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be a rational, indeed moral, course of
aetion for many: an expression of hope,
and of struggle, and of concern for the
improvemnent of care for others. I do not
therefore believe these additions will
fatally harm prospects for the conduct
of Phase I trials; but time will tell.

The Research and Ethics Commitice
of JGH was spared at this time some
of the most difficult issues associated
with -Phase 1 studies, notably, those
implicated in the use of totally novel
agents. The relevant Talmudic warning
‘against unnecessary complications s,
. Dai l'tzara b'sha ata—sufficient unto the
~day is the evil thereof. In the cohort-
specific consent process, it has taken a
first step that makes us more comfort-
able in joining the many other centers
‘eﬁgag,ed in Phase 1 studies. We hope
‘others will join us in refining this process.
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Public and scientific concern for the
way biomedical researchis designed and
conducted is evidenced in the codes of
ethics and international guidelines that
emphasize the protection of the rights
ang welfare of research subjects.!
Common to most cuwrent codes and
guidelines is a requirement for institu-
tional review of protocols. In 1987
delegates 10 the Fourth International
Summit Conference ‘on Bioethics, in
Ottawa, Canada recommended that:

In order to safeguard the rights and
well-being of patients and research
subjects, research ethics committees
should be established in all countries.
All research projects involving hurnan
subjects must be submitted for appro-
val to a research ethics committee.?

Standards for research ethics com-
mittees (RECs) have been developed
throughout the world, although the
present discussion concerns committees
in North America, In the United States,
for example, research ethics commit-
tees, known as Irstitutional Review
Boards (IRBs), have been federally
mandated since 1966. These committees
are required to make judgments about
the ethical appropiiateness of proposed
research by ensuring that, among other
things, protocols explain how and to
what extent the informed consent of
research subjects will be obtained, and
that the risks of harm are reasonable
in relation to the hoped-for benefits:? In
Canada, the Medical Research Council
first released guidelines in 1978, and
recently published -its Guidelines on
Research Involving Subjects, which
discuss issues of informed consent and
risk-benefit analysis in detail ¢

The issue of informed consent has
preoecupied RECs while relatively fittle
emphasis has been given 1o the task of
comparing risks and benefits. That
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imbalance is unfortunate, because
unlike the requirements for informed
consent, for which there is a sophisti-
cated literature,5 and about which there
is a comprehensive discussion in guide-
lines and regulations,* RECs cannot
appeal to such sources when preparing
to make risk-benefit judgments. The U.S.
National Commission for the Protection
of Human Subjects of Biomedical and
Behavioral Research was aware of this
problem when it wrote in its 1978
Belmont Report that:

It is commonly 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 judgmentis. Only on
rare occasions will quantitative tech-
niques be available for the scrutiny of
research protocols. However, the idea
of systematic, nonarbitrary analysis of
risks and benefits should be emulated

insofar as possible.?

In the decade since Belmont, little
progress has been made toward the goal
of “making precise judgments.” Some
commentators have suggested that the
committee structure itself is to blame 39
These arguments focus on the REC's
ability (or inability) to conduct the “risk-
benefit analysis” as a whole. I believe
that there are other reasons unique to
the initial assessment of risk, separate
from any analysis of risk in connection
with benefit that account for this. The
first reason (or problem) is conceptual,
namely, that we still lack agreement on
fundamental terms, such as harm and
risk. Although this problem can prob-
ably be resolved quickly, a second,
practical problem remains, namely,
whether RECs can or should conduct
risk assessment.

The Conceptual Problem:
Agreement on Fundamental Terms

The principal reason RECs are
encouraged to conduct a risk-benefit

-analysis is to ensure that subjects are

rotected from harm, or at least that the
arms will be minimized. RECs may be
reluctant to make risk judgments
because some fundamental terms, such




as harm and risk, are left undefined in
codes and guidelines. While there is no
evidence to suggest this has caused great
confusion, clarity in the use of funda-
mental terms may eliminate the poten-
tial for confusion. This may prove
difficult since there is ambiguity in the
meaning of these terms.

Harm. Typically, we think of harm as
physical damage such as a broken bone
or a sprained ankle. This definition
covers many of the adverse consequen:
ces of research about which RECs must
be aware including everything from a
bruise following a venipuncture to an
adverse reaction to an investigational
drug. Unfortunately, this definition does
not work well for other types of harm
subjects may suffer including psycho-
logical, social, and economic harms.10.

Appeal 1o a legal conception of harm
as “injury” might be attractive, especially
as countries begin to discuss mecha-
nisms for compensating subjects who
are injured in research.!t Unfortunately
there is still confusion in the law
regarding the relationship betweeen
harm and injury, sometimes injury is
identified with harm and sometimes it
is contrasted with it.)? For example,
injury can be defined as a harm or
disability (such as physical damage), but
it can also be defined as a wrong or
injustice (from the latin injuria)l?

Joel Feinberg has offered a useful
definition of harm: someone is harmed
when his or her interests have been
thwarted, defeated, invaded, or set
back!* Tomn Beauchamp and James
Childress have recently employed this
definition for discussions about - bio-
ethics.!s The real attraction of identify-
ing “harm” with a setback to interests
is that it accounts for a diversity of
conditions for which harm as physical
injury makes a poor analogy!® RECs
shouild give some thought to employing
Feinberg’s definition of harm-in their
deliberations. This brief analysis #lus-
trates the difficulty in stipulaiing -a
definition of harm for medical research.
Similar problems confront the coneept
of risk.

Risk, Risk is related to but notidentical

with harm. Robert Levine has explained
the distinction by shewing how risk and
harm are not parallel constructions, as
appears to be the case whenever we use
the short-hand expression “risk-benefit
analysis."\7 Moreover, risk does not refer
only to the chance or probabilify that
aharm will occur but also to the severity
or magnitude of the future harm. In this
way risk is analytically related to harm.
Risk refers to ‘the probability and
magnitude of a future unwanted harm.

These two concepts are themselves

worthy of further analysis. For example,

since probability is an expression of
uncertainty, two broad categories have
been deseribed:

The first, and simpler [type ol uncer-
tainty], can be described and its
problems dealt with, largely in what
we call an objective probability frame-
work....The second kind of uncer-
tainty, broadly speaking, deals with
potential hazards and exploring the
uriknown. There may stiﬁj be a pro-
babilistic element, but it is often
subjective rather than objective.!?
Similarly, the severity or magnitude of
harm refers not only to the amount of
damage, but its duration, the perma-
nency of its consequences; as well as
subjective considerations such as the
extent to which it alters or affects
lifestyle.1
Clearly there is much conceptual
work to be done, and resolution of these
conceptual problems may be achieved

quickly (if we want them to be), espe-

cially as RECs begin to include philo-
sophers and bioethicists who can pro-
vide such expertise. Therefore, let us
assumne that agreement on fundamental
terms. can be reached: The practical
problem that remains is that RECs do
not comfortably engage in risk judg-
ment, limiting their ability to protect
subjects from harm. I propose that risk
judgments in medical research will be
improved by creating a framework in
which RECs engage in a limited form
of risk assessment.

The Practical Problem:
Risk Assessment by RECs

Risk assessment is a technique used
to determine the nature, likelihood; and
acceptability of the risks of harm®
issues that RECs are expected to con-
sider in the conduct of protocol review,
Itis usually comprised of three elements:
risk identification, risk estimation, and
risk evaluation.® Defined in this way, no
doubt many RECs already engage in
some form of risk assessment, even if
this consists only ‘of requiring investiga:
tors ‘o disclose the risks of harm on
consent forms.

It is 'worth remembering the technical
meérits of risk assessment discussed by
the National Commission;

[Risk] assessment presents both an
opportunity and a responsibility to
gather systematic and comprehensive
information dbout-the proposed
research. For the investigator, it is a
smearls to examine whether the pro-
vosed reséarch is properly désigned.
For'a review committee, it is a method
for détermining whether the risks that
will be presented to subjects are

justified. For subjects, the assessment
will assist the determination of
whether or not to participate.??

In addition to the technical merits,
there is a symbolic reason for encouwr-
aging RECs to conduct risk assessment.
A commitment to quantify objectively
the risks of harm in research demon-
strates a level of ethical accountability
that the Nuremberg and Helsinki codes
and the Belnont Report had hoped
would occur. As Bernard Barber wrote
of risk assessment, “The process is in
itself, ‘consciousness-raising’; it leads to
higher ethical awareness.”?

It is, however, a matter of both
scientific and philosophic debate as to
whether risk assessment should involve
objective or subjective factors (or both).
The "“objectivist” school argues that
quantitative risk assessment should be
a value-free determination limited only
by the technical ability to derive prob-
ability estimates. The “subjectivist”
school counters by arguing that the
values of those who conduct the assess-
ment, those who interpret the results,
and those whao bear the risks should play
a central role in the overall assessment 28
Neither school is entirely correct.
Raanan Gillon graphically illustrates the
limitations of an exclusive reliance on
objective measurements of harm:

...the quantity of breast tissue to be
lost in a mastectomy cannct provide
an adequate measure of the harm to
be anticipated from the loss of that
breast or part of breast—the area of
baldness to be expected from radio-
therapy or chemotherapy cannot
provide an adequate assessment of the
harm such baldness may produce.?s

Both objective and subjective consid-
erations ought o influence REC deci-
sionmaking, the former because risk
judgments should be empivically based
insofar as possible, and the latter
because there are some risks that cannot
be quantified. We also know that the way
information is framed when disclosed
has an important bear'mg on the inter-
pretation, perception, and acceptability
of risk.”” 8o much for the problem. How
do we solve it?

Two considerations might help RECs
to determine how they will use risk
assessment; (1) the availability of empir-
ical data and (2) the role of experts and
nonexperts in this process. The first
consideration is that the influence of
empirical data on the assessment of risk
is not often explicitly acknowledged.
Empirical data are the principal cur-
rency of exchange in the scientifi
community and those who produce the
best quality are the richer. It has been
shown that the more relevant the
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avallable data to decisionmakers, the
more confident the probability estimate
ibout the likelihood the risk will be
-galized as a harm.?* However, the
current paucity of data on research
injury ensures that it will always be
difficult to derive risk estimates.?
Therefore efforts should be made to
gather data sysiematically on the fre-
quericy of research harm.

A second consideration is whether
“experts” alone should conduct risk
assessments or whether nonexperts
should also be involved. Cuirently,
subject involvernent is limited to decid-
ing ‘whether to participate in research
on the basis of information disclosed
through the consent process. But
obvicusly, the REC has already made
a judgment about risk. Since RECs and
subjects possess different types of
unique -expertise, consideration should
be given to involving both in the risk

- assessment process: We should expect
RECs to fulfill their obligation to assess
risk objectively, but recognize that due
to the availability of data and their
perception of risk as experts, there will

@ occasions when subjective bias will
influence the quality of the assessment.
We should also expect subjects (as
ponexperts) to participate in risk assess-
ment, possibly by soliciting their
Exprgssed preferences regarding the

cceptability of risk. Thus, the present
tagk is pot to determine whether these
considerations should be implemented
for risk judgments, but how

A Proposed Model for Risk Judgments

. A four-cell matrix was developed that
permits RECs and subjects to identify
types of harm and estimate and evaluate
their probability and magnitude® The
matrix was developed as a visual rep-
-resentation of the central conceptual
fsues involved in making risk judgments
(See Figure 1). This is one atitempt to
“develop a structure for decisionmakin%
that can be adopted by RECs. In brief,
it requires that RECs attempt to make
explicit those factors necessary for
judgments about the probability and
magnitude ‘of harm, including the
objective and subjective aspects dis-
cussed ghove,
/In order to complete the first cell—
e objective probability of harm—
‘empirical data on the frequency of
h?}rms Is required, There is a paucity of
data on the numbers of subjects harmed
In research. But as the U.S. President’s
Commission concluded several years
P80, “The absence of data on injuries
13 not, needless to say, the same as data
on the absence of ijuries.”” One can
-the that an REC would encourage its

Figure |

PROPOSED MATRIX FOR RISK JUDGMENTS
IN MEDICAL RESEARCH

Probability
of Harm
Expression
of Risk ,
Magnitude
of Harm

General Considerations

Objective Subjective
1 2
3 4

‘ S.ourc_e: Eric M. Meslin, “Protecting Hurman Subjects from Harm in Medical Research:
A Praposal for Improving Risk Judgments By Institutional Review Boards,” (Ph.D.
dissertation, Georgetown University, Washington, DC, 1989).

institution to develop a mechanism for
recording research harms,

Completion of the second cell—the
subjective probability of harm—allows
RECs to be explicit about the paucity
of data on the frequency of harm from
experimental procedures and to
acknowledge this limitation. RECs and
subfects can devise subjective probabil-
ity estimates. Completion of these two
cells would give RECs a better sense of
the probabiﬁty of harm ta subjects. It
would be a more comprehensive assess-
nient owing -to its inclusion of both
objective and subjective considerations.

ompletion. 6f the third-cell—the
objeetive magnitude of harm—may be
an especially difficult task, Indeed, one
of the fundamental problems with
applying risk assessment techniques in
medical research review is not so muich
that there is little agreement on whar
the risks of harm are, bpt rather that
their severity will be perceived differ-
ently by investigators, RECs, -and sub-
jects.3? To account for this difficulty, 1
propose that a scale of ubjective mag-
nitude be created by institutions, In
cooperation ‘with investigators. The
objective magnitude of harm could be
ranked according to such factors.as the
harm's immediate duration, its latency
period, the permanency of the conse-
querices, -and the exient 10 which the
harm affects-or alters lifestyle; consid-
erations described elsewhere

As with the determination of proba-
bility, a determination of magnitude
would not be complete without acknowl-
edgment of the subjective factors.
Therefore, completion of the fourth
cell—the subjective magnitude of
harm~—is accomplished using an-ordinal
scale, where harms are ranked accord-
ing to whether they are worse than or
better than other harms. This ensures
that discrepancies in the perception of
the severity of harm between REC
members will not be overlooked.

As the scientific community moves
toward an international ethic of medical
research, a great premium will be placed
on- guidelinés and procedures. Agree-
ment on definitions and the use of
terminology is just one problem to be
sofved. If RECs are unable 1o analyze
meaningfully the risks of harm in
research protocols it may be because
they may lack the philosophical exper-
tise to agree on definitions of fundamen-
tal terms. But it also may be because
they lack a method for meking risk
judgments. I have argued that consid-
eration should be given to expressing
risk in a systematic way that accounts
for ihe objective and subjective factors
which attend such judgments, including
the availability of data and the involve-
ment of subjects.

RECs should, thersfore, engage in a
limited -form of risk assessment, for
which the four-cell matrix is only a
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general guide, Completing the matrix
like the one I have proposed encourages
decisionmakers to make explicit the
objective and subjective aspects of risk
judgments and about the values that
RECs bring to such judgments.
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