The Ethical Analysis of Risk

Charles Weijer

he institutional review board (IRB) is the social:
oversight mechanism charged with protecting re-
search subjects. Performing this task comperently
requires that the IRB scrutinize informed-consent proce-
dures, the balance of risks and potential benefits, and sub-
ject-selection procedures in research protocols. Unforru-
nately; it may be said that IRBs are spending too mugh time
editing informed-consent forms andtoo little time analyz.
ing the risks and potential benefits posed by research. ™ This
time mismanagement is clearly reflected in the research eth-
ics lirerature. A review of articles published between 1979
and 1990 in IRB: A Review of Human Subjects Research,
for example, revealsa large number of articles on informed
consent and confidentiality {142 articles) and considerably
fewer on the agsessment of risks and potential harms (40),
study design (20), and subject-selection procedures (5).
The obligation to ensure that study participation pre-
sents a favorable balance of potential benefits and risks to
subjects is central to upholding the ethical principle of be-
neficence and fulfilling the IRB's protective function.’ Some
believe it to be the single most important determination
made by the IRB. It ensures that potential research subjects
- be they sick or well, young or old, capable or not—are
presented with the option of éntering a research study only
when agreeing to do so would be a redsonable choice. Ac-
cordingly, the Common Rule requires that the IRB ensure
that:

(1) Risks to subjects ate minimized:

(@) by using procedures which are
consistent with sound research design
and which do not.unnecessarily expose
subjects to risk, and
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(ii) whenever appropriate, by using
procedures already being performed on
the subjects for diagnostic or trearment
purposes.

Risks to subjects are reasonable in relation to

anticipared benefivs, if any, to subjects, and

the importance of the knowledge that may
reasonably be expected to result. In
gvaluating risks and benefits, the IRB should
consider only those risks and benefits that
may result from the research (as
distinguished from risks and benefits of
therapies subjects would receive even if not
participating in the research). The IRB
should not consider possible long-range
effects of applying knowledge gained in the
research (for example, the possible effects of
the research on public policy) as among
those research risks that fall within the
purview of ity responsibility?

The moral analysis of risk is neither obvious nor inrui-
tive. Rules, including those of the Common Rule, are not
self-interpreting. They must be situated within a concep-
tual framework that facilicates their interprecation by the
IRB. The articwation-of a conceptual framework for the
ethical analysis of risk might therefore be a project assisting
IR in folfitling their mandate — the protection of research
subjects.

Regarding the analysis of risk in research, the authors
of The Belmont Report observed that “(i]tis comnionly said
that benefits and risks must be ‘balanced” and shown to be
‘in a favorable ratio.” The metaphorical character of these
terms draws attention to the difficulty of making precise
judgments,™ Unipacking these metaphors for the sake of
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enabling more precise judgments will occupy the bulk of
this paper. What are the fisks and potential benefits of re-
search? Flow was the echical analysis of risk understood by
the members.of the LS. National Comuuission for the Pro-
tecrion of Human Subjects of Biomedical and Behavipral
Research {liereafter the “National Commission”)? Whatcan
be learned about the conéeprual foundationsof currentregie
lation? Whar conceprual framewnrk should guide the-edhi-
cal analysis of risk? What changesto ULS. regulations would
the implementation of such a framework requite?

My work on this paper was commussioned by the ULS,
National Bivethies Advisory Commission (NBAC) as a pant
of 18 praject “Fehical and Policy Tssues in the Oversighi of
Faman Research in the United States.” fris firring, there-
fore, that the work of an earbier commussion, the Nagonal
Connnission for the Protection of Homan Subjecs of Bio-
miedical and Behavioral Research, receives special conside
eration in this paper. No other ethics body has had as nuch
influence on the development of researcly exhics and-regu-
larion. As we shall see, pivotal conceptual advances it the
moral-analysis of risks:and potential benefits can be tiaced
back 1o the National Comunission.

There have been considerable refinerents in our un-
derstanding of the ethical analysis of risk in the last cwenty-
fivie years. Nonerheless, this paper relies heavily of the solid
intellectual work that precedes this period. All of the work
of the Narional Conunission is a source for Jearning and
much of it ought to be preserved o our dureenr unders
standing and regulation. Reo papers of Rebere . Levine, a
staff meniber and consultant to the National Commission,
remain foundational in research ethics: “The Boundaries
Berwren Biomedical er Behavioral Research and the Ac-
ceptediand Routine Pracrice of Medicing” and “The Rolé
of Assessment of Risk Benefit Criteria in the Derermina
don of the Appropriateness of Researeh Involving FHuman
Subjects.” This paper will assume familiariey with them”

{2

Risks anp Porenrian Benesrrs in RESEARCH

Risk is.a multidimensional conceprinvolving bath the prob-
abitity and magnitnde of harms to research parricipants.”
Al roo often, risk is-equated with the magnitude ofthe
ourcome (e.g., death or serious disability), The proper ethi-
cal andlysis of visk requires that borh the magnitude of the
harm and its probability of oceurring be considered. A one-
in-a-million risk of death is properly treated differently from
a one-in-ten risk of death, Benefit, on the other hand,, is the
magnitude of a positive ourcome without reference to its
probability. In the comparisan of harms ro benefirg, refer
ence ls often made 1o the need o consider the “rislebenefit
ratio” presenied by study participation. Bog this is noga
parallel construction and, hence, it is serictly speaking in-
correct. One speaks accurately of “harmy dnd benefits” or
“risks and potential benefies.” '

Research subjects may be exposed to a broad array of
risks and potential benefits as a result of study pardeipa-
tion. Risk is nota concept exclusive to biomedical research;
socinl seience studies alse present visks to participants, k-
deed, there isa surpeising degree of overlap between the
kinds of risks presented in biomedical and social science
research: As study methodologies continue o cross con-
venrional disciplinary boundaries, we can expect increas-
ing convergence in the risks and potential benefits involved
in biomedical and social science studies. We will thus need
to consider whether the meral calouli involved in risk as-
sessment suffice for the assessment of risks in rescarch in a
variety of disciplines. Cousider the tigks to participants in
the tollowing four case studics,

Study A: Placebo-controlled trial of a drug for
people with acutely symptomatic schizophrenia

The stady involves schizophrenic patients who are newly
hospitalized with acute symptoms of their disease.? Despite
the existence of an effective treatment for such symptains,
patients arerandomly assigned ro take a newantipsychotic
dhrug, o standard drug, or a placebo. Patients ave tevated in
a bospital for four weeks, where they are assessed with a
variety of psychomuteic seales. Risks to subjects include the
possibility thar the pew medication may have serious ad-
verse effects; some of which may be irreversible; patients
assigned to the placebo will be deprived of needed treat-
ment for a month; patieats may suffer from continuing
hallucinations or paranoia; they may beat increased risk of
suicide; and, finally, they may pose a risk to others. The
ethies of placebo-controlled tials in schizophrenia is dis-
cussed in detail ¢lsewhere.”

Study B: Hypnotic inducoon of partial deafness to
see whether paranoid symptoms result

Several hypnotically suggestible, bur otherwise healthy col-
lege students are randomly selected to receive one of three
hyprotic suggestions: partial deafness without awareness
of the cause; partial deafness with awareness of the cause;
and ne. deatness but-an ear ich.

The hypothesis is that persons in the first group, as
compared with those in the other twogroups, will demon-
strate More symproms-of paranecia. Subjects are assessed
with a variety of measures, including psychometric scales
and a seoring of observed behavior Afrer being evaluared,
the subjects are hypnorized again, debriefed ar the end of
the study, and reassessed after one month. The stady poses
avariery of risksto purticipants, ineliding the distress asso-
ciated with paraneiaand hearing loss, risk of suicide, the
passibility of hare to others, and uncertain sequelae from
hypnosis. Some of the ethical issues raised by this study are
discussed elsewhere, !
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Swdy C: Questionnaire examining high school
students about their sexual practices

The study involves the administration of a pencil-and-pa-
per questionnaire to 400 Minneapolis high school students
during regularly scheduled health-¢lasses. Thesurvey seeks
to document attitudes and behaviors related o HIV pre-
vention. Aceordingly, the adolescent parficipants are asked
whether they are sexunally active, what types of sexual ac-
sivity they have experienced (e.g., oral, vaginal, or analin-
rercourse), and the sex(es) of dheir partmers. Various risks
are presented by this study to participants: wachers or par
erits oy become aware of undisclosed sexunl activity; oth-
ers may became aware of same-sex relationships; and, par-
ticipants mighr become aware thar they are at risk of devel-
oping HIV, The ethical issties raised by this scudy are thor-
oughly reviewed elsewhere

Study D: Genetic epidenmology of BRCA1 and
BRCA2 mutations in Ashkenazi Jews

The BRCAT and BRCAZ mutations ace konown o be as-
sociared with an increased visk of breast and ovarian can-
cer, The stidy seeks 1o determine what proportion of Ash-
kenazi Jews e, Jews of middle, northern, or eastemn Eu-
rope or those of such ancestry) carry the murations in ques-
on and what risk is conferred by them in a non-high-risk
population.’* Participants who respond to advertisemers
will be asked ro give a blood sample and 61 out an epide-
minlogical survey, including questions on health, family his-
tory of cancer, and family rembers whe might alse be will-
ing o participate. Personal identifiers will be destroved be-
fore genetic tests are conducted and test resules will not be
disclosed to participants. The risks to participants aré the
risks of venipuncture, anxiety provoked by answering ques-
tions refated to family history of cancer, and the tisks of
genetic testing, inclading unwanted disclosure of risk, dis-
crimination, and stigmatization: A review of the ethical s
sues in genetic epidemiology studies may be found else-
where,®

Four categories of risk

As illustraved by these four examples, rescarch participa-
tion may expose the study participant to a wide spectrum
of rigks. Levine divides risks-dnto four categonies: physical,
psychological; social, and economic® Levus consider each
befefly:

*  Physical risks: The research subject may suffer
bodily barm ~ winoror sevious, temporaty or
permanent, imsoediate or delayed -~ as a vesulr
of his or her participation in the study.

¢ Psychological risks: Study participation may af-
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fect the research subject’s perception of self,
cause emotional suffering {e.g., anxiety or
shame), or may induce aberrations in thouglt
or behavior.

* Social risks: Research findings, or even study
participation itsell, may expose subjects to the
possibility of insutance or employment discrimi-
nation, orother forms of social stigmatization.

»  Economic tisks: Research subjects may directly
or indirectly bear financial coses related w re-
search participation.

So defined, risk is an inherently inclusive coneept. As
dernanstrared by the above examples, a given study muay
present 4 vaviety-of types of risk. For example, Study C (the
sexual practices guestionuaire) poses both psychological and
socialvisks. Furthermore, no-category of risk fs exclusive to
medical or social science studies: Study B (deafness and
paranoia)--asocial science study ~ presents physical risks,
and Study A Gelizopheenia orial) and Study D (breast can-
cer genes) - medical studies — generate psychological risks.
Despite the diverse research settings and issues involved, all
fouir of the study examples posenon-trivial risk to research
subjects.

Levine provides a comprehensive description of par
ticular potendal benefits and risks presented to research
subjects and society by binmedical and soeial science re-
search and the listing will not be repeated here

Axaryss By THE NATIONAL COMMISSION

Fow was the echical analysis of risk vederstood by the
members of the National Commission for the Protecrion
of Human Subjects of Biomedical and Behavioral Research?
What cat be gleaned from their reports about the concep-
tual foundation of varrent regulations?

The National Commission sat from 1975 to 1978 and
issued ten reports on huinan subjeets research. The Na-
tional Conunission’s work represents the first sustained, in-
depth-exploration of the moral analysis of risk in research.
Assuch, ir has had a lasting influence on research ethics
scholarship and federal regularion. Litde recognized is thar
the National Commission’s views orerisk analysis evolved
over its foursyear teem. Three distiner views on the echical
analysis of risks and porential henefits in research can be
found in the National Contmission’s opus: analysis of en-
tire protocols; analysig ol protacols with particular compo-
nertts; and analysis of components, Tnturn, each underlies
an aspect of current federal regnfations on human subjects
rescarel,

Six reports of the Narional Commission were selecred
for analysis based on their impact on public policy and the
perception of the National Commission staff an the pac
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ricular report’s averall success. ' These reports ave Research
on the Fetus (19733 Reseireh Involvsg Prisoners (1976);
Research Involving Children (1977); Research Involidng
Those Institutionalized as Mentally Infirm (1977 histitu-
tianal Review Boards (1977); and The Belmont Report
(197%)." What follows is a critical review of the ethical
analysis found in each report,

Ethical analysis according to entire protocols
Research oi the Fetus was the first of the National
Commission’s reports, It was produced under several eon-
straints.™ Congress requived that the report be completed
in only four months and it imposed a moratorium o feral
vesearch pending the completion of the report. Thus, Le-
vine ahserves:

As a consgquence of these time constraints, the
Cenmmiission completed its report, Research on
the Fetus, before it had the opportunity to ad-
dress the general concepiual fssues in ity mans
date. If theconceprual elarificadons ... had pre-
ceded the repory, it islikely thatthe Conmisston
would have developed substantially differentrec-
oimmienditions.

T the reporr, the Nanonal Commission defines research
as “the systermatic collection-of date or olwervations o ae-
cordance with a designed protocol.”™ The schema for risk
analysis presewred i Research on the Fetits relies-on seépa-
rating whole research proposals into two types, therapeu-
ti¢ research and non<herapeuticresearch: Therapeutic re-
search s that which is “designed to improve the health con-
ditton: of the research subject by prophylactic, diagnost,
or treatment methods thar depare from standard medical
practice buc hold out a reasonable expectation of success.”™
Non-therapeutic research, on the other hand, is “not de-
siened to imprave the health conditian of the research suh-
ject by prophylacric, diagnostic, or treatment merhods,”

Separate recommendations are presented for each type
of study. Recommendation (1) addresses therapeutic rex
search directed roward the fetus. Under this provisian,

Therapentic research directedtoward the fepes may
be conducted or supported, and should be en-
couraged, by the Secretary, DHEW [Deparrment
of Healeh, Bducation, and Welfare], provided
such research (@) conforms to appropriare medi-
cal starwdards, () has received the informedieon-
sene of the mother, the facher noc dissenting, and
{¢) has been approved by existing review proge-
dures with adequate provision for the monitor-
ing of the consene process.”
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Recommendation (4) outlines gthical criteria forthe assesse
mient of nonstherapeutic research: It states:

Nontherapeutic research divected towards the fe-
s in atero (other thaneresearch in anticiparion
of, or during, abortion) may be conducted or
supported by the Secrerary, DHEW, provided (a)
the purpose of such research is the development
of important biomedical knowledge that cannot
be obtainéd by alternative means, {b) investiga-
tion on pertinent antmal models and non-preg-
nant humans has preceded suclt research, {c) mini-
mial o1 no risk to the well-being of the fetus will
be imposed by the research, (dY theresearch has
been approved by existing review procedures with
adequare provision for the monitoring of the
consent process, () the informed comsent of the
mother has been obtained, and (F) the father has
not objected 1o the reseaech

While there s inwuitive appeal in categorizing studies
as a whole, the validity of this approach has been criticized.
Leving points out thae this ¢ategorization invariably leads
to deep conceptual problems. This is Hluseeated by insere-
ing the National Comimission's definition of researchidure
irs definition of therapeutic research. Levine argues:

There is, of course, no such thing o8 a “system-

atic collection of dataor observations ... designed

to improve the health comdition of o research

subject ... that departs from standard medical

practice.” Thus, the Commission developed ree-

ommendations for the conduct ofa nonexistent

set of activities ... %
A further problem exists wath this approach. The inclusion
of oneor more therapeutdé procedures irva study Teadsto it
being identified ds therapeuric research, Once this categor
zarion has taken place, there 1 no limir to the nomber of
procedures without therapeunc ingent that might be pre-
seated to research subjeces as therapeutic. Thus, this ap-
preuch notonly Teads to confusion, it leaves research sub.
jects without adeguate protectign,

Drespite irs shortcomings, this approach s found in the
current LLS: Departmient of Healih and Homan Services
(DHHS) regutations on the prowection of feruses invesearch.
Thie regulations divide research on the ferus into two cat-
egories: research *to meet the health needs of the particn-
lar fetus,”™ i.¢., therapeotic rescarchy and research for “the
development of important hiomedical knowledge,” Le., non-
therapeutic research.” As this approach w the ethical anady
sis of rigk is not found elsewhere in the federal Common
Rule ar DHHS regulations, ivmay be a historical aviifagr of
Research om the Fetus in the current regulations.
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Ethical analysis according to whole protocols with
particular components
Recognizing the problems arising from the distinction of
therapeutic versus non-therapeuotic, the National Commis-
sion largely abandoned the use of these terms:in subsequent
veports, In the preface to Research Involiing Prisoners, it
states: “The Commission recognizes problems with employ-
ing the terms ‘therapeutic’ and “nontherapeutic” rescarch,
notwithstanding their common usage, because they conyey
a-nisleading impression. ™

In Research Involving Prisoners, the category of thera-
peutic research is replaced with “research on practices which
have the intent and reasonable probability of improving
the healeh and well-being of the subject.™ While cumber-
some, this manner of speaking at least avoids the coneep-
il confusion poinved to by Levine supra. Tn Creating this
newmeansof analyzing risk, the National Commission rec:
ognized that:

additional interventions over and above those
negessary for therapy may need 1o be done, e.g.,
randomization, blood drawing, catheterization;
these interventions may not be “therapeucic™ for
the individual. Some of these futerventions may
thenselves present visk to-the individual — rigk
warélared to the therapy of the subject.

Despite this recognition, the report fails to advise the ac-
ceptable level of non-therapeutic risks, Indeed, i this re-
gard, Recommendation (4) merely states:

All research involving prisoners should be rve-
viewed by at least one buman subjects review
committee or Institutional Review Board .
[Tlhe committee or board [IRB] should consider
arleast the following: the risks involved ...."

Clearly, IRBs require more detailed guidance onthe ethical
analysis of risks and potential benefits in research chan i
provided in Research hwolving Prisoners,

The report-does contain early rupiinations abour the
wotion of “minimal risk.” Minimal risk fsreferved to nomi-
nally in Research o the Fetns, bur only in Research Invole-
ing Prisoners do we see recognizable beginnings of what
would became a central conicept in the mortal analysis of
risk. First, a standard similar to that of minimal risk is ar-
ricwlared For research withour therapeutic procedures:

Research designed o determine the effects-on
general healch of nstivudonal digts and restricted
activity, and similar studies thar do-not manipu-
late bodily conditions {except-innocnously, e.gy,
shraining blood samples) butmerely monitor-or
analyze such conditions, also present Hede physic

3
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cal risk and dre necessary toogain some knowls
edpe of theeffects of mprisonmenc.

Second, there is an explicit recognition that in deter-
mining which risks ought to be agceprable, a comparison
shauld be made berween the risks of research and those of
daily life ~ in this.case, the daily lives of persons who are
not incarcerated:

The risks involved in research involving prison-
ers should be conmensurate with risks thar would
be accepted-by non-prisoner volanteers, 1 it is
questionable whether a partieular project is of-
fered to prisoners because of the risk involved,
the review covunittes might require thar non-
prisoners be included in the sante project.™

Both of these standards find expression in current Depare-
ment of Health and Huoman Services regulations.™

The concept wf minimal gisk is first fully expressed in
ehie National Commission’s report Research Involving Chil-
dres e is natural that the most detailed recommenda-
tions regarding the analysis of visks andd petential benefits
are found in this report. Levine explains thar:

because infants and very young children have go
autonomy, there s no obligation to responsd to it
thirough the vsual devices of wiformed consent.
Rather, réspect for infants and very small chil-
dren reguires that we protect them from haem.
No discernable risk seemed w the commission
to be virrually tmpossible; therefore, they stipo-
fared a definition of “mioimal visk” as the amoun
that would be acceptable withour unusual stan-
dards tor justification.™

The National Commission defines minimal risk as “the prob-
ability and magnicude of physical or psychological harm
thar is normally encountered in the daily lives, or in the
routine medical orpsychalogical examination, of healthy
children,™ This definigon-differs from the oue found in
the DFHS regulacionsin its stpulation of headthy children;
DHHS does nocso lmit miniral risk. ™ Thie National Com-
nyission provides a number of prinea facie examples of pro-
cedures that pose no iffore than minimal sk, incloding
“routine immunization, modest changes in dier or sched-
ale, physical examination, obtaining blood andurine speci-
miens; and developmental assessments™ (emphasis-added). ™
Again, this differs from che DHHS regulations i its inclu-
ston of a procedure ~ routing irmnunization — adminis-
tered sich therapeutic intent.

The concept of minimal risk i central to the schema
for risk analysis presented in Research tnvolving Children.
Recommendation (2} requires thar the IRB ensure that
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“Irlisks are minimized by using the safest procedures con-
sistent with sound rescarch design and by using procedures
performed for diagnostic or treatment purposes whenever
fensible. ™ Thus, if a blobd sample is needed fronea child,
one ought, whenever possible, to use blood leftover froma
venipuncture done for therapeutic purposes.  the research
doesnotinvolvetherapeutic or nonstherapentic proceduces
that present more than minimal risk, it may be approved
provided the above condition is fulfilled. Recommendation
(3) states;

Research thatdoes notinvelve greater than mim-
mal risk to children may be conducted or sup-
ported provided that an Institutional Review
Board has determined that: (A) the conditionsof
Recommendation (2yare met; and (B) adequate
provisions are made for assent of the children
and permission of cheir parents or guardians, as
set forth in Recommendations (7)-and (8).%

Separate recommendations, as follows, apply to research
ivolving cherapeuric or non-therapeuric interventions thac
exceed the minimal risk threshold.

If research involving a therapeutic imtervennon. poses
more than winimal risk, the IRB must ensure chat the bal-
antce of porential benefirs and risks is avleast as favorable as
aleernatives, Recommendation (4) states:

Research in which more than minimal risk
childrenis presented by an intervention that holds
out the proespect of direct benetit for the indi-
vidual subjects, or by a monitoring procedure
required for the well-being of-the subjecrs, may
be conducted or supported provided that an in-
stitutional Review Board has determined dhac
(A) such risk is justified:by che anricipared
benefit to the subjects;
the-relation of anticipared benefit to
such risk is ar least as favorable to the
subjects as that presented by available
alrernative approaches;
the conditions of Recommendation (2)
are mier; and
adequare provisions are made for assent
of the children and permission of their
parents or guardians, as set forth in
Recommendations (7} and (8).%

(B)

()
o)

In short, the IRB should evaluare such fnterventions in the
same way they are evaluated in clinical practice:

{The IRB} should compare the risk and antici-
pared benefic of the intervention under fvest-
gation (including the monitoring procedures nec-
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essary for the care of the child) with those of avail-
able alternative methods for achieving the same
goal, and should also consider the risk and pos-
sible benefit of attempting no intervention what-
soever, ™

i, on the other hand, the research involves a non-thera-
peutic intervention that poses more than minimal risk, the
provisions of Recommendation ($).apply:

Research in which more than minimal risk
childven is presented by-an intervention that does
not hold out the prospect of direer benefit for
the individual subjects, or by a monitoring pro-
cedure not required for the well-being of the sub-
jects, miay be condiicted or supported provided
an Ingtitadonal Review Board bas détermined
that:

(A) such risk represents a minor increase
over minirad risks
such bitervention or procedure presents
experiences o subyects that are
reasonably comimensurate with those
inherent in their actual or expected
medieal, psychological or social
sitnations, and is ikely to yield
generalizable knowledge about the
sttbjuct’s disorder or condition;
the anticipated knowledge is ofvital
importance for understanding or
ameliaration of the subject’s disorder or
condition;
the conditions of Recommendarion (2)
are met: and
adequare provisions are made for assent
of the children and permission of their
parents or guardians, asset forth in
Recommendations (7) and (8)."

(1)

()

Risks presented by non-therapeutic procedures are jus-
tified, therefore, in part by the importance of the knowl-
edge to be gained from the research stady as a whole, How:
ever important the knowledge, risks associated with the
non-therapeutic interventionsare effectively limired 1o “a
winor increase over nunimal risk.” Risks exceeding chis
threshold require the approval of a national ethics advisory
board and the sceretary of the responsible federal agency
{Recomumendation (6)). The majority of the members of
the National Commission defend this threshold for per-
missible risk as posing no significant threat to the child’s
health. The added requirement that such risksbe commen-
surate 1o the child's experience ensures that such risks will
be familiar. “Such activities, then, would be considered
normal for these children,™ lmportantly, if the rescarch
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Table 1. Applying the Recommendations fram Research Irvolping Children in a Mixed Clineial Study.

TraerareuTic PROCEDURE

NOKTHERAPEUTIC PROCEDURE
Nosmore tharcminimal visk
More than minimal risk

No more than minimal risk
Recomniendation (3} only
Recommendations (3)and (5)

More than minimal risk
Recommendarions (3Y and (4}
Recommendations () and (5)

myedves both a therapeotic inrervention and a non-thera-
pentic mtervention that exceed mininal risk, then both
Recommendations () and (5) are to beapplied by die IRB,

This provision (Recommendarion (5)) was the subject
of the most enduoring disagreement anong members of the
Nationat Commission. Comniission member Robert Turrle
dissented from the provision, argung thau e should be im-
pernissible to expose children to non-therapeutic proce-
dures that pose more than migimal risk. He objected strenu-
ousty o the suggestion that sick children might be'exposed
to greater non-therapeuric research risk than bealthy chil-
dren would be:

Children, whothroughno fanlt orcheice of their
own,. are subjected to greater risks indidentto
their condition or teatment, canrigt-ethically be
assumed 1o gualily for additional increments of
risk, To-do s, is o add to the patendal burdens
that result, diveedy or indirectly, from the ¢hild’s

iHiness?s

It searcely needs to-be observed that these provisions
tor the nworal analysis of risk are complex, The recognition
thava study may ivvolve therapeutic procedures, non-thera-
peutic procedires, or both is a substantial 1éap forward over
the séhema for risk analyss found'in Research on the Fetus.
In Resparch Involvivg Children, the members of the Na-
tional Cennumission selved both of the shortcomings associ-
ated with aremipting to classify research. as therapeutic or
non-therapeutic (e, confusion and leaving rescarcly sub-
jeots without adequite protection) discnssed supra® The
sodugion nonetheless creaved problenss of its own,

First, the concept of ninimal risk is applied to both
therapentic and non-therapeuatic procedures in the examples
provided. in Recommendatiagn (3}, Iv is unclear in what
meaningfal way minimalrisk.can applyto therapeutic pro-
cedures. According to Recommendation (4), therapeutic
procedures that invelve more than tiinimal risk are justi-
fied, just as they are in clinical.practice. In other words,
there is no limit to the visk thatmay be posed by such pro-
cedures as long as they are reasonable in relation to poren-
tial benetits. Only non-therapeutic procedures should be
subject too theeshold for permissible risk, such as ™ ritinor
increase over minimal risk.”

Second, the Natlooal Commission s use of mijnimal risk
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in the recommendations seerms at odds with its definition
of “minimal risk,” Recall that the National Conunission
defined “minimalyisk” as risk commiensurate with the risks
of daily lite of bealthy children. Fixing the standard to the
daily lives of healthy children seéins designed to prorect
sick children from being exposed to more non-therapeutic
rescarch nsks than healthy children. Ulus presumed . mten-
tion is contradicred by Recommendation (3), which alloves
nou-therapeutic risks thar are a “minor increase over nuni-
mal risk™ as long as “such intervention of procedure pre-
sents experiences to subjects that are réasonably commen-
surate” with their experience™ Thus, 4 gpinal tap done
purely for researchpurposes may be permissiblein a child
witha neurological disorder for which such procedures are
common, but notin a healthy child. The definition of *mini-
mal tisk” would be consistent with its use in Recommenda-
ton (3)ibthere wereno reference to healthy ehildren, as is
the gase in thecorrent DHHS vegulations.™

Third, little guidance is provided for the analvsis of
risksand potentizl benefits for prodedures that pose ne imore
than migimal risk (Recommendadon (30, Recommenda-
tion (2) requires that risks be “minimized by using the saf-
est procedures comsistent with sound research design.™
This carmot, however, sensibly apply to tisks posed by thera-
peutic procedures, since considerations of research design
are largely irrelevant to thent. One might reasonably ask:
Whar ethical test oughr the IRE apply to research involving
atherapeutic procedure posivig no more than minimal risk>
Fram this repore, ne answer is forthcoming.

Fourth, rescarch may involve bodh therapeuue and ton-
therapeutic procedures. Indeed, it is fair to say thar this iy
ofren the case in chnieal research. If a study nvolvesa theras
pewtic intervention.and a non-therapentic intervention, tien
multiple recommendations may apply. The various: possi-
bilities are sumonacized in Table 1. If both procedures present
anty minimal risk, then only Recommendation (33 applies.
If the therapeutic procedure presents smore than minimal
risk, but the non-therapeutic procedure presents minimal
risk, then Recommendations (3) and (4) apply. If the re-
verse is the case, then Recommendations (3) and (3) apply.
If both procedures present more than minimal risk, then
Recommendatious (4) and (3} apply. Since each afche rec-
smmendations refers to. whether the research study as a
whole invelves a particular type of interveation, it is un-
clearhow multiplerecommendations aretorbe applied toa
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particular study. Withour doubt, it is a cumbersome ap-
proach and it may easily lead to confusion or conflict.

Despite these difficulties, the model for risk assessment
found in Research Involying Children is clearly refleeted in
the current DHHS regulatons for the protection of chil-
dren in research. Indeed, there is 2 one-to-one correspon-
dence between certain regulations and Recommendations
made by the National Commission. More specifically, 45
CER.§46.404, “Research not involving greater than mini-
mal risk,” carrespondsio Recommendation {3); § 46,4035,
*Research involving greater than minimal visk but present-
ing the prospect of direct henefivrro the individual subjecrs,”
corresponds to Recommendation (4); § 46,406, “Research
involving greater than minimal risk and no prospect of di-
rece benefit to individual subjects, but likely w vield gener-
alizable knowledge about the subject’s disorder or condi-
rion,” coyresponds to'Recommendation (5); and § 46,407,
“Research not otherwise approvable which presents an
opportunity: to understand, prevent, or alleviare a-seriots
problem affecting the health or welfare of childien,” corre-
sponids to Recommendation (6). Note that the copeeprual
medel for fisk analysis underlying 45 CER. §§ 46404~
407 differs from that underlying protections bor the fetus
noted supra.

The schema for the analysis of risks and porential ben-
efits of research found in-Research tnvolving Those Institu-
tionalized as Mentally Infirm is essentially ddentical o that
found within Research Involving Children.®! Accordingly, |
will add only a few conuments ar this poeing. The reporr
refers primarily to persens who ave borh incapable of pro-
viding informed consenr and instirutionalized, It addresses
the problems of including such persons in research by -
corporating elements of Research Involving Prisoners and
Research trwolving Children, The definition of “minimal
risk™ refers to the “risk ... nonmally enconntered in the
daily lives ... of normal persons.™* Thus, the risks associ-
ated with instinntenalization may not be used to justily
expuosing subjects to greater researchi risks. Recommenda-
tions {1} through (8) wack with: Recommendadons (2)
through (6) from Research ivolving Childvers and they will
nat be further elaborated here.

Ethical analysis according to a study's components
The final reports by the Nadonal Commission support an
ethical analysis of the risks and potential benefits of a study
according to-its components, be they therapentic interven-
tions ar non-therapeutic interventions.

The previous reports of the National Gommission fo-
cused onrisleanalysis for particular valnerable populations.
In. Instinutional Review Boards, members of the Natienal
Commission articulated for the first tioe ethical seandards
to apply 1o the review of all human subjects research. The
veport explicitly acknowledges chat a protocol may conirain
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therapeutic procedures, non-therapeutic procedures, or
both:

A research project is described in a-prorocol that
sets forth explicit objectives and formal proce-
dires desipned to reach those ohjectives. The
protocol may include therapeoric and other ac-
tivitiestntended vo benefivthesubjecrs, aswell as
procedures to evaluate such activities™

According 1o lustitutional Review Boards, visks must
be analyzed systematically and should involve a procedure-
by-procedure review of visks, benefits, and alternatives. [n
the words of the Natonal Commission, “liThis evaluation
shouwld: include an array of alternatives to-the procedures
under review and the possible harms and benelits associ-
ated with.each dlternative,™* The risks associated with par-
ticular procedures are acceprable only if “risks to subjects
dremiifinized by vsing the safest procedures consistent with
sound rescarch design and, wherever appropriate, by using
procedures heing performed: for diagnostic or treatment
purposes: [and] risks to subjects ace reasonable in relation
to-anticipated benefitsto subjects and intportance of knowl-
echee 10 be gained ...

The Belmont Report provides licde addirional derail with
regard to this model of ethicat dnalysis. It fameously articu-
fates chrée ethical principles to guidetheconducrof clinieal
researett: respect for persons, beneficence, and justice. fie-
neficence demands thar one do no harmy and riaximize
pussible benefits while minimizing risks.” Translating this
principle inro pracrice requires that the IRB ensare that re-
search participation presents subjeces with a faverable bal-
aneeof possible benefivs and visks. The Belimont Report once
again emphasizes that this is 1o be done i a systemanic and
FIgOrons manmner:

o The idea of systematic, nonarbitcary analysis
ofrisks and benefirs should be emulated insafar
as possible. This ideal requires rthose making de-
cisiors about the justifiability of research to be
thotough inthe accumulation and assessment of
information about all aspects of the research, and
to consider alternatives systemanically, This pro-
cedure renders the assessment of research wmore
gigorous and precise, while nyaking communica-
tion berween review board members and invest-
garorsless subject to.misinterpretation, misinfor-
mation and conflicting judgments,™

Levinerenders. the thinking of the Natonal Commis-
sion somewhat clearer in two papers contained in the ap-
pendix of Lhe Belmont Report. In the fiest, * The Bound-
aries Berween Biomedical or Behavioral Research and the
Accepted and Routice Practice of Medidne,” Levine rec-
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ognizes the existence of “complex activities.™™ Such activi-
ties involve procedures administered with differentintents.
Some interventions may be administered for therapeutic
purposes, while others solely to answer a scientific ques-
tion. It is this difference in intent thar drives the ensuing
moral analysis according to the componenty ofa research
study.

The recognition of “complex activities™is further ehi
cidated by Levine in Ethics and Regulation of Clinical Re-
search, the seminal text incresearch etbics. He states:

... the Commission calls for an analysis of the
various components of the research protocol.
Procedures that are designed solely to benefic
society or the class of children of which the par-
ticular child-subject is representitive are t be
congidered as the research component. Judgments
about the justification of the risks imposed by
such procedures are to be made in accord with
wther recommendartions, For example, if the risk
ts minimal, the research may be conducted as
described in Recomumendavions (3} and 7) [of
Research Involving Chilidren), no matter what the
risks are of the therapeutic components: The cor-
ponents of the protocal “thachold autthe pros-
pect of direct benefic for the-individaal subjects”
are to beconsidered precisely’as they are in the
practice of medicine”

Levineg's description is clearly atvarianee with the actual
text of Research Involving Children. The passage is signifi-
cant as an account of Levine's own views on the ethical
analysis-of risk, developed forthe National Commission. t
miay also be anaccurate deseription of the view of the Na-
gonal Gormmission itsel, as reflecred in lustitutional Re-
vz Boards and The Bebmont Report.

It is this last model of risk assessment, “component
analysis,” that serves as the conceptual framework for the
analysis of visk found in the Common Rule. Risks associ-
ated with non-therapeutic sprocedures must be minimized
and “reasonable in relation to ... the hnporrance of the
knowledge that may reasonably be expected 1o resule,”™
Risks associated with-therapeutic procedures muse be “rea-
sonable in relation to anticipated benefirs ... ro subjeces.™

Our historical analysis of the National Commission
reports reveals thar differing aspects of the cutrent DHES
regutations ave, in fact, supported by differing, and mutu-
ally incompatible, conceptinal frameworks for the moral
analysis of visk. The following isa sumniary of these:diffee-
ing frameworks,

* Regulations for the protection of fetises in re-
search reflecta “whole protocol” approach to
risk analysis, which requires that protocols be

classified as elther “therapeutic” or “non-thera-
peutic” research.®

¢ Regularions for the protection of children in
research reflect a4 “protocols with particular
components™ approach. This approach defines
separate standdrds for protocols with either
therapeutic or non-therapeutic components.
Recognizing thavagiven study may contain both
a therapeutic and non-therapeutic procedure,
it allows for both standards o apply simulta-
negusly to a given study®

s The Common Rule, outlining general protec-
rions for research-subjects, relies on the "com-
ponent”™ approach 1o risk analysis. Procedures
administered with therapentc mnwent ave just-
fied when the benefirs ro subjeces outweigh the
risks. Proeedires administered withoutsuch a
warrant — so-called. non-therapeutic proce-
dures —are justified only if they areminimized
and if the risks are reasonable in relation to the
knowledge to be gained ™

The existence of incompatible frameworks undetlying the
current regitlations s obyviously problematic, Tr has surely
led to ambiguity incoforcement and confusion among IR Bs
attempring to implement the regulations fn a consistent
manner. One conceptual framework ought to guide the
maral analysis of risks and potential benefirs iy research.

Towarns A COMPREHENSIVE APPROACH
The ethical analysis of the various “components” in a re-
search study presents a number of advartages:

¢ 1 acknowledges thar ¢linieal research often con-
fing a nuxture of procedures, some adminis
tered with therapeutic intent and others that
answer the research question.

» Therapeutic procedures and non<therapeunc
procedures are, by definition, administered with
differing intents, This difference is morally rel-
evant.

* Therapeuric procedures are justilied by their po-
tential 1o benefir the subject, whitle non-thera-
peutic pracedures are justified by their poten-
tial.to generare knowledge. These two benefits
are lacgely incommensarable,

« A rigorous separdtion of themoral caleali for
therapeutic and nontherapeutic procedores
pratects research subjects bertey than any other
approach. This separation prevemns the justifi-
cation-of risky non-therapeune procedures by
the benefies thar may flow fron therapeutic pro-
cedures.
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Figure 1. The Ethical Review of the Potential Benetits and Risks in Research.
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a therapeutic warrant
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v Procedures administered without
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¢ It is a more parsimonious model for analysis
than other alterparives, and it therefore avoids
confasion and conflice.

Freedman and colleagues were the fiest to formalize a
“component” approach to the ethical analysis of research
risk % This approach is summarized in Figure 1, Threemain
topics will be discussed heee: the moral analysis of poten-
tial benefits and risks presented by therapeutic procedures;
the moral analysis of potertial benefits and risks presented
by non-therapeutic procedures; and the role of the concepe
of minimal risk 1n the protection of vulnerable research
subjects,

Therapeutic procedures

Therapeutic procedurés are those interventions in research
-~ drugs, surgical procedures, devices, or psychological pro-
cedures — administered with therapeéutic intent (Figure 1),
This caregory also-encompasses monitoring procedures that
waoutld reflect ideal practice, even if these procedures are
not routinely used in clinical practice. Consider-what pro-
cedures might be considered therapeadc in the four case
studies presented at the beginning of the paper,

¢ In Study A, a novel antipsychotic drug is com-
pared with placebo. Both of these procedures
are therapeutic interventions. The use of psy-
chometric scales may be therapeuic if they are
used roudnely in clinical practice to guide treat
ment or if their use would reflect ideal prac-
tice. We do not have enough information to
make thisjudgment, so we will assmine that chey
are pon-therapeutic,

v In Study B, hypnosis is used to-implant-one of
three suggestions related to deafness. Hypnosis
is used therapertically in certain cireumstances,
but in this case, the use is non-therapeutic. The
study population is not in need of any treat-
mient. Theyare healthy college students and are
participating solely for the purpose of testing a
hypothesis,

¢ In Swdy C, a questionnaire related 1o sexnal
activity is administered to high school students.
This is not a therapeatic intervention,

¢ In Swdy D, an epidemiologival survey is ad-
miriistered and genetic tests for mitations ds
sociated with breast cancerare done on blood
samples. The study is directed acall adulr mem-
bers of a community, notmerely those who may
require a-detailed work-up for a genenc predis-
posttion to beeast cancer. Furthermore, resules
will not be given ro participants. These inter-
ventions are, therefore, non-therapeutic,

Having determined which procedires are administered
with a therapeunic warrant, how do we derermine whether
they ace morally acceprable? Therapeutie procedures must
pass thie cest of clinical equipoise (see Figure 1177 A major
competing notion - the uncertainty principhe — has re-
gently been shown ro be trnferior o clinical equipoise.® Clini-
cal equipoise is 2 aorm developed in response to the ques-
o When may the ethical physician offer wial participa-
tionto his or her patient? Competent medical practice re-
quires that the physician exercisea standaed of care — that
is, practice accepted by at least-a respecrable migority of
expert pracuirioners. The innovation of dinical equipoise is
the recoguition thar study treatments «— whether they be
the experimental or control treatments — st be consis-
tent with this standard of caré: Thus, a physician, in keep-
ing with his or her duey of care to the patient, may offer
trial enrollment when #[tlhere exists ... anhonest, profes-
sional disagreementamongexpert clinicians abour the pre-
ferred treatment.™

A state of clinical equipoise may adse in 2 number of
ways. Evidence may emerge from carly chinical studies that
anew treatment offers advantages over standard neatment.
Alrernatively, there nmay be a split within the clinical com-
rpunity, with some physicians preferting one tieatment and
ather physicians preferring smother. This scenario is well
dacumented in the literature and ¢alls for a randomized
controlled rial (RCT) to serte which is the better trear-
ment.™ Clinical equipoise permits these important random-
ized controlled wrials. It would have physicians respect the
facr that “their less favored weatment is preferred by col-
leagues whom they consider to be responsible and compe-
tent.™"

When evaluating astudy containingone or mage thera-
peutic procedure; the [RB must rake reasonable steps to
assure itself thata stae of clinical equipoise exists, This will
involve a critical evaludtion ¢f the studyv’s justification. In
selected cases, it may also require a search of the medical
literature or consultation with relevant experts who have
no commection with the study or its sponsor, A variery of
vreatment-relared fagtors arealso likely 1o contribute to this
determination: the efficacy of the trearment; side effecrs,
both reversible and iFreversible; case of adminiseration;
patient compliance; and perbaps even cose. Ir is important
to recogrize thar clinical equipoise does not require a nu-
meric equality of treamnent fisks (or benefits, for that fnat-
ter). Tr is more accurate to say thar equipoise réquires ap-
proximate equality in trearments” therapentic index — a
compendious measure of poténtial benefits, risks, and un-
certainty. Thus, a novel creanvent may pose considerably
mare risk to subjects as longas it also offers the prospect of
cansiderably greater benefiv, With novel interventions, the
uncertainty associated with the intervendon’s side effects
will almost always be greater than the uneertainty associ-
ated with the rreatmens currently used in clinical pracrice.
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Study A is the only one of our four case studies thar
itivolves the use of therapeutic procedures. The [RB must
ask imself whether astare of clinical equipoise exists among
the new antipsychotic drug, the placebo, and the alrerna-
vives available in dinical practice? It follows from ¢linical
equipoise that placebo controls will generally only be per-
missible for first-generation treatrents — that is, when no
standard treatment is available, Once effective treatment
exists, new interventions. must be tested against the best
available standard treatment.” This standard is consistenit
with that found in the most recent revision of the Declara-
tion of Helsinki.”

Because effective treatment exists fopthe teatment of
schizophrenia, the use of 4 placebo in this case is impermis-
sible.” The TRB must not approve the study unless either
the placebo control is replaced with an active control or
the patient population is restricted to those who have had
na tesponse to standard therapy, inciding any voutingly
used second-line or third-line agents. A detaited rebustal of
scientific arguments made in favor of the routine use of
placebo controls can be found elsewhere,™

Non-therapentic procedures

The remaining procedures administered in a clinical stady
are, by definition, noc administered with atherapeutic war-
rant and ave properly referred to as “non-therapeutic pro-
cedures™ (see Figure 1), Such.procedures are administered
solely for scientific purposes —ww answer the research ques-
tion at hand, As all research is a “systematic investigation
... designed to develop or contribute to generalizable knowl-
edge,” it is difficultto imagine a study that dees got include
a non-therapeatic procedure.™ A non-therapeutic proce-
dure may be as simple — and innocuous — as randomiza-
tion, chart review, filling outa questionnaire, an iiterview,
or recording daea in some-other manner; it may, however,
be invasive or otherwise fraught with risk, as with generic
testing, organ biopsy, or collection of information relared
terillegal practices. All four of our case studies include non-
therapeutic procedures.

* Srudy A (ial of new medication in schizophre-
mia) proposes 1o test subjects regularly with psy-
chometric scales. Filling out such forms is time
consumingand potentially upsetting, and may
expose subjects to the risk of discrimination.

* Study B thypnosisand deafiness) involves a num-
berof non-therapeutic procedures. Subjeers will
be hypriotized and givena hypriotie suggestion
solely for research purposes. Subjects will be
observed, fill out psychometric scales; and be
hypnotized again to remove the hypnotic sug-
gestion. Distress and paranoia may result from
the hiyprosis; the etfect of the hypnotic sugges-
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tions is uncertaing and there are visks associ-
ated with the administration of psychometric
LeSLs,
Study C (adolescent sexual pracrices) also in-
volves only non-therapentic procedures. The
questionnaire addresses 2 number of sensitive
areas of inquiry, including sexuality and prac-
tices that predispose the subject to the wans-
mission of HIV. Subjeets may find the questions
anxiety-peovoking and autharity figuresin the
subjects™ lives miay learn of whae the subjecry’
said, leading to stigmatization.

o Study D (breast cancer genes) also involves only
non-therapeuric procedures. The epidemiologi-
cal survey and genetic tests may generate infor-
mation that is anxiety-provoking or indeed may
lead vo workplage ordnsurance discrimination,
Beyond risks to the individual study partici-
pants, the Jewish community as a-whole may
be wrongly labeled as “cancer-prone” and sub-
jecred to discrimination and stigmatization:

By definition, risks associated with noen-therapeutic
procedures cannot be justified by the prospect of benefits
ro individual researchi subjects. Hence, a risk-benefit ¢alcu-
lus is inappropriate to assessing the acceptability of these
risks. The IRB must first cosure that the risks associated
with non-therapeutic procedures are minimized “by using
procedures which are consistent with sound research de-
sign and which do notunnecessarily expose subjects to-visk,
and whenever appropriate, by using procedures already
being performed on the subjects for diagnostic or reat-
ment purposes” (see Figure 1).77 Second, the IRB must as-
certain: that the risks of such provedures are reasonable in
relation to the knowledge to begained {see Figure 1.7 Thus,
the ethical analysis of tisks associated with nan-therdpeutic
procedures involves a risk-knowledge caleulus, The knowl-
edge that may result from a soudy is essentighly it scientific
value. Freedman has argued thar the proper assessment of
the scientific value of a study requires not only the opinion
of experts from relevant disciplines, but also the opinion of
representatives from the community ar large.™

In Study A, the [RB should ensure thar all of the tess
being administered are required and consider whether psy-
chomerric tests that are routinely adminisrered might pro-
videeguivalentinformation. In Study B, hypnosis and hyp-
notic suggestion present wortisome risks. Canthe informa-
tion be gained o another way - for example, by seudying
those who are already deaf? Can the risks associated with
hypnosis be minimized? Study C also presents non-trivial
risky in part because the questionnaire is adnsinistered in a
high-school setring, Paying careful arteution to maintain-
ing anonymiry, allowing students to unoberusively opr om
of the questionnaire or certain questions, and seating stu-
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dents so they cannot see each other’s answers will minic
mize risk. In'Stady D, destroying subject identifiers and not
informing participants of the results of the genetic testing
considerably alleviate some of the risks to subjects. Inall of
the case studies, the risks of these procedures must be rea-
sonable in relation to the knowledge o be gained.

Study [ poses one category of risk that is not dealr
with by this model-— risks of discrimimation and stigmat-
zation o the Jewish community. The protecrion of com-
mumnities in research is a novel arég of inguiry in research
ethics. Another paper commissioned by the NBAC argues
for a new ethical prissciple of respect for commumities.®
Subsequent work has detailed possible protections for com:
munities in research.™ Most recendy, a rational schema for
mappingappropriate protections onto specific conmuni-
ties, such as Ashkenazi Jews, has been reported.® Meove
work i required to determmine how the ethical analysis of
risk for communities in research ought to proceed.

Minimal risk

Minimal risk is a widely used concepr in the regulation of
research internationally. It can be found in the present-day
laws or guidelines of Auseralia, Canada, the Council for
International Organizationsof Medical Seiences, the Councl
of Europe, the United Kingdom, and the Unived States.®
That a research srudy poses minimal risk means that “che
risks of harm avticipated in the proposed résearch are not
greater, considering probability and magnitude, than those
ordinarily encountered in daily life or during the perfor
mance of routing physical or psychological examinations
or tests.”

Minimal risk has been the subject of considerable de-
bate and confusion in the {iterature. As we have seen, the
coneept of minimal risk was applied o both research with
atherapeutic procedure and research-with @ nonstherapeu-
tic procedure in Research nvolving Children. In the con-
text of ¢ur schema forthe ethical analysis of risk, this makes
little sense. If a state of clinical equipoise exises, itfollows
that the therapeutic indices of the various stady-treatments
{and the alternatives available i clinical practice) ave roughly
equivalent, Thus, when considering the limit of visk to which
research subjects may be exposed, we must focus on non-
therapeutic risks. The risks of non-therapentic provedures
are theineremental risks associated with participation in a
study.

Freedman and-colleagues have argued thac the defini-
tion of “minimal risk™ in the Common Rule is best under-
stoosd as 4 core-definition with exanples™ Mimimal risk
refers to risks “ordinarily encountered in daily life” —— or,
shorter, risks of daily life® The second part of the defini-
don provides two examples of minimal risk, both of them
being procedures encoumtered “during the performance of
routine physical or psychological examinations or rests.”™

S
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Fhis definidon has been criticized on.the grounds-that it is
difficulr ro know what counts as risks of daily life and that
the quantification of such risks is ehusive ™

Freedman and colleagues concluded thae the first claim
is untrue and the second irvelevant.” Minimal risk does
not vefer to amy risk encountered by ary person, a3 some
individuals engage in hazardous professions and pastimes
and-others neverleave their house. Rather, it refeds to the
risks thatare common to us all — driving to work, crossing
the streer, exchanging information aver the Interner, or
gerting a blood tese at the doctor’s office. While it may be
difficult to quantify the precise probability of given our-
comes associated with each of thesg activities, we can none-
theless easily identify them as risks of daily life. As Freed-
man and colleagues observe: “We are, by definition, ... ac-
quainted with them; and, almose-by definition, if we are
utisurewhether they belong withinthe sepof common-tasks
then they don’e,™ The assessment of whether a procedure
presents a minimal risk is not primarily a quantitative de-
rerminariony racher, it is a qualitative or categorical judg-
ment made by the IRB. Research interventions may be de-
termined to be of arinimal risk because either the proce-
dure isin fact encountered in daily life or it issufficiently
similar to those routinely encountered.

The threshold of “a minor inérease over niinimal risk”
cartesponds to-thecustodial dery that parents have for their
children. Responsible pavents roake decisions regarding new
aetivities for their child based on the child's daily life (“mini-
mal risk™) and make allowarnices for the tmportance of new
experiences ("a minor increase vver™). Thus, the threshold
of a *minor increase above ininimal risk” corresponds o
the decisions made by responsible parvents, This does not
speak to the motivation of parents in entollig their child
in researchy rather, ic demonstrates that envolbment may be
consistent with the norms of the parents” custodial duty to
théir child. While the majority of researchers and parents
aresscrupulons; some are not. The IRB acts in loco parentss
by evaluating non-therapeutic risks as a responsible parent
wonld, thereby ensuring that parents, scrupulous or not,
will.only have an opporusity to enroll a<child in a stady
that passes such a test,

The coneept of minimal risk serves two basic functions
in regulation. First, it wmay be vsed as a “sorting mecha-
nigin,” divecting the attention of the IRB o studies posing
greater visk. Second, itserves as a threshold, hmiting the
amount of nogtherapeutic risk to which vulnerable rescarch
subjects may be exposed. The provision. inthe Common
Ritle allowing for expedired review is an example of the
use of minimal risk 48 o sorting mechanism. If a soudy is
found to pase onty minimal risk, it may, with cevtain other
caveats, receive approval by the IRB ehair (or-an IRB tdem-
ber chosen by the chair) without a full IRB review, The
regulanions stage:
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Figure 2. The Ethical Review of the Potential Benefits and Risks in Research Involving a Vulnerable Population,
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An IRB may use the expedited review procedure
to review either or both of the following:

(1} some or all of the reseacch appearing on

the list-and found by the reviewer(s) to
involve no more than minimal rigk,
minor changes in previously approved
research during the petiod (of one vear
or less) Tor-which approval i
authorized.
Underan expedited review progedure, the veview
may be carried out by the TRB chairperson or by
one or more expesienced reviewers designated
by the chairperson from among members of the
IRB. In reviewing the research, the reviewers may
exercise all of the authorites of the IRB except
that the reviewers may not disapprove the re-
search. A research activity may be disapproved
unly after review in accordance with the non-
expuedited procedure set forth in § 46.108(b).”

@)

Several problems are apparent with this provision. First,
the requirement that non-therapeutic risks be both mini-
mal risk and included in the list of “Research activities which
may-be reviewed through expedited review provedures™ is
curions. The list is obvioudly designed o include: proce-
dures thar pose minimal risk to bealthy adult subjects. For
example, “moderate exercise by healthy vohmiteers™ and
“colfection of blood samples by venipuncture ... fromsub-
jects 18 years of age or alder” are permitted procedures,
This eliminates from expedited review any smdy invelving
venipungture in children or exercise by adults whoare ll.
Thisseems inconsistent with niinimal risk, 4s defined, which
does not limit the standard to-healthy persons or adudes™

Second, the provision-for expedited review offers an
incomplete see of criteria. A given study might pose only
minimal visk to subjects and yer raise serious ethical con-
cerns thar ought to make it ineligible for expedited review.
One sudh case is a study that involves a valnerable popula-
tion. Studies involving valnerable popalations require spe-
cial scrutiny by the IRBand-should not be eligible for expe-
dired review. Another such case is a study that has serious
methodological flaws. Freedman observes thar the ethical
requirement that a study have a sound research design (va-
lidity) s absolute.® Thus, a study ought to be eligible for
expedited review only if three conditions are fulfilled:

1. the study poses no more than minimal risk to
participants;
2. irdoes notinvolve a vulnerable population; and
3. there are no serious methodological flaws.
Most importane is the role of minimal risk as athresh-
old for allowable non-therapentic rigk in research irvolv-
ing vulnerable populations. Vulnerable populations in the
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Common Rule include children, prisoners, pregnant
women, mentally disabled persons, or ecconomically or edu-
carionally disadvantaged persons.™ Given the heterogene-
ity of these populations, vulnesability irselt muose be a com-
plex notion. Indeed, it encompasses groups who have one
or more of the following characteristics: undue suscepribil-
ity to harm (¢4, pregiant woimneny; incapabitity providing
informed consent tostudy participation (e.g., childeen); or
being so situated so as to render the veluntariness of con-
SEIL SUSPECt (2.8, prisoners).” bn light of these characteris-
tics, those qualifying as vulnerable are eatitled to special
protections i research (see Figure 2). Theee protections
are often invoked. First, a vulnerable group may only be
included in rescarch when thetr parucipation is essential to
the hypothesis being tested. Second, if pursons are inca-
pable of providing informed consent, the consent of a prosy
decision-maker is required. Third, the amousit of non-thera-
peutic risk to which the vulnerable group may be exposed
is Hmited to minitiial or 2 minor fucrease over minimal,

The importance of the last protection can searcely be
overemphasized. Clinicalequipoise ensures.that therapeu-
tic procedures in a study are comparable with cach other
and with alternatives-in clinical practice in terms of their
therapeutic indices. Thus, the incremental risk posed by
study participation is that posed by non<therapeutic proce-
dures. I vulnerable populations, such as children or inca-
pable adults, are to be proweredinany meaningful way, the
risks of nontherapeutic procedures must be Hmited to a
minpe increase dbove minimal risk. This standard has the
advantage of mirvering the custodial duty of parents to
childeen and carerakers to incapable adults.

The NBAC proposes to eliminate this important pro-
tection. In its veport Research Tnvolving Persons with Men-
tal Disorders that May Affect Decisionmaking Capacity, no
fionie is placed on the non-therapeutic risk o which an in-
capable adule may be exposed, provided certaia consent
provisions are obtained (Recommendation (12)1.% This is
shorwsighred. When the limit of a munor imcrease above
minimal risk is ¢liminated as a threshold for permissible
non-therapeutic vigk, no amount of risk is ruled out for
research involving incapable persons. As long as the research
question isimpartantenough andinformed-consent provi-
sions are fulfilled, any amount of non-therapeutic risk is
permissible. This change, if translated into regalation, will
effectively undermine protections for incapable persons in
research. Incapable persons will then be exposed to exploi-
tation legitimated by the very regulations that were sup-
poscd 1o protect them,

ImpLICATIONS FOR ULS. REGULATIONS

It is-clear that the Convion Rule-and the DHHS regula-
tions were profeundly influenced by the works of the Na-
tional Commission, as the different models of risk avalysis
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Valanre

§ 46,500 1n order to approve research involving
incapable adults covered by this policy, the TRB
shall determine that all of the following require-
meits are satisfied:

(@) the condidons of §§:46.11Ha)X1),
46,11 1@}, and 46,11 1{a)(3) are
satisfied;
answering the study s scientific
hypothesis requires:the inclusion of
incapable adults as research subjects;
and,
risks associared with nou-therapeytic
procedures are no more than a minor
ingrease-over minimal risk.

(b
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