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The Divis ion of X&icdL Physics has submitted t h r e e  proposed forms of 
r e l e a s e  t o  be used i n  connection Ki th  p a t i e n t s  be ing  t r e a t e d  a t  Dormer 
LaSoratorj .  

As you know t h e  medicdl cases  admitted t o  medical a t t e n t i o n  a t  Dormer, 
and i n  some i n s t ances  a c t u a l  h o s p i t a l i z a t i o n  a t  Cowall f o r  purposes of 
c l i n i c a l  i n v e s t i g a t i o n ,  involve very s e r i o u s  medical cases wherein a 
mRjority o f  the  p a t i e n t s  a r e  given up a s  hopeless medical cases  by 
t h e i r  r e m a r  physician.  
t h e  p a t i e n t  was admitted as a hopeless case and m s  t r e a t e d  b y  Dormer 
Laboratory ou t  of research funds of va r ious  donors. 
condi t ion beca;ne so p a v e  t h a t  even Dormer Laboratory agreed t h a t  f u r t h e r  

For exa;nple, they r e c e n t l y  had a case wherein 

The p a t i e n t ’ s  

..’ 

expence and care  a t  Cawell mas unwarranted. 
t h e  p a t i e n t  r e t u n e d  t o  his home o r  h i s  o m  physician b u t  the  stze$!&: 
family refused t o  al lan t h e  p a t i e n t  t o  b e  moved. 
t h a t  n e c e s s a r j  r e l e a s e s  were requ i r ed  i n  order  t o  p r o t e c t  t h e  U@v+sity. 
No r e l e a s e s  had been obtained, however, an3 =e t h e r e f o r e  kep t  t h e  p a t i e n t  : . 
a t  Cornel1 u n t i l  h i s  death.  

? 
Va:* I r eques t ,  t h e r e f o r e ,  t h a t  the at tached proposed r e l e a s e s  b g r e v i m e d  -’; 

- 2  - 3  b7 the  AttorneF f o r  t??e purpose of e v i n g  ta Dcnner Laboratory t h e  

unus-~a l  medical cases.  - I- 

Steps  n e r e  taken t o  have- 

It was a t  t h i s  goin5 
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necessary legdl p r o t e c t i o n  involving admittance and care of thesa - 
- 0  
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1. Thla fonn is t o  be pruparad in dnplluate. 

2. The dupliorkl copy rill be 

mCDTd. 

3. The original copp ail1 be 
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For Clinical Invertigotion. 

Cowell Manorirl Hospital , .  

- 

#etrballc U n i t  and hjs a t n f f  of athndinp: phyaici 

be hprgitaliaedi for a p r i o d  of 

the purpose of carrykg out 

ham pretlously discuewd r l tb  ;I= Should J 

hospital, m w i l l  and.rtake t d  hospitaliw you 

dap at  our $penso. At the p r i o d  of 

\ 

.'\ .f - 
% >  

. .  

i t l c n  psrreits ant the Chist oFAService approves 

I have read the above stntuaent. 

DATE 

8 ,  

lUots1 A copy of this letter w i l l  bs retained by tlm pktlent and an 
addititmrf. cbw fi led dth your boapttal reaorda. I *  

i 5 -, -. q 
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patient nho hael signed the above rtatemrnt end release, and I do 

hrroby r~prow and join in sdd'rt&t&#nt end rele8ai.'': 
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COI@'ZT'lXE ON UDIOISOTOPES ANTI R A D I O L M I C L  SAFETY 

P o l i c i e s  
(As amended by t h e  Adminis t ra t ive Committee on December 4, 1956) 

(1) This  Committee i s  respons ib le  t o  t h e  Administrative C o m i t t e e  of t h e  

San Francisco Campus ard s h a l l  r e p o r t  i t s  d iscuss ions ,  d e c i s i o n s ,  a n i  ac t ions  

t o  them. 

(2) Thp func t ion  of t h i s  Committee i s  t o  examine a l l  aspec ts  of 

a p p l i c a t i o n s  for use of i o n i z i n g  r a d i a t i o n s  on t h e  San Francisco Campus ard 

t o  approve or t o  withhold approval  of t h e  pro jec t .  

(3) Members of t h e  f a c u l t i e s  of t h e  schools  and c o l l e g e s  on t h e  

San Francisco Campus w i l l  b e  e l i g i b l e  t o  use ion iz ing  r a d i a t i o n  i n  s t u d i e s  

o ther  than  t h o s e  involving adminis t ra t ion  of ion iz ing  r a d i a t i o n  t o  humans 

providing t h e  a p p l i c a t i o n  i s  accepted on t h e  b a s i s  of t h e  o ther  c r i t e r i a  which 

this Committee must approve. 

(4) When i o n i z i n g  r a d i a t i o n s  a r e  t o  b e  adminis tered t o  humans i n  any 

amount for t h e r a p e u t i c  or d i a g n o s t i c  purpose,  t h e  user must f b s t  have the  

permission of t h e  Connnittee. 

( 5 )  R o j e c t s  involv ing  t h e  a d m i n i s t r a t i o n  of i o n i z i n g  r a d i a t i o n  t o  humans 

w i t h  t h e r a p e u t i c  i n t e n t  or i n  levels which w i l l  achieve t h e r a p e u t i c  r e s u l t s  must 

b e  under t h e  d i r e c t i o n  of one t r a i n e d  i n  t h e r a p e u t i c  radiology who is a member 

of t h e  S t a f f  in the Department. of Radiology. , 

! .  



C O M T T g E  ON MT6EZTUPES nmD RADIOLOGICAL SAFETY 

The Committee, a f t e r  mature cons idera t ion  of an ind iv idua l  radioisotope 

appl ica t ion ,  i s  w i l l i n g  t o  gran t  permission t o  use rad io iso topes  in norm1 

volunteers ,  if the  experiment passes  t h e l r  judgement, and uith the  permission 

of t h e  norm1 human voluntee::. 

I 

Each i n d i v i d u a l  invest : lgator  is t o  be personal ly  respons ib le  f o r  eetabUsh- 

ing whether o r  n o t  a prospect ive normal volunteer  has  ever had previous adminis- 

t r a t i o n  of rad io iso topes .  If he has ,  t h a t  person i s  n o t  t o  r e c e i v e  f u r t h e r  dose 

without  permission o f  t h e  Coininittee. 

I A volunteer  should be used only i f  he o r  she has  passed the age of 40 p a r a ,  

o r  is a f f l i c t e d  with some d i s e a s e  t h a t  would shor ten  his o r  her  l i f e  expectancy. 

8 

Earl R. Miller, M. D. 
Chairman, Committee on the 

Use of  Radioisotopes and 
Radia t ion  Safety.  

'1 



LI 

I 
I 

B 
T 
.9 

!i r 
6 

Aprl l  11, 1959 

l o h a  Ad-, H. D. 
C h i d  if StaXf 
Dopartsbnt of  Neuxoaurgwy 
University of WlfJ rn i r .  Esapitrrla 

D i u  Doctor  Adsxib: 

Rokr+ S. Stono, n. D. 
ChrFrPlan 

' Daparpsnt  of i l a d i o l o ~  



INFORMATION FCR PATIENTS RECHVING RADIOIODINE 

In order t o  study how your thyroid gland (goiter) is acting, 

Radioiodine gives off  radiations called beta rays and gama 

Ye need t o  give you a small amount of radioibdins. 

rays. 

with no harmful e f fec t s .  
of radiation you w i l l  receivo w i l l  do yon no harm. 

Those rays are like x-rays and too many of then; BPI hrmfd, 
.'rut thousands of  peoph ora  etamined by means of x-rays every day 

To the best of  our  knouledge, thr amount 

We Mnt yoa t o  understand that you a r e  receiving tmaU 
quantities of radiation after you drink tho rolution of radlo- 
iodine and ask you t o  sign that you have read and undarstand thin 
brief statomant. 

DO NOT SIGN THIS IF XOU ARE PREClNAbHT. 

Signature 

Date 
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gators of grantee institutions to assist the Service in the conduct of ita 
study . 
I trust that these revisions, reflective of the advice I have received 
from many of you, will facilitate your discharge of this important obliga- 
tion. 

- 

D E P A R T M E N T  OF H E A L T h ,  EDUCATION, A N D  WELFARE 
PUI3LIC HEALTH SERVICE 

oo(g ROCKVILLE PIKE 

BETHESDII.HD. m 1 4  July I, 1966 

t 

I 

I 
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TO : Heads of Institutions Receiving Public Health Service Grants 

FBOX I Surgeon General, Public Health Service 
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,-_- - .-.:Z-~C>JX,ITY : A11 Pilblic Eealch Se rv ice  Grants and i-wards 

3 Y Z Z X E 3 3 S  . .  : ?PO i'ii29, February 6 ,  1566 
013 $; ; !9  Scpp lmec t ,  hpr i :  7 ,  1966 

I . GACKGRCLTD : 

CS 1- ..., .' n a t i c g  seve ra l  years  of srudq' by v ~ r l o u s  Publ ic  Real th  S 
z7.d a t v l s s r y  groups,  t he  Saricjncl Xivis~ry Xea?th Council pas  
i sLioxing  resolution 0:: Decezber 3 ,  1965: 

"Be it resolved th.it :?-e i i a t iona?  Advisory Health 
b2;ieves thEt T L i t i i ;  EeLiti, Szrv lce  suppor t  of c l i  
r e sea rcn  cr.d i n v e s t l g t t i o -  involv ing  human beings a 
be provided on ly  i f  t he  judgment of t he  i n v e s t i g a t  
S c b j c ; i  t c  ?:;or revie-.: by h i s  i a s t i t u t i o n e l  assoc  
cssuri: =r. in i s?endea t  d e i e m i n c z i o n  of t ne  p r o t e c t  
t he  iLgi-,:s i ; ld  welf-re of the Lndividual o r  i n d i v i  
ir ;volvel,  of the  zppropr ia tenezr  of t h e  methods U B  

secure inzo-ed consent,  and of t he  r i s k s  and po te  
I n e l i c a ?  b e z e f i t s  of :he inveatige;ion." 

-- -_.  TCL;CP: 

".e Surgeon General accepted t h e  r e s o l u t i o n  of t h e  S a t i o n a l  b.dvisory Heal th  
Col;aci l  and pronulgated the  fo1icvir .g  p t i i c y  s t a t e z e a t  on February 8 ,  1966: 

"Nc new, ienewcl, Oi contizuEtio.i research .  o r  research  
t r s in in ; ,  g ran t  i n  surpport of c::nicai r e sea rch  and 
inves t iga t ion  involving hilmnn beings s h a l l  be awarded 
by t h e  Publ ic  Health Serv ice  unlese  the  gran tee  has  
ind ica ted  i n  the  app l i ca t ion  t h e  manner i n  which t h e  
gran tee  i n s t i t a t i o n  w i l l  provide p r i o r  review of the  
judgment of t he  p r i n c i p s l  i n v e s t i g c t o r  or  program 
d i r e c t o r  by E. committee of h i s  i n s t i t u t i o n a l  a s s o c i a t e s ,  
This review should cssure  sn independent de te rmina t ion:  
(1) of t h e  r i g h t s  and we l fa re  of t h e  ind iv idua l  o r  
ind iv idua l6  involved., ( 2 )  Of t h e  appropr ia teness  of t h e  
methods used t o  secure informed COneent, and (3) of the  
r i s k s  and p o t e n t i a l  medical b e n e f i t s  of t h e  invee t iga t ion .  
A d e s c r i p t i o n  of the committee of t h e  a s s o c i a t e s  who w i l l  
provide t h e  review s h a l l  be  included in t h e  appl ica t ion ."  



V!'- , ,..IS po l i cy  will '2: inc1,Jded i r i  t l ;  p e r z 3 e n t  gran t  prcgran  po l i cy  and 
.- L s t r u c t i o n  e t a t e n e n t s ,  and will be among the condi t ions  of s w s r d  agreed 
u p m  by grsn tee  i n z t i t u t i o n s  and t h e  pub i i c  Herlth Serv ice .  Tne po l i cy  
s p y l i e 6  t 3  el; i n v e s t i g s t i o n s  I.;,vo?-:irig h;lrr,ac s u b j e c t s ,  inc1udir.g c l i n i -  
Ci; - g 3. 5 2 g 

2 5 ?  r: F .2  '0, o_ 
s"":+p < - 3  c A .  Asslr;;aeat of R e s ? o r s i w  

2 g > .  " p -  
~ a f c g u a r t i 7 . g  t>,E ri.gk,:s i i i1 . i  iJ- l fzz.2 D E  hunan sGbjec ts  inv@;hieg. g 2 $, c '0 
ir. research  supporr: by  E?.: g r a m  is t he  r e s p o n s i b i l i t y  o;f' eh$.? 2 
i n s t i t u t i o n  t o  which the  g ran t  is aworded. The in s t i t u t i&:  k 2 (.I 4 5 ;  
E.., l..lL c - zssure  t h e  ?&Lic E - d t h  Serv ice  ;hat ix t h e  caze of"i9-q g 5 2 2 
vesz;gctio~.s and ac t iv ; t i< . s  s:;qor:rd C i recc iy  by the PHS: i t z f .  2 . ': 0 LF 

v i i l  p r s v i i e  group iev;c.; m c  2ecibior., n k i n t a i n  surveil i&nc,% 
an6 provide advice f o r  ir.vrst;gators on ssfegusrdino, t h e  t i g h k s  
anti welfare of hunzn s u b j e c t s .  The i n s t i t u t i o n  e l s o  has  &% 2 
r e s p o n s i b i l i t y  t o  ,provide i Jhstaver  pro fes s iona l  attention!a# yl 
f a c i l i t i e s  may be r epu i r e i  f o r  t h e  s a f e t y  and wel i -be ing  !??- :T 
numan sub jec t s .  
deveio3ir.g t h e  admin i s t r e t ive  mechzzisrn f o r  review, survegga 
6nd advice ;  however, :he PIIS r e q u i r e s  Chat, p r i o r  t o  i n c e s ?  
of each  coLirse 0: i nvec t iga r ion ,  objeccivo dec i s ions  be mkd 
t n e  three  po in t s  c i t e 6  in t he  Surgeon General 's  po l i cy  s t a t  
(zbove) by as s p p r o p r i i t e  Coiri..Ittee of h s soc ia t e s  of t he  in -  
vesz ightor  hcving co vec:e& i n r e r c s t  i n  t h e  s p e c i f i c  p r o j e c t  
involved. T i e  g r m t e e  i n s t i t u t i o n  may u t i l i z e  s t a f f ,  con- 
s u l t a n t s ,  or both  t o  c a r r y  out t h e  review. Any group respons i -  
b i e  f o r  review should possess  not  only s p e c i f i c  s c i e n t i f i c  com- 
pezesce t o  co;lprei;ecd the  s c i e n r i f i c  conten t  of  :he inves t iga -  
t i o m  revieve2, b:it c l s o  o the r  conpeeencies p e r t i n e n t  t o  the  
judgcezis  t h a t  n212d t o  be made. 

The grantee  i s  required Zo make and keep w r i t t e n  records  of t h e  
group reviews and dec i s ions  on the use  of human s u b j e c t s  and 
t o  obta in  and keep documentsry evidence of informed consent 
r e l a t i n g  t o  i n v e s t i g a t i o ~ s  c a r r i e d  o u t  w i t h  the  a s s i s t a n c e  of 
pKs f i nanc ia l  eapport  . 

-. - ,~ .(. (n 

* ( E  

'.! 

The insc l ruc ion  s:-.zll be r e spons ib l e  f o r s  
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IV . 

B. Timing of Revic 

While this policy requires that review be conducted prior + 
the use of human beings as subjects, there are advantages tfi 
both the ?ES and the grantee in having the review conducted; 
prior to application for PHS support. The PHS encourages the 
institution to do so, if tne review can be accomplished witE- 
OUK causing unreasonable delay in the application process a$d 
if the application is of the type that normally contains a ;:, 
reviewable scient if ic protocol. :i j ,  ~ . . .- 

j .  :. .~ . < .> 

:. :r 

. .- - 
--, <g. :, '.. ; . ,.> 

PROCEDURAL RCVISIONS -- ASSURANCES -OF APPLICANTS AND GFlANTEES:d 
g 4r' 

Lipon issuance of this :policy statement,' the PKS will require necFsary ' . ,  

assurances from the grantee institutions which sponsor investigat3obs -. 

involving human subjects, including clinical research. These assin-ances 
will cover both the geaeral principles of safeguarding human righgs and' 
welfare in the conduct of research and the specific points of the-surgeo 
General's policy. 
the policy and procedure it enploys for review and decision on the pro-.: '. ..' 
priety of p1ar.s of research involving human subjects. The descriptions 
will include the competencies represented-in the committees of associates __ 
utilized for review, the sources of consultants (if used), the adminis: 
trative mechanisms by which surveillance is provided forgrojects involv- 
ing human subjects -- particularly to deal with changes in protocol or 
energent problems of investigations, the means of guidance and advice 
provided f o r  investigators, and the manner in which the institution will 
assure,itself that the advice of the committee of associates will be 
followed. Copies of documents of institutional policies on these issues 
snould be attached to the memorandum of assurance. An example of an 
acceptable assurance is attached. 

The assurance should provide explicit informatkoj OIL; ~ y x ;  t. - - - 7. :j 

I 

Assurances can be provided which apply only to individual major com- 
ponents of universities or other large institutions in those instances 
where assurances covering the total institution are,impracticable or 
inadv is ab le. 

Each assurance and itli attachments shall be transmitted to the Public 
Health Service, in care of the Chief, Division of Research Grants, When 
the Public Health Service has reviewed and accepted the assurance, the 
Chief, Division of Research Grants, shall so notify both the responsib1.e 
Gfficial of the grantee instltution involved and all Public Health 
Service extramural research program offices. 
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For'each a p p l i c a t i o n  tha:: inc ludes  or  i s  l i k e l y  t o  inc lude  inves 
involv ing  human s u b j e c t s ,  inc luding  c l i n i c c ?  r e see rch ,  the  ap 
s t i t u t i o n  should make re .€erense  t o  t h e  c e r t i f i c a t i o n  as f o l l o  

"The inves t lgz t ions  encompassed by t h i s  a p p l i c a t i o n  have 
been or  w i i l  be ap.proved by the  conn i t t ee  of a s s o c i a t e s  
of t h e  i r ives t iga tor (s )  i n  accordance wi th  t h i s  i n s t i t u -  
t i o n ' s  aseurance on c l i n i c a l  r e sea rch  da ted  

U n t i l  an i n s t i t u t ion -wide  assurance  has  been accepted by t h e  
s t i t u t , i o n  can f u l f i l l  requirements of t h i p  po l i cy  f o r  i nd iv id  
by. submi t t ing  an assurance  w i t h  each a p p l i c a t i o n  f o r  PHS financIa.bqp$ogt; .  $ 5 
s t a t i n g  that  p r i o r  t o  incep t ion  of i n v e s t i g a t i o n s ,  the requirernerkqQf?: p : j  z- - 
s e c t i o n  111. A. of t h i s  Pol icy  and Procedure Order will be f o l l d 4 .  's 5 
s ta tement  must a l s o  desc r ibe  t h e  composition of t h e  group which <hl $op$ $ $ 
duct  the review. 

Th i s  i n t e r i m  procedure will be acceptab le  u n t i l  November 1, 1966. 

- . - - ' t : c  _ _  
: . _> , j @ . " S G  

After 
that  d a t e  no new, supplemental ,  renewal,  o r  cont inua t ion  a p p l i c a t i o n  f o r  
a Pub l i c  Health Serv ice  gran t  o r  award t o  support  i n v e s t i g a t i o n s  involv inq  
human s u b j e c t s  w i l l  be  accepted fDr review un le s s  t h e  PHS has  approved an 
in s t i t u t ion -wide  a s s u r a r E .  - 
Nothing i n  the  in s t i t u t ion -wide  assurance  or  i n  t h e  in t e r im  po l i cy  pro- 
cedure used i n  some cases  u n t i l  November 1, 1966, should i n h i b i t  PHS 
s t a f f ,  advisory  groups, or consu l t an t s  (1) from i d e n t i f y i n g  concern f o r  
the we l fa re  of human s u b j e c t s ,  and communicating this  concern t o  the 
grantee  i n s t i t u t i o n ,  o r  (2) from recommending d isapproval  of t h e  app l i ca -  
t i o n  i f  t h e  g rav i ty  of t h e  hazards and r i s k s  so ind ica t e .  

I n  t h e  case  of awards t o  U.S. c i t i z e n s  r ece iv ing  fe l lowships  f o r  t r a i n i n g  
abroad, spec ia l  condi t ions  o r  circumstances r e l a t i n g  t o  t h e  p l ace  a t  which 
t h e  t r a i n i n g  i s  be ing  provided may upon occasion j u s t i f y  modi f ica t ion  of 
t hese  requirements.  
f i c a t i o n s  must be reviewed by t h e  Of f i ce  of I n t e r n a t i o n a l  Research, N I H ,  
and approved by the  PHS bureau ch ief  concerned. 

Attachment 

O X G I N A T I N G  OFFICE: Off i ce  of t h e  Surgeon General,  PHS 

APPROVED BY: Grants Pol icy  O f f i c e r ,  OSG 

Requests from t h e  sponsor f o r  approval of such modi- 
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Example of an Acceptable Assurance 

I 
i -- Institutional Assurance on--- ---:e--- --= - - .- - 
I 

Investigations Involving Hunsn Subjects, 

- 1ncludir.g Clinical Research I 

The name of institution) agrees with the princip 
Public H k t h  Service policy (identified as Policy and Pr 
129 dated July 1, 1966) with regard to investigations invo 
subjects, including clinical research. This institution agree 
revie%,,independent of the investigator is .necessary to 
righfi and welfare of hum'en4 subjec-t's-'&f research Inden 
assures the Public Health. Service that it will establi 
advisory groups competent to review plans of investiga 
human subjects, prior to initiation of investigations, to insure 
quate safeguard. Group reviews and decisions will be 
reference to (1) the rights and welfare of the individ 
(2) the appropriateaess of the inethods used to obtain 
and (3) the risks and potential medical benefits of th 

-The institution also 'agrees to ex&&e'sukeillanc&ef 
projects using hurnan subjects for changes in protocol wh 
the investigational situation with regard to the criteri 
The institution further a.ssures the Public Health Service that it will 
provide advice and consultation to investigators on matters of employing 
human subjects in investi.gation, and also that it will provide whatever 
professional attention O K  facilities may be required to safeguard the 
rights and welfare of human subjects involved in investigation. Records 
of group review and decision on the use of human subjects and of informed 
consent will be developed. and kept by the institution. 

Attached as part of this statement are copies of policy and procedure of 
this institution with repard to use of human subjects in investigation, 
as well as a description of the groups utilized to review projects for 
enforcement of these policies and the manner in which the institution 
will assure itself that the advice of the committee of associates is 
followed . . .  , -  . \  

Signature: 

Title : 

,- 

Date: 
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Tne a t t ached  sCatene3t of Publ ic  Haalth Serv ice  pol icy  and procedure,  
i d e n t i f i e d  a s  ?PO #129, Revised, July 1, 1966, r e q u t r e s  t h a t  each i n s t i t u t i o n  
r ece iv ing  support  from t h e  Publ ic  Health Serv ice  f o r  p r o j e c t s  t h a t  incl'ude 
the  i n v e s t i g a t i o n  of human subjects send t o  us, and have approved, nn  

\ i n s t i t u t ion -wide  s ta tement  of assurance conccrning invcnt i gn t jons  t l t ; t l  I ilvolvto 
human s u h i c c t s .  

7 Uc shall : i ccnrd i t~gly  nerd fo r  your i n s t i t u t i o n  an j n s t i t u l i o n a l  stateinenC 
of apTeCmCIlt wtitch cover3 i n  subRtance tire po in t s  of the  sainplv s ta t rmcnt  
attaclied t J  tlre Public H e a l t h  Service pol icy  issuance of .July 1, 196b ( t f 1 2 9 ) .  
and which Iicars the s i g n a t u r e  of the  o E f i c i a l  au thor ized  t o  s i g n  for the 
i u s t i l u t  ioii. I 

We shall also ncsd as attachments t o  ch i s  s,tatement n d e s c r i p t i o n  of the 
following: ;;.'.- .- -* r :  *.r,4e;* t 

. I  . ..vg&;r- 

1. The requireme- a t  your i n s t i t u t i o n  f o r  t h e  Eollowing -- 
a. Group review and dec i s ion  on the adequacy of prov 
f o r  pr0tectin.g the  r i g h t s  and wel fare  of t he  s u b j e c t s  
on the  appropr i a t eness  of the methods used t o  secure  
informed consent of the  sub jec t s ,  and on the  r i k k s  an 
medical b e n e f i t s  of t he  inves t iga5ion  (p lease  see  s e c t  
A on page 2 and s e c t i o n  I V  on page 3) 

- *j.*, . 
13. Bringing t o  the  a t t e n t i o n  of t h e  committee ef a s s o  
ctiangcs i n  invcsc iga t ive  p ro toco l ,  which may a f f e c t  c h  
subjects, hef'ore such changes a r e  made, and emergent p 
of i n v e s t i g a t i o n ,  which may afLect the  s u b j e c t s ,  when 
probiems occur 

c .  Conveying: the advice of the  c o m i t t e e  of a s s o c i a t  - 
' ~ T < D L . -  1 '  

& Q  
i n v e s t i g a t o r  concerned \ : ? g : % G < r  

.I -* 01 - r: s;; 
d. 
the  advice of t h e  c o m i t t e e  of a s s o c i a t e s  ( p lease  see  s ~ c f - i a ~ ~ ~  

Assuring the i n s t i t u t i o n  t h a t  t h e  i n v e s t i g a t o r  fol&&$z 2 
~ ~ Q 

IV on page 3:1 < J ! 2 v 3 = :  ' 

I 
I 

2. The competencies represented  i n  t h e  conanittee of a s s o c i a t e s  
(plcase s e e  sectLon I11 A on page 2 and s e c t i o n  I V  on page 3) 

3. 
1V on page 3) i The sources  of  consu l t an t s ,  i f  employed (p i ease  see  sec t ion  

4. Provis ion  o i  f a c i l i t i e s  and p ro fes s iona l  a t t e n t i o n  necessary 
f o r  the h e a l t h  and s a f e t y  of the  sub jec t s  (p lease  see sec t ion  111 

-A on page 2) 

: . 

I 



r 

t 

i 
t 

t 1 5 1 1 9 3  t 
I 





DOCUMENT SOURCE 
L m e n o  Berkelw Loboralorv I 

BERKELEY: COMMIl7F-E FOR PROTECnOh 
OF HUMAN W B J E C I S  

March 10, 1978 

GUIDELIHES FOR THE PREPARATION OF A PROTOCOL 

Introduction 

This guide outlines thle Committee fo r  Protection of Human Subjects's (CPHS) 
requirements f o r  the preparation of a human subject protocol. I t  replaces the 
identically t i t l e d  set. of guidelines l a s t  issued on July 20, 1977. Should you 
have any questions regarding these guidelines, please contact the Connni t t e e  
s ta f f  a t  M-11 Wheeler Hall, 2-7461. 

The Guidelines 

Protocols must be prepared f o r  a l l  research, development, o r  related ac t iv i t i e s  
in which human subjects a re  involved o r  i n  which there Is a question of involve- 
ment. 

A protocol, suitably t i t l e d  o r  identified,  i s  a statement by the investigator 
which includes the folllowing information, as  applicable: 

1. 

2 .  

3 .  

4. 

5. 

6. 

A brief s u m r y  o f  the nature and purpose o f  the research, development, 
or related ac t iv i ty .  

A fu l l  description of the subjects,  including the number proposed, t he i r  
charac te r i s t ics ,  iind how they will be selected or recruited.  Indicate 
exp l i c i t l y  whether any are minors (under age 18 according to  California 
law) o r  otherwise members of "vulnerable" populations ( the  mentally or 
physically infirm, prisioners,  o r  other individuals whose a b i l i t y  t o  give 
voluntary informed consent may be i n  question). 
indicate if any subjects a r e  University of California students. 

A detailed description of how the subjects a re  to  be involved in the 
ac t iv i ty .  If human remains or residual material a r e  t o  be used, de t a i l s  
on their origin,  inature, and disposition should be given. 

A description of the benefits ,  i f  any, to  the human subjects and/or the 
benefits t o  know1 edge. 

A description of the risks, i f  any, t o  the subjects. Such risks may be 
physical, psychological, or social (see Appendix A ) .  

A description of the means t o  be taken to  minimize such r i sks ,  including 
the means by which the subjec t ' s  personal, privacy i s  to  be protected and 
the confidentiali ty of Information obtained from h i m  or her maintained. 
Occasionally some human subjects do not want confidentiali ty of infor- 
mation maintained; i f  t ha t  circumstance pertains,  i t  should be specified 
c lear ly  i n  the protocol. 

Also, the protocol must 
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7. I f ,  and only i f ,  human subjects are t o  be p u t  a t  r i sk ,  a description o f  
the procedures t o  be used In obtaining and documenting the informed con- 
sent of subjects. If written consent forms are  t o  be used, a copy of  
the consent form and/or verbatim copy of any accom anying oral instructions 
should be attached t o  the protocol (see Appendix By. 
t o  no r i sk ,  a written consent form i s  unnecessary. 

If subjects are t o  be p u t  a t  r isk and a waiver from the requirement o f  
written informed consent is sought ,  the ju s t i f i ca t ion  fo r  the waiver 
shou ld  be specifield (see Appendix C ) .  

If questionnaires or interview schedules are t o  be used in the project,  
one copy of each should be attached. If they are  not  available a t  the 
time o f  submission, an informative description of t he i r  content and  
manner of administration should be included i n  the protocol, along with 
an assurance t h a t  Idhen completed they will be f i l e d  with the CPHS. 

10. The original and sixteen copies of the  protocol should be submitted f o r  
review by the CPHS. The protocol must be signed by the investigator and  
e i the r  the appropriate chairman, chairwoman, dean o r  director .  
investigator is a student, the slgnature of the faculty advisor i s  a l s o  
required. 
should be included. I f  the investigation i s  p a r t  of a larger project or 
training program, the t i t l e  and CPHS identifying number of t h i s  ac t iv i ty  
should be provided. 

I f  subjects are p u t  

8. 

9. 

I f  the 

A telephone number where the investigator may be reached 

Again, should you have any questions abou t  preparing a protocol, the Comnittee 
s t a f f  may be reached a t  2-7461. 

NOTE: The Comnittee's deadline fo r  receiving and processing protocols i s  two 
weeks prior t o  each o f  i t s  meetings. 
the remainder of 1978: 

The following are  scheduled meetings for 

April 2 1 ,  1978 
May 19, 1978 
June 23, 1978 
July 14, 1978 
August 4 ,  1978 

September 15, 1978 
October 13, 1978 
November 17, 1978 
December 15, 1978 

I & . - - -  IC) : .  
t u  
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Appendix A 

Subject a t  Risk. A subject i s  a t  r isk i f ,  as a participant in a research, 
development, or related ac t iv i ty ,  he or she may be exposed to  the possibil i ty 
of harm--physical , psychological , or social--which goes beyond the ordinary 
r isks  of public o r  private living. 
of harm which 1 )  i s  greater t h a n  the recognized r isks  inherent in a chosen 
ac t iv i ty ,  occupation,, or f i e ld  of service; or 2 )  i s  due t o  a departure from the 
application of those established and accepted methods necessary t o  meet a 
subject’s needs. 

There i s  human subject involvement, b u t  no human subjects are p u t  a t  r i sk ,  in 
research, development,, or related a c t i v i t i e s  which propose the use of 1) obser- 
vations of public behavior, 2 )  materials i n  the public domain, or 3) s t a t i s t i c a l  
data used i n  a purely s t a t i s t i c a l  s tudy which i s  conducted so t h a t  no  one except 
the researcher i s  able t o  trace the identity o f  the subjects. 

There i s  no human subject involvement in the use of s t a t i s t i c a l  d a t a  w h i c h  are 
anonymous and n o t  trac:eable t o  individuals by the researcher. 

This includes, fo r  example, the possibi l i ty  

Appendix B 

Informed Consent. 
l o r  his or her legally authorized representative) t o  participate i n  a research, 
development, or related ac t iv i ty .  The individual, or the authorized represent- 
a t ive ,  must be so s i tuated as t o  be able to  exercise f r e e  power of choice w i t h o u t  
undue inducement o r  any element of fraud, deceit ,  force, duress, or other form 
of constraint  or coercion. No informed consent, oral or writ ten,  shall include 
any exculpatory language through which the subject i s  made t o  waive, or to appear 
t o  waive, any legal r l gh t s ,  including any release of the University or i t s  agents 
from l i a b i l i t y  for negligence. 

Informed consent means the knowing consent of an i n d i v i d u a l  

The basic elements o f  informed consent are: 

(1)  a f a i r  and understandable explanation o f  the nature of the ac t iv i ty ,  i t s  
purpose, and the procedures t o  be followed, including identification o f  
any procedures which are  experimental ; 

an understandable description of any attendant discomforts and r isks  
reasonably t o  be foreseen; 

an understandable description of any benefits reasonably t o  be expected; 

an understandable disclosure of any appropriate a1 ternative procedures 
tha t  might be advantageous for the subject; 

an offer  t o  answer any inquiries concerning the procedures, providing, 
when appropriate, the telephone number o r  address of the investigator;  and  

( 2 )  

(3) 

(4) 

( 5 )  
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(6 )  a c lear  instructlon tha t  participation i n  the ac t iv i ty  or project i s  
voluntary, and tha t  the  subject i s  f r ee  to withdraw consent and dis- 
continue participation a t  any time prior t o  i t s  t e n i n a t i o n  and w h o l l y  
without prejudice. 

The Cornittee has found tha t  i n  order t o  sa t i s fy  the above s i x  elements of i n -  
formed consent, the consent form should include information fo r  those following 
items which may be relevant: 

specifics on the amounts and timing of any proposed taking of blood or 
any other human materials, and the i r  subsequent disposal ; 

de ta i l s  regarding authorization for  access to  a subjec t ' s  personal 
records (school, medtcal, employment, or o thers ) ;  

a description of e f fo r t s  proposed to  protect the privacy of a subject a n d  
the confidentiali ty o f  personal data; 

de t a i l s  regarding the use of tape recorders or other 
and an explanation o f  the proposed uses and disposit  
mater i a1 s ; 

the amounts and terms of any proposed payments to  su 

record i ng met hods, 
on of recorded 

j ec t s ;  or 

assurance tha t  should the investigator discover any untoward medical con- 
d i t ion  i n  the subject, this will be brought, i f  possible, t o  the attention 
of the subjec t ' s  own physician, o r  the subject will be informed of the con- 
d i t ion  and advised t o  seek the proper assistance. 

Written Informed Cansen.t_. There are  two a1 ternative procedures fo r  obtaining the 
written consent o f  subjIEcts. The dlfferences between the two have to  do w i t h  the 
amount of information aibout the project tha t  i s  contained i n  the  form that  the 
subject (or  lega l ly  authorized representative) i s  asked t o  sign. The regular 
form contains a l l  the relevant de ta i l  about the nature, purpose, and procedures 
of the project; i t s  rislks and discomforts; the assurances and obligations o f  the 
investigator;  and the l ike .  The short  form indicates tha t  these matters have 
been explained t o  the subject ora l ly  by the investigator,  and on the basis of 
this prior explanation, tha t  he o r  she agrees to  participate.  When the short 
form i s  used, the protocol must contain a verbatim copy of the matter t o  be 
read o r  explained t o  the subject,  and the consent form must include the signature 
of an auditor-witness to the oral presentation along w i t h  t h a t  of  the subject. 

Written consent must be legally e f fec t ive ,  i . e . ,  i t  must contain a l l  of the elements 
Of  informed consent. 
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Appendix C 

Waiver of I-lritten Informed Consent. 
a waiver of the requirement for written informed consent is granted only under 
carefully justified circumstances. 
as a function of continuing reviews, and on DHEW sponsored projects, as a 
function of annual review. 
criteria are met: 

(1) the risk to the subjects is minimal, and 

(2) the use of either of the primary procedures for obtaining written 
informed consent {would surely invalidate objectives of considerable 
imnediate importance, and 

(3) any reasonable a1 ternative means for attaining these objectives would 
be less advantageous to the subjects. 

The CPHS typically honors requests for waiver when the subjects of the investi- 
gation are illiterate; when the risks (usually psychological r i s k s )  inherent in 
asking subjects for their signatures outweigh the risks of not obtaining the 
signatures; or when requests for signatures demonstrably violate or distort the 
subjects’ perceptions of the nature and purpose o f  the investigation. 

Of course, no consent I s  required and hence no waiver need be sought when human 
subjects are involved and put to no risk. 

When human subjects are to be pu t  at risk, 

Any such waiver must be regularly reconsidered 

Waivers are permitted only when the following three 
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University of California, Berkeley 
Lawrence Berkeley Laboratory 
CONSENT TO ACT AS A PATIENT RESEAKCH SUBJECT 

RADIOLOGICAL NEUROSURGERY FOR TREATMENT OF 
BLOOD VESSEL DISEASE IN THE BRAIN 

1. I agree t o  be included as  a patient-subject in a medical research study in radio- 
logical neurosurgery. 
procedures will be done: 
A. Special radiological (x-ray) and neurological (nervous system) examinations 

As a patient-subject,  I understand t h a t  the following medica- 

will be car r ied  ou t  t o  diagnose precisely the size, shape, and location of 
the blood vessel abnormalities i n  my brain. These diagnostic studies a re  
exactly the same as those done on pa t ien ts  w i t h  my disease i n  major ( e .g .  
university) hospit,als i n  t he  United S ta t e s .  These s tudies  a r e  required t o  
insure the grea tes t  possible success from the  experimental rad ia t ion  procedures 
pl anned. 
Careful p l a n n i n g  o f  the radiation treatments require the construction of a 
spec ia l ly- f i t t ed  p l a s t i c  face-mask molded t o  my head and face.  
necessary t o  cut m y  h a i r  very short i n  order t o  achieve perfect f i t  of the 
mask. 
no pain medications a re  necessa.ry. 

There will  be no pain d u r i n g  the entire rad ia t ion  procedure from the radiation 
exposure. I t  may be necessary t o  i n j e c t  a special solution i n t o  my b lood  
vessels which make my blood vessels opaque t o  x-rays, 
posit ion the rad ia t ion  beam i n  my brain w i t h  very careful precision. 
blood vessel examination, o r  angiogram, I s  the  same as  the examination-done 
on me previously fo r  diagnosis. 
Special diagnostic research studies, par t icu lar ly  (a )  radioisotope scanning 
studies of the blood vessels i n  my brain,  may be car r ied  out i n  the specially- 
designed research 'scanner a t  the Donner Laboratory, University of California,  
BerkeleJ, un&l  t i t lo  d : t - x t i o n  o f  Prvfessclr Giolllas Budillyet , i.i.3., h1.3.  iso- 
topes will  be injelcted in to  my bloodstream f o r  the examination; there will 
be discomfort during the in jec t ion ,  but no pain. 
designed t o  measure the blood flow i n  the abnormal blood vessels i n  my brain,  
before a n d  a f t e r  the treatment. The rad ia t ion  treatment i s  designed t o  close 
down and block the abnormal blood vessels.  T h u s ,  the  success of  the rad ia t ion  
treatment can be measured s c i e n t i f i c a l l y .  (b) Special diagnostic radiographs 
much l ike  x-rays, may a l s o  be done t o  obtain a p ic ture  of my b r a i n  with heavy 
ions. This study, under the d i rec t ion  of Professor Jacob I .  Fabrikant, M . D . ,  
P h . D . ,  i s  regularly car r ied  out on pa t ien ts  a t  the Donner Laboratory. I t  has 
only s l i g h t  discomfort due t o  the need f o r  me t o  remain per fec t ly  s t i l l  f o r  
about 10 minutes. 

E. All these procedures a r e  necessary t o  diagnose, l oca t e ,  and t r e a t  the blood 
vessel disease i n  my brain. 

The diagnostic and treatment procedures will be done both a t  the  Lawrence Berkeley 
Laboratory, a n d  a t  University o f  California Medical Center, San Francisco. The 
Overall period fo r  the  evaluation o f  my disease,  preparation o f  my rcask, x-ray and 
neurological examinations and treatments, wi 11 take approximately 2-4 weeks. I 
understand t h a t  I will be i n  the treatment room about 1 1/2 - 2 hours, maximum, 
each day for  about 5-8 days f o r  the en t i r e  treatment. I t  i s  not expected t h a t  a:l 

B. 
I t  may be 

The mask-prloparation and f i t t i n g  will cause a l i t t l e  discomfort, b u t  

C. I will be t rea ted  w i t h  rad ia t ion  beams which will  be delivered inside my bra in .  
. 

T h i s  i s  required t o  
This ' 

D. 

These special s tud ies  a re  

11. 
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these procedures will be repeated, b u t  consideration t o  repeating some or a l l  of 
the procedures sometime in the future may be necessary i f  additional treatments 
a re  required. 

The purpose of  t h i s  study is  t o  cause radiat ion damage t o  the abnormal blood 
vessels i n  my b r a i n  so t h a t  they will eventually f i l l  with t i s sue  a n d  b l o o d  c l o t s ,  
thereby decreasing the chance and possibly preventing any fur ther  bleeding into 
my b r a i n .  

I have been t o l d  t ha t  the procedures described above involve the following possiblc- 
r i sks  andfor discomforts or inconveniences: 
(1) Injections (needles o r  very f ine  tubes) i n to  my blood vessels (arm, groin, o r  

111. 

IV. 

neck)will be uncomfortable w i t h  a small amount o f  pain,  exactly the same way 
as i n  the x-ray examination blood vessel s tudies  I have already experienced. 

(2) Sl ight  discomfort or inconvenience when my face mask i s  being prepared a n d  
f i t t e d .  A very close haircut,  i f  necessary, may be a minor inconvenience. 

( 3 )  SI ight  discomfort---due t o  having to  be s t i l l - - -du r ing  the radiation treatments 
I understand t h a t  more t h a n  800 pat ients  have been t reated with radiation t r e z t -  
ments with t h i s  radiation machine, and there i s  no pain or discomfort a t  the 
time of the radiation treatments. 

or days, b u t  ordinary pain medications will t r e a t  t h i s  problem s a t i s f a c t o r i l y .  

of bleeding occurring in to  my brain as  a r e s u l t  of t h i s  damage. 
uncommon compl ication t h a t  could occur. 

(6 )  Radiation can injure  v i t a l  centers i n  the brain,  and every possible s c i e n t i f i c  
means will  be used t o  protect these v i t a l  centers from radiat ion injury.  

The  benefits  t o  be achieved i n  doing this experimental medical radiosurgical 
procedure are:  
A. Directly to  me: 

(4) I may experience some headache a f t e r  the radiation treatments, w i t h i n  hours 
I 

.(5) Radiation can damage blood vessels in  the brain,  and there i s  a small chance 
T h i s  i s  a n  

V. 

(1)  t o  decrease the chance of fur ther  bleeding in to  my brain; 
(2) t o  decrease o r  a r r e s t  the progressive damage to  my brain as a r e su l t  

(3) t o  decrease the chance o f  fu r the r  paralysis  from fu r the r  bleeding into 

( 4 )  t o  decrease the chance of dying from massive bleeding i n t o  my brain.  

As t h i s  experimental medical procedure i s  developed and perfected on patients 
w i t h  vascular disease of the brain as I have, other  pat ients  in the future 
wil l  benefit  from the improved techniques and procedures. 

1 have been :sld t h a t  cer ta in  a l t e rna t ive  surgical procedures e x i s t ,  b u t  i n  my 
special  case, they would be t o o  dangerous t o  my l i f e  to  be used. 

of the bleeding ; 

my brain; 

B. To others:  

V I .  

VII. All t h i s  information was discussed w i t h  my by Professor Jacob I .  Fabrikant, M . D . ,  
Ph.D. and my other physicians and  surgeons. He will answer any fur ther  questions 
I have concerning a l l  these experimental and medical procedures. I can always 
reach him a t  the University of California,  Berkeley (415) 642-2314 or 486-6033 
o r  a t  his home (415) 845-8005). 
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VIII. I recognize tha t  my decision t o  undergo these experimental medical procedures is  a 
voluntary one. 
special case, i t  i s  the only procedure ava i lab le  which may contribute t o  a r res t ing  
my disease and/or ultim6itely saving my l i f e .  
experimental procedure o r  withdraw from i t  without any jeopardy t o  my normal course 
of treatment otherwise. The medical inves t iga tor  i n  charge o f  the medical research 
program may release me from the experimental study---that i s ,  drop me from the study-- 
a s  long as i t  i s  not detrimental o r  dangerous t o  my medical care.  

information obtained i n  connection w i t h  th is  study. 

I recognize t h a t  the procedure is not without danger, b u t  in my 

I am f r e e  t o  refuse t o  undergo the 

I X .  Confidentiali ty will be maintained. My iden t i ty  will not be disclosed i n  the use of 

X .  I will receive no compensation from being i n  this experimental medical study. 

X I .  

XII. 

I acknowledge receiving a n d  reading the Medical Research Subject’s Bill  of R i g h t s .  
I have a l so  received a copy o f  this consent form. 

I f  I am physically i n j u r e d  a s  a result of being i n  this study, treatment will be 
ava i lab le .  
upon a number of fac tors .  

The costs o f  such treatment may be covered by the University, depending 
For information, I may ca l l  the  LBl. Human Use Comi t t e e  

(415) 486-5507; 642-246’1. 

Signature of Patient/Subject 

Date 


