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BERKELEY: DOXNER LABORATOllY 

June  j0;1977 

TO: Donner S t a f f  

RE: Research Involv ing  Human Sub jec t s  

T h i s  memo is  t o  a d v i s e  you o f  s e v e r a l  impor tan t  procedura l  changes r e l a t i n g  
t o  t iming  and documentation on human s u b j e c t  ma t t e r s .  
in format ion  concern ing  seve ra l  a s p e c t s  o f  human s u b j e c t  involvement which, bascd 
on our  expe r i ence  dur ing  t h e  p a s t  y e a r ,  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 .  
du r ing  t h e i r  p roposa l -p lanning  p rocess .  
Born, Bai rd  Whaley, o r  Jan  DeMoor. 

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

P lease  

Questions should b e  d i r e c t e d  t o  Jamcs L .  
A l l  i n v e s t i g a t o r s  should  cons ider  t h e s e  p o i n t s  

Timing 

Both N I H  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  hunian s u b j e c t  ap- 
proval  be  secured  from t h e  I n s t i t u t i o n a l  Review Board ( t h e  Berkclcy Campus Com- 
mj.ttee f o r  t h c  P r o t e c t i o n  of tluman Sub jec t s )  no l a t e r  than  two months folloiving 
t h e  d e a d l i n e  f o r  which t h e  proposa l  i s  submi t tcd .  Th i s  i s  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  o f  our  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  LBL 
Human Use Committee f o r  i n i t i a l  review, no t  l a t e r  than  t h e  week preceding  t h c  
proposa l  d e a d l i n e .  
- t h c  i n v e s t i g a t o r .  

P repa ra t ion  and t ime ly  submission a r e  t h e  r c 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 c t  l o s t  a g ran t  from f a i l u r e  
t o  comply wi th  human s u b j c c t  procedura l  requireii icnts,  we liavc had 3 very c l o s c  
c a l l  r e l a t i n g  t o  i n t e r r u p t i o n  of  ongoing suppor t .  
a r e  going t o  t r c a t  human s u b j e c t  dcad l ines  wi th  t h e  same r i g i d i t y  a s  a p p l i c a t i o n  
d e a d l i n c s .  S incc  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.  Thcy a r e  a s  i n t e g r a l  and impor tan t  a p a r t  o f  t h c  proposa l  
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 so,  we will have t o  r e l e g a t e  t o  t h c  

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 igned  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 c  a t  oncc. t h e  
o r i g i n a l  o f  each consent  form should b e  forwarded intmediatcly a f t e r  s i g n a t u r e  t o  
Ms. J a n i c e  DeMoor, Room 468 Donner, who w i l l  main ta in  ou r  c c n t r a l  r c 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 s o ,  provided 
t h e r e  i s  s e c u r e  s t o r a g c  t o  p re se rve  c o n f i d e n t i a l i t y .  

Changes i n  Conscnt Forms 

A q u e s t i o n  a r o s e  r c c c n t l y  as t o  whether a minor change might be  made, "on 
t h c  spot" ,  i n  a consent form t o  accomrnodatc t h e  wishes of  a su l> jcc t .  The answer 
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i s  "No". The consent  form is  approved by CPHS, a long  wi th  t h e  p r o t o c o l .  Any 
change i n  t h e  consent  form, r e g a r d l e s s  of who makes i t ,  c r e a t e s  n new form which 
has  not  bcen approved by CPHS. The use of an unapprovcd form would v i o l a t c  t h c  
r e g u l a t i o n s  under which we a r e  obl iged  t o  o p e r a t e ,  and would p l a c e  t h e  i n v c 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 j s  u n w i l l h g  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 e r c i s i n g  h i s h e r  p r e r o g a t i v e  iiot 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- 
venicncc t h a t  might he 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  o f  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 e  profess iona l  pcrsonncl 
dcs igna tcd  by h i m h e r ,  t o  be s u r e  t h a t  t h e  s u b j e c t  has obta ined  t h c  f u l l  u n d c r -  
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 .  

In every  i n s t a n c c ,  i t  i s  t h e  

Consistency o f  Human Sub jec t  P ro toco l s  wi th  Proposa ls  

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  proposa l  should be covered by p ro toco l ( s ) / consen t  form(s) ,  o r  explaincd i n  
a cove r ing  memorandum. Khen human s u b j e c t  documents f o r  a p r o j e c t  a r e  submitted 
t o  CPtIS, they  a re  accompanicd hy a copy o f  t h e  proposa l  ( N I H  a p p l i c a t i o n ,  1S9 
form, e t c . ) .  Uc as su red  t h a t  t h e  CPMS s t a f f  r cads  every  proposa l  word - fo r -wrd ,  
and is f u l l y  capablc  o f  i d c n t i f y i n x  human s u b j e c t  a c t i v i t i e s  iiot covered by t h e  
documentation. The CPHS c e r t i f i c a t i o n  form (which t h e  funding agency must 
r e c e i v e  b e f o r e  an award i s  madc) will 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  s c t  f o r t h  
i n  t h e  proposa l  which has not  been reviewed and approved. 

In some proposa l s  t h e r c  may be  s t a t emen t s  o f  p r o s p e c t i v e  liiiman sub jec t  i n -  
volvement f o r  which i t  i s  no t  p o s s i b l e  t o  p rcpa rc  a s p c c i f i c  pro tocol  u n t i l  t h e  
p r o j e c t  has  been underway f o r  some tiinc, as human s t u d i e s  may dcpcnd on t h e  o u t -  
come o f  animal r e s e a r c h ,  o r  ins t rument  devclopnicnt, e t c .  Such cases  can and 
should be  cxpla incd  i n  an accoiiipanying memorandum s t a t i n g  tha t  t h c r c  i s  no htiman 
involvcincnt i n  t h e  i n i t i a l  phase of t h e  s tudy ,  and t h a t  t h e  propcr  pro tocol  and 
consent form will be submi t 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. c:rIIs wi 11 issue approval f o r  t h e  p rc l imina ry  phase of  such a st l ldy,  
and w i l l  anno ta t e  t h e  c e r t i f i c a t i o n  form accord ing ly .  

Likcwisc, a c t i v i t i e s  which a r c . ' c l c a r l y  not t o  be undertaken dur ing  t h e  
f i r s t  yea r  of  a p r o j e c t  nced not  have a pro tocol /consent  form when t h e  proposal 
i s  o r i g i n a l l y  submi t t ed ,  bu t  t h e  i n v c s t i g a t o r  must provide  an explana t ion  i n  an 
acconipanying inenlo. 

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  i nvo lv ing  human s u b j e c t s  ivhich 
are not  covered by e i t h e r  a pro tocol /consent  form o r  a memo, will c e r t a i n l y  
gene ra t e  a p rocess ing  de lay ,  and may cause reduced, de layed ,  o r  zero funding 
from t h e  agency. 

Approval f o r  Coopcra t ive  S tud ie s  

In some i n s t a n c e s  access  t o  s i i b j r c t s  o r  m a t e r i a l s  o f  h u m a n  or jgir i  i s  gaincd 
through onothcr  i n s t i t u t i o n .  This rcq i i i rcs  suhrnission t o  ou r  CPIIS o f  t h c  coopcr- 
a t i n g  i n s t i t u t i o n ' s  p ro toco l  and consent form.* a l o n s  \$ti t l i  .cyicI( rirc t l iot  L ~ T ~  
a c t  i v i  t ,. 11 n s c I i r r c . n t  ;Ipyrov:i 1 fi.on! t!r  P c o u ~  t i 11 P. (11' ":I  ii 1 - ' I  t i o  r i  ' >: I 11:; I I t I it 1 (1 113 1 - . ~ -  _ _  .--- --..'I__~_I_- 
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This  i.s i n  a d d i t i o n  t o  your  own p r o t o c o l .  O u r  r e c e n t  exper ience  
has  shown t h a t  some of  o u r  i n v e s t i g a t o r s '  p o t e n t i a l  collaborators do not  
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 .  You should  b e  mindful of 
t h i s  p o s s i b i l i t y ,  and r e q u e s t  t h e  n e c e s s a r y  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  d e a d l i n e  t o  i n s u r e  t h a t  y o u r  own approval  h e r e  
w i l l  n o t  b e  delayed.  
materials of  huinail 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 a n o t h e 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  a n o t h e r  i n s t i t t i 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 both t h e  Berke ley  Campus CPHS and 
the coopera t ing  iris t i  t u t  ion  ' s I n s  t i  t u t i o n a l  Review Board. 

Annual Review and Renewal 

Other  t y p e s  of  c o l l a b o r a t i o n  i n v o l v e  p r o v i s i o n  of 

Each approved pro tocol /consent  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  sanic t i m e  t h e  p r o j e c t  is being  submi t 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 r o t o c o l / c o n s e n t  forin 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 l o n g  w i t h  a b r i e f  progress  report. on human s u b j e c t  a c t i v i t i e s  under each pro to-  
col d u r i n g  tlie p a s t  year :  number of  s u b j e c t s ;  absence of  untoward e f f e c t s  ( i f  
untoward e f f e c t s  occur red  d u r i n g  t h e  year, they  should b e  repor ted  immcdlately) ; 
feedback (bo th  p o s i t i v e  and n e g a t i v e )  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 h e  e x t e n t  t o  vhich  t h e  r e s e a r c h  o b j e c t i v e s  were achieved ,  e t c .  

I f  any chanr,cs a r e  bei.ng rcques tcd  i n  t h c  p r o t o c o l  o r  conscnt  lorm, t h e s e  
should  b c  c l e a r l y  s t a t e d ,  a l o n g  w i t h  t h e  reasons t h e r e f o r .  

Care i n  Preparatf-on of Pro tocol (s ) /Consent  Form(s) 

Complete, well w r i t t e n  p r o t o c o l s / c o n s e n t  forms, which f u l f i l l  a l l  requi re -  
ments o f  t h e  CPHS, w i l l  e x p e d i t e  t h e  approval  process  by e l i m i n a t i n g  t h e  de lays  
which a r i s e  when we 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 t a t e m e n t  of C?HS g u i d e l i n e s  can be  obta ined  from J a n  
Debloor. 

F i n a l  Reninder 

- You must submit p r o t o c o l s  and consent  forms f o r  all r e s e a r c h  and develop- 
ment i n v o l v i n g  human use r e g a r d l e s s  of funding o r  s o u r c e  of  suppor t .  

EJA: gw 
- 

Edward L. Alpen 
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