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ABSTRACT 

Concern f o r  o u t s i d e  rev iew  of medical  research  i n v o l v i n g  human 

sub jec ts  has been documented as f a r  back as t h e  e a r l y  N ine teen th  

Century.  It was n o t  u n t i l  1966, however, when a p p l i c a n t s  f o r  P u b l i c  

Hea l th  Serv i ce  g r a n t  f und ing  were sub jec ted  t o  such a requ i rement ,  

t h a t  researchers  were r e q u i r e d  t o  undergo review. 

Review Boards (IRB) a r e  t h e  bodies charged w i t h  pe r fo rm ing  t h e  

mandated screen ing  f u n c t i o n s  by t h e  Department o f  Hea l th  and Human 

Serv ices  (HHS) f o r  f e d e r a l l y  funded p r o j e c t s  and by t h e  Food and Drug 

A d m i n i s t r a t i o n  (FDA) i n  t h e  drug and dev i ce  approval  process. 

I n s t i t u t i o n a l  

T h i s  paper exp lo res  an IRB 's  r e s p o n s i b i l i t i e s  under t h e  HHS and 

FDA r e g u l a t i o n s  g e n e r a l l y ,  and emphasizes severa l  c r i t i c a l  a t t e n d a n t  

i ssues  i n c l u d i n g :  t h e  manu fac tu re r ' s  I R B ;  I R B  members' i n d i v i d u a l  
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2 HOLM AND CAMPBELL 

l i a b i l i t y ;  compensation f o r  research  i n j u r i e s ;  c i v i l  r i g h t s  p ro tec -  

t i o n s  a f f o r d e d  sub jec ts ;  impact upon academic and h e a l t h  p r a c t i -  

t i o n e r  research; and e f f e c t  upon drug  and dev i ce  approva ls .  

BACKGROUND 

Concern f o r  o u t s i d e  rev iew  o f  medical  research  i n v o l v i n g  human 

sub jec ts  has been documented as f a r  back as t h e  e a r l y  N ine teen th  

Century. 

by Thomas P e r c i v a l  i n  1803 t h a t  no i n n o v a t i v e  therapy  shou ld  be 

i n s t i t u t e d  w i t h o u t  peer consul  t a t i o n . '  

t a i n e d  no p o l i c y  r e l a t i v e  t o  t h i s  i s s u e  u n t i l  1966, when rev iew  was 

mandated f o r  those a p p l y i n g  f o r  P u b l i c  H e a l t h  Serv i ce  research  

g ran ts . *  P r i o r  c o n s i d e r a t i o n  o f  " t h e  r i s k s  and p o t e n t i a l  med ica l  

b e n e f i t s  o f  t h e  i n v e s t i g a t i o n "  was t h e  f i r s t  i m p o s i t i o n  o f  a r i s k -  

b e n e f i t  c r i t e r i o n  be ing  met b e f o r e  permiss ion  t o  conduct f e d e r a l l y  
3 funded research  would be gran ted .  

Lev ine  cons iders  t h e  i d e a ' s  o r i g i n a t i o n  t o  be a statement 

The f e d e r a l  government main- 

T h i s  p o l i c y  o f  t h e  Surgeon General has been deemed by  one ob- 

server as " t h e  seed o f  t h e  most s i g n i f i c a n t  development o f  decent ra -  

l i z e d  a d m i n i s t r a t i v e  d e c i s i o n  making i n  t h e  pas t  twenty  years .  

The Na t iona l  Research A c t  was passed by Congress i n  1974, e s t a b l i s h -  

i n g  t h e  Na t iona l  Commission f o r  P r o t e c t i o n  o f  Human Sub jec ts  o f  B io -  

medical  and Behav io ra l  Research, g r a n t i n g  t h e  Commission powers t o  

"conduct a comprehensive i n v e s t i g a t i o n  and s tudy  t o  i d e n t i f y  b a s i c  

e t h i c a l  p r i n c i p l e s i u 6  t o  u n d e r l i e  t h e  conduct o f  human s u b j e c t s  r e -  

search. 

cedures t o  reach e s t a b l i s h e d  goa ls  and t o  recommend p o l i c y  t o  t h e  

Secre tary  o f  t h e  then Department o f  Hea l th ,  Educat ion,  and Wel fa re  

(HEW) w i t h  respec t  t o  human s u b j e c t s  research  supported by HEW. 

1 8  4 
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The commission was empowered t o  develop g u i d e l i n e s  and pro-  D
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THE ROLE OF INSTITUTIONAL REVIEW BOARDS 3 

A key requ i rement  o f  t h e  Ac t  was t h e  es tab l i shment  o f  I n s t i -  

t u t i o n a l  Review Boards ( IRBs) a t  those i n s t i t u t i o n s  conduct ing  r e -  

search under HEW c o n t r a c t .  These IRBs were charged w i t h  rev iew ing  

biomedical  and behav io ra l  research  employing human s u b j e c t s  " i n  o r d e r  

t o  p r o t e c t  t h e  r i g h t s  of t h e  human s u b j e c t s  o f  such research . " '  

HEW'S P o l i c y  f o r  t h e  P r o t e c t i o n  of Human Research Sub jec ts  

was promulgated i n  1975. U n i v e r s i t i e s ,  h o s p i t a l s  conduct ing  research  

and medical  schools a l l  sought t o  e s t a b l i s h  an I R B  a t  t h e i r  r e s p e c t i v e  

i n s t i t u t i o n s  t o  comply. Then and today, t h e r e  e x i s t s  con fus ion  i n  t h e  

research  community r e l a t i v e  t o  t h e  dual  r o l e  o f  t h e  I R B  as b o t h  a 

federa l  a d m i n i s t r a t i v e  agency w h i l e  f u n c t i o n i n g  as a l o c a l  board. Sub- 

s t a n t i a l  r e v i s i o n  o f  t h e  o r i g i n a l  r e g u l a t i o n s  was undertaken by  t h e  

Department o f  H e a l t h  and Human Serv ices  (HHS) i n  1981 .' 
Drug A d m i n i s t r a t i o n  (FDA) a1 so pub1 i shed  new r e g u l a t i o n s  govern ing  

IRBs t h a t  same year .  

8 

The Food and 

10  

The 1981 r e g u l a t i o n s  served t o  narrow t h e  scope o f  IRBs t o  an 

ex ten t ,  by e s t a b l i s h i n g  c a t e g o r i c a l  exemptions f rom coverage under t h e  

Ac t .  These i n c l u d e  broad ca tegor ies  o f  research  which o r d i n a r i l y  p re-  

sent  l i t t l e  o r  no r i s k  o f  harm t o  s u b j e c t s .  S p e c i f i c a l l y  exempted a r e  

research  p r o t o c o l s  us ing  o n l y  survey  o r  i n t e r v i e w  procedures , observa- 

t i o n  o f  p u b l i c  behav io r ,  o r  s tudy  o f  da ta ,  documents, records ,  and 

specimens. The need f o r  a b r o a d l y  based I R B  and a s e n s i t i v i t y  t o  r i s k s  

o f  c e r t a i n  s p e c i a l  popu la t i ons  who m igh t  be l e s s  a b l e  t o  g i v e  t r u l y  

informed, uncoerced consent, seem a l s o  t o  be embodied i n  t h e  r e v i s i o n .  

Both  t h e  1975 and 1981 r e g u l a t i o n s  make i t  c l e a r  t h a t  IRBs a r e  

charged t o  determine i f  " r i s k s  t o  s u b j e c t s  a r e  reasonable i n  r e l a t i o n  

of  a n t i c i p a t e d  b e n e f i t s ,  i f  any, t o  s u b j e c t s  and t h e  importance o f  t h e  

know1 edge t h a t  may reasonab ly  be expected t o  r e s u l t .  'I1' 
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4 HOLM AND CAMPBELL 

I R B  RESPONSIBILITIES 

IRBs are  required t o  consis t  of a minimum of f i v e  ( 5 )  members. 

These members must represent both sexes, more than one profession, 

and diverse cul tural  and racial  backgrounds. A t  l e a s t  one member must 

be a non-scient is t ,  and  there  must be another member who maintains no 

other  a f f i l i a t i o n  with the in s t i t u t ion .  Though only f ive  ( 5 )  members 

are  required,  many Boards consis t  of a la rger  g r o u p  from the  following 

representat ive d isc ip l ines  - medicine, pharmacy, nursing, law, philos- 

ophy, psychology, social  and behavioral sciences,  and members of the 

public. 

The general function of an I R B  i s  to  review, approve o r  deny, and  

serve as an on-going monitor o f  a l l  research on human subjects  t h a t  

takes place within the i n s t i t u t i o n .  

ing compliance with a l l  applicable federa l ,  s t a t e  and in s t i t u t iona l  

regulations.  

es tabl ish the guidelines f o r  I R B  review of human subjects  research. 

The scope of the regulations promulgated by these two federal  agencies, 

while having s imi la r  goals ,  iiiust be distinguished. The HHS regulations 

apply t o  proposed research funded in whole o r  in par t  by t h a t  Depart- 

ment. 

within the ambit of the HHS regulat ions.  

other hand, apply spec i f ica l ly  t o  s tudies  involving invest igat ional  

drugs and devices, whether funded by HHS or not. 

FDA regulations,  a l l  research with invest igat ional  drugs, including 

research done t o  invest igate  a new claim o r  indication f o r  a marketed 

d r u g ,  requires I R B  approval. 

ferences in the s t ruc ture  and functional requirements f o r  the opera- 

t ion of a n  I R B .  Some spec i f ic  differences which will  impact on d r u g  

The I R B  i s  responsible f o r  assur- 

The rules  and regulations of HHS and the FDA c i ted  above 

Such research need n o t  involve drugs and/or devices t o  f a l l  

The FDA regulat ions,  on  the 

Thus, according t o  

This d i s t inc t ion  r e su l t s  in  some d i f -  
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THE ROLE OF INSTITUTIONAL REVIEW BOARDS 5 

and device research a re  as follows: 

a .  HHS provides t h a t  an I R B  may waive the requirement f o r  signed 

informed consent when the principal r i sk  of the research t o  

be conducted i s  a breach of conf ident ia l i ty .  

such provision, as the research regulated by t h a t  agency would 
12 not f a l l  i n to  such a category. 

The FDA, unlike HHS, does not require the I R B  t o  report  changes 

in membership. However, the FDA s t a t e s  t ha t  i t  refuse 

t o  consider a study in suppor t  of an appl icat ion fo r  a re- 

search or  marketing permit i f  the in s t i t u t ion  refuses t o  allow 

the FDA t o  inspect I R B  records.13 Since HHS does not issue 
research or marketing permits, i t  has no such provision. 1 4  

FDA makes no 

b .  

c .  Because the FDA has undertaken a substant ia l  survei l lance 

program, the FDA expl i c i  t l y  requires tha t  research subjects  
be informed of the inspection of the records of the study. 15 

While HHS maintains the r i g h t  t o  inspect such records,  i t  

does so infrequent ly ,  and does not require the same informed 

consent. 

HHS provides fo r  waiving o r  a l te r ing  elements of informed 

consent under cer ta in  conditions en ta i l ing  minimal r i sk  

16 

d .  

t o  the subjects  involved.” The FDA provides exp l i c i t  

guidelines f o r  exemption from the informed consent require- 

ments in emergency s i tua t ions  only. 18 

B o t h  regulations provide f o r  extensive record keeping. These 

records include a l l  research proposals, consent forms, minutes of a l l  

meetings, records of continuing review, copies of a l l  correspondence, 

l - is t ing of IR6 members, and wri t ten pol ic ies  and procedures. These 
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6 HOLM AND CAMPBELL 

records must be kept for  three years from the completion of a given 

study. 

One of the functions of the IRB i s  t o  approve or deny proposed 

research protocols. 

ing of the risks benefits, and costs from the perspective of bo th  the 

individual and society a t  large. The IRB’s assessment of risks and 

anticipated benefits involves a ser ies  of steps. The I R B  must: 

This decision making process involves a balanc- 

1 .  

2. 

3 .  

4. 

5. 

6. 

identify the risks associated with the research, as dis- 

tinguished from the risks of therapies the subject would 

receive even i f  no t  participating in research; 

determine t h a t  the risks will be minimized t o  the extent 

possible; 

identify the probable benefits to be derived from the 

research; 

determine t h a t  the risks are reasonable in relation t o  the 

benefits t o  subjects, i f  any, and t o  the importance of the 

know1 edge t o  be qai ned ; 

assure t h a t  potential subjects will be provided w i t h  accurate 

and f a i r  description o f  the risks or discomforts a n d  the 

anticipated benefits; and 

determine intervals of periodic review and,  where appropriate, 

determine t h a t  adequate provisions are in place fo r  monitor- 

ing and d a t a  collected. 

Steps 1 - 4 of t h i s  process involve a risk/benefit analysis. 

Risks are classified and  should be evaluated as physical , psychological, 

social and economic. Benefits are likewise classified as physical , 

psychosocial, and derivative, a n d  are considered relat ive t o  b o t h  the 

immediate subject and society as a whole.’’ The IRB must make i t s  
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THE ROLE OF INSTITUTIONAL REVIEW BOARDS 7 

evaluation as compared with the  absence of the proposed research. 

cannot compare the  research protocol with "the next best  a l t e rna t ive  

course o f  ac t ion ."  I n  t h i s  way, the  I R B  cannot deny a research pro- 

tocol because i t  believes the  e f f o r t  could be be t t e r  spent.  

I t  

20 

Once these r i sks  and benefi ts  have been iden t i f i ed ,  Step 5 

ensures t h a t  a l l  research par t ic ipants  give informed consent t o  t h e i r  

par t ic ipa t ion .  The basic elements of an  informed consent form a re :  

1 .  A statement t h a t  the  study involves research and a n  explana- 

t ion  of the  purposes, durat ion,  and procedures of the  research, 

specifying which procedures a re  experimental 

A descr ipt ion of any reasonably forseeable  r i sks  o r  discomfort 

A descr ipt ion of any benefi ts  t o  the subject  o r  t o  others  t h a t  

may reasonably be expected from the  research 

A d isclosure of appropriate a l t e rna t ive  procedures o r  courses 

of act ion 

2. 

3 .  

4. 

5. A statement describing the ex ten t ,  i f  any, t o  which confi-  

den t i a l i t y  o f  records ident i fying the  subjects  will  be 

maintained 

6.  For research involving more than minimal r i s k ,  an explana- 

t ion a s  t o  whether any compensation o r  medical treatments 

a r e  ava i lab le  i f  injury occurs and, i f  so, of w h a t  they 

cons is t  and/or where fu r the r  information can be obtained 

A n  explanation of who t o  contact f o r  answers t o  per t inent  

questions about the research and the  research s u b j e c t ' s  

7. 

n the event of a research- r igh t s ,  and who t o  contact 

re la ted  injury 

8. A statement t h a t  pa r t i c ipa t  

t o  pa r t i c ipa t e  will  involve 

on i s  voluntary,  t h a t  refusal 

no penalty o r  loss  of benefi ts  , 
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8 HOLM AND CAMPBELL 

and t h a t  t h e  s u b j e c t  can d i s c o n t i n u e  p a r t i c i p a t i o n  a t  any t ime  

w i t h o u t  p e n a l t y  o r  l o s s  o f  b e n e f i t s .  21 

I t  i s  impor tan t  f o r  t h e  I R B  t o  cons ide r  t h e  c h a r a c t e r i s t i c s  o f  t h e  

p rospec t i ve  sub jec ts  t h a t  may a f f e c t  t h e i r  a b i l i t y  t o  g i v e  in fo rmed 

consent. The s e r i o u s l y  ill, c h i l d r e n ,  o r  m e n t a l l y  re ta rded  i n d i v i d u a l s  

may n o t  be ab le  t o  comprehend t h e  r e q u i r e d  i n f o r m a t i o n ,  w h i l e  p r i s o n e r s  

o r  o t h e r  i n s t i t u t i o n a l i z e d  i n d i v i d u a l s  a re  so s i t u a t e d  t h a t  t h e  vo lun-  

t a r i n e s s  o f  t h e i r  consent may be i n  doubt.  22 

F i n a l l y ,  as i d e n t i f i e d  i n  Step 6, t h e  i n v e s t i g a t o r s  must remain 

accountable t o  t h e  I R B  th roughout  t h e  te rm o f  t h e  research  p r o t o c o l .  

P e r i o d i c  rev iew of t h e  research  a c t i v i t y  i s  necessary t o  de termine 

whether t h e  r i s k / b e n e f i t  r a t i o  has s h i f t e d ,  whether t h e r e  a r e  u n a n t i -  

c i p a t e d  f i n d i n g s  i n v o l v i n g  r i s k s  t o  sub jec ts ,  and whether any new i n -  

f o rma t ion  rega rd ing  r i s k s  and b e n e f i t s  shou ld  be p rov ided  t o  t h e  sub jec ts .  

Any u n a n t i c i p a t e d  s i d e  e f f e c t s  and/or  adverse  r e a c t i o n s  must be  

r e p o r t e d  t o  t h e  IRB. 

research  shou ld  be  m o d i f i e d  o r  d i s c o n t i n u e d .  

An e v a l u a t i o n  must  t h e n  be made whether  t h e  

EMERGING ISSUES 

Severa l  i s s u e s  and m a t t e r s  o f  concern  a r i s e  f r o m  such a r e v i e w  

o f  t h e  s t a t u s  of t h e  I R B  i n  research  m o n i t o r i n g .  Some w i l l  be con- 

s i d e r e d  he re  by way o f  a cavea t  f o r  f u t u r e  Board members and researchers  

as w e l l  as pharmacy and o t h e r  h e a l t h  p r a c t i t i o n e r s  upon whom human 

s u b j e c t s  research  impacts .  

O f  g rowing  concern  i s  t h e  p o s s i b l e  l i a b i l i t y  o f  i n d i v i d u a l  I R B  

members. 

research  p r o t o c o l ,  as w e l l  as i n v e s t i g a t o r s  who a r e  den ied  p e r m i s s i o n  

t o  proceed w i t h  submi t ted  p r o t o c o l s ,  may seek r e d r e s s  th rough  l i t i g a -  

Research s u b j e c t s  who have been i n j u r e d  as a r e s u l t  o f  a 
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THE ROLE OF I N S T I T U T I O N A L  REVIEW BOARDS 9 

t i on .  The t h r e a t ,  however real  or un rea l ,  may keep poten t ia l  I R B  

members from agreeing t o  serve  in  t h i s  capac i ty .23  Where the  i n s t i t u -  

t i o n  wil l  be u l t imate ly  l i a b l e  under the  doc t r ine  of Respondeat 

Superior  f o r  the a c t s  of the I R B  t h a t  a r e  within the scope of t h e i r  

employment and  au tho r i ty ,  t he  individual  members wil l  be held t o  a 

s t a n d a r d  of care  commensurate with individual  a reas  of expe r t i s e .  

A s i g n i f i c a n t  burden t o  be met by t h e  prospect ive p l a i n t i f f  in  

such a case i s  the establishment o f  causa t ion .  A p l a i n t i f f  must show 

t h a t  t h e  a c t  of approving ( o r  disapproving) the research protocol i n  

quest ion was the  d i r e c t  and 

i n j u r i e s .  Such a burden wi l l  be exceed ngly d i f f i c u l t  t o  bear ,  pa r -  

t i c u l a r l y  when the  research subjec t  has given informed consent t o  

pa r t i c ipa t ion .  

separate  fund f o r  compensation and treatment of research-related 

in ju r i e s .  

proximate cause o f  t he  p l a i n t i f f ' s  

An I R B  may want t o  cons der  the establ ishment  of a 

Another area f o r  I R B  consideration concerns the na t ien t  requiring 

emergency experimental treatment.  Special 

consent a re  ra ised here which a re  n o t  d i s s  

above. When analyzing a proposed research 

appl icat ion f o r  emergency s i tua t ions ,  the  

f o r  follow-up documentation and review onc 

probl ems of informed 

milar  t o  some alluded t o  

protocol with a potent ia l  

R B  should e s t ab l i sh  c r i t e r i a  

the  emergency i s  over. I f  

the research protocol c a l l s  f o r  continued par t ic ipa t ion ,  informed con- 

sent  must be re-establ ished,  and the  pa t ien t  provided the  opportunity 

t o  withdraw from the study.24 Other persons who require  special  con- 

s idera t ion  as well a r e  pr isoners ,  mentally incompetent, pregnant women 

and the terminally i l l .  

Additional considerations raised include the  e th ica l  matter of 

Generally, t h i s  payment of human subjects  f o r  t h e i r  par t ic ipa t ion .  
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10 HOLM AND CAMPBELL 

pract ice  i s  considered acceptable t o  the extent  t h a t  the compensation 

does n o t  serve t o  induce par t ic ipa t ion  in s p i t e  of informed consent 

reservations a subject might have. 

Entrepreneurs have emerged in recent years who s e l l  I R B  services  

to  in s t i t u t ions  which do not have the resources t o  es tab l i sh  t h e i r  own 

Boards. One could argue tha t  the  expert ise  provided and the frequency 

of review by these panels would hone the necessary s k i l l s ,  thus bene- 

f i t i n g  the process. One must consider the question also of how f r e -  

quently an in s t i t u t ion  would use a paid I R B  i f  t ha t  body continually 

responded negatively t o  protocol proposals. The potential  legal impli- 

cations could be enormous. 

One fur ther  concern i s  the issue of IRBs established by p h a r -  

maceutical companies t o  review t h e i r  drug  or  device research protocols.  

Many of the questions raised immediately above need consideration as 

well .  

CONCLUSIONS 

The time frame s t i l l  i s  r e l a t ive ly  short  fo r  the pro l i fe ra t ion  

of def in i t ive  case law ar i s ing  from the  exis t ing s ta tu tory  and regu- 

la tory  requirements. 

capacity of p l a i n t i f f s '  counsel, such ac t iv i ty  i s  a reasonable expec- 

t a t i  on. 

Given the nature of such research and the 

We look forward t o  fu r the r  study of t h i s  issue.  
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