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by Loretta M. Kopelman 

n a recent contribution to 
{IRB, Thinking Clearly 

l ~ b o u t  Research Risk: Impli- 
cations of the Work of Benjamin 

Lsret'ca i v L  Iiopeiman is professor and 
chair of the Department of Medical Humani. 
ties at Brody School of MecLicine, East Car- 
olina University, Gxeenville. North Carolina. 

Freedman," Charles Weijer wrote 
a fine tribute to our late friend - 
and co1league.l This comment is 
also intended to honor Benjamin 
Freedman and promote continued 
discusfiion of his exce!!er,t ~ I L ~ E c ~ z -  
tions. In the course of this article 
and referencing an earlier article 
by Freedman, Fuks, and Weijer,2 

Weijer criticized my analysis of 
the weaknesses of the definition of 
"minimal risk" that appears in the 
U.S. and other research regula- 
tions. The definition ~tates: "Mini- 
mal risk means that  he rsrobabili- 
ty and magnitude of harm or dis- 
comfort anticipated in the re- 
search are not greater in and of 
themselves than those ordinarily 
encountered in daily life or during 
C x  pzrfcrrrrance of routiiie physi- 
cal and psychologica1 examina- 
tions or tests." (45 CFR 46.102i). 



This standard is pivotal in 
these rules, setting a foundation 
on which to assess potential harms 
and benefits in deciding if research 
is permissible. Approval is contin- 
gent on finding that subjects have 
been selected fairly and that the 
risks to subjects are minimized 
and reasonable ia relation to antic- 
ipated benefits of the study to the 
subject or to society. In addition, 
IRBs can only approve pediatric 
studies having no more than a 
"minor increase over minimal 
risk"; this crucial upper limit is 
undefined, however. As risks in- 
crease, the regulations require in- 
creasingly more rigorous documen- 
tation of such features as informed 
and voluntary consent, potential 
benefits, and the nature of the 
risks of harm. The Council of In- 
ternational Organizations of Med- 
ical Sciences (CIOMS)3 has a simi- 
lar definition, as do the United 
Kingdom, South Africa, Canada, 
Norway, and many other coun- 
tries.4 

Weijer maintains, "The risks of 
daily life are familiar to us all. . . . 
Research interventions may be de- 
termined to be minimally risky be- 
cause either the procedure is in 
fact encountered in daily life or it 
is sufficiently similar to those rou- 
tinely en~ountqred."~ He takes the 
second part of the definition to 
give "an example of such [every- 
day] risks." I disagree; I take the 
second part of the definition to be 
distinct and to set a further condi- 
tion on research risk. In my view, 
this definition says that something 
has the probability and magnitude 
of a minimal risk of harm if it 
meets either or both parts. Some- 
thing has a greater than minimal 
risk of harm if it meets neither. 
The second part of the definition 
seems to offer more midance - 
about what physical risks are min- 
imal, since it directs us to ask if a 
risk is like that encountered in 
routine examinations. Little guid- 
ance is given about what consti- 
tutes a psychosocial risk, a worry- 
ing lapse since many confidential 
matters arise in routine examina- 
tions that would harm patients if 
generally I= w b ~ t  follows, 
however, I shall not contest his 
premise that the second part of the 

definition is an example of' the for- 
mer. 

In contrast to Weijer and Freed- 
man, Fuks and Weijer, I. continue 
to question the clarity and utility 
of this definition that asserts 
everyday risk should guide assess- 
ments of minimal-risk research be- 
cause of four unresolved moral is- 
sues: First, how should we estab- 
lish and use thresholds regarding 
both the probability and magni- 
tude of harm used to identify 
everyday risks? Second, given the 
meren t  hazards in different coun- 
tries and communities, what lo- 
cale(~) should be used to assess 
everyday risks? Third, why should 
everyday risks of harm be regard- 
ed as relevant for determining that 
research risks are minimal? And 
fourth, if this is a useful and clear 
standard, why has there been sus- 
tained disagreement over whether 
common procedures should be 
viewed as daily or minimal risk, a 
minor increase over minimal risk, 
or greater? 

What Thresholds Should Be 
Used? 

The probability of something 
ranges between none and certain 
and magnitude of harms between 
trivial and catastrophic events. 
These are different continua since 
rare as well as common events 
may have either trivial or cata- 
strophic harms. According to the 
regulations' definition of "minimal 
risk," we shodd guide moral judg- 
ments about what research risks of 
harm are minimal by considera- 
tion of the probability and magni- 
tude of daily risks. One problem is 
how to set thresholds to mark 
those risks of harm that have the 
probability and magnitude of harm 
encountered in daily life. I do not 
view this as primarily a difficulty 
over quantification, as Weijer sug- 
gests. Rather, establishing a way 
to set thresholds is a complex 
moral or evaluative judgment 
about what probability is appropri- 
ately low, and what magnitude is 
appropriately trivial to constitute 
a morally and legally acceptable 
star-dard for judging whether s o w  
particular research project should 
be approved. The assessment is a. 

complicated balancing act since 
some extremely low risks of sub- 
stantial harm might be approved 
in some circumstances, while lli& 
risks of moderate harm might not. 

This moral and evaluative judg- 
ment about where to place thresh- 
olds is controversial. The Nurem- 
berg Code forbids enro lhg  people 
in studies without their competent, 
voluntary, and informed consent 
and the Declaration of Helsinki 
forbids using them in nonthera- 
peutic research. These theoretical 
stances, I have argued, are too re- 
~tr ict ive.~ Yet they represent alter- 
native approaches to assessing po- 
tential harms to subjects to the 
regulations we are discussing, and 
place the thresholds differently. 

We need standards, in part, be- 
cause personal or professional per- 
ceptions and interests may affect 
how people are inclined to place or 
use thresholds. People who are 
risk aversive will probably place 
these cut-off points differently 
from those who are not. People 
fighting an epidemic or caught in a 
war zone have different percep- 
tions of daily risks from those re- 
siding in healthy and peaceful re- 
gions. 

What Locale Should Be Used? 

The probability and magnitude 
of risks of harm varies in different 
places. In some locations daily 
risks are horrific. In war-torn 
countries many, sometimes most, 
young children perish, as starva- 
tion and death stalk their daily 
lives. In flooded areas, water-borne 
diseases constitute daily and We- 
threatening hazards, and some 
diseases, such ,as AIDS, constitute 
grave daily risks for whole popda- 
tions. 

Since everyday risks are not 
necessarily trivial or minimal, a 
moral judgment must be made 
about which group (refugees, fire- 
fighters, or librarians) in what 
community (peaceful or at  war) 
should be used in making compar- 
isons between everyday risks and 
minimal research risks. Interest- 
ingly, South Africa acknowledges 
this problem by its sub- 
-stantidy sirnilmar definition of 
:'minimal risk" in its resew& 
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guidelines by adding that the risk 
is no greater than everyday risks 
"in a stable ~ociety."~ 

I have suggested that one re- 
sponse to this problem is to dis- 
count the location by holding that 
the standard should be the risks 
any of us may be subject to, rather 
than some of Freedman, Fuks, 
and Weijer seem to agree with and 
elaborate on this s ~ g ~ e s t 4 0 n . ~ ~  
They acknowledge that some com- 
munities have such risky environ- 
ments that hign-risk studies could 
not be excluded, and that investi- 
gators might even seek them out. 
In response, they defend "intercul- 
tural ethics" in which the norms of 
all the cultures participating 
would have to be honored to con- 
duct any cross-cultural research. I 
support this approach to solve this 
exceedingly difficult moral prob- 
lem. The dangers of tying our un- 
derstanding of risk to location and 
Ietting hazards be minimal for 
some, but not for the rest of us, 
opens the door to a variety of prob- 
lems about discrimination and ex- 
ploitation. Yet the solution is con- 
troversial and others might argue 
that it is reasonable to take local 
conditions or experiences of poten- 
tial subjects into account in deter- 
mining what sort of risks of harm 
are minimal for those subjects. 

Why Should Everyday Risks Be 
Used to Assess Research Risk? 

Some everyday hazards are 
trivial, and some catastrophic, 
some rare and some common. so 
what does everyday risk have to do 
with estimating that research risk 
is minimal? Death and starvation 
are everyday risks for some people 
in the world, but not an appropri- 
ate basis for assessing whether re- 
search risk is minimal. Others 
may regard burglary, muggings, 
rape, drive-by shootings, or battery 
to be daily risks. It  seems easier to 
determine if developmental studies 
in which children name animals 
constitute a minimal risk than to 
compare the level of risk to haz- 
ards of daily life some or all of us 
encounter. 

Weijerll and Freedman, F+s 
and Weijer,12 however, think the 
definition highlights the right 

question that parents and IRB 
members should ask: Is the study 
sufficiently hke the child's every- 
day experiences to merit approvai? 
Parents, they write, when asked to 
give consent should reflect: "Are 
the risks suEficiently similar to 
those in my child's everyday life 
that I should allow this experience 
at this tirne?"13 IRBs, "acting in 
loco parentis, will need to debate 
whether the demarcated research 
intervention is similar to a com- 
mon experience of this child, and 
whether the incremental research 
risks are similar to risks this child 
or others like him runs on a routine 
basis."14 

Consideration of particular peo- 
ple's experiences is important, but 
not decisive. Some people, such as 
dying or disabled children, en- 
counter horrible everyday experi- 
ences that could, if their particular 
everyday hazards are used, justify 
high-risk studies for them but not 
the rest of us. A minor increase in 
risk for them might be very differ- 
ent than for the rest of us. As 
noted, a variable standard intro- 
duces problems of fairness in as- 
signing risks. In addition, agree- 
ment among parents, IRB mem- 
bers, investigators, and subjects 
does not show that their accord 
comes from making comparisons to 
the probability and magnitude of 
everyday harms some or all of us 
encounter. Their concurrence may 
mean that reasonable and in- 
formed people of good will often 
agree about what r i ~ k s  are accept- 
ably low in particular studies for 
particular children. 

Why Should We Tolerate So 
Much Ongoing Disagreement? 

In his recent article, Weijer ap- 
provingly quotes Freedman, Fuks, 
and Weijer: 'We are, by definition, 
each acquainted with them [mini- 
mal risks]; and, almost by defini- 
tion, if we are unsure whether 
they belong within the set of com- 
mon risks then they uon't." For 
standards to be useful in settling 
controversies, there should be 
agreement about what chey mean 
and how to use them. Studies and 
discussions, however, show long- 
standing and important disagree- 

ment about what risks of harm 
constitate a "daily or minimal risk" 
or ''~~ix1.o.r increase over minimal 
risk" of harm for the purpose of as- 
sessing research. In 1981 J ~ o f ~ k y  
and Starfield found considerable 
differences among pediatric ex- 
pests, in both treatment and re- 
search settings, about how to as- 
sess the risk of such procedures as 
venipuncture, arterial puncture, 
and gastric and intestinal intuba- 
tion.15 An editorial in the Journal 
of Pediatrics concluded that this 
alarming variation shows that bet- 
ter standards of risk assessment in 
children's research need to be for- 
mulated.16 

Recently, this lack of consensus 
and problems with regulatory 
guidance about what constituted a 
"daily or minimal risk" and "minor 
increase over minimal risk" within 
the research community surfaced 
in testimony before the National 
Bioethics Advisory Board (NBAC) 
recorded in "Regulatory Under- 
standing of Minimal ~ i s k . " ~ ~  For 
example, there was substantive 
disagreement about how to assess 
the risks of a lumbar puncture 
done for research purposes on a 
pediatric population. Some argued 
that the risk was minimal, others 
said that it constituted a minor in- 
crease over minimal risk, and still 
others maintained that the risk 
was greater than this. They also 
disagreed about whether the risk 
of harm from this procedure is dif- 
ferent from what is done in routine 
clinical examination. Members of 
NBAC agreed, however, that the 
definition of "minimal risk" was 
vague, and that the crucial upper 
limit that local boards can ap- 
prove, "a minor increase over mini- 
mal risk," was even vaguer. Dis- 
agreements about how to assess 
psychsocial risks of harm are no 
less contentious. There have also 
been sustained disagreements 
about how to view multiple placebo 
mnjections.17 National Institutes of 
Health panelists, on a specially ap- 
pointed review panel. to evaluate a 
growth hormone study for idio- 
pathic short stature, strongly dis- 
agreed about whether three place- 
bo injections e week f ~ s  mcny ' 

years should be viewed as daily or 



minimal risk, a minor increase 
over minimal risk, or @eater.18 

Providing Clearer  Gu idance  

Elsewhere, I have suggested 
ways that  the guidance could be 
improved: (1) Clardy how to regard 
the  nature and number of certain 
common procedures such as  lum- 
bar  punctures or placebo injec- 
tions.19 (2) Detailed examples 
could also serve as paradigms and 
spell out how to assess risks of 
harm, balance them with potential 
benefits, and set thresholds of ac- 
ceptable risks. These might be- 
come fixed points for making some 
of these moral assessments about 
what studies should be approved 
for pediatric populations. (3) Regu- 
latory guidance about how to ad. 
dress these four moral questions 
would further clar~fy the  assess- 
ment of risk. (4) In the  face of on- 
going and  sustained hsagree- 
ments, clarify how our laws and 
traditions interact with research 
guidelines. 

As over twenty years of debate 
shows, the assumpbion by Weijer 
and Freedman, Fuks and Weijer 
tha t  a consensus exists regarding 
what paradigms to use in assess- 
ing minimal research risk and the 
crucial upper levels of justifiable 
risks of harm especially for chil- 
dren seems unwarranted. Whatev- 

e r  agreement exists about what 
risks are minimal for the purpose 
of research may be the  result of 
the practical wisdom of reasonable 
and informed people of good will. 
Layers of moral judgment general- 
ly protect subjects, but  more likely 
from the good sense and moral 
character of parents, subjects, in- 
vestigators, and IRB members, 
rather than help from the regula- 
tions' definitions of risk and its re- 
liance on vague notions of "daily 
risk." 
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