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Restoring Balance: A Consensus Statement on the Protection
of Vulnerable Research Participants
James M. DuBois, DSc, PhD, Laura Beskow, PhD, Jean Campbell, PhD, Karen Dugosh, PhD, David Festinger, PhD, Sarah Hartz, MD,
Rosalina James, PhD, and Charles Lidz, PhD

A diverse panel convened

in June 2011 to explore a di-

lemma in human research:

some traits may make individ-

uals or communities particu-

larly vulnerable to a variety of

harms in research; however,

well-intended efforts to pro-

tect these vulnerable individ-

uals and communities from

harm may actually generate

a series of new harms.

We have presented a con-

sensus statement forged by

the panel through discussion

during a 2-day meeting and

the article-writing process.

We have identified practical

problems that sometimes arise

in connectionwith providing ad-

ditional safeguards for groups

labeled as vulnerable and of-

fered recommendations on how

wemight better balance concerns

for protection with concerns for

justice and participant autonomy.

(Am J Public Health. 2012;

102:2220–2225. doi:10.2105/

AJPH.2012.300757)

“Regrettably, the term ‘vulnerable’
too often gets played as a bioethical
trump card, summarily tossed on
the table in the course of debate,
sometimes with the stern admoni-
tion that it would not be decent to
exploit such subjects. Given the ab-
sence of agreed-upon standards for
identifying and responding to vul-
nerability, such a move too often
serves as a conversation-stopper,
abruptly ending dialogue rather
than furthering it. It may be possible
to do better.”

—K. Kipnis1(pG3)

AS PART OF A SCIENTIFIC

meeting enabled by a National

Institute of Mental Health grant to
help identify best practices for
mental health research ethics, a di-
verse panel convened in June
2011 to explore a dilemma in
human research: some traits may
make individuals or communities
particularly vulnerable to a variety
of harms in research; however,
well-intended efforts to protect
these vulnerable individuals and
communities from harm may
actually generate a series of new
harms.
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At a daylong public conference,
individuals representing mental
health consumers, research ethi-
cists, medical sociologists, psychiat-
ric researchers, and substance abuse
researchers presented data and re-
flections from their own and others’
research. These panelists then met
for a second day of closed meetings
to explore ways of addressing the
dilemmas arising in research with
vulnerable participants. The group
forged consensus through discus-
sion during the 2-day period and
the article-writing process.

THE CONCEPTS OF
VULNERABILITY AND
RESPECT FOR PERSONS

Research is generally safe and
can present significant benefits
to individuals, communities, and
society at large2; however, it can
also pose the risk of significant
physical, psychological, social, le-
gal, or economic harms.3 Although
none of us are fully capable of
fully protecting ourselves at all
times, some factors may make it
particularly challenging to protect
ourselves in the context of re-
search. The National Bioethics
Advisory Commission identified
a set of such factors, including
cognitive, institutional, economic,
and social vulnerabilities.4 Individ-
uals with cognitive deficits may find
it unusually difficult or impossible
to understand and evaluate con-
sent information. Being
institutionalized or economically
disadvantaged may make it difficult
to say no to requests to participate
in research. Kipnis, an advisor to
the National Bioethics Advisory
Commission, noted that oftentimes
vulnerabilities arise only in specific

contexts or relationships, but re-
gardless of the source, they are
generally of concern insofar as they
may call into question the quality of
informed consent.1 Furthermore,
belonging to a socially marginal-
ized minority group may reduce
the likelihood of receiving ade-
quate protections.5

People may manifest more than
1 vulnerability or risk factors for
problems with informed consent
or research protections. In the
now infamous Tuskegee syphilis
study, researchers observed the
natural progression of syphilis
in 400 African American men
without providing treatment of
the disease or its sequelae (neither
the standard heavy metal treat-
ment available at the study’s in-
ception nor antibiotics when they
became available). The fact that
participants were poor, inade-
quately educated, African Ameri-
can men living in the rural south in
the 1930s may help explain how
this harmful, nontherapeutic study
continued for 40 years.6,7

Largely in reaction to the Tus-
kegee study, the US Congress
established the National Commis-
sion for the Protection of Human
Subjects. The commission’s best-
known document, the Belmont Re-
port, provides an ethical framework
to guide human research. The re-
port urges researchers to show re-
spect for persons by ensuring that
they enter into research voluntarily
and with adequate information
and by protecting those with di-
minished autonomy. The commis-
sion also outlined a set of regula-
tions (45CFR46) now known as the
“common rule,” which are meant
to specify and implement the prin-
ciples of the Belmont Report.8

REGULATORY APPROACH
TO VULNERABILITIES IN
RESEARCH

Current regulations address vul-
nerabilities in research by requiring
additional safeguards for groups
of participants. We use the term
“group” with reservations. Given
that research protocols create
groups through sampling (regard-
less of whether the sample is drawn
from a naturally occurring com-
munity), regulators and institu-
tional review boards (IRBs) often
target groups for protections; but
in reality we are dealing with
unique individuals who have be-
come part of a heterogeneous
group only because of the sampling
intentions of a researcher.

For 3 groups (pregnant women,
fetuses, and neonates; prisoners;
and children), special safeguards
are enumerated in special subparts
of the common rule (45CFR46,
subparts B---D). Moreover, the
common rule calls for unspecified
additional safeguards when par-
ticipants “are likely to be vulnera-
ble to coercion or undue influ-
ence, such as children, prisoners,
pregnant women, mentally dis-
abled persons, or economically or
educationally disadvantaged per-
sons” (45CFR46.111(b)). Our fo-
cus is on research involving in-
dividuals with mental health or
substance use disorders—potential
participants who are frequently
viewed as requiring such unspeci-
fied additional safeguards. How-
ever, much of our commentary
could be generalized to other
groups of participants.

Researchers in the fields of
public health, mental health,

substance abuse, and HIV/AIDS
are familiar with the implications
of these policies. For example:

1. IRBs may label groups of partic-
ipants (e.g., people with schizo-
phrenia) as unlikely to have the
capacity to consent to research. In
such cases, groups are either ex-
cluded from participation or their
capacity to consent is formally
and routinely assessed, some-
times in ways that researchers
and participants alike find bur-
densome and condescending.9,10

2. IRBs may label groups as vul-
nerable to undue influence and
significantly restrict allowable
payments. IRBs worry, for ex-
ample, that substance users will
find payments unduly influential
and will use them to purchase
drugs or alcohol. IRBs frequently
require researchers to offer gift
cards of modest value rather
than cash,11,12 which participants
may feel is unjust.13 Like most
of us, participants prefer the
flexibility cash offers.14

3. IRBs may require full board
review, extensive protocol
modifications, and burdensome
processes for researchers
conducting even minimal risk
research. For example, current
regulations do not allow IRBs to
exempt any kind of research
involving prisoners or people
in the criminal justice system
(footnote at 45CFR46.101(i);
45CFR46.303(c)). Some IRBs
generalize this practice of non-
exemption to other populations
labeled as vulnerable.

Although researchers may find
such measures unreasonable, IRBs
may feel that they are required by
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the regulatory demand for addi-
tional safeguards when partici-
pants are considered vulnerable.

PROBLEMS WITH THE
STATUS QUO

Although these measures are
undoubtedly well intentioned, fol-
lowing the status quo produces
a host of ethical concerns.

Reinforcing Stigma

Labeling particular groups as at
risk for lacking decisional capacity
or as incapable of making a volun-
tary choice reinforces stigma or
stereotypes, when in fact members
of such groups are frequently di-
verse and function as well as
so-called healthy volunteers.15,16

Producing Unfairness

The problem of stigma exists even
when participants are indeed at risk
for decisional incapacity or undue
influence. However, this labeling is
frequently unfair—the result of ste-
reotypes and untested assumptions.
For example, systematic review arti-
cles report that most studies of de-
cisional capacity involving partici-
pants with schizophrenia have found
that a majority of individuals retain
decisional capacity.15,17 Nevertheless,
Luebbert et al. have found that IRB
members overestimate the risk of
incapacity in populations with psy-
chiatric diagnoses and underestimate
the risk in populations with nonpsy-
chiatric medical diagnoses that may
impair decisional incapacity.18

Hindering Research

Unnecessarily

Whereas the Belmont Report’s
primary concern with justice was to
ensure that vulnerable populations

are not exploited, HIV and breast
cancer activists argued that injus-
tices arise when individuals or
communities are denied access to
studies that could lead to cures or
improve lives. Although ethical re-
quirements may sometimes legiti-
mately erect barriers to research,
erecting barriers unnecessarily may
be harmful and unjust.19,20

Ignoring System Problems

Sometimes a participant will fail
to understand information about
a study because the consent form
is too long and complex, the tim-
ing is bad, or recruiters explain
things poorly.21---24 Routinely ex-
cluding those who perform poorly
on a test of understanding of
consent information may permit
system problems to go uncor-
rected, particularly in research
with vulnerable participants when
there is an increased likelihood
to attribute poor understanding
to participant traits.

Restricting Individuals’

Exercise of Autonomy

No one is perfectly autonomous:
we all make decisions with imper-
fect information, reasons, and
motivations. When participants
genuinely lack the ability to make
a decision for themselves (e.g., in
head trauma research), excluding
their participation does no violence
to their autonomy. However, de-
nying others the opportunity to
volunteer for a study may be an
inappropriate infringement on their
autonomy, particularly when doing
so is plagued by the reinforcement
of stigma, unfair labeling owing to
untested assumptions, hindering
research unnecessarily, and ignor-
ing system problems.25---27

GUIDELINES FOR REVIEW
BOARDS AND
RESEARCHERS

In discussing the application of
the principle of respect for persons,
the Belmont Report observed that
sometimes it is unclear just how it
should be applied. The report
suggests that the example of pris-
oner research may be instructive:

On the one hand, it would seem
that the principle of respect for
persons requires that prisoners
not be deprived of the opportu-
nity to volunteer for research. On
the other hand, under prison
conditions they may be subtly
coerced or unduly influenced to
engage in research activities for
which they would not otherwise
volunteer. Respect for persons
would then dictate that prisoners
be protected. Whether to allow
prisoners to “volunteer” or to
“protect” them presents a di-
lemma. Respecting persons, in
most hard cases, is often a matter
of balancing competing claims
urged by the principle of respect
itself.3(section B.1)

The following guidelines repre-
sent our attempt to restore balance
by reconsidering standard ways
of addressing vulnerabilities to
reduce the downsides of our efforts
to protect research participants while
fostering genuine respect for them.

Risks

Recommendation: Begin by
considering the risks posed by the
study design before considering
additional safeguards. Current
regulations exempt 6 forms of re-
search with general populations
because they involve no more than
minimal risk; this means that the
regulations, with their insistence on
additional safeguards, simply do
not apply (45CFR46.101(b)). It is

unclear how, say, being a prisoner
increases the risks involved in par-
ticipating in a 15-minute anony-
mous survey. From an ethical per-
spective, when studies meet the
requirements for exemption, partic-
ipants may not need any additional
safeguards, and providing them
can be counter to good sense.28

Protections

Recommendation: Offer as
many protections as necessary and
as few as possible. This kind of
guideline has been embraced in
other contexts, for example pre-
scribing painkillers or accessing pro-
tected health information. Too few
protections may place participants at
unnecessary risk, whereas too many
protections may decrease the exer-
cise of autonomy, reinforce stigma,
and unnecessarily hinder research.
This principle simply articulates
a commitment to the kind of bal-
ancing the Belmont Report requires.

Consent Assessments

Recommendation: Universally
require consent assessments when
justified by risk levels. Some med-
ical conditions, such as cancer
and diabetes, can cause significant
pain that may threaten capacity
to consent more than do many
psychiatric diagnoses. Sometimes
failures to understand consent in-
formation are owing to system
failures, and any of us can be
vulnerable at any given time
depending on a number of con-
textual factors. Thus, when the
risks of a study are so significant
that we want to ensure that par-
ticipants fully understand and ap-
preciate them, it is appropriate to
screen participants regardless of
their diagnoses or lack thereof.
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Fortunately, brief screening tools
exist that can identify whether the
consent process was successful.
For example, the University of
California, San Diego, Brief As-
sessment of Capacity to Consent
consists of 10 items that refer to
any study protocol; it can be ad-
ministered in less than 5 minutes
and scored with excellent reliabil-
ity.29 Similarly, the Agency for
Healthcare Research and Quality
offers a researcher’s certification of
consent and authorization form
that can be used to guide a mean-
ingful consent process and ensure
adequate comprehension.30

Evidence

Recommendation: Use best
data—not stereotypes and un-
tested assumptions—to guide de-
velopment of safeguards. As noted
above, IRBs frequently worry that
cash payments to drug users will
exacerbate drug use. Recent stud-
ies by Festinger et al. have found
that this assumption is false. In
their initial study, payments of
$10, $40, or $70 in cash or gift

card were made to participants
sampled from an outpatient sub-
stance abuse treatment program to
determine the impact on new drug
use, perceived coercion, study
satisfaction, and follow-up rates14;
in a follow-up study, payments of
$70, $100, $130, and $160 in either
cash or gift card were assessed.31

Neither study found higher pay-
ments or cash payments to be
associated with new drug use as
measured by urine analysis or with
perceived coercion. By contrast,
higher payments and cash pay-
ments were correlated with higher
study satisfaction and follow-up
rates with fewer tracking efforts.

Labels

Recommendation: Assess the
subjective outcomes of the consent
process rather than decisional ca-
pacity. Outcomes of a consent
process should include participant
understanding and appreciation of
key information. Yet in the context
of informed consent, it may be
more appropriate to refer to un-
derstanding and appreciation as

subjective outcomes than as evi-
dence of decisional capacity,
which implies that failures to un-
derstand and appreciate informa-
tion arise because of participants’
cognitive deficits (their cognitive
capacity or abilities). The phrase
“subjective outcomes of the con-
sent process” more accurately de-
scribes what most tests of deci-
sional capacity actually assess.
Whether a participant understands
consent information may tell us
more about the consent process
(the readability of the consent form
and the quality of the consent
discussion) than it does about the
participant’s decisional capacity or
cognitive deficits. By focusing on
the subjective outcome of the con-
sent process rather than the indi-
vidual’s decisional capacity, we will
achieve the goal of ensuring that
participants understand and ap-
preciate crucial information while
diminishing the focus on individuals’
presumed deficits. This approach
is consistent with the desired shift
from a focus on presumed deficits
to a focus on empowerment that

has been repeatedly expressed
by mental health service
users.27,32

Assessment can also guide re-
finement of the consent content
and development of effective
modes of delivery that are respon-
sive to needs of research partici-
pants and diverse populations.

Additional Safeguards

Recommendation: When addi-
tional safeguards are necessary,
consider the attitudes and priori-
ties of affected communities. Will
reasonable payments for partici-
pants’ time be perceived as re-
spectful or as manipulative? Will
routinely reading a consent form
aloud be viewed as considerate or
as insulting? Will the inclusion of
a participant advocate in the con-
sent process be viewed as helpful
or an intrusion on privacy? We
cannot know the answers to these
questions a priori. However, par-
ticipants are often more than will-
ing to share their views with us,
and these views may rightly in-
form our decisions regarding

TABLE 1—Illustration of Balanced Practices and Attitudes Versus Status Quo: Vulnerable Research Participants Protection

Status Quo Practices and Attitudes Balanced Practices and Attitudes Benefits

Begin with consideration of special populations Begin with consideration of risk level posed by study design Avoid unnecessary burdens on valuable research

More protections are better; play it safe As many protections as necessary, as few as possible; too

many protections cause harm

Avoid harm owing to overprotection

Safeguards based on hunches or stereotypes Safeguards based on best available evidence and dialogue with

relevant communities

Avoid unfair stereotyping

Institutional review boards, researchers, and

ethicists are the best people to determine which

protections are needed

Participant communities have unique expertise on many issues

of ethics: benefits, risks, privacy, autonomy, etc.

Provide a voice to those most affected

by the research

Focus on decisional capacity of participants Focus on the subjective outcomes of the consent process Address system problems while avoiding a focus on

individual deficits

Special safeguards required only for vulnerable groups Universally apply safeguards when needed Avoid stigmatization while protecting all groups when

justified by risk level
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additional safeguards.13,33 As ad-
vocates for community-based par-
ticipatory research have long rec-
ognized, providing communities
with a voice on matters of study
designs is also a sign of respect and
humility, acknowledging that re-
searchers can learn from partici-
pant communities.27,34 A wide
range of community engagement
activities may accomplish the
purpose of giving participants a
voice in matters of research pro-
tections, ranging from traditional
community-based participatory
research processes to reviewing
publications that report the atti-
tudes of communities.35

Table 1 provides a summary of
how these recommendations can
be used to restore balance when
weighing protection versus over-
all respect for vulnerable popula-
tions.

CONCLUSIONS

With the exception of our
recommendation to avoid addi-
tional safeguards in research that
poses no more than minimal risk
to participants (including pris-
oners), the guidelines we have
suggested are consistent with
current federal regulations for
the protection of human partici-
pants. For example, additional
safeguards could be informed by
dialogue with affected commu-
nities and might be required
of all protocols regardless of
population once a specific risk
threshold is reached. Such safe-
guards would then be additional
insofar as they go beyond stan-
dard protections, not insofar as
they isolate 1 group for pater-
nalistic interventions.

Most aspects of the standard
approach to addressing vulnera-
bilities in research are not man-
dated by regulations but, rather,
rest on a common tradition of
interpreting the regulations. In
fact, the status quo arguably flies
in the face of the ethical frame-
work mandated by federal regu-
lations. The Belmont Report
discusses the fact that designing
an ethically acceptable research
protocol necessarily involves bal-
ancing competing goals. Even in
the context of 1 principle, such
as respect for persons, it is neces-
sary to balance competing aims
(e.g., protecting people from un-
due influence and respecting their
ability to make voluntary choices).

It is time to pursue in earnest
a more balanced notion of respect
for persons, including persons who
are currently labeled vulnerable.
We believe not only that IRB
members are granted the discretion
to operationalize a more balanced
notion of respect for persons but
also that the Belmont Report actu-
ally requires it. j
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Ethical Issues in Health Research With Novel Online Sources
Effy Vayena, PhD, Anna Mastroianni, JD, MPH, and Jeffrey Kahn, PhD, MPH

Health-related research is in-

creasingly drawing on novel

sources of online data, such

as crowdsourced informa-

tion about disease outbreaks,

consumer-supplied informa-

tion provided to health or well-

nessWeb sites, Internet search

queries about personal health,

and social network postings

that identify health behaviors.

We offer examples of online

sources and their uses, iden-

tify ethical and policy issues

they generate, and formulate

key questions for future dis-

cussion and investigation.

Further work in this area will

require cross-disciplinary col-

laboration to develop ethics and

policy guidance for the ethical

use of these novel data sour-

ces in health-related research.

(Am J Public Health. 2012;102:

2225–2230. doi:10.2105/AJPH.

2012.300813)

A DRAMATIC RECENT DEVEL-

opment in health-related research,
and public health research in par-
ticular, is the emergence in multi-
ple forms of unprecedented uses
of online health information.
These uses include undertaking
and improving infectious disease
surveillance1; understanding pat-
terns of chronic disease2; probing
population genetics3; assessing
health behavior4; and identifying
and recruiting potential partici-
pants for clinical research.5 Some
newer data collections rely on in-
formation voluntarily provided
by individuals, which may then be
used in research with or without
their knowledge. There are also
approaches that rely on “mining”
data aggregated from individuals
who are likely unaware that their
information is being gathered
or used for research purposes.

Examples include data sets cre-
ated from analysis of aggregate
Internet search behaviors to
identify illness trends (e.g., Goo-
gle Trends, Google Insights for
Search) and mining personal in-
formation from social networking
sites to characterize health be-
haviors (e.g., Facebook, Myspace,
LinkedIn). Data sets are also be-
ing created from Web sites that
use both aggregate and individual
user---provided health data,
such as PatientsLikeMe.com.
These public and private sour-
ces of health data, used sepa-
rately or in combination, create
new opportunities to address
health issues and will be an in-
creasingly valuable tool for
a wide range of health-related
research.

The trend toward innovative uses
of online data for health-related

research may well have started
with the large amounts of genetic
and genomic data collected
worldwide in many separate re-
search projects, some collabo-
rating but others working in iso-
lation. The data sets generated
by researchers are increasingly
recognized as an important re-
source for so-called secondary
research purposes—that is, re-
search purposes beyond those
proposed when the information
was collected. Sophisticated bio-
informatics tools allow for in-
creasingly larger and easier
storage and combination of data
sets for future analysis,6 includ-
ing the linkage of data to elec-
tronic medical records and other
sources of health information.
Utilizing the growing amounts of
information in such data sets is
likely to aid health-related
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