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~ a u y k a d t o ~ d a p d o c d ' s a p p w a l , t b o s e ~  
not apprrrued are camnanly tbe victims of the a m d t d s  risk-beacfit 

paeptkm tbat the risL-benefit analysisaght to be the phary oMigatica d 
thcIRB,andit ismtsurpis ingbmsnyIRBmembas~dtattok 

I. COST-BENEFIT ANALYSIS AND R I S K - B m  ANAtYSIS 

I R B s a r t r e q u i r r d t o c v d w f e r i s t F s t o B u b j e d s m ~ t o ~  
bemfits, if any, IO subjects and "thc impartaace d tbe lmRvkdge dret may 
leacioaaMy be eqxmd to rewkWn in nquiriag IRBs to evahmsc the 
~ d I r m w ~ ' t h a m a y b e g a i n c d b y p o p o s e d ~ s o w e l l  
asrisksandbeaefitstosubjeds,theRgulatioasckerfyinrendtbatWBssct 
as s c m d h g  more than pmdud wat&bgs d human arbjeds research. 
IRBsbave beea~aspol icymalr ingbolads,  notmenlymbhted 
egencieswhicb~infleJriblefederallymarrlaaPnaiteriaTheEaadratthe 
fedeal qukkmsdoprovide aitaiarn andthattheIRBsapaabeonacase 
bycasebasis,doesmtai&rtheirpolicy~oMigaeions. 

' Ihefunct ionddeaennining~ris lrs~"reasoneMewYani  
whether the selection d subjects is "equit$Ye,"* whcae neitha d those 
a e r m s i s d e f i n e d , i S f i n e d ~ w i t h m a e ~ l a i c a l ~ . i a * ,  
I R B s r r n s t b e c o m p o s e d d p g s o m h ? v i n g ~ a r i e d ~ ~ t o ~  
racial and culanal diversity and "sensitivity to sudr issues as conaaanity 
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valuation of thst which some believe cannot be valwd, requires the 
me;wurment of thiit which some believe canno( be rneasd, and mandates 
the comparison d those quantities and qualities that- belie= cannot bb 
compared." How, forsexample, can life or health be valued? What dow it 
r n e a n t o w e i g t t t h e p a i n a n d ~ g ~ i s ~ w i t f r c l r e m o l f i e r a W  
with the hope that Life can be exteoded? Of awrse, society does place a vaiue 
miikaodhealth when i t i s ~ t o d o s o , " a n d w h i l e ~ a p p l i c a t i o n o f  
cost-benefit analysis Sometimts appean to require colllpsring eppaeS and 
oranges, many people fee) comfortaMe making just that comparison when 
they reecb into the fruit basket. 'Ibus, despite signitZcant proMems of cost- 
benefit analysis, it is not saprising that its c m p h g  suIlplicity and wide 
accqme has giwn rise to the formal requirement that something like it- 
risk-benefit analysis--be a part of the fomd duty of an IRE evahting a 
researchpaaoed. 

Like cost-benefit analysis, &--fit analysis requires consideration 
of conapts that are not pasallef. Risk wggests prediction that a potential 
injury will occur, often expressed in terms of pbabihy of occumnct. 
Benefit, on the other hand, connotes actuality rather dran pbability." 
Unlike cost-benefit analysis, however, risk-benefit analysis perfamd by 
IRBs must determine both the balance of risks and benefits a d  the extent to 
which risks are minimkd by the proposed research ptotocoi. Thus, risk- 
benefit analysis is more cornplea than cost-benefit analysis required of other 
federal policy making bodies. 

kdmmm, commentators on the federal regulations suggest that 
IRBs should evaluate a taxonomy of risks and benef~ts beyond those of a 
physical dimension. RiSs axe classified and should be evaluated as physical, 

p~- - - - - - 

sFOlrmmpk. it m y  rrquireh.aIRBmmpuethcsubd.nti.iridcektslilrc1y w k k k b y  
several tc1mi~l1y-ill patients in aPhse I h g s a d y  wibchedigMChPfft th nuoytkturc 
sufkrcrr with h e  same diseate will k d. It would k ludi~011~ to assums tbs any IRB a u l d  
cm~akds~shettdividcdiow~dvnmr.oddnrply.ddupbw~ud~ud~ 
rrsearch-but. imitnbly. lhov risks and bavfill mM k (ud me) casibul aod weighed. 

" J u r i e r o e d l d ~ ~ 1 & l h i r w h c n e ~ ~ d s i d e f a b w p * i n r i f f i n ~ d a t h u t i o l l s .  
Scr G. MnmEy. THE VAUJATION OF HUMNU LIFE (1977). kaoolvy revim d ways in 
whid , thcmpr tc l ( aago~mmcl l lp~c~cy )hL Ip l l fCda~vJuconhurmnL i fe .Hc . I ro  

platiollsr cavs in whi i  prevailing British p lbk  policy ncccsdly. if impkitty. 
.rsumcd a human life w haw n d u e  ranging fmm kss than f.50 (dcapn on ~aeenmg dmacrid 
mhid excretion in pregnant women w  preveat still binhr) to mm ban f2O.OOO.W (change m 
building mguluions). 

" R. LEVINE. supra IXYC I .  a 23. 

wasinbendedtobeappkdtobdh.YBe&itsazeclasfifiedm~, 
p s y ~ , a n d d a i v a t i ~ ( o r k i n s h i p } ,  Pndare l i l rewisecoos idaed~ 
to bolh the hmed&e subject and satiety as a whole." IRB6 ccaikk 
probability and magniade of risks and btx&ts as pat d their rudy&.% 
They mrst liLewisc determine -tits of tbe lnopmed m s d ~  me . . 
maxlrmLed and risks are jUstiWLby the probability of direct benefit to tbe 
individual subject.= 

H a w e v e r , ~ t h e r c a n s o m e a n d ~ s o m c b e n @ ~  
analystswoukf~considefrelevilntbutwhkhthemwregulatiarr~ 
t h e I R B t o ~ . T h e ~ p s a v i d e :  

Thus, in e d u a h g  risks and'benefits of d, an IRB may mt 
consideatkpmbabibtydmjuryorbenefittosubjasofap.oposedresearcb 
p t u t o c d ~ l a t i v e t o d r e i p o b a b i l r t y ~ h ~ b u t ~  
research. The wide range of choices avaiWe b policy makers is M b&e 
the IRB. The IRB cannot decide which experimmt. of the uni- d 
p o a s i b i l i t i e s , o u g h a t o b e c o n d u a o d . m I R B c a n r m ~ b u ~  
potocol with "the next best alternative course d action," but, rather, most 
.oomparr it with the absenw of the proposed research. The IR3 has a, 
*rrbo;rity to deny appwal to a drug study because it belie= t& resou~~es 
would be betta spent an basic research, and it cannot hun dowp a proposal 
for muscular dystrophy research because heart disease poses a RKUC 

threatening and wide-mging problem. This deviation hm a pure asst- 



benefit analysis is pdcxkd, quite d l y .  upon the aahne d t h e m ' s  
task: the review d ady such proposals as are submitted to it. To the extent 
that conrparison of risks and benefits of p q m d  d with thost d 
ahemari~protoodsisimpossible,theIRBispncludedfrrnn~a 
comprehensiw risk-benefit d y s i s .  

~ , t h e I R B i s e m p o w l c s e d t o c o a s i d a o n l y t h e r i s k s a n d  
bencfitstothesubject,mttbosetbatmight~their~~vcs,themedical 
ceabr, the carras of the investigating physick, the 'dmg comprmies, a 
otherpetientsapotentialpatimts,ucep~the~Wthqrmaybenefit 
h t h e  ' ' k r r c m ~  that may reasonaMcy kexpectedtod.""  Inother 
waQ, the definition d "those conccmed" is coasidaaMy namma than the 
definition tbat would be applied by tradicioael cost-benefit enatysts.' 

F i ,  there is no realistic hope than an IRB will be able to assign 
numerical values to all of the risks and the benefits of a d protocol. or 
tothe importam;e oftfieknowledge -may reasoaaMybeapededtoW 
from the &, and then calculate the risk-benefit ratio with paecision. 
The National Commiss'i. which mcmme&d that IRBs use the risk- 
benefit analysis, rtcognized the "metaphorical cbra3d6 '  of the quire- 
ment, and admitted that "only on nve O C C B S i ~  will qwdtariw fechiques 
be available for the scrutiny of research protocds."" Tbe d iimUbn d the 
risk-benefit critaion is to &ire stria ethical scnttiny of proposed -1s. 
The careful, rational, and analytic evaluation of those fktos colrsidaed in 
the risk-benefit analysis is p n d g d  in the &id p%cipk of kficence, 
the obligation to mmuch subjects fhst, to do no harm and secoad, to 

possible benefits and minimize possible harms.63 Ihw, risk- 
benefit d y s i s  should requite the articulation of all of the risks and benefits 
associated kfh research, thereby causing the evaluation to be more 
comprehensive. Of course. the fact that the analysis cannot be an exact one 
with a numerically certain conclusion b not mean that the evaluation 
c a m  be a rigorous one. As the National Commission pointed out, "the 
idea OF systematic, nonarbitrary analysis of risks and benefits should be 
emulated in so far as po~sible ."~ 

Risk-benefit analysis, then, differs from cost-benefit analysis for the 
following reasons: it does not compare proposed research with hypothetical 

* 21 C.F.R. $56.111 (1981); 45 C.F.R. W.11) (1981). 
*See L. & R. S m .  supra nue 39. 
*' THE BELHOKT REPORT. supra MC 28. 16. 
" id. 

Set R. LEVINE. supra note I. a 10. 
THE BELMOHT REPORT. supra I K Y ~  28. aI 16 

altemative pococols to pmperIy analyze che costs af not doing tbe $mpod 
research,itnamvlydefinesthepartiestobeaffictedbythepmposed 
reseerch;anditwei&fadoffiaanessendiallynon-cpm&bk~. 
Same d the ways in wbich risk-benefit analysis varies fiom coetbeacfit 

Thesec0adspecific~totty:risirsandbeaefitsanIRBmay 
comiderisharmOreslificaat.IheIRBmaymtcoosida"possr'Melong- 
~ i t n g e d f c c t s ~ s p p l Y i n g ~ ~ m ~ ( f o r ~ , t h e  
p0ssibkeffirtsdtheresearchoaplMicpdicy)assmongthoseresearcb 
risks that fall within tbe purview of B respoosibility."" But tbe kwwledge 
thatmayrtasonablybeexpeaedtortsult6untheapaimatdaivesL 
~ e n t i r t l y f i a n t h e ~ l o n g - r a a g e m a f a p p l y i n g t h a t  
hKnnledge.WbyereIRBsnotpermiaedto~the"lang-rangeeffectw 
d applying that knowledge as among the wigbted risks? How mr thest 



long-range efkts  to be distingukkd from shat-tenge eftkc&, wbicb myst 

be coasidered? If the lRBs are not to collsidcr the long-range effeds, then is 
somcothaageacyrequiredto&so,osare~effectsimlevtlot? 

In promulgating the "Iong-mge~effects" exception to the risk-benefit 
aaaiysis regulatioa, dre Dqammt dH& and Humaa Seniow could nd 
havein€en&dtopmbibitIRBsfn#na&dexkgthemedicalahrancesthat 
arc the pimary pnposc of entinly jusbfiable rrsearch. Medical advance- 
m e o t i s ~ t h e o a l y ~ f a & h g r e s e a r c h . a n d ~ n c a n w t a l w a y s  
expect short-term solutions to medical problems that haw plagued humanity 
forcenhuia;dtenthe)wg-raqgeconqucstddiscaseisallthalambe 
coatenplated. The ewptual development of medical knowledge may be the 
primary Justificatioa for imposing the risks of a p a r h k  sady on its human 
&+. dthcse &tjmsru~&~thas theiirisksbejustified. If 
no immediate physical benefits to subjecrs are pobable. dren the 1ong-m 
medical benefits to society that are antqx&d from knwledge to be gained 
in m e a d  must be d k h t l y  predictaMe and significant to justify the risks 
unposed upon djeas. 

ltmay~fortfiisreasonttratthe"hg-rmrgee&cts"aaptionapplies 
only to omsideration of the r isk d the the long-mge e m  of 
biomedical -ledge upon public policy was pbably assumed to be 
amongthe benefitsoftheresearch. G i v e n t h i s ~ , d i r e a m e d i c a l  
benefits to aftliaed individuals. advams in scientific knowledge. and 
potential effects of this knowledge on public policy may all be amsidered as 
benefits of a research potocol. But could the regukhns really require dral a 
"long-range effect" on the social fabric be considered by the IRB if it were 
viewed as a "benefit," yet MI be considered if it were viewed as a "risk"? 
Under such an irrational scheme different members of the same IRB 
considering the same prUo~01 would have to consida different factom in 
applying the same risk-bekfit criterion. For example, consida the h y p  
thetical review by an IRB of a proposed study to evaluate the viability of 
secondtrimesterfetuses. Whetheronepdentialsociala>hsequencbthe 
aMilability of effectiw late abomons--could even be considered by an IRB 
member wwld depend on whether that member chanrterited the social 
conrequence as a "risk" or a "benefit." The regulations d not haw 
anticipated this absurd in-; rather, it must haw been intended that 
oniy direct-.medical c- d research would be rxmickd by the 
IRB. Thus. the "long-range effects' exexception must apply to non-medical 
consequencesoftheresearch.Theprimarypurposeoftheexceptionmustbe 
IO limit consideration of "the possible effects d the mearch on public 
policy," the example given in the very terms cf the exception. 

recoMnendatioa4@)ofdreNatioaal~requiredoniyWWBs 
derennine that "risks to subjeca &re reasoasb]e.jn reiatiao to anticipa&d 
benefits to subjects and the impartanct . . of tbe -..to be gained.*' 
Howeva; the National Comrmssloa's colnnwtcuy, whidrks puMishtd 
akmgwiththerecanrmeadatioas.madeitcleartha"tbepossiMe~-raage 

aminkmy, with fhe sigaifiaurl nception of the tenn "affictirrg a segment 
d the popllation," in the efA.ictive text." What had been o f h d  maely to 



approving the researrh at that ~turion."" 'lhe decision to on61 "affecting a 
segment 6 the population" from the final regulation may simpfy umstiht~e a 
broedersoltemattdthepublicpolicyexception.lhisontisciionmayalso 
ideate a reluctance on the part of he  DepMmmt e m  to make rehence to 
the pamcutarfy sensitive IQ debate. 

In fist. the origioal DHEW ngulations. promulgated in 1975. also 
~ s e e m t o h a ~ f o r b i d d e n I R B a m s i d e r a t i o n c f t h c p l M i c p d i c y  
c m q t m e s  of proposed r e d  potocol~.~ M ~~ only 
permined~iderationdtherisksmthesubject,thebkrefittothesubjed, 
and the "importance d the knowledge to be gained."" Appandly, same 
IRBs interpreted "risks to the subject" to -urMe the risk d living in a 
society which might adopt an unfommate social poky as a conseqyence of 
the research. sb.etching this criterion beyond its obvious inteat permiaed 
those IRBs to engage in proper and comprehensive cost-bencfit analysis. Ihe ' 
newregulattonspravideexplicitlythatsuchaneMtuationwouldbeimpmpa. 

7his regulatory d l  of risk-barefit analysis, which excludes QS risks 
(but not benefits) the potential effects d rwePch oa public policy may 
impmperly and irrationally wight the balance in favor of &fits, thereby 
resuhg in ksS protection for research subjects. Fudmmm, requiring 
IRBs to perform risk-benefit evaluations in such a narnnv sense se-1y 
limits the pwr d the IRB to pmtecf society, which is germally afktcd by 
t h e c o n d u c t c f b i i  research. The redrisks tosocKtyunposedby the 
IRB's inability to consider long-range effects of researrh on public policy 
may be illustrated by reviewing three conbempofaFy issws in biomedical 
nsearch. 

III. SOME PROBLEMS CREATED BY THE PUBLIC POLICY 
EXCEPTION 

A. Drugs and the Elderly 

If the regulations stally do r e m  public policy considerations from 
IRB analysis, then they ignore extremely important factors which will n a  be 
evaluated at any dher stage oC the approval pmcss. Fa example, there is 

- - -- - - - 

IRB R-. supra (IOIC 13. 81 24. 
" Ser45C.F.R. P46.2(1975). p u b l i r 4 D F e d .  Reg. 11.8% (1975). "TheriPstotksubjcc~prc 
so outweighed by the sum d the bmfit to the rubpct and h impcmmx d tBc knwkdge to be 
gained as to warram a decision lo dlow thc subjat to smp chev risks." 
' Id 



one that was more sensitiw to the he subjects of the research. as well as to 
elderly members of suciety a large. 

ro&~terorcontrol small comersofthe skpmgpiil market provides anotk 
example of die importance'of having IRBs conrida hg-nulg and policy 
effects of proposed research rlhere an many who belieu that the availability 
d a wide varieq of sleeping pills has done more harm than good." The 
general availability of those medicath.?ns, the case with which they are 
prtsnibed, and the almost unimsd in- fw their 
pescr ipt ionhas~our l lgt ionalhea~~carepdicy.which~w~ttre 
shtdy and ure d slaeping pills w nonphirrmacdogical methods of eeating 
irrsomnia. " 

nK regulations, as they are written, do not alhnv cmqmhensive 
evaluation of studies proposed by campanies with new sleep medicatiow. 
lRBs are not permitted to consider haw many patients will be treated with 
drugs ratkr than with some altenatiw ther& if a new drug is finally 
appavedbytheFDA.lheymaynotconsiderhowmanypeoplewillbe 
injtned in highway accidents by those who have t a b  ihe newly-appmed 
drug.u Meither the insomniac patients nor the innocent drivers can k 
amsidered in IRB risk-benefit analysis, although in a Flpical poky cost- 
benefit analysis they would be considaed "par& afiiected" by a poky in 
QVW of wide sleeping pill aWlity. 'lhe clinical studies proposed to test 
drugs do not (and usually cannot) rneaslne the number of industrid accidents 
that might be caused by those who medicate themseiws, nor the number 
who will be injured by imbibing alcohol, against their physician's orders. 
while under the influence of the sleep'mg pill." In 1979, when the Institute d 
Medicine of the National Academy of Sc ipxs  published its report on the 
development of sleeping pills, it revealed that: 

Appmximately 150 studies of hypnotic d ~ g  efficacy wae reviewed in the 
car& of preparing this report; all but a handful were sponsored by phar- 
maceutical companies. The results d m W o f  these ue ammely diffI~ul1 to 

a l~ssmm OF MWKWE. NA-N ATIDEMY OF SCI-. REPORT OF A STUDY: SLEERNC 
RuJ. IHSCIMNIA. AND MEDICAL P R ~  097% 

*' Id. 
45 C.F.R. M . l l l ( a n 2 )  (1981) limits IRB mirw ro rkkslo "w in rrlaion lo benefits la 
"utb~~~ts . . '  45 C.F.R. W.!02(a) defines a "sub*" for pupovr dthc ~guhiamr rr onc with 
whom thc ~nurslignru &ak directly. by interwpm or interaction. 

'' N A.S. STUDY. supra rn 80 

lk National Academy of !kkms sady inchdecl a fiamal eppaYlin 
on "Assessing Hazards and Beaetits af Hyplaic hugs." It mggeskd m y  
importsmtoonsidaacionswhichlRBs~~roinckdeintheir**- 
benetit determmatlons . . 

.e If lRBs wte permiacd b considcr all of tk policy 

C. T '  Umdwdox Cures 

" I d .  r 151. 
Id. a 155-98. 

~Ofaun.cbcrris~m).sa~LLin~d.SrrMrklio,OnakEahics~Nm~ 
S c i ~ c R e ~ c o m h . 7 ~ C a n a R B .  If(1917). In(htnaeaypicJarckhcdm( 

p n n c a i o e f l r t i ~ . ' l b c p L m i * l o b b y h i r r c d ~ ~ & ~ e r t . M h p m t p w n ~ a f  
giviagLaetr ikaf i i rc lMmd.Srt .c .g. .SUannadhHoeasbltwP.MEDapld.  
A R c p g e r n r i v e h w n ~ . ( o m c F o v d d D n r p ~ l a R d i i o D t o L c a i * .  
Dodru No. TM-W481< 1977). See afso Schuau. tomilc: Thr Bonlr Mows into hc Cwaoon. 
65 A.B.A. 1. 224 (1979). 



l i teran~e,~ and it was only when the popularity d laetrile became 
unqwstioned that the National Cancer Lnstihtte began such a study. How any 
IRB could approve that study remains unclear, howem. Thc anticipated 
benefitsforthesubjeaswerenonaistent. Fwthermore,therewasnohopeof 
developing any lumledge except that which could be eqbyed to alter the 
pubk policy of state legislahues that apjmwd laetrile use. In k t ,  opponents 
of laetrile argued that there was substantial risk to any subject ingesting 

At least four Wqdid approve the studyY90hWwr, d it sums to 
haw semd its public poljfy purpose?' 

~esearchhasno~bkpermiaedinotherareasofallegedquadtay 
despite political interest in developing unorthodox drerapies. Surely iRBs 
ought to consider the legal availability d acupu'ncture, for example, in . . 
detemmmg whether acupurane research is a~popriate.~ Similarly, an IRB 
cOllSidering proposed research on the -tic efficq d sexual &ations 
befwen patient and thadpiist ought to be able to consider the amen? 
prewkmx of this pnrhce as a policy issue that will unQuMedly be afk ted 
by the outcome d the raear~h.~' The fact that !he condua of the research. 
and proofofthe inefficaEyofthcthcrapy,may savehundndsdpatientsfrom 
demeaning and harmful heatment is worthy of mideration by an IRB. 
w, anIRB may havetodetenninefhattheriskstothesubject(which 
might be substantial) wWgh the patential benefits (which might be 
insignificant), and thus disapprove a sfudy all agree is important. The d y  
impact d the knavkdge to be gained in such cases arises out d the 

- See. e.g.. Lipsen & Fktcha. Ethics 4 LormC Clinical Trials. 29' NEW Em. I. Mw. 1183 
(19n). 

" N.Y. Timer. Feb. 24. 1981. $HI. a 2, d. I. - T k  NCI clinical trial uu conduced m The Mayo Clin~.  MemaiJ-Sh Kcncring Cvlccr 
l2nter.U.C.L.A. . n d t h c U n i v m i t y d A r i r a u . R u w M M y . ~ ~ m d y ~ . p p o v e d m R B  
a ucb institution. 

" The study rrvuled lactrik to be esscal*lly nmoxic (at .ppropriqe doses) b u ~  i a e f b i ~ .  Scc 
Mocncl. Am-. itouph. Mdur. Rubin. & T i .  A Phammdogrc ond Tarto&icnI Sody cf 
Amyg&n. 1981 J. A.  M. A. 5% (toxicity smdy): SNdy .Says torm'lc Is No8 E f l M i w  a a Cur. 
New Yalr Ti. M a y  1. 1981, p. A26. reponing Dr. MaraclS conchasion. prrvntcd to 
American S o c i y  of Clinical Oncdogy. IhP Lvaik is "na effective." 'Ibac has been no 
subsmtid political activity supporting thc kylizdron of lacbik since the NCI rmdy repat was 
iJsued. 

" This is. quite o b v i c d y .  becoming a serious political issue. nnd it h many of tbc social. 
pdilicd. and scientific mribu€cs dlhc lsmik controwsy. See Aadm v. B d l d .  498 F. Supp 
1038 (S.D. Tcx. 19801. 

" A god debau on thc crhiul propicry d swh ~ v u e h  is found in Riskin. Send R e W m  
kwcn P~horlurapirrr ond Arir A y i m s .  TDW~V& Research and Resmaim. 67 C n .  L. REV. 
1000 0979). end Cul*er, ylmrld Wr Research k m r - F b t i e N  Scx. 1.R Li.. Mny. 1981. m 7. 

IV. IRB AND SOCIAL POLICY 

Ofcourse,therempsactlcalproblemswiththerdedtkIRBdtatis 
here envisioned. lnstitutioas haw pwided only linrited rrsoraces to their 
IRBs,andduymaynoththeene%y,finances,orarpatisctolmdertate 
an evaluarion dthe long-tam social cansequeaca deveay Rsearrh pdacol 
that comes befm them. SirniIarly, . . .  'pontheIRBcouldbeuxnea 
matter d political concern at some mt&utmm if lRBs were to be perceived 
a s ~ r e s p o r r s i b l e f a ~ v i n g o u r s o c i a t f a b r i c t i m u g h c o n t r d b f  
research. This po- d the iRB, m bun, mi@ peseod challeages to 
the academic fmxbm d researchers. 'Ihe first problem might be clvaca~e 
if IRBs p e d y  wexe entrussed with a discussion of the serious social 
~ d t h e ~ d u y  review,tbtsecondmaynotbeapoMem 
at all. Any outside limitation d rrsearch can give rise to a daim that 
academic freedom has beenbeschcd, andtheprhriplethsthIRBst0 
exist now is m e  Wt assumes W the praectioa d h u m  subjects can 
averride the absolute titedom to engage in any kind d 

. 
A n r r . i ~ o b p c t i o n D t h e n m r . a c c e p t a o a ~ c o m p e h e a -  

siwl~-~analysisbythehtmQbdsofIRBsrhnrugbouttbeanmtryis 
that different ones may act i m d s t d y .  What same would F, 
d deny. Rather thm a n d a h g  a weakness d the system, h g h ,  this 
aspect of decentdid  decision makiag is its greatest streagth. if an 



insufficient number of institutions found sleeping pill research to be 
acceptable, .kt example, then that research would stop-wairwt a fcmnal 
cehtdized decision from any single political authority. 'lhe ethics of 
Washington. or Wtlmingtoh, would no! be imposed on FWhd. and the 
evaluation made in Mobile would not be unposed on m e a c k s  in Los 
Angeles. Of course, a decision to a p p w  a study is not a decision to put a 
produa on the market. The decision by a few isdated lRBs to forbid 
-:h on hypnotics may only bring that issue to the pubfic attenth and 
preserve those institutions' own integrity. W~despread decisions by many 
IRBs to forbid such research may result in less of that kind of rtseerch, and, 
if such decisions are widespread enough, then the proposed poduct will not 
be able to be tested and on the market. Whik IRBs are not the d y  
barrier to commercial medical Qvelopment, the fact that Congress and the 
FDA may also in- (to limit the availability of sleeping pills. for 
example) does not mean that individual IRBs--ol individusi physicians, for 
that maer-should lgnorethe socialconsequencesoftheir &. 

The d problem with the public poky exception to risk-benefit 
analysis is that it refuses to that long-term policy is going to be 
made in the legislatures, doctors' offices, and the marketplace regardless of 
whether the research is done. If a formal research study can provide 
i n f d  which will help that policy be enlightened, then ought not that be 
considered a potential benefit of the research? Similarly, if such research is 
likely to yield misleading infarmation or information which can be easily 
abused to justify &wise unacceptable social policy, then ought not that be 
considered a potential risk of the d? As long as such consideration is 
prohbited, some public policy will have to be made in the dark, or some 
fd research-such as the NCI trial of laetrile-will have to be apprwed 
even though it is inconsistent with the formal IRB mandate. As Ruth 
Macklin explains in her evaluation of the costs of not doing scientific research 
generally. "the ultimate practical decision would seem to depend on what 
sort of society we want to live in."u The regulations. as they are now written. 
reflect a society highly suspicious of researc-ily research that may 
influence formal policy making. The consequences of the policy exoeption to 
risk-benefit analysis demonstrate a schizophrenia in the community's ap 
proach to regul&on of research. Society appears willing to permit research 
likely to be a scientific success, even if it may lead to medical abuse, and 
e\aen when society can foresee the abuse. On the other hand, society is so 

research risk-aver~e when f d  aperimeniatioo is unlikely to be a 
scbtik sucass drat it would rather suffa quack cures thb tes& a 
which is likely to be ineffecthe. 

CONCLUSION 

While the obligation to engage in something analogous to cost-beae6t 
analysis tk been imposed upon'lRBs reviewing f a d  resarch prdocols, 
t h e ~ d o n o t p a r n i t I R B s t o d o c o n r p e h e n s i ~ t ~  
analysis. Ins6ead, lRBs are q u k d  60 test protods by consklaiag 
risks and bendits impdupon  the subjeds and theimportanceofthe 
knowledge expected to anerge from dK d. Although this does not 
s u b s t a r r t i a t l y w e a k e n d r e d y s i s , ~ s p e c i f i c ~ p r o h i b i ~ a t I R B  
amsideration of any long-range efkcts of amlying the knowledge gained by 
theresearchrenders~risk-beaefitaaralysishdkrwendmislesding.E~ 
if this exception wae applied only to IRB consideration d pplMiC pdicY 
e f k ~ ~ ,  and nat to pdential medical applicatioas, it would nsult in a lunnrw 
and incomplete evalurtion of research pocacds. 

In thenamedprotec t inghumaasub~ , thenguta t iOnhas~  
the substantive disaetioaary powerofthe IRBstoperform coroplete risk- 
benefit analyses of proposed research. In attmptbg to focus the a t t w h  d 
IRBs on protedion of the immecliate subjects of rrswrch, the reguhtioa 
ignores the fact that the whole cocrwunity is at orre the subject and the 
beneficiary of biomedical research Mrwgh the ine- e f k &  d that 
r e s e a r c h a , p b l i c ~ . m ~ g c l r r e m i n g r i s k - b e a e f i t d y s i s  
prec1udethe~evaluat ionof~toresearch~~bjects intbebroad,a~ 
we~astbeinnnediate,sense9ndtipdKscalesoftheevajuatiOllinkoZ 
benefits. and thus in favor dpamittingtbe r d .  'Ibe-W 
IRBs in W~ortable position d fuWling WU luamw legal rmandate 
only by failing to fiWI their ethical mandaZe to respect the grearer 
cOmrmmity which this risk-benefit analysis should also pooect from m e a d  
that may uhimately lead to or clangemus social policy. 

The problem with removing poky analysis f h n  the risk-barefit 
equationisthatifthepdicyevaluarionisnotdoneby theIRB, thenitwillnot 
be done at all. There is no pmvkb for federal review of the long-range 
policy consequences of most research, and a serious evaluation of issues with 
political @ i i i  would be very d i i l i d t  at a centdid and politically 
sensitive agency. The investigators themselves haw such an in 
performing the d that their e\mluation of the long-range public policy 



effects of their own mearch camt be considered ackpte. Akhwgh some 
potential subjects may consider the effects of the research m plblic policy 
when they decide whether to consent to pmkipte, they are not likely to be 
able to analyze those effeas dequely. In many caws, those pc?e&l 
subjects will bediscwragedfmm snafyziogthepolicyconsequencesof the 
m h  because many consent forms include tk st&ement that an IRB has 
ahear& miewed tk aperiment and found the risk-benefit tatio to be 
ecceptable. Flnaily. the N & o d  Connnission's suggation that sllch deci- 
sions should be left to local "institutional has promi unsatisfac- 
tory. While a few such institutioas have become intensely intmaed in these 
issues, at a gnat many -, those interested in such questions a~ 
found on the IRB. and aherinsti tutid agencies tead todefer all ncm 
technicat research questions to the IRB. 

Formd IRB dixussion of long-range policy c a q w a m s  d m h  
wil l  permit fair and canprehensiw evaluation of rtsearch pmtocols. In 
addition. l&gic dictates that it would lead to better end more socially 
acceptable long-range public policy. Finally, a formal, open, muki-disciplik 
W discussion of public policy consequences of formal rcsearch may foster 
bster understanding d the scientif~ and ethicai problem among thc many 
COllStituencies represented on IRBs. Risk-befit analyses that consider 
policy questions will lead to better IRB decisioas. aad beaes medical and 
pMic understanding of the goals and limitations d d. The reguletions 
should be reformed to permit, if not requk. IRB consideration of the public 
policy conseqwnces of prqmed research. 

" IRB REPOPT. supra M(C 13. a 2 4 .  


