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he iminitional review board (IRB) is the sc&& 
oversighr n1cciianisnl charged with prorecting re- 
search subiects. Pcrfornling this task cornperenrly 

requires t h ~ t  the 11U scrt~tinizt. in formed-cotiset 1 t pvt ~cc- 
dures, the balarlce uf risks and potential bencfiw, atid sub- 
ject-selection procediwe8 in resmch protomls, Unf~9rtu- 
natrly, ic may be mid that IRBs are spending e c ~  much time 
editing informed-conwt Corms and too little time analyz" 
mg the risks md potemial benefits posed by research,' This 
time rnismanagtrr~enr is clerirly reflected in rke rewirch eth- 
ics Iirerature. A review of articles pohliui~cd bewcen 1979 
and 19% in 11U: A Reviiw of Htkmdn S&jwrs Kmmch, 
her C X ~ I ~ I C ,  reveals a large nuiuber of d t t k h  a n  infcmnctf 
consent and confidmtiality (I42 artictes) and coxdcrably 
fewer on the wcssment of risks and potentid hams (44)). 
study design (LO), and subjecr-seleaion procedures (S)." 

The obfil~;ltion to ensure &at srudy parricipatian pre- 
sents a favorable balance of pueentittl benefits and risks to 
subjects is  central ti) upltoldint; the ethical principle of be- 
neficence a d  fdfilling the i W s  protective h~unction,~ Some 
believe it to be the single most important determinatim 
made hy the lU, It ensures that potential research sgrbjects 
-Ise they aick ar  well, young or old, capable or tiot - are 
presetxed wlth the clprion of entering a research study only 
when agreeitla co do so would be a ma~onabb c h r m  Ae- 
coldin& dae Cumnwn Rule rcqcures rhat the IKB onfillre 
rhsc: 

( 1  ) Risks to subjects ate minimized: 
(i) by using prirceclures which are 

consisccnt with sound research design 
and which do not unrlccessarily expose 
subjects to risk* and 
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(ji) whenever approyristc, by ubrng 
procedures already being pcrfornied on 
thc s~lbjects for diagnosric or treatment 
purposes. 

Risks to subjects are reasonable in rclatiou to 
anmipared benefiw, 8 any, to aubjws, and 
the h p o r t a f ~ c e  of the knowledge d m  m y  
reascrmbly be expected to rcstdt, In 
evaluating risk and benefits, the IN3 should 
consider only thusc risks and benefits thar 
may result from the research (as 
dibtinguishcd from risks and benefits of 
therapies subjecn woul~i  receivz even if not 
pamicipatif~g in the rece:rrch), The IRB 
shrmkl n o t  cirnsider posddr long-ra11ge 
effects of applying knawlecigc gained in the 
research (for exmq.de, rhc possible effects of 
the research oil public pcllicy) as among 
thase research risks thar fall wirhin the 
purview of its responsibility4 

?he mom1 awdysis of risk is  naeber atzvious nor inn& 
tive. lilrles, including rhose of tlre Common Rule, are not 
~dfinter~rcring. They nutst be sit~tared withit1 a c a t u p -  
rud framework &at fscifitates their interprcmrisn by the 
IfU, 'l'lx arriculatitiun of a c ~ ~ ~ c r p t ~ t d  framework Eor the 
cthicd andysis of risk might therefore be a project assisting 
iRBs in tdfilling their mandate - the protealon of research 
scrbjeas. 

Regarding rhe analysis of risk in resewch, the authurs 
of ?b Befmonf Kupr~rt  observed tthar "[ilt is cosnnionly said 
that bcxw tics and rlsks must he Balanced' and shown to be 
'in a hvorable ratio.' 'Thc metaphorical character of these 
rerms draws anentmn to the difficulty of making precw 
judgments,'" 'Unpacking these tncraphnrs for the sake of 



l b K 5  A\[)  & ~ l ' i : ~  t . 1 ~ 1  BI ~ U E I W S  iN KI-SEAIK'H 
I h k  1\ ,I nl~ilticlin~ur~sr~r~~nl ccmcepr invctlving I W I  h tllcprob- 
.r!~drlv arld m r p l i t t i c ~  of harim rt  t rewardl pnrrictprln. ' 
All tclo r r f a m  ri& 1s zquareri with thc tmgnrnrd~ of tlw 
ctrltconlc (e.g., i lc~th  or scrtotrs disahflity). 'I"k proper ctlii- 
~ a l  c~ncrlysis of risk retquires tisat both rhe rn:~ga~irude ot thc 
1 1 ~ 1 1  m d  r c ~  proRah111ty af trcrrrrl iilg be ccrrisicie.rcd, A orw- 
in $1 indrtrn r~sk or ~ i ~ d t h  $3 properly t r cmd  difitxret~tly From 
A oilr4wwr risk t d  d c d i .  Ikrtrfix, r l r r  thl+othcr iiatlrt, i\ tliv 
rmg~ritutlt* of :I lxt\irivc uutcr)nw withoirc retercnw lo i t \  
I "vhat~i l~cy. In the: cotrrj)'trr\tsri of harln\ ttt hcnrhr\, ref~al; 
rnce is  oftc11 mxlc t o  tlic rleecl tr t  crtrisidrr the L'rE~l~-17rl~efit 
1 r l t l 0 "  prrhc+lllt'd hy study p;zrticipnlioir, h t  this rs not ,I 

p~k l le l  crtttmtcunxl mcli, hciice, it I \  strictly \peaking In- 
c trrnxt. C)nc \pi*aks ,icciiratcly ot "h:irrris ard  bcrirhts" ct,r 
"1~1sks m d  porent~~d hcncfits," 

Study A: Placebo-contn~lld trial of il drug for- 
people with rzcv tety xy mptematie schizophrenia 



~!eiti\eci, r d c  !\ r tu t t l h ~ ' ~ . r & y  i t ~ i j i t ~ t ~ s  L'OIILC~L. A \  
dc1noti~trat~.c1 bk t lw d h o k r  C X ~ I I I ~ \ C ^ ) ,  /y1t.11 stuJ) I I I . L \  

present a v:rrwry crE cypes trf risk. For cuarnplc, Sttttly C '  ( r h c  
sexrial pr x r i c a  t;iaestrcrr irt;ltrc) poseb burh psycl~t~logiwl and 

t l t ~ w  w~s. r1w C ~ I I I C ~ I I  ,i11,1Ipii of rt\k ~ ~ t l d e r s r f ~ ~ ~ i  11:' t 1 1 ~  
m c m h m  (7f dit' Nmot~al  Cornmis~iort For rlrc 19rorocrinn 
ol Wrmmn S t h f c ~ t s  of Wiorned~crtl and Rchavmctl K~~w,rrcli? 

tV11;rt mu be gican~d from ~ l ~ e i r  rt.pcwrs ahoi~t rhc. ctrt1cc.p- 
t n d  Frrut~tiac~rtt~ of: ctxrrcnr rcgt~I,trrtr~i\; 

Thr N'triond C:cttnrntwrrn train I Y 7 F  ro 1 , ~ n d  
rsstwd ~L'XI tqmrts on 11~r1im w h i e c ~ ~  rewdrcl~. I'lw h:,~ 
t k ~ d  ~ ' t ~ l m ~ s ~ i m ' \  ~ r l ~  1 cprcwlt~,  i h  ~ I ~ A I  W ~ ~ I I I I C L ~ ,  111 

rlcprh t*xplc~r,n~on id rhc nroml an&& ot riik in r e s t ~ c h ,  
As wdr, i: Ii't\ had .I lasung ~nl luen~c o n  rc.\r,rrt 11 t h 8 ,  

\iI~oiiudi~p ~ n c i  fk"~1Ier;fI I.L-I:I I Lirion. L i t c 1 ~  ~ C C C ) ~ J I I ~ L V L ~  1s t11,lt 

thr7 Nnrrttrrd Gmnis\ion's  viuwc on ri\k anaiysrs vvnlvrti 
over ~ t s  ~ o L ~ T - Y L " ; L ~ .  term. Three: distinci c i c w  on the crlllwl 

.111&\1'1 01 risl,s aid potentml bcrxtlts in rvsetm41 c.w Ilc 
f o i d  i i ~  t l w  N a t ~ m d  Cmir t~~r~wm's  (p,: . m l j  his C ~ I  cti 

tisu prom-01s; m t l y s i s  ~i prf~rcmtls with p~rtlctildr C E ) ~ I ~ O -  

ncrrt\; arid mrlysis of corlzpc~rwnts. In tiirlr, c + , ~ l r  imclcrli~c 
e ~ \ ~ ) . l c ~ . t  r d  LurtLi~i 1% &i,i1 rcp~f~i t lom 011 Iiil~~i.ii~ a t i l q c ~ t ~  

rust*,~rclr, 
h \  : q V i l ~ ~  of ill‘ Y,l~l~~t l* l l  ( ~ m 1 1 . t i \ ~ ~ l ~ ~ l ~  W < Y Y  \ i ' \V ! . t ,  (1  

iur m,tlbsi\ b,~~rcJ o11  ~Iicts Illrpacr ( tn  ptrhhc pccl~c) . i ~ ~ t l  rllr 

pL~i&ytl(iii ( 1 1  111Y i 6 t l k m . 1 1  ~lililTll~\llJil \iJli (I!! ilk i)'J 







kisks preserrred hy norr-therapeutic prtrccdurei are jus- 
tificct, rhedorc, In part bv tlic irnprm1nc.t. of r lw know1 
vclgc' to I7c p i n c d  from rhc rrscardl c r t d y  as a u h ~ l e .  t Irrir 
cvei irnporwl~t ttlc knnvvlcdgc, r ~ \ k \  i t t r ~ ~ ~ ~ ~ ~ t ~ ~ /  wth  ~ I I C  
non-rhcr,tpcurrc il~rcrvcx-rcic~ns J ~ C  cffcctively Ilmired tc t  .'a 
~ i ~ i n ( & r  I I I L P L * . ~ ~ ~  i'r r i i ~ r i i 1 ~ 1 ~ 1  rtsk." Hlskt, exc t~e~1~11~  TI& 
ihrethold rcquirc the approval c ~ f  ,I natrotral &ic\ xcl\.rv~+) 
t~oat+cf and rfic wcsc'rxy r ~ f  rhc rcsprmddc Ccclcr,ii ,tg 

~ f ~ e ~ l ~ l l ~ ~ ~ r ~ n c l a t l o l l  ( ( 7 ) ) .  'Ftk tYldjLml> id t1ic 11rc11hm ( d  
the Narir~nnl C,onu~itssicm defend rlu-esholcl h r  prelx- 
rmrublc r& ds poring rw stgn~fmrrr thrc+,u r o  the ihrlJ'\ 
ficslrh. K'lica acklrct rccluireIucnr that such risks hc comrncn- 
surnrc ro the clr~ld"s ~+x:?rpertence rnattrw tliat strclr rtsh wll 
hc*  familiar. "Sut-A arrivirics, t h ,  wctttld he ct>nsrtlt.rctl 
ncwmnl t o r  r h w  cllrle2t~un."" 11npx~ui~lk ;  if rhr I . C + W ~ C I ' I  





Acc~rsijlng to L t ~ s t ~ t ~ ~ l ~ o ? d  K ~ ~ ~ J c L '  Ho~drJs,  CIS^ 11111st 
ht.;znaly~ed sy\renn:xriadly , l i d  S~XOLXXJ ltlvtrive ,t pr r t~cdure -  
liy-gnrcudure revlcw of risks, lwwffr~, arid ;~lrerl~aftves. lu 
chc wttrcl~ ( ~ f  the N i i t i ~ ~ ~ d  Ctx~~irr i~~sirm,  "ltlliis ev;iIimritum 
si~rriild tnd~xcie an array id :~lrt.rnarivcs rtt tlic p r i x w h i r c * s  
undcr rrvlc* and chc pi>s,siblc. It,ii n n  .tnd bt:i~r.l~ts J W ~ L J  

ar cd wid1 e x h  ~ttcmarivr.""' '['he risk\ :asomrtd wrch p ~ r  
ticiilixr pr.ocecltiri"c art' ncceprable only 11: ''ri&\ to \ ~ I $ ~ i i \  

arc rniminizetl b )~  using the. safcla pn~cc&rrcs consistcnr with 
st,ritd rc~cnri 'l~ Je\ign mil, M hwe\ cr ;qyxxrprmrcS, ht ming 
p r ( ~ ~ t l d i i ~ ~ c s  kc'rng yerfmmrd hlr r/~&grlct$bc or crcannwt 
puspcrses; [mtJ] rlsli~ t o  stlbjecxs arc rc,asonahle it1 ~ .c lmw 
io,unttcrp;~t~I bcrrefrw to srtblects a d  iotportmce ~f krtc~wl- 
ccigt* TO he sarrntd . . ..'"" 

f lw I l ~ f w m ~ t  Kcdport prcrvitles Iitck dJirirsna1 der,d wirh 
reg;u^d to t l k  xramlcl of etiiiall analysis. I r f:irnotdy arcicu- 
fatc\ three e h c d  p i i i ~ i p l m  co gwde chc co i t l lw t  (JI. clirlicd 
research: reipecr I;rr p m o n \ ,  htm*f~ctwn., . w t  l jri.;r IL-c l t t s  

nchc.enct: t l~wandz 1I1:11 t r r i i .  do no 1i:trrn N U ~ J  ~ I J Y  iniile 
pc.rsrhie brrrettrs wh~le nilrlrn.ltmg risks."' li.;~nalatrng t h  

pru~ciple i n r o  pr+k~ RLY rcq~tires t h,tr the IRil uticurt: r l i x  t't' 
stmch partic.ilxstrorr prescntk whjcc-n with a kwoml&+ hat 
mce r)l'yulasilrlc henchtc i111ti risk\, The  I3dttronf Kgm once 
.~gan v ~ t i p l i , ~ ~ , ~ ~ ~ $  t1l.11 tlris 15  I O  ttc ~ l i ~ n c  in ,I h , j u w , i ~ ~ ~  m c l  
r igoro~i~ I I I ' I I~ I I~?~ :  
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I.(-, 13r: C;ANII 
u' Make irk1 assessmant of rhr sntcfy 's value 
d Rtlcetvt* input. from experts a d  comrni~nity 





* St d y  A ((ti 1,i1 o I  I I C N  iricdi~atiitrr in \ ~ f ~ i m p l ~ r ~ " -  
nia) prcrposcs cn resr s~hiccts regularly with psy- 
chttrnetric scales. Fillir~g out such forms i?; timc 
c{~raurning and porentmlly tqwtring, and may 
expose stlhjects to the risk of discrimrc~ation. 

* Study 13 (hypnosissrrd eleafrwss) involves a ~wm- 
her of nun-thcrapeliric procedures. Subjects will 
he hy pnotizcd t i r J  give11 a I3y pr~otic suggestion 
solely ft,r r e ~ a r c h  purposes. Subjects will he 
olwrvcd, fill out psychamutric scales, a d  be 
I1 ypnorizcd again to remove I tie 1zyyanr)tic sug- 
ge\tion. 1)isrrw ,ind p,~nnoia mly rest~lt frorri 
rhc hypnmis; rhc effect of rhc hypnotic suggw 

By detu~it~trn, risks absacraced w ~ f l  nun-thernpetmc 
prc~ccdures camor be justified by the prospect of benefits 
n, individtrnl rmearch wbircts. Mmce, ST risk-hcncfit cdcu- 
luti is inrlpprupriatc- rc) assesinq; the acceptability t d  rlwse 
risks. 'The lRB must first cmurc char rlw risks dcstacinted 
wirh txm-therapewtic prnccclcrres are tnmrrnized '%&v t m g  
procedures wlilcti are ctmisrem wlth srxind rrhesrcli de- 
sign m d  which do nor untsccehsardy expose subjrtcrs t.ct rtsk, 
arid wilenever approprim, hy using procerlurcs ;iirendy 
being pertimiled oil rlic subjjecxs for diagnc~stic itr mat- 
menr purposes" (sty Figure Second, the 1K13 must. as- 
ccrraia rbat the risks of such prcr~e9urcs are re:~cnnahle in 
rela~ran nt the knowledge to hc gained (we Figure I ) .  '"'TIUS, 
the etJlica1 annlyds of risksacsttciaced wlth nnon-therapeunc 
procc.dtrrcs inwlves :I risk-'k~~owlrdgv cnI..ulu\. 4"hc.ktiowl- 
cdge that rray result from a m c l y  a ewmtrally its scienri tic 
v,tlue. Frecdntan has arpuccl r h  t h t *  p o p r r  . 1 w w l t c + n t  of" 

rhe sncr-rufic vahu of ,\ study rc~prrrs not 011ly ~ h c  opn1~11 
of cxpcrn Errm relevGrur Jtscipl i~~~i ,  bur .11so tlw upmoi l  w i  
rtprcwnrdtivcs i'rtrm rlic cormitrnlcy ar large.'" 

In Study (2, the I K P  should ensurc that ,1II of tlic trirs 
behg adrnrncsrercd are required and eoloider wbaher pq- 
chometrrc tests r lut are routinely acttrlirlistererl iirlglsr pro- 
~ i d c  cquivaletu informtion. l i ~  Study B, hypiiosxs a id  hjp-  
notic suggestion preseaar wawriamr: risks. Can the inloma- 
tion be gained iil another way - for exmple, b y  sttzdynig 
tl~osc who are dready deaf? Can the ricks associateti with 
hypnosis be minimizetl? Study C 3150 presenrs non-trivial 
risk, in part bea~iause thc q~lesrio~~m~lire i~ adii~ir~isret.ed t11 B 

high-schnid scmng. I4ying carclul mcmtr t  ro ~ ~ I I I I L J I I I -  

ing anonyiiii~~ alltlwing stticlcrir\ rtt t i ~ i o l ~ c r  I I ~ I \  clv opt  o i i r  

of the yucstionnaire or certaiu qi~c~t~mic,  and se:inng str~ 



Mitiitrtal risk 
ivlinrmnl risk 1s ,I widely UWLI cuncrpr tn the rcgidatitrn of 
rrctarcli ~titernarirtri,~lt. it a n  he fotrnd rn the presenr-cl~y 
I<iws or gcridclines oh Rusnalb, Chada, r f r ~  C:nzrucif for 
I t  rtrrnariond Orgsnimtinrrs of M~:dimI Sciencei, the C ~ o i i ~ i d  
of Europe, the h i r ed  Kin&m, atld rlw Clnirret Scareq." 
That a rwarch  S~UJV ptrwY lllini~ilj r j ~ k  niezm vhat '"the 

, I $ 110t risks of f i~~r iu  311ric1p~),4ttd ia  die  pnrposed rescnrch . I .  

p~ ,uu, cl ~nc~~le~.ir ig proh,il>illt\ n n ~ l  ~i>,~gnirtr~lc. tli,tn rlic)w 
orilliixilp t.r~<orrtirerrrcl in rLuly liA, clr dutrlig tht: pi*rfr)l- 

mmcc crE rmrtinv physical o r  psycl~oioprcd cwnrrt.~titrn.; 
f ) f  ICS~S."~~ 

Itl~ti~maf r~sk Im Iwen t lie \lil>jrct oi cotrsder,\l~lc. dv- 
b m  and ccmft~wm in the lirerarure. As we Rave cecn, r l w  
conccpt ( I F  miirirn,tl risk wa\ ,~ppliecI r t ,  lwth rrbt~~rch with 
:I r l~er~pe~ir tc  procect~rrr mil rosearch wirh ucm-ther,xpu~r- 
ttc procetl~rrr. in Research lirunlviqq I:hrld~zw. 111 dzc con- 
rmr of o u i .  scl~ema for thc cci~icnl andysis of risk, rl~iu makes 
li t  tk betlse. It. a state of clinical ecl&poisc exist$, i t  f o l l o ~  
that tlic dwrapt'tltic ir~dices of the v:mws stwly rrwtrnenb 
(antl t l lc alrcrnaavrs dv;ti l ,~hl~ tn C I I ~ I C : ~  prabrce) are rr~ughiy 
rc lwwlcn~. 'Thus, \4virl3cn a ~ n s ~ d c n u g  tho ltnilt of rtsk trx whic11 
rustp,lrch siihims may be esprawl, we milst focu\ on min- 
thC1:llx"utic rick\, 'Thc risk, t r f  11rjn-rtiurnpc~ttlc yroce~irlrc~ 
are C ~ I V  increiueneal risks ~sstrciarcd with pwticipari~m ill A 

w t y .  
Freecitniin and ccrlleapuc~ ! w c  argued t l i . ~  the del ini- 

r i m  rrl' "n~tnirual r~sk" it1 rhc C:c,rnlsrcm Kulc is best ~rnclw 
stord ns a core dt*fix~ition with rx:irnplc~.~' hlrt~in~nl risk 
rckw rn rihks "ordin~ril y mcountcred i rx &11y lifc" - ( w ,  
h r c e r ,  risk, of tl:~ily life.'" "l ' l~c \ecrnid piirt ~ l f  ttw d ~ f i ~ i i -  
11011  ~ ) I O \ J I J C \  IWO c\~l t lp1~4 oi I I ~ I ~ I I I I ~  risk. 1tcwI1 o f  tl~cn\ 
hcrnj: ~ ~ O L C C I L I T C \  r ' l l~Ol l l1 t i~ t . t ' t i  L + ~ l ~ t r ~ t ~ g  the+ I W ~ ( I S I ~ I ~  e 0 f  
ro~ i t  ~t i e  physrc'il ( ~ r  phycl~~logic~ll c ~ m ~ ~ ~ ~ i r i o n s  ur tc\~s*"" 





Severctl prclblctns arc apparcntwith this pruvisioii. Firu, 
rhc requirement rha t non-thcray citric risks he boch mini- 
nnal r islc a d  inotudccl in d ~ e  list ctF''ksearch activities which 
may be rcvicwrrl thrwgh expcdited review pwccdure~" is 
ntrious. The list i s  ohvrously dvsigt~ad rcr inclrtdr proce- 
iluuc,c di,it pow nii~unt~tl risk to lierilthy adult subject$. For. 
exarnplc, "rnoder.atc c+xerclse hy hmltliy volu t~ecars" imcl 
"arllcction crf bloocl s:nnples by vcmipuncture , . . from strb- 
jccrs I H years of age or ofdrr" are permirreif yrrrccdurcs. 
' i"h~s elimln:~tcs Irom expcriitecl review any m d y  111voIvitig 
venipuncrurc in children or exercisc by adults who are ill. 
'1-hisscems incur~sistcnt wirh mjnirnal rrsk, as defined, which 
ches ntrt linur tllr s t i ~ n ~ l ~ ~ r d  tu huilrhy persons tlr aeltrlt2r."+' 

Second, the provision For expcditcd rwicw nffers :In 
~ncomplere scr of crucria. A glvcn uudy might posc only 
ntiiiim.ll risk t c ~  d ~ j u c t s  and yrt rdrse serious ctli~i.tl t m -  

w r n s  tln,~t r)ught to mike it ~nclig~hlr: fol. expeclltcil rrvlcw. 
One ~ L I C I I  CJSU I\ il $tr~ly  that ~nvcllves a vdncrakle popt~ln- 
tion. Studies involving vulnemble popularions requirc spr- 
clal wr~t t i ty  by the lKl3 mil shot~ld not he eligihlc. ltrr expc- 
d i~cd  review Another such case i s  a study that Isas scrious 
1tit+rhodolog1csll flaws. Reednxw u b s u ~ ~ w  that rhc etltioal 
requiremcnr dmt a snrdy have a soimd research design (va- 
lidity) is ah~nlutc.~' 'l'htrs, a study nughr t s  lac eligihlr for 
cxpedrted rr4c.w only IT three coiidiri~~~'~:, are firlfllect: 

1. t he  study p o w  iro ulurc tlian rni111mn1 rid< n) 
parhcip,urt\; 

2 .  i~ &es ni l t  invulve a vult~urnble prtp~tlaticm; mcl 
'1. tllcrc ;ire no serious mctlindological flaws, 

Must irtlportanr i$ thc role of minimal risk as a thresh- 
old lor allowahlc nun-thernpeuijc risk in rcseruch involv- 
ing vul~ia~aldc popt~lntic~nc. \lulneritlde popubtitms in r l x  

1 ~ r r ~ c : n - m ~ s  r-oa US. REC;UI.A UONI 

Lt is clear that the CXmxuon Brlr .wct rhe 13F-1WS wgula- 
tiom were prtifutlndly irrfluclmd by the \vr)rks ot thc Na- 
tional Commission, ns the diffcrenr modclc of risk a~ialyxis 
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