
PSYCHIATRIC SERVICES ♦ http://ps.psychiatryonline.org ♦ December 2005   Vol. 56   No. 1211553344

Despite advances in pharma-
cotherapy, rates of attempted
and completed suicide re-

main inordinately high among persons
with bipolar disorder (1). Much of this
elevated risk of suicidality appears to
be driven by depression (2,3) and
mixed mania (4)—clinical states for
which existing treatments are often
suboptimal. Standard antidepressants
are often presumed to reduce suicide
risk, with comparable efficacy among
patients with either bipolar disorder or
unipolar disorder (5). However, in the
absence of controlled trials, the utility
of long-term antidepressants for bipo-
lar disorder remains subject to debate.
Further investigations are needed to
help clarify the relationships between
pharmacotherapy and suicidality
among patients with bipolar disorder. 

The extent to which clinicians pre-
scribe medications for bipolar disor-
der according to practice guideline
recommendations or evidence-based
algorithms is controversial (6–9).
Suicidality as a target symptom rep-
resents one clinical variable of grow-
ing importance in prescribing deci-
sions. Understandably, a consider-
able literature has emerged regard-
ing the antisuicidal properties associ-
ated with some psychotropic drugs
(10). Perhaps most notably, a six- to
eight-fold reduction in the risk of
suicide attempt or completion has
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Objective: Little is known about the effects of lithium on suicidal ideation
or about the possible antisuicidal effects of divalproex, second-generation
antipsychotics, or antidepressants among persons with bipolar disorder.
Methods: Using a cross-sectional design, the authors examined patterns of
psychotropic drug use relative to suicidal ideation among 1,000 patients
with bipolar disorder in the National Institute of Mental Health’s System-
atic Treatment Enhancement Program for Bipolar Disorder (STEP-BD).
Results: The presence of suicidal ideation was similar between patients who
were taking any lithium and those who were not (22.2 percent and 25.8
percent, respectively) and between those who were taking any divalproex
and those who were not (20.3 percent and 21.5 percent). Suicidal ideation
was significantly more prevalent among patients who were taking a second-
generation antipsychotic than those who were not (26 percent and 17 per-
cent) and those who were taking an antidepressant and those who were not
(25 percent and 14 percent). After other variables had been controlled for,
lithium prescriptions were significantly more common among patients who
had suicidal ideation. Conclusions: Among patients with bipolar disorder
who have suicidal ideation, antidepressants and second-generation an-
tipsychotics appear to be prescribed by community practitioners more of-
ten than other medications, with lithium reserved for those with more se-
vere illness characteristics. (Psychiatric Services 56:1534–1540, 2005)
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been attributed to lithium therapy
(11). Ahrens and Muller-Oerlin-
hausen (12) found this association to
be independent of lithium’s prophy-
lactic benefit for affective episodes;
however, these investigators did not
control for antidepressant exposure.
Angst and colleagues (1) found a
protective effect for antidepressants
and the combination of antidepres-
sants or neuroleptics and lithium but
not of lithium alone.

Goodwin and colleagues (13) found
that suicide completion was 2.7 times
more likely with divalproex than with
lithium during an eight-year period
among health plan enrollees with
bipolar disorder. Again, that study did
not assess the use of concomitant anti-
depressants or other pharmacothera-
pies and did not control for differ-
ences in severity of illness at baseline
relative to prescription choice. Thus
generalizations cannot easily be drawn
about causal associations between dif-
ferent treatments and suicide risk. An
alternative possible explanation for
these findings is that primary care
physicians are more inclined to pre-
scribe newer medications than lithi-
um, such as divalproex, for more se-
verely or recently ill patients, who may
be at the highest risk of suicide.

Little is known about the antisuici-
dal benefits of other new agents for
bipolar disorder, particularly the sec-
ond-generation antipsychotics. Among
patients with schizophrenia, in a mul-
ticenter randomized blinded trial,
clozapine was associated with a more
extensive reduction in suicidal behav-
ior than olanzapine (14). Secondary
analyses of other schizophrenia trials
suggest that olanzapine may have
greater antisuicidal properties than
risperidone (15) or haloperidol (16).

No studies have examined the ef-
fects of lithium and other medications
on suicidal ideation as opposed to sui-
cidal behaviors. It is possible that an
agent could reduce a person’s likeli-
hood of acting on suicidal thoughts
without necessarily reducing the
presence of such thoughts. Suicidal
ideation typically precedes a suicide
attempt (17), appears to be a stronger
distal than proximal predictor of sui-
cidal behaviors (18), and may mediate
the progression from depression to
suicide attempts (19), particularly

when suicidal ideation reaches its
worst point (20).

It is inherently difficult to study
suicide prospectively, given the low
ratio of events to patient years, and
even more difficult to conduct studies
in randomized comparator trials. To
provide a description of community-
based pharmacotherapy treatments
relative to suicidal ideation, in this ar-
ticle we report cross-sectional rates of
suicidal ideation and use of psy-
chotropic medications in a large,
well-characterized group of patients
with bipolar disorder upon their entry
into a multisite outpatient study. The
study examined the prevalence of

prescriptions for mood stabilizers,
second-generation antipsychotics,
and antidepressants and the clinical
features of patients who received
these different classes of medications.

Methods
Study group
The study participants were the first
1,000 patients enrolled in the System-
atic Treatment Enhancement Pro-
gram for Bipolar Disorder (STEP-
BD), a multisite nationwide clinical re-
search program sponsored by the Na-
tional Institute of Mental Health
(NIMH) (21). Participants were re-
cruited from the community through
local, regional, and national advertise-

ments. Patients who independently
sought treatment from university-
based bipolar disorder specialty clinics
within the STEP-BD network were in-
formed of the opportunity to partici-
pate in the STEP-BD program. The
group was assessed between Novem-
ber 1999 and April 2001. These 1,000
participants represent a wide range of
patients drawn from both academic
and nonacademic treatment centers as
well as Department of Veterans Affairs
(VA) and community mental health
centers. All participants provided writ-
ten informed consent to participate in
the study. The study protocol was ap-
proved by the institutional review
boards at each of the STEP-BD sites.

The participants were at least 15
years of age and met DSM-IV criteria
for bipolar I disorder, bipolar II disor-
der, cyclothymic disorder, bipolar dis-
order not otherwise specified, or
schizoaffective manic or bipolar sub-
types, based on the Modified Interna-
tional Neuropsychiatric Interview
(MINI Plus Version 5.0) (22), admin-
istered by certified study diagnosti-
cians (psychiatrists or clinical special-
ists with at least a master’s degree in a
relevant mental health discipline).

Clinical assessments
Detailed information about features of
past and current illness, treatments,
and aspects of current psychopatholo-
gy were rated by the same staff, who
used the Affective Disorders Evalua-
tion (ADE), a standardized, semistruc-
tured instrument devised by Sachs and
colleagues (23). The ADE incorporates
a modified version of the mood and
psychosis modules from the Structured
Clinical Interview for DSM-IV while
also assessing age at onset of mood dis-
orders, the number of previous mood
episodes, periods of recovery, suicidal
behaviors, and past treatment respons-
es. This instrument serves as the pri-
mary source of the history and charac-
teristics of bipolar episodes and pro-
vides the basis for assigning a current
clinical status. Diagnostic certification
was achieved by all study personnel in
the ADE by comparing ratings with
benchmark ratings before collecting
data for the study (21).

On the basis of their ADE respons-
es, syndromic patients were assigned
one of the following clinical status rat-
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ings according to DSM-IV criteria at
entry into STEP-BD: major depres-
sion, mania, hypomania, or mixed
episodes or cycling. Patients with no
more than two symptoms of moderate
severity or intensity for at least one
week were considered to be euthymic.

Suicidal ideation was rated from
the ADE by using a validated scale of
0 (absent) to 2 (present with high
severity). For the purposes of this
study, patients were considered to
have suicidal ideation when they had
at least several days of fleeting passive
suicidal ideation in the previous
week. Current use of psychotropics
and other medications was obtained
as part of the ADE, along with infor-
mation about adherence to medica-
tions and doses missed in the preced-
ing week. Global severity of illness
was rated by a study psychiatrist using
the Clinical Global Impressions
Severity scale (CGI-S) (24). Severity
of depressive symptoms at baseline
was rated by using the first 17 items
of the 23-item Hamilton Rating Scale
for Depression (HAM-D) (25).

Statistical analyses
Data were initially analyzed with sim-
ple descriptive statistics. Mean group
differences across multiple medication
groups were analyzed with use of
Kruskal-Wallis tests with post-hoc
Tukey comparisons. Dichotomous
variables were compared by using chi
square or Fisher’s exact tests. Logistic
regression analyses were conducted to
measure the strength of association
between independent variables and
the presence or absence of suicidal
ideation (the dependent variable). The
significance of the models was tested
by using Wald chi square statistics and
odds ratios with 95 percent confidence
intervals. The statistical significance
for all tests was set at p<.05. Because
the analyses were exploratory, no cor-
rection was made for multiple tests.

Results
The mean±SD age of the study par-
ticipants was 40.6±2.7 years. Of the
1,000 patients, 588 (59 percent) were
women, 919 (92 percent) were Cau-
casian, 39 (4 percent) were African

American, 11 (1 percent) were Asian
American, 74 (.8 percent) were Native
American, and 25 (2.5 percent) were
of other ethnic origins. Participants
were classified as having bipolar disor-
der type I (710 participants, or 71 per-
cent), bipolar disorder type II (239
participants, or 24 percent), bipolar
disorder not otherwise specified (41
participants, or 4 percent), schizoaf-
fective bipolar disorder (seven partici-
pants, or .7 percent), or “bipolar oth-
er” (cyclothymic disorder) (three par-
ticipants, or .3 percent).

At the time of study entry, 605 (61
percent) of 998 participants were eu-
thymic, 58 (6 percent) were manic or
hypomanic, 87 (9 percent) were
mixed or cycling, and 248 (25 per-
cent) were depressed; two patients
did not provide complete data on
syndromal status and suicidal
ideation. Among this group, 211 (21
percent) exhibited signs of suicidal
ideation on the ADE. Suicidal
ideation was significantly more com-
mon among persons who were expe-
riencing depressed (49 percent) or
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Characteristics of illness in a sample of patients in the Systematic Treatment Enhancement Program for bipolar disorder, by
primary medication

Lithium Divalproex
without without Lithium plus Antidepressant Antidepressant Antipsychotic Antipsychotic
divalproex lithium divalproex present absent present absent
(N=286) (N=273) (N=76) (N=418) (N=582) (N=264) (N=736)

Variable N % N % N % N % N % N % N %

Age 41.7±13.5 40.5±13.1 38.8±11.9 41.1±12.7 40.2±12.7 39.3±12.4 41.0±12.8
CGI-S scorea 2.7±1.3 3.0±1.3 3.3±1.3 3.1±1.2 2.9±1.8 3.2±1.4 2.9±1.3
Number of

years ill 23.1±12.8 23.3±13. 22.4±12.1 23.8±13.1 22.7±12.7 22.0±12.8 23.5±12.9
HAM-Db 9.8±7.8 11.3±7.4 11.1±7.4 12.5±7.4 10.6±7.6 11.6±7.3 11.2±7.6
Sex, femalec 158 55 144 53 37 49 267 64 321 55 147 56 441 60
Comorbid

alcohol abuse 16 6 12 5 4 6 21 6 33 6 20 8 34 5
Current

psychotic
featuresc 86 30 98 36 28 37 176 42 195 34 111 42 260 35

History of
psychotic
featuresd 123 45 118 44 36 51 146 37 246 63 157 61 235 33

Prior suicide
attempt 92 32 95 35 28 38 155 38 202 35 114 44 243 33

a Clinical Global Impressions Severity scale; possible scores range from 1 to 7, with higher scores indicating greater severity. Pairwise comparisons: lithi-
um without divalproex versus divalproex without lithium, p<.01; lithium without divalproex versus lithium plus divalproex, p<.001

b Hamilton Rating Scale for Depression; possible scores range from 1 to 52, with higher scores indicating greater severity of depression. Pairwise com-
parisons: lithium without divalproex versus divalproex without lithium, p<.05

c Significant difference between antidepressant present and antidepressant absent (p<.05)
d Significant difference between antidepressant present and antidepressant absent (p<.01) and between antipsychotic present and antipsychotic absent

(p<.05)
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mixed (47 percent) episodes than
among those who were manic or hy-
pomanic (9 percent) or who were eu-
thymic (7 percent) (χ2=224.198,
df=3, p<.001).

Pharmacotherapy at study intake
Most participants (849, or 85 percent)
were taking psychotropic medications
at the time of study entry. Clinical
characteristics of participants across
medication groups are summarized in
Table 1.

A total of 362 participants (36 per-
cent) were taking lithium (overall
mean±SD dosage, 944.8±383.2
mg/day), and 349 (35 percent) were
taking divalproex (overall mean±SD
dosage, 1,181.9±578.4 mg/day). A to-
tal of 270 persons (27 percent) were
taking antipsychotics; nearly all were
taking second-generation agents (264
persons). About two-thirds of the par-
ticipants who were taking a second-
generation antipsychotic were also tak-
ing lithium or divalproex (174 of 264,
or 66 percent). Specific agents includ-
ed olanzapine (135 participants;
mean±SD dosage, 10.7±10.5 mg/day),
risperidone (73 participants; 3.9±14.9
mg/day), quetiapine (47 participants;
150.0±134.6 mg/day), ziprasidone
(two participants; 90.0±99.0 mg/day),
and clozapine (seven participants;
197.0±157.7 mg/day).

A total of 418 participants (42 per-
cent) were taking an antidepressant
(346, or 83 percent, were taking one
antidepressant, and 72, or 17 percent,

were taking at least two antidepres-
sants) at study entry. Specific antide-
pressants or subclasses included
bupropion (143 participants), selec-
tive serotonin reuptake inhibitors
(239 participants), venlafaxine (61
participants), mirtazapine (17 partici-
pants), nefazodone (29 participants),
and monoamine oxidase inhibitors
(six participants).

Suicidal ideation and treatment at
study entry
Rates of suicidal ideation were similar
between participants who were taking
any lithium and those who were not (80
of 361 participants, or 22 percent, and
131 of 638 participants, or 26 percent,
respectively) and were similar between
those who were and those who were
not taking any divalproex (71 of 349
participants, or 20 percent, and 140 of
650 participants, or 22 percent, respec-
tively). Mean±SD lithium dosages did
not differ significantly between pa-
tients with suicidal ideation (909.5±
408.4 mg/day) and those without
(954.7±376.5mg/day), and there were
no differences between those who
were suicidal and those who were not
in mean±SD divalproex dosages
(1,209.7±741.9 compared with
1,174.8±530.0 mg/day, respectively).

The mean±SD number of medica-
tions being prescribed for patients
with suicidal ideation—including
multiple antidepressants, second-gen-
eration antipsychotics, and psy-
chotropics in addition to lithium or di-

valproex—was significantly higher
than for patients without suicidal
ideation (1.64±.96 and 1.41±.96, re-
spectively; Kruskal-Wallis χ2=11.64,
df=1, p=.001). Multinomial regres-
sion adjusted for the effects of base-
line HAM-D and GAF scores on the
relationship between suicidal ideation
and the number of medication groups
(lithium, divalproex, second-genera-
tion antipsychotics, or antidepres-
sants). Compared with persons who
did not have suicidal ideation, those
with suicidal ideation were more like-
ly to be taking medications from two
of these groups (p=.004) or three of
these groups (p=.040) but not from all
four groups.

Table 2 summarizes the proportions
of study participants with and without
suicidal ideation by medication
groups. No significant differences in
suicidal ideation were found across
mood stabilizer combinations. Suici-
dal patients were more likely than
nonsuicidal patients to have been tak-
ing an antidepressant (p<.001) or an
antipsychotic (p<.05).

A logistic regression model was
used to examine the strength of asso-
ciation between medication groups
and patient characteristics (those that
showed variation across medication
groups) and the presence or absence
of suicidal ideation (the dependent
variable). Variables from Table 1 for
which p was less than .10 were chosen
for entry into the regression model.

As shown in Table 3, significant as-
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Suicidal ideation in a sample of patients with bipolar disorder, by current pharmacotherapy

Suicidal ideation
Mood stabilizer
dosage (mg/day) Present Absent

Pharmacotherapy Mean SD N % N % χ2 df p

Lithium without divalproex 937.0 385.9 60 21 225 79
Divalproex without lithium 1,151.7 560.2 51 19 222 81
Lithium plus divalproex 2.16 2 .340

Lithium 974.3 373.9
Divalproex 1,290.3 631.3 20 26 56 74

Any antidepressant 11.88 1 <.001
Present 110 26 307 74
Absent 101 17 481 83

Any second-generation antipsychotic 3.90 1 .048
Present 67 25 197 75
Absent 144 20 591 80
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sociations were evident between the
presence of suicidal ideation and glob-
al severity of illness, current depres-
sive episode, severity of current de-
pression, a history of suicide attempts,
and male gender (p<.05 for all). Use
of lithium was significantly associated
with suicidal ideation after these fac-
tors were controlled for, whereas no
significant associations emerged be-
tween suicidal ideation and the use of
divalproex, second-generation an-
tipsychotics, or antidepressants.

Separate analyses were conducted
to examine possible interactions be-
tween current HAM-D scores and
lithium use relative to current suicidal
ideation. In this model, HAM-D was
highly associated with suicidal ideation
(Wald χ2=65.94, df=1, p<.001), and
lithium use was not, and there was no
significant interaction. There also was
no significant interaction between
lithium use and a history of suicide at-
tempts in predicting current suicidal
ideation; a past suicide attempt in itself
was significantly associated with cur-
rent suicidal ideation (Wald χ2=18.70,
df=1, p<.001), but lithium use was not.

Discussion
In this large cohort of patients with
bipolar disorder who were evaluated
at the time of entry into a specialized
research-based treatment program,
about one-fifth had suicidal ideation
contemporaneous with taking lithi-

um, divalproex, or a combination of
the two. Atypical antipsychotics and
antidepressants were both more like-
ly to be taken by suicidal patients with
bipolar disorder overall, although
these distinctions were not main-
tained after baseline severity of illness
characteristics and suicide attempt
histories were controlled for.

Limitations of this study include
the cross-sectional (rather than longi-
tudinal) design, as well as the lack of
control for treatment assignment, du-
ration of treatment, and medication
adherence. Although we report find-
ings on practice patterns, causal infer-
ences about treatment use and suici-
dality cannot be drawn.

Univariate analyses indicated that
patients who were suicidal at study
entry were more often receiving an-
tidepressants or second-generation
antipsychotics than patients without
suicidal ideation. However, after sui-
cidal patients’ higher levels of illness
severity, depression, and past suicide
attempts were accounted for, practi-
tioners were actually somewhat
more likely than expected to pre-
scribe lithium.

Our findings suggest that, after use
of other medications and baseline
severity indices were controlled for
(such as severity of illness and history
of suicide attempts), psychiatrists
may be more likely to prescribe lithi-
um for suicidal patients with bipolar

disorder. It is possible that communi-
ty practitioners will initially favor us-
ing antidepressants and second-gen-
eration antipsychotics for depressed
patients with bipolar disorder who
have suicidal features and reserve
lithium for when greater signs of ill-
ness severity are present. However,
the lack of an observed interaction
between lithium use and current de-
pressive severity or past suicide at-
tempts relative to current suicidal
ideation suggests that other factors
mediate decisions about when to pre-
scribe lithium for outpatients with
bipolar disorder who have suicidal
features. One could speculate that
such factors might involve the degree
to which practitioners may be appre-
hensive about the potential for lithi-
um overdose, a preference for first
using other medications with less nar-
row therapeutic indices or less inten-
sive monitoring, and possibly an as-
sumption that antidepressants are
preferable to mood stabilizers among
depressed and suicidal patients with
bipolar disorder.

Although reports of the potential
antisuicidal benefits of lithium are ex-
tensive, the data in this area derive
mainly from uncontrolled studies that
did not account for factors such as
concomitant use of other medications
(for example, antidepressants), rates
and reasons for attrition, and clini-
cians’ prescribing biases (for example,
concerns about lethality in overdose)
(10). As in the study we report here,
Coryell and associates (26) found that
lithium therapy was more common
among persons who attempted or
completed suicide than among those
who did not attempt suicide. In addi-
tion, Angst and colleagues (1) found
during a 34- to 38-year follow-up pe-
riod that significantly fewer suicide
completions occurred among patients
with mood disorders who took lithi-
um plus antidepressants, but no such
reduction was evident among those
who took lithium alone.

Only two prospective long-term ran-
domized trials have specifically as-
sessed suicide risk with lithium com-
pared with an active comparator:
Thies-Flechtner and colleagues (27),
over a 2.5-year study of 378 patients
with bipolar disorder, unipolar disor-
der, or schizoaffective disorder, found

PSYCHIATRIC SERVICES ♦ http://ps.psychiatryonline.org ♦ December 2005   Vol. 56   No. 1211553388

TTaabbllee  33

Results of logistic regression analysis examining suicidal ideation relative to phar-
macotherapy and major clinical characteristics

Variable OR 95% CI Wald χ2 df p

Age .99 .98–1.02 .08 1 .782
Baseline CGI-S scorea 1.28 1.02–1.62 4.50 1 .034
Current depression mixed state 1.17 .60–2.26 .21 1 .658
Current depression versus mania 2.99 1.02–8.70 4.01 1 .045
Current depression versus euthymia 3.83 2.14–6.85 20.51 1 <.001
Sex, male 1.62 1.05–2.51 4.67 1 .031
History of suicide attempt 2.23 1.44–3.44 12.98 1 <.001
HAM-D scoreb 1.10 1.06–1.13 28.09 1 <.001
Alcohol abuse .94 .41–2.14 .02 1 .880
Current psychotic features 1.15 .74–1.79 .37 1 .543
Past psychotic features .85 .53–1.35 .50 1 .480
Any lithium 1.59 1.00–2.50 3.92 1 .048
Any divalproex 1.25 .80–1.95 .95 1 .330
Any atypical antipsychotic 1.31 .80–2.14 1.17 1 .278
Any antidepressant 1.18 .77–1.82 .58 1 .445

a Clinical Global Impressions Severity scale
b Hamilton Rating Scale for Depression
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significantly more suicide attempts or
completions with carbamazepine
(nine patients) than with lithium (zero
patients). Prien and colleagues (28),
over a two-year period in which they
studied 205 patients with bipolar dis-
order, observed no suicide comple-
tions with lithium or imipramine, com-
pared with two completions in a place-
bo group. A recent meta-analysis of
controlled trials of lithium use among
patients with mood disorders showed a
significant reduction in suicide deaths
and deliberate self-harm (29), al-
though the possibility exists that the
optimal antisuicide effects of lithium
become attenuated under conditions
of ordinary clinical practice.

The observed cross-sectional asso-
ciation between lithium use and
higher rates of suicidal ideation rais-
es a number of further points of clin-
ical and theoretical importance. Al-
though one could hypothesize from
our findings that lithium might in-
duce suicidal ideation among pa-
tients with bipolar disorder, a causal
link cannot be tested or substantiated
on the basis of our cross-sectional de-
sign. Moreover, such an explanation
would be unlikely and would be in-
consistent with previous evidence
(10). On the basis of current cross-
sectional observations, other, more
plausible hypotheses warrant future
prospective examination.

First, lithium use could lead to a
dissociation between suicidal ideation
and suicidal behaviors. That is, lithi-
um could diminish the likelihood of
acts related to suicidality—for exam-
ple, via modulatory effects on impul-
sivity or aggression—even if it fails to
diminish suicidal thoughts. This hy-
pothesis is consistent with findings
that suicide attempts and comple-
tions are more closely associated with
impulsivity than premeditation (30)
and that lithium reduces impulsivity
and aggression (31). No previous
studies have addressed the potential
impact of lithium or other psy-
chotropic agents on suicidal thoughts
as opposed to suicidal acts.

Second, it is possible that lithium
could reduce suicidality through its
effects on depression among patients
with bipolar disorder (2). In the study
we report here, a majority of persons
who had suicidal features were seek-

ing treatment for a current depressed
or mixed episode—that is, patients
for whom current medications had,
by definition, not provided optimal
thymoleptic benefits. The potential
antisuicidal properties of lithium rela-
tive to other compounds with demon-
strated antidepressant effects—such
as standard antidepressants or lamot-
rigine—deserves investigation (10).

A third consideration involves un-
certainty about when clinicians may
have chosen to prescribe lithium, or
other medications, relative to longitu-
dinal changes in psychopathology. Al-
though data on the duration of lithi-
um treatment and adherence to ade-
quate dosing were not available, such
factors play a critical role in assess-
ments of the efficacy of lithium (32)
and attempts to discern changes in
suicide risk over time. Such consider-
ations become highlighted by previ-
ous observations that most patients
with bipolar disorder discontinue
lithium within three months of start-
ing it (33) and that suicidal behaviors
may increase above baseline rates in
the year after discontinuation of lithi-
um (2). Recent findings also indicate
that the use of a maximally supportive
formal treatment program may be an
essential ingredient to optimize the
antisuicidal benefits of lithium (34).

Our data raise the possibility that
practitioners may reserve lithium use
for more severely ill, high-risk pa-
tients. Because the prophylactic val-
ue of lithium appears better when
lithium is introduced early rather
than late in the lifetime course of ill-
ness, it is possible that its antisuicidal
benefit also may attenuate if it is not
introduced early in treatment. Longi-
tudinal studies are needed to exam-
ine this hypothesis.

Suicidal behavior is a heteroge-
neous and multideterminate phe-
nomenon. Numerous factors mediate
or moderate the relationship be-
tween thymoleptic drug therapies
and suicide risk. Such factors may in-
clude elements specific to treatment
itself (for example, medication ad-
herence, duration of treatment, ade-
quacy of therapy, and pharmacoki-
netic synergies) as well as illness-re-
lated characteristics (for example, co-
morbid illnesses). Subsequent longi-
tudinal study of drug therapies, me-

diating variables, and suicidal
thoughts or behaviors may help to
shed greater light on the prevention
of suicide among patients with bipo-
lar disorder.

Conclusions
Suicidal ideation appears to be pres-
ent among about one-fifth of patients
with bipolar disorder who seek care
through specialty treatment programs
for bipolar disorder, regardless of
whether they take lithium, dival-
proex, or a combination of the two at
the time of initial presentation. Com-
munity-based practitioners appear
more likely to introduce lithium in
the case of depressed, suicidal pa-
tients with bipolar disorder who have
had past suicide attempts and more
severe illness features. Prospective,
longitudinal studies are needed to
help clarify the optimal impact of
mood stabilizers on subsequent sui-
cide risk relative to other psychotrop-
ic agents. ♦
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