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- 
lthough discussion ofren understand this definition. First, it low, but &akkelihood that the harm 
focuses on RB review of sfroujd be dear that risk and harm will occur is  moderate or high; thus 
high-risk pmtocols that may are not' the same concepts. Reau- the level of risk is low 

result in substantial harms to champ and Childress note chat harm 3) t he  makPitude of harm i s  tmd- 
re~evch partidpants, not all research is  the "nomauvdy acutral sense of " 01 high, but the !&&JMN~ ha t  
inv&es high risks. Minimal risk thwaning, defcacing, or se~X1.S ba& thc harm will a cu r  is very low; thus 
protocols comptise a substarrtial &e interests of one party by causes the level of risk is law 
number of p ~ t o m l s  in univusitieies that include self-harming conditiom ruk be 
that have floucishmg research pro- as vvell as che (intentional or uninten- those in which the ~roduct of mapi- 

giams in the social sciences and edu- donal) acrioxls of another parc)l."a 
rude and hkehood of harms that 

cation; Because some minimal risk would result from the smdy do not 
may not bad in a c e d  the risk of cseryday lifc. 

protocols may bc reviewed using an an absolute sense, harms are, in gen- Although applying rbe product 
expedited teview process, resmrchehers eral, perceived as prima facie wrong formula is only om way to jnterpret 
may pursue "minimal risk" status to inflic.t an oehers.4 the phrase "the probability and mag- 
for their pro i~cts .~  M i  mmt U ~ ~ C I -  Risk is "commonly mpresed a$ niNde Of harm,, in he regul%~onr, - 
stand khtconstimces ' ' r n ~ a l  the mqnitude of some harm multi- he ~ ~ ~ i ~ ~ ~ l  H~~ ~~~~~b 
risk" before they can der'ermine plied by the probabdi~ of its OCW- ptote&ion Advisoty ~o-ittee 
wbrher a given research protocol rence,"? and can be represented in  M MAC) accepts he producr: for- 
involves merely minimal dsks for the foJlowin$ product fosrnula: mda, when it claims that 
each of the individuals who . * - "'minimal risk' means that 

the worst harm that codd pankipate in it.2 
* Wnfoformatdy, the defini- occw in a study should dot 
tion of minimal cisk in the bc,lrery s e r i o u ~ v e n  if 
fed@al regulations is ambiguous, mk asd~ine; numaid values many subjects experience it, and, if 
allowing some 1es-h m bc m the QWnimdc or the likdihod of the hum is r&our, then ~roba-  
propriawly &araaer&d "mini- harm is ~roblaaric ,  in heo'3' the biliq oi  any given subject expuicnc- 
ma1 when in fact it requires magnitude of harm caxx be measured ing it should be quite low.*7 

greater oversight. Hexe I examine in terms of positive aumbcrs (includ- A final caveat should be 
one misinterpretation. .. k g  zero), and likelihood of h a m  &en &cussing minhal risks as the 

The replations define minimal can be measured in t ~ m s  of a frx- product of magnitude of harm and 

risk as foUows: tiorb or Percatas (including zero )ikeIihood of harm W a t m  can have a 
percent). Mub1Yi.g these nvo wm- subjective componenr: differat peo- 

~ i a i n u l  risk means that the proh- ben would yield a positive number ple nay perCCiYC differcndy both 
bility and mgnimdc of harm or (again, including zero), tht risk of lvhat counts ,as a harm and what is 
dis~orofon anticipated in Ihe harm. (h deckion t e o G  this would understood as the magnitude of that 
r e s c a d  fie pot ~JI and be ~ K W V V ~  the *expected utility" harm, F~~ we recognilc , 
t h T ~ ~ ~ l ~ ~ s  than those ordinarily of thc state of affairs h qucstion.6) hat embarassmsnt is almost uolver- 
encountend in daily lifc or during On fhk kterlpretacion, *ere are sally seen to be harmful, bur some 

P e ~ o P ~ ~  of mutine phvshl  rh, ways in which a low degree people don*t easjla if at 
Qr ps~ch*Wcal --ations or of iisk can obtain in a* given sieua- all, o & c ~  are easib and pro- 
tests (CFE 46.xoz(i)). tion: foundly embarassed at the slightest 
Some clarification is rcquirad to ) the n W ~ t u h  of k m  is low provocation. Similarly, the probabili- 

add the likelihood that the harm will ty of a .given harm to a 
Occur low; thus the h e l  of risk ki given,individual may be &tive 
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very. low . that individual: we don't daim thar 
q NO, 3 (ZOOZI: ~ O - L S .  2 )  the magnitude of ham is Very the pr&&i\j~y of gcning into a car 

Harm x Likelihood That Harm Will Occur Risk 



accident is the same fool. both for 17- be life rbreatcrnhing, and the students 
year-old n 'ab and 40-year-old will soon be told that the guest lec- 
lem.aJ.~.~ turer is just fhe.  

Bur consider a diffaenc scenario 
~ ~ ~ & ~ ~ g i ~ ~  the P ~ o ~ u c ~  Formula in which the product formula might 

wo case examplea illustrate the SUfXCSt  that the r a e a d  is "low 

, a£ using tbc poducr for hk7': 
rnula when a~sessi~minimal risk: CASE z: The ZM.3 consdexs a study 

CASE I.: 'The IRB xevimvs a study in which police of6ce1s are mrer 
in which a loo-student, college- v i d  privately to discuss police 
level biology lecture will be corruptiorl. All identifiers axe 
obs~ved when a guest lecturer removed from each of the intervjew 

seemingly has an epileptic seizure transcripts, and the investigator is 
during the first minutes of the ~ 0 -  rahng great Care to PfOrect the 

hout class. After the guest lecturer anonymity tyf each participant. 
is acrendedio and removed horn However, if any individual respons- 
the room, thc regular professor es were made known ou&ide of the 

resumes the class. Near the end of interviews, some participants could 
&ss, a pop qujh is administered on fit' @r&ahn of em~bment .  

the day's lecture. Befqre tkc: end of This study seems to conXoxm to 
class the students are debriefed the third type of minimal. 69k study: 
hmt t h x a ~ e  of be stady, and the likelihood that'harm wit1 occur is 
are thanked b r  their cooperation in vev low, but he harm tat my 
assessing-the effects of stressful xesdt i s  a moderate or perhaps even 
events on m~mory and retention of asesiow,7 harm, to mRPAa 
complex information. They are told la ngurg e. 
rhat the "pop quizzes'' will not fig- One raised by is 
we into heir final grades, as their 
names will be removed from the this: Should the risk of a particular 

tests behre pading takes place. harm to an individual be considered 
wha1 evaluating minimal risk, or 

A of consent is so*r: for should merely the overall degree of 
$tud~y on h e  af@mwt that it r$sk to the pahcipant =ahon figwe 

meets the ~tquirmenB of 45 into 1 ~ s  assessment On ofit 

distress was experhiced by every 
participant. 

If a poke officer docs lose a job 
after participating in the study 
described in Case 2, how could the 
XM or the researcher xcasombh 
have known thk would happen! 
Aftex the study is c o m p k d ,  it can 
be said with loo % certainty that a 
substantial harm will result from the 
scudy So after the bct, the study is 
no longer minimal risk. But bcfore 
the study takes plact:, isn't i c  appro- 
priately assessed as minimal risk? 

It is, of course, impossible for 
TRBs to use zdzo hindsight when 
evaluatiq levels of iik. Whatever 
our means of assessing risk, they 
must be ~ractical, btcause lRBs arc 
called on, to assess rhc rkks of scud- 
Ls, early and often. Additionally, the 
rolao hindsight ruie will absucdly 
render some high-risk research mini- 
mal risk, just as low as no one was 
actually harmed by the ccornpletcd 
study, Xt is obviously a mistake to 
call. a given phase I trial "minimal 
risk" because after the fact it turns 
out that there were rlo harrnlul con- 
sequences of h a t  panicdar cudy, 
Phase I trials should be mdertakcn 
only with the greatest caution and 
ovasighr; claiming that such a study, 
with 20120 hindsight, was merely 
miaimal, risk would bcwxong- 

Weighing Risks, Weighing Brn&tu 
. RBs weigh the risks against the 
.lbcoefiu of undertaking a given 
research project. Studies that have a 
negative riskhenefit ratio, wherein 
the risb of the scucly ouweigb the 
bendits, ate dccmcd unethical. 
Having a positive ri6'Wbeneht ratio, 
in which the beadwof the study 
outweigh the risks of the study, is  a 
necessary, but not sufficiem con&- 
tion, for RB approval. The implica- 
tion i s  rhat risks aitd benefits are in 
some meamre commcmwate. If PhiS 
i s  so, the way rhat brsefits are meas- 
ured will illuminate the ways in 
which risks are appropriateiy meas- 



folmuh when c+uiaring the be?ec dona1 bmefit," which includes the risk. is low-4s skdady  mistaken. 
ficr of 1 nudy, however. If we did, benefits that accrue to future cohom There are individuals for whom this 

hen there would be three ways jn or to rociety,~ While the direct bme- rcsearih could result in moderate or 
which a could result in a high fit t the phase I pancreatic canccr high degrees of harm, derpite the 
lrvelof burrfit, corresponding ro rhe trial is very low, the aspirational bcn- very low likelhood of that harm 

formula for measuring risks: cfit of such a trial may be great, cwn O C C W C ~ ~ ~ .  Thus the r w m h  should 
1) the magnitude of benefit is though only comparatively few peov agpxopxiately be classified as exceed- 

high, and the likclihcod of benefit b ple will receive those bendits. If IRBs ing minimal risk. The only rcseerch 

high; used the product formula in calculat- that is appropriately considered min- 
2) thc magnitude of benefit* is very ing the riskhemfit ratio of such imal risk is  research in which the 

high, but the likelihood of benefic 1s phase I studies, they ~ g h t  not harms that each idividual would 

%w; approve than, because the rbks are expaknce as :I result of participafmg 

. I )  magmrude of benefit is v u y  high, and while the bcrrcfits may ahd in the research do not exceed the 
low, but the likelihood of benefit is prove to be high, those benef rs will harms experienced by individuals in 
high. * ultimately accrue to only a few indi- daily life. 

In fact, we cloth apply the prod.- viduak, But fo; those few hdividu- 
ucr rule when calmlrting the benefits ah, the benefits will be trewndaus. The "Daily ~ifsL Critsrion 
of tesearch studies, for if we did, the But wait--domn't that look like a easwhg the risk iD studies on. 
h d  vwsion of high benefit research textbook application of the product the basis of the harms chat 
&uld exist; when it in faa does not. formula: multiply the number of accrue to individuals, rather than the 
Imagine a s ~ d y  that would, if SIX- people affected (very h, in the ca& harms as they are toMkd access all 
cessXul, eliminate hangnails for the of phase I pancreatic cancer trials) those who pxperience hem, is in 
entire human race. OD the thkd by the degree of bendir chat will keeping w i ~  the "daily life" criteri- 

fornula Bbov+ r h i a  woild result (VWY high) to find the bcncfits on in fie dehiri.On of minimal 
be a s;ucly that would result in high of rhe keseash (high)? risk at 45 CER 46.102(i). The daily 
benefits. Coundess peopk are certain Yts, it does. But the application oi life aitexion is not withour conko- 
to benefit from tbis study. Howevq the poduct formula in the case ol vexs,,, KopdI;;;.m believes it js a mis- 
no IRB would allow, in the service of hangnail. research &OW'S that it is  not take to peg the daily life Grimion to 
possibly eliminating hangnails, the f m l a  that correctly he ,Fkces of rescar& p d c i -  
research that put individual prtici- charactedzes sn assessment of the for sudr a posi~on r c s u l ~  in 
pants at risk of serious harm. benefits, or risks, of a study. bhez ;  different hdivid& b i n g  a p a e d  
Why not? Because we don't caku- measuring risks and benefits requires to endurE research 

late risk in wrps of bal-ms to The an appreciation of the individual because they have high-risk occupa- 
-cntitc population of indniduah who research garcidpant7s experience in tions, haye illnesses 
rn3y aperimce hose harms. Rather; raking part in the study, and the require risky medical intervendans 
we calcdats risk in terms of the expetiaces of othcr individuals on a daily basis.l0 Othas, such as 
degxee of harm that may accrue co whose lives will be enhanced by this ~~~d~~~ and col~eagues, MrwPret 
any given inbividnal. Pancreatic can- research. " the daily life crir-mion as allowing for 
cs may affect only a very small n e  result i s  that the WXsion &feratial accxpwbJe risks for kdi- 
number of people, bur the hams of of a pro$uct fozmula for benefits- viduals who e:.pajence diffaent lev- 
pancmqtic cancer; for chose who the of benefit el, of risk in tlxir daily lives, qsking,, 
ahuallv get pancreatic cancq arc but the lik~lihood of bendit is high, w w a l  to what from 
great Phase I studies of drugs that thus the benefits of the research are- whose poinc of View, and Under 
may treat pancreatic cancer are high-is mistaken. Such. research which situarioas? On a semantic 
approved by RBs, even though the shouldn't bc considexed "hgh bene- )me., g ~ n i m ; l l  risk is 
risks in those phac I studies mag & fit" because there are no individuals 

comexr-~epen~cnt,~ll 

yery high and rhe benefits will. likely to whom a high benefit will acaue. ~c~axdlcss  of the appropriate 
accrui to a future cohort of patients, The q e r i m e  of each individual ht.rpreta~on, he daily l j f ~  criterion 
not the actual resear& subiects in who bendits horn chis research is calls on rese&chers considex 
the p'hase l study. only a very minor benefit. whether the risks each individual.  an& King diskgoishes between The third vmion of thc product nsearrh pnicip;mr will be 
"direct benefit to subjcct~,'' which formula in measaria$ ri&--the to exceed the .risks of d d y  life, As 
indudes the benefits that research degree of i s  m d ~ a *  or high, G& and SpeyerOfm~crg note, 
parridpants receive from the iotrr- but the likelihood that riu, harm will fi[tjhe rish of ev+ay lik for 
vcnrion mdm smdy, and "aspira- occur is very low, thus the level of 



ratioha1 self-interested individuais although scemhgly quantitative, Q&fessot of philosophy, and chalrpcrvon, of 

offer soma personal bendit,"" should bc metaphorically applied to lRB Univmiy. 

which i s  to say that they are risks qualitative assessments. 
that individuals undetta'ke, and are * 
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ining risks from a quantitative per- that axe exprxiaced by individuals, 
spective, ougbmJt we to use a more and nQt on the abstraa and general 
qualitative measure3 Perhaps terms basis of the produa formula. 
like minimal risk and moderate 
incsernent over minimal risk, m Deborah BBlnJrw, ND, is an assistant 


