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David Wendler
Department of Bioethics
NIH Clinical Center

Evaluating the Risks and Benefits

of Clinical Research

The views and opinions expressed in this talk are my own
They do not reflect any position or policy of the NIH, DHHS, or
U.S. government.

David Wendler
Department of Bicethics
NIH Clinical Center

The Ethical Challenge

= When can it be acceptable to expose
individuals to risks in clinical research?

= When participation involves their
contributing to an important project, and
the risks are not excessive.

General Steps

. Ensure social value of the research

. ldentify and minimize research risks

. ldentify and enhance research benefits
. Do benefits to subjects justify the risks?
. If yes: the research is acceptable

. If no: ensure risks are not excessive

s WN =

Benefits and Harms

= Benefits are events or experiences that
advance an individual's interests.

m Harms are events or experiences that
set back an individual's interests.

Potential Benefits and Risks

m Potential benefits refer to the chance of
experiencing a benefit; risks refer to the
chance of experiencing a harm.

» Potential benefits and risks are a
complex function of at least the
probability, magnitude, and duration of
the benefit or harm in question.

Prospective Judgements

= Investigators and review committees
make risk-benefit evaluations
prospectively, before a study begins.

m Yet, the risks and potential benefits of
research procedures often depend on
who undergoes them (e.g. intact
immune system? claustrophobic?)

EREKARMEBEMR L R L 2008/6/20
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Paucity of Data

m To estimate risks and potential benefits
of research, one needs information on
the impact of the intervention in question.

m However, since research is designed to
evaluate the impact of interventions,
there often are few data available at the
start to make risk-benefit evaluations.

Step 1: Social Value

m To be ethical, research should have the
potential to gather information important
for improving health and well-being.

= Making this determination often
requires significant expertise, including
knowledge of the disease, intervention,
and available treatments.

Step 2: Identify the Risks

m The next step is to minimize and
evaluate the risks of the research.

m For this purpose, identify which
interventions qualify as research
interventions; clinically indicated
procedures can effectively be ignored.

Components Analysis

= What risks do the individual research
interventions pose to subjects?

m This evaluation should consider all the
risks to subjects, including the physical,
psychological, social, and economic
risks.

The Implied Comparison

m Risk and benefit judgements implicitly
rely on comparison to some assumed
baseline.

= Does breathing the somewhat polluted
air at the research site qualify as a risk
of participation in the study?

Defining the Baseline

= Typically, the comparisonis to what we
would expect the individuals to
experience absent the research.

= Breathing the “research” air typically is
not a risk because we assume
individuals would breathe similar air
absent the research.

EEER AR MIEEME S R L 2008/6/20
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Caution: Dave's Research Clinic

= Assume children in school get taunted
on average 5 times a day.

m Does a study that proposes to take
children out of school for a day and
taunt them 3 times pose risks? Does it
offer the potential for benefit?

m Once the risks of the research
procedures have been identified,
minimize them.

m For example, when possible rely on the
results of a prior scan or biopsy rather
than take a new one.

Step 3. The Benefits

m Next determine the potential benefits of
the research.

= As with the risk determination, consider
only those potential benefits above and
beyond what individuals would receive
absent the research (e.g. in clinical
care).

What are the Benefits?

» Presumably, financial payments to
subjects do not count as a social
benefit of the research.

» Do they count as a benefit to subjects?

Disanalogy

m Most commentators argue that, when
evaluating the risk-benefit profile for
subjects, IRBs should consider only the
clinical or direct benefits of research
procedures, not any indirect, inclusion
or financial benefits of participation.

= But, IRBs are supposed to consider all
risks, including financial ones. Is this
difference justified?

Dave's Research Clinic

m | propose a study in which subjects will
be paid $100 to undergo a research
biopsy and they will have to pay for any
research injuries.

= Most commentators would regard the
need to pay for injuries as a risk, but
would not regard the $100 as a benefit
to subjects when evaluating individual
risks and benefits.

BEER AR MEERE T R A 2008/6/20
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Consider only Clinical Benefits?

= Non-direct benefits inappropriate to
research.

= Money in particular can commodify
research participation.

m Other benefits are more in the control of
investigators, hence, may be
manipulated in exploitative ways.

m Payments not a value of the research,
but can benefit subjects.

Enhance Benefits

= Once the potential benefits to subjects
and society have been identified,
enhance them.

m For example, a study of a new
treatment may focus on individuals who
most need the treatment.

Step 4: Risk-Benefit profile

m Compare the risks and potential
benefits of the individual procedures.

= Do the potential benefits justify or
outweigh the risks? Is the risk/benefit
profile favorable to subjects?

Informed Clinician Test

= What does it mean for benefits to
outweigh or justify the risks?

= Informed Clinician Test: What
recommendation would an informed
clinician make regarding the impact of
research enrollment on individuals’
clinical interests?

The Default

a If the clinician would regard enroliment
as confrary to individuals’ clinical
interests, the potential benefits do not
justify the risks.

s If the informed clinician would be
indifferent to enrollment, or would
positively recommend enrollment, the
potential benefits justify the risks.

The Ethical Concern

m |s research acceptable when the risks
exceed the potential benefits to
subjects? When an informed clinician
would regard research enrollment as
contrary to individuals’ clinical
interests?

R GEEE S R DL 2008/6/20
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One Approach

m Some commentators argue that the
answer depends on whether the
intervention/study is therapeutic or
nontherapeutic.

= Therapeutic interventions are ones
which are intended to benefit, designed
to benefit, or offer the potential for
benefit to subjects.

Clinical Equipoise

= On this dual track view, the risk-benefit
profile of therapeutic interventions must
be at least as favorable as that of the
available alternatives.

m This view implies that clinical equipoise
is an ethical requirement for research
involving therapeutic interventions.

= Many problems with this view.

= Most notably, the distinction between
therapeutic and non-therapeutic is
unclear, and it is not clear why the risks
of these two types of interventions have
different normative status.

Net Risks Test

1) Does the research intervention pose
net risks?

2) If so, how great are the net risks?

3) How great are the cumulative net
risks?

Pose Net Risks?

= Does the potential for benefit of
undergoing the intervention justify the
risks?

m If s0, is the risk-benefit profile at least
as favorable as the risk-benefit profile
of the available alternatives?

Cumulative Net Risks

m If the intervention/study has social
value and poses no net risks it is
acceptable.

= [f the intervention poses net risks: Are
the net risks acceptable?

= Are the cumulative net risks of the
study acceptable and justified by the
social value of the study?

BER AR GEEMR S R L 2008/6/20
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Acceptable Net Risks

m |f the cumulative net risks are low,
which is usually what is allowed, and
the study has important social value,
the social value will justify the risks.

m What if the net risks are high?

Dave’s Clinic

m |s it acceptable to conduct a study that
poses very high risks to subjects (e.g. a
1in 500 chance of death) but offers the
potential to identify a way to cure AlDs
or Alzheimer disease?

Vulnerable Subjects

= For individuals who cannot provide
voluntary, informed consent, most
guidelines place strict limits on the level
of allowable net risks.

s Typically the net risks must be minimal
or negligible.

Minimal Risk: Definition

“Minimal risk means that the probability
and magnitude of harm or discomfort
anticipated in the research are not greater
in and of themselves than those ordinarily
encountered in daily life or during the
performance of routine physical or
psychological examinations or tests.”

45CFR46

| Ever Seen One?

= What about doing the study in normal,
healthy, rational, reasonable, adults?

Is the Package Deal a Fallacy?

= Many commentators argue that the
potential benefits of one procedure
should not be able to justify the risks of
a different procedure in the same study.

m Should risky procedures be prohibited
when they are necessary for scientific
purposes”?

BRI R GIEEME R L 2008/6/20
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Conclusion

m Evaluation of risks and potential
benefits is difficult but important.

= A systematic approach can make these
evaluations more accurate.

= Don't enroll in any research at Dave's
clinic!
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General Consent:

Its Legal and Ethical Questions

NILEZ (HFKFERZREFHARE)
Eiji Maruyama, Kobe University School of Law

www?2 kobe-u.ac.jp/~emaruyam/

SEREDMERE

problem of general/blanket consent

@ SAA IO NI N R E N1 EE OB R

» Research uses of samples donated to biobanks or tissue banks

SR THRAELIIRSE Bl KARTEDHRFA

~ Research uses of residual human body parts obtained from
medical treatments and clinical tests.

OEATHIHRDIOICIRESNHABTRoIZHAHDER
DHAETOF A

~ Research uses of left over samples after completion of the
preceding research for the purpose of which they are donated

kIR MIEBEE L R L 2008/6/20
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Opinions Supporting the Notion of General Consent

OLEIZEVT, A10T74—LF- OV FOERNRIREND
BELELT, ERMGRA-RELLICERTANERESND
CEEERTHER, LWL AL EERMICA 2 Tr— Lk O
VEVRERDEVS (ERE-ERHED) BEHFERETIE
BEBENRTILBENEBOONTE . ALEI I
7A—LF- a2 OEHORERD, AMOBEFAICD
WTELEHTHLRLY,

» In medical care settings, patients can waive their right to give an
informed consent to treatment. In the same token, they should
be able to waive their right to give an informed consent to
research use of their body parts that have been removed for
treatment or left over after their laboratory examination.

www2.kobe-u.ac.jp/~emaruyam/

AEEBEZEET HEX

Opinions Supporting the Notion of General Consent

O FRHBEALEHTNILEVSIFEHT, HoHHARFAZER
B ELDIENAHRBEOERBTHIEHES LT L
LY,

»~ Many patients have the opinion that their body parts can be
used for any research on the condition that they will suffer no
detriment from their use.

EEARMIRBERMRL R L 2008/6/20
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Opinions Objecting to General Consent

QAU TA—LK-AVEUFDEHDORKR (=BEMRERE)NBHT
HAE=HOIZIE, TOEHDOERBROFMRICONTHLIEEBHEE LA
A—TEFHSTWAIENBETHL, LML, IRKERNRET HIRY
. AEDBEICIX. ABRDIBEEELGY . RIROFR (BFHHIZD
WTIREIZEDISLBFAMNLZENEIZM)IZDONWT, ZHEBHLZ D
HYULLEERNLGAA—DE(I L. BB EICH#THS. &
ZZOZ &L, BIEIZEKAHMIBORIEILIZDOVWTHTIEES.

~In order to effectively waive the informed consent requirements,
patients should have some degree of specific notions about what they
are waiving. However, patients have little knowledge about how their
samples will be used in research. Especially, very few of them can be
expected to understand how their samples are immortalized by
derivation of cell lines and distributed widely and for a long time.
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Justification through wide dissemination of information
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» When the information about medical research using human
biological materials is widely shared by people, and those who
want to have detailed information can obtain them easily, e.g.
through internet website, their research use based upon general
consent can be justified as long as the personal information is
safeguarded and there is no risk of injury to donors.
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Different Degree of Informational Needs
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~ People differ over how detailed information they want and

need. Some want to have full information, others hate being
given long and technical explanation. Accordingly, the
amount of information to be given them should be determined
individually.
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508
» All of them should be given summary information, and those
who want to know more should be assured of the means for
obtaining them. In this way, the notion of respect for persons
and their autonomy might be harmonized with the necessities
on the side of medical researchers for biological samples.
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