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B m E Y :  DONRLR LABORATORY 

June j0;1977 

TO: Donner S t a f f  

RE: Research Involving Human Sub jec t s  

Th i s  memo i s  t o  a d v i s e  you o f  s e v e r a l  im;.ortant procedural  changes r e l a t i n g  
t o  t iming and documentation on human s u b j e c t  matters. 
information concerning s e v e r a l  a s p e c t s  o f  human s u b j e c t  involvement which, based 
on ou r  experience du r ing  t h e  p a s t  year .  a r e  i n  need o f  g r e a t e r  a t t e n t i o n .  
r ead  t h i s  m a t e r i a l  c a r e f u l l y .  A l l  i n v e s t i g a t o r s  should cons ide r  t h e s e  p o i n t s  
du r ing  t h e i r  proposal-planning p rocess .  
Born, Baird Whaley, o r  J a n  DeMoor. 

In  a d d i t i o n ,  it sets f o r t h  

P lease  

Ques t ions  should b e  d i r e c t e d  t o  James L .  

Timing 

Both NIH and ERDA r u l e s  now r e q u i r e  t h a t  c e r t i f i c a t i o n  o f  human sub jec t  ap- 
p rova l  be  secured from t h e  I n s t i t u t i o n a l  Review Board ( t h e  Berkeley Campus Com- 
m i t t e e  f o r  t h e  P r o t e c t i o n  o f  Human Sub jec t s )  no l a t e r  t han  two months fol lowing 
t h e  d e a d l i n e  f o r  which t h e  proposal  i s  submit ted.  Th i s  is a change from t h e  
p rev ious  "grace" pe r iod  o f  t h r e e  months. For v i r t u a l l y  a l l  of ou r  p r o t o c o l s ,  
t h i s  w i l l  r e q u i r e  completion o f  t h e  documentation, and submission t o  t h e  L B L  
Human Use Committee f o r  i n i t i a l  review,  n o t  la ter  than t h e  week preceding t h e  
proposal  dead l ine .  
t h e  i n v e s t i g a t o r .  

P repa ra t ion  and t ime ly  submission are t h e  r e s p o n s i b i l i t y ' o f  

Timely submission i s  v i t a l .  While we have not  y e t  l o s t  a g r a n t  from f a i l u r e  
t o  comply wi th  human s u b j e c t  procedural  requirements ,  we have had a very c l o s e  
ca l l  r e l a t i n g  t o  i n t e r r u p t i o n  o f  ongoing suppor t .  
are going t o  t r e a t  human s u b j e c t  dead l ines  with t h e  same r i g i d i t y  as a p p l i c a t i o n  
d e a d l i n e s .  S ince  we a r e  a b l e  t o  observe t h e  l a t t e r  d e a d l i n e s ,  t h e r e  i s  no reason 
f o r  US n o t  t o  meet t h e  former ones.  
p a s t  any a t t i t u d e s  t h a t  human s u b j e c t  m a t t e r s  a r e  an a d m i n i s t r a t i v e  burden o f  
secondary concern.  They a r e  as i n t e g r a l  and important  a p a r t  of the .p roposa1  
p rocess  a s  t h e  s c i e n t i f i c  p ro toco l  and t h e  budget.  

I t  i s  c l e a r  t h a t  funding agencies  

But t o  do s o ,  we w i l l  have t o  r e l e g a t e  t o  t h e  

Cen t ra l  F i l i n g  o f  Consent Forms 

CPHS r e g u l a t i o n s  now r e q u i r e  t h a t  t h e  consent . forms s igncd by t h e  s u b j e c t s  
be f i l e d  c e n t r a l l y  i n  each major a d m i n i s t r a t i v e  u n i t .  E f f e c t i v e  a t  once, t h e  
o r i g i n a l  o f  each conscnt  form should b e  forwarded immediately a f t e r  s i g n a t u r e  t o  
Ms. J a n i c e  Debloor, Room 468 Donner, who w i l l  maintain ou r  c e n t r a l  r e p o s i t o r y .  
I n v e s t i g a t o r s  who need t o  r e t a i n  a copy f o r  p a t i e n t  r eco rds  may do so ,  provided 
t h e r e  i s  s e c u r e  s t o r a g e  t o  p re se rve  c o n f i d e n t i a l i t y .  

Changes i n  Consent Forms 

A ques t ion  a r o s e  r e c e n t l y  as to whether a minor change might be  made, "on 
t h e  spot" ,  i n  a consent form t o  accommodate t h e  wishes of a s u b j e c t .  The answer 
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is  "NO" . The consent  form is  approved by CPHS, a long  with t h e  p ro toco l .  Any 
change i n  t h e  consent  form, r e g a r d l e s s  o f  who makes i t ,  c r e a t e s  a new form which 
has  n o t  been approved by CPHS. The use  o f  an unapproved form would v i o l a t e  t h e  
r e g u l a t i o n s  under which we a r e  ob l iged  t o  o p e r a t e ,  and would p l a c e  t h e  i n v e s t i -  
g a t o r  i n  p o t e n t i a l  l e g a l  jeopardy.  A s u b j e c t  who i s  unwi l l i ng  t o  s i g n  t h e  con- , 

s e n t  form, a s  p re sen ted ,  may be e x c r c i s i n g  h i s / h e r  p r e r o g a t i v e  no t  t o  p a r t i c i -  
p a t e  i n  t h e  a c t i v i t y ,  and t h i s  r i g h t  must be  r e spec ted  r e g a r d l e s s  o f  any incon- 
venience t h a t  might be  caused t h e  i n v e s t i g a t o r .  
r e s p o n s i b i l i t y  of t h e  i n v e s t i g a t o r ,  o r  a p p r o p r i a t c  p r o f e s s i o n a l  personnel  
des igna ted  by him/her,  t o  be  s u r e  t h a t  t h e  s u b j e c t  has  obtained t h e  f u l l  under- 
s t and ing  necessa ry  t o  ag ree  o r  d e c l i n e  t o  p a r t i c i p a t e .  

I n  every i n s t a n c e ,  it i s  t h e  

Ccnsis tency o f  Human Subject  P ro toco l s  w i th  Proposals  

A l l  a c t i v i t i e s  i nvo lv ing  human s u b j e c t s  s e t  f o r t h  i n  a r e sea rch  p r o j e c t  
o r  proposal  should b e  covered by p ro toco l ( s ) / consen t  form(s) ,  o r  explained i n  
a cove r ing  memorandum. When human s u b j e c t  documents f o r  a p r o j e c t  are submit ted 
t o  CPHS, they  a r e  accompanied by a copy o f  t h e  proposal  (NIH a p p l i c a t i o n ,  189 
form, e t c . ) .  Be as su red  t h a t  t h e  CPHS s t a f f  r eads  every proposal  word-for-word, 
and is  f u l l y  capable  o f  i d e n t i f y i n g  human s u b j e c t  a c t i v i t i e s  no t  covered by t h e  
documentation. 
r e c e i v e  b e f o r e  an award is  made) w i l l  i n d i c a t e  e x p l i c i t l y  any a c t i v i t y  set  f o r t h  
i n  t h e  proposal  which has  no t  been reviewed and approved. 

The CPHS c e r t i f i c a t i o n  form (which t h e  funding agency must 

In some p roposa l s  t h e r e  may be  s t a t emen t s  o f  p rospec t ive  human s u b j e c t  i n -  
volvement f o r  which it is  n o t  p o s s i b l e  t o  p repa re  a s p e c i f i c  p ro toco l  u n t i l  t h e  
p r o j e c t  has  been underway f o r  some time, as human s t u d i e s  may depend on t h e  ou t -  
come of animal r e sea rch ,  o r  i n s t r w r e n t  development, etc. Such cases can and 
should b e  explained i n  an accompanying memorandum s t a t i n g  t h a t  t h e r e  i s  no human 
involvement i n  t h e  i n i t i a l  phase o f  t h e  s tudy ,  and t h a t  t h e  proper  p ro toco l  and 
consent form w i l l  b e  submit ted f o r  approval p r i o r  t o  i n i t i a t i n g  human use i n -  
volvement. CPHS w i l l  i s s u e  approval  f o r  t h e  p re l imina ry  phase o f  such a s tudy ,  
and will anno ta t e  t h e  c e r t i f i c a t i o n  form accordingly.  

Likewise, a c t i v i t i e s  which a r e  c l e a r l y  n o t  t o  b e  undertaken during t h e  
f irst  yea r  of  a p r o j e c t  need no t  have a protocol /consent  form when t h e  proposal  
i s  o r i g i n a l l y  submit ted,  b u t  t h e  i n v e s t i g a t o r  must p rov ide  an explanat ion i n  an 
accompanying memo. 

The r e c i t a t i o n  i n  a proposal  of a c t i v i t i e s  involving human s u b j e c t s  which 
a r e  not  covercd by e i t h e r  a protocol /consent  form o r  a niemo, w i l l  c e r t a i n l y  
gene ra t e  a p rocess ing  de lay ,  and may cause reduced, delayed,  o r  zero funding 
from t h e  agency. 

Approvnl f o r  Cooperat ive S t u d i e s  

In some i n s t a n c e s  BCCCSS t o  s u b j e c t s  o r  n i a t c r in l s  o f  human o r i g i n  i s  gained 
through ano the r  i n s t i t u t i o n .  
a t i n g  i n s t j t u t i o n ' s  protocol  and consent form. 
a c t i v i t y  has  cu r ren t  approval from t h e  c o o p c r n t i G  o r ~ n i  z i t  i t r n  l h F l ~ t ~ i ~ n a l  

This  r e q u i r e s  sukmission t o  our  CPHS o f  t h e  coopcr- 
a I o 3 2 j t h  ev id rnce  t h a t  t h e  

For cases  invo lv ing  on ly  r e s i d u a l  m a t e r i a l ,  i t  may bo s u f f i c i e n t  t o  provide a 
copy o f  t h e  s u r g i c a l  consent form, providcd the form g ives  t h e  pa tho log i s t  

complete d i s c r e t i o n  i n  d i s p o s i t i o n  of severed m a t e r i a l .  
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Review Board 

Th i s  is i n  a d d i t i o n  t o  your own p r o t o c o l .  Our r e c e n t  experience 
has  shown t h a t  some of ou r  i n v e s t i g a t o r s '  p o t e n t i a l  c o l l a b o r a t o r s  do n o t  
have c u r r e n t  approval  a t  t h e i r  own i n s t i t u t i o n .  
t h i s  p o s s i b j l i t y ,  and r r q u e s t  t h e  necessa ry  m a t e r i a l  from your c o l l a b o r a t o r s  
f a r  enough i n  advance of t h e  dead l ine  t o  i n s u r e  t h a t  your own approval  he re  
w i l l  n o t  be  delayed. 
m a t e r i a l s  of human o r i g i n  by LBL t o  a n o t h e r  i n s t i t u t i o n ,  p a r t i c i p a t i o n  i n  human 
s u b j e c t  a c t i v i t i e s  a t  LBL by a s t a f f  member of ano the r  i n s t i t u t i o n ,  o r  p a r t i c i -  
p a t i o n  i n  human s u b j e c t  a c t i v i t i e s  a t  ano the r  i n s t i t u t i o n  by an LBL s t a f f  member. 
Most of t h e s e  a c t i v i t i e s  r e q u i r e  approval  by bo th  t h e  Berkeley Campus CPHS and 
t h e  cooperat ing i n s t i t u t i o n ' s  I n s t i t u t i o n a l  Review Board. 

Annual Review and Renewal 

You should be  mindful of  

Other t ypes  of  c o l l a b o r a t i o n  invo lve  p r o v i s i o n  of  

Each approved p ro toco l l consen t  form r e q u i r e s  annual  review and renewal,  
u s u a l l y  a t  t h e  same t i m e  t h e  p r o j e c t  is be ing  submit ted f o r  cont inued funding. 
I n v e s t i g a t o r s  should submit a copy of each p ro toco l / consen t  form t h a t  they wish 
renewed ( i t  is t h e  i n v e s t i g a t o r ' s  r e s p o n s i b i l i t y  t o  f u r n i s h  these  documents), 
a long  wi th  a b r i e f  p rog res s  r e p o r t  on human s u b j e c t  a c t i v i t i e s  under each proto-  
c o l  du r ing  t h e  p a s t  year :  number of s u b j e c t s ;  absence o f  untoward e f f e c t s  ( i f  
untoward e f f e c t s  occurred du r ing  t h e  yea r ,  t hey  should be r epor t ed  immediately);  
feedback (bo th  p o s i t i v e  and nega t ive )  from t h e  s u b j e c t s  on t h e i r  p a r t i c i p a t i o n ;  
t he  e x t e n t  t o  which t h e  r e sea rch  o b j e c t i v e s  were achieved, e t c .  

I f  any changes are be ing  requested in t h e  p r o t o c o l  o r  consent form, t h e s e  
should be  c l e a r l y  s t a t e d ,  a long  with t h e  reasons t h e r e f o r .  

Care i n  P repa ra t ion  of P ro toco l ( s ) /Consen t  Form(s) 

Complete, well w r i t t e n  p ro toco l s / consen t  forms, which f u l f i l l  a l l  r equ i r e -  
ments of  t h e  CPHS, w i l l  exped i t e  t h e  approval  process  by e l i m i n a t i n g  t h e  de l ays  
which arise when w e  must r e t u r n  documents t o  t h e  i n v e s t i g a t o r  f o r  c o r r e c t i o n  of 
d e f i c i e n c i e s .  A w r i t t e n  s ta tement  of CPHS gu ide l ines  can be  obtained from Jan 
LkMoor. 

F i n a l  Reminder 

You m u s t  submit p r o t o c o l s  and consent f o r m  f o r  a l l  r e sea rch  and develop- 
ment i nvo lv ing  human u s e  r e g a r d l e s s  of funding o r  source of  suppor t .  

E M :  gw 
.I- 

Edward L. Alpen 
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