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ABSTRACT

Objective: Persons with mental health disorders, including suicidality,
are underrepresented in clinical trials, undermining the generalizability
of results and possibly contributing to health inequities. This report

(1) documents the exclusion of persons with suicidality in trials

used to secure US Food and Drug Administration (FDA) approval for
antidepressants, (2) describes barriers to inclusion, and (3) identifies
possible steps for overcoming barriers.

Methods: Inclusion and exclusion criteria for efficacy trials for
depression or major depressive disorder described on FDA labels for
14 antidepressants approved from 1991 through 2013 were studied
by reading the FDA labels, publications described on labels, and
ClinicalTrials.gov entries for registered trials. Labels for drugs approved
in or before 1998 were obtained through a Freedom of Information Act
request filed June 26, 2018. For drugs approved after 1998, labels are
on the FDA website. Publications based on the trials described on FDA
labels were identified through a PubMed search on October 23, 2018,
using each drug name and trial or study as the keywords and setting
no date limit.

Results: For drugs approved from 1991 to 2000, of 36 publications
identified, 26 did not mention suicidality, 7 excluded persons

with suicidality but did not describe assessing suicidality with an
instrument, 2 excluded persons with suicidality and described
assessing suicidality using at least 1 instrument, and 1 included
persons with suicidality. For drugs approved from 2000 through 2013,
of 28 publications identified, 4 did not mention suicidality, 12 reported
excluding persons with suicidality but did not describe assessing
suicidality with an instrument, 12 excluded persons with suicidality and
described assessing suicidality using at least one instrument, and none
included persons with suicidality. More stringent criteria for assessing
and excluding based on suicidality very likely were applied for drugs
approved post-2000.

Conclusions: The exclusion of persons with suicidality from
antidepressant trials is common, creating uncertainty about
medication safety and efficacy in parts of the target population.
Information about study populations can be beneficial for prescribing
clinicians, but it is not always readily available.
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H ealth inequities are well documented in
different populations, including persons
with mental health disorders.! Exclusion from or
underrepresentation in biomedical research as well
as the underreporting of the inclusion and exclusion
criteria and the relevant characteristics of enrolled
participants, which masks information about the
applicability of results to the target population, may
contribute to these inequities.>* Exclusion can be
specified in the protocol or arise from selection biases
in recruitment.>® Research results might not apply to
excluded or underrepresented groups, and assuming
that findings apply to them could lead to harm.?> This
problem is well documented in women, children, and
racial and ethnic minorities.>”~ Persons with mental
health disorders, including those with suicidality,
often are excluded or underrepresented in biomedical
research on both mental health conditions and
medical conditions despite experiencing morbidity
and mortality due to the conditions being studied.!%-1¢
Reducing health inequities for persons with mental
health disorders, especially persons with suicidality,
requires increasing the generalizability of biomedical
research, which is part of improving the ethical
quality of research. In this report, we (1) document
the exclusion and underrepresentation of persons with
suicidality in trials used to secure US Food and Drug
Administration (FDA) approval for antidepressants; (2)
describe 4 barriers to inclusion of persons with mental
health disorders, especially suicidality, in research;
and (3) identify possible steps for overcoming those
barriers to improve the generalizability of research.

Generalizability
and the Ethical Conduct of Research
Generalizability refers to the extent to which
research findings provide reliable grounds for
predicting how knowledge gained applies to the
target population, the group of people we reasonably
anticipate might be candidates for the intervention
studied.'” Generalizability is an important measure of
the ethical quality of research for two reasons. First,
learning from research to benefit others in the future
often is a primary justification for risks and burdens
to participants.!®!® Second, the Belmont Report’s
conception of justice requires the fair distribution of
research risks and burdens.?” When populations are
systematically excluded, they fail to benefit “from access
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Clinical Points

B Until recently, clinical trials for antidepressant medications
have not provided easy access to information regarding
their inclusion of patients with suicidal ideation and
behavior, leaving prescribers with uncertainties regarding
the effectiveness of many antidepressants in suicidal
patients.

B (Clinicians who treat depressed patients with suicidal
ideation or prior suicide attempt ideally should favor
antidepressant approaches with documented efficacy for
suicidal ideation and behavior.

to the resources, knowledge, and benefits associated with
research over time”!%P3!) Thus, designing and conducting
studies that yield generalizable knowledge, ie, knowledge
that applies to the target population, is a requirement for the
ethical conduct of research. Trial conditions, inclusion and
exclusion criteria, selection biases, and biases in design and
analysis of research affect generalizability.>'7-*!*> Alternative
designs might improve the applicability of findings.!”
However, research findings are not generalizable to excluded
or underrepresented groups.

Generalizability depends on the extent to which the
study population represents the target population. Clear
reporting about inclusion and exclusion criteria and enrolled
participants’ characteristics is essential for understanding
to whom research findings may be applied. When response
differences are anticipated due to biological, social and
economic, and epidemiologic or other factors, subgroup
analyses also are required. It might be necessary to include
more participants overall to allow for subgroup analyses
and possibly even intragroup analyses.”!”>*2 The potential
benefits of improved generalizability could help to justify
the increased risk associated with exposing more people to
research risks.

Generalizability, Mental Health Disorders,
and Exclusion From Research

Studies on common medical conditions and mental
health disorders routinely exclude members of the target
population based on mental health diagnoses.!° For instance,
Wong et al'® reviewed publications on bipolar disorder
treatment trials and found that the exclusion criteria for
these studies would exclude 55% to 96% of the population
with bipolar disorder.

Of special concern is exclusion of persons with suicidality,
which includes those with suicidal ideation, self-injurious
behavior, suicide attempts, and suicide.”® The term
suicidality is ambiguous and not recommended for use in
clinical trials.”> We use it here because the materials reviewed
often referred to suicide risk without distinguishing among
ideation, behavior, and attempts, and our goal was to identity
attention to any of these categories. Suicidality is a serious
condition often with fatal outcomes, and the majority of
persons with suicidality have a mental health disorder.?® Yet,
studies on physical and mental health disorders often exclude

mdividuals with suicidality, reducing their generalizability
and leaving persons with a serious medical condition treated
with inadequate or unproven interventions.?” Exclusion may
contribute to health disparities that persons with suicidality
experience. Recent research on prazosin demonstrates
the importance of inclusion and prospective evaluation of
persons with suicidality to avoid harm. Some studies have
demonstrated that prazosin can reduce PTSD-associated
nightmares.?® Yet, prazosin did not reduce PTSD-associated
nightmares in persons with suicidality.?

A lifetime history of major depressive disorder is
associated with suicidal ideation.*® Approximately 16.5%
of patients who experience a major depressive episode have
a previous suicide attempt.’! Thus, many people who are
part of the target population for antidepressants very likely
have suicidality. Adequate representation of such persons
is especially important given recent findings that patients
who have depression and suicidal behavior or ideation may
respond less to antidepressant treatment than those without
suicidal behavior or ideation.’>% Yet, many trials exclude
persons with suicidality per protocol or through selection
biases. Stanley'® notes that most studies on commonly used
medications to treat depression conducted between 1984
and 2001 excluded participants with any level of suicidality
and, even when they were included, there was no subgroup
analysis.!® Khan et al'! studied the rate of suicides and suicide
attempts in the Integrated Safety Summary reports submitted
to FDA as part of the initial drug approval process for 14
antidepressants approved between 1991 and 2013. They
found no difference in rates between the placebo and active
drug groups, but they found a significant decrease in rates of
suicide and suicide attempts with drugs approved before 2000
versus in or after 2000. They hypothesized that the decline
“may be partially due to implementation of stringent entry
criteria for participation in these trials, including higher
awareness of suicide risk by clinical investigators screening
patients and pharmaceutical companies’ physicians and
scientists...[and] to the increased use of operationalized
and systematic suicide risk assessment tools”!!(P1461) We
examined the clinical trial history for the antidepressants
Khan et al'! studied to evaluate whether antidepressant
clinical trials had become increasingly restrictive regarding
suicidality.

METHODS

We obtained inclusion and exclusion criteria for the
efficacy trials for depression or major depressive disorder
described on FDA labels for the 14 antidepressants Khan
et al'! studied to assess whether, as they hypothesized,
exclusion criteria regarding suicidality had become stricter.
For approvals in or before 1998 (7 studies), we filed Freedom
of Information Act (FOIA) requests on June 26, 2018, and
received information electronically on July 13, 2018. This
information is available on the FDA’s website for drugs
approved after 1998 (7 studies). For the one drug approved in
1998, information was received as part of our FOIA request
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Table T-Inclusion and Exclusion Criteria for Efficacy Trials for Depression or Major Depressive Disorder
Described on FDA Labels of Antidepressants Approved From 1991 Through 2013

Exclude Exclude
No Mention Suicidality— Suicidality— Include

Drug (Trade Name), Year Approved, and Related Publications of Suicidality ~ No Instrument Instrument Suicidality
Sertraline (Zoloft), 19913>-37 2 1 0 0
Paroxetine (Paxil), 199238-53 15 1 0 0
Venlafaxine (Effexor), 19935458 3 1 1 0
Nefazodone (Serzone), 1994%9-64 3 2 0 1
Mirtazapine (Remeron), 1996%>-¢7 2 1 0 0
Venlafaxine ER (Effexor ER), 19972 NA NA NA NA
Citalopram (Celexa), 1998870 1 1 1 0
Totals for drugs approved prior to 2000 (36 publications) 26 7 2 1
Escitalopram (Lexapro), 20027174 0 0 4 0
Duloxetine (Cymbalta), 20027>7° 4 1 0 0
Desvenlafaxine (Pristig), 200880-8° 0 7 3 0
Trazodone ER (Oleptro), 2010%° 0 1 0 0
Vilazodone (Viibryd), 2011°1-%4 0 2 2 0
Levomilnacipran (Fetzima), 2013 0 0 2 0
Vortioxetine (Trintellix), 20139798 0 1 1 0
Totals for drugs approved in or after 2000 (28 publications) 4 12 12 0

2No corresponding publications found.

Abbreviations: ER=extended release, FDA =US Food and Drug Administration, NA=not applicable.

and also was available online. One of us (A.S.I.) conducted
a PubMed search on October 23, 2018, for publications of
clinical trials involving each of the 14 medications. Two of
us (A.S.I. and R.D.) reviewed each publication to identify
studies that matched the descriptions of the studies that were
included on the FDA label as having been used to obtain
approval of each drug for the treatment of depression.
Factors considered in matching studies were drug name,
the use of placebo or other comparators, duration, number
of participants, sponsor, and participant population
characteristics such as age, diagnosis, and inpatient or
outpatient status.

The final list of publications included in our analysis
reflects an informed guess based on all publicly available
information. Since 2007, the FDA has required that clinical
trials be registered on ClinicalTrials.gov, and the FDA is
piloting a voluntary program to disclose some information
from clinical study reports.>* However, the FDA does
not require publication of clinical trial results in peer-
reviewed journals as part of the approval process. Thus, it
is likely that some studies never were published, and it is
not possible to establish definitively that the publications
we have identified correspond to the trials that were used
to secure FDA approval. It also is possible that more than
one publication resulted from the same trial. We reviewed
the inclusion and exclusion criteria in the publications
identified for mentions suicidality. For the 15 publications
associated with a ClinicalTrials.gov number, we reviewed
the inclusion and exclusion criteria available in the entry
for mentions of suicidality. We grouped the publications into
4 groups: (1) did not mention suicidality in the inclusion
or exclusion criteria; (2) excluded persons with suicidality
but did not report using an instrument to assess suicidality;
(3) excluded persons with suicidality and reported using at
least one instrument to assess suicidality; and (4) explicitly
included persons with suicidality. Each publication was
assigned to only 1 category. In one case, the publication did

not report use of an instrument to assess suicidality, but the
ClinicalTrials.gov entry did. We assigned that publication
to category 3. We identified 2 publications listing at least 1
instrument used to exclude participants based on suicidality
(category 3) for which the Clinical Trials.gov listing included
an additional instrument for assessing and excluding based
on suicidality.

RESULTS

Table 1 summarizes the inclusion and exclusion criteria
related to suicidality in publications and ClinicalTrials.gov.
As evident in Table 1, for the period from 1991 to the 2000
cutoff that Khan et al'! used, we identified 36 publications.
Of those, 26 did not mention suicidality in the inclusion or
exclusion criteria, 7 excluded persons with suicidality but
did not describe assessing suicidality with an instrument,
2 excluded persons with suicidality and described use of at
least one instrument to assess suicidality, and 1 included
persons with suicidality. For drugs approved between 2000
and 2013, the second grouping of Khan et al,'! we identified
28 publications. Of those, 4 did not mention suicidality
in the inclusion/exclusion criteria, 12 reported excluding
persons with suicidality but did not describe assessing
suicidality with an instrument, 12 excluded persons with
suicidality and described use of at least one instrument to
assess suicidality, and none included persons with suicidality.
Table 2 describes the instruments and scores reported in the
inclusion and exclusion criteria with respect to suicidality.
Typically, nonspecific measures such as investigator
judgment supplemented instruments, leaving open the
possibility that potential participants with ratings showing
less severity on assessments also were excluded. Based
on the reported information, as Khan et al'! speculated,
more stringent criteria for assessing suicide and excluding
potential participants in clinical trials of antidepressants for
the indication of major depressive disorder very likely were
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Table 2. Assessment Instruments and Corresponding Scores
Listed as Specific Exclusion Criteria Related to Suicidality in
Studies Noted in Table 1°

No. of Trials

Instrument Reporting Use Exclusion Criterion

MADRS 1 >4 onitem 10°7

MADRS 11 >5 on item 100871-7491,92,95-97

HDRSW 4 > 383,84,89,95

C-SSRS 3 Exclusion score not reported?!95:9699,100b
MINI Suicide Scale 1 “High risk” (= 17)%°

aThe total number of trials noted in Table 1 reporting use of at least one
instrument was 14. Some reported use of more than one instrument, which is
why the total number listed in in this table is higher.

bThese 5 citations refer to 3 trials; 2 listings in ClinicalTrials.gov provided exclusion
information not reported in the journal publications.

Abbreviations: C-SSRS = Columbia-Suicide Severity Rating Scale, HDRS;; = 17-item
Hamilton Depression Rating Scale, MADRS = Montgomery-Asberg Depression
Rating Scale, MINI=Mini-International Neuropsychiatric Interview.

applied for drugs that were approved after 2000. It is possible
that there has been no change in protocols requiring the use of
instruments to assess suicidality but rather that reporting has
improved. Whether the apparent growth in use of instruments to
assess potential participants for suicidality and exclude them from
clinical trials explains the dramatic decline in suicide attempts
and deaths by suicide in antidepressant trials is impossible to
determine, but our inquiry confirmed that there has been an
increased use of or at least reporting of the use of more rigorous,
systematic exclusion criteria regarding suicidality in depression
research. The inconsistency among trials makes it difficult
to compare medications for different members of the target
population. It is possible that selection biases further restricted
participation and that not all exclusion criteria were listed.

DISCUSSION

Increasing the generalizability of research to persons with
mental health disorders, including persons with suicidality,
is important for reducing health inequities and improving the
ethical quality of research. Yet, this population has received
less attention than others in discussions of generalizability. A
recent FDA report'®' on making clinical trials more inclusive
does not mention mental health disorders except to note that
obtaining consent or assent from persons with mental illness is
challenging. Draft FDA guidance issued in June 2018 states that
“Patients with a history of suicidal ideation and behavior need
not be systematically excluded from trials.....Sponsors should
provide the rationale for restrictive inclusion and exclusion
criteria”192(P® Whether such guidance will significantly increase
the generalizability of findings to persons with suicidal ideation
and behavior remains to be seen. Previous efforts to make trials
more inclusive include incentives (children) and requirements
with reporting obligations (women and minorities).”'%® History
shows how difficult it can be to improve representation in
trials.!® We consider 4 barriers to the inclusion of persons
with mental health disorders, especially suicidality, in research
and practices that could help to overcome them (see Table 3).
Improved representation, reporting, and subgroup analyses
are important in research on common medical and psychiatric
conditions. Additionally, more research targeting persons with

suicidality to reduce suicide issneeded."Research on
preventing suicide has been limited, largely due to
ethical and logistical concerns, and should be a public
health priority.!%

Participant Safety and Research Risks

Sponsors, investigators, and institutional review
boards (IRBs) might believe that research participation
is too risky for persons with various mental health
disorders, particularly persons with suicidality or at
risk for psychosis. IRBs might assume that any risk of
suicide in a study is unacceptable and warrants exclusion
despite accepting death as a possible outcome when
participants have other often-fatal conditions.?*!% The
use of placebos, the possibility of delaying treatment
because of trial requirements, and fear that research
participation or merely mentioning suicide could
exacerbate suicidality are barriers to inclusion.!%
Rather than assume that research poses unacceptable
risks that require exclusion, risk-benefit assessments
should be evidence based, and investigators should
employ reliable methods to minimize and manage
risks.!%”

Yanos et al reviewed risks associated with research
on persons with mental health disorders and found 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”!%(37% Contrary to common
belief, merely mentioning suicide does not appear to
increase suicide risk.!06-108

Protecting participant safety through planning and
implementation of safety measures is critical.!07110.111
With proper planning and implementation of risk
mitigation and management strategies described
elsewhere and tailored to individual projects,
persons with suicidality may be included safely in
research,107:109-112

Because washout periods for psychiatric medications
and delays in intervention might increase risk, these
should be minimized.!® When necessary, supervised
tapering of medications may be appropriate.'!!

Investigators should develop a plan to maintain
contact with participants, monitor and assess suicide
risks, and establish a plan for responding to changes,
including when and how hospitalization will be
managed.!'®!"! Including family members or other
caregivers or participant advocates might be important,
especially for protecting participants whose decisional
capacity fluctuates. Participants must be told about
the limits of confidentiality.!!® Investigators should
have a plan for managing expressions of suicidal intent
and suicide attempts and pathways for addressing
disclosures of suicide risk.!!%!13

Independent safety monitoring and preestablished
criteria for withdrawing participants or stopping a study
serve important functions in safety planning.'%>!1°
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Table 3. Barriers to Inclusion of Persons With Suicidality in'/Research and Mechanisms to Overcome Barriers

Barriers: The Belief That...

Overcoming Barriers

Research participation is too risky for persons with suicidality
Prospective participants with suicidality might lack decisional capacity

Inclusion of persons with suicidality would be too burdensome because:
* it would be costly to minimize and manage risks and foster
decisional capacity
* persons with suicidality are unreliable and likely to be nonadherent
* inclusion of persons with suicidality would increase liability

Statistical considerations:
* Inclusion introduces variables that could compromise results
* There is no incentive to undertake costs and burdens to make
study population representative of the larger target population

Evaluate risks and potential benefits in light of evidence
Plan and implement measures to minimize, monitor, and manage risks

Assess capacity of potential participants using validated instruments
Foster decisional capacity using tested methods

Measures required for safe inclusion with valid informed consent should
be treated like all other requirements for the ethical conduct of research

Recognize evidence that demonstrates history of adherence in research;
use methods to promote adherence when necessary

Employ measures to reduce liability

Design inclusive studies and measure variability
Incentivize inclusion

Institutional structures and culture as well as staff training
are vital to supporting the safe inclusion of persons with
suicidality in research.!%”19112 Finally, investigators must
facilitate continuity of care when the study ends.!!!

Measures to minimize and manage risk change the study
setting so that it does not mimic clinical reality, thereby
reducing generalizability. In studies designed to measure or
reduce suicidality, such measures can undermine statistical
power by reducing the ability to detect differences between
study arms.!!? These limitations sometimes are inevitable
because, without them, participants could not be included
safely'!* and it would be impossible to pursue important
research at all. At the same time, investigators must balance
safety and statistical considerations in designing studies
because research risks are justified only when studies
can produce scientifically valid results that can advance
knowledge. Increased risk exposure can be justified only
by a corresponding increase in potential benefit.!!*

Before resorting to exclusion, investigators and sponsors
should explore options for safe inclusion of persons with
mental health disorders, including persons with suicidality,
in research.

Decisional Capacity and Voluntary Informed Consent

IRB members, investigators, or sponsors might assume
that persons with mental health disorders lack decision-
making capacity and are unable to give valid informed
consent, excluding them on this basis.!*!*115 Sometimes
they will have capacity, or it will be possible to foster their
capacity and enable them to give voluntary informed
consent.

Decisional capacity judgments should be evidence-based
and determined by cognitive function, not diagnosis.!!®
Although some differences exist in how potential
participants with mental health disorders and psychiatrists
assess research risks, significant concordance has been
found.!0¢

When decisional capacity might be diminished,
investigators should assess it using validated instruments,
such as Evaluation to Sign Consent!!!!7; the University
of California, San Diego Brief Assessment of Capacity to
Consent (UBACC)!'%; or the MacArthur Competence

Assessment Tool for Clinical Research,!' rather than
exclude people automatically. Third-party advocates and
authorized representatives can help protect against changes
in capacity.'?”

When participants face difficulties with decisional
capacity, proven strategies to foster decisional capacity
should be employed when possible. Often, people with
various mental health disorders can understand and
appreciate risk information and give voluntary consent with
appropriate support,!20:121

Exclusion should not be the preferred or default response
to concerns about decision making capacity.

A Difficult Study Population That Increases Liability

Persons with mental health disorders, especially
those with suicidality, are highly stigmatized and might
be excluded because they are seen as unreliable and
nonadherent, burdensome, or a liability to investigators,
institutions, or sponsors.!!>122

Investigators should not assume that persons with
suicidality will be less adherent than other participants.
Consider adherence rates in 2 studies involving participants
with suicidality.!**!2* REST-IT compared the use of hypnotic
medication to placebo for reducing suicidal ideation in
participants taking SSRIs who had both suicidal ideation and
insomnia.!!! Participants took 91% of all prescribed doses of
antidepressant medication and 88% of all study drug, and
they completed 90% of scheduled study visits.'?* InterSePT
compared the risk of suicidal behavior in participants with
schizophrenia or schizoaffective disorder taking clozapine
versus olanzapine. Participants took approximately 95%
of study medication.'” When adherence is a concern,
investigators may use evidence-based measures to improve
adherence, though more work is needed in this area.!*
While such interventions could decrease generalizability,
this decrease is among the limitations of much clinical
research.

Implementing measures to minimize and manage risk
or to assess and foster decisional capacity or promote
adherence might be seen as overly burdensome or costly
and not worthwhile. These measures should be treated
like other requirements for the ethical conduct of research
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that impose costs’or burdens. Persons with mental health
disorders should not be singled out as unworthy of the
trouble.

Concern that inclusion of persons with suicidality might
expose sponsors, investigators, or institutions to liability
could further deter inclusion.!'? Mechanisms to reduce
liability for clinicians treating patients with suicidality
might help investigators as well.'’> These include the
aforementioned measures to assess and monitor suicidal risk
and include family members.'!?

Statistical Considerations

Sponsors and investigators might exclude persons with
mental health disorders because of concerns about study
design and results. Strict inclusion/exclusion criteria can
minimize variability within groups, making it easier to
show differences between study groups.?? Because including
persons with mental health disorders or more severe forms
of disease could undermine power of the trial if they respond
in markedly different ways, investigators and sponsors might
exclude them.'? Studies that fail to demonstrate safety and
efficacy might cost pharmaceutical companies approval or
require investment in additional trials, creating a disincentive
for inclusion.

Sponsors might define target populations in unrealistically
narrow ways because FDA approval permits it, and oft-label
prescribing of approved drugs expands the pool of patients
taking a drug without the burden of costly research. This
means that there are no requirements and typically no
financial incentives for making the study population truly
representative of the larger target population. The FDA
and the US Congress should explore incentives to foster
inclusion of persons with suicidality and measurement
of suicide-relevant outcomes. Pharmaceutical companies
might determine that including persons with suicidality
and demonstrating the applicability of their findings to a
broader population allows them to advertise an advantage
over competing products, providing sufficient incentive to
change practice.

CONCLUSION

Psychopharmacologic clinical trials data informing the
care of persons with suicidal ideation are scarce. There is
some evidence that clozapine, lithium, and electroconvulsive
therapy have specific antisuicidal effects, but very few data
exist regarding the effect of antidepressant medication in
depressed patients with active suicidal ideation.!®126127 The
exclusion of persons with suicidality from clinical trials of
antidepressants limits the generalizability of the results,
creating uncertainty about the safety and efficacy of those
medications in parts of the target population. One limitation
of this study is that we did not request the full protocols
from pharmaceutical companies that sponsored the trials in
question to determine their inclusion and exclusion criteria.
Understanding the extent to which study populations
represent the target population is important for prescribing
clinicians, yet this information may be difficult to ascertain
for patients with suicidality. Lack of ready access to this
information despite the extensive measures we undertook
and without requesting full protocols from pharmaceutical
companies highlights the problem that clinicians cannot
readily access information relevant to making treatment
recommendations.

Reducing health inequities requires greater attention to
the features of study design and reporting that make findings
generalizable to target populations. It might be impossible
to include in any one study enough people from every
imaginable target group to conduct subgroup analyses on
all of them. Exclusion may be warranted in some cases, such
as when there is no safe way to include while also answering
the research question. For example, an outpatient study
must exclude persons who are so suicidal that they must
be hospitalized. When exclusion is warranted, investigators
should offer a robust justification for exclusion as part
of independent review process and exclusion should be
documented and transparent. When appropriate, it might be
necessary to conduct multiple studies in different populations
to assess safety and efficacy in the target population.
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