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In March 2015, the US Presidential Commission for the

Study of Bioethical Issues released a series of recommenda-

tions (Gray Matters, Volume 2) on contemporary topics at

the intersection of neuroscience, ethics, and society.1 The

commission recognized at the outset a crucial tension facing

neuroscience and psychiatric researchers today: rigorous

research on psychiatric conditions is needed but is ethically

challenging. Researchers, research ethics boards (REBs),

and policy makers struggle to find a balance between the

moral imperative to protect psychiatric research participants

and the individual or group restrictions placed on their par-

ticipation.1 At worst, this tension may have led to restrictions

on the development and conduct of psychiatric research,

hindered the participation of individuals with psychiatric

conditions, and encouraged suboptimal practices outside of

research (e.g., off-label uses, medical innovation).2,3 This

problem may be rooted, in part, in stereotypes and

unfounded assumptions about the consent capacity (or lack

thereof) of persons with psychiatric diagnoses that shape

general attitudes about research participation. In conse-

quence, these assumptions and stereotypes may further rein-

force overprotective attitudes in research ethics because they

suggest, erroneously, that psychiatric patients are uniquely

vulnerable. Research ethics guidance and practice may thus

ignore the full breadth of reasons other than decisional

capacity that may render psychiatric patients vulnerable

(e.g., suboptimal research designs). Even apart from their

potential to affect the progress of psychiatric research,

research ethics guidelines and practices that rely on

unfounded assumptions about persons with psychiatric diag-

noses constitute a challenge to the fundamental research

ethics principle of respect for persons and require our critical

attention. In this article, we argue for a need to revisit the

concept of vulnerability in the context of psychiatric

research. Currently, a narrow interpretation of research

ethics inhibits discussion about the ethical inclusion of

persons with psychiatric diagnoses in research. Accordingly,

a reconsideration of the vulnerability of psychiatric partici-

pants is an important step toward breaking down stereotypes

in research ethics. Alongside the adoption of a participatory,

evidence-based, and recovery-inspired approach to research

ethics, revisiting what we mean by ‘vulnerability’ and who

we designate as ‘vulnerable’ could empower patient and

research communities and strengthen research ethics

practices.

Vulnerability as a Key Concept in Research Ethics

The imperative for special research ethics protections for

certain groups of ‘vulnerable’ persons can be explained, in

part, by a history marred by the abuse and exploitation of

persons with psychiatric diagnoses, neurological impair-

ments, and behavioural disorders in research. This history

includes Nazi-era experimentation and euthanasia of persons

with psychiatric illness,4 the intentional infection with hepa-

titis of developmentally disabled children in the 1950s Wil-

lowbrook Study in the United States,5 and harmful research

performed on unwitting subjects with psychiatric disorders

at the Allen Memorial Institute in Montreal.6 More recently,

troubling psychiatric research scandals have been brought to

light at the University of Minnesota, including the CAFÉ

study (Comparison of Atypicals in First-Episode
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Schizophrenia), in which Dan Markingson, a young partici-

pant with schizophrenia, took his life while enrolled in the

trial.7 We would likely find widespread agreement within the

research community about the vulnerability of research par-

ticipants in the studies described above, including endorse-

ment for their special protection. However, asking why or

which factors rendered them vulnerable could result in more

varied answers. For instance, while many would argue that

their vulnerability may be characterized by the cognitive or

psychiatric symptoms of their illness that affect decisional

capacity, others might note that participants in these cases

were institutionalized and lacked power or that situational

factors in their environments or the research protocols

involved the withholding of vital information from subjects.

In the case of the CAFÉ study, bioethicist Carl Elliott

emphasized that psychiatric researchers had financial incen-

tives to enrol and keep participants in the study even when

they were acutely psychotic and their symptoms were not

improving and that the research protocol itself allowed for

the recruitment of subjects who ought to have been treated

by a standard of care.7,8

Despite the variety of ways in which psychiatric research

participants may be in positions of vulnerability, concerns

around decisional capacity seem to dominate the discussion

about the vulnerability of and need for research protections

for participants with psychiatric disorders. For example, a

1998 report from the National Bioethics Advisory Commis-

sion proposed special provisions for the protection of all

persons with mental and behavioral disorders, notably

requiring independent capacity assessment for any partici-

pant enrolling in research involving more than minimal risk.9

The report perpetuated ‘‘subtle but pervasive stigmatization

of persons with psychiatric disorders,’’10(p689) and while the

proposed changes were never implemented, it captures the

problematic (and unfounded) assumptions about psychiatric

participants and psychiatric conditions in research ethics.

Today, many research ethics guidelines, both implicitly and

explicitly, reflect the assumption that persons with psychia-

tric disorders are vulnerable. International guidelines (such

as the Council for International Organizations of Medical

Sciences’ International Ethical Guidelines for Biomedical

Research Involving Human Subjects) and national guidelines

(such as the United Kingdom’s Research Governance

Framework for Health and Social Care) label mental illness

as a characteristic source of vulnerability without necessarily

offering a more precise description of why or in what way

participants might be vulnerable. When vulnerability is con-

sidered in the context of psychiatric research, it is often

described as stemming from a lack of decisional capacity.

When no explanation is provided in the guidance, we believe

there are good reasons to think that researchers, REBs, and

others fall back on overgeneralizations about lack of capac-

ity. In addition, tools used to assess decisional capacity11

(and also vulnerability based on decisional capacity) do not

facilitate an examination of the relational and contextual

factors that could affect one’s understanding or appreciation

of information.

Canadian research ethics guidance has initiated a shift

towards a dynamic and context-dependent concept of vulner-

ability, emphasizing that certain groups, including those

with mental illness, have historically been considered vul-

nerable but that participants’ individual circumstances must

always be considered.12,13 Unfortunately, little evidence

about how REBs understand or apply research ethics gui-

dance (including the revised Canadian guidance) or how

REB members are trained to apply this guidance to psychia-

tric research exists. Furthermore, the effectiveness of

research ethics guidance itself is not routinely assessed.

However, studies conducted in the United States have shown

that REBs judge psychiatric research participants as having

less decisional capacity, as being more vulnerable, and as

needing special protections compared to other research par-

ticipants, without clear justification.14,15 This is a problem

not only because of the lack of respect these assumptions

demonstrate and the widespread stigmatization they perpe-

tuate towards persons with psychiatric disorders but also

because of their practical implications on the ethics review

process. As Kipnis16 argues, the terms vulnerable and vul-

nerability serve as ‘‘bioethical trump card[s],’’ stymieing

rather than stimulating discussion about ethical inclusion

in research and, often, leading to the exclusion of partici-

pants identified as vulnerable from research. A principle of

or concern for vulnerability ought to be only one among

many considered in the process of research ethics review,

including, for example, the harms of systematically exclud-

ing a patient population from research or creating undue

obstacles to their participation.

Vulnerability and Decisional Capacity

The view of psychiatric research participants as inherently

vulnerable due to a lack of decisional capacity is not well

supported by evidence. Research on the impact of psychia-

tric conditions (including psychotic, mood, and anxiety dis-

orders) on the capacity to consent to research has established

that most participants in these studies have decisional capac-

ity.17-19 It has been found that the severity of illness, as

measured through levels of social functioning, may have a

negative impact on the ability to consent,17 but research

consistently emphasizes that heterogeneity exists within

diagnostic groups, and categorical assumptions of incapacity

are untenable.17,20,21 Moreover, the contextual nature of

decisional capacity calls into question the generalizability

of any findings related to a particular group’s capacity to

consent; at most, research may help us understand the factors

that have the potential to impair capacity.

Those involved in the care and treatment of persons with

psychiatric diagnoses are familiar with the heterogeneity of

diagnostic groups and the complexity of testing and judging

for capacity.22 Unfortunately, persons not involved in the

day-to-day care of psychiatric patients, including some
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members of REBs, may have diverging views about how, as

well as to what extent, psychiatric symptoms may affect

decisional capacity. As such it is essential to emphasize that,

like other research participants, those with psychiatric con-

ditions have strengths and weaknesses when it comes to

understanding, appreciating, and consenting to research and

that these capacities can fluctuate. The evidence does not

support a categorical assumption of decisional incapacity

in psychiatric research participants and ought not be the sole

focus when assessing their vulnerability or ethical inclusion

in research.

Reconsidering Vulnerability, Research Ethics, and
Psychiatric Research

So where do we go from here? Perhaps discarding the con-

cept of vulnerability entirely will eliminate the issues

described so far. However, vulnerability is an important con-

cept through which we can identify those research partici-

pants who would be best served by additional research

protections. Moreover, the notion of vulnerability captures

a history that has greatly informed the goals of research

ethics governance; it is part of common language and is a

concept with intuitive moral pull. For these reasons, we

favor a reformulation of the concept that recognizes the

relational factors that may create vulnerability in psychiatric

research, of which decisional capacity is just one.

Recent literature underscores that vulnerability should

not be viewed as an intrinsic property of the participant but

rather as a dynamic, relational property describing an asym-

metry between participants and those involved in the imple-

mentation and conduct of research that can be rendered more

or less significant by situational factors.23-25 This view coun-

ters the rigid reliance of REBs on identifying sources of

vulnerability that are static and located within participants

themselves (e.g., a lack of capacity by virtue of a psychiatric

diagnosis). Instead, vulnerability should be viewed as a

situational feature that can arise from the relationships

among participants, investigators, and sociocultural context.

A static approach conceptualizes vulnerability as a charac-

teristic of the research participant (e.g., by virtue of a diag-

nosis), but a relational approach considers vulnerability as

stemming from both individual (i.e., intrinsic) and contex-

tual (i.e., extrinsic) factors.

Relational sources of vulnerability include participants’

education level or health literacy, as well as suboptimal

study designs, researcher biases, or a lack of support for

research participants who need it (e.g., the provision of par-

ticipant advocates in environments where asymmetries of

power are likely). All these factors could lead to inappropri-

ate or exploitative enrollment of research participants in

clinical trials. For example, when researchers have finan-

cial incentives to enrol and keep participants in a study, this

creates a situation of vulnerability for those enrolled.

Importantly, the relational view of vulnerability also takes

into account that vulnerability is dynamic and exists on a

continuum, rather than being an all-or-none property. Pro-

tections for psychiatric research participants in situations of

vulnerability should be broadened to include more than

strategies to improve consent or decisional capacity—

because this may not be the root of vulnerability. Instead,

on a relational view, vulnerability can be remediated

through measures that address its sources, including aug-

menting participants’ understanding and decision-making

literacy or identifying and eliminating investigator-driven

biases.23

The deployment of participatory and evidence-based pro-

cesses in research ethics could support a reconsideration of

the notion of vulnerability, amplify its positive effects, and

have beneficial impacts on other aspects of research ethics.

A participatory model of research ethics shares similar core

principles to the philosophy of recovery in mental health.

Just as a philosophy of recovery recognizes the uniqueness

of the individual and places value on experiential knowl-

edge,26 a participatory research ethics entails soliciting the

perspectives and experiences of research participants and

taking them meaningfully into account in the revision and

development of policies aimed at their protection. Genuinely

engaging those who have been overwhelmingly excluded

from research and policy development is a practical mechan-

ism for redistributing power. In the context of vulnerability

where a lack of power can itself be a source of vulnerability,

engaging potentially vulnerable research participants in the

development of the policies and protections applied to them

could ultimately remediate some aspects of their vulnerabil-

ity (e.g., asymmetries of power compounded by the research

environment). Furthermore, a recovery-inspired and

participant-focused approach to research ethics also calls

on us to critically examine research processes and recognize

that a one-size-fits-all approach may not be appropriate in

the context of mental health. For example, informed consent

practices could be altered to reflect the individual capacities

of persons with psychiatric diagnoses.27

In addition to emphasizing participant engagement and

evidence-based practices, the approach we describe has the

potential to positively affect research ethics more broadly,

emphasizing the need to assess the outcomes of research

ethics governance. Currently, there exists no mechanism or

systematic effort to assess the effectiveness of research

ethics guidelines or review boards in ensuring the appropri-

ate inclusion, informing of, and protection of research parti-

cipants.28 Creating an open and collaborative model of

policy development and refinement would allow for

increased responsivity to the needs of research participants

and greater opportunity for the incorporation of evidence-

and experience-based guidance.

Summary

The concept of vulnerability arose to protect those deemed

susceptible to being harmed or exploited in research. The

application of this concept in psychiatric research seems to
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have narrowed to a view that equates vulnerability with

compromised decisional capacity and understand it as an

intrinsic characteristic of research participants. In the

absence of evidence about outcomes and participants’

experiences, research ethics oversight may nurture an over-

protective approach. Revisiting the pivotal concept of vul-

nerability and supporting concrete changes in the

governance of research ethics is an essential component of

a new approach that has the potential to significantly and

positively affect the participation of psychiatric participants

in research.
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