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Thereis acritical need for studies designed to reduce suicidality. Individuals at high risk for sui-
cidality deserve safe and effective treatments, just as do other individuals with mental disorders who
do not experience suicidality. Points for consideration regarding safety and monitoring procedures are
offered to helpresearchers who conduct treatment trials with individuals who have mental disorders
and investigators specifically interested in developing treatments to reduce suicidality. Issues such as
study design, increased monitoring and supervision, research clinician competencies, and liability
concerns are addressed. Points to consider in planning an intervention trial, a checklist of informed
consent issues, and a list of relevant active federal regulations are provided.

I ndividuals at high risk for suicidality (significant sui-
cidal ideation or intent, a suicide attempt, or completed
suicide) deserveto receive safe, well-tested, effective treat-
ments, just as do other individuals with mental disorders
who do not experience suicidality. In 1998, approximately
30,000 people died by suicide in the United States, making
suicide the eighth leading cause of death in the United
States.* The age-adjusted suicideratefor that year was 10.4
per 100,000.* The incidence of attempted suicide is esti-
mated to range from 0.2 to 2.2 per 100, with the higher rate
reflective of younger age groups.? Despite the public health
and personal burden associated with suicide ideation, at-
tempts, and deaths, the empirically validated knowledge
base of effective approaches to reducing suicidality islim-
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ited. Clinical wisdom has little empirical substantiation
when it comes to intervention with persons at high risk
for suicidality. Only a few interventions, including com-
munity crisis hotlines,® “no-suicide contracts,”* and acute
hospitalization,® have been evaluated, and, of those, there
has been little or no evidence to support their effectiveness
in reducing suiciderisk over time. One reason for the pau-
city of empirica evidence on suicidal behaviors, particu-
larly'completed and attempted suicide, isthat they arerela-
tively-rare phenomena, and few studies have been able to
recruit sufficient-numbers of patients to ensure sufficient
statistical power to determine the efficacy of interventions.

A second reason“for-limited empirical evidence for
treatments to reduce suicidality isthat it is often assumed
that if treatments are effective fornonsuicidal personswith
certain mental disorders, such treatments should be effec-
tive in reducing suicidal behavior among persons with the
particular disorder. There is little evidence in support of
this assumption. Third, perceived liability. risks, inad-
equate training in monitoring and treating’suicidal crises,
and empirically unsupported assumptions that potential
risks exceed the possible benefits of treatment have led to
exclusion of persons with a history of suicide attempts or
perceived to be at high risk for future suicide from clinical
trials for most mental disorders. Although the National
Institute of Mental Heath (NIMH) and the American
Foundation for Suicide Prevention have recently funded
a number of interventions focused on reducing suicidal
behaviors (for funded abstracts, see reference 6), per-
ceived liability risks and burdens to investigators and/or
sponsors of research continue to limit research efforts in
this area.
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The purpose of this article is to highlight the critical
need for studies designed to reduce suicidality and to sug-
gest possible safety and monitoring procedures to ensure
that safety and ethical concerns are adequately addressed.
These suggestions are not intended to be consensus or en-
forceable guidelines for researchers or to reflect the policy
of any agency on human research protections. Rather, the
article offers points for consideration to help researchers
who conduct treatment trials with individuas with mental
disorders and.investigators specifically interested in de-
veloping treatments to reduce suicidality to safely and ef-
fectively meet theneeds of individuals who become sui-
cidal during the.trial. This article is based on the report
“Issues to Consider-in‘Intervention Research With Persons
at High Risk for Suicidality,”” which was developed by
NIMH and experts in suicide research and ethics and ad-
dressed issues primarily concerned with adult research
participants.

NATIONAL AND FEDERAL INITIATIVES

To understand why the critical need for effective treat-
ments is receiving attention now, it may be useful to con-
sider the current context of national and federal initiatives.
In October 1998, the Centers for Disease Control and Pre-
vention, the Substance Abuse and Mental Health-Services
Administration, and the Health Resources and Services
Administration expanded a regional meeting on suicide
prevention into the first national meeting focusing on sui-
cide prevention goals at the request of the Suicide Preven-
tion Advocacy Network. At that meeting, a panel received
hundreds of recommendations for needed suicide preven-
tion efforts, and these were summarized into a set of draft
goals for a national suicide prevention strategy. The Sur-
geon General, Dr. David Satcher, further developed these
goals and issued the Surgeon General’s “Call to Action
to Prevent Suicide’® in July 1999. Later that year, the
Surgeon General’s report on mental health® was issued,
which more fully developed the nation’s understanding of
mental disorders and the increased risk for suicide among
those with mental disorders. On May 2, 2001, the Surgeon
General launched the National Strategy for Suicide Pre-
vention,® which builds on these prior efforts to mobilize
the nation into acting on objectives and goals aimed at
reducing suicide, including the development and testing of
treatments to reduce suicidality.

As these national and federal efforts were evolving,
recent reviews by U.S. and U.K. researchers found sur-
prisingly limited research focused on testing the efficacy
and effectiveness of treatments aimed at reducing suicid-
ality.™** The majority of these studies have focused on re-
ducing suicide attempts among adults. However, some
have examined the reduction of serious suicide ideation
and intent, as well as suicide attempts and completion,
particularly in adolescent samples. Of the 20 or so studies
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designed to specifically reduce suicide attempts, several
had positive outcomes. For those studies that did not have
positivefindings, it isimpossible to know if the treatments
were ineffective or still hold promise because the studies
did not have sufficient statistical power to detect sig-
nificant differences, especially for suicide attempts and
completions. Studies focusing on reducing suicidality
often face such challenges due to the low base rate of sui-
cide attempts and completions and the small number of
individuals examined. The number of studies primarily
focused on the treatment of disordersthat have also exam-
ined changes in suicidality or rates of suicide deaths as
part of broader outcome assessments is also limited. This
may be because study participants who were at high risk
for suicidality were excluded from these trials. However,
some treatment studies not specifically designed to reduce
suicidal behavior have found that certain medications may
be useful in reducing suicidal behavior for persons with
depression, bipolar illness, or schizophrenia. ™’

The striking lack of empirically based interventions to
reduce suicidality comes at an interesting time in NIMH
research developments. NIMH has been expanding its re-
search portfolio to include more representative samplesin
clinical trials and to develop assessments of longer-term
functional outcomes. Thisexpansion translatesinto broader
inclusion criteriathat allow for more comorbid conditions
and often more severe levels of illness.”® Such efforts
are likely to increase the numbers of research participants
who'have been, or will become, suicidal. Yet few protocols
have'been tested and proved effective in reducing suicid-
ality. Increased requirements for data and safety monitor-
ing for clinical trials™ require that investigators consider
the likely, risk_of adverse events such as suicide attempts
and compl etionsand devel op risk management procedures
to minimize’such events. However, currently, safety ap-
proaches are limited by challenges in predicting imminent
risk, as well as by few effective treatments for reducing
suicidality.

FACTORS ASSOCIATED WITH
INCREASED RISK FOR SUICIDAL,BEHAVIOR

While there has been increasing evidencefor various
risk factors for suicidal behavior for a number of sub-
groups, the precision of researchers’ abilitiesto adequately
predict who will complete suicide and when remains lim-
ited.?® Most research examining “risk factors’ associated
with suicide is based on postdictive correlational stud-
ies.2? Psychological autopsy studies of adults who have
died by suicide indicate that mental and/or substance
abuse disorders, including personality disorders, were
present in at least 90% of decedents. Among young and
middle-aged adults, previous suicide attempts, impulsive
or aggressive tendencies, and stressful life events involv-
ing losses in financial, work, or social areas are common
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risk factors, while for older adults, a late onset of depres-
sion is most common.??> Common risk factorsin youth in-
clude prior suicide attempt, symptoms of a mood disorder,
substance abuse that is frequently comorbid with a mood
disorder,? parental depression,® and stressful life events.®
With regard to risk for suicide attempts, risk factors for
suicide completion, as well as comorbid personality disor-
ders, particularly cluster B disorders (borderline, antiso-
cial, histrionic), have been suggested.?® Risk factors for at-
tempted suicide among youth include the same risk factors
for completed 'suicide in youth, as well as a history of
physical and sexual abuse.?”?® Homosexuality has also
been shown to be.correlated with suicide attempts among
youth.? Within groups-of individuals with certain mental
disorders, more specific risk factors may be present. Risk
factors are also assumedto-be cumulative with regard to
increased risk for suicidality.

This knowledge base forms the foundation for ap-
proaches to risk assessment in clinical research trials. As-
sessment of risk for suicidality isan ongoing process, since
suicidal risk may fluctuate with changesin the participant’s
life situation, course of comorbid mental health problems,
or reactionsto psychosocial or psychopharmacologic treat-
ments. Some populations are more likely t6 -have repeated
suicidal ideation or behavior at frequent interval s*Factors
should also be considered with regard to their long-term
(e.g., family history of suicide, history of early“sexual
abuse) or more proximal (e.g., recent loss) contributions
torisk. Asdescribed below, it isimportant to estimate, plan
to treat, and inform study participants of these assessments
and procedures.

STUDY DESIGN CONSIDERATIONS

As investigators consider various treatment designs for
their interventionsto reduce suicidality, they must also con-
sider how to balance the risks and benefits to the research
participant in the design. For studies focused on reducing
suicidality among research participants per se, the choice
of comparator is critical. Because of the lack of validated
treatment approaches, no one comparison condition stands
out as a “gold standard” that must be used. While severa
active treatments could be compared, many treatments
aimed at reducing suicidality will be initially compared
with the standard of care in the community, with the addi-
tion of increased monitoring of suicidality in the control
or comparison groups. Increased monitoring, as described
later in this article, may offer a level of enhanced care,
and, in that sense, community standards of treatment plus
monitoring could be considered an enhanced treatment.
Although enhanced treatment as usual as a comparison
condition could be criticized for lacking standardization
within and across studies, the lack of empirically supported
interventions for suicidal persons may justify this design
approach.
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Risk-benefit considerations will be different for studies
inwhich suicidal participantswill be enrolled, but inwhich
suicidality is not the focus of treatment. In these studies,
treatment comparison conditions will most likely involve
approaches designed to address the illness, as well as ad-
equate measurement of suicidality, and could include com-
ponents of treatment or risk management protocols aimed
at reducing suicidality. For these studies, there are quite
likely anumber of alternative, active treatmentsfor mental
disorders to consider as comparison conditions beyond
treatment as usual . Such studies may also involve adequate
assessment of suicidality and then participant removal
from the trial if the treatment or risk management is not
adequate for the disorder or conditions of interest. How-
ever, the consequences of censoring (excluding the distri-
bution of participants who are suicidal) should be consid-
ered in these types of designs.

For studies aimed at reducing suicide risk per se, as
well as studies focused on treating suicidality as part of
an intervention focused on a mental or substance abuse
disorder, investigators should consider whether increased
monitoring of suicidality in all arms of the study may
work to reduce the power to detect effects of the active
treatment. Much of the early intervention research on re-
ducing suicidality had inadequate statistical power to de-
tect differences among treatment groups. To justify enroll-
ing participants in treatment trials that may increase their
level of risk, trial designs must be scientifically sound in
order to produce meaningful results; otherwise, benefits
based on improved knowledge about these issues cannot
reasonably_be expected. Thus, investigators must find the
balance between safety and statistical power as they con-
sider designs.

Treatment trial protocols with participants who are or
may become suicidal should include provisions for man-
aging serious suicide- attempts or the expression of clear
suicide intent and for fagilitating greater intensity of care
when indicated, such as day treatment/partial hospital-
ization or inpatient hospitalization. Increased intensity
of care is likely to be a part of the.treatment protocol in
studies focused on reducing suicidality per se. For studies
focused on treating mental or substance abuse disordersin
which suicidality is expected to be less frequent, a risk
management protocol appropriate for the expected fre-
quency of suicidality should be operationalized: In work-
ing with their institutional review board (IRB) and data
and saf ety monitoring board (DSMB), investigators should
describe how likely serious attempts are to occur and how
frequent inpatient hospitalization may be and specify pro-
tocols for managing serious attempts and referring partici-
pantsto inpatient settings. Since an emergency department
visit or hospitalization does not guarantee that suicidal be-
havior will be avoided, investigators need to discuss with
their IRBs and DSMBs how serious suicide attempts will
be managed (e.g., individualized treatment in either an
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inpatient hospital or intensive outpatient setting) and/or
by whom. In some instances, such as a treatment-as-usual
condition, the clinical research team will not be primary
care providers and may not be able to control all aspects of
treatment.

MONITORING AND
RISK MANAGEMENT PROTOCOLS

All trials that explicitly recruit suicidal persons should
establish a risk management protocol or strategy prior to
initiating recruitment into the study. “Risk management
protocol” describes- the steps to be taken with life-
threatening situations‘or with significant deterioration in
clinical status.*® The risk-management protocol identifies
the signs, symptoms, or conditions indicative of meaning-
ful change in risk, establishes procedures for the docu-
mentation of this change, and presents decision rules or
algorithms for crisis intervention. “Meaningful change in
risk” will depend on the study. When theindividua’s sta-
tus reaches a level of unanticipated deterioration, it could
result in the study participant’s removal from the study.
Criteria for withdrawal from the study should beexplicit
and specified as much as possible in advance, including
plans for additional or alternative treatment.” Withdrawal
of patients may or may not need to be reported as ! unan-
ticipated problems’ or an adverse event, depending-on the
study (see reference 31 for National Institutes of Health
[NIH] policy on reporting adverse events; seereference 19
for policy relevant to single-sitetrials).

While empirically validated instruments can aid in the
judgment of risk status, the decision to shift into a risk
management protocol is best left to the clinical judgment
offered by adequately trained and experienced clinicians.
The operationalization of this approach and its inclusion
for review by the IRB, scientific review, and review by the
DSMB can help develop some guideposts for the field
with regard to risk management. Risk management proto-
cols could include use of multiple thresholds in screening
and monitoring. If these measures are administered by per-
sons with little clinical experience, supervision should be
established to assure timely and appropriate action. Be-
yond screening, the next level of risk evaluation should
include the systematic recording of clinicians concerns.
Review of existing research can assist researchers in de-
ciding the detection/specification area of assessment, as
well as more in-depth assessment of suicidality or such
protective factors asreasonsfor living (seethe NIMH Web
site for reviews of measures of suicidal behavior in youth,
adults, and older adults®). Investigators may also wish to
consider other approaches to additional safeguards (see
reference 33).

With regard to arisk management protocol for persons
who become suicidal, Linehan® has proposed detailed
steps for assessing and treating suicidal behavior. Clini-
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cians should identify and reduce the study participant’'s
access to means of suicide and determine whether the in-
dividual can be left alone or requires monitoring until
further evaluation takes place. When appropriate, family
members should be informed of the need for monitoring
and the urgency of limiting access to any means of suicide
(firearm, medications). Additional stepsto maintain or in-
crease contact and treatment and support intensity when
suicide risk isimminent and high may also be warranted.

Clinicians often develop a “no-suicide contract” or
some form of agreement with the high-risk individual as
a trusting agreement intended to prevent impulsive acts
in the short run. Although there is no empirical evidence
that such signed contracts reduce risk for suicidal behavior
or, for that matter, reduce liability risk for providers, such
agreements may help an individual develop acommitment
to staying alive and provide some focus and structure
during achaotic time. Useful components of a contract that
are consistent with recommended treatments for suicidal
patients include (1) providing the opportunity for both
research participant and therapist to commit to actions
that decrease suicidality and not being ambivalent about
this goal; (2) defining the thoughts and behaviors that pre-
cede suicidal behaviors, as well as defining the suicidal
thoughts and behaviors themselves, which may help the
research participant and his or her support network to
better monitor downward trends; (3) identifying possible
steps to take to reduce these thoughts and behaviors; and
(4).informing the research participant and his/her support
network how to access crisis care, including the treating
professional. Some groups using cognitive-behavioral ap-
proaches'in treatment have recommended that, along with
the steps, described above, therapists consider with the
patients likely scenarios of when suicide risk will increase
again and rehearse strategies and develop aternative
reactions and behaviors-that are more appropriate and
effective than becomingisuicidal (reference 26 and A. T.
Beck, M.D., and G. K. Brown, Ph.D., unpublished manu-
script, 1999).

INCREASED MONITORING AND) SUPERVISION

The frequency of clinical monitoring of .suicidality is
determined by the level and frequency of risk ofiresearch
participants. Some people are suicidal only sporadically.
Others may be persistently suicidal. Provision for planned,
routine monitoring for meaningful clinical change is a
necessary step to ensure early identification of distressand
appropriate crisis intervention.

The quality of data gathered on suicidal states needsto
be monitored and evaluated in a timely manner by appro-
priately trained and supervised personnel in consultation
with those treating the research participants. Enhanced
monitoring can also address other safety aspects of treat-
ment trials with persons at high risk for suicidal behavior,
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including treatment side effects, lack of treatment re-
sponse, or an increase in related symptoms. NIMH hasre-
cently requested that intervention studies provide a plan
for oversight and monitoring to ensure the safety of par-
ticipants and the validity and integrity of the data.* Stud-
ies focused on reducing suicidality per se are strongly
urged to establish a DSMB that reports to NIMH and the
investigator's IRB as a way of increasing safety through
monitoring. In the case of multisite trials, the DSMB can
serve as the central point for reporting adverse events.®

Based on the study population, the investigators should
estimate the freguency and level of severity of suicidality
for which reports. of-events may be provided and obtain
advice from their IRB“and DSMB for type and frequency
of reporting. For example; if the rate of self-harming be-
havior is anticipated to be high, and treatment protocols
are designed to manage such high rates, a periodic report
may be sufficient to keep the IRB.and NIMH informed. It
is critical that the clinical research staff have sufficient
expertise and experience with high-risk study participants
to balance the risk of false-positive reporting of adverse
effects (e.g., ideation without an imminent suicide plan),
yet maintain a conservative and safe approach'to-monitor-
ing and reporting. Incorporating measures with sufficient
validity and specificity in protocols and foll ow-up-proce-
dures to further determine risk, along with the“clinical
judgment of experienced and competent staff, canzmini=
mize false-positive reports of adverse events. It is'the
responsibility of the investigators to know the adverse
eventsreporting requirementsfor their state and/or institu-
tion, as well as follow-up procedures. For example, some
institutions request that clinical researchers not directly
involved in the trial be consulted with regard to retaining
or withdrawing a study participant from the study when
an adverse event occurs. See reference 31 for NIH policy
regarding the reporting of adverse events.

RESEARCH CLINICIAN COMPETENCIES

Initial review groups assess whether investigators and
their research teams have the clinical training, capacity,
and expertise to perform the scientific work of the study.
In research involving suicidal patients, this assessment
may include a description of the relevant qualifications of
supervisory personnel as well as those who will be work-
ing directly with study participants who are likely to be-
come suicidal. Prior to initiating the treatment protocol,
individuals potentially treating persons at risk for suicidal
behavior need to be adequately trained and conversant in
both the approaches and steps to take when aresearch par-
ticipant reports having suicidal thoughts and/or is planning
to engage in suicidal behavior. Research teams should be
able to minimize their ambivalence, fear, or confusion
about gathering information about and acting on treatment
plans to reduce or prevent suicidality.
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Investigators should have plansin place for evaluating,
treating, and/or referring of individuals who are in a
suicidal crisis or other emergency. These plans include
considering how to manage or refer potential research par-
ticipants, just as any competent practitioner should, if im-
minent risk for suicidal behavior is detected during study
recruitment prior to consent.*® Voluntary or involuntary in-
patient hospitalization requires knowledge of insurance
plans, state laws, professional accessto facilities, and pro-
cedures. All professionals involved in the treatment study
should be well versed in the circumstances in which such
steps are to be taken and understand the legal ramifications
of these actions for individual participants, such as break-
ing confidentiality and involuntary commitment, and the
potential involvement of other agencies and entities (e.g.,
protective services). Research participantsand, if appropri-
ate, family members need to be informed of these potential
actions and consequences.

In the event of a suicide by a research participant,
investigators should follow their institution or treatment
facility policies on critical incident or sentinel event re-
view, staff debriefing, and procedures for informing fam-
ily members, aswell as provide clinical referralsto family
members. Investigators are also encouraged to have in
place plans for helping staff review and debrief on the
events and interactions pertaining to the study participant
to address distress among research team members.

LEGAL RISKS TO INVESTIGATORS AND
INSTITUTIONS CONDUCTING RESEARCH WITH
PERSONS AT HIGH RISK FOR SUICIDAL BEHAVIOR

Practitioners have suggested a number of ways to con-
duct treatment with suicidal patients to reduce liability
claims.®"*® NMany “of these recommendations include ad-
equate suiciderisk assessment, monitoring, and documen-
tation and informing family-members of the status of the
suicidal patient. However, case‘law to guide clinical re-
searchers with regard to their liability in studiesinvolving
suicidal study participants is limited. In reviews of case
law pertaining to clinicians treating. suicidal patients, an
acceptable standard of care requires aninitial-and periodic
evaluation of suicide potential for all patientsseenin clini-
cal practice.*”*“ |f the diagnosis, treatment,”and surveil-
lance of a patient is seen as adequate, the practice of care
is usually considered of sound judgment and the clinician
is typically not found liable. Practitioners are responsible
for assessing risk for suicide and implementing atreatment
plan to reduce or eliminate the risk. Assessment for el-
evated risk is not the same as prediction.* The courts typi-
cally recognize that the prediction of suicide is fraught
with uncertainty and that if providers were considered
completely responsible for patients suicidal behaviors,
no health care provider would risk liability exposure to
treat such patients, denying suicidal persons necessary
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treatment. The majority of decisions against practitioners
in malpractice related to suicide deaths involve cases con-
cerning inpatients; hospitals and institutions appear to be
held to a higher standard of care since they are assumed to
have greater control over the patient environment. Courts
have held practitioners or hospitals culpable in the follow-
ing situations: when apractitioner failed to investigate pre-
vious psychiatric history and current mental state, when a
treatment plan has been overlooked or a practitioner has
neglected evidence of suicidal tendencies, when a patient
has been inadequately supervised, and when a patient
isreleased fromahospital while acutely suicidal. Liability
is less likely to'befound when a patient denies suicidal
intent.

Clinical researchers conducting intervention trials with
suicidal study participants should consult their institution
and/or facilities where the research will be conducted to
determine possible recommendations for type and amount
of professional liability insurance to be maintained for the
research team members.

SUMMARY

There is a critical need for adequately“designed inter-
vention studies to reduce suicidality. We hopethat the sug-
gestions for employing safety and monitoring procedures
described here can assist investigators, as well as enhance
the safety of the research participants. As more evidence:
based treatments become available, we hope that this dis-
cussion will be updated and further refined to point to
more safe and effective ways of managing and reducing
suicidality. We also hope that someday in the near future
the evidence base will be sufficient so that it will be neces-
sary to justify why individuals at high risk for suicidality
are being excluded from trials, rather than providing justi-
fication for their inclusion. Individuals at high risk for sui-
cidality deserve safe and effective treatments, just as do
other individualswith mental disorderswho do not experi-
ence suicidality.

RESOURCES

This final section includes checklists that clinical re-
searchers may find useful in developing study designs and
consent forms and further information on NIH policies.

Points to Consider in Planning an Intervention Trial
With Suicidal Study Participants
1. Identify specific inclusion criteria and their mea-
surement with regard to suicidality. Examples in-
clude high levels of suicidal ideation as measured
by a valid self-report scale and history of a near-
lethal suicide attempt as rated by an interview and
lethality scale. Exclusion criteria, including those
relevant to suicidality, should also be specified.
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2. Describe procedures in the protocol for managing
increases in suicidality and how research staff are
trained and available to provide such clinical man-
agement.

3. Identify the range of symptomatic and behavioral
factors with which withdrawal from the treatment
trial should be considered, such as increased sui-
cidality, increased related symptoms, lack of treat-
ment response, and treatment side effects; the pro-
cedures for determining if withdrawal is warranted
and for withdrawing a participant if withdrawal is
judged to be appropriate; and what alternative
treatment or referral will be offered.

4. Consider and establish criteria for hospitalization,
where the hospitalization should take place, and
procedures within the hospital that provide addi-
tional safety.

5. Have a procedure for emergency coverage that is
clearly understood by the clinical research staff,
study participants, and families, if appropriate.
Consider providing a written document describing
this coverage.

6. As part of the consent process, consider having ex-
plicit discussion with relevant family members,
guardians, or friends that includes the risks inher-
ent when study participants are suicidal (risk of
death, side effects of treatments), the procedures
for handling increases in suicidality, the criteria
for withdrawal from the study, the risks and ben-
efits of the treatment and control conditions of-
fered, and the limits of confidentiality. Investiga-
torsmay want to consider having family members,
guardians, or friends as participants in the research
study. Family members' or friends' roles in the
treatment should be clear and understood by both
the study/participant and family members.

7. Consider and identify. the limits to confidentiality
with respect to suicidality;.as well as other circum-
stances. Communicaté these limits to the study
participants; in particular, inform them that confi-
dentiality will not be maintainedif there is immi-
nent risk. Any additional limits'to confidentiality
for minors should be clear to them and their par-
ents or guardians.

8. Consider the possible impact of suicidality and
other emotional states on the study participants
capacity to give informed consent. Develop addi-
tional proceduresto ensure protection of study par-
ticipants' rights, if needed.

9. Determine whether additional safeguards are
needed to ensure the safety of the study partici-
pants. These include safeguards available to indi-
vidual study participants, such as study participant
advocates, or those relevant to the overall conduct
of the study, such asa DSMB.
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10. Consider situationsin which atrial would be termi-
nated prematurely. A DSMB may independently
review the progress of the trial and relevant safety
concerns and address “ stopping rules.”

Checklist of Informed Consent Issues

For actively suicidal participantsin treatment trials, it is
particularly important to convey foreseeable risks and rea-
sonably expected benefits, alternatives to study participa-
tion such asindividualized treatment available outside the
study, and the limits of confidentiality. Because there has
been so little systematic investigation of effective treat-
ments for reducing suicidal behavior, the description of the
risks and benefits of ‘research on this topic is relatively
straightforward, compared with that of studies in which a
number of effective treatments exist. Most clinica trials
that test treatments aimed ,at_reducing suicidal behavior
will reflect the research evidence and inform participants
that there are no treatments proved to effectively reduce
suicidal behavior per se. However, investigators should
consider informing potential participants what might be
standard practice for treating their condition (if. there is
one). For example, if adult patients with)depression and
suicidality are usually treated with a sel ective serotonin re-
uptake inhibitor and/or psychotherapy, then potential par-
ticipants should be informed about this, even though such
a combination has not been proved to be successfulin re-
ducing suicidal behavior. Best estimates of success rates
for depression treatment should be conveyed, along with
information about suicide risk associated with untreated
depression.

Increased monitoring will also influence the likelihood
that other parties may be informed of study protocols and
actions, asin the case of withdrawing an individual from a
trial and referring him or her to aclinician who is not a part
of the research team or notifying family members when
increased monitoring is needed. Reporting adverse events
toan IRB or DSMB may also require identification of par-
ticipants and their family members. The possibility that
family members, outside clinicians, and monitoring enti-
ties (IRB, DSMB) may have access to study protocols
should be noted in the consent document. Informing re-
search participants and their families that this level of
oversight is taking place may also be reassuring to them
and improve recruitment and retention. Asking permission
of participants to contact and inform a third party of their
research participation and solicit input from them is an
important way of increasing monitoring. Information for
participants and designated third parties on how to obtain
assistance in emergencies should be provided. For ex-
ample, a small, user-friendly contact card containing this
information could supplement similar information on a
consent form.

Investigators are encouraged to develop an informed
consent process that is thorough, yet understandable. See
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reference 42 for an example of a simplified sample con-
sent form recommended in NIH cancer treatment trials.
The following checklist suggests specific issues that in-
vestigators may want to consider addressing in obtaining
consent for intervention studies involving study partici-
pants at high risk for suicidality. Each of the categories
listed below is usually contained in consent forms for re-
search. Indicated under each category are issues that may
be specific to research with suicidal persons. Format and
content for consent forms will vary across institutions.

1. Purpose. This section should succinctly describe the
main purpose of the study and why it is necessary to in-
clude people at risk for suicidality. The hypotheses of the
study should be clearly stated, including whether certain
interventions are expected to reduce suicidality.

2. Research participants. This section should describe
the characteristics of the research participants, including
age range, possible clinical characteristics (e.g., a mental
disorder with increased risk for suicidality, a recent sui-
cide attempt), or the service setting that characterizes why
they are being sought (e.g., consecutive patients seen in an
emergency department for a suicide attempt). Investiga-
tors may consider describing particular inclusion and ex-
clusion criteria in this section. For example, if potential
research participants are likely to be imminently suicidal
at enrollment, investigators may wish to indicate that a
number of factorswill be used as part of an initial evalua-
tion to determine whether enrollment in the study is appro-
priate at that time.

3/Free choice to join or to terminate participation.
This issue.can be complicated when potentia research
participantsare psychiatric inpatients, as might be the case
if a protocal'involves enrolling persons who are actively
suicidal or-patients who have recently attempted suicide.
Although it7is-likely that such persons will be found in
inpatient units‘and psychiatric emergency departments, it
is important to be able to‘justify that persons in the unit/
department are an appropriate sample and not just a con-
venient sample. While being in alocked unit does not nec-
essarily preclude a voluntary choiceto refuse or agree to
participate in research, extra care should be taken to en-
sure that recruitment is not tainted by-coercion or undue
inducement. IRBs will want to assure that-potential re-
search participants understand that their current status and
their receipt of appropriate treatment do not depend on re-
search participation and that thereis no loss of benefitsfor
nonparticipation. Similarly, if research participants have
been involuntarily committed to treatment due to their im-
minent suicidal or homicidal status, voluntary choice with
regard to research participation and access to treatment
must be clarified. Many IRBs will not allow involuntarily
committed patients to participate. Other IRBs may invoke
subpart C of the Code of Federal Regulations, Title 45,
Part 46, Protection of Human Subjects,*® for prisoners, to
provide additional protections.
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4. Study protocol and explanation of procedures. Any
special assessment procedures for suicidality risk, as well
as procedures that may be followed in emergency situa-
tions, should be described.

5. Alternative treatments. For studies focused on re-
ducing suicidality per se, most alternative treatments will
be limited with regard to their known effectiveness for
decreasing suicidality. Investigators may want to indicate
that the best way of treating suicidality is not known, al-
though treatments that are routinely used may be effective.
For studies focused on treating mental or substance abuse
disorders and associated suicidality, alternative treatments
that have shown.effectiveness in the treatment of the dis-
order that are relevant to the study population should be
described as such.

6. Follow-up care. For study participants perceived to
be at increased risk for suicidality at the end of the study,
appropriate referrals should be provided to the study par-
ticipant and family members, if appropriate. Study partici-
pants should be informed that, in the case of.imminent sui-
cidality, research staff may need to limiticonfidentiality in
order to obtain appropriate care for theindividual.

7. Risks, discomforts, and inconveniences of the re-
search and measuresto be taken to minimizethem: State-
ments about steps that will be taken to monitor-sticide
risks, as well as the possible use of risk management pro-
cedures, should be described. Risks associated with the
treatments provided should be articulated (e.g., side-ef;
fects of medications). The consequences of ineffective
treatment, such as continued risk for suicidality, continu-
ing depression, and negative effects on social, educational,
or work outcomes, should be described.

8. Withdrawal from the study. The anticipated risks
and benefits of being withdrawn from the study, whether
initiated by the investigator or initiated by the participant,
should be considered and discussed with the IRB. Investi-
gators should describe what will happen if the participant
wishes to withdraw from the study. Participants should be
informed of steps that will be taken to determine if they
are at high risk for suicidal behavior and what treatment
or referral will be provided if needed. Potentia limits to
confidentiality at the time of the study participant’s with-
drawal should be explained. Consent statements should
note that the investigators may need to withdraw the par-
ticipant from the study and the criteriafor doing so. These
may include withdrawal from the intervention trial due to
increased suicidality, increased related symptoms, lack of
treatment response, or treatment side effects. Alternative
treatments or referrals to be offered should be specified.

9. Measures to preserve confidentiality of the infor-
mation collected, privacy of the subject, and limits to
confidentiality. ldentify the limits to confidentiality with
respect to suicidality, as well as other circumstances, such
as referral to appropriate care when the research partici-
pant wishes to withdraw from the study, or if theinvestiga-
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tors withdraw a participant from the study. Investigators
and research participants may want to jointly develop pro-
cedures for contacting third parties under various circum-
stances to maintain confidentiality as well as safety (e.g.,
contact a family member before contacting law enforce-
ment). Such limitations of confidentiality should be clear
to both the participant and research team. Investigators
may also wish to emphasize that confidentiality will not be
maintained if the participant isin imminent risk. Any addi-
tional limitsto confidentiality for minors should be clear to
them and their parents or guardians.

10. Expected direct benefits to the research subjects.
The anticipated direct benefits of treatment and monitoring
in reducing suicidality can be described in this section. The
possibility that the study participant will not benefit from
the treatments studied should al so be stated.

11. Expected indirect benefitsto others. Thetypeof in-
formation from the study expected to improve understand-
ing of effective interventions for suicidal persons is stated
here. The likelihood that the improved understanding will
guide the clinical practice of mental health professionals
and inform further research on interventions to reduce sui-
cidality can also be described.

12. Management of any physical injury. Persons who
are research participants and who attempt suicide may in-
cur physical injury. Theinstitution’s plans for provision of
acute treatment related to suicidal behavior injury, injury
related to the study treatment, and injury unrelated to sui-
cide'intent or study treatments should be clarified. Avail-
ability-(or lack thereof) of long-term treatment or other com-
pensation.should also be noted in the consent document.

13, Payments to the subject for participating in the
study.-Payments-should not be considered a benefit to be
balanced against-research risks. It isimportant for investi-
gators to aveid-undue inducement to be in a study with an
inactive treatment in which the participant may be asked to
delay the opportunity toreceive individualized treatment.
Reasonable payments can'be considered for participant
time, but payment should not bethe only reason for par-
ticipation.

14. Costs to the subject or subject’shealth insurance
carrier resulting from participation in-the study. Investi-
gators should be aware of research participants insurance
carrier policies with regard to coverage for treatments of
suicidal behavior. Participants should know whether their
insurance will be billed and how this may affect future
coverage.

15. How to learn more about the study or raise con-
cerns, and whom to ask.

16. Documentation of consent. If family members or
other designated third parties are not directly involved in
the intervention study, investigators may want to consider
obtai ning permission from participantsto shareinformation
included with consent documents, such aswhom to contact,
and how, in the face of an emergency or crisis situation.
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Active Federal Regulations and Policies
for Support of Human Research

These regulations and policiesinclude, but are not lim-

ited to, the following:

» Office of Human Research Protection
http://ohrp.osophs.dhhs.gov

» Code of Federal Regulations, Title 45, Part 46,
Protection of Human Subjects
http://ehrp.osophs.dhhs.gov/humansubj ects/guidance/
45cfra6.htm

» Dataand'Safety Monitoring for Phase | and
Phase Il Trials
http://grants.nih.gov/grants/guide/notice-files/
NOT-OD-00-038.html

» Guidance on Reporting Adverse Events
http://grants.nih.gov/grants/gui de/notice-files/
not99-107.html

* Interim Research Involving Individuals
With Questionable Capacity to Cansent:
Points to Consider
http://grants.nih.gov/grants/policy/
questionabl ecapacity.htm

* NIMH Policy on Data and Safety Manitoring
in Clinical Trials
http://www.nimh.nih.gov/researchsaf etymonitoring.cfm

Disclosure of off-label usage: The authors have determined that, to.the
best of their knowledge, no investigational information about pharma:
ceutical agents has been presented in this article that is outside U.S.
Food and Drug Administration—approved labeling.
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