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In tho le t te r  o f  January 17, 1977, fnrrrr Dr. C. C. Luthbaugh to 
Dr. Roy Klnard. 
l n v o l v w n t ,  MI detcmrltwd thrt the b a t  wthod to obtaln tJw 

XI" results dlmctly to po. 
lnformrtlon 
and report 

f n  vlsw o f  the ramw)ut carplac bt-lnrtltutlorul 

rcquarted tm for DOE to undertake t h i s  invlntlgrtlorr 

I wlll address ur quertlons In t)n 0rd.r 111 rrtrlch they apprrr I n  your 
l e tkr  o f  J w  P 7, 1980. 

1. 

2. 

"conflrnratlon t'ron~ the tnstttutlar of tha nportod lncldmk, 
lncludlng *m or not sm Mu o f  tha utlrttles took 
plate a d ,  if so, u i n u t u  of tho w1W: 

In the Spring o f  1979, br. thonu $la 
Senlor S t a f f  a t  the Oak Ridge btlonr r'' Labom yrn dld 
apply lP-O-~tradecanoy'l p b r b l  13-uatata (TPA to I 
-11 area of htr skln as dld four o t h w  mah-s of  
Or. Slrga'r mscarch group. The rppllcatlon occurr(cd 
only once, amy fmn the L a b o n t ~ ~  and durlmg ofl-brtr 
hwn . 

m h r o f t h  

"In the event thrt them had been no prtw ItRS a m l ,  

the lnstftutlon lncludlng masums to pmmt tha mule 
mnce o f  slmllar tncldents': 

a report o f  any follow-up or corrective rctlon ta T en by 

Following a detennfnatlon by tha O l r a ~ t o r  o f  th OFWL 
BIology D l v t r h n  that exposum t o  TPA hrd occurrtd wWwt 

\ 

i 1 0 8 1 0 4 9  
I 



I 

i 
j 
i 
i 
i 
i 
1 

I 
I 

I 
! 

! 
I 
! 

I 

I 
i 

I 
I 

. 3  
c 

Dr. Charles R. k c h y  

pr lor  IRB or Laboratory approval , Dr. Slaw was infomad 
l n  the strongest possible terms that t h i s  was an unrcupkb l r  
prhtt lca and i t s  occurrance away from tb Labontcuy dld  not 
mt ieve Dr. S l r g a  of h i s  pmfasrlonal mspcmsfblllty. 
Dr. Slags ms rgaln Info& of  ORfU. p o l l c i u  dth mgard 
to human use experlmntal prpcedurrt k l c h  requlrr that 
any propold research Involving human subjects be app- 
tn advance by the ORAU/lwcra Coaollttee on )turnan Studlet. As 
lndlcated pmvlourly, Dr. Slaw dtd rubraqusntly subalt am 
appllcatfon which was not approved. 

A8 & mult o f  th is Incident, a l l  ORML pollelm and pr#durrr 
regarding h m n  use axperlmnts haw been revicwsd to I n w m  
that thry could be reasonably expected to  prtwnt any such tuture 
occul~cnce. Following th is  reden, It has bem b s l r e d  to 
a l t  ocwt ~eniw ~asearch s t a f f  tha lqm-nca o r " l R u  
procedures and thefr individual n?spontlbllity to see that 
a l l  invtr t lgators and s t a f f  under their  supervision are fu l ly  

addltlonal administrative check has bcsn fntroduced lnto tk 
ow(L procedures. 

m m  O f  th8 POIICfm 8nd 8dhm tO than. FUrthW, 8n 

3. "a statement o f  the i n t t i t u t l m l  policy regarding IRB review 
o f  such r c t l v i t i r s  and w h a t  i s  being done admlnfstratlvely to 
ln rum understanding of ,  and compliance with, the policy on 
the part o f  researchers" : 

As indicated above, the Oak Ridge Natlonal Laboratory It a 
Federally owned fac i l i t y  o f  the Department o f  € ~ r g y  and mst 
observe a l l  regulations o f  the DOE and the other Federal awncfes 
where they apply. The DOE regulations f o r  "Protection o f  Human 
Subjects" (10 CFR, P a r t  745) conform to Me Departsant of Health 
and t h a n  Services' regulations and clearly require the 
Instikrtlonal Review Board review and approval o f  ww r c t l v i t y  
lnvotvlng hrnan subjects. These rrgulatlons are camred a t  
O M  and ORAU by the "Inplcmanting Gufdelines for Research WI 
Hunsn Subjects", Enclorura 3. These guldrtlnes are behg up- 
dated t o  reflect the cham from DHEW to WS and from ERDA to 
DOE. Sam other minor changes nay also be mde subgeet to 
tevlan and r p  

m t l y  forwarded to yw for your nvlew. 

V a l  of the carrmittm m t h a n  Studfcrr. Uhen 
aPP- by tmaml - ,  the r w f s d  guldelinar will bel 
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Me have anpharlzed to ORNL Senior H a n a r n n t  the 1Pportmcc o f  
these rugulrtlm and thelr rerpontlbllity to sea that t h y  are 
fully carglled dth. Subsequently, one rdditionrl adnrlnlrtrativa 

rctemh whlch has been mtlawsd m d  rppmved *" by the p"p""d RB mrt stfll 
check hrr bean rddrd to the O M  procadurn, 

bo approved by the ORWL Instltutlorral bprertntatlva kfm av 
such research rctlvlty can actually be 1nitlaUd. We betlrw 
thlr addltlonrl dacltiorr polnt 1s rbnlnlrtmtiwly vsy uuful 

4. Vmu the c m t  instltutfonal pol4cles m r d l n g  UH and 

rdeqt~tcly cover mearch lnvolvlv human subject": 

I n  8 f.8bOmtOy 8S 18tpc U o R I ( L m  

hrnd\lw Of b C8rCf-k ud Q*'hrZrrdour MbT'flif9 

T I C  
Mor to obtalnlng pemlrrlm to & ulth any luKmn carcf 
or other hizrrdovr wMaltD a research protocol mtt k tu ftW 

simllar to tfte Inrtitutlonal Reviks Board and mist redew and 
d, detenntm that the bbra tc t ry  In 

whlch the aatmlrl w l  p"p" I be used met8 811 appllclbtr safety 
rpprow the retcrrdr 

standards and that the protocol dearly contains all procadurns 
Cor bndltng, tt0-w d diS-1 O f  mtdalS.  RWIM 
UKI approval of the pmpemt for sclcmtlflc mrlt mist pracrde 
submtstlm to the Bfohazardt Revlm Comaittee. The Htnutes o f  
tha Bloharards Review Committee are mvlarred by a prdesslonrl 

perbdlc occupatfonal safety audits of the tacllltler wad for 
such rc-rch to lnsun full eanpllance wlth all Federal 
rugulations and standards. 

to the O M  Biohazards R t ~ l e ~  Coaulfttacm This C O r w l t t M  fUmtlmS 

m&er Of the M S t a f f .  lh DOE-Oak Ridge S t r f f  8 1 ~ 0  C ~ U C ~ S  

I f  the BIohazardc Revlen Corrmittee approves the proposed research, 
lt mwrld then be ruhlt ted to tJw ORAU/ORNL Camittee on H w n  
Studlcs if human subjets wore to be Involved. 

WS have devoted m s l d m b l e  effort to pmvidlng the fullest posrlble 
answers to your l e t t w  request. I regret that it has h k c n  so long 
UKI rpprrclrk your patfenw. I f  you h v e  r ~ t t l o m  or carments to 
laprove tlmu procadum, we would be sott glad to iecelve them or t o  
provide other information llright n q ~ l m .  

$ l M ' l y #  
original signed bl, 
WWiiWlRBib 

ER-13 :ywI Wllllam R. blbb, Dlrsctor 
rclsmrch Dlvlslm 

21 Appt 1crtionlmmrtm- 
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OFFICE OF THE DIRECTOR 

O A K  RIDGE NATIONAL LABORATORY 

UNION CARBIDE CORPORATION 
NUCLEAR DIVISION 

O P E R A T E D  B Y  

POST OFFICE B O X  X 

O A K  RIDGE, TENNESSEE 3 7 0 0  

September 2 ,  1980 

Department of Energy, Oak Ridge Operations 
Attention: Mr. 3. A. Lenhard, Assistant Manager 

Post Office Box E 
Oak Ridge, Tennessee 37830 

for  Energy Research and Development 

Gent 1 emen : 

O R N L  HUMAN USE EXPERIMENTAL PROCEDURES 

Your l e t t e r  of July 21: 1980, expressed concern w i t h  regard t o  the expo- 
sure o f  several ORNL employees t o  12-0-tetrodecanoyl phorbol 13-acetate 
(TPA) .  We ful ly  share your concern w i t h  regard t o  this  matter and would 
l i k e  to  apprise you of  the steps we have taken since the exposure. 

F. 2 2 7 3 !  

When this matter f i r s t  came t o  our attention i n  the Spring of 1979, the 
Director of the Biology Division informally met w i t h  Dr. S l a g a  t o  establish 
the facts .  I t  was determined tha t  exposure to  TPA had occurred a f t e r  hours 
and away from the Laboratory and w i t h o u t  prior Laboratory approval .  
Dr. Slaga was informed i n  the strongest possible terms t h a t  th i s  was an 
unacceptable practice and t h a t  i t s  occurrence away from the Laboratory d i d  
not relieve h i m  of his professional responsibility. Dr. S laga  was also 
informed again of ORNL policies w i t h  regard t o  human use experimental pro- 
cedures which require that any proposed research involving human subjects 
must be approved i n  advance by the Human Use Comnittee. 

We subsequently reviewed a l l  our  policies and procedures regarding human use 
experiments to  insure t h a t  they could be expected t o  reasonably prevent any 
such future occurrence. Following th i s  review, we emphasized to  our senior 
research s ta f f  the importance of these procedures and their  individual 
responsibil i ty t o  see that  a l l  investigators and s ta f f  under the i r  super- 
vision were ful ly  aware of the policy. 

Since receiving your l e t t e r ,  we have again reviewed the ORNL policies and 
procedures t o  see i f  they are adequate and have made some changes to  broaden 
the policy. 
this detailed review, we are convinced tha t  the ORNL practices and procedures 

A copy of the l a t e s t  ORNL policy i s  enclosed. As a resul t  of  
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concerning research i n v o l v i n g  human subjects can reasonably be expected t o  
prevent such occurrences i n  the future. 

We t rus t  t h i s  information i s  fu l ly  responsive t o  your request a n d  t h a t  i t  
will be adequate for  the Office for Protection from Research Risks, N I H .  

Sincerely, 

Herman Postma 
Director 

HP: j n w  

Enclosure 

cc: A.  S .  Garrett 
R .  A. Griesemer 
R .  F .  Hibbs 
C. C .  Hopkins 
C .  R.  Richmond 
File - RC 

1 0 8 1 0 5 3  



2. s o s i c  P r i n c i p l e s  (See C z f i n i t i o n s ,  Annex 1.) 

The Coninittec oil E1uiil-n S t u d i e s  for Oak Ridge Associated U n i v e r s i t i e s  tx3 
Oak Ridge National L a k a r a t o r y  h a s  o f f i c i a l l y  adopted t h e  code of e t k i z s  
cdo?ted by  t h e  World 3:edical A s s o c i a t i o n ,  knofsn as t h e  D e c l a r a t i o n  of 
H e l s i n k i .  I t  a c c e p t s  as a m p l i f i c a t i o n  OE t h i s  d o t u n e n t  t he  statomcil:  
of t h e  B r i t i s h  Medical Research Ccrunc;-L. The g u i d i n g  p r i n c i p l e s  of 
o p e r a t i o n  o f  t h i s  Com;littee are, honever ,  t h o s e  set f o r t h  i n  d e t a i l  t;. 
D X V l  i n  F e d e r a l  Register,  Plarch 13 ,  1975, Vol. 40, N o .  5 0 ,  P a r t  XI, 
P r o t e c t i o n  of Human S u b j e c t s ,  T e c h n i c a l  Amendments, pp. 11854-11853, 
and  by ERDA i n  a n  August 17 ,  1976 d o c u m a t  t i t l e d  " P r o t e c t i o n  of ~cruir! 
Subjects Proposed R e c p l a t i o n s "  (10 CFR P a r t  705) as amended in 10 CF?, 
P a r t  7 4 5  (FR 41, Novenhr 30, 1976,  p p .  52434-52438).  (See Anne:< It=--, 
2 and 3.) 
fro3 t h o s e  i n  t h e  F e d e r t l  Register, t h o s e  i n  t h e  Federal R e g i s t e r  s:?xild 
be unders tood  t o  be do.Gnant  and t o  be fo l lowcd.  

Wherever t h s e  g u i d e l i n e s  appsar t o  d i f f e r  s u b s t a n t i v e l y  

5. C o n i t t e e  Membership and S t r u c t u r e  

 ha Co~; r? i t t ee  shall c o n s i s t  of persons of e i t h e r  sex and  any race \.;It:? 
vary ing  backgrounds,  t r e i n i n g  , v o c a t i o n  and c o m m n i t y  interests +:%, ;;i-rila 
c o g n i z a n t  o f  t h e  r e s e a r c h  goals and programs of t h e  two s p o n s o r i n g  
i n s t i t u t i o n s  (OWL and OX?iU) , are s u f f i c i e n t l y  q u a l i f i e d  t o  s a f e g u s r ?  the 
r i g h t s  and welfare of human s u b j e c t s  and review t h e  relative rr,zrit oE 
huaan s t u d i e s  i n  respcct t o  any  r i s k s  involved .  
con-posed of a t  least two l a y  persox, two research s c i e n t i s t s  and t-.a 
c l i n i c l a n s .  Two o f  t h e  n e d i c a l  p r o f e s s i o n a l s ,  houi lver ,  nust bs f r o 3  
i n s t i t u t i o n s  o t h e r  t h a n  OiLUL or ORAU, t h e  i n s t i t u t i o n s  fro3 which sF11 
ezmate a p p l i c a t i o n s  for p e r m i s s i o n  t o  conduct  a p a r t i c u l a r  human s t c 3 y .  
Because of t h e  d u a l  s T o n s o r s h i p  of t h i s  Cornittee, the  Medical D i r e c z a r  
of t h e  H e a l t h  D i v i s i o n ,  O W L ;  Director of Bio logy  D i v i s i o n ,  0.WL; ar.5 
tho, Chairman of the I k d i c a l  a n d  Hea l th  S c i e n c e s  D i v i s i o n  of OR4U shall bs 
nt&ers of t h e  Committee. 
( O X W  a n d  OXVL) s h a l l  d e s i g n a t e  t o  t h e s e  d i v i s i o n a l  d i r e c t o r s  the  resson- 
s i b i l i t y  f o r  s e e i n g  t h a t  t h e i r  respective staffs coin2Ly w i t h  H 5 l  a n d  
E W A  r e g u l a t i o n s  for t h e  p r o t e c t i o n  of human s u b j e c t s -  
S e c r e t a r y  of t h e  Conr , i t t ee  s h a l l  be elected a t  one ( J a n u a r y )  of t w a  
annua l  mee t ings  of t h e  Coninittee. A person  nominated for C o a n i t t e s  
n+&ership by a me;nStr of thc Cornnittee o r  a s p o n s o r i n g  i n s t i t u t i o n  s h l l  
lx made a m e m b e r  o n l y  w i t h  t h e  concurrence  of the  o t h e r  C o n m i t t e e  nr?~3srs .  
Bozause o f  t h e  complex i ty  of modern laws and r e g u l a t i o n s  p r o t e c t i n g  k i - c n  
r i g h t s ,  gove rn ing  c o n t r a c t u r a l  o b l i g a t i o n s  and g u i d i n g  the use of gavtrn- 
n e n t  f u n d s  and f ac i l i t i e s  for r e s e a r c h ,  a t  l cas t  one mmber w i l l  S E 

lawyer c o g n i z a n t  of the F e d e r a l  Regula t ions .  A l awyer  c o n s u l t a n t  xi11 h. 

The Commit tee  w i l l  ts 

The Directors o f  t h e  two s p n s o r i n g  i n s t i t c t i o n s  

T h e  C h a i m , a z  and 
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C .  L--- Procedures for Carrying out Initial and Continuinq Review of ~ p o l i - ~ t i o n s  
and Projects 

1. Initial Review 

~ l l  ap2lications for support of research, training, demonstrstfo? 
or general research support projects, including those of fello;.rs 
and trainees, which involve the use of hum.m subjects, m u s t  b= ?re- 
sented to and approved by the Cornnittee on Hunan Studies, prior to 
stibmission for funding, and with the identical experimental desiqn 
used for grant subinission or ERDA "189" propasals. 
nature or degree of risk anticipated, the application must b= pzsse3te5 
in writing on the proper form (Annex 7 ) .  The application shoxld nDt 
contain extrsneotls material; that is, the investigator should ~ 2 :  
sl3rnit a copy of an IND or ERDA-189 as a substitute for the fozn 
specified. 
bifore the Committee detailed information on the following w i n t s :  

RegarClless of the 

The applicant must be prepared to discuss in psrson 

a.. The possible risk to the rights and welfare of human subjects, 
including the rights of privacy, freedom from harassment ar.9 
confidentiality of data. A description of the provisions 1?.!a5e 
to minimize these risks must also be presented. 

b. Methds  used to acquire inforned consent. The form on xhich it 
is obtained and the risk described. Special emphasis shall br 
placed on the appropriateness of a consent form to the p r t i -  
cular situation inherent in the study plan in question (.bna:r 0 )  - 

c. The relative risks of the project as conpared to the probable 
benefits to the subjects and to society. For each application, 
the Committee will document whckher or not physical or psyckolo- 
gical risks are likely to ensue as a result or' the proposed 
research study, and further, that such potential risks have bsen 
evaluated in respect to the subject and his rights, needs a n 8  
benefits. In addition, informed consent documents must be s*A- 
mitted to and approved by the Committee for each study so tha.': 
members can be ensured that each human subject will receive 
candid explanations of specific procedures and their purposes, 
of attendant specific discomforts and r i s k s ,  and p s s i b l e  beze- 
fits, if any. In a,ddition, the Committee must be satisfied in 

1 0 8 1 0 5 5  
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each s t u d y  evaluation that the subjects will b-. instructci! 
thdt t h e y  arc frce to t;ith:llraw their coiis.rnt to participtc 
and to  discontinue their plrticipation in t h t ?  pl-u,p?sed proj.:zk 
at any time without prejudice to t h m .  No i n f o r m e d  consent 
form will be considered acceptable if it contains any cxcul?atory 
clauses or atteDpts in any way to absolve the Principal In-/es:i- 
gator's responsibility for the health (physical or mental) Z R ~  

welfare of the human subjects to b2 involved. 

Specific deficiencies in a proposal will be identified by the 
Coxnittee in writing for the proposer and also directed to th.2 
attention of that Committee member (the Director of the Health 
or Biology Division, OWL, or Chairman of tho I-Ieclical and 
Health Sciences Division, ORAU) who also has tho responsibility 
designated to him by the Director of his spansoring institutiQn 
(either ORiL or ORAU) to obtain staff compliance with DHEW a d  
ERDA Regulations and Guidelines for Protection of Human SuSjects. 
Such a statement of deficiency by tha Committee will be un:?erstm5 
to require (1) delay in sub2ission of the progosed grant or 
contract application to HEW or ERD.4, and (2) resubnission for 
Co:mittee approval btfore the project proposals are allowod to 53 
forward in the funding process. 
Comtittee will be acconpanied by HEW-596 (krlnex 9) for the 
institutional director's signature for simultaneous subnission 
with an EIHj WSF or ERDA grant propasal- 

A statement of approval by ti?? 

A nember of the Comnittee who is fron the institution (ORVL or 
ORAU),  frorn which the research propsal is being subnitted , vill 
be expected to attend the Cornittee only for  his informa"' LlO?., 
and will have no persuasive or voting powzrs concerning the 
acceptability of that proposal and its level of compliance 
with HEW and ERDA guidelines. 

Approval of a proposal for a study involving h u m n  subjects sh-lll 
be formalized only after a majority of the qualified (see psra- 
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 frorn the author to their 
questions, and reach complete agreement of acceptability. KO 
proposal will be approved to which any Connittee m e m b e r  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 Comnittee mtvbt: 

The Committee's findings will be transmitted in writing to the 
appropriate officer of the laboratory proposing the research 
to tho applicant. Release of funds shall be controlled by the 
guidelines to HEW-596 (Annex 3 ) .  The applicant's administrztive 
superior shall maintain continuing review of the project 
activities. If a responsible investigator plans a change in 
study protocol, he must rubnit the proposed changes to the 
Cormittee for approval before putting them into practice. 1 0 8 1 0 5 b  
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D. procctl;~rcs of tb-p C o r n i t t e e  t o  Provic?e Advic? and C o J n s e l  t o  1nves:icd:orS - - 
0;1 recuest, senior  i n v e s z i g a k o r s  will appear before the Co.nnittce a t  i t s  
called mei.t ings t o  dnsv;tr any q u e s t i o n s  c o ~ c c r n i n - ~  a pro,posal. ~h.=? 
q u e s t i o n  and replies w C l l  fo-m part  of t h e  o f f i c i a l  m i n u t e s  of t h e  
coniitte2 and will be d i s t r i b u t e d  t o  t h o  concerned  s t a f f  usnbers, t o g z t h e r  
w i t h  r eco rded  a c t i o n s  of  t h e  Cor rmi t t ee  on a Review zr!? A c t i o n  Fora (hme j :  1 0 ) .  

Commi t t ee  Kea t ings  

The Committee w i l l  n e e t  a t  l ea s t  twice a yea r .  
t h e  year w i l l  be early i n  J a n u a r y ,  if possible, to m e e t  t he  f o l l o x i n g  
a d m i n i s t r a t i v e  needs :  

The first m e e t i n g  of 

1. E l e c t i o n  o f  Chai rperson  and Secretary, 

2. R e e l e c t i o n  of n snhr s  and rep lacement  of t h o s e  merbor s  no l o n g z r  
able t o  serve, 

3. Report of t h e  Secretary on  t h e  p r e v i o u s  y e a r ' s  CoTaittee a c t i v i k i e s  
and on t h e  nunS2r o f  approved  s t u d i e s  t h a t  are s t i l l  active a n d  t h e r e -  
fore require c r i t i ca l  r e v i e w  i n  the new y e a r .  E s t a b l i s h m e n t  of ths 
c a l e n d a r  for  scheduled  review o f  c o n t i n u i n g  projects , docwnsnted  by  
a n  annua l  s t a t u s  report t h a t  reports any einergent problems and 
i n d i c a t e s  t h e  r.ezd f o r  changes  i n  r e s e a r c h  protocols or forms for  
o b t a i n i n g  i n f o m = d  consen t .  

The second b i a n n u a l  noe t iny  w i l l  a d d r e s s  any  problems in t h e s e  a & i n i s t r n t i v e  
areas t h a t  have r i s e n  s i n c e  t h e  f i r s t  meet ing-  

O t h e r  mee t ings  w i l l  be c a l l e d  t o  meet t h e  scheduled  a n n u a l  c r i t i ca l  revisws, 
=and as needed, to  c o n s i d e r  a specific new p ropsa l ( s )  i n v o l v i n g  
humans as s u b j e c t s  where H E V ,  EPJ)A, NSF or o t h e r  g o v e r n z t s n t a l  f u n d i n g  
a g e n c i e s  have f i x e d  d e a d l i n e s  which t h e  r e s e a r c h  a p p l i c a n t  is t r y i n g  to 
m e e t .  In spscial cases where t i m e  is s h o r t ,  and particularly where  the 
d e f i n e d  r i s k  t o  t h e  human s u b j e c t  i s  a commonly accepted one (i .e- ,  a 
p h y s i c a l  examinat ion by a l i c e n s e d  p h y s i c i a n )  and does not require d i s -  
c u s s i o n  w i t h  t h e  project prososer, t h e  a p p r o p r i a t e  m e m b e r s  of t h e  
Committee (Annex 6 )  nay be polled by phone by t h e  Secretary under t h e  
Chairman's  d i r e c t i o n  a f t e r  t h e  mzmbers have had a c h a n c e  t o  review the  
proposal s e n t  t o  them by m a i l .  

E. Requirements  for Repor t ing  any ESnergent Problems or Proposed P r e c e d u r n l  
Changes t o  t h e  Comittce 

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  propsecl or a c t i v e  projects w i l l  receive 
n o t i c e  of C o n n i t t e e  m e t i n g s  and  w i l l  appea r  b e f o r e  t h e  C o x n i t t e a  in person. 
A t  t h i s  t i m e  t h e y  s h a l l  p r e s e n t  i n  w r i t i n g  any proposed c h a n g e s  in pro- 
c e d u r e s  and s h a l l  d s c r i b e  any  new r i s k s  and b e n e f i t s ,  and any m e t h o d s  
for s a f e g u a r d i n g  p a t i e n t s '  r i g h t s  and  p rocedures  for informed consent i n  
advance  of i n s t i t u t i n g  t h e s e  changes .  
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F. Procedurcs t o  Maintain an A c t i v e  and Effective Corni t tee  

. .  
1. The chairman w i l l  e n s u r e  a n  act ive Committee by c a l l i n g ,  in a 2 2 : : ~ ~ : .  

t o  the  regular >-m?lal Meeting, a t  l c a s t  one cddi t ions l  neetizg t::? 
year. 

2. The m e m b e r s  w i l l  be enjoined t o  assess  every ongoing pro jec t  as -,.-?1?. 
as  new proposals. 

3. Extramural Conmittee mm5ers w i l l  be paid a consul tan t ' s  fez ,  prs- 
viding they are &le t o  accept it, and t rave l  e x p e n s e s .  

4 .  F u l l  Committee MFnuzes w i l l  be d is t r ibu ted  prozptly to a l l  n z L + z s  
i n  d r a f t  form for corrections and review, so t h a t  t he  o;?inio:s 2-3 
ac t ions  can be recorded accurately. 

5 .  Oa a regular basis, a t  l e a s t  a n n u a l l y ,  a t  s3re  f u l l  Divisiorrcl 
professional  s t a f f  m e t i n g ,  the respect ive i n s t i t u t i o n a l  rc?resE>- 
ta t ive w i l l  explain t h i s  program f o r  protect ion of hman S U ~ ~ O , = S S  

to h i s  staff and reinforce the  i n p r t a n c c  t o  h i s  d iv i s ion  of h l r  
s t a f f  following t h e  HEX and EKDA Regulations and Guidelines on t:-.~ 
use of human subjtcts i n  research. 

5 .  TWcation of Records 

The records of t h i s  Cazxittee w i l l  be k e p t  i n  the  o f f i c e  of tne  zco=:;",lv=. 
Secretary and w i l l  be avai lable  to t h e  Caninittee, s t a f f ,  and gove=r-=+nt 
aua i to r s  on demand. 
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OFFICE OF THE DIRECTOR 

O A K  RIDGE NATIONAL LABORATORY 

UNION CARBIDE CORPORATION 
NUCLEAR DIVISION 

O P E R A T E D  B Y  

POST O F F I C E  B O X  X 

OAU RIDGE, TENNESSEE 37830 

Department of Energy, Oak Ridge Opera t ions  
At t en t ion :  Mr. J. A. Lenhard, A s s i s t a n t  Manager 

Pos t  Of f i ce  Box E 
Oak Ridge, Tennessee 37830 

f o r  Energy Research and Development 

Gentlemen: 
,. . " - -  OWL HUMAN USE EXPERIMENTAL PROCEDURES . * -  . i-. - . 

/ 
On page one of your l e t t e r  ( J u l y  21, 1980) you s ta te  t h a t  t h e  OffiVL 
response  (Dr. T .  J. S l a g a ' s  l e t t e r  t o  Dr. T. Domanski a t  NCI) ind ica t ed  
t h a t  t h e  " in  v i t r o  s t u d i e s  u s i n g  TPA a r e  not  assoc ia ted  w i t h  my N I H  g ran t  
o r  my N I H  c o n t r a c t  but  r a t h e r  w i t h  Department of Energy funding."  
con t inue  t h a t  t h i s  s ta tement  i m p l i e s  t h a t  DOE would condone such a c t i v i t i e s  
bu t  p o i n t  ou t  t h a t  t h e  Department of Energy would not  do so.  We be l i eve  
t h e r e  must be some misunderstanding.  The experiments c a r r i e d  o u t  i n  v i t r o  
w i t h  TPA have noth ing  t o  do w i t h  humans and are part of t h e  long  e s t ab -  
l i s h e d  r e sea rch  program i n t o  t h e  mechanisms of ca rc inogenes i s  c a r r i e d  out  
on exper imenta l  animal t i s s u e s  and c e l l s  i n  accordance w i t h  accepted  
p r a c t i c e s .  

You 

I n  response t o  the  r eques t  f o r  in format ion  on page two, items one and two, 
w e  can provide t h e  fo l lowing:  

The f a c t  t h a t  D r .  T. J. Slaga  and some of  h i s  col leagues had a p p l i e d  
12-0-tetradecanoylphorbol-13-acetate (TPA) t o  a small area of t h e i r  
forearms and had a subsequent  b iopsy  performed by a d e r m a t o l o g i s t ,  who was 
n o t  a s s o c i a t e d  wi th  nor  had any r e p o r t i n g  r e s p o n s i b i l i t i e s  t o  O W L ,  of f  
s i t e  and o u t  of working hour s  came t o  our  a t t e n t i o n  i n  t h e  s p r i n g  of 1979. 
Desp i t e  t h e  f a c t  t h a t  t h e s e  a c t i v i t i e s  were extramural ,  Dr. J. B. S t o r e r ,  
D i r e c t o r ,  Biology Divis ion ,  and Dr. R. 3 .  M. Fry, Sect ion  Head, Cancer 
and Toxicology, met wi th  Dr. S l a g a  t o  e s t a b l i s h  the  f a c t s .  D r .  Slaga 
was t o l d  of the  need and impor tance  of complying with t h e  Labora tory  
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  o f  human s u b j e c t s  and t h a t  t h e  f a c t  t h a t  
t h e  i n v e s t i g a t i o n  only  involved  r e s e a r c h  workers pe r sona l ly  i n t e r e s t e d  i n  
t h e  a c t i o n  of TPA d id  n o t  o b v i a t e  t h e  need for formal permiss ion  from the  
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DOE, Mr. J .  A. Lenhard 2 August 2 7 ,  1490 

Committee on Human S tud ie s .  Furthermore,  D r .  S laga  was t o l d  t h a t  on no 
account  was any f u r t h e r  work on TPA invo lv ing  any human s u b j e c t s  t o  be  
cons idered  u n t i l  an a p p l i c a t i o n  was made t o  t h e  Committee on Human 
S tud ie s .  Those i n s t r u c t i o n s  have been observed by Dr. Slaga .  

Members of the  staff know of t h e  r e g u l a t i o n s  concerning t h e  p r o t e c t i o n  
of human s u b j e c t s ,  and no formal r e s e a r c h  program which e n t a i l e d  t h e  u s e  
of human s u b j e c t s  could be s t a r t e d  wi thout  t h e  Div is ion  a d m i n i s t r a t i o n ' s  
knowledge. 

S i n c e r e l y  yours, 

Herman Postma 
D i r e c t o r  

HP:RJMF: TT0:bcs 

CC: A. S. Garrett 
R. A. Griesemer 
R. F. Hibbs 
C. C. Hopkins 
C. R. Richmond 
F i l e  - RC 



B l o c k  d i a g r a m  of the  b i - i n s t i t u t i o n a l  Committee s t r u c t u r e ,  a d m i n i s t r a t i o n ,  
l i n e s  of a u t h  ty and p r e s e n t  m e m b e r s h i p  and c t i o n a l  i d e n t i t i e s .  

~- ~ 

BLOCK D I A G W Y  OF ADYItJISTRATIVE AND !IMBERSHIP STRUC?Z'RE OF 

ORAU/ORKL CO?MITTEE ON H L M N  STUDIES 

ISSTITUTLONAL DIRECTOIiS 

INSTITUTIONAL 
REPRESENTATIVE 

CHAIR!V 

SECRETARY 

* = M.D. 
W = Woman 

UNIVERSITY OF 

I 
ORAU TENSES S EE ORYL uccm 

1 I - 

COMMITTEE 
ADMINISTRATION 

I I 
I 
1 

I I 
I I 

I I 

I 
I 
I 

I 
I 
I 
I 

I 

I LAXGE 
I 

I I 

- - - - -- - - - - - KOONS 
(ATTORNEN) 

EXTRAI?URAL 
MMBERS 

I I 1 
HVBNER L-rl 

HAN SARD 9 

* 

* ,w 

W, L 

L 

L = L a y p e r s o n  
M = M i n o r i t y  

IS STI  TU T I ONAL 
REV I EW 
BOARD STORER * (IRB)? 

f 0 N  ORNL PROPOSALS, 
ON ORAU PROPOSALS, 
EXTRAMURAL MEMBERS 

+VOTING MEMBERS 

FRIEDMAN 1 (PSYCHOLOGIST) L 

L GOODWIN 
(XINISTER) 

* 

* 

(PSYCHOLOGIST) -1 L 
CALHOUN I 

ORNL 
ORAU 
VOTE 

AFFILIATES DO NOT VOTE; 
AFFILIATES DO NOT VOTE; 
ON ALL PROPOSALS. 



8 

?rps.z:l:: L ; ~ l h . ~ u : ? ,  F r i c k ~ n ,  C2r;-L 7 t ,  C < , > L ; i i L ,  Y , : :~s , i rd .  LL5i.er. Kr,on;, I.a:.'?e, 
Lar;rrjCz?, I.usi1b:ll~gh, ?:, - ' ;~e,  3nd  S L i r e r .  so: I:! .?st,n:: ? i :?zr .  

p ! . a ? ~ q . ? I  ? 5 6  ("In Vivo Efya:ct:; .-,f ? P A  PI: A k i r i l t  Ilumar. S'."n''; p r i n c i ? j l  
i n v * s t i g a t o r ,  Dr. Thcmes J .  S!aga) x a s  &iscussed  3? l e n g t h  by +-he Ccwnittee.  
Stlvei31 a r e a s  of q u e s t i o n  r n c n r i c ? d  b:; C o m i n i  t t e e  meribers r eha rd ing  the propcsa l  
wer2 (!) i t s  s c i e n t i f i c  mer i t ,  ( 2 )  i t s  u s e  i n  n ~ r n 3 1  human v o l u n t e e r s ,  ( 3 )  
problems stemming from p o s s i b l e  s k i n  i r r i t a t i o n  from TPA, ( 4 )  p o s s i b i l i t y  of 
frifcckion from TPA on b i o p s i e s  t o  h e  pcrforined, ( 5 )  problem regard ing  workman's 
ccrnpcnsation ( i f  i n f e c t i o n  occurs and employee misses work) ,  and (6)  problems 
from malp rac t i ce  suits i f  indeed i n f e c t i o n  occurs  i n  a s e r i o u s  manner. 

Drs. Lushbaugh and iizbner poinced ou t  t h a t  TPA is an  i n g r e d i e n t  of c ro ton  
o i l .  Years ago c r o t o n  oil jlas use6 as a p u r g a t i v e ,  and i t s  use has been 
discont inLed exce?t  f o r  v e t e r i n a r y  pur?oses because of i t s  t o x i c i t y  i n  man. 
The kncTwn t o x i c i t y  of  t h e  o i l  on human s k i n  a l r e a d y  p r e s + n t s  p o s s i b i l i t i e s  
f o r  i r r i t a t i o n  and Infcc t ioz : ,  and sli5seqltent b i o p s i e s  on t h e  v o l s n t e e r s  lends 
t o  a d d i t i o n a l  :h3n;2s of infec:iori. 

The f i v e  v o i u n t e c r s  t o  b s  used i n  :5e s t u d y  are  from 3r .  S l a g a ' s  l abo ra to ry .  
2 r .  iushbaugh po in ted  o u t  t h a t  H E Y  Guide l ines  frown on t h e  use  of normal human 
s u b j s c t s  when t h e  expe r imen ta l  procedure involves  unduc? r i s k .  Using vo lun tee r s  
fro; t h e  LaboraZ2ry where t h e  s txdy  i s  t o  be  performed p r e s e n t s  a problem of 
e t h i c s  a s  v e l l .  L 

Th2 end p o i n t  of t he  stud:: was uncle,ir  t o  t h e  Committee, and 3r. Slaga was 
aslici! t o  answer q u e s t i o n s  for t h e  Ccmzittee. D:. S l a g a  s t a t e d  t h a t  h i s  r e sea re3  
i s  dore  i n  nopes of a i d i n g  human medicine; i f  not  i n  bctr ia l  treatment, then i n  
cn2crstjridin.g the  mechanism of cnnccr growth o r  i n h i b i t i o n .  Dr. LushbaGgh ex- 
presced zcr,cern o-:e: t he  u s e  of TPA i n  normal humin svbjeccs wt:en i t  is not k n c m  
wiiet'ncr i t  i s  a tunor  pronot ing  aRent on human s k i n .  D r .  S l aga  noted t h a t  p a r t i -  
< i?? . , : s  1,;e~:J n z t  i l e d  :r3 b e  invo:viaC co re  :h;.i., O ~ C C  i n  t h i s  s tudy ,  zn? t i . e  r i s k  
was n i n i n a l .  Dr. Lushbzugh asked about fGtu re  p l ans ,  and D r .  Slaga r e p l i e d  t h a t  
h i s  fu t : i re  p r o j e c t i o n s  (next  5-10 yea r s )  inc luded  t h e  u s e  of f o r e s k i n  i n  c u l t u r e  
a r d  ?ro5aSly n o m a 1  human s k i n  f r o n  p l c s t i c  s u r g e r y  :n b i s  s t u d i e s .  P r .  Lange 
noted t h a t  t he  consent  form vould have t o  bil! expanded. 

3r. Lushbaugh asked Yr. Kaons i f  OXh-L's R1l;e Cross;Rlue Sh ie ld  pol icy  or 
Wo7;Tma:i's Conpensation would covcr  the  medical  h i l l s  and any l a s s  of time on t h e  
j o b  i f  compl ica t ions  r e s h l t e d .  ?k. Koons r e p l i e d  t h a t  i t  would not .  Dr. S t o r e r  
expressed concern t h a t  t h e  Yedica l  D q J r t n e n t  of ORNL v o u l d  n o t  have the capa- 
b i l i t y  of t r e a t i n g  p a r t i c i p a n t s  w i t h  seve re  compl ica t ions  should  they occur (such 
a s  r e c o n s t r u c t i v e  s u r g e r y ) .  

The Cornnittee voted n o t  t a  approve Proposa l  ii56 due t o  ttir r i s k s  irxolveti .  
t he  s e l e c t i o n  of s u b j e c t s ,  and t h e  inadequate  consent  form and reques ted  t h a t  D r .  
S laga  redesign t h e  p roposa l  and r e subn i t  i t  t o  the  Ccnmittce a t  a l a t e r  d a t e  i f  he 
s o  des i r ed .  



-2-  

X I  ti-is pa iq t  t h e  Committee v . ~ t c d  to m d i f ; /  tile for;r,?t o f  a l l  p roposa l s  
ch~: , ; in ;  t h e  s,:ction "Divis ion21 R e v i c w "  t o  recid 2s follows: 

I t  LIS r.oted t o  t h e  C c , m i t t e e  t h a t  Prcposa: i 1 L 9 b ,  "Use of 68C,a-EDTA 
i \e roso l  i o r  Qua!l t i t . i t ive  V e n t i l a t i L w  S t u d i e s  by Pos i t ron  Emfsqion Computed 
TornJgra?FI:: (ECT)," had been  approved by m a i l  v o t e .  

Drs. C z i e l  (P ropssa l  ORhZ-4) and Regan (Proposa l  '!53) submi t ted  r e p o r t s  or! 
t h e  progr2ss  of t h e i r  p r o j e c t s ;  t h e  Commi:tee voted t o  approve t h e  p roposa l s  
for cont inued s t u d y  based on t h e s e  r e p o r t s .  

D r .  Lushbaugh r e p o r t e d  t h a t  t h e  r e v i s i o n s  reques ted  i n  the  consent  form of 
P roposa l  ? 5 2  a t  the  ?larch 70, 1979, meet ing  o f  t he  Conmitcee would b e  made, and 
t h e  consent  form resubmi t ted  a t  t h e  n e x t  meet ing of t h e  Committee. 

D r .  Lange t o l d  t h e  Committee t h a t  S teve  Lawrence had r epor t ed  on 4/24/79 
tt.at ORAL i s  r e s p o n s i b l e  for  t h e  l i a b i l i t y  cos-erage f o r  all i n d i v i d u a l s  o u t s i d e  
t h e  empio>r.ient of ORAL' t h a t  are  involved  w i t h  ORAL? programs. X r .  Koons s t a t e d  
t h a t  i n d i v i d u a l s  involved i n  ORSL and ORAL' programs (p roposa l s )  should  b e  
l i s t e d  as c o - i n v e s t i g a t o r s  on p r o p o s a l s  t o  have l i a b i l i t y  coverage. (Exazple ,  
Dr. Tio-.+7 S i s r ,  de rma to log i s t  i n  Dr. S l a g a ' s  p roposa l ,  s5ould b e  l i s t e d  3s a 
co - inves t iga to r  h3d t h e  p roposa l  b e m  approved) .  

Comparison of FDA c h e c k l i s t  and g u i d e l i n e s  and t h e  r e p o r t i n g  form for in-  c v e s t i g a t o r s  w i l l  be  completed and submi t ted  a t  a l a t e r  date t o  t h e  Committee. 

Y r .  Koons submi t ted  two s t a t e m e n t s  t o  t h e  Cc-mmittee r ega rd ing  (1)  a l te r -  
n a t i v e  t r e z t c e n t  and s u b j c c t ' s  r i g h t  t o  p r ivacy  and ( 2 )  compensation and 
r . d i c a l  t r e a t n e n t  ( i f  any) f o r  p h y s i c a l  i n j u r i e s  r e s u l t i n g  from resea rch .  The 
f i r s t  s ta tenen:  d e a l i n g  w i t h  t h e  p r i v a c y  a c t  was changed t o  read  as fo l lows :  

I understand f u r t h e r  t h a t  o n l y  i n f c i m a t i o a  obta ined  dur ing  t h i s  pro- 
ct.iL:c f r c ?  :\;e s tudy  Secc~nes  t h c  n roye r ty  c>f 3R\C and OKSL, a n d  
on ly  t h i s  i n fo rma t ion  may be made a v a i l a b l e  f o r  review t o  t h e  U. S.  
Food and Drug X d r i n i s t r a t i o n .  F u r t h e r ,  t h a t  such informat ion  zay be 
publ i shed  i n  t h e  s c i e n t i f i c  l i t e r a t u r e ,  a s  long as I am not  i d e n t i f i e d ,  
a c  the  d i s c r e t i o n  of t h e  ORAU and ORXL s t a f f s .  

- 

The v e r s i o n  p r i n t e d  above is t o  b e  reviewed by the  Legal  Department of UCC-hD 
and r e s u y z i t t e d  a t  a i a t e r  d a t e  t o  t h e  Committee f o r  approval  and i n c l u s i o n  on 
consent  fo rms .  A n  a d d i t i o n a l  form "Pr ivacy  Act Statement  Consent Form" w i l l  
a l s o  b e  given t o  t h e  Legal  Department f o r  revicw and be  resubmi t ted  t o  t h e  
Committee w i t h  t h e  s t a t emen t  c i t e d  above. The second s ta tement  e x p l a i n i n g  
medic31 t reatment  f o r  p h y s i c a l  i n j u r i e s  and compensatioc was approved by t h e  
Committee 2nd i s  t o  be inc luded  as  par t  of t h e  consent form f o r  a l l  net; prc-  
p d s a l s  and t o  be  added t o  a l l  ongoing proposa ls .  
L-wrence of ORAU w i l l  b e  r eques t ed  by  D r .  Lange t o  serve as informat ion  o f f i c e r s  
of :he i r  r e sp2c t ive  p l a c e s  of emplcyment f o r  c o n s u l t a t i o n  on compensation or 
t r ea tmen t  by r e sea rch  p a r t i c i p a n t s .  
s a l s  w i l l  be  given a copy of t he  staCcment f o r  i n c l u s i o n  i n  the  consent  form. 

Pat  Fourney of ORNL and Ste*:e 

All p r i n c i p a l  i n v e s t i g a t o r s  of new propo- 
i 
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Dated: 1/1?/80 



MINUTES OF THE ORAU/ORNL COMMITTEE ON HUMAN STUDIES 

APRIL 18, 1980 

The ORAU/ORNL Committee on Human Studies met at the Medical and Health 
Sciences Division of Oak Ridge Associated Universities on April 18, 1980. 
Members present were Calhoun, Friedman, Garrett, Goodwin, Hansard, Hubner, 
Koons, Lange, Lushbaugh, McKee, and Miller. Not present were Lawrence and 
Storer. 

- Dr. Lushbaugh circulated a copy of Chemical Week (February 13, 1980) for 

The 
the members' information. It contained an article regarding Dr. Thomas J. 
Slaga's research practices at O R N L ,  which are being investigated by NIH. 
Committee had rejected Dr. Slaga's proposal for the studies in question (12- 
0-tetradecanoylphorbel-13-acetate; Proposal #56> at their July 27, 1979, 
meeting . Dr. Lushbaugh stated that this incidence emphasized the importance 
of the Committee's functions. (See copy of article attached to minutes.) 

Dr. Lange proceeded with the agenda at this point; he reported to the 

Chain-3-C-111 (C-11-DL-Tryptophan) for Brain Imaging; Hubner) and 845a 
(Clinical Use of DL-Valine-1-C-11 for Brain Visualization; Hubner); both are 

Committee the approval of Proposals 639a (Clinical Use of DL-tryptophan[Side 

amendments to the original proposals and were approved in mail votes by the 
Committee. Mr. Koons asked if his comment on the voting form for both 
proposals regarding surgical procedures was incorporated into the amendments; 
the addendum added to this proposal by the principal investigator, 
Dr. Hubner, was read to Mr. Koons. Mr. Koons acknowledged and approved the 
addendum. 

i i 

The next items of business vere three forms (new and revised) circulated 
among the members. 
requested by the Committee at a previous meeting. 
the name of the institution of the principal investigator be added to the 
report form. The Cornittee secretary explained that these forms would be 
kept on file each year with the proposal being reported on the form, and only 
a summary of the yearly progress reports would be distributed to the 
Committee as requested at the March 20, 1979, meeting. The form met with 
Committee approval, and Dr. Lushbaugh's request will be incorporated. 

The design of the "Progress Report Form" had been 
Dr. Lushbaugh asked that 

The "Revised Voticg Form" (differing from the old form by the removal of 
the acknowledgement of the submitter/principal investigator) was presented to 
the Committee. 
of Principal Investigator" was approved by the Committee. 
been divided for accurate record keeping purposes. 

This form along with the new separate form "Acknowledgement 
These forms have 

The Status of Ongoing Proposals was read to the Committee by Dr. Lange. 
Each proposal (Nos. 38, 39, 43, 45, 46, 48 and 48a, 51, 52, 53, 54, 55, and 
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ORNL-4) was approved for continued research with comments and questions on 
the following proposals. (See attached list for complete names of 
proposals.) 

c 
Proposal 39. Dr. Hubner noted in his repqrt that more scans are 

projected especially if a recently submitted proposal to the National 
Pancreatic Cancer Project is funded. Dr. Lushbaugh asked Dr. Hubner when he 
would know about the funding; Dr. Huboer reported news of funding should be 
known between June and July. 

Proposal 43. Mr. Koons questioned the funding of Dr. Swartzendruber's 
proposal. 
Dr. Swartzendruber is using samples (fixed material) obtained long ago and 
is seeking approval for continued studies of this material. 

Dr . Lushbaugh explained this was a "catch-up" proposal. 

Proposal 45 will be active as a part of the comparative study proposed 
in the grant request to the National Pancreatic Cancer Project of April 1, 
1980. 
of the Committee's review of ongoing research projects and the approval of 
worthy ones. He stated that NIH would not consider a project unless it was 
approved by the Cornittee. Dr. Lange noted the need for accurate 
documentation of such approval. Dr. Hubnet reported he had already been 
contacted by the National Pancreatic Cancer Project regarding a prior funding 
request; the NCPC wanted assurance that the research project had been 
approved by the Committee on Human Studies. Dr. Hubner explained to the NCPC 
that he was in the process of developing the radiopharmaceutical; and if the 
development cane through, then it would be submitted to the Committee for 
approval before use in patients. Dr. Lange noted that FDA can make their 
requirements far reaching. At UT they asked to see the animals housed at 
another facility but used for research purposes at UT. 

Referring to the grant request, Dr. Lushbaugh stressed the importance 

Proposal 46. Dr. Hubner noted that five separate WR-2721 projects are 
to be funded by NCI; no research for these projects is being carried out at 
ORAU. He feels that ORAU should have active studies as well because the 
radiopharmaceutical was developed by them. Collaborative studies are being 
planned now with Dr. Stroup at Vanderbilt. Dr. McKee (also of Vanderbilt) 
stated to Dr. Hubner that Dr. Stroup has plenty of patients for the studies 
if a collaborative project can be formed. 
collaborative project previously planned between UT (Dr. Comas) and ORAU. 
Dr. Lushbaugh stated Dr. Comas withdrew because of possible nausea side 
effects in the use of WR-2721 to patients. Dr. Hubner reported that in the 
New Mexico studies only one case of nausea was reported. 

Dr. Lange asked about the 

Proposal 48 and 48a. Dr. McKee questioned Dr. Hubnet about 
collaborative work in these studies. Dr. Hubner replied that Dr. Partain at 
Vanderbilt and Dr. Robertson at UT Medical Units were involved with 
collaborative studies. Dr. Lange suggested Dr. Hubner contact Drs. Killeffer 
and Reid at UT as possible collaborative contacts since they're becoming 
quite active in this area of research. Dr. Bubner discussed Dr. Robertson's 
work at UT Memphis with modified diets and his attempt to "starve" the tumor. 
He noted that the survival curves for patients with "modified diets" were L very promising. 
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Proposal 51. Dr. Lushbaugh reported that DOE had awarded ORAU $125,000 
to do the updated software changes on the ECAT which will increase the 
activity of this proposal. 
present ECAT, and Dr. Hubner stated the ECAT I1 works essentially as the 
ECAT I with the main difference in the coincidence window which is shortened 
from 25 nanoseconds to 9 in the ECAT 11. The ECAT I1 also gives better 
statistical data and has an automatic random subtraction technique; the 
ECAT XI has three times the computer capacity and reconstructs as it collects 
data. 
scanning; Dr. Hubner estimated the average scan time per patient to be 45 
minutes. 

Dr. Garrett asked about changes to be made in the 

Dr. Garrett inquired about the length of time necessary for patient 

He said movements by patients do not seem to be a problem. 

Proposal 52. Dr. Lange noted that a new consent form for Proposal 52 
was listed on the agenda. Mr. Koons asked about the symptoms for metal fume 
poisoning which Dr. Lushbaugh had reported. 
generally it is similar to flu with a "metal taste" in the mouth. The metal 
fume poisoning symptoms do not appear to be present when Zn-DTPA is given by 
IV rather than administered by aerosol (inhalation). 

Dr. Lushbaugh explained that 

Proposal ORNL-4. The Committee approved continuation of Dr. Uziel's 
proposal as submitted. However, an addendum to this proposal and a new 
consent form must be submitted to the Committee for approval before Dr. 
Eversole can collect human tissue from normal surgical procedures for studies 
by Dr. Uziel as mentioned in the progress report under "changes." Dr. Lange 
stressed that the consent form must include a statement explaining to the 
surgical patient that the tissue will be utilized for scientific purposes at 
O W L .  Mr. Koons and Dr. Garrett expressed the importance of the Committee's 
responsibility to ensure the patient understands the purpose of the study, 
the use of his tissue for surgical procedures in research, and the protection 
of his rights as a research participant. 
responsible by FDA and other government agencies for ensuring these 
practices. 

The Committee will be held 

Dr. Lange presented next the new proposals submitted for the Committee's 
review. All had been received by the Committee members two weeks prior to 
the Committee meeting. 
Epithelial Cells as Indicators of Atypia in Preneoplastic Lesions); the 
principal investigator is Dr. Klein-Szanto who was available for questions if 
the Committee needed to discuss the proposal with him. 
by the Committee in a mail vote. Three members (Drs. Garrett, Hubner, and 
Lushbaugh) had submitted comments. 
members. 
feasibility studies on tissue embedded in paraffin received from 
pathologists, and the tissues would be identified by a histopathology number 
only. The patient donating the tissue would not be known. Dr. Lange 
stressed that the autopsy and biopsy material would have been received long 
ago. Based on this understanding the Committee stated a consent form would 
not be necessary. 
microscopy with old tissue. Dr. Calhoun requested that Dr. Klein-Szanto be 
informed that the Committee would have to approve an addendum to the proposal 
or a new proposal if Dr. Klein-Szanto should decide to pursue the studies 
further and trace the tissues back to the patient for further findings. 
Committee concurred, and Dr. Klein-Szanto was notified. 

The first proposal discussed was OWL-5 (Dark 

OWL-5 was approved 

Dr. Lange read the comments to the 
Dr. Lushbaugh emphasized that Dr. Klein-Szanto was requesting to do 

The proposal was approved for studies of electron 

The L 
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Proposal OWL-6 (Repopulation of Normal Human Epithelial Cells in 
Tracheal Transplants) was also submitted by Dr. Klein-Szanto. 
several technical questions asked by members, and satisfactory answers were 
provided by other Committee members familiar with the materials through their 
own occupations. 
trachea. Dr. McKee explained the nude mouse has a different immune system 
from the other mouse populations, and the nude trachea had the epithelial 
cells removed. The basis for the techniques of the study was to subject 
human tissue transplanted into nude mice tracheas to experimental treatment 
without the risks of treating humans. The human tissues will be obtained 
from various pathology departments from Southeastern United States hospitals. 
Dr. Klein-Szanto submitted an example of a consent form used by pathology 
departments. Dr. McKee noted that the form submitted is typical of that used 
in all hospitals, and Dr. Lange pointed out that hospitals have their own 
Commitees to approve consent forms. 
should see all the consent forms from the various hospitals before approving 
the proposal. 
that the consent form used is adequate. Approval for the proposal was 
granted, and Dr. Klein-Szanto has been informed of the approval with the 
following stipulations. He is (1) to make certain that the hospital 
pathology departments have a consent form noting that tissues can and will be 
used for "other scientific purposes," ( 2 )  that the consent form submitted to 
the Committee with Proposal OWL-6 is to be used as a model, and (3) that a 
proper consent form from the hospital pathology departments be filed with the 
proposal using the same words as given in Section 2 of the submitted "model" 
consent form. 

There were 

Dr. Calhoun requested the definition of nude mice and nude 

Dr. Calhoun asked if the Committee 

The Committee acknowledged their responsibility for ensuring 

c 
Proposal 52 consisted of consent forms submitted by Dr. Lushbaugh. 

Dr. Lange read the request of the Committee from the March 20, 1979, ninutes, 
which instructed Dr. Lushaugh to create separate consent forms for Zn and Ca- 
DTPA. Several Committee members still found the forms hard to understand and 
felt they were too technical and too long. 
reason for beginning treatment with Ca and switching to Zn depending on the 
amount of contamination. Mr. Koons questioned the use of the words 
"repeated" and "several" as not being specific enough. 
Dr. Lushaugh noted that the dose schedules related directly to the amount of 
contamination which was not known immediately at the initiation of the first 
dose. For this reason, Dr. Garrett stated the dose schedule could not be 
stipulated in the consent form. Dr. Lushbaugh explained that after the first 
dose, the amount of contamination can be calculated by urinalysis, etc., and 
then the schedule of treatment, if necessary, is determined at that time. 
Mr. Koons inquired about the possible delayed effects. Dr. Lushbaugh stated 
they are unknown. 
for the lay person and requested several technical terms be deleted from both 
forms. 
such as "man," and their replacement by the word "humans." 
changes, Mr. Koons felt lay persons would better understand the form and 
stated the physician administering the treatment could go into as much detail 

pregnant females who might need the drug. 
advise a female patient to take the drug because of the effects to the fetus 
from internal contaminants now contained within the female patient. 

Dr. Hubner explained there was a 

Dr. Garrett and 

Dr. Calhoun found the forms confusing (technical detail) 

Ms. Miller requested a revision in both forms omitting sexist terms 
With these 

. as he deemed necessary at that time. Dr. Calhoun expressed concern for 
Dr. Lushbaugh stated he would c 
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Dr. Lushbaugh said no women had been administered Ca-DTPA at this time. 
proposal 5 2  was approved by the Committee with the chan;;es noted previously 
and with the addition of the following statement to be added to the calcium 
consent form: 

( 

Dr . has explained to me the 
possible effects to fetus that may occur from prolonged treatment 
with Ca-DTPA. 

Dr. Hubner told the Committee that the ORAU Radionuclide Committee had 
approved the dosage for Proposal 57 (Ytterbium-169 Citrate for the Detection of 
Inflammatory Lesions); Dr. Hubner is principal investigator. Dr. Hubner 
reported that the studies have to be done in association with other hospitals 
because the patients involved are critically ill. 
will be collaborated with Dr. Rollo at Vanderbilt, and Dr. Wagner's staff at 
Johns Hopkins have expressed an interest. It is doubtful that many patients 
will be seen at the Medical and Health Sciences Division; the compound will be 
made at the Medical and Health Sciences Division and shipped to Vanderbilt for 
use. If Dr. Rollo desires to do so, he may become a co-investigator. 
Dr. Hubner stated an IND will be sent to FDA if the Committee approves the 
proposal. Dr. Lushbaugh asked where the "previous scans" were made if there 
was no IND at this tine. Dr. Hubner explained that scans were made in Japan 
and in DTPA form only in Kentucky; the citrate form has not been used in the 
United States. Dr. Garrett inquired about the dosage used by the Japanese, and 
Dr. Hubner reported they used twice as much per patient as Proposal 57 
specifies. Mr. Koons asked for the time period involved for patients. 
Dr. Hubner said patients receiving the dose at ORAU will be detained four hours 
and will then return 20 hours later for Ga-67. The studies at Vanderbilt will 
be easier because of the computer subtraction techniques that are available to 
them. Mr. Koons also asked for information about the procedures, disconfort, 
and pain, if any, to patients. Dr. Hubner explained that part of the procedure 
(Ga-67) is done routinely in hospitals for diagnostic purposes, and the use of 
Ytterbium involves only one more injection and scan. Dr. Calhoun asked the 
advantages of administering the Ytterbium compound first. Dr. Hubner stated it 
was better to give the low energy compound first and then the higher energy 
compound, or Ytterbium could be filtered out by the gallium. 

Emphasis on clinical studies 

(- 

The consent form for Ytterbium was discussed. Mr. Koons felt the consent 
form did not reflect the rigorous schedule, and Dr. Calhoun expressed concern 
that there was not a withdrawal clause for patients involved in the study. 
Dr. Calhoun wanted to know how subjects for the study were engaged. Dr. Hubner 
stated that physicians requesting studies for patients with Ga-67 would be 
asked if their patient would also volunteer for scans using Ytterbium. 
Dr. Calhoun expressed the opinion that he could see no reason for a patient to 
want to volunteer and was very concerned that they would feel pressured by 
their physician to have these studies completed. Dr. Hubner explained that the 
Ga-67 study in the hospitals are quite expensive; by volunteering for studies 
at ORAU, the patients are not charged. Dr. Calhoun stated he felt very 
strongly that the consent form should contain statements saying the patient 
recognizes he is participating in a study with new procedures, that he is doing 
SO of his own free will, and that he is free to withdraw at any time and will 
still receive necessary treatment for his health. Dr. Calhoun suggested that a 
subcommittee be formed to review consent forms and create a list O €  guidelines 

c 



- 6- 

with model statements for the use of principal investigators in writing consent 
forms for their proposals. The Committee approved the proposal, and Dr. Hubner 
was instructed to revise the consent form sending it to Mr. Koons for review 
and approval. 
statements described by Dr. Calhoun from his secretary Nancy Parker at UT 
Hospital. 

Dr. Lange requested Ijianne Gresham to obtain samples of the 

Proposal 58 (Whole Blood Procurement, Consent for Research Waiver Forn and 
Payment Authorization), a research waiver form for cytogenetics studies, was 
approved by the Committee. This form is appropriate for routine cytogenetics 
reporting only. Dr. Lange and Dr. McKee both emphasized that another consent 
form must be received and approved by the Committee if any other use of the 
blood is planned other than reporting routine cytogenetics findings. 

Dr. Lange asked Mr. Koons to reply to the statements to be incorporated 
into the consent forms as the next item on the agenda. These statements 
included (1) the Privacy Act Statement, (2) Consent to Release Information, and 
(3) the Compensation Statement. 
the process of compiling large amounts of material for publication in the 
Federal Reaister and would not review the statements at this time. As soon as 
the Federal Rexistet material is published, DOE will review the statements; and 
at that time Mr. Koons will mail the forms to the Committee with revisions or 
changes noted by DOE. At present Mr. Koons felt the Committee should continue 
using the statements in consent forms until such time as DOE instructs the 
Committee of appropriate changes in these statement or revisions of them. 

Mr. Koons told the Committee that DOE is in 

According to the Committee Guidelines, Dr. Lange instructed the Committee 
representatives from ORNL and ORAU to review the General Assurance with their 
respective staffs. 
the Comparison of Guidelines and FDA Checklist which was prepared by 
Dr. Karl Hubner and Dianne Gresham. Dr. Hubner reported that the Committee’s 
Guidelines are in agreement with the FDA Checklist. 

Dr. Lange also asked the Cormnittee to review the summary of 

Dr. Lange announced to the Committee that Mr. Steve Lawrence, O U U ,  and 
Mr. Pat Forney, ORNL, have agreed to serve as Information Officers for 
consultation on compensation on treatment by research participants for their 
respective institutions. 
University of Washington entitled “Adverse Effects Insurance for Human 
Subjects” be sent to both Mr. Lawrence and Hr. Fourney. This article was 
distributed to the Committee for their information at this meeting. 

The Committee asked that an article compiled by the 

New officers were elected for the coming year. Dr. Lange was unanimously 
elected to the position of Chairman, and Dianne Gresham was appointed 
secretary. Both were commended by the Committee for their efforts in 
organizing and planning the functions and responsibilites of the Committee 
during the past year. The Chairman and the Committee expressed their 
appreciation to Ms. Gresham f o r  her outstanding performance as secretary to the 
Commit tee. 

Dr. Lushaugh requested that Dr. Roy Kinard, Office of Protection from 
Research Risks, HEW, NIH, be notified by the Committee secretary that the 
Coumittee has confirmed its membership, its responsibilities, and its funtions. 
He also asked that Dr. Kinard be informed of the review and comparison of the 
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Committee Guide l ines  t o  FDA's C h e c k l i s t .  The Committee approved th i s  motion, 
and a l e t t e r  w i l l  be  s e n t  t o  D r .  Kinard. ( A  l e t t e r  was s e n t  t o  Dr. Kinard on 
January 18 ,  1980, r e p o r t i n g  a r e v i s e d  l i s t  of members and was acknowledged by 
Dr. Kinard on February 5 ,  1980 . )  

The Committee was adjourned. 



Jansa ty  1 7 ,  1977 

Roy Kinard,  D.V.M. 
O f f i c e  for 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 o f  Hea l th ,  Educa t ion ,  and Welfarc 
fublic Hea l th  S e r v i c e  
Nazional  I n s t i t u t e s  of H e a l t h  
Bethesda ,  Maryland 20014 

Risks  

Dear Dr. Kinard: 

I t  w a s  most h e l p f u l  t o  t a l k  w i t h  ya.2 zcli?:; arid have you r e s o l v e  
ny r e r a i n i n g  problems conce rn ing  our n e e i  
(G1716) i n t o  complete compl iance  w i t h  !i5; g - < i e l i ? e s .  I p a r t i c u l a r l y  
a p 7 r c c i a t e  your w i l l i n g n e s s  to t a k e  a 10:;; a: a d r a f t  j u s t  completed 
of t h e  r eo rgsn ized  g u i d e l i n e s  for t h i s  C c 5 t t e e  on Human S t u d i e s .  
Accord ingly ,  I am i n c l u d i n g  with t h i s  le::?: a cc?;. 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  y c ~ r  c r i t i c i s m .  
menhers a copy f o r  t h e i r  i n f o r m a t i o n  azG cs.-=z?ts. 
t h i s  i n fo rma l  approach w e  can  o b t a i n  fac-=L z c c q - a n c e  of o u r  General 
AssurJnce by 1 February.  

3et  our General Assurance 

I as sioul:zr.??usly sep-ling o u r  Committee 
I am hoping  t h a t  with 

I appre:iati: your h e l p  i n  m y  m e t i r . 2  :h is  ;:al. 

C. C. Lushbaugh, M . D .  
Chairman, Medica l  and 

Health S c i e n c e s  Div i s ion  

CCL: fb 

Enc. 

c c :  Dr. P. L. Johnson, E x e c u t i v e  Direc:::, O?Li..C 
Dr. C. R. Richmond, O W L  
C 0 m . i  t t e e  Members 
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A ,  ~ a s i c  P r i n c i p l e s  (See C e f i n i t i o n s ,  Annex 1.) - 
The C o m i t t e c  on flunsn S t u d i e s  f o r  Oak Ridge A s s o c i a t e d  U n i v e r s i t i c a  r n 3  
Oak Ficlye N a t i o n a l  Labard tory  has o f f i c i a l l y  advptcd t h e  code of e k l : i , - s  
ndo?ted by t h e  World Xed ica l  Assoc ia t ion ,  k n o m  as t h e  Declaration of  
h ' e l s i n k i .  I t  a c c e p t s  a s  ampiif  icalt ion of t h i s  docunznt. t h e  statr-ce?.:  
of t h e  B r i t i s h  Medical Research Counc;.L. The g u i d i n g  p r i n c i p l e s  of 
o r e r a t i o n  of t h i s  Cormi t t ee  a r e ,  h o x x e r ,  t h o s e  s c t  f o r t h  i n  d e t a i l  t;. 
D3fi.7 i n  Federal R e g i s t e r ,  March 1 3 ,  1975, V o l .  4 0 ,  b!o. 50, P a r t  11, 
P r o t e c t i o n  of Human S u j j e c t s ,  Technica l  Amendments, pp. 11054-11853, 
rnd  by ERDA i n  an August 17, 1976 docum-.nt t i t l e d  "Protection of Hcp.52 
S g b j e c t s  Proposed R e p l a t i o n s "  (10 CFR P a r t  705) as amonded in 10  CB?, 
P a r t  745 (FR 4 1 ,  h'ovanbsr 30, 1976, pp. 5 2 4 3 4 - 5 2 4 3 8 ) .  (See Annex 1tc;as  
2 ancl 3 . )  Wherever t k s e  g u i d e l i n e s  nppiar to  d i f f e r  s u b s t a n t i v e l y  
from t h o s e  i n  t h e  r e d e r c l  R e g i s t e r .  t h o s e  i n  t h c  F e d e r a l  R c - j i s t e r  sl-s-:'ld 
b2 understood t o  be do.Cnant  and to  De fol lowcd.  

Crx t i t t ce  I.:e,n?sershir, ancl S t r u c t u r e  

c ' x  Coninittee s h a l l  consist o€ persons  of e i t h e r  sex and any race s;:th 
\-aryir.,j baskgrounds,  t r c i n i n g  , v x a t i c j n  and cc)rrniin i l iy  interests wh3, .,ri?ile 
c s g n - i t s n t  of t h e  re;e=rch cjoals a d  progzans of the tt:o spansorizg 
i n s t i t u t i o n s  (ORNL a n 3  OXVJ), arc s u f € i c i e n t l y  qualified to  safegurrc? t h e  
rishts and welfare of h m a n  s u b j e c t s  and review the r e l a t i v :  m 2 r i t  of 
huzan s t u i l i c s  i n  rcspcrt to zny r i s k s  inv3lvcd .  The Comnittez v i 1 1  'ce 
co--posed of a t  least t-wo l a y  perso?s, two r e s e a r c h  s c i e n t i s t s  ar.2 t.. .;a 
c l i n i c i a n s .  Two of the medical professionlls, how3.vx, n u s t  bz frax 
i n s t i L a t i o n s  other thm OP,UI, or OFAU, th- l  i n s t i t u t i o n s  f r o 3  w h i . c t  ~ L l . 1  
e.;uinrtte applications f o r  pernission t o  conduct a p a r t i c u l a r  hur1i.7 ctc lq ' .  
Becauze of t h e  dual s?onsorsh ip  of t h i s  C o m i t t e e ,  t h e  t - led ica l  Direzz3r  
of t h e  €!eal th  Division, O W L ;  Direc to r  of Eio logy  D i v i s i o n ,  OltXL; m e  
t h o  C h a i m e n  o f  t h e  I.:-?dical and Heal th  Sc iences  D i v i s i o n  of 0X"J snnll b? 
ci73ors of t h e  Conn i t t ee .  Thn D i r e c t o r s  of t h e  two s ,wnsor ing  i n s t i t c t io - s  
(OR4U an,? Orr!K,) s h a l l  d e s i g n a t e  t o  t h e s e  d i v i s i o n a l  d i r e c t o r s  t h s  rcs2m- 
s i b i l i t y  for s e e i n g  thst t h e i r  r e s p x t i v e  s t a f f s  comply w i t h  HEW s n E  
ERaX r e g u l a t i o n s  for t h e  p r o t e c t i o n  of human suSjects. 
Secretary of t h e  C o r n i t t e e  s h a l l  be e l e c t e d  a t  one (January) of tm 
ann i l a l  meet ings  of t h e  Conn i t t ee .  A person nominated for Coniiittce 
n+r;.Sership by a rne;;lhr of t h c  Cormit tee  or a s p o n s o r i n g  i n s t i t u t i o n  5:iall 
k.c. ?,:de a nemSer only wi th  t h e  co!izurrcncc of t h e  ott icc C o r m i t t e e  n.t~.&zs.  
i3e:ause of t h e  complexi ty  of  modern laws and r e g u l a t i o n s  p r o t e c t i n g  :...!ann 
r i g h t s ,  govern ing  c o n t r a c t u r a l  oh1igat io: is  and g u i d i n g  thc use of g3,vtrr.- 
nent funds  and f a c i l i t i e s  for research, a t  l c a s t  o n e  narrber w i l l  ke 2 

lawyer cogn izan t  of t h e  Federal i ? $ i u l a t i o n s .  A l awyer  c o n s u l t a n t  sill tc 
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c. Procedxres for  Car ry ing  o u t  I n i t i a l  and Continuinc; Review of ~ p l - i = ~ : i o n s  
and Projects 

1. I n i t i a l  Review 

All n p ; i l i c a t i o n s  f o r  s u p p r t  of r e s e a r c h ,  t r a i n i n g ,  d e m o n s t r a t i o ?  
or general r e s e a r c h  s u p p o r t  projects, i n c l u d i n g  those of fello;.:s 
and t r a i n e s s ,  which i n v o l v e  t h e  use of hosan s-Sjects, m u s t  bs ?re- 
s e n t e d  to  and approved by t h e  Cormittee on Human s t u d i e s ,  p r io r  to 
si ib ,c iss ion for f u n d i n g ,  and  w i t h  t h e  i d e n t i c a l  e x p e r i m e n t a l  2esi5.n 
used  f o r  g r a n t  submiss ion  o r  ERDA “189” propsals .  
n a t c r e  or d e g r e e  of r i sk  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 ba p:?se?te? 
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  sho2ld n 3 t  
c o n t a i n  e x t r a n e o u s  m a t e r i a l ;  that i s ,  t h e  i n v e s t i g J t o r  s h o u l d  c ~ t  
s+.Lrnit a copy of a n  IND or ERDA-189 as  a s u b s t i t u t e  f o r  t h e  f o x  
s p e c i f i e d .  
btfore t h e  Comnit tee  detai led in fo rma t ion  on  t h e  f o l l o w i n g  p i n t s :  

R e g a r d l e s s  of t h e  

The a p p l i c a n t  must be prepared  t o  d i s c u s s  i n  po,rron 

a. The possible r i s k  t o  t h e  r i j h t s  an8 w e l f a r e  of human s u b j e c k s ,  
i n c l u d i n g  t h e  r i g h t s  of p r i v a c y ,  freedom from h a r a s s m e n t  ar.3 
c o n f i d e n t i a l i t y  of d a t a .  A d e s c r i p t i o n  of t h e  p rov i s io r . ;  025.2 
to  minimize t h e s e  r i s k s  m u s t  also be p r e s e n t e d .  

b. bleths’s use3 to acquire info-med cvnsent .  The form o n  ihic:? it 
is o b t a i n e d  end t h e  r i s k  d e s c r i b e d .  S p e c i z l  emphasis sh i t l l  be 
p l a c e d  on t h e  a p p r o p r i a t e n e s s  of a consent fom to t h e  y u t i -  
c u l o r  s i t u a t i o n  i n h e r e n t  i n  t h e  s t u e y  p l a n  i n  q u e s t i o n  (?inns:.: 6). 

c. The r e l a t i v e  risks of t h e  project as conpared  to 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 to s o c i e t y .  
t h e  Coxnittee w i l l  document whakhhcr or  n o t  p h y s i c a l  or pr;.ch310- 
q i c a 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 h e  proposed 
r c s e a r c h  study, and f u r t h e r ,  t h a t  such p o t e n t i a l  r i s k s  h a v t  b e e n  
e v a l u a t e d  i n  respect t o  t h e  s u b j e c t  and h i s  r i g h t s ,  needs  ar.2 
b e n e f i t s .  I n  a d d i t i o n ,  informed consent  documents  n u s t  be SI&- 

m i t t e d  t o  and approved by t h e  Committee for each  s t u d y  so t h s t  
members can  be e n s u r e d  t h a t  each human s u b j e c t  w i l l  r e c e i v e  
cand id  e x p l a n a t i o n s  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  specific d i sco in fo r t s  and r i s k s ,  cnd  passible bt2e- 
f i ts ,  i f  any. I n  a d d i t i o n ,  t h e  Committee m Q s t  be satisfied i n  

F o r  each a p p l i c a t i o n ,  
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S p t c i f i c  def ic iencies  i n  a p r o p s a l  w i l l  be idcn ' r i f icd by t h e  
Coxnittee i n  writ ing for the propctser and a l s o  dii-c?c;tcd t o  tXc  
a t ten t ion  of t h a t  Committce memSer ( t h e  Director of t h e  IIedl.;h 
or Biology Division, O a I L ,  or Chairman of the  Fkclical and 
Health Sciences Division, @ U U )  who a l s o  has the r e s p o n s i b i l i t y  
designated to him by the  Director of h i s  sA=nsoring i n s t i t u t i z n  
(c i thcr  ORYX, of ORAU) t o  OStain S taf f  compliance with DHEld a.td 
Em.1 Re9dlatlon.s and Guidelines for Protection of Htznan ScSjec;;. 
Such a statement of deficiency by t h ?  Corn-ittee w i l l  be unc?izstmi. 
to require (1) delay i n  subxissicn of the progosed grant  or 
contract  ap?lication t o  H W  o r  };F.L)3, and (2) resubnission for  
Co:mittee o;?roval b t f o r e  the project  proposals are allo:;s3 t o  53 
forward in thc fundic9 procsss. 
Cor?aittce will be accompanied by H51-596 (hnnex 9) for the  
inst i tut im2.1 d i r e c t o r ' s  signat.ure for  s i m u l t s n 5 o u s  subaiss io2 
with an KiH, tiSF or  ER3.4 grant propssal. 

A ctatczlr-nt of approval by t:?c 

A ne2ter of t h e  Committee who is from the i n s t i t u t i o n  (OW12 or 
oixiw), f x m  which the rcsczrch p r o p x a l  i s  being subnittccl, !.:ill 
bc ex?ccted t o  a t tend the Cornittee only f o r  h i s  i n f o m a ^ '  &lo:!, 
and w i l l  have no persuasive o r  voting powers concerning t h e  
acce?taSili ty of tha t  propcssl and i t s  level  of conplianze 
with IiE;J arid 5- guideline?.  

Apprcval af a proposal fo r  a study i n v a l v i n g  h m a n  sabjects s;-,?iL 
be f o r m l i z e d  o n l y  a f t e r  a majority of the  q u a l i f i e d  (s5e para- 
graph above) Conmittee mehers  have had a chance t o  review the 
writ ten proposal, discuss it  w i t h  t h e  other nmbers  of t h e  
Cormittee, obtain adequate answers  f ro3 th? author to t h e i r  
questions, and reach comslete agreement of accep tab i l i t y .  
proposal w i l l  be approved to which ~ n y  Connittee memSer objects 
on the  basis  of consideration of the physical o r  mental welfclre of 
any  human SCLbject. I n  special  cases where a Connittee narbtt 
cannot attend, h i s  comient  and vote can be obtained by m a i l .  

b : ~  

The Connittee's f indings w i l l  be t ransni t ted i n  wr i t ing  to t h e  
appropriate off icer of the  laboratory proposirq t h e  research &A 
to the applicant. Release of f u n d s  shall be cont.rollcd by thc 
guidelines t o  HEH-536 (Annex 3 ) .  The appl icant ' s  adminis t ra t ivz 
superior shall maintain continuing review of the project 
a c t i v i t i e s .  
study protocol, he must  subnit  the proposed changes to t h e  
comiiittce for approval bsfore put t ing them in to  practice. 

If a responsible invest igator  plans a change i n  
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Committee K e a t i n g s  

The Committee w i l l  n e e t  at l e a s t  twice a yea r .  
t h e  y e a r  w i l l  be early i n  Janua ry ,  i f  possible, t o  neet t h e  f o l l o s r i n g  
a d m i n i s t r a t i v e  needs :  

The f i r s t  m e e t i n g  of 

1. E l e c t i o n  of Cha i rpe r son  and Secretary, 

2 .  R c 3 l e c t i o n  of n?i?>ors an3 rep lacement  of t h o s e  m ? y . ! x r s  no l o n g z r  
able t o  serve, 

3 .  Report of t h e  S e c r e t a r y  on  t h e  p r e v i o u s  year's Cc-nittee a c t i v i : i e s  
and on t h e  nunbgr of a p p o v c d  s t u d i e s  t h a t  are  still act ive  and t h e r e -  
fore rcquire c r i t i ca l  rev iew i n  t h e  new year. Establ ishment  of t h e  
c a l e n d a r  for szheduled r ev iew o f  c o n t i n u i n g  pro j e z t s ,  documar.te2 by 
a n  a n n u a l  s t a tus  r e p r t  t h a t  reports any emergen t  problems a n d  
i n d i c a t e s  the n e s 2  for changes i n  r e s e a r c h  protocols or forms for 
o b t a i n i n g  i n f o m a 3  c o n s e n t .  

The second b i a n n u a l  m e t i n g  w i l l  a d d r e s s  any prob lems  in these a & . i n i s t r n t i v e  
areas t h a t  have r i s e n  s h c c  t h z  f i r s t  mee t ing -  

Other meetir.gs will be cal led t o  meet t h e  schedv led  a n n u a l  c r i t i ca l  reviews, 
<and as needed ,  to  c o n s i d n r  a s p e c i f i c  n e 3  proi?osal(s) i n v o l v i n g  
humacs as subjects where E91, EFDA, NSF or o t h e r  governztsntal f u n d i n g  
a g s r , c i e s  h2vc fixsd 2 e z d l i n e s  which t h e  research a p p l i c a n t  is t r y i n g  t o  
meet. I n  sp2cial cases where t i n e  is s h o r t ,  and p a r t i c u l a r l y  where the 
d e f i n e d  r i s k  to the  human subject is a cornmonly accepted oze (i.e., a 
p h y s i c a l  examina t ion  by a l i c e n s e d  p h y s i c i a n )  and does n o t  require Z i s -  
c u s s i o n  w i t h  t h e  project propser ,  t h e  a p p r o p r i a t e  rner-.hrs of the 
Conunittee (Annex 6 )  n a y  be p o l l e d  by phone b y  t h e  Secretary under t h e  
Chai rman ' s  d i r e c t i o n  a f t e r  t h e  rnmbers have  had a c h a n c e  t o  review the  
proposal sent to t h e 3  by mail .  

E .  Requirements  for  R e p r t i n q  any Emergent Problems or P r o p s o d  PreCedural 
Changes t o  t h e  Comittce 

All s e n i o r  i n v e s t i g a t o r s  w i th  proposed or a c t i v e  projects  will receive 
n o t i c e  of c o n n i t t e e  r i e t i n g s  and w i l l  appear b e f o r e  the C o x n i t t e e  in pnrson. 
A t  t h i s  t i m e  t h e y  s h a l l  present i n  w r i t i n g  any proposed c h a n g e s  i n  pro- 
c e d u r e s  and s h a l l  d e s c r i b o  any new r i s k s  and benef i t s ,  a n d  any methods 
for s a f c g u s r d i n g  p a t i e n t s '  r i g h t s  and p r o c e d u r e s  for i n f o r n e c l  c o n s e n t  i n  
advance of i n s t i t u t i n g  t h e s e  changes.  
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c 
J .  

1. 

2 .  

3 .  

4. 

5 .  

The c h a i r m a n  w i l l  ensure an act ive  Cornrnittce by c a l l i n g ,  in z22iL;-- -- a.. 
t o  the regular >-in*inl Mee t ins ,  at l cas t  o n e  c d d i t i o n a l  n2z:i:; t~::? 
year. 

The riembers w i l l  bc e n j o i n o d  to assess every o n s o i n g  project 2 s  ;:SI; 
as new propsdls.  

Extramural Comzt i t t n s  n2mS2rs will be paid a consullant's fez, p r o -  
v i d i n g  they are able to accept it ,  and  t r a w l  e x p e n s e s .  

F u l l  Committee KFnctcs  w i l l  be d i s t r i b G t e d  p r o c p t l y  to all .cc~>.?zs 
in draft form for  corrections and r e v i c s ,  so that t h e  o?L?iozs z . 2  
a c t i o n s  can  bc recorded accurately.  

Crr a regular basis, at l e a s t  annually,  a t  s 3 x  full D i v l s i o n e l  
p r o f k = s i o n a l  s t a f f  m e t i n g ,  :he respective i n s t i t u t i o n a l  rc?resE?- 
tative will exp la in  this pro7z-am for protection o€ hunnn su3jr;crs 
t o  h i s  s t a f f  and reinforce t!ac i n p r t a n c c  t o  h i s  d i v i s i o n  of h i s  
staff following t:?? HEW and EHDA R e g u l a t i o n s  and G L i d c l i n e s  on t:14 
use of human subjsfts in r e s e a r c h .  

- TJocatic.7 of Records 

The records of th i s  Coxi i t t ee  will be kept: in the o f f i c e  of t n e  Fxoz '~~- i - . -=  
S e c r e t a r y  and w i l l  be available to the C m n i t t c e ,  staff, and go-Jerrc.enz 
au2itors on denand. 
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(c )  " Inforxzd  consent"  means t h e  knowing ionsen t  of an i n J i v i d u a l  or 
h i s  l e g a l l y  au tho r i zed  r e p r e s e n t a t i v e ,  so s i t u a t e d  as t o  b e  a b l e  t o  e x e r c i s e  
f r e e  power o f  cho ice  w i t h o u t  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  other form of c o n s t r a i n t  o r  coe rc ion .  The b a s i c  e lements  
o f  i n f o r x c i o n  necessa ry  t o  such consent  i nc lude :  

(1) A f a i r  exp lana t ion  of  t h e  procedures  t o  be fo l lowed,  and t h e i r  purpases,  
i n c l u d i n g  i d a t i f i c a t i o n  of any procedures  which are expe r imen ta 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 scomfc r t s  and r i s k s  reasonakly  t o  be  
e x p s c t t d ;  

( 3 )  a d e s c r i p t i o n  of a n y  b e n e f i t s  reasonably  t o  be  expec ted ;  

(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  ansue r  any i n q u i r i e s  concern ing  t h e  p rocedures ;  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 a  
d i s c o n t i n u g  2 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 time wi:'nout pre-  
j u d i c e  t 9  th2  s u b j e c t .  

( d )  ' 'Ss;r2t=ry1' means t h e  S e c r e t a r y  of l i ca l th ,  Educa:ion, and Weifare 
o r  any o t h z r  o f f i c e r  o r  employee cf t h e  Dspartment of H e a l t h ,  Education, 
and IJeIfara t o  whom a u t h o r i t y  has been de lega ted .  

( e )  "DHSW" rseans t h e  Department o f  Health, Educat ion,  and Welfare.  

( ) "ERDX" means t h e  Energy Research and Devcloyient  Adminis t ra t ion .  
I 

( f )  "Ap?roved assurance"  means a document t h a t  fulfills th9 requirements  
of  t h i s  p a r t  end i s  approved by t h e  Sec re t a ry .  

(g) " C e r t i f i c a t i o n "  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  DBE!.I 
i n  accordrxce  vith t h c  r c q u i r s x n t s  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  
i n v o l v i n g  'nusan s u b j e c t s  a t  r i s k  has  been reviewed and approved by t h e  i n s t i -  
t u t i o n  i n  accordance wi th  t h e  "approved assurance" on file a t  DHEW. 

(11) "Legel ly  a u t h o r i z e d  r e p r e s c n t a t i v e "  ineans 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 au thor ized  under a p p l i c a b l e  law t o  consent  on beha l f  of a prospec 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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FEOCRAC 
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(c) "Inforrn=d consent" mescs the  
hmo~dng consczt of an individual or hls 
l e~a l ly  authorized reprcse5tative. so sit- 
uated 2,s to be ab!e to  e.;erc!se frec p o w r  . 
.of choice without undce loducernent or . . 
.any element of force. f ra~id,  deceit, da- . . 
r e s .  or other form of c o r s h i i i t  or cotr- 
cion. The basis c!e.mrnts of lniormztion 
necessary to s i c h  consent lacluds 
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dures which 3re experlmenbl: .~ 
(2) a dczcription 0: any a t tmdan t  ais- 

cornfor2 and r b b  reasonably to be cx- 
peckd; .) 

( 3 )  3 description of any benests rea- . 
so!iiUy to be ex2eclt.d: 

(4 )  2. disclosure of any appror?rln!e nl- . 
terr.atirr proc~il*ires t l a t  rnlght be 3d- 
vnntagwu for tke sub:&: 

(5) an oiler to answer an3 inquiriu 

. .  ' - . ... . . . .  
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5 7 ! . ; .I  1 ~ A ~ ~ ~ ~ l i r ~ ~ i ~ > ~ ~ ~  a i i J  I I ~ \ I ~ I . : ~  p b b -  
# i t i l l < - !  - ; l ! r  r l t c  i?rlrnl uf 1101 it#rol$ik- 
ltiiimisn s u l ~ , i t ~ t * .  

1: S:I &p>Iic~Li(,n or propo:3l dn-s nc: 
nz:.ciw'c I ~ ~ O I G . : ~  0:  :~*&r~cl  to  irvol- c 

t.* J:;:;L o-ci L:CJ %le  ir.;.:.i: S I J ~ I : S : : G ~  
Of tke :~,i>::ca:ioz or p x > ~ a I ,  In 
i.:s+. . ~ i l c  5. ! l O U t V r r ,  n!Yn later I t  t r -  
mxer aJoro;r:1te b use a:: or part oi 
bv.xGed l<J:ids for one 0: marc ad1;it .s  
~ ' h i c h  wil: involve subjec!s. m-ci: scch E:- 
tiiity shd1 be reviered nnd ap;roved ii 
accorc!.?ncc with t he  e s c r e n c e  c; tke  L7- 
rtrtxtion prior to t t e  !woli*emc% o! 
subjects. I n  adci:ion. EO 6uch activity 
shall be mdcr taken  until the  ins*.ib&fn= 
has submltLed to flRD.4: (a) A ccrtific%- 
tion that the activity hes been reriewei 
and approved in acccirdincc ~ l t h  t h 5  
pnrt. a n d  (b)  A detsi;e9 descriptio2 G: 
t h e  proposed activity (includbg a?$ pro- 
tocol. revised statement of work or si=!- 
lar document). A4o. o.he;e support 5 
provided by pro jHt  grnnis or cortrec!s. 
subjects shaU Rot  be Involved prior to 
ccrtificztion a n d  L?st!tutlozal e c t t p t  of 
ERDA approval and. in t he  case of eo?.- 
tracts, prior to nwo:iation and f o n d  
amendment of tke con lac t s t a t rmen t  c i  
work. 

hl;z 7: 1'1 s u  bjcc ti. F ~ J  ccr:. t I C . .  :i,jn s!o::: 3 

9 145.15 Evaliiafion and ditporition of 

(a) ?io?iri?hstanding azy  prier rcvfrr.  
approv31, anc! ccrtiItcatlon by iru!!X- 
tlon. all applicatlons or proposals scb- 
mi:kd to E33A 1n:'olving hurnan ssk- 
jets nt risk shall be evr lu i t rd  by the 
Adminlstralor for cmpl icncc  T i 3  t!!b 
part through such oflcers ana em?lo;e5 
of ER3:i 3s he dttcr=?inm to  k ED>.- 
printc. This evalua3on may GGrc !n:o et- 
count, among other mr t lnrn t  fector;:ke 
e p 2 x e n t  r i s k s  to the st:.bjects, U,e a t+  
quncg 0: protection agelut  there riz:s. 
the potentiil bce3t.s of C?e sc:lvlQ t.3 
the subjects at?d to others, and the k- 
portncce of the knowledge to be gzized. 

tbp Disposl:ion. Gn t!ie bnsk 0: hrs 
eralc3:icn of an applicatim cr proposs!. 
pursuant to peregraph ( 8 )  01 this stc- 
tis?. :.nd .cub;ect to  such ap?rc*8-al CT 
reciJ.mn;end~tion by or co::~uItatio:i r::h 
approprink councils. comp-ittces. or 
otker bodies as mey be requked by izx. 
t?ic Administrator shnll I!) Appro:'e. C?) 
DeIC:- for further evaluation. or ( 3 )  Dis- 
a>,prove sunport of the proposed actiV.7 
la \ ( ~ o ! c  or in pnrt. With respec& to E i i Y  
grant or con:r3cl nward or Othei  a F e -  
ment. the Admin:strttor may izp:.s: 
coirdit ions. fncludi:?;: restrictlorn on i \ .C 
use of certsin proceZurcs or certain 5-0- 
jcct groups, or requliing use of speci7.-& 
salc::tiards or lnformcd consenr p r x e -  
durcs when in his judgncnt s:tch ccn- 
d1tio:i.c. a r e  necessary for O x  proteceon 
of liumnn subjects. 

applications end propinls .  

7 15.16 Capernlive Ncti\i!ics. 

Coopcratlvc activities arc those khich 
invcrlve institutions in oddition to the 2-1- 
stitution having an aCretmait r::h 
ERDA (herein referred to its. thoi:ph 2 o t  
limited to. B grantee or p r h c  KC- 
trzctor).  Ex3mples of coope=tlrc act:+ 
ties a r c  thosc of a c m t n c t o r  under s 
grantee or of B subcontractor undrt: a 
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I .. 

BcJrds  : I n t e r n a l  Xedic ine ,  Ncclear Yedicine 
Plerr.bershi?s : S o c i e t y  f o r  E x p e r i c e n t a l  Biology and ffedicine 

Zxerizan A s s o c i a t i o n  f o r  Cancer Research 
Arterican Thyroid A s s o c i a t i o n  
Socie ty  of  Nuclear  :..zdicine 
Southern S o c i e t y  for C l i n i c a l  Research 
Aaerican Medical A s s o c i a t i o n  
h e r i c a n  A s s o c i a t i o n  f o r  t h e  Advancement of Sc ience  
American F e d e r a t i o n  for C l i n i c a l  Research 
Fellow, A,,erican Col lege  of Phys ic ians  
Anerlcan S o c i e t y  of Hematology (1968) 
Heal th  Phys ics  S o c i e t y ,  East Tennessee Chapter 
Temcssee  Academy of Science 
Tenn2ssee Blood Club 

?-.re : A. Bertracd B r i l l  
P o s i t i o n :  Assoc ia te  P r o f e s s o r  of  >!edicine and Radiology, 

Vander5 i l t  School of h l e d i c i n e  

Xerr.bershi?s : h e r i c a n  A s s o c i a t i o n  f o r  t h e  Advancement of Sc ience  
S o c i e t y  of Nuclear Medicine 
Radia t ion  Research S o c i e t y  
A v r i c s n  Thyroid Assoc ia t ion  . 

?!edical P i r e c t o r ,  Di*Jis ion of  R a d i c l o z i c a l  !1?zlth, 
Other  I n d i c a t i o n  of Experience znd Cornpet2nce: 

U.S. P u b l i c  Heal th  S e r v i c e ,  1957-1964, R o c k v i l l e ,  Md. 

Na3e : Donald W. Goodvin 

Add i t i o n a  1 I n  f o r n a t  i o n  : 
Member of v a r i o u s  boards  which change from time t o  t i m e  

1 0 8 1 0 9 1  



. I  

, 

Sane : 
P o s i t i o n :  
S c h o c l :  
1,icensiirc : 
:.'eL.,Sesships : Rosne-Anderson County ?:cadi -31 Sac:t*ty 

Tenncsscz f l9d ic  i? Ansosint ion 
Americin Nedica l  As5ocis t  i on  

N39e : 
P o s i t i o n :  

School : 

?:elvin E. Kooas 
Exectit ive A s s i s t a n t  t o  P r e s i d e n t ,  Union Carb ide  

Admitted t o  

Meaberships:  

N a m e  : 
P o s i t  i o n  : 

School : 

Licensure :  
Board : 
Memberships : 

Naae : 
P o s i t  i o n  : 
School : 
Admissions: 

E m b e r s h i p s  : 

1 8 8 1 0 9 2  

North Dzkota 1961; Tennessee 1964;  Fcde ra l  Dis t r ic t  Cour t ,  
North Dakota 1961; East Tennessee 1964; U. S .  Supreme Cour t ,  
1966 
American Bar Assoc ia t ion  
P u b l i c  Con t rac t s  Sec t ion  
Fede ra l  Bar Assoc ia t ion  
Govzrment  Con t rac t s  Committee 
"n t 3 Cont rac t s  S u b c o m i t t e e  
Tennessee B3r Assoc ia t ion  
S o r t h  Dakota B3r Associa t  ior?. Yard County 

Robert  Lange 
Research P r o f e s s o r ;  A s s i s t a n t  D i r e c t o r ,  L 'n ive r s i ty  of  

earch  Center  

I n  t e m a l  Medic i n e  
h e r i c a n  Assoc ia t ion  f o r  the  Advancenent of Sc icnce  
American ?!edical Assoc ia t ion  
F--..or.ville Acadeay of IIcdicine 
Southern Soc ie ty  of Research 
C e n t r a l  Soc ie ty  of C l i n i c a l  Research 
h e r i c a n  College of Phys ic i ans  
I n t e r n a t i o n a l  Soc ie ty  of HeTatology 

Michael S c o t t  Lawyer 

of M i s s i s s i p p i ,  1970 
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 
F e d e r a l  Bar Assoc ia t ion  
Government Cont rac ts  and Adminis t ra t ive  Law Committees 
M i s s i s s i p p i  Bar Associat ion 



. @ *  

N.1-e : Thomas A .  Lincc ln  
PL :; i t i on  : 
S c h o o l  : 

L i  c L". . , > u r c :  .- 
50s r d  : American Doarci o f  Prevent ive  bIi?.!icinc, by  examinLtion, 

?:2mberships: Fellow I n d u s t r i a l  Medical Assoc ia t ion  
June  5 ,  1963 

Pas t  P r e s i d e n t ,  Tenn. I n d u s t r i a l  Yedice1 Assoc ia t ion  
American Academy of Occupat ional  Medicine 
Xzc r i c a n  Ned i c  a 1 Azsoc i a  t i on  
Past P r e s i d e n t ,  Roane-Anderson County Medical S o c i e t y  
T r e a s u r e r ,  Board of D i r e c t o r s ,  Oak Ridge Regional N m t a l  

Hea l th  Center  

Name : Clarence  C. Lushbaugh 
P o s i t  ion :  Chairman, Medical and Health Sc iences  D i v i s i o n  

D i r e c t o r ,  Radia t ion  Emergency Ass i s t ance  Cen te r /  

School  : 

Licensu re :  
tiemberships : 

Nane : 
P o s i t i o n :  
School  : 
Nsmberships : 

Xams : 
P o s i t i o n  : 

School : 
Licensure :  
Boards : 
Xenberships  : 

American Assoc ia t ion  for t h e  Advancexent of Sc ience  
American Soc ie ty  f o r  Experimental  Pathology 
Associated Researchers  and C l i n i c i a n s  i n  Cancer 
Soc ie ty  f o r  Experimental  Biology and Medicine 
Heal th  Phys ics  Socie ty  

Soc ie ty  of Kuclear Medicine 
A2erican Nedical  Soc ie ty  
Tennessee S t a t e  Kcdical  Soc ie ty  

Rad ia t ion  Research Soc ie ty  I 
I 

John B. S t o r e r  

American Soc ie ty  f o r  Exper inenta l  Pathology 
RadiaEion Research Socie ty  
Soc ie ty  f o r  Exper inenta l  Bi6logy and Medicine 
R a t i o n a l  Council  on Radia t ion  P r o t e c t i o n  and I leasurenxnts  

i 

Joan B. Woods 
P s y c h i a t r i s t ,  Veterans Adminis t ra t ion H o s p i t a l ,  

-1 e nn es s e e  
American b a r d  of Psychia t ry  and  Neurology 
American P s y c h i a t r i c  Assoc ia t ion  
American I ledical  Assoc ia t ion  and S u b s i d i a r i e s  



i 

S o c i e t y  f o r  E p i d e m i o l o g i c a l  Research 
S o c i e t y  f o r  Occupational and E n v i r s i i w n t A l  M e ~ . l t h  
American T h y r o i d  Society 

c 



0 Robert Lange, X . D .  (Univ. Tenn.) , Clnirman, Extramural R e p r e s e n t a t i v e  
Could A. Andre:;s, N.9. (ORAL'),  S e c r e t a r y  

ca John B .  S t o r e r ,  ?! .3 . ,  O f f i c i a l  O W L  R e p r e s e n t a t i v e  
O0 C. C .  Lushbaugh, ?h.D., E.I.D., O f f i c i a l  ORAU R e p r e s e n t a t i v e  
0 A. B e r t r a n d  31-111 (Vanderb i l t  Univ.) ,  Extramural Representative 

Yelvin E. Koons (UCSC) , Lawyer 
* M. S c o t t  Lawyer (oR-w), Lawyer 

* 

O* Donald W. Goodvin, Ph.D. (United Church, O.P.), b!inister 
Ow Joan B.  Woods, M.D. (VA Hosp., Murf reesboro) ,  P s y c h i a t r i s t  

Thomas A .  Lincoln,  M . D .  (ORiiL) , Occupat iona l  3 e d i c i n e  
Kzrl  F. Hubcsr, M.D. (ORAU), C l i n i c a l  Research 

*N Edvrha1cr.a Tompkins, A . B .  (OR\L'), Epideaiology 

0 - Extra=lural  n s b e r  

* - kon-?l.D. menbcr 
W - Womn nenber  

00 - I n s t i t u t i a n a l  r<?pres sn ta t ive  
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+ON OR= PCOPOSALS, 0K:L AFFILIATES DO EJOT VOTE: 
ON OTAU PROPOSALS, o w  AFFILIATES DO xor VOTE. 



. 1 .  .- Annex 7 - Application fo r  approval 

Ident. h'c. - 
APPLICATION FOR TIIE USE OF HUMANS AS EXPERIMEhTXL SUBJECT9 

ro:  COXIMiTTEE ON HL'?vlXN STITIDLES 
Oak Ridge Associated Vnlversities (and 
Oak Ridge National Laboratory 

Date 

Principal Lnveetlgator : 

Co-Investigators : 

Title of Project:  

Use Following Format (Submit Original and 8 Copies) 

I. Obiectives of Experiment: 

(Include statement why experiment must be done in humans, and 
expected benefits from the knowledge.) 

II. Methods of Procedure: 

Brief descriptior of methods, all medications including name and 
dose range, number and types of sut jects  anticipated, timt: for 
single session, total number of sessions,  total duration of sfudy, 
methods used to screen subjects, etc. 

ID. Possible Hazards and their Evaluation: 

W. Radioisotopes and New Drugs 

If the study involves radioisotopes, indicate action of the Xsotopes 
Committee. if new drugs a r e  involved, indicate that appropriate 
application to FDA has been made. 

See page 2 



c - 2- 

y. Responsibility of Principal Irivestimtor: 

Include statement of your procedures for protecting rights of the 
patients and gaining informed consent. 

The principal investigator will follow the procedures of thc Committec 
on Human Studies in olrtahing "informed consent" from the subjects 
under study. The investimtor 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 
developnicnt of unexpected risks will be brought t c  the attention of 
the Committee on Human Studies. 

Starting Date - 

S i w t u r c s  : Principal lnvcstigator 

DIL'ISION REVIEW: 

The application described above has been reviewed and approved. 

official sigaing for the institution: 1 

Signature 

Title 

Institution 

- Date 

<. IO8 I O 9 8  
(Revised January I' 



T 
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f .  

D.fLTii 
(pa t i ca t  o r  pcrson autiiorized to consent for 
pa t icr \ i )  

1. 

2. 

3- 

4. 

5 .  

6 .  

Tinis is 3 nev radioactive d r q :  D T , - V a l i n ~ ~ l - ~ . ~ C ,  

q u a t i t i t ;  nocS. less thaii thoao, required t o  p r u h c e  a?y neasurzblc c? ,=ecz:  
effect in the body. 

Tne radiation dose. vi11 b e  a p p r o d z s t e l y  0-25-0.5 r z d  to the vinole bbG;r, 

Blood sn:?lcs (2 nl) w i l l  be clrzxn a t  i n t e r t d s  dcring a period of 
1-1/2 hours  nf tcr adninis Eration. 

P a t i e n t  should f ee l  no effect f r o n  the drug,: 

\,.hole body counts and scans  w i l l  bc made over a 2-hr p e r i o d ,  

. -  . 
'Rte p a t i e n t  nay vit1idrz.r f ron  the tcs t  at m y  ti:ie. 

I)AT E : 
Investigator 



PROTECTION OF HUMAN SUBJECTS 
A ~$UR;INC E .'C E RTI F l  C A T  10>1 D ECL A R  A T I C S  , 

SIGNATURE OF INSTITUTIONAL O F F I C I A L  

3. DECLARATION T H A T  HUMAN SUBJECTS EITHER WOULO O h  WO'JLO NOT BE IF(VCLVED 
I 

NO I N D I V I D U A L S  WHO M l G h T  B E  CONSIDERED H'JMAN SUBJECTS.  I N C L U D I N G  THOSE FP@U W H 9 . 4  ORGANS, TISSUES. 

I N V O L V E D  I N  T H E  PROP3SED A C T I V I T Y .  ( I F  1:O HULIAN SUBJECTS WOULD BE ISVOLVED.  CHECK T H I S  BOX A N 3  P R O -  
C E E D  T O  I T E M  7. P P O P O S A L S  OFTERMINED B Y  T H E  AGENCY i o  INVOLVE H U M A t l  SUSJECTS WILL B E  R E i U R H E D . )  I 

' I  
HUMAN SUSJECTS WOULD BE :Y 'dOLVED Ih THE F R O P 3 S E 3  A C T I V I T Y  A S  E I T Y E R :  ~2 N 3 N E  O F  T H E  FOLLO'WINC, OK 

RETARJc13.  0 M E N T 4 L L Y  DISABLED.  U N k c R  SECTION 6. C O ' 3 p E R A T I N C  INSTITUT13NS,  0': R E ' i E - S E  O F  THIS  F C ) R M .  
GIVE N A M E  OF I N S T I T U T I O N  A N D  N A U E  A N D  ACORESS OF O F F I C I A L I S 1  A U T H O R I Z I N S  ACCECS T O  ANY S U a J E C T S  I N  
F A C l L l T l L S  N O T  UNDER Dl.3ECT CONTROL OF T H E  A P P L I C A N T  0 3  O F F E R I N G  I N S T I T J T i O N .  

0 IHCLU31NG: O M I N O R S ,  FETU:EC, C-4-E33PT'JSCS, f-J P R E S N A N T  WGWEY, a PRISONERS. C ) M E ? J T A L L Y  

-- -- 
4. DCCLARAi:ON OF ASSURkNCE STATUS/CERTIFICATION OF REVIEW 

I 

=A. TP lS INSTITUTION H A S  NOT P R E V l 9 U S L Y  F I L E 3  AN ASSURANCE A N D  ASSURANCE IHPLE'AENTIN; PROCECUDES FOR THE 
~ i ( 3 T E C T I J N  O F  HUMAN SUBJECTS WITH T H E  CtlCW T H A T  A P D L I E S  T O  THIS A P 2 L l C A T 1 3 P l  OR ACTIV ITY.  A5 fc lRANCE l i  
h Z h E 3 Y  G l i E N  T H A T  THIS I N S T I T U T l C X  W I L L  COMPLY WITH R E V U I R E M E f l T S  O F  DNEIV Dcpul r r :o ,p  45 C F R  d6, T H A T  I T  l it ,? 
ESTAOLISHEJ A N  I N S T I T U T I O Y L L  REVIEW BOARD FOR T H E  P R I J T E C T I O N  O F  H U M I N  ' rUgJ€CTS AND. W i r E H  R E Q U E S T E D ,  
W I L L  SUBMIT T 3  DHEW D O C U M E N T I T I C V  AND C E R T I F I C A T I O N  O F  SUCH REVIEWS A N 0  PR'JCEOUHES AS MAY 9E RE-  
C J I R E D  F C R  I M P L E M E N T A T I O N  O F  T e l S  ASS-RANCE Fat7 T H E  P R O P O S E 0  P R O J E C T  OH A C T I V I T Y .  

- 
D A T E  

u 8. THIS INSTITUT13'4 HAS AN APPR3 'uED GENERAL ASSURANCE (DHEW L S S U 3 4 Y i E  Y U M E E 3  _ ) S R  A N  A C T I V E  
SPECIAL  ASSUR4NCE FOR THIS C)NCOINS A C T I V I T Y ,  ON F I L E  WITH DHEbV. T V E  S I S N E R  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 Y  -1 .  ; A P P L : , : ~ T I ~ N  P?rJ>G; *qG T 3  IWV0L .L  + > V A N  i U d J E C T 5  + & L E  LJCCN E i C ' J ! < n Z >  A N G  A?PF..3':CD S f  THIS 
INSTl i "cT13N'S I N S T I T U T I S N A L  R E V l E l l  B O A f i O  1.4 A C O N V E N E D  M E E T I N G  C N  :PIC O M T E  S F  
Y i T h  T H E  REOUJREMENTS O F  T H E  Coda o! Fcdor4f R e d u l a f i m s  on P i o f s c l i o n  01 f f c r a n  5ubjro:r ( 4 5  C F R  46). THIS C E R 7 1 F I C A -  
T ION INCLUDES.  WHEN A P P L I C A B L E ,  REQUIREMENTS F C d  C E R T I F Y I N G  FDA STATUS FOR C A C H  I N V E S T I G A T I O N A L  NEW 
& R U G  TO B E  USED (SEE REVERSE SIDE CF THIS FOR%).  

1 %  A C C 3 R O A N C E  

THE INSTITUTIONAL REVlEbV BOAR3 HAS DETER'.Ii'4ED. AND T H E  INSTITUT!ONAL C F F l C l A L  SIGNING BELOW C D N C U E j  
T H A T :  

E I T H E R  0 HUMAN SUBJECTS W I L L  N 3 T  B E  A T  RlSr(; OR 3 H!JMAY SUBJECYS WILL B E  A T  RISK. - 
5. AND 6. SEE REVERSE S I D E  

7 .  N A M E  AND ADDRESS OF INST lTUT lCN 

- 
T E LE PH 0 N E NU M B E  R - 1  8. T j T L E  OF INSTITUTIONAL O F F I C I A L  

c 
I 

HEW-596 ( R e v .  4 - 7 5 )  
ENCLOSE THIS FOR.'d IrlTfl TILE PROi'OSAL OK R E T U R N  IT TO REQVES'I l iVG AGEiYCY. 

I O 8 1  1 0 0  



2. 

1. In the opicion of this committcr the r isks  to ths  rig5ts acd  elfa are of 
the subjects in this project o r  zctivity are: 

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

In the opinioa of the committee the potential benefits of this activity 
to the subjects outweigh any probable risks. This opinion is justified 
by the following reasons: 

3. 

4. 

5. 

In the opinion of the committee the following i n f o r m 4  consent pro- 
cedures will be adequate azc! appropriate: 

The committee seeks contiming communication with the investi- 
gztoqs) on this project along the following lines: 

Other committee comments: 

Approve 

Disapprove 

/ 

Chairman of Committee 

Date 
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JUL 2 1880 

W o n  Carbfde Corporation 
Nuclear D1 VI SI on 
Am: k. knwn Postrr ,  Dirwtor 

Por t  Wffcr Box x 
Oak Rlw, Trnnrsur 37830 

Oak Ridge Watlonal Laboratory 

68ntlrrwn: 

OM1 H W  USE WERIMENTM PROCEDURES 

Ue have recently been contacted by the Offtce for Protaction frxm Research 
R l t k t  I n  W Offh of the Dlructor o f  NIH commlng tha exposum uf  om 
or sora ORWL a~ployeet to 12-0-ktrodacanoyl phorbol 13-6cetak (TPA) i n  
the sprlng o f  1979. This lncldence 1s viewed by OR0 wlth coasldcrable con- 
cern for several masons: 

1. I t  i n d i c a k t  that the  ORNL pmceduras f o r  human use experfmento 
are clther Inadequate, not khg followed, or that ORNL miploy- 
ees are not aware o f  thg. 

2. In response to an inqulry frm the Natlorul Cancar Inst l tuts ,  O W  
acknowledged by 'Ictkr o f  February 28, 1980, that an exposure dld 
occur. The ORWL response also Indicated that the " In  v i t r o  studies 
using TPA a n  not associated w l t h  13y NIH rant or qy NIH contract 

lapllcs that DOE would condone such rctlvltler. On the contrary, 
the Department o f  Energy frrposes ttm same rtgu1-t~ as dort 
MIH, In any case, the source of fundlng I t  lasaterlrl s f m  KI 
work i t  oR)(L Is conducted for DOE under the D W U C C - N D  corrtrrct. 

but rather r i th  fhpartnmt of Lnrgy fund 1 ng." Thtt stakarnt 

" C " . I C * C ' \  
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Unlon Cdrblde Corporation -2- 

In ordrr that we my bo a s s u d  tbat ORHL prrctlcrs a d  proedunr con- 
corntng wearch lnvolvlmg W n  rubjacts my mrorrrbly  k -tad 
to pnwnt such occurmnces IR thr fukrr, M I m d  tbr f o l l d o g  la- 
forputlon: 

31 ward y , 

ER-13:YRB 

CC: R. F. HlbbS, UCC-RD 

W g i n a l  Signed by 
Joseph A. Lenhard 
Joseph AS Lenkrd 
1Sirlstant ka8get for Enugy 

R e S ~ r c k  &Id DewlogBut 

, 

1 0 8 1  I 0 3  
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DEPAR' ENT OF HEALTH, EDUCATION .ND WELFARE 

3. a sta-t of #e h s t i t u t i m a l  policy regatling d e w  
of such activities and what is being &ne administratively to 
insure uderstanding of, and ccmplianoc with, the policy on 
the part of researchers; 



i 
D E P A R T M l  OF H E A L T H .  E D U C A T I O N ,  A W E L F A R E  

4. bw the current institutional policies rCym3h-q use and hsndlincJ 
of h a m  carcinogenic ard ot!! hazardous raterials adequately axer 
res-& involving human s u b j m .  

2% enclosed letter to X I  states that  the incidents were ammcted w i t h  
researchsuppurtedbY~Departren t of Energ. It is important to note 
that, in adtlitim to the De-t of Health and H u m n  Scrvicrs nquimrmt 
fca IRB review of all research involving h m  subjects, the Departncnt 
of imposes the sam r e q d r a m t s  f a r  res- w h i &  it supports. 
The Department of ~rerqy may take steps bdcpedmtly of t h i s  office to 
detcnnine whether Oak Ridge National Iabratories is materially fu l f i l l ing  
its respnsibilities for p w  ‘on of h m  subjects. 

‘Ihank you for  your ampration in this mat t e r .  
Pnrrpt respollse. 

I look forward to your 

Sinaxely yours, 

Charles R. Madf[ay, Ph.D. 
Deputy D w r  
O f f i e  for Probxt icm 
frcmResetch Risks 
O f f i c e  of the D h c t o r  c E n c l m  

cc: Dr. Dcrrans)u ‘ I  

m. Slaga, mSX, 
Dr. Fry, UmL 
D r o  Ricfipncad, aRNL 

tls . Dianne Gresham 1 

Dr. HerxlanPostma // 

i 

I 

I I 
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G n K  RIDGE NATIONAL LABC. .ATORY 
O P C R A T L O  B Y  

UNION C A R B I D E  CORPORATION 
NUCLEAR DIVISION 

POST OFFICE BOX Y 

O A K  RIDGE, TENNESSEE 37830 

February 28, 1980 

Dr. Thaddeus J. Domanskt 
Division of Cancer Research, Resources 

and Centers 
National Cancer I n s t i t u t e  

Westwood, Bui 1 d i n g  
Bethesda, Mary1 and 20014 

@ National In s t i t u t e s  of Health 

Dear Thad: 

' In response t o  pur recent telephone inquiry concerning alleged TPA 
experiments u s i n g  human subjects,  i t  is  hoped the following explanations 
will provide you w i t h  su f f i c i en t  information. 
received a telephone c a l l ,  from probably the same individual who contacted 
you, accust'ng me o f  t rea t ing  people w i t h  TPA. 

I m i g h t  add t h a t  I ,  t oo ,  

--- 
c 

First, 1 would l i k e  t o  state emphatically t h a t  I have never treated 
anyone other  than myself w i t h  the agent, TPA, nor do I have p l a n s  t o  i n i t i a t e  
such investigations us ing  human subjects .  I d i d  on one occasion i n  the spring 
o f  1979 apply a -very small amount of TPA t o  my own s k i .  
primarily out o f  cur ios i ty  outside the laboratory and a f t e r  hours. 
four other indlviduals i n  my research group a l so  applied a small amount o f  TPA 
t o  t h e i r  own s k i n  one time. 
the agent. Since TpA had been found t o  cause inflamnation and hyperplasia i n  
mouse skin, I was interested in determining the e f f e c t  on human s k i n  especial ly  

Our laboratory had determined, f o r  example, t h a t  TPA inhibited human foreskin 
growth i n  cul ture .  These i n  v i t r o  studies u s i n g  TPA are n o t  associated w i t h  
my NIH grant or  my NIH c0nFa-t ra ther  w i t h  Department o f  Energy f u n d i n g .  
Croton o i l ,  the  source of TPA, has been and s t i l l  is, t o  a certain degree, 
used f o r  a variety of reasons on both humans and i n  veterinary medicine. 

This was done 
In addi t ion,  e 

I ne i ther  asked them t o  do such nor d i d  I apply 

since there  were reports suggesting TPA might i n h i b i t  growth i n  human cells. 7 

I would l i ke  t o  polnt out t h a t  it was suggested t h a t  perhaps such studies 
on a very small scale  were warranted. I therefore  applied f o r  permission t o  
perform such studies u s i n g  humans and presented the propos.ed research t o  our 
local Comit tee  fo r  Human Rights  wh ich  reviews such work. 
the proposed investfgation had d e f i n i t e  s c i e n t i f i c  merit b u t  opposed the 
select ion o f  voluntary laboratory personnel as subjects.  

The Comit tee  f e l t  

They a1 so encouraged 



February 28, 1980 
Page 2 

a more extensive investlgation t h a n  I was interested i n  pu r su ing .  
asked t h a t  I resubmit the proposal although I never d i d  so.  
got  around t o  it, and 1 must confess I have now l o s t  a l l  I n t e r e s t .  

They 
I simply never c 

Above a l l ,  1 must emphasize t h a t  t h i s  has n o t h i n g  t o  do w i t h  my NIH 
grant supported wsearch which concerns polycycl i c  hydrocarbon metabol ism i n  
mice o r  my NIH contract which concerns ' in -- vitro transformation of mouse 
epidermal c e l l s .  I am c e r t a i n l y  well aware.of the N I H  ru'les and regulations 
governing research involving human subjects and would never abuse t h a t ,  

I am indeed sorry this  incident  has developed to  such a point and 
s incere ly  hope i t  can now be p u t  t o  r e s t .  
please do not hes i ta te  t o  contact me. 
Cancer and Toxicology Program, ORNL and/or Dr. C .  R.  Richmond, Acting Director, 
Biology Division, ORNL a re  both very famil iar  w i t h  the  s i t ua t ion  and would 
be happy t o  t a l k  w i t h  you. 

Should you d e s i r e  more information, 
In addition, Dr. R. 3 .  M. Fry, Head, 

-9 . Thank you very much. 

Sincerely, 

Thomas 3 .  Slaga, Ph.D. 
Senior S ta f f ,  OWL 

4- R.  J .  M. Fry, M.D. 
Head, Cancer and Toxicol ogy Program 
Eli 01 ogy D i  vis i o n  , ORNL 

. C. R. Richmond, Ph.D. 
Acting Director, Biology Division 
ORNL 

. T3S:ms 

c 



Ident. No. - 56 

APPLICATION F03 THE USE OF HUMANS AS EXPERIMENTAL SU3JECTS 

c 

c 

To : COMEnlEZZ ON 3'XWJ STUDIES 
Oak 3idge Assoc is ted  U n i v e r s i t i e s  arid 
Oak iiidge Nat iona l  Labora tory  

Date: June  7,1979 

P r i n c i p a l  I n v e s t i g a t o r :  D r .  Thomas J. S l a g a  

Co- Inves t iga to r s :  D r .  Susan M. F i s c h e r  
D r .  Andre Kle in-Szanto  

- T i t l e :  I n  Vivo E f f e c t s  of TPA on A d u l t  Human S k i n  

I. ObJect ives  of Experiment: 

P rev ious  work with 12 -0 - t e t r adecanoy l  phorbol  1 3 - a c e t a t e  ('ITA) has 
shown it t o  be a noncarcinogenic  tumor promoting agent  on mouse s k i n .  
A r e c e n t  s tudy  on c u l t u r e d  human f o r e s k i n  epidermis ,  however, sugges t s  
that t h i s  agent  may be i n a c t i v e  i n  hmans, a l though  c u l t u r e  e f f e c t s  
can not  be ru l ed  out .  A s  d i f f e r e n c e s  exist between newborn and a d u l t  
mice ( i n  v ivo  bu t  s o t  i n  v i t r o )  w i th  r e s p e c t  t o  TPA a c t i v i t y ,  it i s  
necessa ry  t o  determine whether "PA i s  a c t i v e  i n  adult human sk in  bo th  
i n  v ivo  as w e l l  as i n  c u l t u r e .  The d a t a  from t h i s  s tudy i s  ex t remely  
impor tan t  i n  determining t h e  r e l evancy  o f  mouse sk in  tumor igenes is  
s t u d i e s  as models f o r  h u n  c a r c i n o g e n e s i s .  

11. Methods of Procedure 

TPA w i l l  be a p p l i e d  i n  ace tone  i n  s i n g l e  10 and 20 ug doses  t o  t h e  
s k i n  on t h e  i n s i d e  of t h e  lower forearm ( dime s i z e  a r e s  ) 4 o r  2 days  
p r i o r  t o  b ios sy .  Skin punch b i o F s i e s  (3mm i n  d iameter )  of t h e s e  a r e a s  
w i l l  be performed by a l o c a l  d e r m a t o l o g i s t ,  Tiovo Rist ,M.D.  i n  his 
o f f i c e ,  u s ing  s tandard  procedures  i n c l u d i n g  l o c a l  a n e t h e t i z a t i o n  and 
s u t u r e s  i f  needed. The removed t i s s u e s  w i l l  be f i x e d  and processed  
f o r  h i s t o l o g i c a l  examination s i n c e  t h e  key f e a t u r e  of TPA a c t i v i t y  
i s  l o c a l  inflammation and h y p e r p l a s i a .  
i n  t h i s  study: 
knowledge and exper ience  with t h e  a g e n t  under  i m e s t i g a t i o n .  

F i v e  v o l u n t e e r s  w i l l  p a r t i c i p a t e  
A l l  a r e  members of  th is  l a b o r a t o r y  and have p r i o r  

111. P o s s i b l e  Hazards and t he i r  E v a l u a t i o n  

We a n t i c i p a t e  no adverse  e f f e c t s  o t h e r  t h a n  minor s k i n  i r r i t a t i o n  
as a result of  "PA a p p l i c a t i o n .  While i n f e c t i o n  of the b i o p s i e d  area 
i s  p o s s i b l e ,  i t  i s  u n l i k e l y  and would be under immediate and c o n s t a n t  
c a r e  of  t h e  de rma to log i s t .  

IV. Radio iso topes  and New Drugs 

This s tudy  does not  i nvo lve  t h e  u s e  of  r a d i o i s o t o p e s  i n  human s u b j e c t s .  
TPA i s  a n  i n g r e d i e n t  of  c ro ton  o i l  which has been used t o p i c a l l y  as a 
c o u n t e r i r r i t a n t  i n  v e t e r i n a r y  medicine.  



c 

V .  R e s p o n s i b i l i t y  of  P r i n c i p a l  I n v e s t i g a t o r  

t h e  informed ccnsent  fam, which w i l l  be s igned  by t h e  v o l u n t e e r  and 2 
wi tnesses  t o  assure full unders tanding  of t h e  p r o j e c t .  The a t t e n d l 3 g  
d e - m a t o l o g i s t  w i l l  s ee  t o  t h e  s a f e t y  and wel l -be ing  af t h e  vo lun tee r s .  
Any changes i n  metncds of F r x e d x r e  o r  i n  t h e  devel, : tpent of unexzeztel  
r i s k s  w i l l  be brought t o  t h e  a t t e n t i o n  of t h e  Committee on 2-n S-,adies. 

Copies  of t h i s  a p p l i c a t i o n  w i l l  be  read t o  each  v o l u n t e e r  as w i l l  be 

S t a r t i n g  Date:  q $ z m q d k ; ; J 9 )  

9 1  rTnn+,,rec * P r i n c i p a l  I n v e s t i g a t o r  

DIVISON WIEW: 

c 



. I ,* .. 

Oak Ridge National Labora tory  
Bicl,qzy D i v i s i m  

CONSENT FOR USE OF TISSUES I N  RESEARCH PROJECT 

Subjec t :  Age : Sex: 

Date : 

I hereby a u t h o r i z e  t h e  fo l lowing  procedure: 

(1) A p p l i c a t i o n  of t h e  agent  12 -0 - t e t r adecanoy l  phorbol  
1 3 - a c e t a t e  (TPA) t o  small a r e a s  of the  skin of t h e  lower 
forearm. 
ace tone .  

The doses t o  be used are 10 and 20 ug i n  

( 2 )  Removal of a small segment of s k i n  (3mm) from t h e  t r e a t e d  
arees by punch b icpsy  w i l l  be performed by t h e  de rma to log i s t ,  
Toivo E. R i s t ,  M.D. 

I understand that t h e  above biopsy procedure is a r o u t i n e  d i a g n o s t i c  
procedure commonly used i n  s t u d i e s  of sk in  d i s e a s e s .  
involved i n  t h e s e  procedures  a r e  very minirnal. 

The r i s k s  

I have been informed and understand that my consent  t o  be t r e a t e d  a s  
desc r ibed  above w i l l  no t  p r e s e n t  any risks t o  m e .  

Signed 

Date 

The foregoing  consent  was read, d i scussed  and s igned  i n  my presence,  
and i n  my opin ion  t h e  person  so s igning  d i d  so f r e e l y  and wi th  f u l l  
knowledge and unders tanding .  

Witness Witness 

Date Date 

c 



c R E V I E W  AND ACTION 

Principal Investigator 

ORAU/ORNL Committee on Human Studies 

Dr. Thomas J. Slaga Ident. No. 56 

Project T i t l e  IN VIVO EFFECTS OF TPA ON AUKLHUW SKTN 

1. 

2. 

3. 

4. 

I n  the opinion of this corni t tee  the rights and welfare o f  the 
subjects i n  t h i s  project o r  ac t iv i ty  will be protected. 
committee s t a t e s  t h a t  adequate safeguards against any untoward 
e f fec ts  have been provided. 

The 

In  the o p i n i o n  of the c o n i t t e e  the informed consent procedures t o  
be used i n  th i s  project will be both appropriate and adequate. The 
corni t tee  a lso finds t h a t  no inappropriate psychological o r  socio- 
logical r isks will e x i s t  for  the subjects involved i n  this project. 

The comni t t ee  seeks continuing communication w i t h  the invest igator(s)  
on t h i s  project a long  the following lines: 

Other committee comnents.: 
The study should not be carried out as designed. 
so desices, the study should be redesigned and resubmitted. 
was sent to Dr. Slaga explaining the basis f o r  the disapproval of 
t lie Committee . 

If the investigator 
A letter 

c 
Approve 

Disapprove 
X 

7/27/79 
n-r, 



O M U - t  #L COXYITTEE ON HUNAN STUDIES t I N G  RECORD 

f Proposal Number and Title ?I56 IN VIVO EFFECTS OT TPA ON ADULT W A S  S K I N  

Principal Investigator Dr. Thomas J. Slaga 

VOTE OF CO?MITTEE 

Disapprove Comment Date 

7/27/74 
I( 7 2 7 / 3 7 '  

?LA 
k 7-27- '7 7 

10. 

11. 

12. 

13. 

14. 

Chairman's statement of Committee consensus: 

Acknowledgment of submitter: 

1 0 8 1  I 1 2  



U N I O N  CARBIDE CORPORATION 

N U C L E A R  DIVISION 
P.O.  BOX X ,  O A K  RIDGE, TENNESSEE 37830 

(- 

Ys. Dianne Gresham, Sec re t a ry  
ORAU/OXlL Human S t u d i e s  Committee 
Oak 3idge Assoc ia ted  U n i v e r s i t i e s  
Medical and Heal th  Sc iences  Div is ion  
O a k  fiidge, Tenn. 37830 

Dear ilianne: 

I an sorry I will Se unable t o  a t t e n d  t h e  committee m e t i n g  on Fr iday .  

I have reviewed t h e  p roposa l  on "In Vivo Effects of TPA'on Adult  Human 
Skin" ( 3 0 ,  56) and would l i k e  t o  have my vo te  recorded i n  f a v o r  of 

' 

the  experiments.  

c 

Since re ly ,  

Q4-y 
Ruby A. Xiller 
Ass i s t an t  D i r e c t o r  
PuSl ic  Re la t ions  

1 0 8 1 1 1 3  



Oak Ridge 
Associated 
Universities (- Post Office E O ~  117 

Oak Ridge, Tenrtessee 37330 

(615) 576-3098 

February  2 1 ,  1980 

D r .  Thomas J. S laga  
Biology Div i s ion  
ORNL 
P. 0. Box Y 
Oak Ridge, TN 37830 

Dear D r .  Slaga: 

Medical and 
Health Sciences 
Division 

I a m  e n c l o s i n g  a copy of a l e t t e r  s e n t  t o  you i n  August from 
D r .  Lange n o t i f y i n g  you of t h e  ORAU/ORNL Committee on Human 
S t u d i e s '  f i n d i n g s  a t  t h e i r  J u l y  27,  1979, meeting. 

It is w i t h  r e g a r d s  t o  t h i s  l e t te r  t h a t  t h e  a t t a c h e d  copy of 
t h e  v o t i n g  form i s  t o  b e  s igned  by you. 
I n  t h e  enc losed ,  s e l f - addres sed  envelope a t  your ear l ies t  con- 
venience  f o r  t h e  purposes of keeping our r eco rds  updated. 

P l ease  r e t u r n  i t  t o  m e  

Your a s s i s t a n c e  and coope ra t ion  w i l l  be a p p r e c i a t e d .  

dg 

Enclosures:  3 

S i n c e r e l y ,  

Dianne Gresham, S e c r e t a r y  
ORAU/ORNL Committee on Human 

S t u d i e s  

c 
1 0 8 1 1 1 4  
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THE UNIVERSITY CF TENNESS€E 
MEMOEIlAL RESEARCH CENTER 

August 13, 1979 

Dr. Thomas J .  Slaga 
Biology Division 
ORNL 
P. 0. Box Y 
Oak Ridge, TN 37830 

Dear Dr. Slaga: 

7924 ALCDA HIGHWAY 
KNOXVILLE. TENNESSEE 37920 

OLEICE OF TYE CHAIRMAN A N 0  OILIECTDEI 
16751  971-3-65 

The Human Participation Committee appreciated the time you 
took to  discuss your project "In Vivo Effects o f  TPA on Adult Human 
S k i n . "  Although the project was thought t o  be meritorious, there 
were some questions regarding the selection o f  subjects and the 
consent form. 
this time, b u t  would be willing t o  reconsider a revised proposal. 
I hope you will see your way clear  t o  resubmit. 

The comit tee  voted not t o  approve the project a t  

Sincerely, 

Robert D. Lange';' M.D. 
Chairman 

n h P  
cc: Ms. Dianne Gresham 
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cc by CRRichmond 2/13/80: 
T. S1aga H stma 
3 .  Storer L.  Lushbaugh (ORAU) 

Stauffer cited for air 
pollution violation 

An emission from StaufTer Chcmi- 
cals’s Slanchester plant in Houston last 
week caused 53 persons to seek hospital 
trcatment. Firc Dcpt. oflicials idcntificul 
the substance spewed from thc plant’s 
No. S stack as sulfur dioxide, a nontoxic 
irritant, but Strrufrer reprcsentatives at 
the plant would ncithcr confirm nor 
deny the identification. 

Elwmd Lentz, senior vice-president 
for the company’s Southwcst regional 
oflice. blamed employecs who failcti to 
report a jammed air-control valve on the 
furnace. 

The incident took placc shortly before 
6 p.m. on Fch. 5, and amounted to a 
“puff of smoke” that drifted from the 
stack and dissipated minutes later. 
Eocene Sew, an enforcement oficcr for 
Houston’s Ilealth Dcpt., was unable to 
r t w h  manarrment at the plant to dcter- 
p .  : t i .  the ausc .  and issucxl Staulrcr a 
citation for air pollution. Violations 
c a r v  a maximum fine of $1,000. The 
company has 10 days to answer. 0 

( 

IO8.1.1 I b 

T. T. Ode11 
S. Garrett 

basis of safcty and health. MI# probes tumor’ Attention has been focused on the 
issue reccnt~y since o w A  cited t tmwi- 
can Cyananlid on charges of forrinc 
female emp!oycrs a t  one unit of its Several Union Carhide cmployees at 
\Yi1Iotv Island. W.Va.. plant to chmsc Oak Ridge National Laboratory a rc  
&tween thcir jolis and their child-bear- suspcct~xl of havinc tested a potent 
ing capability. The company has pro- tumor promoter on themselves without 
tested the ruling (CIv, J a n  9. p. 22). authorization. An inquiry is under way 

The proposed guidelines would give by the National Institutes of Health to 
the employer the opportunity to submit determine whether the suspected testing 
information or conduct studies to prove violatcd the lab’s agreement to use 
that certain women should be treated federal grant money in conformity with 
differently for health reasons and tha t  NIH’s guidelines for research with 
men’s health is not affected by similar human subjects. 
exposure. Chester Richmond, acting director of 

For example, employers who want to the  Biology Division at Oak Ridge, says 
determine the reproductive effects of a tha t  it is his understanding tha t  about a 
particular exposure on pregnant females year ago, researcher Thomas J. Saga 
would also have to study nonpregnant . and “several individuals” believed to be 
females and males. The agencies said co-workers in Slaga’s lab, applied 12- 
they recognize that temporary policies 0-tetradecanoylphorbol-13-acetate to 
might have to be adopted, but only after their skin. Richmond asserts tha t  Slaga 
other alternatives have been considered and the others applied the compound to 
and the policy is tailored specifically for themselves, not to each other, and t h a t  
the group affccted and provides for they did so outside the laboratory, on 
research on possible health effects to their own time, and without any authori- 
other workers. The research would have zation from Oak Ridge. A tumor  
to be completed within two years. Firms promoter, such as the compound in ques- 
without the resources for the research, tion, induces tumor formation when 
the proposal adds, could ask OSHA to acting in conjunction with a carcinogen. 

Slaga told CW he applied the tumor 
Written comments on the proposed promoter to himself, and that some 

guidelines must be received by EEOC by other people in the lab applied i t  to 
June 2 0 themselves. Slaga said tha t  the com- 

pound has opposite effects on mice and 
human cells in vitro. “I was just  very 
curious to see if it would produce a little 
welt on the skin,” he said. “I look at i t  3s 
absolutely nothing.” Co-workcn in the  
same lab as Slam dcclined comment. 

C.C. Lushbaugh, chairman of t h e  
Medical 3nd Iiealth Sciences Division at 
Oak Ridge Associated Universities and a 
mcmbcr of Oak Ridge’s board tha t  
reviews human-subjcct rcsearch propos- 
als, says Slaga submitted a proposal to 
the committcc on June 7. 1979, to allow 
him to experiment on human subjects 
with the tumor promoter. His request 
was discussed, hut denied, a t  the July 27. 
1979 mecting. The committee sumcstcd 
that Slaga rcvise his proposal. Saga’s 
formal request apparently came scveral 
months aftcr - the human testing al- 
legedly occurred. 

Charles hIacKay, deputy director of the 
Officc for Protcction From Research 
Risks a t  NIH, says his tdfice has no rccord 
tha t  Slaga’s research was to involve 
human subjects. 

dP shea is workiny i l d e r  a m a n t  from 
‘thc Sational Cancer : ii:;titute to test the 
.tumor promoter on mice as part  of a 
larger research projc*t. On Jan. 21, 
h’lll’s program oficur, Thaddeus Do- 

testing at Oak Ridge 

C carr). i t  out 

manski, told Slaga to submit, as SOOR as 
possible, a written statement testifyinc 
tha t  the alleged use of the tumor 
prornotrr on humans had nothing to do 
with the grant. The statement must be 
sicncd hy Slnpa and the Oak Ridge 
administrator for government grants. 
Slam said he has sent the letter to YiH. 

Oak Ridge National Lab is owned by 
the federal government and operated by 
Union Carbide, which employs the work- 
ers at the lab. Both the lab and Union 
Carbide abide by NlH guidelines for 
experimentation with human subjects. 
Oak Ridge has a n  agreement with NIH 
tha t  stipulates tha t  all human-subject 
research proposals first will be cleared 
through a n  institutional review board at 
the lab. Proposals are then reviewed for 
approval at SIH. 0 

New €PA rules aim at 
particulate emissions 

‘New ammonium sulfate plants would 
have to remove up to 99.9% of their 
particulate emissions under rules pro- 
posed by the Environmental Protection 
Agency. 

The proposed rules would require 
venturi scrubbing or fabric filtration to 
control particulates. The EPA ‘estimates 
tha t  the capital costs would add less 
than 0.01% to the wholesale price of 
ammonium sulfate. 

In spite of the relatively low cost, the 
EPA estimates that the rules would 
reduce particulates from ammonium SUI- 
fate dryers from 737 tonslyear, the 
amount estimated for 19s  if no federal 
rulcs were established, to 144 tonslyear. 
Compliance would amount to an  801 
reduction of particulate emissions under 
a state implemcntation plan. 

The proposed rules would limit CY- 
haust emissions from the dryers to 0.15 
kilogram of particulate matter per 

7 megagram of ammonium sulfate. The 
rulcs would require continuous monitor- 

. ing of the pressure drop across the 
control system to ensure proper opera- 

- tion and maintenance. 
The rules would apply to new. modi- 

fied and reconstructed ammonium qul- 
fate d y r s  at caprolactam by-produkt 
ammonium sulfate plants. synthetic am- 
monium sulfate plants, and coke oven 
by-product ammonium sulfate plants. 

EPA puts the compliance cost for the 
ammonium sulfate industry at about $1 
millionlyear by 19%. Annqalited cost to 
the industry in the fifth year would 
amount to W.OO0. The rules are open 
for comment until April 5. 0 

’ 
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basis of safety and health. 
Attention has been focused on the 

issue recently since OSHA cited Ameri- 
can Cyanamid on charges of forcing 
female employees at  one un i t  of its 
Willow Island, U’.Va., plant to choose 
between their jobs and their child-bear- 
ing capability. The company has pro- 
tested the ruling (CW, Jan 9, p. 22). 

The proposed guidelines would give 
the employer the opportunity to submit 
information or conduct studies to prove 
that  certain women should be treated 
differently for health reasons and that 
men’s health is not affected by similar 
exposure. 

For example, employers who want to 
determine the reproductive effects of a 
particular exposure on pregnant females 
would also have to study nonpregnant 
females and males. The agencies said 
they recognize that temporary policies 
might have to be adopted, but only after 
other alternatives have been considered 
and the policy is tailored specifically for 
the group affected and provides for 
research on possible health effects to 
other workers. The research would have 
to be completed within two years. Firms 
without the re,sources for the research, 
the proposal adds, could ask OSHA to 
carry i t  out. 

Written comments on the proposed 
guidelines must be received by EEOC by 
June 2. 0 

Stauffer cited for air 
pollution violation 

An emission from Stauffer Chemi- 
cals’s Manchester plant in Houston last 
week caused 53 persons to seek hospital 
treatment. Fire Dept. officials identified 
the substance spewed from the plant’s 
No. 8 stack as sulfur dioxide, a nontoxic 
irritant, but Stauffer representatives at 
the plant would neither confirm nor 
deny the identification. 

Elwood Lentz, senior vice-president 
for the company’s Southwest regional 
office, blamed employees who failed to 
report a jammed air-control valve on the 
furnace. 

The incident took place shortly before 
6 p.m. on Feb. 5, and amounted to a 
“puff of smoke” that drifted from the 
stack and dissipated minutes later. 
Eugene New, an enforcement officer for 
Houston’s Health Dept., was unable to 
reach management a t  the plant to deter- 
mine the cause, and issued Stauffer a 
citation for air  pollution. Violations 
carry a maximum fine of $l,OOO. The 
company b=lILdavs.toatxwer. 0 
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NIH probes tumor 
testing at Oak Ridge 

Several Union Carbide employees a t  
Oak Ridge National Laboratory are  
suspected of having tested a potent 
tumor promoter on themselves without 
authorization. An inquiry is under way 
by the National Institutes of Health to 
determine whether the suspected testing 
violated the lab’s agreement to use 
federal grant money in conformity with 
NIH’s guidelines for research with 
human subjects. 

Chester Richmond, acting director of 
the Biology Division at Oak Ridge, says 
that it is his understanding that about a 
year ago, researcher Thomas J. Slaga 
and “several individuals” believed to be 
w-workers in Slaga’s lab, applied 12- 
0-tetradecanoylphorbol-13-acetate to  
their skin. Richmond asserts that  Slaga 
and the others applied the compound to 
themselves, not to each other, and that 
they did so outside the laboratory, on 
their own time, and without any authori- 
zation from Oak Ridge. A tumor  
promoter, such as the compound in ques- 
tion, induces tumor formation when 
acting in conjunction with a carcinogen. 

Slaga told CW he applied the tumor 
promoter to himself, and that  some 
other people in the lab applied i t  to 
themselves. Slaga said that the com- 
pound has opposite effects on mice and 
human cells in vitro. “I was just  very 
curious to see if i t  would produce a little 
welt on the skin,’’ he said. “I look at i t  as 
absolutely nothing.” Co-workers in the 
same lab as Slaga declined comment 

C. C. Lushbaugh, chairman of the 
Medical and Health Sciences Division a t  
Oak Ridge Associated Universities and a 
member of Oak Ridge’s board that  
reviews human-subject research propos- 
als, says Slaga submitted a proposal to 
the committee on June 7, 1979, to allow 
him to experiment on human subjects 
with the tumor promoter. His request 
was discussed, but denied, at the July 2’7, 
1979 meeting. The committee suggested 
that Slaga revise his proposal. Slaga’s 
formal request apparently came several 
months after the human testing al- 

Charles MacKay, deputy director of the 
Office for Protection From Research 
Risks at NIH. says his office has no record 
that Slaga’s research was to involve 
human subjects. 

Slaga is working under a grant from 
the National Cancer Institute to test the 
tumor promoter on mice as part of a 
larger research project. On Jan. 21, 
NIH’S program officer, Thaddeus Do- 

legedly occurred. 

manski, told Slaga to submit, as soon as 
possible, a written statement testifying 
that  the alleged use of the tumor 
promoter on humans had nothing to do 
with the grant. The statement must be 
signed by Slaga and the Oak Ridge 
administrator for government grants. 
Slaga said he has sent the letter to M H .  

Oak Ridge National Lab is owned by 
the federal government and operated by 
Union Carbide, which employs the work- 
em at the lab. Both the lab and Union 
Carbide abide by NIH guidelines for 
experimentation with human subjects. 
Oak Ridge has an agreement with sTH 
that  stipulates that  all human-subject 
research proposals first will be cleared 
through an institutional review board at 
the lab. Proposals are then reviewed for 
approval at NIH. 0 

New EPA rules aim at 
particulate emissions 

New ammonium sulfate plants would 
have to remove up to 99.9% of their 
particulate emissions under rules pro- 
posed by the Environmental Protection 
Agency- 

The proposed rules would require 
venturi scrubbing or fabric filtration to. 
control particulates. The EPA estimates 
that the capital costs would add less 
than 0.01% to the wholesale price of 
ammonium sulfate. 

In spite of the relatively low cost, the 
EPA estimates that  the rules would 
reduce particulates from ammonium sul- 
fate dryers from 737 tonslyear, the 
amount estimated for 1985 if no federal 
rules were established, to 144 tonslyear. 
Compliance would amount to an 80% 
reduction of particulate emissions under 
a state implementation plan. 

The proposed rules would limit ex- 
haust emissions from the dryers to 0.15 
kilogram of particulate matter per 
megagram of ammonium sulfate. The 
rules would require continuous monitor- 
ing of the pressure drop across the 
control system to ensure proper opera- 
tion and maintenance. 

The rules would apply to’new, modi- 
fied and reconstructed ammonium sul- 
fate dryers a t  caprolactam by-product 
ammonium sulfate plants, synthetic am- 
monium sulfate plants, and coke oven 
by-product ammonium sulfate plants. 
EPA puts the compliance cost for the 

ammonium sulfate industry at about $1 
millionlyear by 1985. Annualized cost to 
the industry in the fifth year would 
amount to %soo,o00. The rules are open 
for comment until April 5. 0 
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