  
Springfield ~ 

Chicago 
Macomb 

- 

Greencastl e 
F t  Wayne 
Bloomington 
Indianapol is 
Indi  anapol i s 
Indianapol i s  

Indianapolis 
Indianapolis 
Indianapol i s  

RESTRICTION CODE 
X M  -- No Medical o r  IND Studies 
XB -- No Behavioral Studies 
XO - -  Other Restr ic t ion (Call 301-496-7005) 
* -- Final Acceptance o f  Revisions Pending 
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GENERAL 
ASSURANCE 

f J  UYB E R IMSTITUTION CITY 

G1246XB 
61 7 15XN 
GO1 31 

*G0343XO 
GO209 

*GO85 6x0 

GOO38 
*GO1 57x0 
GO229 

GOO81 

GO223 
GO527 

GOO23 

GO223 

GO442 
*GO 2 62x0 
"62428x0 
*G2485 

GO1 37XM 
GOO1 8 
62386 

Methodis t  Hosp i ta l  o f  Ind iana,  I n c  
Notre Dame, u n i v e r s i t y  o f  
Purdue Univ and Purdue Research Foundation 

IOWA - 
Iowa Sta te  Univ o f  Science and Technology 
Iowa, U n i v e r s i t y  o f  
Woodward Sta te  Hospi ta l -School  

KANSAS 

Kansas S t a t e  U n i v e r s i t y  
Kansas, U n i v e r s i t y  o f  - Lawrence Campus 
Kansas, U n i v e r s i t y  o f ,  Medical Center 

Menni nger Foundation 
Col lege o f  Hea l th  Sciences and Hosp i ta l  

KENTUCKY 

Kentucky, Univ o f ,  and the  Research Foundation 
L o u i s v i l l e ,  U n i v e r s i t y  o f ,  and L o u i s v i l l e ,  

U n i v e r s i t y  o f ,  Foundation, Inc ;  
Except Schools o f  Med and Dent 

L o u i s v i l l e ,  U n i v e r s i t y  o f ,  Schools o f  
Medicine and D e n t i s t r y  

Veterans Admin i s t ra t i on  Hosp i ta l  

LOUISIANA 

A l t o n  Ochsner Medical Foundation 
Louis iana Sta te  Univ and A & M Col lege Sys tem 
Louis iana S ta te  Univ i n  Baton Rouge 
Louis iana Sta te  Univ Medical Center 
P inecres t  S t a t e  School 
Tu1 ane Medical Center 
Tulane U n i v e r s i t y  Except Medical Center 

Ind ianapo l i s  
Notre Dame 
West La faye t te  

Ames 
Iowa City 
Woodward 

Ma n ha t t a n 
Law r e  nce 
Kansas C i t y  

Topeka 

4 

Lexington 
Lou isv i  11 e 

Loui  s v i  11 e 
i 

3 
i 

Lexington 

New Or1 eans 
Baton Rouge 
Baton Rouge 
New Or1 eans 
P i  nev i  11 e 
New Or1 eans 
New Or1 eans 

RESTRICTION CODE 
XM --  No Medical o r  I N D  Studies 
XB -- No Behavioral  Studies 
XO -- Other  R e s t r i c t i o n  (Ca l l  301-496-7005) 
* - -  F i n a l  Acceptance o f  Revis ions Pending 
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GE NE RAL 
ASSURANCE 

NUMBER IFISTITIJTICN C I T Y  

G O O l  0 
GOOl 0 

63007 
GO51 3 

GO402 
GOOl 0 

631 09XB 
GO1 86 
GO640 
62857 

GO352 
GO274 

GO1 74 

GO326 
GO296 
GO400 
GOOl 0 

63270 

G0784XM 
GO286 

USPHS Hospital (National Leprosarium) 
USPHS Hospital , New Orleans 

t1AINE 

Eastern Maine Medical Center 
Mai ne Medical Center 

MARYLAND 

Baltimore City Hospitals 
Division of Hospitals and Cl in ics ,  

Frederick Cancer Research Center 
Friends Medical Science Research Center, Inc 
I n s t i t u t e  for  Behavioral Research , Inc 
John F. Kennedy I n s t i t u t e  f o r  

Johns Hopkins U n i v  Faculty of Arts and Sciences 
Jchns Hopkins Univ School o f  Hygiene and 

Johns Hopkins U n i v  School of Medicine and 

Maryland, U n i v  o f ,  a t  Baltimore 
Maryland, U n i v  o f ,  a t  College Park 
Sinai Hospital of Baltimore, Inc 
USPHS Hospital, Baltimore 

BMS, DHEW (Includes 9 USPHS Hospitals 
and 26 Outpatient Cl inics)  

Handicapped C h i  1 dren 

Pub1 i c Heal t h  

Johns Hopki ns Hospital 

Carvi 11 e 
New Or1 eans 

Bangor 
Port1 and 

Baltimore 
West Hyattsvil le 

Frederick 
Baltimore 
S i  1 ver S p r i n g  
Baltimore 

Baltimore 
Sal timore 

Baltimore 

Baltimore 
College Park 
Baltimore 
Baltimore 

MASSACHUSETTS 

Aff i l ia ted  Hospitals Center, Inc. Boston 
(Formerly l i s t e d  as the  Boston Hospital for  
Women, Peter Bent Brigham Hospital , a n d  
Robert Bent Bri gham Hospital ) 

American I n s t i t u t e s  for  Research Cambridge 
Beth Israel  Hospital Boston 

RESTRICTION CODE 
XM -- No Medical or IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restr ic t ion (Call 301-496-7005) 
* --  Final Acceptance of Revisions Pending 
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GENERAL 
ASSURANCE 

NUMBER IFISTITUTION CITY 

GO554 
GO554 
GO 5 54 
GO783 
GO783 
GO 322 XM 
GO550 
GO550 
GO550 
GO1 32XM 
G2396XB 
GO406 
GO1 17XM 
GOO98 
62042 
GO41 OXB 
GO41 2XB 
62 397 
62 2 38 
G2494XM 

.G2398 
62 573 
GO791 
GOG87XB 
GO449XB 
GO554 
62304x0 
GO21 2XB 
GO1 67 
GOO97 
GO597 
GO597 
GO1 47 
62736 
GO 5 54 
GO576 
631 23 
GO494XB 
GO1 33 
63064 

Boston Ci ty  Hosp i ta l  
Boston Department o f  Hea l th  and Hosp i ta ls  
Boston D i v i s i o n  o f  Community Heal th  Services 
Boston Mental Hea l th  Foundation, I n c  
Bos ton  S ta te  Hosp i ta l  
Boston Univ, Charles R ive r  Campus 
Boston Univ Medical Center 
Boston Univ School o f  Graduate D e n t i s t r y  
Boston Univ School o f  Medicine 
Brandeis U n i v e r s i t y  
Center f o r  Blood Research, I n c  
Ch i l d ren ' s  Hosp i ta l  Medical Center 
C la rk  U n i v e r s i t y  
Danvers S ta te  Hosp i ta l  
Eunice Kennedy Shr i  ver  Center 
Eye Research I n s t i t u t e  o f  Ret ina Foundation 
Forsy th  Dental Center 
Harvard Medical Sch and Sch o f  Gental Medicine 
Harvard Univ, Facu l ty  o f  A r t s  and Sciences 
Harvard Univ, Graduate School o f  Educat ion 
Harvard Univ, School o f  Pub l i c  Hea l th  
Harvard Univ, U n i v e r s i t y  Hea l th  Services 
J o s l i n  Diabetes Foundation, I n c  
Lahey C i  i n i c  Foundation, I n c  
Lemuel Shattuck Hosp i ta l  
Long I s l a n d  Chronic Disease Hosp i ta l  
Mass Developmental D i s a b i l i t i e s  Council 
Massachusetts Eye and Ear I n f i r m a r y  
Massachusetts General Hosp i ta l  
Massachusetts I n s  t i t u t e  o f  Technology 
Massachusetts Mental Hea l th  Center 
Massachusetts Mental Hea l th  Research Corp 
Massachusetts, U n i v e r s i t y  o f  - Amherst 
Massachusetts, U n i v e r s i t y  o f ,  Medical School 
Mattapan Chronic Disease Hosp i ta l  
McLean Hosp i ta l  
Mount Auburn Hosp i ta l  
New England Deaconess Hosp i ta l  
New England Medical Center Hosp i ta l  
Nor th  Charles Mental Hea l th  Research & 

T r a i n i n g  Foundation, i n c  

RESTRICTION CODE 
XM -- No Medical  o r  I N D  Studies 

Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Boston 
Wal tham , 
Boston 
Boston 
Worcester 
Hat ho rne 
Wal tham 
Boston 
Boston 
60s ton  
Cam b r  i dge 
Cambridge 
Boston 
Cambridge 
Boston 
Boston 
Jamai ca P1 a i  n 
Boston Harbor 
Boston 
Boston 
Boston 
Cambridge 
Boston 
Boston 
Amherst . 
Worcester 
Mat t a  pa n 
Belmont 
Cambridge 
Boston 
Boston 
Cambridge 

XB -- No Behaviora l  Studies 
XO -- Other  R e s t r i c t i o n  (Ca l l  301-496-7005) * -- F i n a l  Acceptance o f  Revis ions Pending 
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G EN ERA L 
AS SIJPANCE 

NUMBER INSTITUTION CITY 

GO297 
6301 8XB 
6251 5XM 
GO771 
GO351 XB 
GO554 
621 07 
62379 

*GO 2 66 XO 
GO550 
GOO1 0 
62042 
GOO85 

GO363 
GO363 
G0497XM 
GO357 
GO357 
GO1 01 
G0656XB 
GO61 5 
GO 384 
GO295 
GO295 
GO295 
GI 009XM 
GOO08 
G2483 
GO354 
GO720 

GOO65 
60041 
GOO65 

Northeastern Universi ty  
Pondvi  11 e Hospital 
Research I n s t i t u t e  f o r  Educational Problems 
Sidney Farber Cancer I n s t i t u t e ,  Inc 
S t  Margaret 's  Hospital for Women 
Trustees  of  Health & Hosps, Ci ty  of Boston, Inc 
Tufts-New England Medical Center 
Tufts Universi ty  - Boston 
Tufts Universi ty  - Medford 
Universi ty  Hospi ta l ,  Inc 
USPHS Hospi ta l ,  Boston 
Walter E.  Fernald S t a t e  School 
Worcester Foundation f o r  Experimental Biology 

Boston 
Wal pol e (  Norfol k) 
Cambridge 
Boston 
Boston 
Boston 
Boston 
Boston 
Medford 
Boston 
Boston 
Bel mont 
Shrewsbury 

MI CHI GAN 

C h i l d  Research Center of Michigan 
Ch i ld ren ' s  Hospital o f  Michigan 
Detroit , Universi ty  o f  
Edsel B.  Ford I n s t i t u t e  f o r  Medical Research 
Henry Ford Hospital 
La f a y e i t e  C1 i n i  c 
Michigan Cancer Foundation 
Michigan Department of Public Health 
blichigan S t a t e  Universi ty  
Michigan, Universi ty  of 
Michigan, Universi ty  o f  
Michigan, Universi ty  of 
Oak1 and Universi ty  
S ina i  Hospital  o f  De t ro i t  
Veterans Administration Medical Center-Ann Arbor 
Wayne S t a t e  Universi ty  
Western Michigan Universi ty  

Det ro i t  
De t ro i t  
De t ro i t  
De t ro i t  
De t ro i t  
De t ro i t  
Detroit 
Lans i ng  
East  Lansing 
A n n  Arbor 
Dear bor n 
F l  i n t  
Rochester 
Det ro i t  
Ann Arbor . 
Detroit 
Kal amazoo 

MINNESOTA 

Hennepin County Medical Center Minneapolis 
Mayo Foundatisn Rochester 
Minneapolis Medical Research Foundation, Inc Mi nneapol i s  

RESTRICTION CODE 
XM -- No Medical o r  IN0 Studies  
XB -- No Behavioral Studies  
XO -- Other Res t r i c t ion  (Cal l  301-496-7005) 
* -- Final Acceptance o f  Revisions Pending 
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GENERAL 
ASSURANCE 

NU F?B E R INSTITUTION CITY 

GO463 
GO463 
GO463 
GO463 
GO463 
GO463 
GO463 

GO561 XM 
GO366 
GO366 

62791 XM 
G0298XB 
G0298XB 
GO424 
GO32OXB 
G2936XB 
GO292 
GO292 
GO292 
GO292 
GO356 

*G2056 
G0279XM 

62351 

G1120 
G3112 
GO407 
GO407 

Minnesota, U n i v e r s i t y  o f  
M i  nnesota, U n i v e r s i t y  o f  
Minnesota, U n i v e r s i t y  o f  
Minnesota,  U n i v e r s i t y  o f  
Minnesota,  U n i v e r s i t y  o f  
Minnesota, U n i v e r s i t y  o f ,  Technica l  Col lege 
Minnesota,  U n i v e r s i t y  o f ,  Technica l  Col lege 

L 

M I S S I S S I P P I  

M i s s i s s i p p i  , U n i v e r s i t y  
M i  s s i  s s i  p p i  , U n i v e r s i t y  
Veterans A d m i n i s t r a t i o n  

M I S S O U R I  

o f  (Main Campus) 
o f ,  Medica l  Center 
Center 

American Nurses'  A s s o c i a t i o n ,  I n c  
Cancer Research Center  
E l  1 i s  F i  schel  S t a t e  Cancer H o s p i t a l  
Jewish H o s p i t a l  o f  S t  Lou is  
K i r k s v i l l e  Co l lege o f  Osteopath ic  Medic ine 
M i s s o u r i  Cancer Programs 
M i s s o u r i ,  U n i v e r s i t y  o f  
M i s s o u r i ,  U n i v e r s i t y  of  
M i s s o u r i ,  U n i v e r s i t y  of  
M i  s s o u r i  , U n i v e r s i t y  o f  
S t  Louis  U n i v e r s i t y  
Veterans A d m i n i s t r a t i o n  Med C t r  - Kansas City 
Was h i  ngton U n i v e r s i t y  ( Excl  u d i  ng Schools o f  

Was h i  ngton Uni vers  i ty School o f  Medic ine 
Medic ine and D e n t i s t r y )  

NEB RAS KA 

Cre i  ghton U n i v e r s i t y  
Fa the r  Flamgar; ' ;  Boys' Home 
Nebraska, Un iv  o f ,  I n c l u d i n g  t h e  Medical  C t r  
Nebraska, Univ  o f ,  I n c l u d i n g  t h e  S t a t e  

Univ o f  Nebraska 

RESTRICTION CODE 
XM -- No Medica l  o r  I N D  S tud ies  
XB -- No Behav io ra l  S t u d i e s  
XO -- Other  R e s t r i c t i o n  ( C a l l  301-496-7005) 
* -- F i n a l  Acceptance o f  Rev is ions  Pending 

Aus t i  n 
Dul u t h  
M i  nneapol i s  
M o r r i s  
S t  Paul 
Crooks t o n  
Was eca 

Uni vers i t y  
Jackson 
Jacks on 

Kansas City 
Col umbi a 
Col umbi a 
S t  Louis 
K i  r k s v i  11 e a. 

Col umbi a 
Columbia 
Kansas City 
R o l l  a 
S t  Louis  
S t  Louis 

- 
z 

Kansas City 
S t  Louis  . 
S t  Louis 

Omaha 
Boys Town 
Omaha 
L i  ncol  n 
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GENERAL 
ASSURANCE 

l!UMB E R INSTITUTION CITY 

GO762 

G0427XM 
GO227 

GO349 
GO349 
GO349 
GO349 
GO349 
GO981 XM 
G0492XB 
GO837 
G0570XM 
GO349 
GO300 
GO300 
GO300 

*GO472 
*GO353 

G O 2 1  7 
G2129 
G1064XB 

NEVADA 

a l l  components o f  the University, Reno Campus) 
Nevada, University o f  , Reno Campus (includes Reno 

NEW HAMPSHIRE 

Dartmouth College Faculty o f  Arts & Sciences 
Dartmouth Medica School 

Hanover 
Hanover 

NEW JERSEY 

College of Medic ne and Dentistry of New Jersey 
CMDNJ-New Jersey Dental School 
CMDNJ-New Jersey Medical School 
CMDNJ-Mew Jersey School of Osteopathic Medicine 
CMDNJ-Rutgers Medical School 
Educational Tes ti ng Servi ce 
Ins t i tu te  for  Medical Research 
Newark Beth Israel  Medical Center 
Princeton University 
Rirtgers Medical School 
Rutgers, The S ta te  Univ o f  New Jersey 
Rutgers, The S ta te  Univ o f  New Jersey 
Rutgers, The S ta te  U n i v  o f  New Jersey 

N E W  MEXICO 

New Mexico, University o f  

Newark 
Newark 
Newark 
Pi scataway 
Piscataway 
Princeton 
Camden 
Newark 
Princeton 
Pi scataway 
Camden 
New Brunswick 
Newark 

New Mexico, University o f ,  Health Sciences 
Group-School of  Medicine, Colleges o f  
Pharmacy and Nursing 

A 

N E W  Y O R K  

Albany Medical College o f  Union University A 

j 
A1 buquerque 

buquerque 

bany 
~ m r j i a n  Health Foundatior; New York 
Associated Universities, Inc, Including Upton 

Brookhaven National Laboratory 

RESTRICTION CODE 
XM - -  No Medical or IND S tud ie s  
XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) * -- Final Acceptance o f  Revisions Pending 
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GENERAL 
AS S U R A N  C E 

NUMBER INSTITUTION CITY 

621 16XM 
GO341 
G1831 XM 
62 277XM 
GO381 
G0437XM 
GOO 34 

GO063XM 
GO245 
GO1 09x0 
6291 2 
62887x8 
62904 
62887x8 
G2475XS 
GO621 

. GOO47 
62920 
G1005XO 

GO369 

62375 
GO397 
G0086X6 
G0383XB 
GOO59 
GO1 39 
6251 8XB 

GO1 73XM 
G0526XB 
G1370 
G O 7  65XM 
G8765XM 
GO 765XM 
GO 7 6 5XM 

Barnard Coll ege 
Beth Israel  Medical Center 
Center for  Policy Research, Inc 
Child Welfare League of America, Inc 
Children's Hospital of Buffalo 
Columbia U n i v ,  Except Health Sciences Division 
Columbia Univ Health Sciences and 

Cornell Univ, Except Medical College 
Cornel1 University Medical College 
Eastman Dental Center 
Genesee Hospital 
Health Research , Inc,  A1 bany Divis ion 
Health Research, Inc, Roswell Park Division 
He1 en Hayes Hospital 
Highland Hospital o f  Rochester 
Hospital for J o i n t  Diseases and Medical 

Center, Including the  Research I n s t i t u t e  
fo r  Skeletomuscular Diseases 

Hospital for  Special Surgery 
ICD Rehabili tation and Research Center 
Jewish Board o f  Family and Children's 
Services , Inc 
Kingsbrook Jewish Medical Center a n d  

Isaac A1 bert Research I n s t i t u t e  
Long Island Jewish-Hillside Medical Center 
Maimoni des Medi cal Center 
Mary Imogene Bassett Hospital 
Memorial Hosp fo r  Cancer and Allied Diseases 
Montefiore Hospital and Medical Center 
Mount Sinai School o f  Medicine of  C U N Y  
Nassau County Medical Center, Including 

Meadowbrook Medical Education and 
Research Foundation, Inc 

New School fo r  Social Research 
New York Blood Center, Inc 
New York City Department of Health 
New York, City Univ  of  
New York, City U n i v  o f ,  Baruch Coiiege 
New York, City U n i v  o f ,  Bronx Cmty College 
New York, City U n i v  o f ,  Brooklyn College 

Presbyterian Hospital 

RESTRICTION CODE 
XM -- No Medical or IND Studies 

New York 
New York 
New York 
New York 
Buf fa1 o 
New York 
New York 

Ithaca 
New York 
Rochester 
Rochester 
A1 bany 
Buffalo 
West Havers traw 
Rochester 
New York 

New York 
New York 
New York 

j 

1 

Brookl yn 6 

i New Hyde Park 
Brookl yn 
Cooperstown 
New York 
New York i 

New York. f 

East Meadow 

New York 
New York 
New York 
New York 
New York 
Bronx 
Brooklyn 1 

XB -- No Behavioral Studies 
XO -- Other Restriction (Call 301-496-7005) 
* -- Final Acceptance of Revisions Pending 
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GENERAL 
AS S U RAN C E 

MUM B E R I N S T I  TUTI O N  C I T Y  

GO 76 5XM 
G0765XM 

G0765XM 

GO 76 5XM 
GO 76 5XM 

GO 765XM 

GO 7 6 5XM 
GO7 6 5XM 
GO 7 6 5x11 

GO 7 65XM 
G0765XM 

G0765XM 
GO 765XM 

G0765XM 
62887x8 
GO208 

G0374XM 
GO508 
GO1 63 
GO596 
GO474 
G0506XM 
GO 2 59XM 
GO 38 6 XM 
GO457 

GO220 

GO 30 5 
GO1 27 
G0390XO 

New York, City Un iv  o f ,  City Co l l ege  
New York, C i t y  Univ o f ,  Graduate School 

New York, C i t y  Univ o f ,  H e r b e r t  H. 

New York, C i t y  Univ  o f ,  Hunter  C o l l e g e  
New York, City Univ  o f ,  John Jay C o l l e g e  

New York, C i ty  Univ  o f ,  Kingsborough 

New York, City Univ of ,  Manhattan Cmty C o l l e g e  
New York, C i ty  Univ o f ,  Medgar Evers C o l l e g e  
New York, Ci ty Univ  o f ,  New York City 

Community Col 1 ege 
New York, City Un iv  o f ,  Queens C o l l e g e  
New York, City Univ  o f ,  Queensborough 

Community C o l l  ege 
New York, City Univ o f ,  Research Foundat ion 
New York, Ci ty Univ o f ,  Co l l ege  o f  

S t a t e n  I s l a n d  
New York, Ci ty Univ  o f ,  York C o l l e g e  
New York Dept o f  H e a l t h  and Regional  O f f i c e s  
New York Medical  Col1 ege-Flower and F i f t h  

Avenue H o s p i t a l s ,  M e t r o p o l i t a n  H o s p i t a l  
B i r d  S. Co le r  Memorial H o s p i t a l ,  and L i n c o l n  
Medical  and Mental  H e a l t h  Center, Bronx 

New York, S t a t e  Un iv  o f ,  a t  A lbany 
New York, S t a t e  Univ  o f ,  a t  Binghamton 
New York, S t a t e  l l n i v  o f ,  a t  B u f f a l o  
New York, S t a t e  Univ  o f ,  a t  Stony Brook 
New York, S t a t e  Univ  o f ,  C o l l e g e  a t  B r o c k p o r t  
New York, S t a t e  Univ  o f ,  C o l l e g e  a t  B u f f a l o  
New York, S t a t e  Univ o f ,  Co l l ege  a t  C o r t l a n d  
New York, S t a t e  Univ  o f ,  Co l l ege  a t  Oswego 
New York, S t a t e  Un iv  o f ,  Co l l ege  o f  A r t s  

and Science a t  Geneseo 
New York, S t a t e  Un iv  o f ,  Co l l ege  o f  

Environmental  Science and F o r e s t r y  
New York, S t a t e  Un iv  o f ,  Downstate Medica l  C t r  
New York, S t a t e  Un iv  o f ,  Ups ta te  Medica l  C t r  
New York Univ,  E x c l u s i v e  o f  t h e  Medica l  Ctr 

and U n i v e r s i t y  Center 

Lehman C o l l  ege 

o f  C r i m i n a l  J u s t i c e  

Community C o l l  ege 

New York 
New York 

Bronx 

New York 
New York 

B rook lyn  

New York 
Brook1 y n  
B rook lyn  

F l u s h i n g  
New York 

New York 
S t a t e n  I s 1  and 

Jarnai ca 
A1 bany 
Val ha1 1 a 

A1 bany 
B i  nghamton 
B u f f a l o  
Stony Brook 
Broc k p o r t  
B u f f a l o  
C o r t l  and 
Oswego 
Genes eo 

Syracuse 

Brook lyn  
Syracuse 
New York 

RESTRICTION CODE 
XM --  No Medica l  o r  I N D  S tud ies  
XB --  No Behav io ra l  S tud ies  
XO --  O t h e r  R e s t r i c t i o n  ( C a l l  301 -496-7005) * -- F i n a l  Acceptance of Rev is ions  Pending 
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GENERAL 
ASS URAN CE 

NUMBER INSTITUTION CITY 

GO405 
GO 7 88 
62 88 7XB 
GOO 34 

62247 

62375 
G1001 
GO624 

GO1 72 
GO230 
62036 
GO491 
62904 
GO536XB 
GOO76 
629 72XB 
GO376 
G0280XM 
G0373XM 
G2438XB 
GOO1 0 
62045 
GOO02 

New York University Medical Center 
North Shore University Hospital 
Oxford Home fo r  Veterans and  Their Dependents 
Presbyterian Hospital (Columbia U n i v .  New York 

Public Health Research I n s t i t u t e  of the  New York 

Queens Hospital Center 
Renssel aer  Polytechnic I n s t i t u t e  Troy 
Research Foundation for Mental Hygiene, Inc 
(NYS Office o f  Mental Health, NYS Office of Mental 
Retardation and Developmental D i sab i l i t i e s ,  NYS 
Division o f  Alcoholism and Substance Abuse - All 
Operating Components o f  the  NYS Department of 
Mental Hygiene) Incl udi ng 

New York 
Ma n ha s s e t  
Oxford 

Health Sciences) 

City of New York, Inc 
Jama i ca 

Capital D i s t r i c t  Psychiatric Center 
Long Island Research I n s t i t u t e  Central Is1 i p  
NYS I n s t i t u t e  fo r  Basic Research i n  Staten Is1 and 

New York S ta t e  Psychiatric I n s t i t u t e  
Research I n s t i t u t e  on Alcoholism Buffalo 
Rock1 and Research Ins t i  t u t e  
Speci a1 Pr3jects Research U n i t  A1 bany 

Rochester, University of Rochester 
Rockefeller University New York 
Rockland County Health & Social Svcs Complex Pomona 
Roosevel t Hospital New York 
Roswell Park Memorial I n s t i t u t e  Buffalo 
Sloan-Ketteri ng I n s t i t u t e  for  Cancer Research New York 
S t  Luke's Hospital Center New York 
S t  Mary's Hospital Rochester 
S t  Vincent's Hosp and Medical Ctr o f  New York New York 
Syracuse University Syracuse * 

Teachers Coll ege, Col umbi a Uni versi ty  New York 
Trudeau I n s t i t u t e  Saranac Lake 
USPHS Hospital , Staten Island New York 
Veterans Admi n i  s t r a t i  on Hos pi t a  1 -No r t  h po rt 
Yeshiva Univ, Albert Einstein College of Med 

A1 bany 

Mental Retardation 
New York 

Orangeburg 

Nort hpo rt 
Bronx 

RESTRICT ION CODE 
XM --  No Medical o r  IND Studies 
XB - -  
xo --  * - -  

No Behavioral Studies 
Other Restr ic t ion (Call 301-496-7005) 
Final Acceptance o f  Revisions Pending 
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G E N ERA L 
ASSURANCE 

NUMBER I NSTI TlJTI ON CITY 

NORTH CAROLINA 

GO1 91 

62242 
GO285 
GO1 77 
GO 2 42 
G1087 
G0078XM 
GO1 91 

631 43XB 
GO485 
GO683 

62843x8 
61 167 
GO 0 88 
GO 2 49 
GO 667XM 
GO337 

GO502XB 

GO1 71 
62678 
62678 
G1936XB 

GO 542 
G1724 
G0269XB 
GO1 21 

Duke U n i v e r s i t y  Medical Center and 
Duke U n i v e r s i t y  Exc lus ive  o f  t h e  
Medical Center 

Nor th Caro l ina  A & T S ta te  U n i v e r s i t y  
Nor th Caro l ina  S ta te  U n i v e r s i t y  a t  Rale igh 
Nor th  Caro l ina,  Univ o f ,  a t  Chapel H i l l  
Wake Forest  Univ, Bowman Gray Sch of Medicine 
Wake Forest  Univ, Except School o f  Medicine 
Western Carol i na Center 
Whitehead Medical Research I n s t i t u t e  

O H I O  

Akron General Medical Center 
Akron, U n i v e r s i t y  o f  
B a t t e l l e  Columbus Labora tor ies  of  t h e  

B a t t e l l  e Memorial I n s t i t u t e  
Cancer Center, I n c  
Case Western Reserve U n i v e r s i t y  
Ch i l d ren ' s  Hosp i ta l  Medical Center 
Chi1 d ren 's  Hosp i ta l  Research Focnda t ion ,  I n c  
C inc inna t i ,  Univ o f ,  Except Medical Center 
C i n c i n n a t i  , Uni v o f  , Medical  Center, I n c l  u d i  ng 

C o l l  eges o f  Medicine, Nursing, and Heal t h  
and Pharmacy 

C1 evel  and C1 i n i c  Foundation and 
Cleveland C l i n i c  Educat ional  Foundation 

Cleveland P s y c h i a t r i c  I n s t i t u t e  
Cox Hear t  I n s t i t u t e  
Fel s Research I n s t i t u t e  
Jewish Hosp i ta l  o f  Cinc inna t i ,  I n c l u d i n g  

t h e  School o f  Nursing, Ch i l d ren ' s  
P s y c h i a t r i c  Center, and May I n s t i t u t e  f o r  
Medical Research 

Kent S ta te  U n i v e r s i t y  
Medical Col lege o f  Ohio a t  Toledo 
Mount S ina i  Hosp i ta l  o f  Cleveland 
Ohio A a r i c u l  t u r a l  Research R, Deve!qx!ent C t r  

RESTRICTION CODE 
XM -- No Medical  o r  I N D  Studies 
XB --  No Behaviora l  S tud ies  
XO -- Other R e s t r i c t i o n  ( C a l l  301-496-7005) 
* -- F i n a l  Acceptance o f  Revis ions Pending 

Durham 

Greensboro 
Ral e i  gh 
Chapel H i l l  
W i  nston-Sal em 
Winston-Salem 
Morgan t o n  
Durham 

Akron 
Akron 
Col umbus 

C1 evel  and 
C1 evel  and 
C inc inna t i  
Columbus 
C inc inna t i  
C i  n c i  n n a t i  

C1 evel  and 

C1 evel  and 
Dayton 
Ye1 1 ow Spr i  ngs 
C i  n c i  n n a t i  - 

Kent 
To1 edo 
C1 evel  and 
Wscster 

- 16 - 
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G €!.I E RA L 

NUMBER I NSTI TUT I ON CITY 
AS S U RAN C E 

GO1 21 
GO662 

GO 350 XB 
62678 
G2907XM 

GO327 
*G240 2x0 

GO241 

GO1 34 
GO21 4 
GOO43XB 

G2399XM 
G0505XM 
GO1 11 XM 
GO 288XM 
62931 

GO1 25 
G0952XB 

G0784XM 
GO338 
GO 4 36 XM 
a 2 1  8 
GO1 29 

O h i o  S t a t e  University and Research Foundation 
St Luke's Hospital Association 

(United Methodist Church) 
University Hospitals o f  Cleveland 
Wright S t a t e  University (A1 1 Components) 
Youngstown S t a t e  University 

0 KLAHOMA 

Oklahoma Medical Research Foundation, Inc 
Oklahoma, University o f  
Oklahoma, University o f ,  Health Sciences Ctr 

OREGON 

Good Samaritan Hospital and Medical Center 
Kaiser Foundation Hospital 
Medical Research Foundation o f  Oregon and 

Oregon Regional Primate Research Center 
Northwest Regional Educational Laboratory 
Oregon, Research I n s t i t v t e  
Oregon S t a t e  University 
Oregon, University o f  
Oregon, University o f ,  Health Sciences Center, 

Including Schools o f  Medicine, Dentistry,  
and Nursing 

PENNSYLVANIA 

A1 bert  Einstein Medical Center, Northern D i v  
A1 1 egheny Health, Education and  Research 

Corporation - A1 1 egheny-Si nger Research 
Corporation and A1 legheny General Hospital 

American I n s t i t u t e s  f o r  Research 
Arthur P. Noyes Research Foundation 
Bucknell University 
Csrnegie-Mellon University 
Children's Hospital o f  Philadelphia 

(Joseph Stokes, J r . ,  Research I n s t  o f )  

Columbus 
C1 evel and 

Cl evel and 
Dayton 
Youngstown 

Oklahoma City 
Norma n 
Okl ahoma City 

Portl and 
Portl and 
Portl a n d  

Portl and 
Eugene 
Corvall i s  
Eugene 
Portl a n d  

RESTRICTION CODE 
XM -- No Medical or IND Studies 
XB -- No Behavioral Studies 
XO - -  Other Restr ic t ion (Call 301-496-7005) * -- Final Acceptance o f  Revisions Pending 

Phil adel ph-i a 
P i t t s b u r g h  

P i t t s b u r g h  
Norri stown 
Lewis burg  
P i t t s b u r g h  
P h i  1 adel p h i  a 
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G E N E R A L 
ASS I J  RAN C E 

NUMBER INSTITI!TIr)N CITY 

GO360 
G O O 4 5  

G1556 
GO594 

GO475 
GO936 

GO27 3XB 
G O 1  89XB 
G1378 

621 21 XM 
G0057X8 
GO338 
63333 
GO222 
GO573 
G1668 

GOO1 2 
G1531 
GO324 
GO 344 
GO881 
G1532 
62929 
GO41 8 
62200 
GO465 
622 64XM 
GO795 
62880 
62879 
GOO49 
G0362XB 
GOO 54 XB 

Children's Hospital of P i t t s b u r g h  
FOX enase Cancer Center ( I n s t i t u t e  f o r  

Franklin I n s t i t u t e  
Geisinger Medical Center; I n s t i t u t e  f o r  

Hahnemann Medical Coll ege and Hospital 
H.  K. Cooper I n s t i t u t e  f o r  Oral-Facial 

Lankenau Hospital 
Magee-Womens Hospital 
Marriage Counci 1 of P h i  1 adel phia , Inc 
(Reviewed by GOO1 2)  
Marywood Coll ege 
Montefiore Hospital 
Norristown S t a t e  Hospital 
Pennsylvania Hospital 
Pennsyl v a n i  a , Medical Col 1 ege of 
Pennsylvania S t a t e  U n i v  & Commonwealth Camps 
Pennsylvania S ta te  U n i v ,  Milton S .  Hershey 

Pennsylvania, University of 
Philadelphia Department of Public Health 
Philadelphia Ger ia t r ic  Center 
Philadelphia Psychiatric Center 
Philadelphia S t a t e  Hospital 
P i t t s b u r g h  Child Guidance Center 
Pit tsburgh, University Health Center of 
P i t t s b u r g h ,  University o f  
Presbyterian-Universi ty  Hospital 
Presbyterian-Univ of  Pennsylvania Medical Ctr 
Research f o r  Bet ter  Schools, Inc 
St Joseph's Hospital 
Temple U n i v ,  Excluding the  Health Sciences Ctr 
Temp1 e University Health Sciences Center 
Thomas Jefferson U n i v ,  A1 1 Components 
Wills Eye Hospital and Research I n s t i t u t e  
Wistar I n s t i t u t e  

Cancer Research and  American Oncologic Hosp) 

Medical Education a n d  Research 

Anomal i es and  Communi ca t i  ve Disorders 
( Lancaster c1 e f t  Palate C1 i n i  c )  

Medical Center 

RESTRICTION CODE 
XM --  No Medical o r  IND Studies 

P i t t s b u r g h  
Phi i adel phia 

Philadelphia 
Danvi  11 e 

P h i  1 adel p h i  a 
Lancaster 

P h i  1 adel phia 
Pittsburgh 
P h i  1 adel phia 

Sc ran ton  
P i t t s b u r g h  
Norri s town 
Phil adel p h i a  
P h i  1 adel p h i  a 
University Park 
Hershey 

Phil adel phia 
Philadelphia 
P h i  1 adel p h i  a 
Philadelphia 
P h i  1 adel p h i  a 
P i t t s b u r g h  
P i t t s b u r g h  
P i t t s b u r g h  
Pittsburgh 
Philadelph a 
Philadelph a 
Lancas t e r  
Philadelph a 
P h i  1 adel p h i  a 
P h i  1 adel p h i  a 
Phil adel p h i  a 
Philadelphia 

- 

XB -- No Behavioral Studies 
XO - -  Other Restriction (Call 301-496-7005) * -- Final Acceptance of  Revisions Pending 
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G E N E R A L  
ASS URANC E 

NllrlB E R INS TI TUTI ON CITY 

PUERTO RICO 

G1348XM 
G O 2  56XB 

GO467 
*GO31 8 

G12 52 
6221 2XB 

62621 
GO533 
GO240 
G0629XM 

62869 
GO4 90 XM 
GO393 
G1716 
G1716 
GO 648 
GO1 70 

GO1 24 
GO401 

G2255 

GO307 

Catholic University o f  Puerto Rico 
Puerto R i  co , U n i v  o f ,  Medical Sciences Campus 

RHODE ISLAND 

Brown Uni vers i t y  
Rhode Is1 and Hospital 
Rhode Is land,  University o f  
Roger Will iams General Hospital 

SOUTH CAROLINA 

Clemson University 
South Carol i na Department o f  Mental Health 
South Carolina, Medical University o f  
South Carolina, University o f  

TENNESSEE 

East Tennessee S t a t e  University 
George Peabody Col 1 ege f o r  Teachers 
Meharry Medical Col 1 ege 
Oak Ridge Associated Universi t ies  
Oak Ridge  National Laboratory 
S t  Jude Children's Research Hospital 
Tennessee, University o f ,  Center for the  

Tennessee, University o f  - Knoxvi 11 e 
Vanderbil t University 

Health Sciences 

TEXAS 

Auaie L. ilurphy Veterans 
Admi n i  s t r a t  i on Hos p i  t a l  

Bay1 o r  Col 1 ege o f  Medicine 

RESTRICTION CODE 
XM -- No Medical o r  IND Studies 
XB -- No Behavioral Studies 
XO -- Other Restr ic t ion (Call 301-496-7005) * -- Final Acceptance o f  Revisions Pending 
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Ponce 
San Juan 
Rio Piedras 

Providence 
Providence 
Kings ton 
Providence 

C1 ernson 
Columbia 
Char1 eston 
Col umbi a 

Johnson City 
Nas h v i  1 1 e 
Nashville 
Oak Ridge 
Oak Ridge - 
Memphis 
Memphis 

Knoxvi 11 e 
Nashvill e 

I 

Saii Ai i tof i io 

Houston 



G EN ERA L 
AS S U RAPIC E 

NUVBER I!lSTITI!TIOM CITY - 

62255 
GO 3 98 X M 

*G2 344x0 

G1045 

63027 
GO564 
631 54 

"G1121 XO 
GO1 23 
G1815 
GO1 1 3  

G2615 

62 7 60 

62255 

GO1 07 
GOO1 0 

62426 
62426 
GO462 
GO235 
GO235 
GO235 

Bexar County Hospital D i s t r i c t  
Houston, Universi ty  of 
Southwest Educational Development Corporation 

( A K A  Southwest Educational Development Lab) 
Texas A & M Universi ty  and Research 

Foundation, College S ta t ion  Campus Only 
Texas Department o f  Pub1 i c  We1 f a r e  
Texas Tech Universi ty  
Texas Tech U n i v  School o f  Medicine a t  

Lubbock( Incl udi ng  Academic Health Centers 
a t  E l  Paso and Amarillo) 

Texas, University o f ,  a t  A r l i n g t o n  
Texas, University o f ,  a t  Austin 
Texas, University o f ,  a t  Dallas 
Texas, Universi ty  o f ,  Cancer Center (and i t s  

M . D .  Anderson Hospital and Tumor I n s t i t u t e )  
Texas, University o f ,  Health Science Center 

a t  Dallas 
Texas, University o f ,  Health Science Center 

a t  Houston 
Texas , University o f ,  Health Science Center 

a t  San Antonio, Including Medical School, 
Dental School, and Graduate School o f  
Biomedi cal  Sciences , Sch o f  Nursi ng , 
Sch o f  A1 l i e d  Health Sciences , and Graduate 
School of  Pharmacy 

Texas, U n i v  o f ,  Medical Branch a t  Galveston 
USPHS Hospital , Gal veston 

UTAH - 
LDS Hospital 
LDS Hospital - Deseret Foundation 
Utah S t a t e  Universi ty  
Utah, University o f  
Utah, Universi ty  o f ,  Research I n s t i t u t e  
Veterans Administration Hospital 

RESTRICTION CODE 
XM --  No Medical or IND Studies  
XB -- No Behavioral Studies 
XO --  Other Res t r i c t ion  (Call  301-496-7005) * --  Final Acceptance o f  Revisions Pend ing  

San Antonio 
Houston 
Austin 

Coll ege S ta t ion  

Austin 
Lubbock 
Lubbock 

Arlington 
Austin 
Richardson 
Houston 

Dall a s  

Houston 

Sar! Antonio 
-r 

A 
2 

Gal veston 
Gal ves t o n  0 

S a l t  Lake City 
S a l t  Lake City 
Logan 
S a l t  Lake City 
S a l t  Lake City 
S a l t  Lake City 

- 20 - 
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G E N E R A L  
ASS U RAN C E 

NUWBER I NSTI T1lTI CN CITY 

VERMONT 

GO1 94 

G2335XB 

62 684 

G 2 2 7 5 XIrl 
GOOl 0 
GO239 

GO306 

GO522 
62627x8 
GOO 29 XB 
GO91 3XB 
GOOl 0 

*GO900 

G1717 

GO1 05 
GO299 

GO431 

GO31 5 
62891 XB 

Vermont, University o f ,  and S t a t e  

Veterans Administration Ctr-Whi t e  River Junction 

Burl i n g t o n  

White River J c t  
AgrScultural College 

VIRGINIA 

Eastern Vi rgi n i  a Medical Authority and 

Human Resources Research Organization 
USPHS Hospital , Norfolk 
Virginia Commonwealth University {All Schools 

Virginia ,  University o f  

Eastern V i  rgi ni a Medi cal School 

and Divisions) 

NASHINGTON 

Children's Orthopedic Hosp and Medical Ctr 
Fred Hutchi nson Cancer Research Center 
Pacif ic  Northwest Research Foundation 
Swedish Hospital Medical Center 
USPHS Hospital , S e a t t l e  
Virginia Mason Research Center, Including 

Mason Clinic  and  Virginia Mason Hospital 
Washington Department o f  Soci a1 and Health 

Services , A1 1 Components 
Washington S t a t e  University 
Washington ,  University o f  

WEST VIRGINIA 

West Virginia University 

W I S CONS I N 

Central Wi sconsi n Colony a n d  Tra i  ni ng  School 
Col umbia Hospital 

RESTRICTION CODE 
XM - -  No Medical o r  INn S t u d i e s  ._ _ . _ ~  ~ 

XB -- No Behavioral Studies 
XO -- Other Restr ic t ion (Call 301-496-7005) 
* -- Final Acceptance o f  Revisions Pending 

Norfolk 

A1 exandri a 
Norfolk 
Richmond 

Char1 o t tesv i  11 e 

S e a t t l e  
S e a t t l e  
S e a t t l e  
S e a t t l e  
S e a t t l e  
S e a t t l e  

Olympi a 

Pullman 
S e a t t l e  

Mo r g  a n t o wn 

- 21 - 
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GENERAL 
ASS URAFICE 

N U FIB E R I NS T I TUT I ON CITY 

GO 387 XM 
GO763 
6301 O X B  
GO503 

G3051 
GOO77 
6031 9 
621 06XM 

63061 

*G1137 

Marque t te  U n i v e r s i t y  
Mendota Mental H e a l t h  I n s t i t u t e  
Mount S i n a i  Medica l  Center o f  Milwaukee 
Southern Wisconsin Center f o r  t h e  

S t  R a r y ' s  H o s p i t a l  
Wisconsin,  Medica l  Co l l ege  o f ,  I n c  
Wisconsin,  U n i v e r s i t y  o f ,  Madison Campus 
Wisconsin,  U n i v e r s i t y  o f ,  Pa rks ide  

Devel opmental l y  D isab led  

BANGLADESH 

I n t e r n a t i o n a l  Centre f o r  D i a r r h e a l  Disease 
Research , Bang1 ades h 

SWITZERLAND 

World H e a l t h  O r g a n i z a t i o n  

lli 1 waukee 
Madison 
Milwaukee 
Union Grove 

M i  1 waukee 
Milwaukee 
Madison 
Kenosha . 

Dacca 

Geneva 

TOTAL NUMUER OF INSTITUTIONS AND COMPONENTS WITH K C E P T A B L E  

GENERAL ASSURANCES -- 564 

-- 

RESTRICTION CODE 
XM - -  No Med ica l  o r  I N D  S t u d i e s  
XB - -  No B e h a v i o r a l  S t u d i e s  
XO - -  O t h e r  R e s t r i c t i o n  ( C a l l  301-496-7005) 
* - -  F i n a l  Acceptance o f  Rev is ions  Pending 
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-_DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

PROTECTION OF HUMAN SUBJECTS 
ASSURANCE/CERTI FICATION/DECLARATION 
c 
IJ O R I G I N A L  G FOCLOUUP 0 R E V I S I O N  

GRANT n CONTRACT a FELLOW OTHER 

0 NEW 0 RENEWAL a CONTINUATION 
APPLICATION IDENTIFICATION NUMBER ( I f  known! 

STATEMENT OF POLICY: Safeguarding the rights and welfare of subjects  at  risk in ac t i v i t i e s  supported under grants and con- 
tracts  from DHEIY i s  primarily the responsibi l i ty  of the institution which rece ives  or i s  accountable to DHEW for the funds 
awarded for the support of the ac t i v i t y .  In order to provide for the adequate discharge of this institutional responsibility. i t  i s  the 
p o l i c y  of DHEW that no ac t i v i t y  involving human sub jec t s  to  be  supported by DHEW grants or contracts shall be undertaken unless  
the Institutional R e v i e w  Board has reviewed and approved such ac t i v i t y ,  and the institution has submitted to DHEW a cer f i f i ca -  
lion of such review and approval, in accordance with the requirements of Publ i c  L a w  93-348, a s  implemented by Part 46 o f  T i t l e  
45 o f  the  Code o f  Federal Regufat ions,  as  amended, (45 CFR 46). Administration of the DHEW pol icy  and re ulation i s  the re- 
s p o n s i b i l i t y  of t h e  O f f i c e  f o r  P r o t e c t i o n  f r o m  Research R i s k s ,  Natisral i n s t i t u t e s  o f  H e a l t h ,  t e t h e s d a ,  Md 20014. 

1. T I T L E  OF PROPOSAL OR ACTIVITY 

I 8. T I T L E  O F  INSTITUTIONAL O F F I C I A L  

r 

SIGNATURE OF INSTITUTIONAL O F F I C I A L  

2. PRINCIPAL INVESTIGATOR/ACTIVITY DIRECTOR/FELLOW 

TELEPHONE NUMBER t 

D A T E  

3. DECLARATION T H A T  HUMAN SUBJECTS EITHER WOULD OR WOULD NOT BE INVOLVED 

A. NO I N D I V I D U A L S  WHO MIGHT BE CONSIDERED HUMAN SUBJECTS, I N C L U D I N G  THOSE FROM WHOM ORGANS, TISSUES. 
FLUIDS, O R  O T H E R  M A T E R I A L S  WOULD B E  DERIVED,  O R  WHO C O U L D  B E  I D E N T I F I E D  BY PERSONAL DATA.  WOULD B E  
I N V O L V E D  I N  T H E  PROPOSED A C T I V I T Y .  ( I F  NO HUMAN SUBJECTS WOULD B E  INVOLVED,  CHECK THIS BOX AND PRO- 
CEED TO I T E M  7. PROPOSALS DETERMINED S Y  T H E  AGENCY TO I N V O L V E  HUMAN SUBJECTS W I L L  B E  RETURNED.) 

B. HUMAN SUBJECTS WOULD B E  I N V O L V E D  I N  T H E  PROPOSED A C T I V I T Y  AS E I T H E R :  0 NONE O F  T H E  FOLLOWING, O R  

RETARDED,  0 M E N T A L L Y  DISABLED. U N D E R  SECTION 6. C O O P E R A T I N G  INSTITUTIONS, ON REVERSE O F  THIS FORM, 
GIVE N A M E  O F  INSTITUTION AND NAME AND ADDRESS O F  O F F I C I A L ( S I  AUTHORIZING ACCESS TO ANY SUBJECTS I N  
F A C I L I T I E S  NOT UNDER OIRECT C O N T R O L  O F  T H E  A P P L I C A N T  O R  O F F E R I N G  INSTITUTION.  

- INCLUDING:  CI MINORS, FETUSES, '3 ABORTUSES, a P R E G N A N T  WOMEN, PRISONERS, 0 M E N T A L L Y  

( DECLARATION OF ASSURANCE STATUS/CERTlFlCATlON OF REVIEW 

GA. THIS INSTITUTION HAS NOT PREVIOUSLY FILED A N  ASSURANCE AND ASSURANCE IMPLEMENTING PROCEDURES FOR THE 
PROTECTION O F  HUMAN SUBJECTS WITH T H E  DHEW T H A T  A P P L I E S  T O  THIS A P P L I C A T I O N  O R  A C T I V I T Y .  ASSURANCE IS 
h E R E B Y  GIVEN T H A T  THIS INSTITUTION WILL COMPLY WITH REQUIREMENTS O F  DHEWRegula t ion  45 C F R  46, T H A T  IT HAS 
ESTABLISHED A N  I N S T I T U T I O N A L  REVIEW B O A R D  FOR T H E  P R O T E C T I O N  O F  HUMAN SUBJECTS AND, WHEN REOUESTED, 
W I L L  SUBMIT T O  DHEW DOCUMENTATION A N 0  C E R T I F I C A T I O N  O F  SUCH REVIEWS AND PROCEDURES AS MAY B E  RE- 
QUIRED FOR IMPLEMENTATION O F  THIS ASSURANCE FOR T H E  PROPOSED P R O J E C T  OR A C T I V I T Y .  

0 8 .  THIS INSTITUTION HAS AN APPROVED G E N E R A L  ASSURANCE (DHEW ASSURANCE NUMBER / O R  AN A C T I V E  
SPECIAL ASSURANCE FOR THIS ONGOING A C T I V I T Y ,  ON F I L E  WITH DHEW. T H E  SIGNER C E R T I F I E S  T H A T  A L L  A C T l V l T l E S  

INSTITUTION'S I N S T I T U T I O N A L  REVIEW BOARD I N  A C O N V E N E D  M E E T I N G  ON T H E  D A T E  O F  
WITH T H E  REQUIREMENTS O F  T H E  Code of Federal Regulat ions on Pro tec t ion  of Human Subjects  (45 C F R  46). THIS C E R T I F I C A -  
TION INCLUDES, WHEN A P P L I C A B L E ,  REQUIREMENTS FOR C E R T I F Y I N G  FDA STATUS FOR E A C H  I N V E S T I G A T I O N A L  NEW 
DRUG T O  B E  USED (SEE REVERSE SIDE O F  T H I S  FORM). 

IN THIS APPLICATION PROPOSING T O  INVOLVE HUMAN SUBJECTS H A V E  BEEN REVIEWED AND APPROVED B y  THIS 
I N  ACCORDANCE 

T H E  INSTITUTIONAL REV'ZW BOARD HAS DETERMINED, AND T H E  INSTITUTIONAL OFFICIAL SIGNING BELOW CONCURS 
T H A T :  

EITHER 0 HUMAN SUBJECTS W I L L  N O T  B E  A T  RISK; OR 3 HUMAN SUBJECTS WILL B E  A T  RISK. 

5. AND 6. SEE REVERSE SIDE 

7. NAME AND ADDRESS O F  INSTITUTION 

c -596 (Rev. 4 - 7 5 )  
I 

ENCLOSE THIS FORM WITH THE PROPOSAL OR RETURN IT TO REQUESTING AGENCY. 
THE ORIGINAL COLOR OF THIS FORM IS YELLOGI . 

1 0 3 3 1 2 4  
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5. INVESTIGATIONAL NEW DRUGS - ADDITIONAL CERTIFICATION REQUIREMENT r-_ 

SECTION 46.17 OF TITLE 45 OF THE Code of Federal Regulations urates, ‘.Where an orgeniration io required to prepare or to submit a 
certification . . . and the proposal involves an investiaational new drud within the meaning of The Food, Drud, and Cosmetic Act, the drug 
shall be identified In the certification together with a atatetnent that the 3Oday delay required by 21 CFR 130.3(a)(2) has alapaed and the 
Food and DNg Administration has not, prior to expiration of such 30-day interval, requested that the sponsor continua to withhold or to 
restrict uaa of the drug in human subjects; or that the Food and D r u g  Adminiatration haa waived the 3 M a y  delay requirement; provided, 
however. that in those cases in which the 3 0 d a y  delay interval has neither expired nor been waived, a statement shall be forwarded to 
DHEW upon such expiration or upon receipt of a waiver. No certification shall be considered acceptable until such statement has been 
received.” 

~ ~~ ~~~~~~ 

:NVESTlGATlCNAL NEW DRUG CERTiFiCATlON 

TO CERTIFY COMPLIANCE WITH FDA REQUIREMENTS FOR PROPOSED USE O F  INVESTIGATIONAL NEW DRUGS IN ADDITION TO 
CERTIFICATION O F  INSTITUTIONAL REVIEW BOARD APPROVAL, THE FOLLOWING REPORT FORMAT SHOULD B E  USED FOR 
EACH IND: (ATTACH ADDITIONAL IND CERTIFICATIONS AS NECESSARYI. 

- IND FORMS FILED:  0 FDA 1571, 0 FDA 1572. c] FDA 1 9 3  

- NAME OF IND AND SPONSOR 

- D A T E  O F  30-DAY EXPIRATION OR FDA WAIVER 

(FUTURE DATE REQUIRES FOLLOWUP REPORT TO AGENCY) 

- FDA RESTRICTION 

- SIGNATURE OF INVESTIGATOR DATE 

6 .  COOPERATING INSTITUTIONS - ADDITIONAL REPORTING REQUIREMENT 

SECTION 6 . 1 6  OF T I T L E  45 OF THE Coda of Federal Regulations IMPOSES SPECIAL REQUIREMENTS ON THE CONDUCTOFSTUDIES 
OR ACTIVIT IES IN WHICH THE GRANTEE OR PRIME CONTRACTOR OBTAINS ACCESS TO A L L  OR SOME OF THE SUBJECTS 
THROUGH COOPERATING INSTITUTIONS NOT UNDER I T S  CONTROL. IN ORDER THAT THE DHEW BE F U L L Y  INFORMED. THE 
FOLLOWING REPORT IS REQUESTED WHEN APPLIC’ABLE. 

USE FOLLOWING REPORT FORMAT FOR EACH INSTITUTION OTHER THAN GRANTEE OR CONTRACTING INSTITUTION WITH 
RESPONSIBILITY FOR HUMAN SUBJECTS PARTICIPATING I N  THIS ACTIVITY:  (ATTACH ADDITIONAL REPORT SHEETS AS 
N ECESSA RYI. 

INSTITUTIONAL AUTHORIZATION FOR ACCESS TO SUBJECTS 

i 

- SUBJECTS: STATUS (WARDS. RESIDENTS, EMPLOYEES, PATIENTS, ETC.) 

NUMBER AGE RANGE 

NAME O F  OFFICJAL (PLEASE PRINT) 

T I T L E  TELEPHONE 

NAME AND ADDRESS OF 
COOPERATING INSTITUTION 

- O F F I C I A L  SIGNATURE 

NOTES: (a.U.. report of modification in propoaal a8 submltted to agency affecting humem subjects involvement) 

HEW-596 ( R e v .  4 - 7 5 ) ( B a c k )  
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 
PUBLIC HEALTH SERVICE 

NATIONAL INSTITUTES OF HEALTH 
BETHESDA. MARYLAND 20209 General Assurance G1716 

February 5, 1980 

Dianne Gresham 
Secretary,  Committee on Human 

Oak Ridge Associated Universit ies 
P .  0. Box 117 
Oak Ridge, Tennessee 37830 

Studies 

Dear Ms. Gresham: 

Thanks fo r  y o u r ‘ l e t t e r  of January 18 and the new ros te r  o f  your 

human subjects  review board. 

the r o s t e r  i s  on f i l e  a s  an amendment t o  your general assurance 61716. 

The membership i s  acceptable and 

Sincerely yours, 

Roy Kinard7 D.V.M. 
Office for  Protect i on 
from Research Risks 
Office of the  Director 

1 
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DEPARTMENT OF HEALTH, EDUCATION, AND W E L F A R E  
PUBLIC HEALTH SERVICE 

FOOD A N D  DRUG ADMINISTRATION 

8.  ZIP  CODE 

Y 
Notice of inspection is hereby given pursuant to Section 704(a) & (e) of the Federal Food, Drug, and Cosmetic Act 121 
U.S.C. 374(a) & (e ) ] '  and/or Part F or G, Title Ill of the Public Health Service Act [42 U.S.C. 262-2641 I 

9. SIGNATURE /Food and Drtcg Adminisrration Em?foyrr(s)) 

I 

'Applicable port ions of Section 704 of the  Federal Food, Drug, and 
Cosmetic A c t  [21 U.S.C. 3741 are quoted below: 

Sec 704 (ai  For purposes of enforcement of this Act officers or 
employees duly designated by the Secretary, upon presenting approp- 
riate credentials and written notice to the owner, operator, or agent in  
charge. are authorized (1) to enter. at reasonable times. any factory. 
warehouse, or establishment in which food, drugs, devices, or cosmet- 
ics are manufac:ured. processed. pacxed. or held, for introduction into 
interstate commerce or after such introduction, or to enter any vehicle 
being used to transport or hold such food, drugs. devices, or cosmetics in  

eice; and (2) :o inspec:, at reasomble :;Ees a d  within 
s and in  a reasonable manner, such factory. waie- 

house, establishment. or vehicle and all pertinent equipment. finished 
and unfinished materials. containers, and labeling therein. I n  the case 
of any factory. warehouse, establishment, or consulting laboratory in 
which prescription drugs are manufactured, processed, packed, or held, 
inspection shall extend to all things therein (including records, files, 
papers. processes. controls, andfacilities) bearing on whether prescrip- 
tion drugs which are adulterated or misbranded within the meaning of 
this Act. or which many not be manufactured, introduced into interstate 
commerce. or sold, or offered for sale by reason of any provision of this 
Act. have been or are being manufactured, processed. packed. trans- 
ported. or held in  any such place, or otherwise bearing on violation of 
this Act. No ivsoection authorized for prescription drugs by the preced- 
ing sentence shall extend to financial data, sales data other than ship- 
ment data. pricing data, personnel data /other than data as to qualifica- 
t i o m  of technical and professional personnel performing functions 
subjecr lo (his ActJ. and research data (other than data, relating to n e w  
drugs and arv~brot ic drugs and devices and, subject to reporting and 
mspecrion under regulations lawfully ~ssued  pursuant io section 505/i) 
or /I,'. section 5371d) or (9). secfion 579, or 510(gj, and data relating to 
oilier drugs or devices which !n the case of a new drug wouldbe sublec! 
i o  r t?,COrt i fJg or inspection under lawfu l  regulations issued pursuant to 

tion. but a notice shall not be required for each entry made during the 
period covered by the inspection. Each such inspection shall be com- 
inerxed and ccmpleted with reasonable promptness 

Sec 704(e) Everv person required under section 51 9 o r  5201g)ro inain- 
tain records and every person who is in charge or custody of such 
records shall i ipon request of an officer or employee designated by the 
Secretary. permit sbch officer or employee at all reasonable times !o 
have access to and Io  copy and verify. such records 

'Applicable sections of Parts F and G of Title 111 Public Health Service 
Act 142 U.S.C. 262-2641 are quoted below: 

Part F - C i c e i s i n y  - Biological Protiiicts and Cltn,cal Laboratories 
a i i d  . ' ' . . 

sec::~~: 5.cs,;;i ,4, se-,a;a:e 2ct:cs shal l  be .-::.el! fcr each 5 s;pz. Y..  

SFrc 35 l1c )  Any officer. aqeiit. o i  employee of the Department of 
Health Education. and Wdlfare. Ji,lhorrzed ! )y  the Secretary for the 

1 
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purpose, may during all reasonable hours enter and inspect any estab- 
lishment for the propagation or manufacture and preparation of any 
virus. serum. toxin. antitoxin. vaccine blood. blood component or deriv- 
ative. allergenic product or orher product aforesaid for sale barter or 
exchange in the District of Cduinbia. or to be sent, carried, or brought 
from any State or possession into any other State or posession or into 
any foreign country, or from any foreign country into any State or 
possession '' 

Part F - * * - + - *  Control of Radiation 

Sec 360 A(ai "If the Secretary finds for good cause that the methods, 
tests. or programs related to electronic product radiation safey in a 
particblar :ac;o?{. wsrehcbsa. or es:ab;ishm?n: in wh,ch elacIroniC 
products are manufactured or held, may not be adequate or reliable. 
officers or employees dulydesignated by the Secretary. upon presenting 
appropriate credentials and a written notice to the owner, operator. or 
agent in charge, are thereafter authorized (1) to enter. at reasonable 
times any area in such factory. warehouse, or establishment in which 
the manufacturer's tests (or testing programs) required by section 
358(h) are carried out. and (2)to inspect. at reasonable times and within 
reasonable limits and in a reasonable manner, the facilities and proce- 
dures within such area which are related to electronic product radiation 
safety Each such inspection shall be commenced and completed wi ih 
reasonable promptness. In addition to other grounds upon which good 
cause may be found for purposes of this subsection. good cause wil l be 
considered to exist in any case where the manufacturer has introduced 
into commerce any electronic product which does not comply with an 
apdicable standard prescribed unaw this subpart and with respect to 
which no exemption from the notification requirements has been 
granted by the Secretary under section 359la)[21 or 3591el " 

(bl "Every manufacrurer of elecrronic products shall establish and 

and provide such information. as the Secretary may reasonably require 
to enable h im to determine whether such manufacturer has acted or is 
acting in compliance wirh thissubpar? and standards prescribed pursu- 
ant to this subpart and shall. upon request of an officer or employee duly 
designated by the Secretarv. permit such officer or employee to inspect 
appropriate books. papers, records, and docunients relevant to deter- 
mining whether such rnanufac:urer has acted or is acting in compliance 
with standards prescribed pursuant to sec:ion 359131 " 

r,s!c:2iz S I C -  :pc:jds ;;,7c!LLj,:g :2s:i;:; -1:3;2s;, r a k e  sue: :e;cr:s, 

I . . . . .  

(1) "The Secretary may by regulation ( 1  )require dealersanddistrib- 
utors of elec!ronic products. to which there are applicable srandards 
prescribed under this subpart and the retail prices of which is not less 
t han  $50, to furnish manufaciurers of such products such inforniotion 
a s  i nav  be nec'ssary toldentifvand locate. for purposes of sectioii 359. 
tliefirsr purchasersof such productsfor purposesotherrhan resale. and 
12) require rnanulact~irers to preserve such inforrriation Any regulation 
establishing a requirement pursuant to clause (1, of the preceding .- 

NOTICE OF INSPECTION 



sentence shall (A) authorize such dealers and distributors to elect, in 
lieu of immediately furnishing such information to the manufacturer to 
hold and preserve such information until advised by the manufacturer 
or Secretary that such information is needed by the manufacturer for 
purposes of section 359, and (6) provide that the dealer or distributor 
shall, upon making such election, give prompt notice of such election 
(together with information identifying the notifier and the product) to the 
manufacturer and shall when advised by tbe manufacturer or Secre- 
ary, of the need therefor for the purposesof Section 359, immediately 

furnish the manufacturer with the required information If a dealer or 
distributor discontinues the dealing in or distribution of electronic pro- 
ducts, he shall turn the information over to the manufacturer Any 
manufacturer receiving information pursuant to this subsection con- 
cerning first purchasers of products for purposes other than resale 
shall treat it as confidential and may use it only if necessary for the 
purposes of notifying persons pursuant to section 359(a) ' 

Sec 360 B (a) It shall be unlawful - 
(1) * * *  
(2) * * *  
(3) "for any person to fail or to refuse to establish or maintain 

records required by this subpart or to permit access by the Secretary or 
any of his duly authorized representatives to, or the copying of, such 
records. or to permit entry or inspection, as required or pursuant to 
section 360A " 

- 
f.. 

?art G - Quarantine and Inspection 

Sec. 361(a) "The Surgeon General, with the approval of the Secretary is 
authorized to make and enforce such regulations as in his judgement 
are necessary to prevent the introduction. transmission, or spread of 
communicable diseases from foreign countries into the States or pos- 
sessions, or from one State or posession into any other State or poses- 
sion. FoL_purposes of carrying out and-enforcing such regulations, the 
Surgeon General may provide for such inspection, fumigation, disinfec- 
tion. sanitation, pest extermination, destruction of animals or articles 
found to be so infected or contaminated as to be sources of dangerous 
infection to human beings, and other measures, as in his judgement 
may be necessary." 

. 
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D E P A R T M E N T  OF HEALTH, EDUCATION,  A N D  WELFARE 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
ROCKVILLE. MARYLAND 20857 OCT I - i9.3 

C l a r e n c e  C .  L u s h b a u g h ,  M.D. 
D i r e c t o r  
Medical a n d  H e a l t h  S c i e n c e s  D i v i s i o n  
Oak R i d g e  A s s o c i a t e d  U n i v e r s i t i e s  
Eas t  V a n c e  R o a d ,  P . O .  Box 117 
Oak  R i d g e ,  T e n n e s s e e  37830 

Dear Dr. L u s h b a u g h :  

On May 30 a n d  J u n e  3 ,  1980,  Mr. Norman T .  Mil le r  f r o m  t h e  F o o d  
a n d  Drug  A d m i n i s t r a t i o n  met w i t h  Dr. H u b n e r  a n d  Ms. Gresham t o  
review y o u r  i n s t i t u t i o n a l  p r o c e d u r e s  f o r  t h e  p r o t e c t i o n  o f  
human s u b j e c t s .  T h i s  p r o c e d u r a l  review v i s i t  was a r o u t i n e  
r e v i s i t  f o l l o w i n g  t h e  o n e  made o n  J u l y  2 7 ,  1977 .  F o l l o w i n g  t h e  
e a r l i e r  v i s i t ,  a l e t t e r  was s e n t  t o  Dr. L a n g e .  I n  t h i s  l e t t e r  
we made s e v e r a l  s u g g e s t i o n s  f o r  i m p r o v i n g  y o u r  p r o c e d u r e s  an t i  
r e c o r d s .  

On December  2 1 ,  1 9 7 7 ,  you  w r o t e  u s  a c c e p t i n g  t h e  
r e c o m m e n d a t i o n s  made i n  o u r  l e t t e r .  On F e b r u a r y  1 5 ,  1978  we 
a c k n o w l e d g e d  y o u r  a s s u r a n c e s  a n d  e x p r e s s e d  a p p r e c i a t i o n  f o r  
y o u r  c o u r t e s y  a n a  c o o p e r a t i o n .  

I n  r e v i e w i n g  t h e  r e p o r t  o f  t h e  r e c e n t  v i s i t ,  we f i n d  t h a t  y o u r  
p r o c e d u r e s  a p p e a r  t o  b e  g e n e r a l l y  i n  c o m p l i a n c e  w i t h  FDA 
r e g u l a t i o n s  a n d  t o  b e  i n  a c c o r d  w i t h  commonly a c c e p t e d  
c o m m i t t e e  p r a c t i c e s .  Mr. Mi l l e r  d i s c u s s e d  w i t h  Dr. H u b n e r  t h e  
n e e d  t o  u p d a t e  y o u r  1977 w r i t t e n  g u i d e l i n e s  t o  make t h e m  
c o r r e s p o n d  w i t h  c u r r e n t  c o m m i t t e e  p r o c e d u r e s  a n d  t h e  
a d v i s a b i l i t y  o f  d o c u m e n t i n g  i n  t h e  m e e t i n g  m i n u t e s  t h e  
d e p a r t u r e  o f  t h e  c l i n i c a l  i n v e s t i g a t o r  f r o m  t h e  room when his 
s t u d y  i s  b e i n g  d i s c u s s e d  a n d  v o t e d  u p o n .  Dr. H u b n e r  a g r e e d  t o  
b o t h  o f  t h e s e  s u g g e s t i o n s .  You may w a n t  t o  wai t  t o  r e v i s e  y o u r  
w r i t t e n  g u i d e l i n e s  u n t i l  l a t e r  t h i s  y e a r .  We a n t i c i p a t e  t h a t  
b o t h  D H H S  a n d  FDA p r o p o s e d  r e g u l a t i o n s  o n  I R B s  w i l l  b e  made 
f i n a l  a n d  p u b l i s h e d  a t  t h a t  t ime. 

C a r e f u l  c o m m i t t e e  e v a l u a t i o n  o f  i n f o r m e d  c o n s e n t  p r o c e d u r e s  i s  
a n  i m p o r t a n t  a s p e c t  o f  t h e  p r o t e c t i o n  o f  s u b j e c t s  i n v o l v e d  i n  
r e s e a r c h  a c t i v i t i e s .  T h e  c o m m i t t e e  s h o u l d  c o n s i d e r  n o t  o n l y  
t h e  e l e m e n t s  o f  i n f o r m e d  c o n s e n t  b u t  a l s o  t h e  c i r c u m s t a n c e s  
u n d e r  w h i c h  c o n s e n t  i s  o b t a i n e d  a s  wel l  a s  t h e  a b i l i t y  o f  t h e  
s u b j e c t  t o  c o m p r e h e n d  t h e  l a n g u a g e  u s e d .  T h e  c o n s e n t  f o r m s  
t h a t  a c c o m p a n i e d  Mr. M i l l e r ' s  r e p o r t  were t e c h n i c a l  i n  l a n g u a g e  
a n d  lacked  c e r t a i n  i n f o r m a t i o n  wh ich  we b e l i e v e  m o s t  s u b j e c t s  
w o u l d  w a n t  t o  h a v e .  S p e c i f i c a l l y ,  i n  t h e  c o n s e n t  f o r m  e n t i t l e d  
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' '$COP0 a n d  S a r c o i d o s i s ) t t  f o r  Dr. H u b n e r ' s  s t u d y  w i t h  
6 G a - M i c r o s p h e r e s ,  t h e  o v e r a l l  r a d i a t i o n  d o s e  i s  n o t  g i v e n ,  
n o r  i s  t h e r e  a n  e x p l a n a t i o n  t h a t  m u l t i p l e  d o s e s  a r e  t o  b e  
a d m i n i s t e r e d .  T h e  i n f o r m a t i o n  w h i c h  i s  g i v e n  w i t h  r e g a r d  t o  
t h e  r a d i a t i o n  dose  i s  v a g u e  a n d  we b e l i e v e  u n i n f o r m a t i v e .  

I n  a d d i t i o n ,  t h e  l a s t  p a r a g r a p h  o f  t h i s  form r e f e r s  t o  t h e  f a c t  
t h a t  t h e  s u b j e c t  h a s  b e e n  I ! . . .  f u l l y  i n f o r m e d  o f  t h e  p o s s i b l e  
r i sks . . . . 1 t  When t h e  e l e m e n t s  o f  i n f o r m e d  c o n s e n t  a r e  n o t  f u l l y  
e x p l a i n e d  i n  w r i t i n g  t o  t h e  s u b j e c t ,  t h e  i n v e s t i g a t o r  s h o u l d  
s u b m i t  a w r i t t e n  n a r r a t i v e  o f  t h e  f u l l  i n f o r m a t i o n  t o  b e  
p r e s e n t e d  o r a l l y  t o  t h e  s u b j e c t  f o r  t h e  c o m m i t t e e ' s  r e v i e w .  
T h i s  s h o u l d  b e  d o n e ,  f o r  example,  when o r a l  c o n s e n t  o r  a n  
a b b r e v i a t e d  w r i t t e n  c o n s e n t  w i t h  o r a l  a u g m e n t a t i o n  i s  u s e d .  
O n l y  b y  r e v i e w i n g  s u c h  a n a r r a t i v e  c a n  t h e  c o m m i t t e e  b e  a s s u r e d  
t h a t  a l l  p e r t i n e n t  i n f o r m a t i o n  i s  p r o v i d e d  t o  t h e  s u b j e c t .  I n  
a d d i t i o n ,  i f  a c o p y  o f  t h e  n a r r a t i v e  i s  p r o v i d e d  t o  t h e  
s u b j e c t ,  m i s u n d e r s t a n d i n g s  b e t w e e n  t h e  i n v e s t i g a t o r  a n d  s u b j e c t  
may b e  a v o i d e d .  

I f  y o u  w i s h  t o  d i s c u s s  t h e  p r o c e d u r a l  r e v i e w  a t  y o u r  
i n s t i t u t i o n  o r  o t h e r  a s p e c t s  o f  i n s t i t u t i o n a l  r e v i e w  
p r o c e d u r e s ,  we i n v i t e  y o u  t o  c o n t a c t  u s .  

We a p p r e c i a t e  t h e  c o o p e r a t i o n  s h o w n  o u r  s t a f f  d u r i n g  t h e  - 
p r o c e d u r a l  r e v i e w .  

p , , . w ~  i? - 
S i n c e r e l y  y o u r s ,  @ '9' 

-7 0-. \a 
F r a n c e s  0 .  Kelsey ,  Ph.D/' 
D i r e c t o r  
D i v i s i o n  o f  S c i e n t i f i c  I n v e s t i g a t i o n s  
B u r e a u  o f  D r u g s  

cc:  
Dr. Kar l  F .  H u b n e r ,  C h i e f  
O u t - P a t i e n t  N u c l e a r  M e d i c i n e  
Oak R i d g e  A s s o c i a t e d  U n i v e r s i t i e s  

i 
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Oak Ridge 
Associated 
Universities 

?os: Office 800x 117 
G& Ridge, Tennessee 37830 

(615) 576-3098 

October 25, 1980 

Roy Kinard, D.V.M. 
Office for Protection from Research Risks 
Office of the Director 
Department of Health, Education and Welfare 
National Institutes of Health 
Bethesda, MD 20014 

Dear Dr. Kinard: 

General Assurance G1716 

Medical and 
Health Sciences 
Division 

At the last meeting of the Committee on Human Studies on 
April 18, 1980, the Committee confirmed its membership, its 
responsibilities, and its functions. 

A “Suggested Checklist for Use by Institutions in Evaluating 
Their Procedures for the Protection of Human Subjects” distributed 
by FDA on September 5, 1978, was utilized in reviewing the ORAU/ 
ORNL Committee on Human Studies Guidelines in January-February, 
1980. The guidelines were found to be in agreement with the FDA 
Checklist, and this report was distributed to the Committee 
members. 

The Committee membership has not changed since the last 
report sent to you on January 18, 1980. 
this month and any changes in membership will be reported to your 
office promptly. 

The Committee meets again 

Sincerely, 

Dianne Gresham 
Secretary, Committee on Human Studies 
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ORAU/ORNL COMMITTEE ON H W V  STUDIES MEMBERS 

G. A. Andrews, M.D. 
E. Balish, Ph.D. 
A. B. Brill, M.D. 
*W. Calhoun, Ph.D. 
f n  &I. .A. 7-1 

C. L. Edwards, M.D. 
*H. R. Friedman, Ph.D. 
*S. A. Fry, M.B., Ch.B. 
*A. S. Garrett, M.D. 
*D. W. Goodwin, Ph.D. 
R. 0. Goh, N.D. 
*R. Griesemer, Ph.D., D.V.M 
*M. S. Hansard, Ph.D. 

4-- 
R. Heyssel, M.D. 
*K. F. Hcbner, M.D. 

*Current Membership 

1967 - Present 

R. M. Kniseley, M.D. 
*M. E. Koons, J.D. 
*R. D. Lange, M.D. 
*S. Lawrence 
S. Lawyer, J.D. 
T. A. Lincoln, M.D. 
*C. C. Lushbaugh, M.D. 
*L. C. McKee, M.D. 
*R. Miller 
B. M. Nelson, M.D. 
*J. B. Storer, H. D. 
E. Tompkins 
J. B. Woods, M.D. 
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Public Health Service DEPARTMENT OF HEALTH & HUMAN SERVICES 

National Institutes of Health 
Bethesda, Maryland 20205 

March 12,  1981 

General Assurance Gl716 

Dr. Clarence C.  Lushbaugh 
Director 
Medical and Health Sciences Division 
Oak Ridge Associated Universities 
East Vance Road, P.  0. Box 117 
Oak Ridcje, Tennessee 37830 

Dear Dr. L u s h b a u g h :  

The FDA sent us a copy o f  a l e t t e r  o f  October 1 ,  7980 t o  you describing 
cer ta in  problems o f  compliance with human subjects regulations. 
assume t h a t  these problems have been attended t o  and t h a t  your review 
procedures ? re  nnw i n  compliance. 
we are aware of  the problems a n d  t o  remind you t h a t  we will be glad t o  
advise o r  answer questions pertaining t o  compliance, especially w i t h  
the HEN regulations 45 CFR 46 covering g r a n t s  and contracts. 

We 

B u t  WP just w a n t  t o  l e t  you know t h a t  

Sincerely yours , 

Roy Kinard, D.V.M. 
Office for Protection 
from Research Risks 
Office o f  the Director 
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ORAU/ORNL Committee on Human Studies 

IMPLEMENTING GUIDELINES FOR RESEARCH ON HUMAN SUBJECTS 

(In Compliance with DHESJ and ERDA Regulations on Protection of Human Subjects) 

(March 1977) 

A. Basic Principles (See Definitions, Annex 1.) 

The Committee on Human Studies for Oak Ridge Associated Universities and 
Oak Ridge National Laboratory has officially adopted the code of ethics 
adopted by the World Medical Association, known as the Declaration of 
Helsinki. It accepts as amplification of this document the statement 
of the British Medical Research Council. The guiding principles of 
operation of this Committee are, however, those set forth in detail by 
DHEW in Federal Register, March 13, 1975, Vol. 40, No. 50, Part 11, 
Protection of Human Subjects, Technical Amendments, pp. 11854-11858, 
and by ERDA in an August 17, 1976 document titled "Protection of Human 
Subjects Proposed Regulations" (10 CFR Part 705) as amended in 10 CFR, 
Part 745 (FR 41, November 30, 1976, pp. 52434-52438). (See Annex Items 
2 and 3 . )  Wherever these guidelines appear to differ substantively 
from those in the Federal Register, those in the Federal Register should 
be understood to be dominant and to be followed. 

B. Committee Membership and Structure 

The Committee shall consist of persons of either sex and any race with 
varying backgrounds, training, vocation and community interests who, while 
cognizant of the research goals and programs of the two sponsoring 
institutions ( O ~ L  and ORAu), are sufficiently qualified to safeguard the 
rights and welfare of human subjects and review the relative merit of 
human studies in respect to any risks involved. 
composed of at least two lay persons, two research scientists and two 
clinicians. TWO of the medical professionals, however, must be from 
institutions other than ORNL or ORAU, the institutions from which will 
emanate applications for permission to conduct a particular human study. 
Because of the dual sponsorship of this Committee, the Medical Director 
of the Health Division, ORNL; Director of Biology Division, ORNL; and 
the Chairman of the Medical and Health Sciences Division of ORAU shall be 
members of the Committee. 
(03A-3 and CIWL) shal l  designate to t k s e  divisional 5<rect=rs the respo2- 
sibility for seeing that their respective staffs comply with HEW and 
ERDA regulations for the protection of human subjects. 
Secretary of the Committee shall be elected at one (January) of two 
annual meetings of the Committee. A person nominated for Committee 
membership by a member of the Committee or a sponsoring institution shall 
be made a member only with the concurrence of the other Committee members. 
Because of the complexity of modern laws and regulations protecting human 
rights, governing contractural obligations and guiding the use of govern- 
ment funds and facilities for research, at least one member will be a 
lawyer cognizant of the Federal Regulations. A lawyer consultant will be 

The Committee will be 

The Directors of the two sponsoring institutions 

The Chairman and 
' 
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agreed upon and will be readily available to counsel the Committee 
if the Committee membership does not include a lawyer member. 
Similarly, if the membership does not contain a minister or a 
psychologist (or psychiatrfst), some person with a related vocation 
who is interested in protecting persons from emotional and psychologic 
trauma must be available to the Committee for consultation on individual. 
projects whether or not psychologic stress or risk is obviously involved. 
(See Annex 4, 5, and 6 . )  

C. Procedures for Carrying out Initial and Continuing Review of Applications 
and Projects 

1. Initial Review 

All applications for support of research, training, demonstration 
or general research support projects, including those of fellows 
and trainees, which involve the use of human subjects, must be pre- 
sented to and approved by the Committee on Human Studies, prior to 
submission for funding, and with the identical experimental design 
used for grant submission or ERDA "189" proposals. 
nature or degree of risk anticipated, the application must be presented 
in writing on the proper form (Annex 7) .  The application should not 
contain extraneous material; that is, the investigator should not 
submit a copy of an I N D  or ERDA-189 as a substitute for the f o m  
specified. The applicant must be prepared to discuss in person 
before the committee detailed information on the following points: 

Regardless of the 

a. The possible risk to the rights and welfare of human subjects, 
including the rights of privacy, freedom from harassment and 
confidentiality of data. A description of the provisions made 
to minimize these risks must also be presented. 

b. Methods used to acquire informed consent. The form on which it * 

is obtained and the risk described. Special emphasis shall be 
placed on the appropriateness of a consent form to the parti- 
cular situation inherent in the study plan in question (Annex 8). 

c. The relative risks of the project as compared to the probable 
benefits to the subjects and to society. For each application, 
the Committee will document whether or not physical or psycholo- 
gical risks are likely to ensue as a result of the proposed 
research study, and further, that such potential risks have been 
evaluated in respect to the subject and his rights, needs and 
benefits. In addition, informed consent documents must be sub- 
mitted to and approved by the Committee for each study so that 
members can be ensured that each human subject will receive 
candid explanations of specific procedures and their purposes, 
of attendant specific discomforts and risks, and possible bene- 
fits, if any. In addition, the Committee must be satisfied in 
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each study evaluation that the subjects will be instructed 
that they are free to withdraw their consent to participate 
and to discontinue their participation in the proposed project 
at any time without prejudice to them. No informed consent 
form will be considered acceptable if it contains an17 exculpatory 
clauses or attempts in any way to absolve the Principal Investi- 
gator's responsibility for the health (physical or mental) and 
welfare of the human subjects to be involved. 

Specific deficiencies in a proposal will be identified by the 
Committee in writing for the proposer and also directed to the 
attention of that Committee member (the Director of the Health 
or Biology Division, ORNL, or Chairman of the Medical and 
Health ScienTes Division, ORAU) who also has the responsibility 
designated to him by the Director of his sponsoring institution 
(either ORNL or ORAU) to obtain staff compliance with DHEW and 
ERDA Regulations and Guidelines for Protection of Human Subjects. 
Such a statement of deficiency by the Committee will 5e mzerstood 
to require (1) delay in submission of the proposed grant or 
contract application to HEW or ERDA, and (2) resubmission for 
Committee approval before the project proposals are allowed to go 
forward in the funding process. A statement of approval by the 
Committee will be accompanied by HEW-596 (Annex 9) for the 
institutional director's signature for simultaneous submission L 

with an NIH, NSF or ERDA grant proposal. 

A member of the Committee who is from the institution (OWL or 
ORAU), from which the research proposal is being submitted, will 
be expected to attend the Committee only f o r  his information, 
and will have no persuasive or voting powers concerning the 

with HEW and ERDA guidelines. 

. 

.t 

6 
i acceptability of that proposal and its level of compliance a 

Approval of a proposal for a study involving human subjects shall 
be formalized only after a majority of the qualified (see para- 
graph above) Committee members have had a chance to review the 
written proposal, discuss it with the other members of the 
Committee, obtain adequate answers from the author to their 
questions, and reach complete agreement of acceptability. No 
proposal will be approved to which any Committee member objects 
on the basis of consideration of the physical or mental welfare of 
any human subject. 
cannot attend, his comment and vote can be obtained by mail. 

In special cases where a Committee member 

The Committee's findings will be transmitted in writing to the 
appropriate officer of the laboratory proposing the research and 
to the applicant. Release of funds shall be controlled by the 
guidelines to HEW-596 (Annex 9). The applicant's administrative 
superior shall maintain continuing review of the project 
activities. If a responsible investigator plans a change in 
study protocol, he must submit the proposed changes to the 
Committee for approval before putting them into practice. 



D. 

E. 

Procedures of the Committee t o  Provide Advice and Counsel t o  Invest igators  

On request,  senior invest igators  w i l l  appear before the Committee a t  i t s  
ca l l ed  meetings t o  answer any questions concerning a proposal. 
question and r ep l i e s  w i l l  form par t  of the o f f i c i a l  minutes of the 
Committee and w i l l  be d is t r ibu ted  t o  t h e  concerned s t a f f  members, together 
with recorded actions of the  Cominittee on a Review and Action Form (Annex 10)- 

The 

Committee Meetinss 

The Committee w i l l  meet a t  least twice a year. The f i r s t  meeting of 
t he  year w i l l  be ear ly  i n  January, i f  possible,  t o  meet the  following 
administrative needs: 

1. Election of Chairperson and Secretary, 

2. Reelection of members and replacement of those mernbers no longer 
ab ie  t o  serve, 

3 .  Report of the  Secretary on the  previous year 's  Committee a c t i v i t i e s  
and on the number of approved s tudies  t h a t  a r e  s t i l l  ac t ive  and there- 
fore  require c r i t i c a l  review i n  the  new year. Establishment of t he  
calsnZar for scheduled raview of coztinuing projects ,  documented by 
an annual s t a tus  report  t h a t  reports  any emergent problems and 
indicates  t h e  need for  changes i n  research protocols o r  forms for  
obtaining informed consent. 

The second biannual meeting w i l l  address any problems i n  these administrative 
a reas  t h a t  have r i sen  since the  f i r s t  meeting. 

Other meetings w i l l  be cal led t o  meet the  scheduled annual cr i t ical  reviews, 
and as needed, t o  consider a spec i f ic  new proposal(s) involving 
humans a s  subjects where HEW, ERDA, N S F  o r  other governmental funding 
agencies have fixed deadlines which the research applicant i s  t ry ing  t o  
meet. I n  special  cases where time is  shor t ,  and par t icu lar ly  where the  
defined r i s k  t o  the  human subject is a commonly accepted one ( i . e . ,  a 
physical  examination by a licensed physician) and does not require d is -  
cussion w i t h  the  project  proposer, t h e  appropriate members of the  
Committee (Annex 6) may be polled by phone by the Secretary under the  
Chairman's direct ion a f t e r  the  members have had a chance t o  review the  
proposal sent  t o  them by mail. 

* 

Requirements f o r  Reporting any Emergent Problems o r  Proposed Precedural 
Changes t o  the Committee 

All senior investigators with proposed o r  ac t ive  projects  w i l l  receive 
not ice  of Committee meetings and w i l l  appear before the  Committee i n  person. 
A t  t h i s  time they sha l l  present i n  wri t ing any proposed changes i n  pro- 
cedures and sha l l  describe any new r i s k s  and benefi ts ,  and any methods 
f o r  safeguarding pat ients '  r i gh t s  and procedures for  informed consent i n  
advance of i n s t i t u t ing  these changes. 
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All investigators with active research programs involving human subjects 
that have been approved by the Committee must be kept aware of the n e 4  
for an immediate report to the Committee secretary, Chairperson, or 
institutional representatives of emergent problems bearing on the heatlth 
and welfare of human subjects and of needs for protocol modifications, 
restrictions or terrinatiop. 

F. Procedures to Maintain an Active and Effective Committee 

1. The chairman will ensure an active Committee by calling, in addition 
to the regular Annual Meeting, at least one additional meeting each 
year. 

2.  The members will be enjoined to assess every ongoing project as well 
as new proposals. 

3 .  Extramural Cornittee members will be paid a consultant's fee, pro- 
viding they are able to accept it, and travel expenses. 

4. Full Committee Minutes will be distributed promptly to all members 
in draft form for corrections and review, so that the opinions and 
actions can be recorded accurately. 

5. On a regular basis, at least annually, at s o m e  full Divisional 
pro.fessiona1 staff meeting, the respective institutional represen- 
tative will explain this program for protection of human subjects 
to his staff and reinforce the importance to his division of his 
staff following the HEW and ERDA Regulations and Guidelines on the 
use of human subjects in research. 

G. Location of Records 

The records of this Committee will be kept in the office of the Executive 
Secretary and will be available to the Ccmnittee, staff, and government 
auditors ,on demand. 



Oak Ridge 
Associated 
Universities 

Fcst Office Eor. 117 
Oak Ridge: ?ennessee 37333 

(615) 57 6-3098 

hiedical and 
%a1 th Sciences 
Division 

March 20, 1981 

Roy Kinard,  D.V.M. 
O f f i c e  of P r o t e c t i o n  from 

Research Risks 
Off i ce  of t h e  D i r e c t o r  
Department of Heal th  and Human Services 
P u b l i c  Hea l th  Se rv ice  
Xacional I n s t i t u t e s  of Health 
Bethesda,  Maryland 20205 

D e a r  D r .  Kinard: 

General  Assurance G1716 

I a m  responding t o  your l e t t e r  t o  D r .  C. C. Lushbaugh dated March 1 2 ,  
You refer t o  an FDA i n v e s t i g a t i o n  of our  i n t e r n a l  review board, 1981. 

t h e  ORAU/ORNL Committee on Human S tud ie s ,  which took p l a c e  on May 30 
and June 3, 1980. A t  that t ime t h e  i n v e s t i g a t o r ,  Mr. Norman Miller, 
s t a t e d  t h e  need t o  update  t h e  1977 w r i t t e n  gu ide l ines .  

I n  response  t o  t h a t  sugges t ion  our i n t e r n a l  review board on 
October 30, 1980, appointed a a subcommittee cha i red  by Me1 Koons, an  
a t t o r n e y ,  t o  r e v i s e  t h e  g u i d e l i n e s  and u?date  a l l  consent  forms f o r  
ongoing proposals .  D r .  Lee  Washburn, a r e s e a r c h  s c i e n t i s t  f o r  O M U ,  
also a t t ended  t h e  Workshop on IRB Compliance A c t i v i t i e s  i n  Washington, 
D.C. O R  November 7 ,  1980, and repor ted  t o  Mr. Koons t h e  d i scuss ions  
t h a t  took  p l a c e  a t  t h i s  meeting. 
p r i n t e d  n o t e s  published from t h e  November 7 meeting and copies  of t h e  
Federa l  Regis te r  dated January 2 7 ,  1981. The subcommittee i s  c u r r e n t l y  
working t o  r e v i s e  t h e  g u i d e l i n e s  us ing  a l l  o f  t h i s  material as a r e fe rence .  
AS S O O ~  as che Zommicrree iLas approved t h e  new g u i a e i i n e s  a copy WALL D e  

s e n t  t o  your o f f i c e .  

M r .  Koons has a l s o  rec ieved  t h e  

. - -  . 

Enclosed i s  a c u r r e n t  l i s t  of our membership showing changes made 
s i n c e  January,  1980. P l e a s e  n o t e  that t h e  Committee has two new members, 
D r s .  S h i r l e y  A .  Fry of ORAU and Richard A. Griesemer of ORNL. The 
a t t a c h e d  block diagram i l l u s t r a t e s  t h e  s t r u c t u r e  of t h e  Committee and 
t h e  r e l a t i o n s h i p  of t h e  members t o  t h e  Committee. 



D r .  Kinard -2 - March 20, 1981 

W e  w i l l  con t inue  t o  keep you informed of Committee a c t i o n s  and 
a p p r e c i a t e  v e r y  much your o f f e r  of a s s i s t a c e  i n  keeping a b r e a s t  of 
changing r e g u l a t i o n s  f o r  t h e  p r o t e c t i o n  of human sub jec t s  i n  r e s e a r c h  
p r o j e c t s .  P l e a s e  l e t  u s  know i f  you need f u r t h e r  information. 

S inc  er e l y  , 

Enclosures  

Dianne G r e s h a m ,  Secre ta ry  
ORAU/ORNL Committee on Human Studies  
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I R B  MEMBER ROSTER 

ORAU/ORNL COMMITTEE ON HUMAN STUDIES 

MARCH, 1981 

Name of I n s t i t u t i o n a l  Of f i ce r  ( o t h e r  than cha i rperson)  t o  whom correspondence 
concerning Board a f f a i r s  should be addressed:  C .  C .  Lushbaugh, M.D. 

Name : 
Earned degrees:  
P o s i t i o n  o r  Occupation: 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e tc :  
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
Re la t ionsh ip  t o  i n s t i t u t i o z :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
Rela t ionship  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  

W i l l i a m  H. Calhoun 
A.A., B.A., Ph.D. 
Professor  & Head, Department of 

The Un ive r s i ty  of Tennessee, Knoxvil le  
Psychology 

Units  

Consul tant  
C l i n i c a l  psychologis t ,  community 

r e p r e s e n t a t i v e  

Howard R. Friedman 
B.B.A. and Ph.D. 
Chief C l i n i c a l  Psychologis t  and 

Children and Youth Program 
Regional Mental Heal th  Center 
Oak Ridge, TN 

D i rec to r  

and 

Adjunct Assoc ia te  P ro fes so r ,  
Department of Psychology, The 
Un ive r s i ty  of Tennessee, Knoxvil le ;  
Psychology Consul tan t ,  Campbell 
County Schools,  TN 

Licensed C l i n i c a l  Psychologis t ,  TN 
can su 1 t ant 
C l i n i c a l  psychologis t ,  community 

r e p r e s e n t a t i v e  

S h i r l e y  A. Fry 
M.B. ,  Ch.B. 
C l i n i c i a n ,  Radiat ion Emergency Assis- 

tance  Center /Tra in ing  S i t e ,  ORAU 
E.C.F.M.G. C e r t i f i c a t i o n ,  Chicago, I L  
Emp Zoyee of ORAU 
I n v e s t i g a t o r ,  p r a c t i t i o n e r  
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Nane : A. Seaton G a r r e t t ,  Jr. 
Earned degrees:  M.D. 
P o s i t i o n  o r  occupat ion:  Medical D i r e c t o r ,  Oak Ridge .Nat ional  

Laboratory,  'L'nion Carbide Corpora- 
t i o n ,  Nuclear Divis ion,  Oak Ridge, 
TN 

Board c e r t i f i c a t i o n ,  l i c e n s e ,  e t c . :  Board E l i g i b l e  I n t e r n a l  Medicine 
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  Adminis t ra tor ,  p r a c t i t i o n e r  

Employee of ORNL 

Name : Donald W. Goodwin 
Earned degrees:  B.D., Ph.D. 
P o s i t i o n  o r  occupat ion:  Min i s t e r ,  United Church, Chapel-on- 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  N/A 
Re la t ionsh ip  t o  i n s t i t u t i o n :  Consu 1 t a n t  
Represen ta t ive  capac i ty :  E t h i c i s t ,  community r e p r e s e n t a t i v e  

the  H i l l ,  Oak Ridge, TN 

Name : 
Earned degrees:  
Board c e r t i f i c a t i o n :  

Re la t ionsh ip  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Richard A. Griesemer 
D.V.M., Ph.D. 
Diplomate, American College of 

Veter inary  Pa tho log i s t s  
Employee of ORNL 
Adminis t ra tor ,  i n v e s t i g a t o r  

N a m e  : Martha S.  Hansard 
Earned degrees:  B.S., M.S. (21, Ph.D. 
P o s i t i o n  o r  occupation: Assoc ia te  Sec t ion  Leader f o r  Computer 

Methodology and Sys tem in 
Epidemiology and S c i e n t i s t ,  Medical 
and Heal th  Sciences Div is ion ,  ORAU . 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  N/A 
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  Adminis t ra tor ,  community 

Employee o f  ORAU 

r e p r e s e n t a t i v e  

Name : Karl F. Hubner 

P o s i t i o n  o r  occupation: 
Earned degrees : X.D. 

D i rec to r ,  Outpat ient  Nuclear Medicine, 
Medical and Heal th  Sciences 
Div is ion ,  ORAU, and Di rec to r ,  Radia- 
t i o n  Emergency Assis tance Center /  
Tra in ing  S i t e  (REAC/TS), ORAU 

i n  TN 
Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . ;  C e r t i f i e d  nuc lear  medicine; l i censed  

Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  I n v e s t i g a t o r ,  admin i s t r a to r ,  

Employee of ORAU 

p r a c t i t i o n e r  

I O 3 3 1  48 
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Name : Melvin E. Koons 
Earned degrees: B.A., J.D. 
Position or occupation: Purchasing Agent, Union Carbide 

Corporation Nuclear Division; 
Lawyer 

Board certification, licenses, etc.: Licensed in North Dakota and Tennessee 
Relationship to institution: 
Representative capacity: Lawyer 

Employee of UCCND (ORNL) 

Name : 
Earned degrees: B.A., M . D .  
Position or occupation: 

Robert Lange (Chairman of Committee) 

Professor and Chairman, Department of 

The University of Tennessee Center for 
Medical Biology 

the Health Sciences, Knoxville 
Units 

Missouri, and Georgia: Certified 
internal medicine 

Board certification, licenses, etc.: Licensed Tennessee, Minnesota, 

Relationship to institution: Consu It ant 
Representative capacity: Administrator, practitioner 

Name : Steve Lawrence 
Earned degrees: B.S. 
Position or occupation: 

Board certification, licenses, etc.: N/A 
Relationship to institution: Employee of ORAU 
Representative capacity: Administrator, ethicist, community 

represent at ive 

Assistant Director Administration, 
ORAU 

Name : Clarence C .  Lushbaugh 
Earned degrees: B.S., Ph.D., M.D. 
Position or occupation: Chairman, Medical and Health Sciences 

Board certification, licenses, etc.; Certified pathology; licensed 

aeiationship t o  institution: Employee of ORAU 
Representative capacity: Investigator, administrator 

Division, ORAU 

Tennessee 

practitioner 

Y 

1 

d 
5 
b 
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Name : L. C l i f f o r d  I4cKee 
Earned degrees:  B.A., M.D. 
P o s i t i o n  o r  occupat ion:  Assoc ia te  Professor  of Medicine, 

Department of Medicine, Vanderbi l t  
Univers i ty  

C e r t i f i e d  i n t e r n a l  medicine; l i censed  
T enne s s e e 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  

Re la t ionsh ip  t o  i n s t i t u t i o n :  Consultant 
Representa t ive  capac i ty :  Adminis t ra tor ,  p r a c t i t i o n e r  

Name : 
Earned degrees:  B . S .  
P o s i t i o n  o r  occupat ion:  

Ruby L. Anderson Miller 

Publ ic  Rela t ions  Representa t ive ,  Union 
Carbide Corporation Nuclear 
Div is ion ,  ORGDP 

Employee of ORGDP 

r ep resen t  a t  i v  e 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  NfA 
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  Adminis t ra tor ,  cornuni ty  

Name : John B. S t o r e r  
Earned degrees:  M.D. 
P o s i t i o n  o r  occupat ion:  
Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  None 
Re la t ionsh ip  t o  i n s t i t u t i o n :  Employee of ORNL 
Represen ta t ive  capac i ty :  Adminis t ra tor ,  i n v e s t i g a t o r  

Senior  research  i n v e s t i g a t o r  

Name : Dianne Gresham 
Sec re t a ry  t o  the  ORAU/ORNL Committee 

Non-vot ing member 
on Human Studies  

Oak Ridge Associated U n i v e r s i t i e s  (ORAU) 
Oak Ridge Nat iona l  Laboratory (OWL) 

1 0 3 3 1 5 0  
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IRB SMBER ROSTER 

ORAU/ORNL COKMITTEE ON HUMAN STUDIES 

OCTOBER, 1981 

Name of I n s t i t u t i o n a l  O f f i c e r  ( o t h e r  than  cha i rperson)  t o  whom correspondence 
concerning Board a f f a i r s  should be addressed:  C. C. Lushbaugh, M.D. 

Name : 
Earned degrees:  
P o s i t i o n  o r  Occupation: 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c :  
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  

Name : 
Earned degrees  : 
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
RelationshLp t o  i a s t i t c t i o c :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees :  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  

W i l l i a m  H. Calhoun 
A.A.,  B.A., Ph.D. 
P ro fes so r  & Head, Department of 

The Un ive r s i ty  of Tennessee,  Knoxville 
Psychology 

Uni t s  

Consul tant  
C l i n i c a l  p sycho log i s t ,  cormunity 

r e p r e s e n t a t i v e  

Howard R. Friedman 
B.B.A. and Ph.D. 
Chief C l i n i c a l  Psychologis t  and 

Chi ldren  and Youth Program 
Regional Mental Heal th  Center 
Oak Ridge,  TN 

Di rec to r  

and 

Adjunct Assoc ia te  P r o f e s s o r ,  
Department of Psychology, The 
Un ive r s i ty  of Tennessee,  Knoxvil le ;  
Psychology Consul tan t ,  Campbell 
County Schools ,  TN 

Licensed C l i n i c a l  Psycho log i s t ,  TN 
Consu?zi”ut 
C l i n i c a l  p sycho log i s t ,  community 

r e p r e s e n t a t i v e  

S h i r l e y  A. F r y  
M.B., Ch.B. 
C l i n i c i a n ,  Radia t ion  Emergency Assis- 

tance  Center /Tra in ing  S i t e ,  ORAU 
E.C.F.M.G. C e r t i f i c a t i o n ,  Chicago, IL 
Employee of ORAU 
I n v e s t i g a t o r ,  p r a c t i t i o n e r  
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Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e ,  e tc . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

N a m e  : 
Earned degrees:  
Board c e r t i f i c a t i o n :  

R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . ;  

R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Name : 
Earned degrees  : 
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

A.  Seaton  G a r r e t t ,  Jr .  
M.D. 
Medical D i r e c t o r ,  Oak Ridge Nat ional  

Laboratory,  Union Carbide Corpora- 
t i o n ,  Nuclear D iv i s ion ,  Oak Ridge, 
TN 

Board E l i g i b l e  I n t e r n a l  Medicine 
Employee of O W L  
Admin i s t r a to r ,  p r a c t i t i o n e r  

Donald W. Goodwin 
B.D., Ph.D. 
l f i n i s t e r ,  United Church, Chapel-on- 

N / A  
Consul tant  
E t h i c i s t ,  community r e p r e s e n t a t i v e  

t h e  H i l l ,  Oak Ridge, TN 

Richard A .  Griesemer 
D.V.M., Ph.D. 
Diplomate,  American Col lege  of 

Veterirrary P a t h c L o g i s t s  
Employee of ORNL 
Adminis t ra tor ,  i n v e s t i g a t o r  

Karl F. Hubner 
M.D. 
D i r e c t o r ,  Outpa t ien t  Nuclear  Medicine, 

Medical and Heal th  Sc iences  
Div i s ion ,  O M U ,  and D i r e c t o r ,  Radia- 
t i o n  Emergency Ass i s t ance  Center /  
T ra in ing  S i t e  (REAC/TS) , ORAU 

C e r t i f i e d  nuc lea r  medicine;  l i censed  
i n  TN 

Employee of ORAU 
I n v e s t i g a t o r ,  a d m i n i s t r a t o r ,  

p r a c t i t i o n e r  

Melvin E. Koons 
B.A.,  J . D .  
Purchasing Agent, Union Carbide 

Corpora t ion  Nuclear D iv i s ion ;  
Lawyer 

Licensed i n  North Dakota and Tennessee 
Employee o f  UCCND ( O W L )  
Lawyer 

10331SP 
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Name : 
Earned degrees:  B.A. ,  M.D. 
P o s i t i o n  o r  occupat ion:  

Robert Lange (Chairman of Committee) 

P ro fes so r  and Chairman, Departnent of 

The Un ive r s i ty  of Tennessee Center f o r  
Medical Biology 

tne ' r ea l th  Sc iences ,  Knoxviile 
Uni t s  

Missour i ,  and Georgia: C e r t i f i e d  
i n t e r n a l  medicine 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  Licensed Tennessee,  Minnesota, 

Re la t ionsh ip  t o  i n s t i t u t i o n :  Consul tant  
Representa t ive  capac i ty :  Adminis t ra tor ,  p r a c t i t i o n e r  

N a m e  : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e tc . :  
Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e tc . ;  

Re la t ionsh ip  t o  i n s t i t u t i o n :  
Representa t ive  capac i ty :  

Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  

Re la t ionsh ip  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

S teve  Lawrence 
B.S. 
A s s i s t a n t  D i rec to r  Adminis t ra t ion ,  

ORAU 
N / A  
Employee of ORAU 
Admin i s t r a to r ,  e t h i c i s t ,  community 

r e p r e s e n t a t i v e  

Clarence C .  Lushbaugh 
B.S., Ph.D., M.D. 
Chairman, Medical and Hea l th  Sciences 

C e r t i f i e d  pathology; l i c e n s e d  

Employee of ORAU 
I n v e s t i g a t o r ,  admin i s t r a to r  

p r a c t i t i o n e r  

D iv i s ion ,  ORAU 

Tennessee 

L. C l i f f o r d  McKee 
B.A.,  M.D. 
Assoc ia t e  Professor  of Medicine, 

Department of Medicine, Vanderbi l t  
Un ive r s i ty  

C e r t i f i e d  i n t e r n a l  medicine;  l i censed  
Tennessee 

Consul t a u t  
Admin i s t r a to r ,  p r a c t i t i o n e r  

I O 3 3  t 5 3  
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Name : 
Earned degrees:  
P o s i t i o n  o r  occupat ion:  

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty  : 

Name : 
Earned degrees  : 
P o s i t i o n  o r  occupation: 
Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

N a m e  : 
Earned degrees:  
P o s i t i o n  o r  occupation: 

Board c e r t i f i c a t i o n ,  l i c e n s e s ,  e t c . :  
R e l a t i o n s h i p  t o  i n s t i t u t i o n :  
Represen ta t ive  capac i ty :  

Name:  

Ruby L. Anderson M i l l e r  
B.S. 
Assoc ia te  D i r e c t o r  of P u b l i c  
a Rela t ions ,  Union Carbide 

Corporat ion Nuclear 
Div is ioo ,  ORGDP 

N / A  
Employee of ORGDP 
Adminis t ra tor ,  community 

r e p r e s e n t a t i v e  

John B. S t o r e r  
M.D. 
Senior  r e s e a r c h  i n v e s t i g a t o r  
None 
Employee of ORNL 
Adminis t ra tor ,  i n v e s t i g a t o r  

Martha L. Wray 
B . S . ,  M.S. 
Group Leader f o r  Computer 

Methodology and Systems i n  
Epidemiology, Medical 
and Heal th  Sc iences  D i v i s i o n ,  ORAU 

N J A  
Employee of ORAU 
Adminis t ra tor ,  community 

r e p r e s e n t a t i v e  

~~ 

Oak Ridge Associated U n i v e r s i t i e s  (ORAU) 
Oak Ridge Nat iona l  Laboratory (ORNL) 

Dianne Gresham 
Sec re t a ry  t o  t h e  ORAU/ORNL Committee 

Non-voting member 
on Human S t u d i e s  



Annex 5 Summarized 
Committee Assignments 

C o m i t  t ee Menbers and Thei r  Responsible  Area 

*O W i l l i a m  3. Calhoun, Ph.D., Univ. of TN, C l i n i c a l  Psychologis t  

*O Howard R. Friedman, Ph.D. , Regional Mental Hea l th  Center ,  C l i n i c a l  Psychologis t  

S h i r l e y  A. Fry, M.B. , Ch.B. , ORAU, C l i n i c i a n  

A. Seaton Garrett, Jr. , M.D.,  O W ,  Occupat ional  Medicine 

*O Donald W. Goodwin, Ph.D., United Church, Oak Ridge, Minis te r  

*oo Richard A. Griesemer, D.V.M., Ph.D. , ORNL, O f f i c i a l  Represen ta t ive  

*w Martha L .  Wray, M.S., ORAU, Epidemiology 

Karl F. HGbner, M.D., ORAU, C l i n i c a l  Research 

* Melvin E. Koons, J . D .  , UCCND, Lawyer 

0 Robert Lange, M.D.,  Univ. of TN, Chairman, Extramural  Represen ta t ive  

* Steve  Lawrence, B.s . ,  ORAU, Adminis t ra tor  

O0 Clarence  C. Lushbaugh, M.D., Ph.D. , ORAU, O f f i c i a l  Represen ta t ive  

L. C l i f f o r d  McKee, M.D. , Vanderb i l t  Un ive r s i ty ,  Ext rvnura l  Represen ta t ive  

*w Ruby L. Miller, B.S. , UCCND, Extramural  Represen ta t ive  

John  B.  S t o r e r ,  M.D., OXXTL, C i i n i c a l  Research 

Dianne G r e s h a m ,  Committee S e c r e t a r y ,  Non-Voting Member 

0 - Extramural  member 

00 - I n s t i t u t i o n a l  r e p r e s e n t a t i v e  

* - Non-M.D. member 

W - Womn member 

1033155  



W '  @ Block d iagram of t h e  b i - i n s t i t u t i o n a l  C o m i t t e e  struc:;Lre, a d m i n i s t r a m  
l i n e s  of a u t h o r i t y  and p r e s e n t  membershi? and f u n c t i o n a l  identities. 

BLOCK DIAGRAM OF ADMINISTRATIVE AITD !EMBERSHIP STRUCTURE OF 

OUU/ORNL COMMITTEE ON HUMAN STUDIES 

INSTITUTIONAL DIRECTORS 

INSTITUTIONAL 
REPRESENTATIVE 
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Implementing Guidel ines  f o r  Research on Human S u b j e c t s  

( A p r i l  1982) 

A. Basic P r i n c i p l e s  (See D e f i n i t i o n s ,  Annex 1) 

1. The Committee on Human S t u d i e s  f o r  Oak Ridge Associated U n i v e r s i t i e s  
and Oak Ridge Nat ional  Laboratory has  o f f i c i a l l y  adopted t h e  code of 
e t h i c s  adopted a t  t h e  29th World Medical Assembly he ld  i n  Tokyo, 
Japan i n  1975. 
are the  same as those publ ished i n  t h e  Federa l  Reg i s t e r  from t i m e  t o  
t i m e ,  by t h e  Food and Drug Admin i s t r a t ion  (FDA), and Departments of 
Heal th  and Human Se rv ices  (HHS) and Energy (DOE). 

The guiding p r i n c i p l e s  of ope ra t ion  of t h i s  Committee 

2 .  The Committee adopts  t he  concept of o b t a i n i n g  informed consent from 
a l l  who p a r t i c i p a t e  i n  r e sea rch  programs and r e q u i r e s  t h a t  such 
consent con ta in  the  bas i c  e lements  h e r e i n a f t e r  descr ibed .  

B. C o r n i t t e e  Hembershi? and S t r u c t u r e  

The Committee s h a l l  c o n s i s t  of persons of bo th  sexes and any r a c e  wi th  
va ry ing  backgrounds, t r a i n i n g ,  voca t ion ,  and community i n t e r e s t s  who, 
wh i l e  cognizant  of the  r e sea rch  goa ls  and programs of t h e  two sponsoring 
i n s t i t u t i o n s  (OWL and O R A U ) ,  a r e  s u f f i c i e n t l y  q u a l i f i e d  t o  safeguard t h e  
r i g h t s  and w e l f a r e  of human s u b j e c t s  and review t h e  r e l a t i v e  merit  of 
human s t u d i e s  i n  r e spec t  t o  any r i s k s  involved.  
composed of a t  l eas t  two l a y  persons ,  two r e s e a r c h  s c i e n t i s t s  and two 
c l i n i c i a n s .  Two of t he  medical p r o f e s s i o n a l s ,  however, must be from 
i n s t i t u t i o n s  o t h e r  than O W L  or  ORAU, t h e  i n s t i t u t i o n s  from which w i l l  
emanate a p p l i c a t i o n s  f o r  permission t o  conduct a p a r t i c u l a r  human study. 
Because of t h e  dua l  sponsorship of t h i s  Committee, the  Medical D i rec to r  
of t he  Heal th  Div is ion ,  OWL; D i r e c t o r  of Biology Div i s ion ,  OWL; and t h e  
Chairman of t h e  Medical and Hea l th  Sc iences  Div i s ion  of ORAU s h a l l  be 
members of t h e  Committee. The D i r e c t o r s  of the  two sponsor ing  
i n s t i t u t i o n s  (ORAU and OWL) s h a l l  d e s i g n a t e  t o  these  d i v i s i o n a l  
d i r e c t o r s  t he  r e s p o n s i b i l i t y  f o r  see ing  t h a t  t h e i r  r e s p e c t i v e  s t a f f s  
conply wi th  a p p l i c a b l e  r e g u l a t i o n s  f o r  t h e  p r o t e c t i o n  of human sub jec t s .  
The Chairman and Sec re t a ry  of t h e  Committee s h a l l  be e l e c t e d  a t  the 
annual  meeting of the  Committee. A person  nominated f o r  Cormit tee  
membership by a member of the  Committee o r  a sponsoring i n s t i t u t i o n  s h a l l  
be made a member only with the  concurrence of t he  o the r  Comnittee 
menbers. 
p r o t e c t i n g  human r i g h t s ,  governing c o n t r a c t u r a l  o b l i g a t i o n s  and guiding 
the  use of government funds and f a c i l i t i e s  f o r  r e sea rch ,  a t  l e a s t  one 
mcaber w i l l  be a lawyer cognizant  of t he  Federa l  Regula t iocs .  A lawyer 
consu l t an t  w i l l  be agreed upon and w i l l  be r e a d i l y  a v a i l a b l e  t o  counsel 
the  Committee i f  t he  Committee membership does not  i nc lude  a lawyer 
menber. S i m i l a r l y ,  i f  the  membership does not con ta in  a m i n i s t e r  o r  a 
psychologis t  ( o r  p s y c h i a t r i s t ) ,  some person with a r e l a t e d  voca t ion  who 
i s  i n t e r e s t e d  i n  p ro tec t ing  persons from emotional and psychologic  trauma 

The Committee w i l l  be 

Because of t he  complexity of modern laws and r e g u l a t i o n s  
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must be a v a i l a b l e  t o  the  Committee f o r  c o n s u l t a t i o n  on i n d i v i d u a l  
p r o j e c t s  whether o r  not psychologic  s t r e s s  o r  r i s k  i s  obviously icvolved. 
(See Annex 4 ,  5 ,  and 6). 

C. Procedures f o r  CarryinR Out I n i t i a l  and Continuinn Review of Appl ica t ions  
and P r o j e c t s  

1. I n i t i a l  Review 

A l l  a p p l i c a t i o n s  f o r  support  of r e sea rch ,  t r a i n i n g ,  demonstrat ion,  o r  
genera l  r e s e a r c h  support  p r o j e c t s ,  i n c l u d i n g  those of f e l lows  and 
t r a i n e e s ,  which involve  t h e  use of human s u b j e c t s ,  must be presented 
t o  and approved by the  Committee on Human S t u d i e s ,  p r i o r  t o  
i n i t i a t i o n  of t h e  p r o j e c t .  Regardless  of the  na tu re  or degree of 
r i s k  a n t i c i p a t e d ,  t h e  a p p l i c a t i o n  must be presented i n  w r i t i n g  on t h e  
proper form (Annex 7 ) .  The a p p l i c a t i o n  should not c o n t a i n  extraneous 
material;  t h a t  i s ,  t h e  i n v e s t i g a t o r  should not submit a copy of t he  
funding proposa l  as a s u b s t i t u t e  f o r  t h e  form spec i f i ed .  
a p p l i c a n t  must be prepared t o  d i s c u s s  i n  person before  t h e  C o m m i t t e e  
d e t a i l e d  in fo rma t ion  on t h e  fo l lowing  p o i n t s :  

The 

a. 

b. 

C. 

The p o s s i b l e  r i s k  t o  t h e  r i g h t s  and w e l f a r e  of human sub jec t s ,  
i nc lud ing  t h e  r i g h t s  of pr ivacy ,  freedom f r o n  harassment and 
c o n f i d e n t i a l i t y  of da ta .  A d e s c r i p t i o n  of the p rov i s ions  made 
t o  minimize these  r i s k s  must a l s o  be presented. 

Methods used t o  a c q u i r e  informed consent .  
i s  ob ta ined  and r i s k  descr ibed.  S p e c i a l  emphasis s h a l l  be 
p laced  on t h e  appropr i a t eness  of a consent  form t o  t h e  
p a r t i c u l a r  s i t u a t i o n  inhe ren t  i n  t h e  study p l an  i n  ques t ion  
(Annex 8 ) .  

The form on which i t  

The r e l a t i v e  r i s k s  of t h e  p r o j e c t  as compared t o  t h e  probable 
b e n e f i t s  t o  t h e  s u b j e c t s  and t o  s o c i e t y .  For each a p p l i c a t i o n ,  
t he  Committee w i l l  document whether o r  not phys i ca l  o r  
psychologica l  r i s k s  are l i k e l y  t o  ensue as a r e s u l t  of t he  
proposed r e sea rch  s tudy ,  and f u r t h e r ,  t h a t  such p o t e n t i a l  risks 
have been eva lua ted  i n  r e s p e c t  t o  t h e  sub jec t  and h i s  r i g h t s ,  
needs,  and b e n e f i t s .  In a d d i t i o n ,  informed consent  documents 
must be submit ted t o  and approved by the  Committee f o r  each 
s tudy so t h a t  members can be ensured t h a t  each human subjec t  
w i l l  r e c e i v e  candid exp lana t ions  of s p e c i f i c  procedures  and 
t h e i r  purposes ,  of a t t e n d a n t  s p e c i f i c  discomforts  and r i s k s ,  and 
p o s s i b l e  b e n e f i t s ,  i f  any. In  a d d i t i o n ,  t he  Committee must be 
s a t i s f i e d  i n  each s tudy e v a l u a t i o n  t h a t  the  s u b j e c t s  w i l l  be 
i n s t r u c t e d  t h a t  they  a re  f r e e  t o  withdraw t h e i r  consent  t o  
p a r t i c i p a t e  and t o  d i scon t inue  t h e i r  p a r t i c i p a t i o n  i n  the  
proposed p r o j e c t  a t  any t ime wi thout  pre judice  t o  them. No 
informed consent  form w i l l  be cons idered  accep tab le  i f  i t  
c o n t a i n s  any exculpa tory  c l a u s e s  o r  a t tempts  i n  any way t o  
abso lve  t h e  P r i n c i p a l  Inves t iga to r ' s  r e s p o n s i b i l i t y  f o r  the  
h e a l t h  ( p h y s i c a l  or mental)  and w e l f a r e  of  t h e  human sub jec t s  t o  
be involved.  
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d. S p e c i f i c  d e f i c i e n c i e s  i n  a proposal  w i l l  be i d e n t i f i e d  by the 

Cornittee i n w r i t i n g  f o r  the  proposer  and a l s o  d i r e c t e d  t o  t h e  
a t t e n t i o n  of t h a t  Committee member ( t h e  Direc tor  of t h e  Heal th  
o r  Biology Divis ion,  ORNL, o r  Chairman of t he  Medical and Heal th  
Sc iences  Divis ion,  O W d )  who a l s o  has t h e  r e s p o n s i b i l i t y  
des igna ted  t o  him by t h e  Di rec to r  of h i s  sponsoring i n s t i t u t i o n  
( e i t h e r  ORNL o r  ORAU) t o  o b t a i n  s t a f f  compliance.with 
appropr i a t e  Federal  Regulat ions and Guide l ines  f o r  P r o t e c t i o n  of 
Human Sub jec t s .  Such a s ta tement  of def ic iency  by t h e  Committee 
w i l l  be understood t o  r e q u i r e  (1 )  de lay  i n  submission of the  
proposed g ran t  or  c o n t r a c t  a p p l i c a t i o n ,  and (2) resubmiss ion  f o r  
Committee approval be fo re  the  p r o j e c t  proposals  a r e  allowed t o  
go forward i n  the  funding  process.  A statement  of approval by 
t h e  Committee w i l l  be accomplished by appropr i a t e  Federa l  forms 
f o r  t h e  i n s t i t u t i o n a l  d i r ec to r ' s  s i g n a t u r e  f o r  simultaneous 
submission with the  funding proposal .  

e. A member of the  Committee who i s  from the  i n s t i t u t i o n  (ORNL o r  
O R A U ) ,  from which t h e  r e sea rch  proposa l  i s  being submi t ted ,  w i l l  
be expected t o  a t t e n d  t h e  Committee only f o r  h i s  in format ion ,  
and w i l l  have no per suas ive  o r  v o t i n g  powers concerning the  
a c c e p t a b i l i t y  of t h a t  proposal  and i t s  l e v e l  of compliance wi th  
Federa l  gu ide l ines .  

2.  Approval and Continuing; Review 

a. Approval of a proposal  f o r  a s tudy involv ing  human s u b j e c t s  
s h a l l  be formalized only  a f t e r  a m a j o r i t y  of t h e  q u a l i f i e d  ( s e e  
paragraph above) Committee members have had a chance t o  review 
t h e  w r i t t e n  proposal ;  d i s c u s s  i t  w i t h  t h e  o ther  members of t he  
Committee; o b t a i n  answers from t h e  au tho r ,  i f  d e s i r e d ,  t o  t h e i r  
ques t ions ;  and vo te  unanimously t o  accept .  

b. The Committee's f i n d i n g s  w i l l  be t r ansmi t t ed  i n  w r i t i n g  t o  t h e  
appropr i a t e  o f f i c e r  o r  t he  l a b o r a t o r y  proposing t h e  r e sea rch  and 
t o  t h e  app l i can t  
ma in ta in  cont inuing review of t h e  p r o j e c t  a c t i v i t i e s .  
r e spons ib l e  i n v e s t i g a t o r  p lans  a change i n  study p r o t o c o l ,  he 
n u s t  submit t he  proposed changes t o  the  Committee for approval  
before  p u t t i n g  them i n t o  p r a c t i c e .  

The appl icant ' s  a d m i n i s t r a t i v e  s u p e r i o r  s h a l l  
I f  a 

D. Procedures of t h e  Committee t o  Provide Advice and Counsel t o  
I n v e s t i g a t o r s  

On r e q u e s t ,  s e n i o r  i n v e s t i g a t o r s  w i l l  appear  before  the Committee a t  i t s  
c a l l e d  meetings t o  answer any ques t ions  concerning a proposal .  
ques t ion  and r e p l i e s  w i l l  form p a r t  of t h e  o f f i c i a l  minutes of the  
Committee and w i l l  be d i s t r i b u t e d  t o  t h e  concerned s t a f f  members, 
toge.ther with recorded a c t i o n s  of the  Committee on a Review and Act ion 
Form (Annex l o ) .  

The 
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E. Committee Members 

The Committee w i l l  meet as o f t e n  as necessary  but  no l e s s  t han  twice per 
ca lendar  year .  A t  t he  f i r s t  meet ing of t h e  y e a r ,  t h e  fo l lowing  a c t i o n s  
w i l l  be taken: 

1. 

2. 

3 .  

4 .  

5 .  

E l e c t i o n  of Chairperson and S e c r e t a r y  

Ree lec t ion  of members and replacement of those members no longer 
a b l e  t o  serve 

Report of t h e  Sec re t a ry  on t h e  prev ious  year‘s Committee a c t i v i t i e s  
and on t h e  number of approved s t u d i e s  t h a t  are s t i l l  a c t i v e  and, 
t h e r e f o r e ,  r e q u i r e  c r i t i c a l  review i n  t h e  new year. 
of t h e  ca lendar  f o r  scheduled review of cont inuing  p r o j e c t s ,  
documented by an  annual s t a t u s  r e p o r t  t h a t  r e p o r t s  any emergent 
problems and i n d i c a t e s  t h e  need f o r  changes i n  r e s e a r c h  pro tocols  o r  
forms for ob ta in ing  informed consent.  

Establishment 

The second biannual  meet ing w i l l  add res s  any problems i n  these  
a d m i n i s t r a t i v e  a r e a s  t h a t  have r i s en  since t h e  f i r s t  meeting. 

Other meet ings w i l l  be c a l l e d  t o  meet t h e  scheduled a m u a l  c r i t i c a l  
reviews,  and as needed, t o  cons ider  a s p e c i f i c  new p roposa l ( s )  
involv ing  humans a s  s u b j e c t s  where governmental funding agencies  
have f i x e d  dead l ines  which t h e  r e s e a r c h  a p p l i c a n t  i s  t r y i n g  t o  meet. 

F. Expedited Review Procedures f o r  C e r t a i n  Kinds of Research Involving No 
More Than Minimal Risk and f o r  Minor Changes i n  Approved Research 

1. The Food and Drug Admin i s t r a t ion  h a s  e s t a b l i s h e d ,  and publ ished i n  
t h e  Fede ra l  Reg i s t e r ,  a l i s t  of c a t e g o r i e s  of r e sea rch  t h a t  may be 
reviewed by the  Committee through a n  expedi ted  review procedure. 
The l i s t  w i l l  be amended, as a p p r o p r i a t e ,  through p e r i o d i c  
r e p u b l i c a t i o n  i n  the  Fede ra l  Reg i s t e r .  A cur ren t  l i s t  w i l l  be kept  
on f i l e  i n  t h e  Secretary’s  o f f i c e  a t  O U U .  

2. The Committee may review some or  a l l  of t h e  r e s e a r c h  appearing on 
t h e  l i s t  through a n  expedi ted  review procedure,  i f  t h e  research  
involves  no more than  m i n i m a l  r i s k .  The Committee may a l s o  use t h e  
expedi ted  review procedure t o  review minor changes i n  prev ious ly  
approved r e s e a r c h  dur ing  t h e  per iod  f o r  which approval  i s  
au thor ized .  Under a n  expedi ted  review procedure,  t h e  review may be 
c a r r i e d  out  by the  Committee c h a i r p e r s o n  o r  by one o r  more 
experienced rev iewers  des igna ted  by the  cha i rpe r son  from among 
members of t h e  Committee. In reviewing t h e  r e s e a r c h ,  t h e  reviewers  
may e x e r c i s e  a l l  of t h e  a u t h o r i t i e s  of t h e  Committee except  t h a t  i f  
t he  rev iewers  do not  approve t h e  r e s e a r c h ,  i t  must be r e f e r r e d  t o  
t h e  f u l l  Conni t tee  f o r  cons ide ra t ion .  A r e s e a r c h  a c t i v i t y  may be 
disapproved only a f t e r  review by t h e  f u l l  Committee. 

3 .  The cha i rpe r son  s h a l l  cause the  s e c r e t a r y  t o  send t o  each Connittee 
member cop ie s  of each procedure approved through the  expedi ted 
review procedure.  
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G. Requirements f o r  Report iup Any Emervent Problems or Proposed Procedural  
Changes t o  t h e  Conrmi t t e e  

I. 

2. 

\ 

A l l  s e n i o r  i n v e s t i g a t o r s  w i t h  proposed o r  a c t i v e  p r o j e c t s  w i l l  
r e c e i v e  n o t i c e  of Committee meetings and, i f  r eques t ed ,  w i l l  
appear be fo re  the  Committee i n  person. A t  t h i s  t ime . they  s h a l l  
p re sen t  i n  w r i t i n g  any proposed changes i n  procedures  and s h a l l  
desc r ibe  any new r i s k s  and b e n e f i t s ,  and any methods f o r  
sa feguard ing  pa t i en t s '  r i g h t s  and procedures  f o r  informed consent i n  
advance of i n s t i t u t i n g  t h e s e  changes. 

A l l  i n v e s t i g a t o r s  wi th  a c t i v e  research  programs i n v o l v i n g  human 
s u b j e c t s  t h a t  have been approved by the  Committee w i l l  be  informed 
( a )  of t h e  need f o r  an  immediate r e p o r t  t o  t h e  Committee s e c r e t a r y ,  
Chairperson,  and i n s t i t u t i o n a l  r e p r e s e n t a t i v e s  of emergent problems 
bear ing  on t h e  h e a l t h  and we l fa re  of human s u b j e c t s  and (b) t h a t  t h e  
Committee must approve a l l  pro tocol  mod i f i ca t io s ,  r e s t r i c t i o n s ,  o r  
te rmina t ions .  

H. Procedures t o  Maintain an  Act ive  and E f f e c t i v e  Committee 

1. 

2. 

3 .  

4. 

5 .  

The chairman w i l l  ensure  an a c t i v e  Committee by c a l l i n g ,  i n  a d d i t i o n  
t o  t h e  r e g u l a r  meet ings,  such s p e c i a l  meet ings as r equ i r ed .  

The member w i l l  be en jo ined  t o  assess every ongoing p r o j e c t  as wel l  
as new proposa ls .  

Extramural Committee members w i l l  be paid a consul tan t ' s  f e e ,  
p rovid ing  they  a re  a b l e  t o  accept  i t ,  and t r a v e l  expenses.  

F u l l  Committee Minutes w i l l  be d i s t r i b u t e d  promptly t o  a l l  members 
i n  d r a f t  form f o r  c o r r e c t i o n s  and review, so t h a t  t h e  opin ions  and 
a c t i o n s  can  be recorded accu ra t e ly .  

On a r e g u l a r  b a s i s ,  a t  l eas t  annual ly ,  t he  r e s p e c t i v e  i n s t i t u t i o n a l  
r e p r e s e n t a t i v e  w i l l  e x p l a i n  t h i s  program f o r  p r o t e c t i o n  of human 
s u b j e c t s  t o  appropr i a t e  s t a f f  and r e i n f o r c e  t h e  importance of 
fo l lowing  t h e  Regulat ions and Guide l ines  on t h e  use of human 
s u b j e c t s  i n  research .  

I. Committee Records 

1. The r e c o r d s  of t h i s  Committee w i l l  be kept  i n  t h e  o f f i c e  of the 
Execut ive S e c r e t a r y  of the  Committee a t  ORAU and w i l l  be a v a i l a b l e  
t o  t h e  Committee, s t a f f ,  and government a u d i t o r s  on demand. The 
r eco rds  s h a l l  inc lude  t h e  fol lowing:  

a. Copies of a l l  r e sea rch  proposa ls  reviewed, s c i e n t i f i c  
e v a l u a t i o n s ,  i f  any,  t h a t  accompany the  p roposa l s ,  approved 
sample consent documents, p rogress  r e p o r t s  submit ted by 
i n v e s t i g z t o r s ,  and r e p o r t s  of i n j u r i e s  t o  s u b j e c t s .  
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b. Minutes of Committee meet ings which s h a l l  be i n  s u f f i c i e n t  
d e t a i l  t o  show a t tendance  a t  t h e  meet ings ;  a c t i o n s  taken  by the 
Committee; t he  v o t e  on these  a c t i o n s  inc lud ing  t h e  number of 
members v o t i n g  f o r ,  a g a i n s t ,  and a b s t a i n i n g ;  t h e  b a s i s  f o r  
r e q u i r i n g  chaoges i n  or disapprovizg  r e sea rch ;  and a w r i t t e n  
summary of t he  d i s c u s s i o n  of con t rove r t ed  i s s u e s  and t h e i r  
r e so lu t ion .  

c .  

d. 

Records of cont inuing  review a c t i v i t i e s .  

Copies of a l l  correspondence between t h e  Committee and the  
i nv e s t i g a  t o r  8 .  

e. A l i s t  of Committee members i d e n t i f i e d  by name; earned  degrees ,  
r e p r e s e n t a t i v e  c a p a c i t y ,  i n d i c a t i o n s  of exper ience  such as board 
c e r t i f i c a t i o n s ,  l i c e n s e s ,  e t c . ,  s u f f i c i e n t  t o  d e s c r i b e  each 
member's ch ie f  a n t i c i p a t e d  c o n t r i b u t i o n s  t o  Committee 
d e l i b e r a t i o n s ;  and any employment o r  o the r  r e l a t i o n s h i p  between 
each mmber and t h e  i n s t i t u t i o n ;  f o r  example, fu l l - t ime  
employee, p a r t - t i n e  ezployee,  a member of governing panel  or 
board,  s tockholder ,  pa id  o r  unpaid consu l t an t .  

f .  The Committee's w r i t t e n  procedures .  

g. Sta tements  of s i g n i f i c a n t  new f i n d i n g s  provided t o  s u b j e c t s ,  as 
r e q u i r e d  by the  Committee. 

2. The above r eco rds  s h a l l  be r e t a i n e d  f o r  a t  l e a s t  t h r e e  y e a r s  a f t e r  
completion of t h e  r e s e a r c h ,  and t h e  r e c o r d s  s h a l l  be a c c e s s i b l e  f o r  
i n s p e c t i n g  and copying by au thor i zed  r e p r e s e n t a t i v e s  of sponsoring 
Federa l  agencies  a t  r easonab le  t i m e s  and in a r easonab le  manner. 

i 
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ANNEX 1 

DEFIE ITIONS 

1. C l i n i c a l  Inves t iga t ion :  Any experiment t h a t  involves  a “ t e s t  a r t i c l e , ”  
one o r  more human s u b j e c t s ,  o r  both,  and t h a t  i s  e i t h e r  s u b j e c t  t o  p r i o r  
submission t o  a Federa l  r e g u l a t o r y  agency o r  t he  r e s u l t s  o f  which are  
in tended  t o  l a t e r  support  a n  a p p l i c a t i o n  t o  a Federal  agency f o r  a 
r e s e a r c h  o r  market ing permit.  

2. T e s t  A r t i c l e .  
medical  device f o r  human u s e ,  human food a d d i t i v e ,  co lo r  a d d i t i v e ,  
e l e c t r o n i c  p roduc t ,  o r  any o t h e r  a r t i c l e  s u b j e c t  t o  r e g u l a t i o n  under t h e  
Fede ra l  Food, Drug and Cosmetic Act ,  as amended, s e c t i o n s  351,  354-360F 
of t h e  Pub l i c  Heal th  Se rv ice  Act ,  as amended and Sec t ion  105(a )  of t h e  
Energy Reorganiza t ion  Act of 1974, as amended. 

Any drug ( i n c l u d i n g  a b i o l o g i c a l  product f o r  human u s e ) ,  

3. Human Subiec t .  ( a )  An i n d i v i d u a l  who i s  o r  becomes a p a r t i c i p a r t  i n  
r e s e a r c h ,  e i t h e r  as a r e c i p i e n t  of a t e s t  a r t i c l e  o r  a s  a c o n t r o l .  
s u b j e c t  may be e i t h e r  a h e a l t h y  i n d i v i d u a l  o r  a p a t i e n t ;  o r ,  (b )  a n  
i n d i v i d u a l  about  whom an  i n v e s t i g a t o r  (whether p ro fes s iona l  o r  s tuden t )  
conduct ing r e s e a r c h  o b t a i n s  (1) d a t a  through i n t e r v e n t i o n  o r  i n t e r a c t i o n  
wi th  the  person o r  (2 )  i d e n t i f i a b l e  informat ion .  

A 

4. I n s t i t u t i o n .  E i t h e r  Oak Ridge Associated U n i v e r s i t i e s  (ORAU) o r  Oak 
Ridge Nat iona l  Laboratory (ORNL). 

5. I n s t i t u t i o n a l  Review Board ( I R B ) .  As used h e r e i n  t h e  term means t h e  
ORAU/ORNL Committee on Human S tud ie s ;  t h e  group formally des igna ted  by 
t h e  I n s t i t u t i o n s  t o  review, t o  approve t h e  i n i t i a t i o n  o f ,  and t o  conduct 
p e r i o d i c  review o f ,  biomedical r e sea rch  invo lv ing  human s u b j e c t s  i n  o r d e r  
t o  a s s u r e  t h e  p r o t e c t i o n  of t h e i r  r i g h t s  and wel fare .  

6. I n v e s t i g a t o r .  An i n d i v i d u a l  who a c t u a l l y  conducts a c l i n i c a l  
i n v e s t i g a t i o n  o r  who i s  t h e  r e spons ib l e  l e a d e r  of an  i n v e s t i g a t i o n  
conducted by a team. 

7. Minimal Risk. The r i s k s  of harm t h a t  are a n t i c i p a t e d  i n  t h e  proposed 
r e s e a r c h  are not  g r e a t e r ,  cons ide r ing  p r o b a b i l i t y  and magnitude, than  
those  o r d i n a r i l y  encountered i n  d a i l y  l i f e  or during t h e  performance of 
r o u t i n e  phys ica l  o r  psychoiogica i  examinat ions o r  cescs.  

8 .  Sponsor. The i n s t i t u t i o n  t h a t  i n i t i a t e s  a c l i n i c a l  i n v e s t i g a t i o n  t o  be 
conducted by one o r  more of i t s  i n v e s t i g a t o r s .  

9 .  Quorum. 
proposal .  

A m a j o r i t y  o f  t h e  Committee e l i g i b l e  t o  vo te  on a given 



A 1  t e r n a t e  Language f o r  2. "Approval and Continuing Review" Procedure 

Except when an  expedi ted review procedure i s  used, t h e  Committee s h a l l  review 
each r e s e a r c h  proposal  a t  convened meet ings a t  which a ma jo r i ty  of t h e  
members a r e  p re sen t ,  inc luding  a t  l e a s t  one member whose primary concerns are 
i n  non- sc i en t i f i c  a r eas .  In orde r  f o r  each proposa l  to be approved, i t  s h a l l  
r e c e i v e  the  approval  of a ma jo r i ty  of those e l i g i b l e  t o  vote .  
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ANNEX 5 ......-.. d 

, 

COMMITTEE ON HUMAN STUDIES MEMBERS AND AREAS OF RESPONSIBILITY 

DECEMBER, 7982 

"0 Calhoun, W i l l i a m  H . ,  Ph.D., U n i v e r s i t y  of Tennessee, Psychologist  

* F l a t t ,  Kenneth, B. S. , ORAU, Administrator 

*O Friedman, Howard R . ,  Ph.D., Regional Mental Health Center, C l i n i c a l  
Psy c hol  og i s t 

W Fry,  Shi r ley  A.,  M.B., B.Ch. (MPH),  ORAU, C l in i c i an  

G a r r e t t ,  A. Seaton, Jr . ,  M.D.,  ORNL, Occupational Medicine 

*O Goodwin, Donald W . ,  Ph.D., United Church, Oak Ridge, Minis ter  

*OO Griesemer, Richard A . ,  D . V . M . ,  Ph.D., ORNL, O f f i c i a l  Representative 

Hubner, Karl F . ,  M.D.,  ORAU, C l in i ca l  Research 

* Koons, Melvin E . ,  J.D. , ORFMA, Attorney 

0 Lange, Robert, M.D. , U n i v e r s i t y  of Tennessee, Chairman, Extrvnural 
Representat ive 

00 Lushbaugh, C. C . ,  Ph.D., M.D., ORAU, O f f i c i a l  Representat ive 

0 

*W 

McKee, L. Cl i f ford,  M.D. , Vanderbil t  U n i v e r s i t y ,  Extramural Representative 

Miller, Ruby L. ,  B.S., APR,  UCCND, Extramural Representat ive 

S t o r e r ,  John B. ,  M.D., ORNL, C l i n i c a l  Research 

Wray, Martha, B.S., M . D . ,  ORAU, Systems Analyst, Epidemiology Group *W 

Dianne Gresham, Ccmmittee Secretary,  Non-Voting Member 

0 Extramural member 
00 I n s t i t u t i o n a l  r ep resen ta t ive  
* Non-M.D. member 
W Woman member 
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MEMORANDUM 

TO: 

FROM: 

Members of the ORAU/ORNL Committee on Human Studies 

Chairman 
Karl F. Hubner, M.D. rn 

RE: FDA Audit of the Committee's Actions 

DATE: January 17, 1990 

M r .  Ed Maticha of the FDA audited procedures and records of the 
ORAU/ORNL Human Use Committee on 10-17-89. Subsequent to the 
audit, I met with Mr. Maticha on 10-23-89. At that meeting, Mr. 
Maticha shared with me his obsenrations of the Committee's 
activities and -procedures and pointed out several deficiencies. 
His written report or copies thereof are attached. 

Mr. Maticha's observations were as follows: 

1) Expedited review is sometimes used to approve studies not 
appropriate for expedited review. 

- 
2) Studies or amendments are sometimes approved by mail vote, 

rather than at a convened meeting. 

3 )  Written progress reports are not always on file with the IRB.  
Minutes of meetings also do not always show all active studies 
reviewed annually. 

4 )  Minutes of meetings do not show numbers of members voting for, 
against, or abstaining from a vote. The 5 - 8 6  minutes did not 
say which studies received continuing review. 

5 )  Consent forms approved did not always have all required 
elements of informed consent. For Study #70, the original 
application on file lacked a consent form, and records do not 
show that anyone reviewed a change to the consent form for 
Study #70 (the change was an improvement). 

I should like to comment on each of these points. 

I asked Mr. Maticha to give me specific examples of projects that 
were proved by expedited review. He indicated that two of Dr. 
James Crook's proposals on treating patients with hypertension were 
protocols that should not have been approved by expedited review. 
Those proposals had been approved by other IRB's, and since there 
was no change in protocol, we felt the protocol did not require 
whole committee review. However, the inspector indicated that even 
though projects and protocols had been approved by the IRB's of 
other institutions, such proposals still have to be reviewed (full 
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review) by the review board of the investigatorls institution. 
This was unknown to me. 

In regard to the second issue, mail vote, he indicated that only 
approval by expedited review can be given by mail. He also 
indicated that proposals can be reviewed by conference call with 
possible taping of the conversation and deliberations and a summary 
statement of these discussions to be added as minutes to the 
Cornmitteels files. The FDA wants documentation of discussions and 
would like to see the interaction between the various committee 
members. 

In regard to item # 3 ,  Mr. Maticha indicated that the progress 
reports submitted to our Committee are incomplete and there has not 
been a progress report on the DTPA projects. He emphasized that 
the FDA guidelines require continuing review on ongoing studies. 
He pointed specifically to Proposals #48C (1986) and #73 (1986). 
I told the inspector that his observations were not correct in this 
regard. I showed him the list of active studies that were reviewed 
at the 1989 midyear committee meeting in Oak Ridge. This list 
shows all active on-going proposals and also contains progress 
reports and future plans regarding the activity status of those 
proposals. He was not aware of this list and acknowledged that our 
investigators have in fact been in compliance with the FDA 
guidelines. He did indicate, however, that each proposal and each 
nrnrrress P-"J- report shzuld be specifically zer,timed in t h e  minutes .  

Item #4, incomplete voting records. Mr. Maticha emphasized that 
the minutes should show the numbers of members voting for, against 
or abstaining from a vote. My response was that proposals 
submitted to ORAU/ORNL Human Use Committee for consideration are 
only approved by unanimous vote. I also explained to him that a 
quorum for our Committee is simple majority, and also indicated - 
that the investigators do not vote on their own proposals. He 
suggested that we should review the guidelines of the Committee, 
reevaluation the membership of the Committee, change the wording 
on the membership chart, and document the voting procedure. I also 
told him that we do keep all voting sheets on file. 

The last item $5), requirements for a consent form, involves study 
protocol Nos. 70 and 75. Study #75 is a protocol on the use of 
nephedipine. This is Dr. Crookls proposal. The reviewer I s 

Also, the alternative treatments and conventional treatment were 
not spelled out for lay persons. He said there were three or four 
versions of the consent form. Mr. Koons had approved the last 
version, which was, however, subsequently changed by Dr. Crook. In 
regard to Project #75, the consent form does not describe 
alternative treatment, confidentiality, or indicate a contact 
person in case of questions or problems. A l s o ,  there is no 
statement regarding voluntary participation and the freedom to 
withdraw from the study. He also indicated that another 
institution's I R B  had disapproved that consent form. Even though 
the changes made by Dr. Crook were an improvement, these changes 

- 
A 
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should have been reported to the Committee and approved by the 
Committee prior to implementation. I indicated to Mr. Maticha that 
we will make a special effort to document our voting procedures, 
improve consent forms and improve record keeping as well. 

He indicated to me that this initial listing of observations during 
his review is not an official report. An official report is 
supposed to follow shortly.  So far, I have not received an 
official report. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

National Institutes of Health 
Bethesda, Maryland 20892 

Building 31 
Room 53-63 
301/496-7005 

June 10, 1993 P( 
Dr. Jon M. Veigel \rJ 
President 
Oak Ridge Associated Universities 
PO Box 117 
Oak Ridge, Tennessee 37831-0117 

Re: Assurance Number M - 1 3 9 4  

Dear Dr. Veigel 

The Department of Health and Human Services (HHS) has approved the renewal of 
your Multiple Project Assurance dated April 19, 1993 submitted by your 
institution in coinpliance with the requirements for the protection of human 
subjects (45  CFR 4 6 ) .  

Your new Assurance became effective on May 1, 1993 and retains the same 
identification number of M-1394. The approval period is for five years. 
Therefore, it will expire on April 30,  1998 and a new Assurance is to be 
negotiated with the Office for Protection from Research Risks (OPRR) prior to 
that date. 
future correspondence to this office. 

Please reference your Multiple Project Assurance number with all 

Your Institutional Review Board (IRB) has been assigned identification number 
01. This I R B  number, along with your Assurance number, will be required in 
certain forms (e.g., PHS-2590) and other correspondence. 

The Assurance defines the relationship of your institution to HHS since it' 
sets out your responsibilities and the procedures that will be used by your 
institution to protect human subjects. 
the Assurance a r e  the r e F s r Z h g  re+lrements to this office arid your agreement 
to disseminate the content of this Assurance to those individuals at your 
institution who are in any way associated with human subject research. 

Among the most important elements of 
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Page 2 - M-1394 
A copy of the approved Assurance is enclosed, as is a blank format sheet to 
facilitate the future reporting of changes in your IRB membership. 

If I can be of further help, please contact me. 

Sincerely, 

D . 
Adjunct Medical Officer 
Division of Human Subject Protections 
Office for Protection from Research Risks 

Enclosures 

cc: Kamal Mittal, Ph.D. 

KD/sb 
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Oak Ridge 
Associated 
Universities 

Post Office Box 1 17 
Oak Ridge, Tennessee 37831 -01 17 

Multiple Project Assurance of Compliance with DHHS Regulations 
for Protection of Human Research Subjects 

Oak Ridge Associated Universities and Oak Ridge National Laboratory, 
hereinafter known as the llinstitutionll (see Appendix A) , hereby gives 
assurance, as specified below, that it will comply with the Department of 
Health and Human Services (DHHS) regulations for the protection of human 
research subjects, 4 5  CFR Part 4 6 ,  as amended to include provisions of the 
Federal Policy forthe Protection of Human Subjects (56FR28003) as Subpart A ,  
and as may be further amended during the approval period f o r  this Assurance. 

PART 1 - PRINCIPLES, POLICIES, AND APPLICABILITY 

I. Ethical PrinciDles 

A -  This institution is guided by the ethical principles regarding all 
research involving humans as subjects, as set forth in the report 
of the National Commission for the Protection of Human Subjects of 
Biomedical and Behavioral Research (entitled: Ethical PrinciDles 
and Guidelines f o r  the Protection of Human Subjects of Zesearch 
[the llBelmont Report”]), regardless of whether the research is 
subject to Federal regulation or with whom conducted o r  source of 
support (i.e./ sponsorship). 

All institutional and non-institutional performance sites f o r  this 
institution, domestic or foreign, will be obligated by this 
institution to conform to ethical principles which are at least 
equivalent to those of this institution, as cited in the previous 
paragraph or as may be determined by the DHHS Secretary. 

B. 

11. Institutional Policv 

A. All requirements of Title 4 5 ,  Part 4 6 ,  of the Code of Federal 
Regulations ( 4 5  CFR 4 6 )  will be met for all applicable DHHS- 
supported research, and all other human subject research regardless 
of sponsorship’, except as otherwise noted in this Assurance. 
Fedsral  ( a l l  ~ e p r t z e z t s  222 q z z r f e s  ~ C Z R T . ~ ?  by the Fd!_p_r=l  ? c l i ~ ~ !  
funds for which this Assurance applies may not be expended for 
research involving human subjects unless the requirements of this 
Assurance have been satisfied. 

’ Note to Prewrers: Cocrpliance with 45 CFR 46 regardless o f  sponsorship 
i s  a choice elected by most institutions f o r  internat consistency of operations. 
Election will require carpliance uith all requirements of 45 CFR 46 (Subparts A 

through 0 )  and acceptance by other Federal departments and agencies without the 
need fo r  preparing separate and additional Assurances. 
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B. 

C. 

D. 

E. 

F. 

Except for those categories specifically exempted or waived under 
Section 101(b) (1-6) or lOl(i), all research covered by this 
Assurance will be reviewed and approved by an Institutional Review 
Board (IRB) which has been established under a Multiple Project 
Assurance (MPA) with OPRR (see Part 1, 11, G) . The involvement of 
human subjects in research covered by this Assurance will not be 
permitted until an appropriate IRB has reviewed and approved the 
research protocol and informed consent has been obtained from the 
subject or the subject I s legal representative (see Sections 111, 
116, and 117). 

This institution assures that before human subjects are involved in 
nonexempt research covered by this Assurance, the IRB( s) will give 
proper consideration to: 

1. the risks to the subjects, 
2. 

. 3. 

4 .  

the anticipated benefits to the subjects and others, 
the importance of the knowledge that may reasonably be 
expected to result, and 
the informed consent process to be employed'. 

Certification of IRB review and approval for all Federally- 
sponsored research involving human subjects will be submitted to 
the Office of Research Administration (ORA) for forwarding to the 
appropriate Federal department or agency. Compliance will occur 
within the time and in the manner prescribed for forwarding 
certifications of IRB review to DHHS or other Federal departments 
or agencies for which this Assurance applies. As required under 
Section 119, the IRB will review and recommend approval for 
involvement of human subjects in Federal research activities for 
which there was no prior intent for such involvement, but will not 
permit such involvement until certification of the IRBIs review and 
approval is received by the appropriate Federal department or 
agency. 

Institutions that are not direct signatories to this Assurance are 
not authorized to cite this Assurance. This institution will 
ensure that such other institutions and investigators not bound by 
the provisions of this Assurance for DHHS-sponsored research will 
satisfactorily assure compliance with 4 5  CFR 46, as required (see 
Part 2, I, D and 11, K) , as a prior condition for involvement in 
human subject research which is under the auspices of this 
institution (see Parr: 1, 111, A ) .  Institutions that have entered 
into an Inter-Institutional Amendment (IIA) to this Assurance must 
submit a Single Project Assurance (SPA) to the Office for 
Protection from Research Risks (OPRR) of DHHS for DHHS-sponsored 
research, on request, when that research is not conducted under the 
auspices of a signatory institution to this Assurance. 

This institution will ensure that any of its affilates materially 
engaged in the conduct of nonfederally sponsored research involving 
human subjects will possess mechanisms to protect human research 
subjects that are at least equivalent to those procedures provided 
for in the ethical principles to which this institution is 
committed (see Part 1, I). 
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G. This institution will comply with the requirements set forth in 
Section 114 of the regulations regarding cooperative research 
projects. When research covered by this Assurance is conducted at 
or in cooperation with another entity, all Frcvisions of this 
Assurance remain in effect for that research. Thls institution may 
accept, for the purpose of meeting the IRB review requirements, the 
review of an IRB established under another DHHS MPA. Such 
acceptance must be (a) in writing, (b) approved and signed by an 

Research 
Administration(s), and (c) approved and signed by correlative 
officials of each of the other cooperating institutions. A copy of 
the signed understanding will serve as an addendum to this 
Assurance and will be forwarded to the OPRR of DHHS by the ORA(s). 

This institution will exercise appropriate administrative overview 
to insure that the institution's policies and procedures designed 
for  protecting the rights and welfare of human subjects are being 
effectively applied in compliance with this Assurance. 

official of this institution's Off ice of 

H .  

111. Applicability 

A .  

B. 

C. 

D. 

Except for research in which the only involvement of humans is in 
one or more of the categories exempted or waived under Section 
101(b)(l-6) or lOl(i), this Assurance applies to all research 

part involve such research, regardless of sponsorship"), if one or 
more of the following apply: 

A * A  n v c l v i ~ g  huzan s a j  ects, and all other activities rrk' mA1A.b.r  -h evez in 

1. the research is sponsored by this institution, or 
2. the research is conducted by or under the direction of 

any employee or agent of this institution in connection 
with his or her institutional responsibilities, 01: 

3. the research is conducted by or under the direction of 
any employee or agent of this institution using any 
property or facility of this institution, 

4 .  the research involves the use of this institution's non- 
public information to identify or contact human research 
subjects or prospective subjects. 

All human subject research which is exempt under Section 101(b) (1- 
6) or lOl(i) will be conducted in accordance with: (1) the Belmont 
Report, (2) this institution's administrative procedures to ensure 
valid claims of exemption, and (3) orderly accounting for such 
activities. 

Components of this institution are bound by the provisions of this 
Assurance. Those components which can be expected to participate 
in human subject research sponsored by DHHS or other Federal 
departments or agencies for which this Assurance will apply are 
identified in Appendix A .  Appendix A will be revised as changes 
occur and revisions forwarded to OPRR. 

This Assurance must be accepted by other Federal departments or 
agencies that are bound by the Federal Policy for the Protection of 
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Human Subjects when appropriate for the research in question and 
therefore applies to all human subject research so sponsored. 
Research that is neither conducted nor supported by a Federal 
department or agency but is subject to regulation as defined in 
Section 102(e) must be reviewed and approved, in compliance with 
Sections 101, 102, and 107 through 117. 

4 



PART 2 - RESPONSIBILITIES~ 
I. Institution 

A. 

B. 

C. 

D. 

E. 

F. 

G. 

H. 

This institution acknowledges that it bears full responsibility for 
the performance of all research involving human subjects, covered 
by this Assurance, including complying with Federal, state, or 
local laws as they may relate to such research. 

This institution will require appropriate additional safeguards in 
research that involves: (1) fetuses, pregnant women, or human ova 

vitro fertilization (see 4 5  CFR 4 6  Subpart B), (2) prisoners 
(see 4 5  CFR 4 6  Subpart C) , ( 3 )  children (see 4 5  CFR 4 6  Subpart D) , 
( 4 )  the cognitively impaired, or ( 5 )  other potentially vulnerable 
groups. 

This institution, including all its named components (see Appendix 
A) , acknowledges and accepts its responsibilities for protecting 
the rights and welfare of human subjects of research covered by 
this Assurance. 

This institution is responsible for acquiring appropriate 
Assurances or  Amendments, when requested, and certifications of IRB 
review and approval for federally sponsored research from all its 
standing affiliates (see Appendix B) and Assurances or Agreements 
for all others, domestic or foreign, which may otherwise become 
affiliated on a limited basis in such research. 

This institution is responsible for ensuring that no affiliates 
cooperating in the conduct of federally sponsored research for 
which this Assurance applies do so without an appropriate assurance 
of compliance and satisfaction of IRB certification requirements. 

In accordance with the compositional requirements of Section 107, 
this institution has established the IRB(s) listed in the attached 
roster(s) (see Appendix C) . Certain research supported by the U.S. 
Department of Education will be reviewed in accordance with the 
requirements of Title 34  CFR Parts 3 5 0  and 356  which require that 
the IRB(s) include one person who is primarily concerned with the 
welfare of handicapped children or mentally disturbed persons. 

This institution will provide both meeting space and sufficient 
staff to support the IRB's review and recordkeeping duties. 

This institution recognizes that involvement in research activities 
of any OPRR-recognized Cooperative Protocol Research Programs will 
involve additional reporting and recordkeeping requirements related 

2 Note t o  Precarers: This Part contains several achinistrat ive 
provisions that  may be handled d i f f e r e n t l y  from one i n s t i t u t i m  t o  
another. Discretionary changes are expected. Please remember to 

highlight any changes t o  help speed revieu and approval. 
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to human subject protections. 

I. This institution is responsible for ensuring that it and all its 
affiliates comply fully with all applicable Federal policies and 
guidelines, including those concerning notification of 
seropositivity, counseling, and safeguarding confidentiality where 
research activities directly or indirectly involve the study of 
human immunodeficiency virus (HIV). 

11. Office of Research Administration (ORA) [complete for  each ORA if 
more than one signatory institution and two or more O R A s ]  

A .  The ORA(s) will receive from investigators, through their 
supervisors, all research protocols which involve human subjects, 
keep investigators informed of decisions and administrative 
processing, and return all disapproved protocols to them. The 
office of the Director of the ORAU serves in the capacity of the 
ORA for ORAU. 

B. The ORA(s) is responsible for reviewing the preliminary 
determinations of exemption by investigators and supervisors and 
for making the final determination based on Section 101 of the 
regulations. Notice of concurrence for all exempt research will be 
promptly conveyed in writing to the investigator. All nonexempt 
research will be forwarded to the appropriate IRB. 

C. The ORA(s) will make the preliminary determination of eligibility 
for expedited review procedures (see Section 110). Expedited 
review of research activities will not be permitted where full 
board review is required (e.g., provision of emergency medical care 
which also constitutes the conduct of more than minimal risk 
research). 

D. The ORA(s) will review all research (whether exempt or not) and 
decide whether the institution will permit the research. If 
approved by the IRB, but not permitted by the ORA, the ORA will 
promptly convey notice to the investigator and the IRB Chair. 
Neither the ORA nor any other office of the institution may approve 
a research activity that has been disapproved by the appropriate 
IRB. 

E. The ORA(s) will forward certification of IRB approval of proposed 
research to the appropriate Federal department or agency only after 
all IRB-required modifications have been incorporated to the 
satisfaction of the IRB. 

F. The ORA(s) will designate procedures for the retention of signed 
consent documents for at least three years past completion of the 
research activity. 

G. The ORA(s) will maintain and arrange access for inspection of IRB 
records as provided for in Section 115. 

H. The ORA(s) is responsible for ensuring constructive communication 
among the research administrators, department heads, research 



investigators, clinical care staff, human subjects, and 
institutional officials as a means of maintaining a high level of 
awareness regarding the safeguarding of the rights and welfare of 
the subjects . 
The ORA(s) will arrange for and document in its records that each 
individual who conducts or reviews human subject research has first 
been provided with a copy of this Assurance, as well as with ready 
access to copies of 4 5  CFR 4 6 ,  regulations of other Federal 
departments or agencies as may apply, the Belmont Report, and all 
other pertinent Federal policies and guidelines related to the 
involvement of human subjects in research. 

I. 

J. The ORA(s) will report promptly to the IRB(s) , appropriate 
institutional officials, the Office for Protection from Research 
Risks (OPRR) , and any other sponsoring Federal department or agency 
head: 

1 

2 

. any injuries to human subjects or other unanticipated 
problems involving risks to subjects or others, 
any serious or continuing noncompliance with the 
regulations or requirements of the IRB, and 

3 .  any suspension or termination of IRB approval for 
research. 

K. The ORA(s) will ensure (a) solicitation, receipt, and management of 
all assurances of compliance (whatever the appropriate format), and 
certifications of IRB review (where appropriate) for all affiliates 
to this institution (including those listed in Appendix B) , and (b) 
subsequent submission of these documents to the proper authorities 
as a condition for involvement in human subject research activities 
sponsored by DHHS or any other Federal department or agency for 
which this Assurance applies. 

The ORA will ensure that all affiliated performance sites that are 
not otherwise required to submit assurances of compliance with 
Federal regulations for the protection of research subjects at 
least document mechanisms to implement the equivalent of ethical 
principles to which this institution is committed (see Part 1, I). 

When an IRB of this institution accepts responsibility for review 
of research which is subject to this Assurance and conducted by any 
independent investigator who is not otierwise subject t o  the 
provisions of this Assurance, the ORA will obtain and retain an 
Noninstitutional Investigator Agreement (NIA) to document the 
investigator's commitment to abide: (1) by the same requirements 
f o r  the protection of human research subjects as does this 
institution(s) and (2) the determinations of the IRB(s). 

N. The ORA(s) assumes responsibility for ensuring conformance with 
special reporting requirements for any OPRR-recognized Cooperative . 

Protocol Research Programs in which the signatory institution(s) 
participate (s) . 

L. 

M. 

0. The ORA(s) will be responsible for procedural and recordkeeping 

1 0 3 3 1 8 0  7 



audits not less than once every year for the purpose of detecting, 
correcting, and reporting (as required) administrative and/or 
material breaches in uniformly protecting the rights and welfare of 
human subjects as required at.least by the regulations 2nd as =iay 
otherwise be additionally required by this institution(s). 

P. The ORA(s) will ensure compliance with the requirements set forth 
in this Assurance and Section 114 regarding cooperative research 
projects. In particular, where the IRB of another institution with 
a DHHS MPA is relied upon, the ORA(s) will ensure documentation of 
this reliance will be (a) in writing, (b) approved and signed by 
the ORA(s) , (c) approved and signed by the correlative officials of 
each of the other cooperating institutions, and (a) retained by the 
ORA for at least three years past completion of the related 
research project. Where an agreement between MPA IRBs is planned, 
the ORA(s) will forward a copy of the required signed understanding 
to OPRR for inclusion in this Assurance as an addendum. 

111. Institutional Review Board (IRB! 

A. The IRB(s) will review, and have the authority to approve, require 
modification in, or disapprove all research activities, including 
proposed changes in previously approved human subject research. 
For approved research, the IRB will deternine which activities 

months 
or need verification that no changes have occurred if there was a 
previous IRB review and approval. 

IRB decisions and requirements for modifications will be promptly 
conveyed to investigators and the ORA, in writing. Written 
notification of decisions to disapprove will be accompanied by 
reasons for the decision with provision of an opportunity for reply 
by the investigator, in person or in writing. 

require cor,tinuing reviev w r e  2rec;czntly than e*d-ery *---' LlYerJe - -  

B. 

C. Initial and continuing convened IRB reviews and approvals will 
occur in compliance with 4 5  CFR 4 6  and provisions of this Assurance 
f o r  each project unless properly found to be exempt (Section 101[b] 
and [i]) by the Office of Research Administration. Continuing 
reviews will be preceded by IRB receipt of appropriate progress 
reports from the investigator, including available study-wide 
findings. 

The IRB(s) will observe the quorum requirements of Section 108(b). 
This institution's IRB(s) has effective knowledge of subject 
populations, institutional constraints, differing legal 
requirements, and other factors which can foreseeably contribute to 
a determination of risks and benefits to subjects and subjects' 
informed consent and can properly judge the adequacy of information 
to be presented to subjects in accordance with requirements of 
Sections 103(d) , 107(a) , 111, and 116. 

D. 

E. The IRB(s) will determine, in accordance with the criteria found at 
4 5  CFR 46.111 and Federal policies and guidelines for involvement 
of human subjects in HIV research, that protections for human 
research subjects are adequate. 

1 0 3 3 1 0 1  8 



F. 

G. 

H. 

I. 

J. 

K. 

L. 

M. 

The IRB(s) will ensure that legally effective informed consent will 
be obtained and documented in a manner that meets the requirements 
of Sections 116 and 117. The IRB will have the authority to 
observe or have a third party observe the consent process. 

Where appropriate, the IRB(s) will determine that adequate 
additional protections are ensured for fetuses, pregnant women, 
prisoners, and children, as required by Subparts B ,  C, and D of 45 
CFR 46. The IRB(s) will notify OPRR promptly when IRB 
membership(s) is modified to satisfy requirements of 4 5  CFR 46.304 
and when the IRB fulfills its duties under 45 CFR 46.305(c). 

Scheduled meetings of the IRB(s) for review of each research 
activity will occur not less than every 12 months and may be more 
frequent, if required by the IRB on the basis of degree of risk to 
subjects. The IRB may be called into an interim review session by 
the Chairperson at the request of any IRB member or institutional 
official to consider any matter concerned with the rights and 
welfare of any subject. 

The IRB(s) will prepare and maintain adequate documentation of its 
activities in accordance with Section 46.115 and in conformance 
with Office of Research Administration requirements. 

The IRB(s) will forward to the Office of Research Administration 
any significant or material finding or action, at least to include 
the following: 

1. injuries or any other unanticipated problems involving 

2. any serious or continuing noncompliance with the 

3. any suspension or termination of IRB approval. 

risks to subjects or others, 

regulations or requirements of the IRB, and 

In accordance with Section 109, the IRB(s) will have the authority 
to suspend or terminate previously approved research that is not 
being conducted in accordance with the IRB's requirements or that 
has been associated with unexpected serious harm to subjects. 

The IRB(s) for this institution will ensure effective input 
(consultants or voting or nonvoting members) f o r  all initial and 
continuing reviews conducted on behalf of performance sites where 
there will be human research subjects. IRB minutes will document 
attendance of those other than regular voting members. The IRB 
list(s) in Appendix C includes those who are identified as 
knowledgeable about any affiliate institution having entered into 
an Inter-Institutional Amendment or other Assurance when relying on 
one or more of the IRBs of this institution. 

The IRB(s) will act with reasonable dispatch, upon request, to 
provide full board review of protocols of OPRR-recognized 
Cooperative Protocol Research Programs (CPRP). The IRB will not 
employ expedited review procedures for CPRP protocols when they are 
to be entered into f o r  the purpose of research. Although emergency 
medical care based on such protocols is permitted without prior IRB 

1 0 3 3 1 8 2  9 



approval, patients receiving emergency care under these conditions 
will not be counted as research subjects and resultant data will 
not be used for research purposes. 

N. Certifications of IRB review and approval will be forwarded through 
the ORA to the appropriate Federal department or agency for 
research sponsored by such departments or agencies. 

IV. Research Investiaator 

A. Research investigators acknowledge and accept their responsibility 
for protecting the rights and welfare of human research subjects 
and for complying with all applicable provisions ofthis Assurance. 

B. Research investigators who intend to involve human research 
subjects will not make the final determination of exemption from 
applicable Federal regulations or provisions of this Assurance. 

C. Research investigators are responsible for providing a copy of the 
IRB-approved and signed informed consent document to each subject 
at the time of consent, unless the IRB has specifically waived this 
requirement. All signed consent documents are to be retained in a 
manner approved by the Office of Research Administration. 

D. Research investigators will promptly report proposed changes in 
previously approved. human subject research activities to the IRB. 
The proposed changes will not be initiated without IRB review and 
approval, except where necessary to eliminate apparent immediate 
hazards to the subjects. 

E. Research investigators are responsible for reporting progress of 
approved research to the Office of Research Administration, as 
often as and in the manner prescribed by the approving IRB on the 
basis of risks to subjects, but no less than once per year. 

F. Research investigators will promptly report to the IRB any injuries 
or other unanticipated problems involving risks to subjects and 
others. 

G .  No research investigator who is obligated by the provisions of this 
Assurance, any associated Inter-Institutional Amendment, or 
Noninstitutional Investigator Agreement will seek to obtain 
resaarch credit fer, or use data from, patienc incerventions that 
constitute the provision of emergency medical care without prior 
IRB approval. A physician may provide emergency medical care to a 
patient without prior IRB review and approval, to the extent 
permitted by law (see Section 116[ f ] ) . However, such activities 
will not be counted as research nor the data used in support of 
research. 

H. Research investigators will advise the IRB, Office of Research 
Administration and the appropriate officials of other institutions 
of the intent to admit human subjects who are involved in research 
protocols for which this Assurance or any related Inter- 
Institutional Amendment or Noninstitutional Investigator Agreement 

t o 3 3 1 8 3  10 



applies. When such admission is planned or a frequent occurrence, 
those institutions must possess an applicable OPRR-approved 
Assurance prior to involvement of such persons as human subjects in 
those research protocols. 

V. Affiliated Institutions and Investiqators 

A. 

B. 

C. 

D. 

Each affiliate to this institution that is involved in DHHS- 
sponsored research activities must provide to the Office of 
Research Administration an appropriate written assurance of 
compliance with the Belmont Report and 4 5  CFR 4 6  (or equivalent 
protections if a foreign site). 

Each affiliate institution must respond to a request by the Office 
of Research Administration of this institution for an Inter- 
Institutional Amendment or for a Single Project Assurance (standard 
or modified), when and as appropriate, whichever is most suited to 
the circumstances. 

Each non-institutional affiliate (e.g., a private practice 
physician not otherwise an employee of this institution or who 
otherwise would not ordinarily be bound by the provisions of this 
Assurance) who is involved in human subject research of this 
institution must respond to a request by the Office of Research 
Administration of this institution for an Noninstitutional 
Investigator Agreement when required. 

Performance sites that are not legally inseparable components of 
this institution (whether an institutional or non-institutional 
affiliate) are not authorized to cite this Assurance. 

1 0 3 3 1 8 4  
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PART 3 - SIGNATURES 
I. Institutional Endorsement(s) 

The officials signing below assure that any research activity conducted, 
supported, or otherwise subject to DHHS or other Federal departments or 
agencies that are authorized to rely on this Assurance (Parts 1, 2 ,  3 
and Appendices) or any other sources provided for in this Assurance, 
will be reviewed and approved by the appropriate IRB(s) in accordance 
with the requirements of all applicable Subparts of Part 4 6 ,  Title 4 5  of 
the Code of Federal Regulations, with this Assurance, and the 
stipulations of the IRB(s). 

A. Primary Signaton Institution (if any) 

1. AUTHORIZED INSTITUTIONA~ OFFICIAL 

Signatu Date: f / lT/T3 
Name: FfDr. Jk4x.?eiae!. 
Title: President 
Institution and Oak Ridae Associated Universities 
Address: P.O. Box 117 

- 

Oak Ridse, Tennessee 37831-0117 

Phone : 615/576-3300 

i - 

2. PRIMARY 

Signature: Date: 
Name : 
Title: Vice President and Director, Medical Sciences Division 
Institution and 
Address: Oak Ridqe Associates Universities 
Address: P.O. Box 117 

Oak Ridse. Tennessee 37831-0117 

Phone: 615/576-3090 
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'. Other Siqnatory Institutions [complete as many t i m e s  as needed] 

1. AUTHORIZED INSTITUTIONAL OFFXIAL 

Signature: Date: 

Name : David Reichle, Ph.D. 

Title: Associate Director, for Environmental, Life and 

Institution and 
Address: Oak Ridqe National Laboratory 

Social Sciences 

P.O. Box 2008 
Oak Ridqe, Tennessee 37831 

Phone: 615/574-4333 

2. PRIMARY CONTACT (If same write ttSAME") 

Signature: p* k!yk Date: 
I 

Name : Russ KnaDx,, Ph.D. 
Title: Groux, Leader, Health Safetv Research Division 
Institution and i 

Address: Oak Ridae National Laboratorv r 
P.O. Box 2008 
Oak Ridse, Tennessee 37831 

,% 

Phone : 615/574-6225 ; . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  i 
- FOR DHHS USE ONLY 

11. Office for Protection from Research Risks (DHHS) ADproval 

A .  DHHS RECOMMENDING OFFICIAL . I  

Signature: 

Name : 
Title: 
Address : 

Phone : 

Katherine Duncan, M.D. 
Adjunct Medical Officer 
Division of Human Subject 
Protections 
Office f o r  Protection from 
Research Risks (OPRR) 
9000 Rockville Pike 
Buildina 31 Room 5B-59 
Bethesda, MD 20892 
1301) 496-7005 

EFFECTIVE DATE OF ASSURANCE: 

EXPIRATION DATE OF ASSURANCE: 
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B. DHHS APPROVING O F F I C I A L  

Signature: Date: 663.73 v u  
Name : 
Title: 
Address : 

Phone : 

Clifford C. Scharke, D.M.D. ,  M.P.H. 
Chief, Assurance Branch 
Division of Human Subject 
Protections 

Office f o r  Protection from 
Research Risks (OPFtR) 
9000 Rockville Pike 
Buildinu 31 Room 5B-59 
Bethesda, MD 20892 
(3011 496-7041 
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ORAUIORNL COMMITTEE ON H U M N  STUDIES 

January 1994 

Edward D. Aebischer 
Oak Ridge National Laboratory 
P.O. Box 2008 
Oak Ridge, TN 37831-6276 

105 MIT 
MS 6496 

Telephone: 574- 771 7 

William H. Calhoun, Ph.D. (Chairman) 
Professor and Head 
Department of Psychology 
University of Tennessee 
307 Austin Peay Hall 
Knoxville, TN 37996-0900 

Telephone: 974-3423 (w) 
Home Address: 7204 Wellington Drive 
Knoxville, Tn 3791 9 
Telephone: 558-0136 (h) 

J. Glenn Davis, M.D.' 
Vice President and Chairman, 
Medical Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 11 7 
Oak Ridge, TN 37831 

Telephone: 576-3090 

Ella R. Dubose, M.S. 
Oak Ridge National Laboratory 
Bldg 3025 
MS 6033 

Telephone: 576-1 865 

1 Institutional Representative 
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-2- 

Howard R Friedman, Ph.D. 

MS 8103 
Y-12 Bldg 9706-2 

Telephone: 574-1578 

R.J. Michael Fry, M.D. 
209 Briarcliff Avenue 
Oak Ridge, TN 37830 

Telephone: 483-3211 

Shirley A. Fry, M.B., B.Ch.; MPH 
Assistant Director 
Medical Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 117 
Oak Ridge, TN 37830 

Telephone: 576-3480 

A. Seaton Garrett, Jr., M.D. 
Medical Director 
Oak Ridge National Laboratory 
Building 4500-N, Rm. K-122 
Oak Ridge, TN 37830 
MS 6220 

Telephone: 5 74- 7431 

Robert E. Hall, M.D. 
University of Tennessee Medical Center 
Department of Medicine 

1924 Alcoa Highway 
xizoxville, TN 37920 

BOX U-114 

544-91 60 
SS# 021 -36-6208 
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Karl F. Hubner, M.D. 
Director of Research 
Department of Radiology 
University of Tennessee Medical 
Center at Knoxville 
1924 AIcoa Highway 
Knoxville, TN 37920 

Telephone: 544-9662 

F. F. Russell Knapp, Ph. D. 
Oak Ridge National Laboratory 
Sldg 3047 
MS 6022 

Telephone: 574-6225 

Melvin E. Koons, J.D. 
Energy Education Division1 
Tennessee Innovation Center, Inc. 
1055 Commerce Park Drive 
Oak Ridge, TN 37831 

Telephone: 482-2440 
F a :  483-0941 

Ten-ching Lee, Ph.D. 
ORAU MSD 

Telephone: 5 76-31 23 

Jean McGinnis, Ph.D. 
Oak Ridge National Laboratory 

I206 
MS 6253 

4.500-ON 

Telephone: 5 74-4334 
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Helen Vodopick, M. D. 
Oak Ridge Medical Clinic, P.C. 
170 W. Tennessee Avenue 
Oak Rdge, TN 37830 

Telephone: 483-7411 

* 

For information regarding Committee business, contact the Committee Secretary: 

Marta V. Rivera, BA.  
Medical Sciences Division 
Oak Ridge Associated Universities 
P. 0. Box 117 
OakRidge, TN 37831 

Telephone: 576-3480 


	POLICY: Grants and Contracts _____________________-__---_
	A General ____________________-___--__---__------
	B Subject-Definition ________________-_____________
	D Types of Risks and Applicability of the Policy _______--
	Initial Review of Projects ____________________-_---
	Committee Composition and Functions ______-___-
	2 Statement of Principles ___________________-----
	3 Review Process ______________________________
	jects Confidentiality and Privacy Legal Rights --
	Substantial or Negligible Volunteers Motivation-
	Liability for Negligence Debriefing __________-

	Counsel ________________________-________---_--

	Maintenance of an Active and Effective Committee ___-

	ASSURANCES __________________________-______---__-__-
	A Negotiation of Assurances ________________________
	B Types of Assurances _______________________--__--
	1 General Assurance ______________________-____
	2 Special Assurance ____________________________

	Minimum Requirements for General Assurances _______
	1 Statement of Compliance ______________________
	2 Implementing Guidelines ______________________
	Statement of Principles ____________________-
	Committee Membership ____________________
	Specific Procedures Review of Proposals _______
	Project Directors __________________________
	Committee Action _________________________


	Minimum Requirements for Special Assurance ________
	TIMING AND CERTIFICATION OF INSTITUTIONAL REVIEW ____--
	A General Assurances _____________________________
	1 Timely Review __________________________-----
	2 Pending Review _____________________________
	3 Completion of Pending Review _______________-_
	4 Proposals lacking Definite Plans ______________-__
	Human Subjects __________________________-_-_
	Special Assurances _______________________-____-_


	COOPERATIVE ACTIVITIES _______________________________
	A Institutions With General Assurances _______________
	1 Institutional Review Relationships _______________
	Assurances ______________________--_-__--
	eral Assurance ___________________________

	Interinstitutional Joint Reviews ______________

	B Institutions With Special Assurances ________________
	A Institutional Responsibility ________________________
	B Executive Functions _________________________----_
	C Assurance Implementation ____________________----
	D Documentation _________________________________
	1 General _______________________--_----------
	2 Informed Consent ____________________-_-_----
	Written Consent ____________________-------
	Oral Consent "Short" Form __________________
	Modification of Written or Oral Consent Forms __


	DEPARTMENTAL REVIEW OF ASSURANCES __________________
	OF A GENERAL INSTITUTIONAL ASSURANCE) _________
	WITH SINGLE PROJECTS INVOLVING HUMAN SUBJECTS _
	INSTRUCTIONS FOR PREPARING SPECIAL ASSURANCE __
	C LIST OF CODES OR STATEMENTS OF PRINCIPLES ______



	psychological or social injury as a consequence of participation as a
	subject in any research development or related activity which departs from the
	appi icaiion of those estabiished and accepted met'hods necessary to meet his needs
	which increases: the ordinary risks of daily life including the recopized risks
	inherent in a chosen occupation or field of sewice
	DHEW is concerned with he protection of the rights and welfare of human subjects

	all research development and related activities The Department's regulations
	(-5 C F 3 Tart 46) are concerned with proSeciion of righis to privacy the need

	physical psychological sociologicat or legal risks The need for protection of
	activities involving children and adults but also includes the fetus the abortus and
	The uses of organs tissues body fluids or graphic written or recorded
	information while they present no physical risks to the subjects hay create medico-
	legal risks or expose the subject to public embarrassment or humiliation through
	break of Confidentiality and invasion of privacy The major focus of a project (for
	example on a medical procedure) is not he sole determinant of the need for pro-
	tections The safeguarding and confidentiality of medical records and other forms
	data collected on individuals and groups and the use of such data either by the
	investigator conducting the original research concurrent use of the data by other
	concetn of this policy
	responsibility of tbe organization conducting grant activities the responsibility for
	determining the adequacy of proposed procedures is shared by organizational review
	committees and DHEW staff and advisory committees Therefore if the proposal
	SUBJECTS at the end of the Methods of Procedure section of the application:
	rationale for using in this population special groups such as prisoners
	INSTITUTIONAL ASSURANCE OF COPiPLIANCE


	PLEASE prepare the Institutional Assurance
	Compl iance on your institirtion™s Zetterhsad mth the origina2 siqmture
	Office for Protection from Research Risks
	required that documentation of Assurance Implementation prescribing institu-
	this Assurance of Compliance
	(PLEASE USE INSTITUTIONAL LETTERHEAD)

	ASSURANCE OF COMPLIANCE WITH DHEW REGULATIONS ON PROTECTION OF HUMAN SUBJECTS
	The (fuzz nume of Instit3tion) will comply with the Department of
	Education and We1 fare regulations on Protection of Human
	Subjects (45 CFR 46 as amendedﬂ accordingly:
	placed at risk and if risk is
	invol ved whether:
	The risks to the subject are so outweighe8 by the swn
	The r*ights and welfaoe of any such subjects wit2 be
	udequateZy protected;
	LeguZ Zy effective informed consent wi 2 I be obtained by
	interva
	This Institution will provide for Board reviews to be conducted with

	interest


