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central role in discussions of research ethics.

In addition to its rhetorical use, vulnerabil-
ity has become a term of art in U.S. and interna-
tional research regulations and guidelines, many
of which contain specific provisions applicable to
research with vulnerable subjects. Yet, despite
the frequency with which the term vulnerability
is used, little consensus exists on what it actually
means in the context of human subject protection
— or, more importantly, on how a finding of vul-
nerability should affect the process of research eth-
ics review.!

The concept of vulnerability has long played a

Vulnerability in Existing Regulations and
Guidelines

The Common Rule, the centerpiece of the U.S. human
subject protection regulations, uses the word “vulner-
able” three times. First, it provides that institutional
review boards (IRBs) that regularly review research
involving “a vulnerable category of subjects” should
“consider” including one or more individuals “who
are knowledgeable about and experienced in working
with these subjects.”? Second, in the section on equi-
table selection of subjects, the regulations direct IRBs
to be “particularly cognizant of the special problems
of research involving vulnerable populations.” Third,
“when some or all of the subjects are likely to be vul-
nerable to coercion or undue influence,” the regula-
tions require “additional safeguards” to protect these
subjects’ rights and welfare.*

The regulations do not define vulnerability, but
each time the word is used, it is accompanied by the
phrase “such as children, prisoners, pregnant women,
or handicapped or mentally disabled persons™ and, in
two of the three sections, “economically or education-
ally disadvantaged persons.” The words “such as” sug-
gest that these groups are simply examples of vulner-
able populations, rather than an exhaustive list, but
the diversity of the examples makes it difficult to iden-
tify what characteristics a group must have to be con-
sidered vulnerable. For example, some of the groups
could be considered vulnerable because they lack the
capacity to provide informed consent to research (e.g.,
children and mentally disabled persons), or because
they are unusually susceptible to coercion (e.g., pris-
oners), but with other groups (e.g., pregnant women),
it is not clear why any special issues related to capacity
or coercion would necessarily arise.
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In addition to lacking a clear definition of vulner-
ability, the regulations offer little guidance on how
IRBs should respond to proposed research proto-
cols involving subjects who have been determined
to be vulnerable. The instruction to be “particularly
cognizant of the special problems of research involv-
ing vulnerable populations™ is not especially helpful,
given that the regulations never explain what any of
these special problems are. Similarly, while the regu-
lations call on IRBs to adopt “additional safeguards”
to protect subjects who are vulnerable to coercion or
undue influence,® they do not offer any suggestions
on the nature of such safeguards, nor do they indicate
whether certain types of vulnerability should ever pre-
clude participation in research. Some of these ambi-
guities are addressed in the separate subparts of the
regulations applicable to pregnant women (subpart
B), prisoners (subpart C), and children (subpart D),°
but these subparts do not address all of the groups
listed as examples of vulnerable populations. In addi-
tion, the subparts have not been adopted by all federal
agencies.!”

If it is hard to discern a coherent approach to vul-
nerability in the federal regulations, then it becomes
even more difficult when other international guid-

For the Council of International Organizations of
Medical Sciences (CIOMS), vulnerable persons are
“those who are relatively (or absolutely) incapable of
protecting their own interests” as a result of “insuf-
ficient power, intelligence, education, resources,
strength, or other needed attributes.””> CIOMS?s list of
examples of vulnerable persons is lengthy: in addition
to many of the expected categories, it includes such
groups as “patients with incurable disease, individuals
who are politically powerless, and members of com-
munities unfamiliar with modern medical concepts.”3
The “central problem” in research involving these
groups, the Guidelines explain, is the danger that there
will be “an inequitable distribution of the burdens and
benefits of research participation.”*

The International Conference on Harmonization
(ICH) Guidelines for Good Clinical Practice also con-
tain an expansive list of vulnerable populations, rang-
ing from “employees of the pharmaceutical indus-
try” to “unemployed or impoverished persons” and
“nomads.”® The ICH guidelines equate vulnerability
with situations in which an individual’s “willingness to
volunteer in a clinical trial may be unduly influenced
by the expectation, whether justified or not, of ben-
efits associated with participation, or of a retaliatory

In addition to lacking a clear definition of vulnerability, the regulations
offer little guidance on how IRBs should respond to proposed research
protocols involving subjects who have been determined to be vulnerable. The
instruction to be “particularly cognizant of the special problems of research
involving vulnerable populations” is not especially helpful, given that the
regulations never explain what any of these special problems are.

ance documents are also considered. For example, the
introduction to the Declaration of Helsinki states that
“[s]Jome research populations are vulnerable and need
special protection,” and specifically mentions “the eco-
nomically and medically disadvantaged,” “those who
cannot give or refuse consent for themselves,” “those
who may be subject to giving consent under duress,’
“those who will not benefit personally from the
research,” and “those for whom the research is com-
bined with care.” This list is so broad that almost any
research subject could be fit into it — particularly one
of the last two categories, which together encompass
virtually the entire universe of individuals who partic-
ipate in medical research. Moreover, the Declaration,
like the federal regulations, does not clearly specify the
type of “special protections” it has in mind.
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response from senior members of a hierarchy in the
case of refusal to participate.””® Unlike the CIOMS
guidelines, which focus on equity-related consid-
erations about the distribution of benefits and bur-
dens, the ICH guidelines seem more concerned with
whether the subjects’ agreement to participate reflects
a genuinely voluntary choice.

One theme that runs through all of these docu-
ments is the idea that vulnerability stems primar-
ily from belonging to particular “populations” (e.g.,
prisoners or persons with mental disabilities) — the
implication being that individuals who are members
of these populations are inherently vulnerable in
all research settings. Criticizing this approach, the
National Bioethics Advisory Commission (NBAC)
observed that “vulnerability is sensitive to context,

13



SYMPOSIUM

and individuals may be vulnerable in one situation but
not in another.”” Rather than focusing on vulnerable
populations, NBAC proposed to define vulnerability
in terms of “situations in which individuals might be
considered vulnerable.”® For example, the problem of
“deferential vulnerability” arises when the prospective
subjects “have the cognitive capacity to consent but
are subject to the authority of others who might have
independent interests in whether prospective partici-
pants agree to enroll in the research study.®
Although NBAC identified six different types of
vulnerability-inducing situations, it suggested that all
of these situations boil down to two basic concerns.
First, some subjects “have difficulty providing vol-

vulnerability actually means, calls for “protecting the
vulnerable” seem to have an intuitive ethical appeal,
and are therefore likely to continue.

From a regulatory perspective, however, using a sin-
gle term to describe disparate situations is problem-
atic, particularly when the situations do not raise iden-
tical policy concerns. Rather than simply instructing
IRBs to identify “vulnerable subjects” and implement
unspecified “protections,”? it would be more useful
if the regulations (and/or accompanying guidance
documents) were to break the concept of vulnerabil-
ity down into more nuanced categories, and indicate
exactly how these different categories should be taken
into account in the process of ethics review.

Rather than simply instructing IRBs to identify “vulnerable subjects” and
implement unspecified “protections,’ it would be more useful if the regulations
(and/or accompanying guidance documents) were to break the concept
of vulnerability down into more nuanced categories, and indicate
exactly how these different categories should be taken into account in the
process of ethics review.

untary, informed consent arising from limitations in
decision-making capacity (as in the case of children)
or situational circumstances (as in the case of prison-
ers).?° Like the ICH guidelines, NBAC took a broad
view of the type of circumstances that can compro-
mise voluntariness. For example, it suggested that
seriously ill individuals in “dire circumstances” may
be unduly influenced by the expectation of medical
benefits, or that poor people might enroll in research
“against their better judgment” if they are offered pay-
ment or access to free health care. In addition to con-
sent-related vulnerability, NBAC concluded that some
subjects are vulnerable because they “are especially
at risk for exploitation (as in the case of persons who
belong to undervalued groups in our society).””! How-
ever, NBAC did not define what it meant by “exploita-
tion,” and it did not explore whether the two different
types of vulnerability it identified might call for differ-
ent regulatory responses.

Specifying Vulnerability

The concept of vulnerability has been used so exten-
sively, and so inconsistently, that it is tempting to con-
clude that it is incapable of providing any meaningful
ethical guidance. As a practical matter, however, it
is unlikely that vulnerability language will disappear
any time soon. Even if there is no consensus on what
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The first step in developing a coherent regulatory
approach to vulnerability is recognizing that vulner-
ability is not a stand-alone concept. Rather, a per-
son must be vulnerable o something. The potential
objects of vulnerability are extensive, ranging from
physical harm to temptation to criticism to ridicule.
Regulatory references to subjects who are simply “vul-
nerable” in the abstract — such as two of the three ref-
erences to vulnerability in the Common Rule — are
therefore inherently nonsensical. Few people are sim-
ply “vulnerable” in every possible sense of the word.

Thus, the central question is determining the nature
of the human subject’s vulnerability — i.e., what are
vulnerable human subjects actually vulnerable zo?
Commentators have offered differing answers to this
question. Carol Levine and colleagues, for example,
argue that “the root of the concept of vulnerability
lies in the possibility of physical harm.”2? This implies
that human subjects are vulnerable when they are
prone to a heightened risk of injury. Frank Leavitt,
by contrast, suggests that, when we say that research
subjects are vulnerable, we mean that they are open to
“an assault” on their “respect, health, or rights,” which
extends the focus well beyond concerns about physi-
cal harm.?* For Samia Hurst, being vulnerable means
being at a heightened risk of experiencing a wrong, a
concept that is broader than harm. Thus, she argues,
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vulnerable research subjects are those who are at a
heightened risk of any type of research-related impro-
priety, ranging from physical harm to breach of confi-
dentiality to not “getting fair consideration in resource
allocation.”

One way to think about this question is to link the
concept of vulnerability to the basic “deal” that under-
lies society’s regulation of human subject research, as
reflected in regulatory standards and internationally
agreed-upon ethics guidelines. According to this deal,
we will permit researchers to invite individuals to par-
ticipate as subjects in experiments — even experiments
that will expose those individuals to risks without any
compensating medical benefits — but only if certain
conditions are satisfied. These conditions include,
among other things, the IRB’s determination that the
risks of the study are reasonable in relation to its total
anticipated benefits (both direct benefits to subjects
and potential long-term benefits to society), that the
risks have been minimized to the extent reasonably
possible, and that the subjects will be able to provide
voluntary, informed consent. Importantly, none of
these conditions requires the IRB to determine that
participating in the study would be a “good choice” for
the participants. Rather, as long as the IRB finds that
the conditions described above have been satisfied, it
is up to the individual subjects to determine whether
they personally desire to participate in the research. In
making this individual-level determination, subjects
are free to take into account a broad range of poten-
tial benefits the IRB is not supposed to consider in
its overall risk-benefit assessment,

with, for example, a Phase I study of a new drug, in
which subjects will be exposed to risk without any real
possibility of direct medical benefits), the IRB may
approve the study if the potential societal benefits are
sufficiently great. The deal, in short, is that we defer to
individuals’ choices to take research-related risks for
idiosyncratic reasons — but only if they are genuinely
capable of acting autonomously, and only if the risks
are “worth it” from a societal point of view.

Within this framework, a vulnerable person can be
seen as someone who is at risk of being enrolled in
research in violation of one or more of the deal’s basic
premises. This risk can arise from different sources.
First, some vulnerabilities can create or exacerbate
barriers to obtaining informed consent to research
(“consent-based vulnerabilities”), potentially violat-
ing the deal’s condition that research risks be volun-
tary. Second, some vulnerabilities may enhance the
level of risks associated with subjects’ participation in
a study (“risk-based vulnerabilities”), thereby calling
into question the study’s underlying risk-benefit ratio.
Finally, some vulnerabilities can raise concerns about
the distribution of the benefits and burdens of the
research (“justice-based vulnerabilities”), and these
distributional concerns may also be relevant to the
risk-benefit analysis.?6

Consent-based vulnerabilities challenge the deal’s
basic premise that subjects have provided their vol-
untary, informed agreement to assume the risks of
research. These vulnerabilities can be either reme-
diable or irremediable. An example of a remediable

such as the psychological rewards
of acting altruistically or the mate-
rial benefits of participating in a
study that offers payments or access
to medical attention.

This division of authority between

The central question is determining the nature of
the human subject’s vulnerability — i.e., what are
vulnerable human subjects actually vulnerable to?

IRBs and research subjects reflects
a middle ground between two theo-
retically possible systems. At one extreme, we could let
competent adults participate in any type of research,
regardless of the study’s objective risk-benefit ratio, on
the theory that autonomous individuals have the right
to take whatever risks they find personally acceptable.
We do not have such a system: if the study does not
offer a net social benefit, then the IRB is not supposed
to approve it, even if a fully informed subject would
be willing to participate. At the other extreme, we
could require IRBs to determine that participating
in research would be in the individual best interests
of all the subjects in a study. But we do not do this
either. Even if the risks clearly outweigh the potential
benefits from the individual subjects’ perspective (as
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consent-based vulnerability would be a study involv-
ing students or employees of the investigator, in which
the prospective subjects may not be in a position to
exercise genuinely voluntary choice. In these situa-
tions, the IRB can impose requirements to safeguard
the voluntariness of the consent process, either by pro-
hibiting the recruitment of students or employees or
ensuring that a decision not to participate will have no
academic or job-related consequences. Assuming the
IRB can mitigate the potential impact of the vulnera-
bility-inducing factor, the study can then be evaluated
according to the usual standards governing research
ethics review.
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Irremediable consent-based vulnerabilities, by con-
trast, are barriers to informed consent that can never
be eliminated. For example, no matter what additional
safeguards or protections are added to a protocol, it will
never be possible to conduct a study involving 3-year-
old children (or 90-year-old advanced Alzheimer’s
patients) with the subjects’ voluntary and informed
agreement. In these situations, additional safeguards
can be developed to protect the subjects’ rights and
welfare, including requiring parental or surrogate
consent in place of the subject’s. However, these addi-
tional safeguards do not change the fact that one of
the key terms of the deal — individual informed con-
sent — has still not been satisfied. Accordingly, these
vulnerabilities make it impossible to justify research
according to the usual arrangement, and an entirely
different justification will be needed if the study is to
be approved.?”

A second condition of the deal is that the risks to
subjects must be reasonable in relation to the total
anticipated benefits of the study. This condition may
be jeopardized if some subjects are at risk of greater-
than-usual harms from participating in research. For

as long as the expected benefits of the study outweigh
the study’s overall risks.

The final type of vulnerability, justice-based, can
best be illustrated by some types of research in devel-
oping countries. Many existing guidance documents
recognize impoverished residents of developing coun-
tries as vulnerable populations,?® but the basis of this
characterization is not always clear. In some cases, the
implication seems to be that such individuals are inher-
ently incapable of acting autonomously or protecting
their own interests. However, even if individuals liv-
ing in low-income countries have fewer alternatives
to research than most residents of wealthy countries,
the majority of them nonetheless retain the capacity
to make autonomous choices.?? Similarly, while devel-
oping country research may involve heightened risks
due to differences in resources, legal protections, or
cultural practices, many of those risks can be reduced
to minimal levels, and those that cannot may be justi-
fied by the potential societal gain. Rather than being
primarily an issue of consent or risk, the chief vulner-
ability in developing country research stems from
the danger that the societal benefits anticipated from

Looking at vulnerability as three distinct phenomena — consent-based,
risk-based, and justice-based — has several implications. First, it suggests
that it would be a mistake to characterize vulnerability as either an entirely

individual or an entirely group-based phenomenon. Consent- and risk-
based vulnerabilities make more sense conceptualized as individual issues,
but justice-based vulnerabilities are hard to understand as anything other

than a population-based concern.

example, in a study in which the primary risk is the
potential disclosure of confidential medical records,
subjects can be considered vulnerable if their records
contain particularly sensitive information, such as a
history of treatment for serious mental illness. The IRB
can address this vulnerability by requiring heightened
safeguards to protect the subjects’ privacy, including
perhaps a requirement that the subjects’ identities not
be recorded.

As with consent-based vulnerabilities, risk-based
vulnerabilities can be either remediable or irreme-
diable. Where a risk-based vulnerability cannot be
eliminated through the use of additional safeguards,
it should be treated like any other risk in the study
and factored into the overall risk-benefit assessment.
Thus, an irremediable risk-based vulnerability need
not be an absolute barrier to proceeding with research,

16

the research will not be practically available in the
host country, despite the fact that host country resi-
dents will be exposed to the risks. This violates what
might be seen as one of the deal’s implicit premises:
that, even if the individuals in a study do not stand to
receive direct benefits from participation, the study is
expected to benefit the society of which the individual
subjects are a part.

Justice-based vulnerabilities are atleast theoretically
remediable, by ensuring that the benefits of the study
do, in fact, extend to the population from which the
subjects will be recruited. The problem is determining
the type of benefits to host countries that should count
as legitimate trade-offs for research-related risks.3°
For some commentators, any type of benefits impor-
tant to the community can be factored into the analy-
sis, including, for example, general contributions to
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building the country’s health care infrastructure.?* For
others, the only relevant benefits are those that will be
derived from the knowledge expected to be generated
from the study itself.?2> In addition, disagreements can
arise over the appropriateness of various risk-benefit
trade-offs. For example, at one point CIOMS took the
position that Phase I studies should not be conducted
in developing countries, because those countries would
not receive any of the benefits from the research. After
developing countries criticized this position, CIOMS
withdrew it.33 Presumably, the developing countries
believed that, even if Phase I studies offer no prospect
of direct benefit to the individual subjects, they pro-
vide sufficient overall benefits to the host countries to
justify asking residents of such countries to undertake
the risk.

would be a violation of the principle of respect for per-
sonhood” — i.e., it would be paternalistic.?s Limiting
research on vulnerability grounds is paternalistic only
when such limitations reflect the idea that individu-
als are incapable of making their own decisions. With
risk-based and justice-based vulnerabilities, however,
the point is that even if individual subjects are fully
capable of acting autonomously, society may have an
interest in limiting some studies to which competent
individuals might voluntarily consent.

The distinction between consent-based and justice-
based vulnerabilities is also a departure from CIOMS’s
approach, which defines vulnerability in terms of the
subject’s inability to protect his or her interests. In
light of this definition, CIOMS?’s effort to limit Phase
I studies to wealthy country residents implied that
developing country residents were incapable of pro-

tecting themselves, an implication

Distinguishing among the three different types
of vulnerabilities reveals that the relationship
between vulnerability and consent is not the same

in all situations.

that understandably came across as
paternalistic. If CTIOMS had framed
its concerns in terms of interna-
tional justice, rather than subjects’
diminished capacity for self-protec-
tion, then its proposal might have
met with a better response.
Ultimately, recognizing the dis-

Conclusion

Looking at vulnerability as three distinct phenomena
— consent-based, risk-based, and justice-based — has
several implications. First, it suggests that it would
be a mistake to characterize vulnerability as either an
entirely individual or an entirely group-based phenom-
enon. Consent- and risk-based vulnerabilities make
more sense conceptualized as individual issues, but
justice-based vulnerabilities are hard to understand
as anything other than a population-based concern.

Second, distinguishing among the three different
types of vulnerabilities reveals that the relationship
between vulnerability and consent is not the same in
all situations. With consent-based vulnerabilities, it
will often be possible to remedy the vulnerability by
eliminating barriers to voluntariness or improving
comprehension.?* But these measures, no matter how
effective, are not a sufficient response to risk-based or
justice-based vulnerabilities. Even if all the individ-
ual participants are making voluntary and informed
choices, their willingness to participate does not elimi-
nate the risk- or justice-based concerns.

This point is important because it responds to
NBAC’s concern that excluding vulnerable subjects
fromresearch should be avoided because it would “treat
them as though they are not autonomous agents, which
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tinction between consent-based and

other types of vulnerabilities gives
IRBs a way to respond to concerns about exploita-
tion without having to look at all vulnerability-related
considerations through the lens of coercion or undue
inducement. In so doing, it avoids the stigmatizing
implication that vulnerable subjects are necessarily
incapable of making decisions for themselves.
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