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Abstract

Objective—There is a lack of consensus on how to evaluate the risk of research studies conducted
with persons who have psychiatric disorders. The authors reviewed research on vulnerability, risk,
and procedures to mitigate risk in studies with this population to help inform evaluation of such
research.

Methods—Searches of MEDLINE (1966-2006), PsycINFO (1967-2006), and Google Scholar
used combinations of the terms mental illness, vulnerable, psychiatric, schizophrenia, and depression
combined with terms such as research risk, vulnerability, research harm, capacity, risk, and mitigation
of risk. Articles were identified from reference lists, and additional searches used terms from
identified articles.

Results—Evidence for two types of vulnerability—capacity based and power based—is presented,
which supports the notion of vulnerability as a state, rather than a trait, among persons with
psychiatric disorders. Three categories of risk are described—minimal risk, minor increment over
minimal risk, and greater than minor increment. Evidence shows that many common types of studies
pose risk in the first two categories when conducted with this population. The literature also describes
procedures for reducing vulnerability and mitigating risk that should be considered in study
evaluations. The authors offer a framework for evaluating the category of risk posed by a study.

Conclusions—Although more research is needed, there is sufficient evidence that many common
types of research present minimal risk or only a minor increment over minimal risk for large segments
of the population of persons with psychiatric disorders, as they do for persons in the general
population.

Federal agencies historically and currently have expressed concern that adults who have
psychiatric disorders may be a “vulnerable population” requiring special consideration and
protections as research participants (1-5). In the late 1970s proposed federal regulations for
the “institutionalized mentally infirm” recommended special protections and restrictions when
involving this population as research participants (1). The proposed regulations were decried
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as conceptually unsound, increasing stigma and potentially undercutting research. Although
these proposed regulations were never enacted, the impetus to establish federal regulations has
persisted, and various presidential commissions (2-4) returned to recommending that
“vulnerable individuals with psychiatric disorders” be afforded special protections in the
research setting.

Currently, a commission formed by the Office for Human Research Protections of the
Department of Health and Human Services (DHHS) is again considering the need for special
regulations, and it has requested from the research community “information and comments
about whether guidance or additional regulations are needed” for research with people who
have psychiatric disorders (5).

Although no special DHHS regulations govern research with persons who have psychiatric
disorders, institutional review boards (IRBs) typically consider studies involving such persons
using a different standard than they use for studies involving adults who do not have psychiatric
disorders. Factors involved in IRB decisions include degree of risk, prospect for direct benefit
(a category usually reserved for treatment studies), and the extent to which researchers are able
to take steps to mitigate risk (6). However, there is a lack of consensus on how to evaluate
studies in which considerations of both degree of risk and vulnerability need to be made. There
is considerable empirical evidence (including surveys of IRB administrators and reports of
“real world” studies) documenting a wide range of variability in how IRBs evaluate risk (7—
10). Achieving some reliability in risk assessment will become especially important if
regulations are adopted that allow IRBs to restrict studies that are judged to pose greater than
minor increment over minimal risk with no prospect for direct benefit (2). If such regulations
were enacted, erroneous IRB judgments of risk might lead to the unnecessary prohibition of
studies that pose little actual possibility of harm, or IRBs might require protective procedures
that place an unnecessary burden on researchers (11).

Despite the lack of consensus described above, a body of research has emerged providing
evidence that can help to inform the IRB decision-making process with regard to research with
persons who have psychiatric disorders (12—-42). We reviewed this research in order to provide
an evidence-based analysis of the concept of vulnerability, objective degree of risk, and
procedures to mitigate risk in studies with persons in this population.

In this article, we summarize the literature and then offer a practical framework for evaluating
the potential risk of studies and determining whether a study should be regarded to pose
minimal risk, minor increment over minimal risk, or greater than minor increment over minimal
risk. The purpose of the review and framework is to help researchers and IRBs to evaluate
psychiatric research with more consistency and in a manner that is grounded in the existing
evidence base.

To find relevant articles, searches of the MEDLINE (1966-2006), Psyc-INFO (1967-2006),
and Google Scholar databases were conducted with combinations of the following terms:
mental illness, vulnerable, psychiatric, schizophrenia, and depression combined with terms
such as research risk, vulnerability, research harm, capacity, risk, and mitigation of risk.
Additional searches used terms from identified articles, and we checked reference lists of these
articles to locate other articles. Articles were included in the review if they addressed a relevant
aspect of the material covered under the scope of the review.
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Definition of vulnerability—The concept of vulnerability in research is rarely explicitly
defined and has been criticized as being too broad to be useful (26). Some have misunderstood
it as referring to vulnerability to potential harm through participation in research; however, it
typically refers to vulnerability to undue coercion (2,27). In this respect, individuals with
psychiatric disorders have been considered to be potentially vulnerable in two ways: because
of their impaired capacity to provide informed consent (26) (capacity-based vulnerability) and
because of their susceptibility to coercion as a result of the power differential between the
investigator and the potential participant (1,28) (power-based vulnerability).

Although no formal regulations govern IRBs in the area of vulnerability to coercion in research
with persons who have psychiatric disorders, IRBs are strongly urged to pay greater attention
to evaluating whether participants have the ability to provide informed consent and to
determine what additional safeguards need to be put into place to ensure that participants
adequately understand the research procedures, risks, and benefits (2—4). However, the
National Bioethics Advisory Commission (NBAC) report made it clear that although people
with psychiatric disorders are considered to be a vulnerable population, not all persons with
psychiatric disorders should be considered vulnerable (2).

Thus there is believed to be a range of capacity-based vulnerability among persons who have
psychiatric disorders. Below we review the evidence for ranges in capacity-based vulnerability
in this population and evidence that specific subgroups show a greater degree of impaired
capacity than others.

Capacity-based vulnerability—Several studies have documented the degree to which
persons with psychiatric disorders (particularly schizophrenia) are able to comprehend
informed consent. Dunn’s (24) review of research with persons with schizophrenia noted that
two major conclusions can be drawn from these studies: that the majority of this population is
able to understand the consent process and that on average these individuals show poorer
understanding of research than persons without psychiatric disorders. These findings suggest
that although diminished capacity is indeed an important consideration in regard to persons
who have psychiatric disorders, it nevertheless is not universal or even typical.

We further note that important differences have been observed in the proportion of persons
who demonstrate capacity to provide consent, depending on the recruitment source for the
study, in particular, whether the sample is inpatient or outpatient. For example, a study with
long-term inpatients found that as many as 67% of persons with schizophrenia performed in
an inadequate manner on tests of decisional impairment (22); in contrast, two other studies
(20,21) found that only roughly 20%-30% of persons with schizophrenia who were drawn
from predominantly outpatient samples showed evidence of decisional impairment.

In addition to the studies conducted with persons with schizophrenia, a small number of studies
have been conducted with persons with depressive disorders (30-32). Appelbaum and
colleagues (30) found that more than 90% of participants with major depression demonstrated
full comprehension of consent. Similarly, Stiles and colleagues (31) found that participants
with depression did not score significantly worse on measures of understanding than
participants from the community in a control group but scored better than participants with
schizophrenia. Another study of comprehension found that participants with major depression
performed somewhat more poorly than community participants but better than participants
with schizophrenia and that a majority (over 85%) demonstrated very good comprehension
(32). These studies suggest that the capacity of persons with depressive disorders to consent
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to research is not markedly worse than that of persons in the general population. Although
some have suggested that individuals with underlying suicidality may manifest incapacity as
a willingness to accept untoward risk (33), no data exist to support this notion.

On the basis of available evidence, we recommend that IRBs recognize that although persons
with psychiatric disorders are at risk as a population for vulnerability to coercion, vulnerability
is likely to fluctuate with mental state. It is also evident that capacity-based vulnerability to
coercion is greater for persons with schizophrenia than for those with major depression
(evidence regarding persons with bipolar disorder and other psychotic disorders is lacking).
We conclude that capacity-based vulnerability to coercion should be considered a potential
state rather than a trait among people with psychiatric disorders and that one way to gauge the
likelihood of vulnerability is by determining whether the sample is drawn from persons in the
active phase of their disorder, such as when they are in need of hospitalization or crisis services,
or in the stable phase, such as when they are in receipt of ongoing services in the community.

Power-based vulnerability—Vulnerability due to a power differential has not been
systematically studied among persons with psychiatric disorders. However, a wealth of social
psychology literature provides evidence that individuals are generally more susceptible to
social influence and to complying with the commands of authority figures when they are placed
in institutional settings where their autonomy is restricted (34). In addition to those who are
involuntarily hospitalized, the most vulnerable individuals in this respect are those who reside
in correctional settings (35). Another consideration with regard to power-based vulnerability
is related to cultural characteristics that might lead individuals to be more likely to defer to
authority figures. A review of ethical issues related to the involvement of persons from racial-
ethnic minority groups in psychiatric research found no studies that directly addressed this
issue, but the authors suggested that groups such as unacculturated Asian and Hispanic
immigrants might be more vulnerable to “defer” to medical authority when asked to sign
informed consent forms (36). It has also been suggested that the need for money to purchase
drugs can be a coercive factor in research with individuals who have active substance abuse
problems, although research has not explored this issue (37).

We conclude that power-based vulnerability can be assumed to vary and that IRBs can address
this issue by considering the setting in which an individual with a psychiatric disorder is
approached for research participation, as well as by considering the potential impact of
acculturation and the presence of co-occurring active substance abuse.

Standard definition of risk—Risk is determined by considering both the magnitude of
potential harm and the likelihood of potential harm. Although there has been some
disagreement over whether research risk encompasses two or three categories, the current
predominant opinion is that three risk levels should be considered: minimal risk, minor
increment over minimal risk, and greater than minor increment over minimal risk (6,38). There
is a belief that the degree of risk that certain types of studies pose for persons with psychiatric
disorders may be different from the degree of risk posed to others (2). Below, we synthesize
findings from a variety of studies in order to provide preliminary guidance on the types of
studies that can be classified in each of the three major risk categories.

Minimal-risk research—The concept of minimal-risk research was originally drawn from
the Common Rule (4) and defined as follows: “the probability and magnitude of harm and
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.” Although there have been disagreements regarding this definition, it
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has remained the standard by which IRBs evaluate potential risk. NBAC’s discussion of the
concept of minimal-risk research with persons who have psychiatric disorders implied that
some studies might be reasonably judged to fall into this category, but the discussion alerted
IRBs to the possibility that there might be “special vulnerability to harm and discomfort” in
this population, such that procedures considered to be of minimal risk for persons in the general
population might not be considered to be of minimal risk for persons with psychiatric disorders
(for example, emotional reactivity might lead persons with psychiatric disorders to become
upset by certain questions). There is evidence that IRBs have reacted to this advice by taking
a conservative posture, as a matter of course giving studies involving persons with psychiatric
disorders a full board review (39). Our review of existing research evidence, however, suggests
that this stance may be too restrictive. Below we discuss two common categories of studies
that might be considered to be of minimal potential risk for most persons with psychiatric
disorders on the basis of available evidence.

Survey- and interview-based studies, which may be considered of minimal risk, are defined
here as studies in which persons with psychiatric disorders are asked questions about
symptoms, daily life activities, thoughts, feelings, and opinions, either orally or by way of
paper-and-pencil questionnaires. Three general categories of studies have examined the risk
posed by this type of research: those that retrospectively examined the adverse reactions of
persons with psychiatric disorders who participated in such studies (12,14), those that examined
the expected risks of participation as judged by psychiatrists (15-17), and those that examined
the expected risks as judged by persons with psychiatric disorders (15-18).

Findings from the retrospective studies indicated that less than 10% of persons with psychiatric
disorders who participated in interview-based research experienced more than minimal anxiety
(12,14) and that even fewer reported that this anxiety reached “severe” levels. Comparable
rates of reports by participants of greater than minimal anxiety have been found in behavioral
studies of psychiatric symptoms in populations without psychiatric disorders (40,42). These
findings suggest that adverse reactions are unlikely, that they occur among people with
psychiatric disorders only slightly more often than in the general population, and that they
reach severe levels very rarely (if ever). Studies of psychiatrists have found that they regard
questionnaire-based studies as the least risky category of research for people with psychiatric
disorders and that they consider these studies to involve less risk than persons in this population
would encounter in daily life (16,17). Findings from the third category of studies have found
similar evidence. Persons with schizophrenia viewed questionnaire-based research as less risky
than daily life and as the least risky type of research overall; a low rating of risk was related
to their potential willingness to participate in such studies (19,41).

Routine physical examinations may also be considered to be of minimal risk. Two categories
of studies have examined the risk posed by this type of research: those that examined the
expected risks of participation as judged by psychiatrists (15,16) and those that examined the
expected risks as judged by persons with psychiatric disorders (41). The first category of studies
found that psychiatrists consistently rated research involving routine physical examination
procedures as among the least risky categories of research for people with psychiatric disorders
and that they considered that the risk involved is less than the risk that persons in this population
would encounter in daily life (15,16). Similarly, the second category of studies found that
persons with schizophrenia viewed research involving physical examination procedures as less
risky than daily life and among the least risky types of research (17).

On the basis of the existing evidence, we conclude that both the probability and the magnitude
of risk posed by survey- and interview-based studies and by studies that involve routine
physical examinations and blood draws are small when conducted with persons who have
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psychiatric disorders. This conclusion is consistent with the general consensus that such
research poses minimal risk when conducted with persons in the general population.

Minor increment over minimal risk—Minor increment over minimal risk is a category
that exists in the federal regulations for research with children and has not been officially
adopted in any regulations pertaining to adults. However, the category is commonly applied
to research with vulnerable adults. A work group commissioned by the New York State
Department of Health defined this category as consisting of studies in which “the probability
and magnitude of harm . . . are only slightly greater . . . than those ordinarily encountered during
the performance of routine physical or psychological examinations or tests” (43). Thus this
category may include types of research in which the risks of harm occur slightly more
frequently or are slightly more serious than those in the studies described above as being of
minimal risk. Below we discuss two common categories of studies that might be considered
to involve minor increment over minimal risk for most persons with psychiatric disorders on
the basis of available evidence.

Some procedures involving physical examinations or medication administration may involve
a minor increment over minimal risk. Two categories of studies have examined the risk posed
by this type of research: those that examined the expected risks of participation as judged by
psychiatrists (15,16) and those that examined the expected risks as judged by persons with
psychiatric disorders (17,41). The first category of studies found that psychiatrists consistently
rated studies involving more invasive physical procedures, such as undergoing an MRI with
sedation or taking a new experimental medication, as a moderately risky category of research
for people with psychiatric disorders and that they considered that the risk involved is less than
or equal to the daily risks encountered by persons in this population (15,16). The second
category of studies found that persons with schizophrenia viewed research involving these
physical procedures to be about as risky as daily life and moderately more risky than the
procedures that we have characterized as minimal-risk research (17,41).

Behavioral research on provocative topics may also involve a minor increment over minimal
risk. Despite the evidence previously presented regarding the minimal risk of survey-and
interview-based research, there is evidence that studies of provocative topics may present a
greater likelihood and a greater magnitude of adverse reaction (13). Studies that specifically
focus on traumatic stress, such as childhood sexual abuse and adult trauma and victimization,
may be of special concern, especially when conducted with individuals who have experienced
trauma. Our review found a greater likelihood of intense distress in such studies; in particular,
a study conducted with psychiatric in-patients found that 24% became very upset as a result
of participation (13). Similarly, research has found that persons meeting criteria for psychiatric
disorders such as posttraumatic stress disorder (PTSD) and major depressive disorder were
more likely to report experiencing emotional reactions in response to a “lengthy and intrusive”
interview that included questions about trauma and victimization (19). However, the
participants also reported that they did not regret participating. The authors of a recent review
similarly concurred that there is greater evidence for distress in trauma-focused studies than
in other behavioral research with persons who have psychiatric disorders (14).

Concerns have also been raised about research on other types of “provocative topics,” such as
studies involving violent or sexually charged imagery or descriptions, which may pose greater
emotional risks (44). Although no research has examined reactions to such studies among
persons with psychiatric disorders, persons with schizophrenia rated the expected risk of
research that involved viewing an “upsetting image” as riskier that other types of survey
research (41).
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On the basis of the existing evidence, we conclude that more invasive physical procedures,
such as an MRI with sedation and a trial of a new medication, as well as interviews about
sensitive topics, can be reasonably expected to pose a minor increment over minimal risk
among persons with psychiatric disorders.

Greater than minor increment over minimal risk—No clear definition exists for
evaluating greater than minor increment over minimal risk in federal regulations. However,
one IRB offered a useful definition, characterizing such studies as those in which either the
probability of risk is likely (harm occurs for greater than 30% of participants) or the magnitude
of risk is severe, even given a low frequency of occurrence (45).

Examples of study types that may fall into this risk category are medication washout studies,
placebo-controlled medication studies, and symptom challenge studies. Shamoo (46) has
expressed strong concerns for the appropriateness of these procedures. Some mental health
consumers have also expressed their hesitancy to participate in these types of studies.
Consumers who responded to a survey about their reasons for not participating in research gave
the following reasons: the obligation to switch medications, the length of time required for
stabilization, and lack of knowledge about whether the provided drug was a placebo (47). In
previous studies psychiatrists have consistently rated three types of studies as riskier than the
daily risks encountered by persons with psychiatric disorders: those that involve more than a
two-day medication washout, those in which patients receive a medication that causes
symptoms, and those in which patients receive a placebo instead of a medication (15,16).
Studies that included persons with schizophrenia indicated that this population has similar
views of research involving these physical procedures, rating them as riskier than daily life
and significantly riskier than the studies characterized above as involving minor increment
over minimal risk (17,41).

Some data are available on the actual risks of these types of studies. Wyatt and colleagues
(48) examined the long-term effects of participating in conditions that involved placebo among
127 individuals with schizophrenia who were involved in medication trials conducted by the
National Institute of Mental Health. All individuals who had been placed on placebo were
eventually treated with antipsychotic medication. This research indicated that although all
individuals who had received the placebo eventually returned to a baseline level of symptoms,
the duration of their recovery period was typically six weeks after the restoration of medication.
Although the eventual stability of the participants suggests that placebo-controlled studies do
not cause irreparable harm, the length of time required to return to baseline suggests that they
experienced a significant loss of functionality for a substantial period. Thus placebo-controlled
studies may cause a great delay in the return to stability among persons with schizophrenia and
the delay should be considered a risk of such research.

With regard to washout studies, Jeste and colleagues (49) reviewed relapse rates of more than
3,000 persons with schizophrenia who were “withdrawn” from antipsychotic medication in
research trials. By 24 months, the relapse rate for these individuals was more than twice the
rate for persons “maintained” on antipsychotic medications (59% compared with less than
27%). On the basis of these findings, it was recommended that, whenever possible, medication
studies should not use lengthy washout periods but instead taper individuals off of previous
medications in order to transition to new medications and, whenever possible, conduct studies
in an inpatient environment to protect against harm associated with relapse. Grunebaum and
colleagues (50) found that short-term medication washout from anti-depressants and mood
stabilizers (roughly two weeks) posed few risks for persons with major depressive disorder
while they were hospitalized. Risks of relapse may be less of a concern for short-term washout
from antidepressants.
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As previously stated, symptom challenge studies have been heavily criticized by Shamoo
(46), who reviewed studies involving the use of amphetamines and other chemicals to trigger
symptoms among persons with PTSD and schizophrenia, stating that such studies compromise
the psychiatric stability of those participating in them. However, he provided little empirical
data in his discussion of the effects of these studies. Lahti and colleagues (51), however,
reviewed the long-term outcome of 25 persons with schizophrenia who participated in ketamine
challenge studies and found no support for serious adverse effects over the course of eight
months. Carpenter (52) also reviewed several ketamine challenge studies and found that only
three patients terminated participation in the research because of discomfort (two from the
study group and one from the placebo group). He concluded that there was no evidence that
keta-mine induction led to a relapse. Data from studies of patients with disorders other than
schizophrenia are not available. Furthermore, few data are available on the extent to which
other challenge studies might create risk of relapse.

Onthe basis of the available data, we conclude that studies that involve placebo control, lengthy
medication withdrawal, and symptom challenge present risks that are potentially of greater
frequency or severity than the studies described above as involving minor increment over
minimal risk. Specifically, although the effects of these procedures may be mitigated in the
long term, participants with some psychiatric disorders who participate in placebo studies and
withdrawal studies may be likely to experience more severe symptoms for a longer period,
which may have an impact on their functioning. Although challenge studies are controversial,
no evidence of long-term effects has been found for the majority of participants, but some
studies have suggested an increased risk in rare cases, which may constitute a greater than
minor increment over minimal risk.

Mitigation of risk and vulnerability

In addition to concerns about vulnerability and risk, IRBs that review studies involving persons
with psychiatric disorders consider the effort that researchers will take to mitigate risk of harm
or vulnerability to coercion.

We have argued that potential vulnerability to coercion into research participation is a state—
often associated with acute symptoms—that may be unalterable by researchers. However,
efforts can be made to increase the accessibility of the informed consent procedures and
effectively mitigate vulnerability to coercion. Some empirical evidence exists regarding the
efficacy of repeated disclosure of information to enhance an individual’s ability to provide
informed consent. One study found that all participants were eventually able to correctly answer
questions about the psychopharmacological clinical trials in which they were being asked to
participate (23). Another study found that iterative feedback during informed consent
discussions was associated with improvement in research comprehension scores among
participants (31). Implementation of these procedures, particularly in studies with complicated
research designs, may decrease the need for including third parties such as monitors.

A small body of literature has addressed ways to mitigate risk in research that is potentially
upsetting (6,53-55). No articles are based on empirical studies; instead, they recommend
approaches based on investigator experience and consensus. In addition, these articles have
not specifically focused on research involving persons with psychiatric disorders but have
considered ways to moderate upset among study participants more generally. Some common
strategies recommended include closely monitoring respondent distress throughout the
research process, allowing and encouraging participants to take the opportunity to use coping
techniques to deal with distress, using clinical interventions derived from psychotherapy to
moderate distress when it is encountered, and making a referral for crisis intervention or
hospitalization when necessary. Although systematic research is clearly needed on the degree
to which such interventions would mitigate the risk of research studies with persons who have
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psychiatric disorders, it stands to reason that experienced and well-trained research teams will
be more likely to carry out these risk management strategies. For this reason, we recommend
that IRBs consider the degree of clinical experience and training of a proposed study’s research
personnel when evaluating risk.

Discussion

What use can IRBs make of the available evidence on vulnerability and risk of research with
persons who have psychiatric disorders? To provide a structured response to this question, we
present a framework designed to guide IRBs in their evaluation of such studies. The framework
is represented in a series of diagrams and decision trees in Figures 1-4.

First, the evaluator considers the continua of risk and vulnerability illustrated in Figure 1.
Regarding vulnerability, the evaluator considers both power-based vulnerability (such as
whether participants are institutionalized and in a position of diminished autonomy) and
capacity-based vulnerability (which is related to participants’ likely ability to understand
consent). By considering both factors, the evaluator judges whether vulnerability is minimal,
elevated, or greater than elevated. For example, a stable outpatient population might be
regarded as having minimal vulnerability to coercion because they have minimal power-based
and capacity-based vulnerability.

A similar approach guides judgments of risk. The evaluator judges the relative risk of the
procedures on the basis of the evidence presented above (for example, if the study uses only
interview or physical examination procedures, risk is minimal). In judging risk, the evaluator
simultaneously considers participants’ potential sensitivity to the study procedures,
considering, for example, whether participants are likely to be highly symptomatic when they
engage in the procedures. By considering both factors, the evaluator can judge whether the
study poses minimal, elevated, or greater than elevated risk. For example, a study that uses
questions about prior trauma might be judged to present elevated risk if it is implemented with
a sample of persons who have PTSD.

The research evaluator then proceeds to Figures 2—4, which consist of a series of decision trees
that consider three factors in evaluating the overall potential risk of the study: vulnerability,
risk of study procedures, and protections to mitigate risk. Judgments of degree of risk and
vulnerability are made after considering Figure 1, while the issue of protections to mitigate
risk is also considered by examining the experience of the research team and the protections
they propose to implement.

The research evaluator begins with Figure 2 in order to consider whether a study qualifies as
a minimal-risk study. As can be seen in Figure 2, the framework allows a reviewer to judge a
study as presenting minimal risk only if risk and vulnerability are both minimal and the study
contains adequate protections to mitigate risk. If one of these conditions is not met, the evaluator
isdirected to Figure 3 in order to determine whether the study meets criteria for minor increment
over minimal risk. A study can receive this designation if risk and vulnerability are no more
than elevated but not if either exceeds this designation. Furthermore, studies need to
demonstrate evidence of adequate protections in order to receive this designation.

If a study is judged as not meeting criteria for minor increment over minimal risk, the evaluator
is directed to Figure 4 in order to determine whether the study meets criteria for a study with
greater than minor increment over minimal risk that can be performed without modification.
In this figure, the evaluator first considers whether the study involves procedures with greater
risk (such as placebo control) and participants with no more than elevated vulnerability or
highly vulnerable participants and procedures with no more than elevated risk. If these
conditions are met, the evaluator then assesses whether appropriate protections are in place for
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this type of study. If these conditions are not met (that is, if the study involves procedures that
present greater than minor increment over minimal risk and highly vulnerable participants),
the evaluator then should consider whether greater protections are in place or whether the study
should be conducted with less vulnerable persons (such as an outpatient sample). In appropriate
circumstances, if protections are not offered or the scientific merit of the study is not clear, the
IRB may decide that the study should not be conducted or that the design should be altered.

Conclusions

We conclude that although more research is needed on the risks of research participation among
persons with psychiatric disorders, there is currently sufficient evidence that many common
types of research present minimal risk or only a minor increment over minimal risk for large
segments of this population, as they do for persons in the general population. Vulnerability
must be evaluated as a range of two dimensions: capacity and voluntariness. For studies that
recruit less vulnerable samples and involve only minimal-risk procedures, IRBs may categorize
the research as minimal risk. Minimal-risk studies could be reviewed in an expedited manner
as long as an individual who is familiar with research involving persons with psychiatric
disorders is available on the IRB. Measures such as consent auditors are not warranted for such
low-risk studies. For studies using procedures that we have characterized as posing minor
increment over minimal risk, full board review is likely necessary, but IRBs need not call for
consent monitors when it is determined that persons in less vulnerable states would be recruited
for the research, although a formal assessment of understanding of consent may be required.
In other cases in which procedures that we have characterized as greater than minor increment
over minimal risk are proposed, it is probably appropriate for IRBs to recommend that consent
monitors be used in order to guarantee that participants are not unwittingly recruited into
research that presents greater potential for harm.

In sum, we believe that the approach we recommend, if adopted, will lead IRBs to conduct
more consistent, reasonable, and appropriate reviews of proposed studies with persons who
have psychiatric disorders.
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Figure 1.

Continua of risk and vulnerability?

@ Three levels of vulnerability: minimal, elevated, and greater than elevated. Three categories

of risk: minimal, minor increment over minimal, and greater than minor increment
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Decision tree for assessing whether a study meets criteria for minimal risk for persons who
have psychiatric disorders?
@ Three levels of vulnerability: minimal, elevated, and greater than elevated. Three categories

of risk: minimal, minor increment over minimal, and greater than minor increment
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Decision tree for assessing whether a study meets criteria for minor increment over minimal
risk for persons with psychiatric disorders?
@ Three levels of vulnerability: minimal, elevated, and greater than elevated. Three categories

of risk: minimal, minor increment over minimal, and greater than minor increment
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