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Objective: Depressive episodes are common
in bipolar disorder, and the disorder is character-
ized by high suicide rates. Recent analyses indi-
cate a possible association of antidepressant treat-
ment and suicidality in children and adults with
depressive or anxiety disorders. However, few
data are available to inform the suicidality risk
assessment of antidepressant use specifically in
bipolar disorder.

Method: Of the first 2000 participants fol-
lowed for 18 months in the Systematic Treatment
Enhancement Program for Bipolar Disorder
(STEP-BD), 425 experienced a prospectively
observed, new-onset major depressive episode
without initial suicidal ideation. Standardized
ratings of suicidality and antidepressant exposure
at index depressive episode and next evaluation
were used to investigate the primary hypothesis
that new-onset suicidality was associated with
increased antidepressant exposure (antidepressant
initiation or dose increase). Secondary analysis
investigated correlates of new-onset suicidality
and antidepressant exposure. Data were collected
from November 8, 1999, to April 24, 2002.

Results: Twenty-four participants (5.6%)
developed new-onset suicidality at follow-up,
including 2 suicide attempts. There was no asso-
ciation of new-onset suicidality with increased
antidepressant exposure or any change in anti-
depressant exposure, and no association with
initiation of antidepressant treatment. New-onset
suicidality was associated with neuroticism, prior
attempt, and higher depressive or manic symptom
ratings at index episode. Increased antidepressant
exposure was negatively associated with higher
manic symptom rating at index episode; control
for this sole empirically identified confound did
not alter the primary results.

Conclusions: Although careful monitoring
for suicidality is always warranted in bipolar dis-
order, this cohort study provides no evidence that
increased antidepressant exposure is associated

J Clin Psychiatry 67:1, January 2006

with new-onset suicidality in this already high-
risk population. Correlates of both suicidality and
antidepressant exposure indicate directions for
further research.

(J Clin Psychiatry 2006,67:48-55)
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I ndividuals with bipolar disorder may spend over
30% of their course in depressive episodes.' Cross-
sectional and prospective studies indicate that depressive
symptoms are the strongest predictor of social role dys-
function.” Those with bipolar disorder comprise a popula-
tion at particularly high risk for suicide.>® Thus, adequate
treatment of depressive episodes is critical for optimal
outcome in this disorder.
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However, recent warnings by the U.S. Food and Drug
Administration (FDA) suggest that antidepressants may
be associated with increased suicidality, based on pooled
analyses of 24 placebo-controlled trials of antidepressants
in children and adolescents with depressive or anxiety
disorders.” A database study of 24,119 U.S. adolescents
also demonstrated increased risk of suicide attempts with
6 months of antidepressant use.'” A mixed-age, mixed-
diagnosis, case-control study of 159,810 individuals in
the United Kingdom also indicated an increased risk of
suicidal behaviors with the use of antidepressants within
90 days of the event.'"" A Cochrane Collaboration meta-
analysis of clinical trials of antidepressants across all ages
indicated a significant association between serotonin re-
uptake inhibitors and suicide attempts compared to pla-
cebo,' although another meta-analysis'® and a correla-
tional study of county-level U.S. data'* failed to do so.
This potential increased risk of suicidality due to antide-
pressants has sparked substantial discussion in both pro-
fessional'® and lay'® publications.

Thus, if antidepressant medications increase suicidality
in the already vulnerable bipolar population, their use
should be minimized or avoided. On the other hand, if de-
pressive episodes are undertreated, risk for social dys-
function and suicidality increases.

The only data on the antidepressant-associated suicid-
ality risk specifically for bipolar disorder derive from 1
cross-sectional analysis, which indicated no association
between suicidality and paroxetine use in individuals with
this disorder.'” Thus, there is little evidence to guide the
clinician’s suicide risk assessment of antidepressant use
for such individuals. Moreover, few evidence-based alter-
natives to antidepressant medications exist for the treat-
ment of acute bipolar depressive episodes.'®"

We therefore utilized prospective data from the Na-
tional Institute of Mental Health—funded multisite Sys-
tematic Treatment Enhancement Program for Bipolar Dis-
order (STEP-BD)® to investigate the primary hypothesis
that increased exposure to antidepressant medications in a
prospectively observed major depressive episode is asso-
ciated with new-onset suicidality in individuals with bi-
polar disorder. Secondarily, we investigated correlates of
suicidality and of antidepressant exposure that might
modulate such an association.

METHOD

Study Overview

This cohort study analyzed the first 2000 participants
enrolled in STEP-BD who completed 18 months of
follow-up across 21 clinics. Program treatment is
evidence-based and determined by physician and patient
choice, while all participants receive the same structured
assessments of treatment and outcome.”” The STEP-BD
participants are required to be at least 15 years of age and

49

to meet DSM-IV criteria for bipolar I, bipolar II,
cyclothymia, bipolar not otherwise specified, or schizo-
affective manic or bipolar subtypes by semistructured
interview. Exclusion criteria for STEP-BD are minimal,
including unwillingness or inability to comply with
study assessments, or inability to give informed consent.
Thus, STEP-BD emphasizes recruiting an effectiveness
sample?'** representative of patients seen in similar clini-
cal practice venues. All participants provided written in-
formed consent as approved by each institution’s investi-
gation review board. Data were collected from November
8, 1999, to April 24, 2002.

Assessments and Procedures

At STEP-BD intake, bipolar disorder characteristics
and comorbidities were identified using the Mini-
International Neuropsychiatric Interview (MIND?* for
Axis I comorbidity. The Affective Disorders Evaluation
(ADE),*** a modification of the mood and psychosis mod-
ules from the Structured Clinical Interview for DSM-IV
(SCID),” determined episode status at STEP-BD intake.

The Clinical Monitoring Form (CMF)* is administered
to every STEP-BD participant at every clinic visit. The
CMF assesses manic and depressive symptom status, in-
cluding suicidal ideation, based on the SCID current mood
modules. It also includes standardized assessment of stres-
sors, comorbid substance abuse and anxiety symptoms,
current medications, medication adherence, adverse ef-
fects of treatment, and relevant laboratory data. Par-
ticipants are assigned at each visit to one of 8 clinical
states including DSM-defined episodes (major depressive,
manic, hypomanic, mixed); recovering (for those with < 2
criteria for, respectively, 1-8 weeks) or recovered (for
those with =< 2 criteria for more than 8 weeks); or 2 subsyn-
dromal states, continued symptomatic or roughening, de-
pending on whether they have transitioned from, respec-
tively, an acute episode or recovery. Intraclass correlation
coefficients (ICC) for CMF depression and mania items
have been excellent (ICC = 0.83-0.99).

Among other relevant assessments, quality of life was
assessed at STEP-BD intake using the Quality of Life
Enjoyment and Satisfaction Questionnaire (Q-LES-Q),”
a 16-item self-report. Social role function at intake was
assessed with the Range of Impaired Functioning Tool
(LIFE-RIFT),® a 4-item clinician-administered semi-
structured interview in which work, recreation, interper-
sonal relations, and global satisfaction are rated from
1 (no impairment) to 5 (severe impairment). Neuroticism
and extraversion were assessed at intake with the Neu-
roticism Extraversion Openness Five Factor Inventory
(NEO-FFI).”

Study Cohort Definition

The cohort definition is summarized in Figure 1. We
identified among the first 2000 participants in STEP-BD
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who completed 18 months of prospective follow-up those
participants who were not in a major depressive episode
at STEP-BD intake according to the ADE (N = 1477).
From these, we identified participants who subsequently
experienced a prospectively observed major depressive
episode without initial suicidality using CMF-0 assess-
ment (N = 621; see Classification of Outcome for defini-
tion of suicidality) and who had at least one subsequent
clinic visit with CMF-1 assessment within the prospec-
tive follow-up period (N =460). For those participants
who experienced more than one prospectively observed
depressive episode, the episode that occurred first was
chosen. Our initial design called for utilizing a cohort
not taking antidepressants at intake who were then pre-
scribed antidepressants for this first prospectively ob-
served, nonsuicidal major depressive episode. However,
this stringent criterion identified only 253 individuals.
We therefore included participants whether or not they
were taking antidepressants at index depressive episode,
excluding those receiving multiple antidepressants''
(N = 35), resulting in the study cohort of 425. To summa-
rize: cohort participants experienced a prospectively ob-
served index depressive episode without clinically sig-
nificant suicidality and had a subsequent standardized
clinical assessment with CMF within the prospective
follow-up period.

Classification of Outcome

Since Angst and coworkers’ found that both suicidal
thoughts and behavior were associated with eventual sui-
cide in their long-term follow-up study, we treated sui-
cidal ideation/behavior as one construct (suicidality here-
after). Suicidality was therefore defined as either or both
of the following. (1) Clinically significant suicidal ide-
ation by CMF rating. This item is scored 0 to 2, with
clinically significant suicidal ideation (rating = 1) defined
as thoughts that life is not worth living most of the day
nearly every day, thoughts of death without planning, sui-
cidal planning without action or urges for even brief peri-
ods over several days, or suicidal action or urges for per-
sistent periods nearly every day. The ICC for interrater
reliability for the CMF suicidality rating was 0.99. (2)
Documented serious adverse event involving self-harm
since the index depressive episode clinic visit according
to study monitoring of best available data including death
due to suicide, hospitalization for a suicide attempt, hos-
pitalization for suicidal ideation, reported suicide attempt
without hospitalization, or suicidal ideation reported out-
side of the clinic visit requiring clinician intervention.

Since the outcome of interest was the development
of new-onset suicidality, we required a CMF rating at the
index depressive episode of no suicidal ideation (rating
=< 0.5, no more than “rare, fleeting thoughts of life not
worth living”) and no suicidal behavior since index epi-
sode CMF rating.
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Figure 1. Participant Flow From the First 2000 STEP-BD
Participants to the Study Cohort

STEP-BD Participants
With 18 Months of Follow-Up
N =2000

Depressed at Study Entry
N =523

Not Depressed
at Study Entry
N=1477

No Prospectively Observed

Major Depressive Episode,

»| Suicidality at Index Episode,

Y or No CMF Assessment
Prospectively Observed N =856

Major Depressive Episode

Without Suicidality (CMF-0)

N =621
> No CMF Assessment
I N=161
CMF Assessment (CMF-1)
N =460
Received
> Multiple Antidepressants
' N=35
Study Cohort
N =425

Abbreviations: CMF = Clinical Monitoring Form,
STEP-BD = Systematic Treatment Enhancement Program
for Bipolar Disorder.

To summarize: cohort participants, who were all
suicidality-negative at index CMF assessment, were clas-
sified as positive for new-onset suicidality at the next
CMF if they met either of the above 2 criteria; all others
were classified as negative. Median time between index
depressive episode CMF assessment and next CMF as-
sessment was 21 days (quartiles: 13, 35).

Antidepressant Exposure Classification

We applied an a priori antidepressant exposure cate-
gorization describing whether or not each participant
had experienced a clinically significant increase in
antidepressant dosage between the index assessment
and next CMF assessment (available on request from
L.B.M.). On the basis of recent studies showing no dif-
ference in suicidality risk among classes of antidepres-
sants,''** all antidepressant classes were combined,
including serotonin reuptake inhibitors, tricyclic anti-
depressants, newer serotonin-norepinephrine reuptake
inhibitors, monoamine oxidase inhibitors, bupropion,
nefazodone, and trazodone in doses > 250 mg/day.

Statistical Methods

Descriptive statistics are presented as mean + standard
deviation for continuous variables and as percentages
for discrete variables. Because of occasional small cell
sizes, Fisher exact test (FET) and exact logistic regres-
sion models were used to assess potential bivariate asso-
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Table 1. Characteristics of 425 STEP-BD Participants Who
Experienced a Prospectively Observed Major Depressive
Episode Without Initial Suicidality*

Table 2. Antidepressant Exposure and Suicidality in
STEP-BD Participants Who Experienced a Prospectively
Observed Major Depressive Episode Without Initial Suicidality®

Characteristic Value
Demographic characteristic

Gender, male, N (%) 167 (39.3)
Age, mean = SD, y 39.76 £ 11.99
Aged <20 years, N (%) 17 (4.0)
Minority status, N (%) 33(7.8)
Marital status N (%)°
Married or living as married 158 (39.6)
Divorced/separated 105 (26.3)
Widowed 5(1.2)
Never married 131 (32.8)
Bipolar characteristic
Age at onset, mean = SD, y 17.10 £ 8.50
Bipolar type I, N (%) 298 (70.1)
History of psychosis, N (%) 164 (38.6)
History of suicide attempt, N (%) 180 (42.4)
Family history of suicide attempt, N (%) 89 (20.9)
Comorbidity and associated features
Lifetime substance use disorder, N (%) 193 (45.4)
Current anxiety disorder, N (%) 152 (35.8)
Lifetime conduct disorder, N (%)
Probable 15 (3.5)
Definite 12 (2.8)
NEO-FFI score, mean = SD
Extraversion 4352+ 11.6
Neuroticism 65.11 £ 8.6
Functional status at intake to STEP-BD
Employment status, N (%)°
Employed 123 (31.1)
Unemployed 87 (22.0)
Other than gainfully employed 185 (46.8)
LIFE-RIFT total score, mean = SD 11.8 +3.7
Q-LES-Q total score, mean = SD 188.7 = 174.8
Clinical and treatment characteristics at index episode
No. of CMF-identified manic symptoms, mean + SD 1.2+ 1.2
No. of CMF-identified depressive symptoms, 83x2.0
mean = SD
Taking lithium, N (%) 23(5.4)
Taking anticonvulsant (valproate, carbamazepine, 52 (12.2)
or lamotrigine), N (%)
Taking second-generation antipsychotic, N (%) 159 (37.4)
Taking lithium, anticonvulsant, or 220 (51.8)

second-generation antipsychotic, N (%)
Taking benzodiazepine, N (%) 20 (4.7)
Total number of psychotropics, mean = SD 24=x14

*These characteristics were assessed for association with new-onset
suicidality and with change or increase in antidepressant exposure
between the index depressive episode and subsequent visit.

PN =399 with available marital status data.

°N =395 with available occupational status data.

Abbreviations: CMF = Clinical Monitoring Form,

LIFE-RIFT = Longitudinal Interval Follow-Up Evaluation-Range

of Impaired Functioning Tool, NEO-FFI = Neuroticism Extraversion
Openness Five Factor Inventory, Q-LES-Q = Quality of Life
Enjoyment and Satisfaction Questionnaire, STEP-BD = Systematic
Treatment Enhancement Program for Bipolar Disorder.

ciations between patient characteristics and antidepres-
sant exposure or suicidal ideation. Odds ratios were cal-
culated to estimate the magnitude of the associations.
Exact logistic regression was also used to assess the
independent association of antidepressant exposure status
and suicidal ideation after controlling for confounding
characteristics identified in bivariate analyses. Confounds
were defined®' as characteristics associated (p < .05) with
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New-Onset
Antidepressant Suicidality, No Suicidality,
Exposure Increase N (%) N (%) Total, N (%)
Yes 4(0.9) 87 (20.5) 91 (21.4)
No 20 (4.7) 314 (73.9) 334 (78.6)
Total 24 (5.6) 401 (94.4) 425 (100)

“For association of new-onset suicidality with any change in
antidepressant exposure (increase, decrease, or no change), Fisher
exact test = 0.032, p = .46. For association of new-onset suicidality
with increase in antidepressant exposure (vs. no change or decrease),
Fisher exact test = 0.183, p = .80.

Abbreviation: STEP-BD = Systematic Treatment Enhancement
Program for Bipolar Disorder.

both the exposure (antidepressant increase) and the out-
come (new-onset suicidal ideation).

RESULTS

Primary Analysis

Relevant cohort characteristics (N =425) are de-
scribed in Table 1. Twenty-four participants (5.6%) devel-
oped new-onset suicidality between the index episode
evaluation and subsequent clinical evaluation (Table 2).
Of these, 2 made suicide attempts. During this interval, 91
(21.4%) were prescribed an increase in antidepressant,
while 27 (6.4%) were prescribed a decrease in dose, and
307 (72.2%) had no net change.

Participants who received an increase in antidepressant
exposure were no more likely to develop new-onset sui-
cidality than participants with a decrease or no change
in antidepressant exposure (FET = 0.183, p = .80). There
was also no association of new-onset suicidality with any
change in antidepressant exposure (increase [4/91, 4.4%]
vs. decrease [0/27, 0%] vs. no change [20/307, 6.5%];
FET =0.032, p = .46).

The specific category of antidepressant taken at intake
and at follow-up is summarized in Table 3. As can be seen
from the last row, the low event rate for new-onset suicid-
ality across subtype of antidepressant precludes analysis
by subtype.

Limiting the analysis to the 253 participants who
entered their index depressive episode without any anti-
depressant treatment, there was no association of antide-
pressant initiation with new-onset suicidality. Specif-
ically, 2 (4.4%) of 46 who had an antidepressant initiated
experienced new-onset suicidality, while 12 (5.8%) of
207 who did not have an antidepressant initiated experi-
enced new-onset suicidality (FET = 0.060, p = .99).

Characteristics Associated With
New-Onset Suicidality

Among putative correlates (Table 1), bivariate analy-
ses revealed several significant associations with new-
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Table 3. Antidepressant Subtype Taken at Index Evaluation and at Follow-Up Evaluation and Development of New-Onset

Suicidality, N

Antidepressant at Follow-Up Evaluation

Missing
Variable Data  None SRI TCA Venlafaxine Mirtazapine Bupropion Nefazodone Trazodone MAOI Other Total
Antidepressant at
index evaluation

Missing data 2 7 1 0 0 0 0 0 0 0 0 10
None 4 203 25 0 4 3 13 1 0 0 0 253
SRI 0 5 57 0 2 0 2 1 0 0 0 67
TCA 0 0 0 1 0 0 0 0 0 0 0 1
Venlafaxine 0 2 1 0 32 0 0 0 0 0 0 35
Mirtazapine 0 0 0 0 0 7 0 0 0 0 0 7
Bupropion 0 4 1 0 0 0 38 0 0 0 0 43
Nefazodone 0 1 0 0 0 0 0 7 0 0 0 8
Trazodone 0 0 0 0 0 0 0 0 1 0 0 1
MAOI 0 0 0 0 0 0 0 0 0 0 0 0
Other 0 0 0 0 0 0 0 0 0 0 0 0
Total 6 222 85 1 38 10 53 9 1 0 0 425

New-onset suicidality 0 13 5 0 3 0 2 1 0 0 0 24

Abbreviations: MAOI = monoamine oxidase inhibitor, SRI = serotonin reuptake inhibitor, TCA = tricyclic antidepressant.

onset suicidality. The odds for new-onset suicidality were
higher in participants with higher NEO-FFI neuroticism
scores (OR = 1.12, p = .004), higher depression symptom
ratings at index depressive episode (OR = 1.22, p =.042),
and higher mania symptom ratings at index depressive
episode (OR = 1.62, p =.002) and those who had a prior
suicide attempt (OR =3.42, p=.009). A trend was seen
for those with new-onset suicidality to have higher
(worse) LIFE-RIFT total scores at STEP-BD intake
(OR = 1.11, p = .085). No other characteristics were asso-
ciated with new-onset suicidality at the p=.10 level,
including any association with lithium, anticonvulsants,
second-generation antipsychotics, antimanic agents, or
number of psychotropics.

Characteristics Associated With
Increased Antidepressant Exposure

The odds of receiving an increase in antidepressant
exposure were lower among those with higher manic
scores at index depressive episode evaluation (OR =0.72,
p =.003). No other characteristics were associated with
antidepressant exposure increase at the p <.10 level, in-
cluding any association with history of prior suicide at-
tempt (OR =0.92, p =.380). After adjusting for manic
symptoms at index depressive episode, the sole empiri-
cally identified potential confound, there was still no asso-
ciation between increased antidepressant exposure and
suicidal ideation (OR = 0.92, p > .99).

DISCUSSION

New-Onset Suicidality and Antidepressant Exposure
This cohort study identified 425 individuals from the

first 2000 STEP-BD participants followed for at least 18

months who experienced a prospectively observed major
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depressive episode without suicidal ideation or behavior.
Uniform STEP-BD assessment procedures allowed the
documentation of suicidality, antidepressant and other
treatment, and other clinical characteristics at this index
depressive evaluation and the subsequent structured clini-
cal evaluation.

Ninety-one participants (21.4%) in this cohort received
an increase in antidepressant exposure, and 24 (5.6%)
developed new-onset suicidality, including 2 with suicide
attempts. Analyses indicated no association of new-onset
suicidality with increased antidepressant exposure or with
any change in antidepressant exposure and no association
with the initiation of antidepressant treatment in this large
cohort of individuals with bipolar disorder in a major
depressive episode treated under naturalistic conditions.
Outcome of this primary analysis should be reassuring
to those treating such individuals, whose depressive
episodes are so common,' so frequently characterized
by suicidality,*® and so strongly associated with social
dysfunction.’

Correlates of New-Onset Suicidality
or Antidepressant Exposure

In secondary analyses, we did find that several vari-
ables were associated with development of new-onset sui-
cidality, including higher neuroticism ratings, a history
of prior suicide attempts, and higher manic and depressive
symptom ratings at index depressive episode. In contrast,
only higher manic symptom ratings were associated with
a lesser likelihood of receiving an increase in antide-
pressants, making this characteristic the sole empirically
identified confound. Controlling for this confound did not
change the lack of association between antidepressant
dose increase or initiation and new-onset suicidality. To
our knowledge, correlates of increased antidepressant ex-
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posure among individuals with bipolar disorder have not
been previously reported.

Other clinical studies of bipolar disorder have demon-
strated an association between suicidality, variously de-
fined, and the correlates identified in this study, including
higher neuroticism ratings, a history of prior suicide at-
tempts, and higher manic and depressive symptom rat-
ings.*** In an earlier report describing the STEP-BD
sample,’ we examined a number of characteristics pos-
sibly associated with suicidal ideation in a cross-sectional
analysis of participants who had versus had not attempted
suicide previously. Of 243 participants, logistic regres-
sion models achieved positive predictive values of 55%
and 59% for the attempter (N =92) and nonattempter
groups (N = 151), respectively. Depression was associ-
ated with suicidal ideation in both the attempter and
nonattempter groups but made a smaller contribution
among attempters. Poor psychosocial adaptation and the
NEO-FFI factor openness were stronger contributors to
suicidal ideation among prior attempters, while anxiety
and extraversion appeared protective against ideation.
Among nonattempters, depression, anxiety, and neuroti-
cism were the predominant influences on suicidal ide-
ation. No associations were found between suicidality and
agitation or psychosis.

Limitations

Several limitations should be kept in mind in interpret-
ing these data. First, only 24 of 425 cohort participants
experienced new-onset suicidality, including only 2 sui-
cide attempts, despite 43.2% having had a prior attempt
and 20.9% having a family history of suicide attempt
(Table 1). This equates to a suicide attempt rate of 0.31%
per person-year (2 attempts per 425 participants per
1.5 years). Suicide attempt rates reported in person-years
are limited in the bipolar population literature. Most stud-
ies’ ™ reporting suicide attempts are cross-sectional;
thus, reporting is retrospective. In addition, many studies
are of hospitalized patient populations with unclear treat-
ment histories, and few take into account confounding
variables. Angst and coworkers* reported a 36% suicide
attempt rate over 44 years of follow-up in their initially
hospitalized bipolar population. A mean year of follow-up
was not reported, preventing a person-year calculation.
Coryell and coworkers* did report measures that permit a
person-year calculation. In the overall study group, 116
attempts per 354 patients per 13.7 mean year follow-up
time = 2.4% person-year rate. Unfortunately, the treat-
ment history is somewhat unclear. Thus, while this sui-
cide attempt rate is lower than that expected from popula-
tion studies of bipolar disorder, a comparatively low rate
of suicidality in research samples with bipolar disorder
has been demonstrated by others.*

Notably, it has been estimated that the sample size
of clinical trials necessary to detect even a 2-fold
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antidepressant/placebo difference in nonfatal self-harm
would have to exceed 30,000."* It is therefore not
likely that adequately powered clinical trials of antide-
pressant harm avoidance will be done in the foreseeable
future. As an alternative, multiple studies, including both
population-based database studies and prospective clini-
cal studies of large samples, such as this one, will be
needed to characterize risk.

Second, the interval between clinical evaluations was
variable; accordingly, it is possible that suicidality of
shorter duration was missed. However, the interval be-
tween CMF evaluations was brief (21 days, quartiles: 13,
35) and reflects a monitoring interval that is clinically rel-
evant; use of serious adverse event reports also decreased
the likelihood that significant instances of suicidality were
missed.

Third, it is possible that the CMF did not identify lesser
but still clinically relevant levels of suicidal ideation. Al-
though we cannot definitively rule this out, the CMF was
explicitly designed to standardize clinical practice and re-
duce the likelihood of such occurrences,? and item inter-
rater reliability has been excellent.

Finally, this study was not designed to test for
effects of psychotropics other than antidepressants on sui-
cidality, but rather to identify potential confounds with
any antidepressant-suicidality associations. Thus, conclu-
sions cannot be drawn from this analysis regarding puta-
tive protective effects of lithium,* anticonvulsants,* or
other agents. Similarly, even this large study was not of
sufficient size to test for differences among specific anti-
depressants.

CONCLUSIONS

In summary, in this prospective follow-up study of
a large number of individuals with bipolar disorder treated
under naturalistic conditions and assessed with structured
instruments, we found no association of increased antide-
pressant exposure and new-onset suicidality. While care-
ful monitoring for suicidality is clearly required in all situ-
ations in which antidepressants are administered, these
data provide no evidence that antidepressants increase sui-
cidal risk in this already high-risk population.

Drug names: bupropion (Wellbutrin and others), carbamazepine
(Equetro, Carbatrol, and others), lamotrogine (Lamictal), lithium
(Eskalith, Lithobid, and others), mirtazapine (Remeron and others),
paroxetine (Paxil and others), trazodone (Desyrel and others),
venlafazine (Effexor).
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