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Objective: To address issues concerning poten-
tial treatment-emergent “suicidality,” a consensus 
conference was convened March 23–24, 2009.

Participants: This gathering of participants 
from academia, government, and industry brought 
together experts in suicide prevention, clinical trial 
design, psychometrics, pharmacoepidemiology, and 
genetics, as well as research psychiatrists involved 
in studies of major depression, bipolar disorder, 
schizophrenia, substance abuse/dependence,  
and other psychiatric disorders associated with 
elevated suicide risk across the life cycle. The pro-
cess involved reviews of the relevant literature, and 
a series of 6 breakout sessions focused on specific 
questions of interest.

Evidence: Each of the participants at the meeting 
received references relevant to the formal presenta-
tions (as well as the slides for the presentations) 
for their review prior to the meeting. In addition, 
the assessment instruments of suicidal ideation/
behavior were reviewed in relationship to standard 
measures of validity, reliability, and clinical utility, 
and these findings were discussed at length in rel-
evant breakout groups, in the final plenary session, 
and in the preparation of the article. Consensus and 
dissenting views were noted.

Consensus Process: Discussion and questions 
followed each formal presentation during the 
plenary sessions. Approximately 6 questions per 
breakout group were prepared in advance by mem-
bers of the Steering Committee and each breakout 
group chair. Consensus in the breakout groups was 
achieved by nominal group process. Consensus 
recommendations and any dissent were reviewed 
for each breakout group at the final plenary session. 
All plenary sessions were recorded and transcribed 
by a court stenographer. Following the transcript, 
with input by each of the authors, the final paper 
went through 14 drafts. The output of the meeting 
was organized into this scholarly article, which has 
been developed by the authors with feedback from 
all participants at the meeting and represents a con-
sensus view. Any areas of disagreement have  
been noted.

Conclusions: The term suicidality is not as clini-
cally useful as more specific terminology (ideation, 
behavior, attempts, and suicide). Most participants 

applauded the FDA’s effort to promote standard def-
initions and definable expectations for investigators 
and industry sponsors by endorsing the terminol-
ogy in the Columbia Classification Algorithm of 
Suicide Assessment (C-CASA). Further research 
of available assessment instruments is needed to 
verify their utility, reliability, and validity in iden-
tifying suicide-associated treatment-emergent 
adverse effects and/or a signal of efficacy in suicide 
prevention trials. The FDA needs to build upon its 
new authority to systematically monitor postmar-
keting events by encouraging the development of 
a validated instrument for postmarketing surveil-
lance of suicidal ideation, behavior, and risk within 
informative large health care–related databases in 
the United States and abroad. Over time, the FDA, 
industry, and clinical researchers should evaluate 
the impact of the current Agency requirement that 
all CNS clinical drug trials must include a C-CASA–
compatible screening instrument for assessing and 
documenting the occurrence of treatment-emergent 
suicidal ideation and behavior. Finally, patients at 
high risk for suicide can safely be included in clini-
cal trials, if proper precautions are followed, and 
they need to be included to enable premarket as-
sessments of the risks and benefits of medications 
related to suicidal ideation, suicidal behavior, and 
suicide in such patients.
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Research on suicide has been plagued historically by 
methodological problems including lack of defini-

tional clarity and inaccurate reporting by health agencies 
and institutions.1,2 The problem of definition has become 
more complicated since the introduction of the nonspecific 
term suicidality, which lumps together suicidal ideation, 
self-injurious behavior, suicide attempts, and suicide de-
spite their very different consequences for the patient. 
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This caveat has often been overlooked in the major public 
and professional concern about “suicidality” as a potential  
treatment-emergent adverse event associated with various 
central nervous system (CNS) drugs.3–8 The US Food and 
Drug Administration (FDA) has been at the center of a con-
troversy among some medical professionals, as well as some 
in Congress, the media, and the general public, over 2 key 
questions: (1) whether there is a link between antidepressant 
drug use and the emergence of suicidal ideation and behavior 
in children and adolescents and, if there is such a risk, why 
the FDA failed to detect and warn about this risk earlier; 
and (2) whether the “black box” warning on antidepressant 
drugs about the risk of treatment-emergent “suicidality” in 
pediatric patients resulted in a decrease in prescribing for 
this population and a consequent reversal in the decline in 
the annual suicide rate among adolescents.9,10 The contro-
versy intensified with a subsequent FDA meta-analysis of 
199 placebo-controlled trials of 11 different antiepileptic 
drugs.11 The Agency reported a statistically significant drug/
placebo difference in treatment-emergent ”suicidality” (68% 
of which was suicidal ideation), with 142 outcome events 
among 43,892 research participants. The FDA required the 
addition of “warnings and precautions” (but not a black box 
warning) to the label for the anticonvulsant drugs, in spite of 
concerns by neurologists and patient advocacy groups about 
possible consequent medication nonadherence.

One issue that has plagued the discussion is the perceived 
discrepancy* between the results of the FDA-initiated meta-
analyses of randomized controlled trials (RCTs) that led to 
the black box and/or “warnings and precautions” additions 
to the labels of certain CNS drugs on the one hand and find-
ings from observational and pharmacoepidemiologic studies 
and medical claims data on the other hand.12 In the case of 
antidepressant treatment of adolescents, a number of phar-
macoepidemiologic studies had reported that a steep decline 
in adolescent suicides that began in the early 1990s (reversing 
a steady annual increase over several decades) was related 
to the increasing use of antidepressant drugs in this popula-
tion.†2,13–18 Given that each approach (the FDA-sponsored 
meta-analyses and the pharmacoepidemiologic studies) 
has methodological limitations, there is a need for a critical 
review of the quality and interpretation of the evidence to 
better inform clinical practice.

*One FDA staff physician (M. B. Stone, MD, electronic communication, 
December 2009) has argued that while the Agency’s analysis did not identify 
any suicides in the pediatric trials, it was necessary to bring the increase in 
suicidal ideation and behavior in the drug-treated young patients to the 
attention of clinicians and the public in the form of the black box warning. 
He further observed that this does not mean that antidepressant drugs 
cannot, as a net effect, reduce risk and rate of actual suicide in the general 
population over a longer period of time because of their beneficial effects 
on depressed mood. He cited a nonpsychiatric example. “Erythropoietin 
(Epogen) is used to treat anemia, but it can cause red cell aplasia in some 
patients. An epidemiologic study of Epogen and anemia would probably 
find that Epogen reduced the number of patients with anemia, but that 
does not mean that the phenomenon of erythropoietin-induced red cell 
aplasia is not real.”
†And, the corollary: that decreasing use of antidepressants would be 
associated with increased suicide rates.

Following initial concerns that antidepressant drugs might 
increase suicide risk in younger populations, the FDA com-
missioned a study by investigators at Columbia University to 
oversee the classification of all events in the pediatric antide-
pressant trials database that might represent “suicidality.”19 
On the basis of consensus recommendations and empirical 
findings regarding suicide-related definitions, the investi-
gators developed the Columbia Classification Algorithm of 
Suicide Assessment (C-CASA),19 which systematically cat-
egorizes potential suicidal adverse events, as well as events 
that were reviewed and either were not suicidal or were 
events for which a determination of suicidal intent could 
not be made. The FDA Division of Psychiatry Products now 
requires that all participants in clinical trials of CNS-active 
drugs be evaluated at baseline and during active treatment 
using a scale that maps to the C-CASA algorithm to detect 
suicidality as a potential treatment-emergent adverse event.‡ 
The C-CASA terminology currently favored by the FDA rep-
resents an effort to define suicidal ideation, suicidal behavior, 
nonsuicidal self-injurious behavior, and accidental injuries in 
the context of treatment-emergent adverse events in clinical 
trials. It will be important to determine the broader util-
ity and validity of the C-CASA definitions across cultures 
in clinical efficacy studies and epidemiologic research§ ap-
plications. Clinicians, in particular, need to know how to 
weigh possible risks and benefits associated with anxio-
lytic, antidepressant, and other CNS-active drug treatment. 
Treatment-emergent suicidal ideation and suicidal behavior 
may be influenced by risk or protective factors that were not 
fully considered in the clinical trials databases. How should 
these factors be considered in the context of drug safety and 
efficacy questions? Moreover, the typical exclusion from  
industry-sponsored pivotal trials of patients with significant 
suicidal risk (based on recent suicidal behavior and/or sever-
ity of suicidal ideation) has served to limit the information 
available to practitioners about the effects of approved drugs 
on these high-risk patients in their practices.

To address the issues that have emerged in recent years 
concerning potential treatment-emergent “suicidality,”¶ a 
consensus conference of participants from academia, gov-
ernment, and industry was organized to bring together 
experts in suicide prevention, clinical trial design, psycho-
metrics, pharmacoepidemiology, and genetics, as well as 
research psychiatrists involved in studies of major depres-
sion, bipolar disorder, schizophrenia, substance abuse/
dependence, and other psychiatric disorders associated  

‡The Division of Psychiatry Products has also encouraged studies of drugs 
to reduce the risk of suicide in high-risk patients.
§The new Centers for Disease Control and Prevention self-directed violence 
surveillance definitions of suicidal behavior (attempted, interrupted, and 
aborted) are now consistent with the C-CASA definitions (A. Crosby, MD, 
MPH; unpublished manuscript; 2010). 
¶While the initial concerns were mostly focused on children, adolescents, 
and young adults, the FDA requirement to include assessment of treatment-
emergent “suicidality” in clinical trials of all CNS drugs extends this concern 
to other age groups. Studies of drug treatments that might reduce suicide 
risk also apply to all age groups involving individuals at risk (as in the FDA 
clozapine approval).
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with elevated suicide risk across the life cycle. The objective 
was to achieve consensus* on the following issues:

Definitions: to seek consensus on the value of the term 1. 
suicidality or alternatives, as well as the relative advan-
tages and disadvantages of instruments proposed for 
assessing the occurrence, severity, and intent of suicidal 
ideation and behavior in clinical trials of CNS drugs.
Evidence: to weigh the relative merits, limitations,  2. 
and standards of evidence (“logic of inference”) of  
data analyses from randomized controlled trials (RCTs), 
meta-analyses of published and unpublished data from 
RCTs, and population-based studies in assessing the 
question of treatment-emergent adverse events related 
to suicidal ideation and behavior. 
Risk factors: to seek consensus on risk factors and  3. 
moderator and mediator variables that should be  
considered, and their relative weight, in evaluating the 
question of treatment-emergent adverse events related 
to suicidal ideation/behavior/intent and suicide and to 
evaluate the efficacy of pharmacotherapy in reducing 
the risk of suicide in high-risk patients.
Ethics: to consider possible ethical and scientifically 4. 
sound study designs that include research participants 
at risk of suicide in clinical trials in which suicidal 
ideation, suicidal behavior, or suicide is a potential 
treatment-emergent serious adverse event (SAE)  
and in which elevated risk of suicide is the target  
of pharmacotherapy intervention.

The conference was convened in Washington, DC, March 
23–24, 2009, by the Department of Psychiatry at Beth Israel 
Deaconess Hospital, Boston, Massachusetts, and organized 
by Best Practice Project Management, Inc. Conclusions aris-
ing from the conference are the basis of this report.

DEFINITIONS

Self-directed violence encompasses a range of aggres-
sive behaviors, including acts of fatal and nonfatal suicide 
attempts and nonsuicidal intentional self-harm. Although 
many governmental, international, and nongovernmental 
organizations collect information on fatal and nonfatal self-
directed violence, there is considerable disagreement about 
how to define the phenomenon and how to best estimate 
the risk of suicide and suicide-related behaviors. Definitions 
vary by jurisdiction and differ depending on whether they 
are intended or developed for legal, medical, administrative, 
or other purposes. These differences affect the findings of 
population-based studies, including research on risk and 
protective factors. Different definitions may account, at 

*The process involved a 2-day conference that included reviews of the 
relevant literature, and a series of 6 breakout sessions focused on specific 
questions of interest. The output of the meeting was organized into this 
scholarly article, which has been developed by the authors with feedback 
from all participants at the meeting and represents a consensus view. Any 
areas of disagreement have been noted.

least in part, for inconsistent results between studies. Consis-
tency of terminology, with standardized definitions, would 
improve the quality of surveillance, treatment, preventive 
interventions, and research. Importantly, it would facilitate 
the interpretation of data garnered from different sources in 
population-based studies and across clinical trials.

The general term suicidality is not considered to be 
adequately specific or as clinically useful as more precise 
terminology (ideation, behavior, attempts, and suicide) that 
can be defined across data sets from clinical trials and phar-
macoepidemiologic studies and that can be more readily 
understood by clinicians and the public. Clearly, there are 
major differences in clinical severity and importance be-
tween suicidal ideation and death due to suicide or suicide 
attempts.

Assessment Issues
A number of instruments have been developed to  

assess suicidal ideation, suicidal behavior, and suicide risk. 
In addition, information on suicidal ideation and behav-
ior is incorporated into many depression rating scales and 
structured psychiatric interviews. The American Psychiatric 
Association (APA) Practice Guideline for the Assessment 
and Treatment of Patients With Suicidal Behaviors20 em-
phasizes the importance of obtaining information from 
outside informants and carefully assessing the use of alcohol 
and drugs. The APA does not encourage the use of suicide  
assessment scales in the clinical treatment of patients, arguing 
that they have been developed for research purposes and lack 
the predictive validity necessary for use in routine clinical 
practice.† However, a checklist of basic questions performs 
better in terms of detecting suicide attempts than exami-
nation by a clinician in the emergency room or inpatient 
unit. Multiple review articles and chapters have compared 
assessment instruments, especially in relationship to their 
psychometric properties.24–28 Most of the conventionally 
reported psychometric parameters, such as internal consis-
tency, reliability, factor structure, and convergent validity, 
are only indirectly related to the goals of detecting SAEs or 
efficacy in clinical trials. The most relevant features of the 
scales for these purposes are retest stability, effect sizes from 
blinded treatment studies, and diagnostic accuracy. These 
characteristics have been reported to only a limited degree.29 
Whereas high diagnostic sensitivity is important at the level 
of individual cases, high specificity is actually more valuable 
at reducing bias in detecting rare events in clinical trials. 
Combining multiple sources of information and treating a 
positive result on any of them as evidence of “suicidality” 
is a useful clinical strategy, but it can produce inflated esti-
mates of absolute risk, which can be a problem in RCTs. In 
addition, the differences in quality of external data sources 
may increase variance in clinical trials. Finally, assessments 
that have utility in detecting treatment-emergent SAEs in 

†The Scale for Suicide Ideation is one of the few measures that has established 
longer term predictive validity for completed suicide, but it does not help 
with short-term risk.21–23
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clinical trials may not be equally useful in detecting efficacy 
in reducing the risk of suicidal behavior, or in the clinical 
assessment and management of suicide risk.

Table 1 provides a template overview that should be  
considered in evaluating the utility of available instruments 
in assessing treatment-emergent suicide-related ideation 
and behavior and/or efficacy in reducing suicidal ideation, 
behavior, and risk. Tables 2 and 3 present an evaluation of 
existing instruments that assess treatment-emergent sui-
cidal ideation, suicidal behavior, and suicide or an outcome 
measure of efficacy in reducing the risk of suicide in at-risk 
patients in RCTs. Table 2 shows how well each instrument 
reflected the 9 elements of C-CASA as required by the FDA: 
completed suicide, suicide attempt (with intent assessment), 
preparatory acts, suicidal ideation, self-injurious behavior 
(intent unknown), fatality (not enough information to de-
termine whether suicide), nonsuicidal self-injury, other 
(accident, etc), and nonfatal injury (not enough information 
to determine intent). Footnotes to Table 2 highlight efforts by 
2 scale developers as of December 2009 to adapt their scales 
to C-CASA, but at this writing (January 2010), the Agency 
has determined that only the Columbia Suicide Severity Rat-
ing Scale (C-SSRS)19,39–41 fully matches to all 9 elements.* 
Supporters of the FDA position argue that this will im-
prove the quality of any subsequent meta-analyses through 
improved reliability (C.M.B., electronic communication; 
December 2009). Critics of the FDA position argue that it 
is premature to endorse 1 scale until the construct validity 
has been further validated across cultures and languages, in 
prospective clinical studies, and in pharmacoepidemiologic 
research. Moreover, if 1 scale is to be used as an indicator of 
both benefit and risk, sensitivity to change should have been 
demonstrated in relationship to treatment-emergent adverse 
events and efficacy (where reduction of suicidal behavior or 
ideation is the primary endpoint).42–44

Table 3 compares these instruments in terms of their 
utility (ease of administration, length of administration, 
mode of administration [clinician- or self-administered via 
paper and pencil, computer, or interactive voice response 
system {IVRS}], and time for training in administration) 
and functionality (scalability, whether they obtain sepa-
rate measures of ideation and behavior, and whether they 
have been evaluated in different clinical populations and 
on different cultural/linguistic groups). Footnotes to Table 
3 indicate that the time for training and the time neces-
sary for the administration of the assessment instruments 
came from the developers of the scales and have not been 
independently validated. We have no cost-related informa-
tion regarding training. Table 4 provides a comparative 

*In this regard, the FDA has been quite explicit in wanting to see the 
actual implementation of the scale(s) and see some data comparing them 
with the C-SSRS in a direct head-to-head comparison. “There needs to 
be an instrument that not only, on face, can map to C-CASA, but also has 
instructions and training that permit its use, and there should be evidence 
that it is usable and correlates well with what we consider the gold standard, 
ie, the C-SSRS” (T. P. Laughren, MD; electronic communication; January 
2010). 

assessment of a broader group of structured interviews, 
semistructured interviews, and self-report instruments 
in terms of the availability of normative data, established 
information on reliability (internal consistency, interrater 
reliability, and test-retest), and validity (content, construct, 
generalization, treatment sensitivity, and clinical utility). In 
the long run, the assessment instrument that will be most 
valued by industry and by regulators will be the one that 
is the most sensitive in discriminating drug from placebo 
in detecting treatment-emergent suicidal ideation and be-
havior (and/or documenting antisuicidal efficacy) in smaller 
sample sizes, and earlier in drug exposure. Historically, in the 
area of psychotropic drug development, it has been easier to 
establish sensitivity to change over time (end of treatment 
compared with baseline in drug- and placebo-treated pa-
tients) than to meet the stricter criteria of sensitivity to drug/
placebo differences.

Description of Specific Instruments
The C-SSRS is the prospective counterpart of the  

C-CASA and completely reflects its contents.19,39–41 It in-
cludes elements to facilitate the investigator’s appropriate 
identification of suicidal occurrences—definitions of terms 
(required by FDA for any approved scale) and correspond-
ing probes. If the C-SSRS is used, it eliminates the need for 
creating narratives, because categorization is done at the 
time that the information is collected. The C-SSRS includes 
family information, and it is one of the few scales that recom-
mends routinely obtaining information from more than 1 
source. It has been adapted for self-administration via IVRS, 

Table 1. Criteria for Judging the Utility of Available 
Instruments in Assessing Treatment-Emergent Suicide-Related 
Ideation and Behavior
Ease, length, and means of administrationa

Time and expense for training in accurate administration
Availability of formal training materials to support administration  

and scoring
Learning effects that can change the subject’s response during  

a clinical trial
Scalabilityb

Reliability (How reproducible are scores on the test?)c

Validity including content and construct validity, validity generalization, 
criterion validity, and predictive or discriminative validity30

Sensitivity to change—do scale scores show change in response  
to treatment?

Generalizability—are the results generalizable across different patient 
populations and across cultures?

Separate measures of suicidal ideation and behavior and a methodology 
for securing data on suicide

Validated composite score with implications for referral for clinical 
assessment by an experienced mental health professional

aSelf-administered by paper and pencil, computer, or Interactive Voice 
Response Systems (IVRS) or clinician-administered.

bAlthough scores usually will not achieve an “equal interval” level of 
measurement and may not behave linearly, scalability refers to the items 
achieving at least a rank order level of measurement where items can 
be summed meaningfully and where change in the total score means 
something (ie, higher scores mean greater severity). Items that code 
nominal categories (such as type or means of attempt) cannot usually  
be added to create a composite score.

cA variety of forms of reliability are commonly reported, including 
interrater, test-retest, and internal consistency (eg, split half or 
Cronbach α coefficient).
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but this version needs to be validated against the clinician-
administered scale.* According to its developers, the C-SSRS 
has been translated into 90 languages and it has been used in 
hundreds of international trials (K.P., oral communication, 
November 2009). Nevertheless, state-of-the-art validation 
across cultures must necessarily go beyond translation, and 
the developers of the scale are aware that cross-cultural vali-
dation is essential.†

*A pilot study demonstrated that the self-administered version could 
differentiate suicidal ideation/behavior in a modest number of patients who 
had been admitted for suicidal behavior at an inpatient facility in Wisconsin 
from self-reports among an equal number of staff members at the same 
institution (K.P., electronic communication, December 2009).
†The documented variability in suicide rates, associated stigma, and 
reporting biases across countries and cultures48,49 and the cultural differences 
in the expression of mood disorders and other forms of psychopathology50,51 
indicate that empirical validation is essential, and accurate translation by 
itself is a necessary but insufficient step toward having fully validated tools. 
Adaptation of scales requires a process of translation, back-translation, 
expert bilingual committee review, and field trials. This process is essential 
to ensure that the same constructs are being measured in the different 
cultural contexts and provides for the possibility that manifestations of 
psychiatric illness vary depending on cultural factors.52

The Sheehan Suicidality Tracking Scale (S-STS)32 is 
based on the Mini-International Neuropsychiatric Interview 
(MINI),53 a brief structured psychiatric interview based on 
DSM-IV criteria. While the MINI has been extensively uti-
lized in clinical trials, at the time of the consensus conference, 
the S-STS had some limitations in meeting the FDA-required 
matching to all elements of the C-CASA algorithm. The 
S-STS has been modified so that it can be completed as a 
self-report questionnaire or as a clinician-administered inter-
view. It has information about preparatory acts and evaluates 
suicidal ideation, plans, and attempts. The published psycho-
metric properties are based on the self-report version only,32 
and additional psychometric information would be help-
ful about both administration formats. The version of the  
S-STS published by Coric et al32 in 2009 utilizes SAE forms 
to chart data on suicide, which complicates matching to the 
C-CASA algorithm. However, according to the developers 
of the scale (D.V.S., oral communication, December 2009), 
a revised version (Version 9-9-09) is now available that  
records on the S-STS itself whether a visit was missed due to 
suicide or for another reason, thus consolidating the relevant 

Table 2. How Available Suicide Assessment Scales Map Onto C-CASAa–c

Scale
Completed 

Suicide

Suicide 
Attempt 

(with intent 
assessment)d Preparatory Acts

Suicidal 
Ideation

Self-Injurious 
Behavior, 

Intent 
Unknown

Not Enough 
Information 

(fatal)
Nonsuicidal 
Self-Injury

Other 
(accident, etc)

Not Enough 
Information 
(nonfatal)

C-SSRS Yes Yes Yes Yes Yes Yes Yes Yes Yes
HASS Demo 

(interview), 1 
and 2 (self report 
questionnaire)31e

No Yes Partial: some 
information 
about aborted 
and interrupted 
attempts, no 
preparatory 
behavior

Yes No No No No No

S-STS (both 
clinician- and 
patient-rated 
versions)32f

No No No Yes Yes Yes Yes Yes Yes

ISST33g No No No Yes No No No No No
SBQ-R35 No Yes No Yes No No No No No
SSI36 No No Yes Yes No No No No No
BSI37 No No Yes Yes No No No No No
SITBI38 No Yes Yes Yes Yes No Yes No No
SIQ195 No No No Yes No No No No No
aSince the March 2009 consensus meeting, the US Food and Drug Administration (FDA) has indicated that it cannot approve the use of an assessment 

instrument mapping to C-CASA as a stand-alone assessment in clinical trials until the Agency reviews validation study data of these instruments and 
finds that they correlate well with the C-SSRS in head-to-head comparisons. For this to happen, the developers and sponsors of the C-SSRS will need 
to collaborate with the FDA and the developers of these other scales. The FDA should encourage this process. The FDA will also need to review and 
approve the instruction and training materials for those instruments being considered for endorsement. 

bYes = sufficient coverage to approximate similar content in C-CASA, no = insufficient coverage; partial coverage noted separately.
cThe C-CASA was designed to analyze retrospective data, which required the creation of the 9 categories shown in the table. For prospective studies, it is 

assumed that information essential to the classification of behaviors will be obtained; hence, there is no actual need for any of the instruments to match 
to “not enough information” for fatal and nonfatal events, which was a part of C-CASA.

dOn the question of intent, the 2 psychometricians who participated in the meeting and in the preparation of this article (and who have no connection 
with any of the assessment instruments) believe that no assessment instrument should be deemed sufficient to determine intent in relationship to self-
injurious behavior and/or ideation because this determination should be made by a mental health professional.

eDemo is interview format; 1 is a questionnaire asking about the last 2 weeks; 2 is a questionnaire asking about lifetime except for the last 2 weeks.
fSince the Consensus meeting in March 2009, a modified version of the S-STS (Version 9–9-09) has been developed that tracks completed suicide directly 

on the form, rather than referring to a separate serious adverse events document. Instructions state (consistent with C-CASA definitions)  
that interrupted and aborted attempts are classified as “preparatory acts” on item 9 and not as suicide attempts on item 11.

gSince the Consensus meeting in March 2009, a modification of the ISST has been developed to address some of the limitations with respect to 
assessment of suicidal behavior. An as yet unpublished presentation describes the intent to modify the scale to map to the C-CASA.34

Abbreviations: BSI = Beck Scale for Suicidal Ideation, C-CASA = Columbia Classification Algorithm of Suicide Assessment, C-SSRS = Columbia 
Suicide Severity Rating Scale, HASS = Harkavy Asnis Suicide Survey, ISST = InterSePT Scale for Suicidal Thinking, SBQ-R = Suicidal Behaviors 
Questionnaire—Revised, SIQ = Suicidal Ideation Questionnaire, SITBI = Self-Injurious Thoughts and Behaviors Interview, SSI = Scale for Suicide 
Ideation, S-STS = Sheehan Suicidality Tracking Scale.
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information onto a single source document (scale available 
from D.V.S.).

Although the S-STS, the Self-Injurious Thoughts and 
Behaviors Interview,38 the C-SSRS, the InterSePT Scale 
for Suicidal Thinking (ISST),33 used in the International 
Suicide Prevention Trial, and perhaps other scales appear 
to have clinical utility, there are limited data about their 
sensitivity to change in terms of the appearance of treatment- 
emergent suicidal ideation and behavior and the reduction 
of suicide risk (measure of efficacy).54 The Harkavy Asnis 
Suicide Survey (HASS) Demo, the HASS 1, and the HASS 2,  
a series of 3 clinician-administered instruments designed 
to capture suicide attempts,31 assess preparatory acts as well 
as information about suicidal ideation and may identify 
treatment-associated suicidal ideation and behavior. Like 
all of the other scales except the C-SSRS, at the time of the 
consensus conference (March 2009), they did not completely 
correspond to the C-CASA criteria. The Scale for Suicide  
Ideation has been shown to have predictive utility for suicide 
in the long term.55 The C-SSRS has operationalized crite-
ria for triggering referral to a mental health professional 
(K.P., oral communication, November 2009). The Suicidal 

Behaviors Questionnaire–Revised35 also has a cutoff value 
indicating when a mental health professional should be con-
tacted. The ISST has data on predictive utility comparing 
olanzapine and clozapine treatment of patients with schizo-
phrenia (in terms of suicides, attempts, or hospitalization),96 
and it has been used to assess levels of suicidal thinking for 
which interventions should be made.

Not all participants at the conference were prepared to 
second the FDA’s endorsement of the C-SSRS as the primary 
tool in safety and efficacy assessment of suicidal ideation 
and behavior, and the classification of an event as suicide, 
in clinical trials. As with the other assessment instruments, 
there are still limited data available on reliability and validity 
(indicated in Table 4 by fewer than 3 plus signs or “??”) and 
on scalability, and there is a lack of published validation on 
the cultural and linguistic differences relevant to interna-
tional clinical trials (Table 3). In addition, as described in the 
footnote in Table 2, there were also concerns about relying 
on any of the assessment instruments to determine intent. 
Risk of suicide should always be assessed by a trained mental 
health professional. The participants at the meeting in cluded 
developers of other competing scales, as well as several 

Table 3. Design Features, Administration Details, Training Time, and Status of Validated Translations of Suicide Assessment Scales

Scale Ease of Administration
Length of 

Administrationa

Clinician, Self, 
or Computer 

Administration

Time for 
Rater 

Traininga Scalability?

Separate 
Measures of 
Ideation and 

Behavior?

Tested in Different 
Populations 

Diagnostically?  
In Different 

Languages/Cultures?
C-SSRS Easily administered  

and scored
6 screening items 

(2 ideation and 4 
behavior); 19 items 
maximum (2–15 min)

Clinician (IVR 
in process of 
validation)39

20–40 min Partial Yes Translations but 
no published 
validation yet

HASS Demo, 
1, and 2

Easily administered  
and scored

Self-report = 44 
items (5–10 min). 
Interview = 10–15 min. 
Total ≈25–30 min

Self-report and 
clinician. Intended 
to be used in 
combination

Not reported Partial Yes Multiple English-
speaking samples

S-STSb Brief and straightforward; 
easy and clear scoring 
algorithms

8 items (1–2 min)  
(Coric 200932 version)

Clinician or  
self-report

< 15 min Yes Yes Translations but 
no published 
validation yet

ISST Rater needs experience 
with schizophrenia and 
structured assessments 
used with psychiatric 
patients

12 items (15–20 min) Clinician 20–40 min Yes No No

SBQ-R Easily administered  
and scored

4 items (3–5 min) Self-report NA Yes No Multiple English-
speaking samples

SSI Easily administered  
and scored

21 items (10 min) Clinician < 15 min Yes Yes Yes

BSI Easily administered  
and scored

21 items (10 min) Self-report NA Yes Yes Yes

SITBI Easily administered  
and scored

Long form, 169 items; 
short form, 72 items 
(3–15 min)

Clinician Several hours Partial Yes Multiple English-
speaking samples

SIQ Easily administered  
and scored

30-item version (SIQ) 
and 15-item version 
(SIQ-JR)

Self-report NA Yes No Multiple English-
speaking samples

aEach of the scale developers provided the estimated time required for training in administration. There is no independent validation. It may take more 
or less time, depending on the site, the study, and the instrument.

bExtensive reliability, validity, and trainability testing have been done on the Mini International Neuropsychiatric Interview, but no separate and 
independent testing has been published on the S-STS except for the Coric et al 200932 description of an 8-item version; this was revised into the current 
11-item version following discussion at the meeting and consultation with the US Food and Drug Administration (referred to as the “9-9-09 version”).

Abbreviations: BSI = Beck Scale for Suicidal Ideation, C-SSRS = Columbia Suicide Severity Rating Scale, HASS = Harkavy Asnis Suicide Survey, 
ISST = InterSePT Scale for Suicidal Thinking, IVR = interactive voice response, NA = not applicable, SBQ-R = Suicidal Behaviors Questionnaire—
Revised, SIQ = Suicidal Ideation Questionnaire, SITBI = Self-Injurious Thoughts and Behaviors Interview, SSI = Scale for Suicide Ideation, 
S-STS = Sheehan Suicidality Tracking Scale. 
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experts who were skeptical of the FDA’s “suicidality” event 
assessments, data collection, and documentation require-
ments for all premarketing clinical trials of CNS drugs. With 
input received at the meeting, and in the preparation of this 
consensus statement, the authors have tried to be balanced 
in their presentation of the pros and cons of each instrument, 
as well as provide footnoted updates on information received 
since the meeting.

EFFECTS OF MEDICATION

Suicidal Ideation/Behavior  
as a Treatment-Emergent Adverse Event

Since the early 1800s, the paradoxical emergence of sui-
cidal ideation and behavior early in a patient’s recovery from 
depression has been noted.56–58 More recently, the idea that  
antidepressant medication might cause suicidal behavior/ 
ideation surfaced in 1990 when 6 cases of treatment-
 emergent suicidal ideation were reported in patients taking 
fluoxetine.59 An FDA advisory committee looked at data 

from a meta-analysis of fluoxetine and suicidal ideation/
behavior in adults and concluded that there was no associa-
tion.60 In addition, an analysis of suicide rates from FDA 
reports of the controlled clinical trials for 9 FDA-approved 
antidepressants found no overall difference in suicide risk 
between antidepressant- and placebo-treated depressed sub-
jects and no difference between selective serotonin reuptake 
inhibitors (SSRIs) and other types of antidepressants.61 

However, in 2003, the FDA noted suggestions of in-
creased suicidal ideation or behavior in studies of paroxetine 
in pediatric populations. The manufacturer also found some 
evidence of this, particularly in 1 study of major depressive 
disorder. The FDA then requested sponsor data on possible 
“suicidality” among pediatric patients who had been treated 
with 8 other antidepressant drugs, and the Agency conduct-
ed its own meta-analysis of data from 23 industry-sponsored 
trials and 1 trial sponsored by the National Institute of  
Mental Health (NIMH) on the effectiveness of antidepres-
sants in depressed children and adolescents.4,62 Estimates 
of “suicidality risk” were obtained for each drug relative to 

Table 4. Reliability and Validity of Measures for Assessing the Presence of Self-Injurious Thoughts and Behaviors in Children, 
Adolescents, and Adultsa

Reliability Validity

Scale
Normative 

Data
Internal 

Consistency Interrater
Test-

Retest Content Construct Generalization
Treatment 
Sensitivity

Evidence for 
Clinical Utility

Structured interviews
SITBI ++ NA +++ + ++ + ++ ?? +
SASII45 + ++ +++ +++ + ++ + ++ ++
PSS ?? + ?? ?? + ++ ++ ?? +

Semistructured interviews
SSI + +++ +++ ?? ++ +++ +++ +++ +++
SSI-W + ++ ++ + ++ +++ ++ ?? +
MSSI46 ?? ++ +++ – ++ +++ ++ + +++
C-SSRSb ++ ++ +++ ?? ++ ++ + ++ ++
HASS Demo + ?? ?? ?? + ?? ?? ?? +
ISST + ++ ++ ?? + ++ ++ + +

Self-report measures
BSI47 + +++ NA ++ ++ +++ + ?? ++
SMSI ?? ?? NA ?? – + + + +
SPS + ++ NA + ?? +++ ++ + +
PANSI ?? ++ NA ?? + ++ +++ + +
ASIQ ?? +++ NA + ?? +++ +++ ?? +
SIS ?? ++ NA ?? + + + ?? +
SBQ ?? ++ NA + + ++ + + ++
SBQ-R + ++ NA ?? + ++ + ?? ++
SHBQ ?? ++ NA + + ++ – ?? +
SHI + + NA ?? + ++ + ?? +
SIQ ?? ++ NA + + ++ + ?? +
DSHI ?? ++ NA ++ + + + ?? +
SRS ?? ++ NA ?? + + + ?? +
HASS 1 and 2 + +++ NA ?? + + + ?? +
S-STSc ++ ?? ?? ?? ++ ++ ?? ++ ++

aData from Nock et al 2008,26 with the addition of scales from an unpublished White Paper (PhRMA, December 2008) and discussion at meeting.
bA paper presenting many of the psychometric aspects of this instrument was under peer review at the time of the consensus meeting and preparation  

of this paper.
cThe S-STS has been designed so that it could be completed as either a self-report or clinician-rated instrument. However, the published psychometric 

properties are based on the self-report version of administration.32

Abbreviations: ASIQ = Adult Suicide Ideation Questionnaire, BSI = Beck Scale for Suicidal Ideation, C-SSRS = Columbia Suicide Severity Rating Scale, 
DSHI = Deliberate Self-Harm Inventory, HASS = Harkavy Asnis Suicide Survey, ISST = InterSePT Scale for Suicidal Thinking, MSSI = Modified Scale for 
Suicidal Ideation, NA = not applicable, PANSI = Positive and Negative Suicide Ideation Inventory, PSS = Paykel Suicide Scale, SASII = Suicide Attempt 
Self-Injury Interview, SBQ = Suicidal Behaviors Questionnaire, SBQ-R = Suicidal Behaviors Questionnaire-Revised, SHBQ = Self-Harm Behavior 
Questionnaire, SHI = Self-Harm Inventory, SIQ = Suicidal Ideation Questionnaire, SIS = Suicide Ideation Scale, SITBI = Self-Injurious Thoughts and 
Behaviors Interview, SMSI = Self-Monitoring Suicidal Ideation Scale, SPS = Suicide Probability Scale, SRS = Suicide Risk Scale, SSI = Scale for Suicide 
Ideation, SSI-W = Scale for Suicide Ideation-Worst, S-STS = Sheehan Suicidality Tracking Scale.

Symbols: – = less than adequate, + = adequate, ++ = good, +++ = excellent, ?? = unavailable in published peer-reviewed article or technical manual. 
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placebo, for SSRIs as a group, and for all the evaluable trials 
using C-CASA. Suicidality was defined to include completed 
suicide, suicide attempt, preparatory acts toward imminent 
suicidal behavior, and suicidal ideation. Two additional catego-
ries were grouped as (1) indeterminate or potentially suicidal 
events or self-injurious behavior suicidal intent unknown and 
(2) injury events with insufficient information to determine 
whether they represented deliberate suicidal behavior. Be-
cause the data that the FDA collected came from studies that 
did not focus on suicidal ideation or behavior, this informa-
tion was based entirely on the collection and documentation 
of adverse event information obtained through interviews by 
trained raters or medical personnel using open-ended ques-
tions (rather than a standard assessment instrument). These 
staff had latitude with respect to recording and documenting 
the events that occurred. Suicide item scores on depression 
rating scales failed to pick up a signal.4

Companies provided additional trial- and patient-level 
data to augment information not available from published 
reports. They were asked to search their data using a standard 
strategy for specific text strings and to provide information on 
all deaths and side effects. An expert panel blindly classified 
all possibly suicide-related events into the categories described 
above. Two-thirds of the pediatric trials involved patients 
with major depression, whereas the rest studied patients with  
obsessive-compulsive, generalized anxiety, separation anxi-
ety, or social anxiety disorders. Importantly, no deaths from 
suicide were reported in any of the 24 pediatric trials involving 
4,582 patients.4 An NIMH-sponsored multicenter trial4 was 
the only individual study to show a statistically significant 
risk ratio for “suicidality” associated with drug treatment.  
Looking at all indications, the risk ratio for “suicidality” was 
1.95 (95% CI, 1.28–2.98), suggesting an increase in risk of 
“suicidality” broadly defined. When the analysis was re-
stricted to just SSRIs for major depression, the confidence 
interval was still significant but the risk ratio was somewhat 
diminished (1.66; 95% CI, 1.02–2.68).* There was not a real 
difference between results for ideation and behavior. 

Although the initial focus was on pediatric trials, studies 
in adults were later analyzed. The aggregate adult data set was 
much larger, with 99,231 patients in 372 trials.8 The overall 
odds ratio for the primary endpoint of “suicidality” was 0.85 
(95% CI, 0.71–1.02), suggesting a possible slight protective 
effect of the drugs, in particular in relationship to suicidal  
ideation. Further examination of the data by age cohort 
showed that in young adults (aged 18 to 24 years), the results 
were close to being statistically significant in terms of in-
creased risk of “suicidality” but lacked power (OR = 1.62, 95% 
CI, 0.97–2.71); in adults 25 to 65 years, the effect of antide-
pressants on “suicidality” was neutral; and in patients 65 years 
and older, the trend was in the other direction (OR = 0.37; 
95% CI, 0.18–0.76).8 In sum, the FDA found a suggestion 
of an age-related increased risk of “suicidality” related to  

*A subsequent meta-analysis63 that included 7 additional pediatric trials not 
covered in the FDA report also found an increased risk of suicidal ideation/
attempt associated with antidepressant treatment (RR = 1.8). 

antidepressant treatment that was statistically significant only 
in the pediatric/adolescent age group.

In 2006, Hammad and colleagues published the results of 
the FDA analysis and concluded that the use of antidepressant 
drugs in pediatric patients appeared to be associated with 
a modest increase in “risk of suicidality.”4,64 However, they 
urged caution in the interpretation of their post hoc analysis, 
given the lack of concordance between “suicidality” reported 
spontaneously as an adverse event compared with suicide item 
ratings on clinician-rating scales. The FDA decided to require 
a black box warning about increased risk of “suicidality” as a 
possible antidepressant treatment–emergent serious adverse 
event in pediatric, adolescent, and young adult populations. 
Assuming that the results and interpretation of the meta-
analyses are correct, many questions remain about how and 
why antidepressants might increase suicidal ideation and be-
havior in young patients. Is the emergence of suicidal ideation 
and behavior at the beginning of treatment a result of a delay 
in treatment efficacy, rather than a side effect of treatment?65 
Risk generally declines after the onset of efficacious psycho-
therapy or medication treatment, and the time of greatest 
risk of suicidal behavior is the month prior to commenc-
ing treatment.66 However, the delayed efficacy effect cannot 
explain the drug/placebo difference in treatment- emergent 
suicidal ideation and behavior. Alternatively, at the beginning 
of treatment, adolescents may be more sensitive than adults 
to adverse activating events such as increased anxiety, rest-
lessness, irritability, anger, and akathisia—all of which may 
increase the risk of suicidal ideation and behavior.67 Increased 
suicidal ideation and behavior could also represent an unrec-
ognized switch into hypomania.

One of the most persistent questions for clinicians about 
the FDA meta-analysis is the extent to which it can be consid-
ered definitive in establishing a cause-and-effect relationship 
between antidepressant drug use and the emergence of suicid-
al ideation and/or behavior in younger patients. Association 
in a meta-analysis does not mean causality,68† and data from 
case-control and other studies would need to confirm the 
association before more definitive statements of causality can 
be made. A case-control study of Medicaid beneficiaries from 
all 50 states who received inpatient treatment for depression 
compared suicide attempts and suicide deaths in severely de-
pressed children (aged 6–18 years) and adults (19–64 years) 
treated with any antidepressant (vs controls).69 The results 
were consistent with the results of the FDA meta-analyses 
in adults and in children and adolescents. In contrast to the 
conclusions of the meta-analysis, autopsy studies of people 
who have committed suicide rarely have found evidence of 
recent exposure to SSRI antidepressants. In a study70 in Utah 
of 151 teen suicides, only 4 of those who committed suicide 
had evidence of any psychiatric medication during a toxicol-
ogy screen. In another study,16 of 42 teen suicides, none of the 
individuals were treated with an SSRI during the last 2 weeks 

†From a regulatory perspective, the observed drug/placebo difference is the 
“gold standard”; albeit, a major problem with the FDA analysis was the lack 
of systematic and prospective data collection of the events of interest.
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of life. In a third study,71 an SSRI was detected in only 2 of 
58 youths who committed suicide in New York City between 
1993 and 1998.

Many reports from different countries have shown 
an association between SSRI use and declining suicide 
rates.15,16,72–79 Collectively, global suicide rate reports show 
wide variation by country.80,81 In the United States, the sui-
cide rate for men and women aged 15 to 24 rose from the 
1950s to the 1990s and then began to fall.82 Since SSRIs were 
introduced in the United States in 1988, the subsequent de-
cline in suicide rates in this age group has been attributed by 
some to the use of antidepressants during this period.83 In 
2004, there was an increase in the adolescent suicide rate,84 
which some researchers attributed to the early indications of 
FDA safety concerns about antidepressants in young popula-
tions that had surfaced in 2003. These concerns may have 
been associated with a decrease in the prescription of these 
drugs to children and adolescents9,10 prior to the addition of 
the black box warning. Adolescent suicide rates declined in 
2005,85 returning to 2003 levels in 15–19 year olds in 2006 
(A. Crosby, MD, MPH; electronic communication of Centers 
for Disease Control and Prevention data; December 2010).* 
It is unclear whether the suicide rate decrease in 2005 and 
2006 was associated with an increase in antidepressant pre-
scribing to adolescents or with other factors. Among elderly 
depressed patients, several studies are in agreement with the 
FDA data that found antidepressants to be protective against 
suicide in those 65 years and older.86,87

Identifying Drug-Related Treatment-Emergent  
Adverse Events (such as suicide and suicidal  
ideation/behavior) in the 21st Century 

The current paradigm for assessing relative benefits and 
risks—which relies heavily on the acquisition and integration 
of information from premarketing studies and from spon-
taneous postmarketing reports of adverse events—needs to 
be updated.88 A review of current practice should involve 
the recognition that (1) randomized controlled trials (RCTs) 
that serve as the basis for the approval of new therapies are 
relatively small, usually short-term, and confined to a highly 
selected group of patients whose results may not generalize to 
the broader clinical population; (2) although meta-analyses 
of data from clinical trials may increase the power to detect 
a safety problem, the application of this methodology for this 
purpose is confounded when the adverse event of gravest 
concern (eg, suicide) does not occur across the clinical trials 
and/or when the measured effect (eg, suicidal ideation) may 
bear little predictive power for the rare event in the popula-
tion of interest (eg, adolescents) and/or (as in the case of 
suicidal ideation in major depression) may also be associated 
with the disorder being treated; (3) spontaneous reporting of 
postmarketing adverse events, in the absence of a large and 

*Crosby also noted that the suicide rate for 10- to 14-year-olds in 2006 
was now below the level in 2003; while the rate for young adults aged 20 
to 24 years was slightly higher in 2006 than in 2003. It is unclear whether 
the decline in prescribing rates for antidepressants was reversed in 2006, or 
whether other factors accounted for the decline to 2003 levels.

systematic pharmacoepidemiologic database, is subject to 
underreporting, bias related to factors such as other unre-
lated side effects (ie, those receiving active drug may be more 
likely to have more side effects and communicate more with 
the clinical team), or erroneous interpretation; and (4) most 
postmarketing studies are voluntary and difficult to imple-
ment to assess treatment-emergent adverse events. While 
these problems are not new, they have become increasingly 
important over the last 2 decades with the introduction of 
new antidepressant, antipsychotic, and mood-stabilizing 
drugs and the exposure of many more patients to these drugs 
in primary care and psychiatric practice.

The state of the science related to assessing risk associated 
with drug use is vastly different than the well-established 
clinical trials methodology for evaluating benefits, ie,  
efficacy.89 Clinical trials are not powered to assess safety  
related to rare events and are limited by the types of data 
that spontaneously emerge or are collected in the course of 
the trials. Although meta-analyses of RCTs are likely to have 
increased power to detect rare events, they have some of the 
same limitations as data generated from a single randomized 
trial, including restrictive study inclusion/exclusion criteria, 
narrowly focused questions, and limitations on generaliza-
bility.90 To augment safety information, the FDA maintains 
the Adverse Event Reporting System (AERS) database, a 
voluntary program that constitutes a passive postmarketing 
surveillance system. The AERS data on all adverse events  
offer approximate incidence rates based on sales of the 
suspect drug in comparison to class-related products. The 
process has utility when the event is recognizable as drug-
related (eg, Stevens-Johnson syndrome), especially if the 
event appears soon after the drug enters clinical practice. To 
assess the risk of rare events (such as suicide) or events that 
can be both drug-related and illness-related (such as suicidal 
ideation or behavior), the spontaneous and nonsystematic 
nature of the adverse event reports, coupled with the lack 
of a well-documented denominator of exposed individuals, 
limits the validity of the signal detection in the AERS.

Classical epidemiology addresses safety in terms of case-
control studies. These studies are ideally suited for rare events, 
because detailed information on the validity of the defini-
tions of cases and controls is generated with relatively small 
numbers. Most importantly, this study design permits vali-
dation of the temporal sequence of events, ie, that exposure 
precedes outcome.91 Newer approaches to the case-control 
methodology involve a retrospective review of computerized 
records from large health systems to define a measurable 
outcome of risk in those defined as exposed to a drug (cases) 
compared with a comparison group (controls). Controls may 
be limited to individuals with the same condition, matched 
on critical correlates, and exposed to an alternative drug 
therapy.92† To obtain adequate statistical power, this model 

†Obviously, what it lacks is the power of random assignment and blinding. 
No one suggests that this should substitute for adverse event reporting in 
clinical trials as a source of information on treatment-emergent adverse 
events—only that both methodologies should be applied in considering 
drug safety issues.
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depends on the frequency of the exposure and outcome of 
interest, as well as the validity and reliability of the measures 
used to identify both exposure and outcome.

Synthesizing information from multiple data sources 
including randomized and nonrandomized studies, admin-
istrative databases, epidemiologic studies, and health-survey 
data can provide large amounts of information on many 
more patients in much broader settings than in a typical 
RCT. This “cross-design synthesis” approach to drug safety 
issues integrates results from efficacy, effectiveness, prac-
tice, and service-system research, which means combining 
data not just from different studies but from different kinds 
of studies.93 By adjusting for selection and confounding 
effects,94 advances in statistical methods can capture the di-
verse strengths of different study designs while minimizing 
their weaknesses and enabling a more inclusive synthesis 
paradigm.93 This paradigm is consistent with public health 
approaches that have defined risk of exposure to a variety 
of environmental toxins, including the relationship between 
smoking and the full range of negative health outcomes.

Suicidal Ideation and Behavior  
as Primary Outcome Measures of Efficacy

The present practice of excluding patients who are 
deemed to be at risk of suicide from clinical trials raises 
both ethical and scientific issues. A number of studies have 
demonstrated the ethical and clinical feasibility of includ-
ing such patients as participants in such studies, if research 
staff receive appropriate training to minimize risk to the 
subjects.29,95 The InterSePT study established the feasibility 
and importance of clinical trials in patients with schizo-
phrenia and a history of recent suicidal behavior and/or 
current suicidal ideation.96 The study was notable for the 
large sample size (N = 980), the use of independent raters, 
the inclusion of high-risk patients, the comparison of a 
presumptively active drug (clozapine) and an active com-
parator (olanzapine), and the 2-year period of observation. 
Primary endpoints included suicide attempts, hospitaliza-
tions to prevent suicide, and a rating of “much worsening 
of suicidality.” Clozapine-treated patients experienced 25% 
fewer serious suicide attempts or hospitalizations to prevent 
imminent suicide (“type 1 events”) compared with patients 
receiving olanzapine. The FDA accepted these data and  
other data97 and granted suicide risk reduction as an ad-
ditional indication for the use of clozapine. A recent 
epidemiologic study98 from Finland provided additional 
support for the efficacy of clozapine in suicide risk reduc-
tion for patients with schizophrenia.

Data from informative pharmacoepidemiologic 
case-control studies can suggest the possible efficacy 
of specifically marketed drugs for reducing suicide risk 
in high-risk patients and the potential value of future 
randomized controlled clinical trials to obtain the addi-
tional indication of suicide prevention or risk reduction.  
Goodwin et al99 conducted a retrospective cohort study 
within the Kaiser Permanente system in California and 
at Group Health of Puget Sound in Washington of 20,638 

health plan members age 14 years or older who had at least 
1 outpatient diagnosis of bipolar disorder and at least 1 
filled prescription for lithium, divalproex, or carbamazepine 
between January 1994 and December 2001. After adjust-
ment for age, sex, health plan, year of diagnosis, comorbid 
medical and psychiatric conditions, and concomitant use 
of other psychotropic drugs, risk of suicide death was 
2.7 times higher during treatment with divalproex than  
during treatment with lithium.* While of interest, this type 
of design cannot control for confounding by indication;  
that is, it is possible that clinicians shy away from prescribing 
lithium (deadly in overdose) to patients they deem to be at 
risk for suicidal behavior. Several other limitations, such as 
differences in clinical monitoring and blood level assess-
ment, also confuse matters. Of note, a recently completed 
NIMH-funded study101 of bipolar suicide attempters in an 
RCT of lithium and valproate found no difference between 
the two conditions in terms of suicide attempts or suicide 
events even though 35% of the 96 patients randomized had 
suicide events. Regrettably, no industry or government 
sponsor has stepped forward to design and implement a 
prospective study of suicidal behavior, suicidal ideation, or 
suicide in bipolar patients treated with lithium versus other 
mood-stabilizing drugs that might or might not lead to an 
approved FDA indication.

The pharmacoepidemiologic studies and clinical trials 
demonstrating drug efficacy in reducing suicide risk in 
patients with schizophrenia and bipolar disorder raise 2  
interesting questions: (1) Do drugs that appear to reduce the 
risk of suicide for patients with one diagnosis (eg, clozapine 
in patients with schizophrenia) also lower suicidal risk for 
individuals with other diagnoses? (2) What is the relation-
ship between treatment efficacy and reduction of suicide 
risk for patients with a specific disorder, if some drugs that 
are equally effective in relationship to other symptoms differ 
in their impact on emergent suicidal ideation and behav-
ior? The questions highlight the importance of including 
patients with recent suicidal behavior and current suicidal 
ideation in scientifically and ethically sound clinical trials, 
with reduction in suicidal ideation, behavior, or risk as the 
primary endpoint. A full summary of recommendations 
related to the organization and management of such stud-
ies is included in the list of consensus recommendations 
coming out of the conference (see Consensus Findings and 
Recommendations).

RISK FACTORS AND MODERATING  
AND MEDIATING VARIABLES

A thorough evaluation of the effects of drugs that are 
suspected of increasing or decreasing the risk of suicidal 

*A more recent study by Smith et al100 was brought to our attention 
following the meeting. This paper suggests that anticonvulsants also 
have a protective effect in terms of suicide in Danish patients purchasing 
anticonvulsants, lithium, or antipsychotic drugs if they appeared to 
continue taking their medication. The study did not address psychiatric 
diagnosis or other covariates. 
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ideation, suicidal behavior, and suicide might selectively  
address other factors associated with increased or decreased 
risk, as well as possible mediating and moderating variables. 
Apart from age, gender, and psychiatric diagnosis, these  
aspects (eg, demographics such as marital status, employ-
ment, and ethnicity; family history of suicide; substance 
abuse/dependence; feelings of hopelessness; “psychic 
anxiety”; and reasons for living) were not systematically  
examined in the FDA meta-analysis.* A brief review of some 
specific moderating and mediating variables and risk factors 
is given below.

Demographic Factors: Gender,  
Ethnicity, Occupation, and Relational Status

Reported suicide rates vary greatly among countries  
and regions79 and, within countries, by gender,102,103 occupa-
tion,104,105 ethnicity,106,107 and relational status. Men account 
for nearly 80% of all suicides in the United States, but rates of 
suicide attempts are higher in women.102 Women choose less 
violent/lethal methods than men, and they are more likely to 
ask for help.102 The higher rates of alcohol and drug abuse/
dependence in men may contribute to the higher suicide 
rate. Unemployment increases suicide risk,108 and divorce, 
separation, or widowhood increases risk 4- to 5-fold com-
pared with that of married individuals.109–111

Age and Psychopathology
While suicide is the third leading cause of death for young 

people (aged 15–24 years),112 it is a rare event. On the other 
hand, suicidal ideation and behavior are not uncommon 
among adolescents, and, because ideation in particular is 
relatively common and suicide is rare in this age group, ide-
ation by itself is not a good indicator of level of suicide risk 
in this population. Obviously, the level of suicidal ideation 
must be taken into account in estimating risk. Someone with 
ideation that involves a wish to die or thoughts of killing one-
self but has no plan or intent has a very different risk profile 
than someone with ideation who has an intent and plan to 
kill oneself.21,22 Teen suicide attempts are often impulsive. 
The interval between a stressor and the onset of suicidal 
behavior is very brief—minutes, not hours or days. The im-
pulsivity may not be a stable temperamental style, but rather 
an aspect of an abnormal mental state that takes hold during 
a suicidal moment. Behavioral contagion is a risk factor for 
suicide attempts and suicides in this age group. When asked 
directly about suicidal ideation or behavior, adolescents gen-
erally demur, but self-administered questionnaires, on either 
paper or computer, may be more successful in obtaining this 
information.113,114

Psychological autopsy studies of teenagers in the United 
States found that between 82% and 95% of individuals who 
committed suicide had a psychiatric disorder compared with 

*From a regulatory perspective, these factors should be balanced between 
drug- and placebo-treated patients if true randomization has occurred 
across trials and sites. Because these variables can influence suicidal 
ideation, behavior, and risk, a determination of the balance of these factors 
across treatment groups should be a consideration in future studies.

between 23% and 48% of controls.115–117† The most common 
diagnoses were depression, antisocial personality disorder, 
substance abuse, and anxiety. Teenage females who commit 
suicide principally suffer from major depressive disorder, 
while male teens who commit suicide usually also have a 
previous history of antisocial behavior, conduct disorder, or 
substance abuse.116,117 Substance use disorders are particu-
larly common in adolescent and young adult suicides.121–124 
Combinations of disorders, such as depression and general-
ized anxiety disorder or depression and oppositional defiant 
disorder, increase the risk of suicide attempts in these age 
cohorts.125,126

In general, suicide rates are higher among adults 65 years 
and older than among any other age group.127,128 Suicidal be-
havior is not usually impulsive in this age group, and suicidal 
ideation is one of the best predictors of suicide. Persistent 
suicidal ideation following a suicide attempt in the elderly 
is a very serious risk factor for suicide. Nonlethal suicide 
attempts are unusual in older patients.128,129 In the recent 
IMPACT study, hopelessness was the leading predictor of 
late-life suicide.87 Other prominent symptoms that may cor-
relate with suicidal ideation and suicide in the elderly are 
persistent insomnia, weight loss, and hypochondriasis.130,131 
As is true in other age groups, the vast majority of older 
people who commit suicide are suffering from a diagnosable 
disorder at the time of death, especially major depres-
sion,132–134 but also alcohol abuse/dependence and/or the 
presence of a narcissistic personality disorder.135–137 Social 
factors, such as the loss of an intimate partner or friend and/
or family discord, may be an additional risk factor in these 
individuals.135,138 Late-life suicide can also be associated with 
serious, chronic, and painful medical illness, as well as the 
prospect of serious disability related to cardiopulmonary or 
cerebrovascular disorders.135,139 Emerging dementia and a 
decline in cognition increase risk of suicide, but advanced 
dementia may be protective. Suicide rates in dementia  
patients are highest just after a diagnosis is made.140,141

Some of the conference participants believe that there  
is a consensus in the field that patients with severe major 
depression appear to present the greatest suicide risk142–145; 
others argued that bipolar disorder is associated with a  
greater risk of suicide.146–151 Some of the participants believe 
that the lethality of depression is directly related to the sever-
ity of the illness, but others believe that this is controversial. 
Clinical predictors of suicide completion in patients with 
major depressive disorder include—in addition to comorbid-
ity with substance use disorders—comorbidity with cluster B 
disorders, particularly borderline and antisocial personality 
disorders.152,153 Symptoms more commonly present among 
depressed suicides compared with depressed controls include 
“psychic anxiety,” insomnia, alcohol abuse, loss of interest or 
pleasure, weight or appetite loss, feelings of worthlessness 
or inappropriate guilt, and recurrent thoughts of death or 

†This is also true across all age groups.118 Data from psychological autopsy 
studies indicate that approximately 90% of those who kill themselves are 
suffering from a major psychiatric disorder.119,120
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suicidal ideation.154–156 Depressed patients with these spe-
cific symptoms who have a plan or have made preparations 
for a serious suicide attempt or have a recent history of hos-
pitalization for depression are at particularly high acute risk 
of suicide.157,158 Most suicides among those with a history of 
major depressive disorder occurred during their first depres-
sive episode.159 Similarly, suicidal acts in patients with major 
affective disorders are most frequent in the first year after 
onset of illness and decline in frequency over time, although 
there is a slight increase in suicidal behavior after patients 
have been ill for 25 years or longer.159 Patients with poly-
drug abuse/dependence, schizophrenia, bipolar disorder, and 
alcohol abuse/dependence also have an elevated risk of sui-
cide.160 Primary or comorbid alcohol abuse or dependence 
is present in 25% to 50% of suicides.161–163 A personal his-
tory of previous suicide attempts increases the risk of suicide 
38-fold.117 In one study, 25% of previous attempters made a 
second attempt, and 12% eventually died by suicide.164

Family History
Family history of suicide increases the risk of suicidal 

behavior 4- to 10-fold,165,166 and familial transmission of 
suicidal behavior is independent of aggregation of psycho-
pathology.167–170 Recent studies also suggest that familial 
transmission of suicidal behavior is mediated by impulsive-
aggressive behaviors.171 Patients with a family history of 

suicide are more likely to attempt to kill themselves with 
more lethal methods.172 A history of domestic abuse in-
creases the risk of suicidal behavior 4- to 8-fold,173,174 while 
a history of childhood physical or sexual abuse increases the 
risk up to 10-fold.13,175,176

Genetics
Using genes to predict medication responses, includ-

ing side effects, is part of the rapidly growing field of 
pharmacogenetics. The methodology has some poten-
tial to predict individual responses to antidepressant and 
other psychotropic medications, and specifically treatment-
emergent suicidal ideation and suicidal behavior and the 
efficacy of medications in reducing suicidal risk. Predictive 
genetic variation can be studied in candidate genes or using  
genome-wide screens to detect associations with good and 
bad outcomes. Extensive information on studies investigat-
ing genetic variation in suicidal behavior may be found in the 
Suicidal Behaviors: Genetic Association Studies Database.177 
Among the many associations conducted, genetic variants 
have been linked and/or associated with suicide indepen-
dently of major depression.178–183 Studies have identified 
some gene variants related to suicidal ideation in clinical 
treatment trials of SSRIs,184–186 but none of these seem re-
lated to the genes expected to be primarily associated with 
suicidal behavior.

Consensus Findings and Recommendations

On the basis of a review of the history and current state of 
research on suicide and suicidal ideation and behavior, con-
ference participants developed a set of recommendations to 
guide future research and practice. While meta-analysis of 
data from efficacy trials that were conducted before drug 
approval constitute one important source of information, 
the FDA should use its new postmarketing surveillance 
powers to access pharmacoepidemiologic databases from 
the United States and abroad to advance the type of cross-
design synthesis that can more clearly delineate drug 
safety regarding suicide-associated risk. Although the 
meta-analyses conducted by the Agency clearly seemed to 
show age-related differences in risk of suicidal ideation and 
behavior, it is critical for the FDA’s public health mission 
(and for clinical practice) to obtain a more granular defini-
tion of risk in this population through case-control studies 
and targeted clinical research studies that may delineate a 
possible causal pathway (eg, differential side effect profiles 
by age). This tripartite approach is consistent with other 
successful public health strategies that have led to more 
precise definitions of risk utilizing research from diverse 
data streams.92

Other recommendations focused on the following areas: 
definitions, assessment scales, risk factors and moderating 
and mediating variables, and ethical considerations in clini-
cal trials involving high-risk individuals.

DEFINITIONS

Suicidality1.  should be abandoned as a term.
Suicidal ideation, suicidal behavior, 2. and suicide are pref-
erable terms; operational definitions for these terms 
should be formulated and disseminated and should 
work in translation across languages and cultures.
The FDA endorsement of C-CASA offers a uniform 3. 
standard for defining these terms.
Optimal nomenclature should be applied to clinical effi-4. 
cacy studies and the assessment of treatment-emergent 
suicidal ideation and behavior, population-based case-
control studies, and postmarketing drug surveillance. It 
is not yet clear how the definition of terms in C-CASA 
will meet this broadly applicable standard.

Assessment Instruments
At this juncture, the most important criterion for  1. 
international clinical trials with relevance to the United 
States would appear to be how well an instrument con-
forms to C-CASA. This is not currently a requirement 
of regulatory authorities outside of the United States. 
While the FDA has invited other instrument developers 
to match their assessments to the C-CASA definitions 
and requirements, the C-SSRS is the only method thus 
far endorsed by the FDA.
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Simplicity of licensing, cross-cultural and multilingual 2. 
validity and equivalence for international studies, ease 
of administration by trained nonprofessional raters or 
computer, specified assessment intervals, and the costs 
of training and staff time related to the assessment in-
strument are additional criteria of particular interest to 
industry sponsors.
With respect to all of the available assessment 3. 
instruments:

Validate or abandon composite scale-derived  a. 
measures of severity.
Self-administered forms, including IVRS, should be b. 
validated against clinician ratings and judgment, and, 
although patients may be more forthcoming in dis-
closing information on suicidal ideation or behavior 
on a self-report instrument than to a live clinician, 
leaving the determination of intent up to the patient 
may complicate efforts at matching to C-CASA, 
which relies on rater assessment. At this juncture, the 
assessment scale should be clinician-administered, 
with information furnished by the patient and,  
wherever possible, augmented by other informants.
It is best to measure suicidal ideation and behavior c. 
with different measurement strategies. The mea-
surement of suicidal ideation involves different, but 
sometimes overlapping, considerations than the 
measurement of suicidal behavior in efficacy and 
safety studies. For example:

Suicidal ideation can be assessed as a continu-i. 
ous measure; suicidal behavior is probably best 
evaluated as a definable endpoint or as a “time to 
event” measure of efficacy.
The individual’s understanding of intent and ii. 
potential lethality is important in assessing sui-
cidal behavior.
Assessment of efficacy with respect to suicidal iii. 
ideation requires longitudinal measures of 
improvement, worsening, and no change on 
measures of severity.
A Data and Safety Monitoring Board (which iv. 
should include experts on suicide risk) should 
be included in efficacy assessments of suicidal 
behavior across the life cycle.
Use of standard time intervals for the assessment v. 
of suicidal ideation is critical. This may vary by 
study (last day/last week/last month), but it must 
be consistent across the study.
Psychometric characteristics may vary by time vi. 
interval selected, so measurement qualities need 
to be checked. The interval must be reasonable 
in terms of memory, or additional variance will 
be introduced. “Since last visit” is not a standard 
timeframe.

Key psychometric criteria for treatment studies are d. 
validity, severity of ideation, test-retest reliability, 
sensitivity to change, predictive validity/specificity, 
and interrater reliability.

Secondary psychometric criteria can be considered, e. 
including requirements for training, validity in 
both safety and efficacy applications, internal  
consistency, and sensitivity to reading ability  
(if computer administered).
Semistructured interviews should have good  f. 
anchor points.

Assessment approaches for relative benefits and risks 4. 
need to be updated by drawing on broader data sources 
and capitalizing on more modern statistical and epide-
miologic tools. Assessment approaches now rely heavily 
on the acquisition and integration of information from 
premarketing studies and from spontaneous post-
marketing reports of adverse events. A new paradigm 
needs to be implemented based on new FDA author-
ity to systematically monitor postmarketing events 
and on the development of a validated instrument for 
postmarketing surveillance. This should enable the 
Agency to utilize data from multiple sources including 
randomized and nonrandomized studies, administra-
tive databases, epidemiologic studies, and US-based 
and non–US-based pharmacoepidemiologic resources; 
essentially, large amounts of information on many more 
patients in much broader settings than in a typical RCT. 
This broad-based paradigm would be consistent with 
public health approaches that have defined risk of ex-
posure to a variety of environmental toxins, including 
the relationship between smoking and the full range of 
negative health outcomes.
Ultimately, the FDA, the clinical research community, 5. 
and industry will need to obtain a better handle on the 
costs, risks, and benefits of the broad screening require-
ment for suicidal ideation, behavior, and risk across all 
CNS drugs in development; the impact on drug devel-
opment in this therapeutic area; and the risks of failing 
to implement the new policy. For example, will the FDA 
require a therapeutic class–based black box warning 
on a new drug, with a novel mechanism of action, even 
if that drug fails to show a signal of increased suicidal 
ideation, suicidal behavior, or suicide across all pre-
marketing studies?

RISK FACTORS AND MODERATING  
AND MEDIATING VARIABLES

Risk factors and moderating and mediating variables 
should be considered selectively in clinical trials. Because 
suicide assessment instruments by themselves do not neces-
sarily provide a complete assessment of factors that may be 
associated with suicidal ideation, behavior, and risk, it will 
be important to consider how these issues may differentially 
affect these outcomes. These factors and variables include 
the following:

Age and other demographic information (to clarify the 1. 
relationship between age and treatment-emergent  
suicidal ideation and behavior).
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Specific psychiatric and medical disorders, including 2. 
substance abuse/dependence (including tobacco 
smoking).

Psychiatric diagnosis using current criteria of the a. 
American Psychiatric Association, including past 
history and response to previous treatments.
Urine drug screening at baseline and throughout b. 
a clinical trial involving patients with a current 
or recent history of drug abuse/dependence and 
systematic collection of self and significant other 
report of quantity/frequency/severity of alcohol use, 
validated by measures of plasma γ-glutamyl trans-
peptidase, mean corpuscular volume, and/or other 
indirect measures of heavy drinking in patients 
with a current or recent history of alcohol abuse/
dependence.

Feelings of helplessness and hopelessness and other 3. 
symptoms associated with suicidal risk in specific groups 
(such as poor sleep quality in the elderly).
Family history of suicidal behaviors, which should 4. 
take into account the degree of familial loading (which 
should be used as an indicator of severity of risk) and 
method (including lethality and intent of the method).
Recent stressors related to work or relationship and the 5. 
presence/absence of social support from friends, family 
members, coworkers, and/or coreligionists.
Blood drug level data or other markers of medication 6. 
compliance.
DNA sampling, which should be included in informed 7. 
consent protocols. Such sampling should be considered 
as an important domain for data collection in all clinical 
trials, and, because of the importance of familiality as a 
risk factor for suicide, the protocol should enable collec-
tion during the course of a clinical trial, including the 
analysis of deidentified data at a central location, with al-
lowance for analysis long after the conclusion of the trial.

Additional Studies
To address questions about possible moderating or  

mediating factors that could account for age-related differ-
ences in antidepressant treatment–emergent suicidal ideation 
and behavior, additional hypothesis-testing studies should 
be encouraged. As an initial step, it would be useful to ex-
amine existing large data sets to determine whether younger 
patients have greater sensitivity to activating side effects, or 
side effects in general, compared with adults. If differences 
are identified, it would be useful to track self-report and 
behavioral measures of treatment-emergent hostility, agita-
tion, and impulsivity during antidepressant clinical trials of 
adolescents in order to determine a relationship between 
these measures and the emergence of suicidal ideation and 
behavior. As a further step, it might be useful to conduct 
exploratory laboratory studies to determine whether SSRIs 
and serotonin-norepinephrine reuptake inhibitors produce 
differential activation in depressed adolescents (compared 
with depressed adults) utilizing behavioral measures during 
baseline and drug treatment.

Given the importance that clinical researchers assign to the 
presence of “psychic anxiety” in their assessment of suicidal 
risk, it will be important to clearly define the term, to try to 
differentiate the state from other anxiety states and disorders, 
to improve methods of assessment, and to determine the op-
timal frequency of measurement necessary to establish clear 
linkage to the emergence of suicidal ideation/behavior and 
risk of suicide. In particular, it is critical for clinicians to know 
whether failure to reach remission of the anxiety state is as-
sociated with a high risk of suicidal behavior. Clinicians will 
want to know how personality traits and/or a personal past 
history of child abuse and other potential moderators influ-
ence suicide risk in their patients and the risks and benefits 
of antidepressant drug treatment.

Finally, it is important for the NIMH to continue to invest 
in focused, hypothesis-testing research to identify potential 
biologic markers of suicidal behavior and suicide risk through 
selective brain scan studies, as well as additional research on 
hypothalamic-pituitary-adrenal axis function157,187,188 and 
other potentially promising measures.189–192

ETHICAL CONSIDERATIONS IN CLINICAL TRIALS 
INVOLVING HIGH-RISK INDIVIDUALS

In light of studies that have demonstrated the ethical and 
clinical feasibility of including patients with suicidal ideation 
and/or recent suicidal behavior as participants in clinical  
trials,80,81,193 it is difficult to argue in favor of the present prac-
tice that excludes patients who are deemed to be at risk of 
suicide from clinical trials, especially because many patients 
with these symptoms will be receiving these medications (af-
ter FDA approval) in the absence of systematic premarketing 
data on the associated risks and benefits related to suicidal 
ideation, suicidal behavior, and suicide in such individu-
als. The outcome of interest (whether a treatment-emergent 
serious adverse event or evidence of efficacy in a clinical treat-
ment) should be suicide attempt or suicide-related event, such 
as hospitalization to prevent an attempt. A Data and Safety  
Monitoring Board should decide whether hospitalizations 
and/or self-harmful events that occur are events of interest. 
If patients are kept in the study after a first event, number 
of events can also be an outcome measure. Sample size will 
depend on the variables investigated and the characteristics of 
the sample, but large samples will be necessary given the rela-
tively low frequency of suicidal behavior in clinical trials. This 
may require prioritization of collaborative strategies among 
multiple sites, similar to those used for other specialties such 
as cancer, cardiovascular, or diabetes. Although duration 
will depend on the base rate of suicidal behavior in the target 
population, the type of intervention investigated, clinical in-
dications, and other study specific variables, 3 months is the 
minimum duration needed to be informative about changes 
in suicide risk, and 6 to 9 months would be preferable in 
studies of efficacy. Certain pharmacologic interventions may 
require longer periods of observation than others.

Consensus conference participants agreed with the fol-
lowing general principles regarding the inclusion of patients 
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with suicidal ideation and/or recent suicidal behavior in 
clinical trials:

Subjects may have evidence of a recent suicide attempt 1. 
and some suicidal ideation at time of enrollment. Medi-
cally unstable patients should not be included.
All patients deemed at risk of suicide may not be eli-2. 
gible for participation in RCTs. There may need to be  
a “cutoff ” of severity related to the seriousness and  
potential lethality of recent suicidal behavior, urgency 
of suicidal ideation, assessment of intent, and other 
variables, unless an inpatient lead-in is included, as  
was done by Oquendo et al.193

Patients deemed to be at serious and imminent risk  3. 
to their own life should be excluded, even from studies 
that include suicidal patients, unless there is an inpa-
tient lead-in phase.194

Inclusion and exclusion criteria should include an 4. 
evaluation of risk by a mental health clinician, follow-
ing initial screening on a scale to assess ideation and 
recent and past suicidal behavior. Such a well-defined 
procedure can allow for inclusion of patients with some 
level of “at risk” status.
Each investigator must understand that patients can  5. 
be discontinued from the study at any time because  
of perceived imminent risk to self.
If suicide-related baseline exclusion criteria occur,  6. 
the patient should be terminated from the study and 
offered urgent clinical care.
The following elements need to be addressed:7. 

Suicide prevention or risk reduction must be a. 
a legitimate outcome variable, not just a safety 
variable.
Trials should not be placebo controlled, unless it b. 
is an add-on design. Comparisons could be to any 
active treatment, including treatment as usual, 
medication, or psychotherapy.
Noninferiority studies are required if there  c. 
are approved drugs with established efficacy  
in reducing risk of suicide for a disorder  
(eg, clozapine in schizophrenia).
The consent process needs to inform that sui-d. 
cidal ideation and behavior are either possible 
treatment-related serious adverse events or targets 
of treatment and delineate what the limits of confi-
dentiality will be if the patient becomes suicidal. 
Consent should also explain that if patients wish  
to withdraw from the study, they will be assessed 
for acute suicide risk and may be treated clinically.
Staff must be trained in risk assessment and crisis e. 
management. The critical threshold for project 
approval at each site must include a vetted risk 
management protocol, validated staff training, and 
appropriate emergency and urgent care resources 
to implement a high-risk study. The latter includes 
round-the-clock availability of senior clinicians for 
evaluation and for hospitalization.

A hierarchy of evidence-based, severity-based  f. 
interventions should be available.
The proper balance of research assessment  g. 
and clinical care should be carefully calibrated.  
Although more frequent contact may suppress 
events, if both arms have the same frequency of 
contact, the data will be valid.
Frequency of assessment should be consistent with h. 
standard treatment of the underlying condition and 
the requirements of the experimental treatments 
being evaluated, with the option of more contact 
as clinically indicated. More frequent monitoring 
of ideation, behavior, and intent via telephone or 
the Internet can be of value, especially in moni-
toring high risk–related ideation such as “psychic 
anxiety” and feelings of hopelessness, as well as the 
emergence of significant stressors and ongoing or 
emergent drug and alcohol use.
A guide-based protocol for self-assessment and i. 
self-management of suicidal ideation should be 
utilized in clinical trials. One such plan that the 
consensus conference participants considered 
favorably, the manualized Safety Plan interven-
tion developed by Stanley and Brown,194 includes 
6 levels of awareness and coping: (1) reduce the 
potential for use of lethal means, (2) recognize 
warning signs, (3) employ internal coping strate-
gies without needing to contact another person, 
(4) socialize with family members or others who 
may offer support as well as distraction from the 
crisis, (5) contact family members or friends who 
may help to resolve a crisis, and (6) contact mental 
health professionals or agencies.

CONCLUSION

In the past decade, reports of increased “suicidality” 
associated with antidepressant and other CNS-active medi-
cations have made more urgent the need to accurately and 
consistently define terms associated with suicide, identify 
patients at risk, and measure the effects of treatment (both 
positive and negative) on suicidal ideation, behavior, and 
risk. This consensus statement is a snapshot of where things 
stand on this issue in 2009–2010. It is a broad review, and 
many experts from academia, government, and industry 
participated in its composition and execution, but it is still a 
document, and things will continue to evolve from here. It 
is not the last word, just the best that could be distilled from 
a consensus conference and postmeeting paper preparation 
by a large, complex group with diverse interests and perspec-
tives. Participants in this consensus development conference 
agreed that the term suicidality is not as clinically useful as 
more specific terminology (ideation, behavior, attempts, and 
suicide) that can be defined more precisely across data sets 
from clinical trials and pharmacoepidemiology and can be 
more readily understood by clinicians and the public. Most 
participants applauded the FDA’s effort to promote standard 
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definitions and definable expectations for investigators 
and industry sponsors by endorsing the terminology in  
C-CASA. Currently, there is no consensus on the value or 
validity of composite scores of severity on any of the available 
assessment instruments. Their developers should continue 
their research to address the most important uncertainties 
(highlighted in Tables 3 and 4) regarding utility, reliability, 
and validity of the scales in identifying suicide-associated 
treatment-emergent effects and/or a signal of efficacy in 
suicide prevention trials. If the developers seek to gain 
FDA endorsement, they must meet the C-CASA match-
ing threshold set by the Agency (Table 2). All assessment 
instruments should include a recommendation that would 
define the point at which a patient should be referred to an 
experienced mental health professional for a thorough as-
sessment of suicide risk (eg, intent). No scale can, or should, 
replace clinical judgment where life-and-death issues are 
concerned.

The FDA needs to build upon its new authority to sys-
tematically monitor postmarketing events by encouraging 
the development of a validated instrument for postmar-
keting surveillance of suicidal ideation, behavior, and risk 
within informative large health care–related databases in the 
United States and abroad. By utilizing and synthesizing data 
from multiple sources, the Agency will be in a far stronger 
position to define drug-related risks and benefits in many 
more patients in much broader settings than in a typical 
RCT. This broad-based paradigm would be consistent with 
its public health mission. Over time, the FDA, industry, and 
clinical researchers should evaluate the impact of the cur-
rent Agency requirement that all CNS clinical drug trials 
must include a C-CASA–compatible screening instrument 
for assessing and documenting the occurrence of treatment-
emergent suicidal ideation and behavior. This evaluation 
should consider the costs and benefits of the broadly ap-
plicable mandate; the relevance of including specific risk, 
moderating, and mediating variables in the database; and 
the impact of the mandate and the associated data-gathering 
requirements on the development of CNS-active compounds 
and on the health and safety of the public.

Finally, patients at high risk for suicide can safely be  
included in clinical trials, if proper precautions are followed. 
They need to be included to enable premarket assessments 
of the risks and benefits of medications related to suicidal 
ideation, suicidal behavior, and suicide in such patients. 
Clinical trials in which suicide is the primary target of treat-
ment will need to be large and of longer duration than the 
usual 8-week study. Informed consent must explain that 
suicidal ideation and behavior are the outcome measures, 
delineate the limits of confidentiality should a patient be-
come suicidal, and describe the assessment and treatment 
patients will receive if they withdraw from the study. Each 
research participant should be provided with a suicide pre-
vention plan with steps to follow if they recognize warning 
signs of imminent suicidal behavior. A balance between re-
search assessment and clinical care can be established such 
that patients are safe and results are valid.
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