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Comorbidity is the rule, not the exception, in bipolar disorder. The most common mental disorders
that co-occur with bipolar disorder in community studies include anxiety, substance use, and conduct
disorders. Disorders of eating, sexual behavior, attention-deficit/hyperactivity, and impulse control, as
well as autism spectrum disorders and Tourette’s disorder, co-occur with bipolar disorder in clinical
samples. The most common general medical comorbidities are migraine, thyroid illness, obesity, type
II diabetes, and cardiovascular disease. Bipolarity is a marker for comorbidity, and comorbid disorders, especially multiple conditions occurring when a patient is young, may be a marker for bipolarity.
Relatively few controlled clinical studies have examined the treatment of bipolar disorder in the context of comorbid conditions (i.e., complicated or comorbid bipolar disorder). However, the first step
in treating any type of complicated bipolar disorder—stabilizing a patient’s mood—may be associated
with improving the comorbid disorder. Standard mood stabilizers, atypical antipsychotics, and nonantimanic antiepileptic agents are emerging as potentially useful treatments for several of the
disorders that frequently co-occur with bipolar disorder, and therefore may be useful treatments for
comorbid bipolar disorder.
(J Clin Psychiatry 2004;65[suppl 15]:35–44)

C

omorbidity—broadly defined as the co-occurrence
of lifetime diseases or disorders1—is common in
individuals with psychiatric disorders. Epidemiologic
studies have shown that one quarter to one half of people
in the community with 1 mental disorder have 1 or more
other mental disorders.1–7 Emerging epidemiologic studies
have also shown a link between some mental disorders
and certain general medical illnesses.6,8–13 These findings
are particularly true for persons with bipolar disorder, in
whom psychiatric2–6,14–22 and general medical8,12,13,23 comorbidities are especially common.
PREVALENCE OF COMORBIDITY
IN BIPOLAR DISORDER
The Epidemiologic Catchment Area study (ECA)
evaluated about 18,000 adults aged 18 years and older
from the community with the Diagnostic Interview Schedule. The ECA found that among individuals with bipolar I
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and II disorder (N = 168), 46% had alcohol abuse or dependence, 41% had drug abuse or dependence, 21% had
panic disorder, and 21% had obsessive-compulsive disorder (OCD), compared with 13%, 6%, 0.8%, and 2.7% of
the general population, respectively.14–16 Persons with bipolar I disorder were more than 3 times as likely to have
alcohol abuse or dependence and about 7 times more
likely to have drug abuse or dependence than those in the
general population.14 In another analysis, persons with bipolar I and II disorder were 26 times more likely to have
panic disorder and 8 times more likely to have OCD than
those in the general population without mood disorder.15,16
The National Comorbidity Survey (NCS) evaluated
the prevalence of comorbid psychiatric disorders with
the Composite International Diagnostic Interview (CIDI)
among nearly 8100 respondents and found that 48% had
a lifetime history of 1 or more comorbid disorders. In
a clinical reappraisal study of the 59 subjects who initially
met CIDI criteria for bipolar I disorder, 29 subjects
had mania that was more narrowly defined by euphoria,
grandiosity, and the ability to maintain energy without
sleep. All of these subjects met criteria of the Diagnostic
and Statistical Manual of Mental Disorders, Third Edition
(DSM-III) for 1 other disorder, and 95.5% met criteria for
3 or more disorders. Anxiety, substance use, and conduct
disorders were the most common comorbidities, occurring
in 92.9%, 71.0 %, and 59.4 %, respectively, of individuals
with mania. Of note, the study did not evaluate the
prevalence of other conditions that commonly occur in
patients with bipolar disorder, such as OCD, attention-
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deficit/hyperactivity disorder, and eating disorders, nor
did it evaluate hypomania or “soft spectrum” bipolar disorders (e.g., bipolar II disorder).17
Comorbidity with other mental disorders has also been
found to be elevated in persons from the community with
hypomania and soft spectrum bipolar disorders.18,19 In the
Zurich cohort study, a 15-year prospective study of 4547
young adults, Angst18 found that persons with hypomania
defined by both DSM-IV and broader criteria (e.g., recurrent and sporadic brief periods of hypomanic symptoms of 1 to 3 days) had elevated lifetime rates of anxiety
disorders, alcohol abuse, tobacco dependence, and binge
eating. For example, individuals with DSM-IV hypomania
and those with recurrent brief hypomania each had higher
lifetime prevalence rates of any anxiety disorder (48.8%
and 77.8%, respectively), panic disorder (12.2% and
22.2%), OCD (5.1% and 5.6%), alcohol abuse (23.1%
and 22.7%), and binge eating (12.8% and 22.2%) compared with controls (21.6%, 1.2%, 1.2%, 7.6%, and 4.6%,
respectively).
Of further note, many (although not all) epidemiologic
studies have found that persons with bipolar disorder have
higher rates of comorbid substance use and anxiety disorders than those with depressive disorders, even though
substance use and anxiety disorders are elevated in depressive disorders compared with the general population.
This was true in the ECA, NCS, and Zurich cohort studies.
In the ECA study, 56.1% of persons with bipolar disorder
had a substance use disorder compared with 27.2% of
those with unipolar major depression.14 The odds ratio of a
person with bipolar disorder having a substance use disorder (6.6) was more than 3 times the odds ratio for a person
with depression (1.9). Similarly, the lifetime prevalence
rates of panic disorder and OCD in persons with bipolar
disorder were both 21%, compared with 10% and 12.2%
in persons with unipolar depression, even though the prevalence of panic disorder and OCD in persons with unipolar
depression were 12.5 and 4.7 times that of comparison
subjects. The differences between the bipolar disorder and
unipolar depression groups were each highly statistically
significant (p < .0001).15,16
In the NCS, 58% of the group with major depressive
disorder had a comorbid anxiety disorder, 38.6% had a
substance use disorder, and 16.2% had a conduct disorder
compared with 92.9%, 71.0%, and 59.4% of the bipolar
disorder group.20 Similarly, in the Zurich cohort study,
both DSM-IV and broader definitions of hypomania were
associated with higher lifetime rates of many DSM-III
anxiety disorders, alcohol abuse, tobacco dependence, and
binge eating, even though these conditions were more
common in persons with depression than in controls.18
Clinical studies have confirmed the frequent comorbidity of bipolar disorder with anxiety, substance use,
and conduct disorders.21–25 Clinical reports have also described the co-occurrence of bipolar disorder with a wide
36

Table 1. Psychiatric Disorders Commonly Comorbid With
Bipolar Disorder
Substance use disorders22,23
Anxiety disorders23
Panic disorder
Generalized anxiety disorder
Obsessive-compulsive disorder
Social phobia
Posttraumatic stress disorder
Eating disorders23,26
Anorexia nervosa
Bulimia nervosa
Binge-eating disorder
Sexual disorders28
Paraphilias
Sexual addictions
Impulse-control disorders29
Intermittent explosive disorder
Kleptomania
Pathological gambling
Trichotillomania
Compulsive shopping
Psychogenic excoriation
Attention-deficit/hyperactivity disorder27
Autism spectrum disorders30
Conduct disorder27
Tourette’s disorder31

range of other psychiatric disorders (Table 1). These include eating disorders such as anorexia nervosa, bulimia
nervosa, and binge-eating disorder,23,26 attention-deficit/
hyperactivity disorder,27 sexual disorders such as paraphilias and nonparaphilic sexual addictions,28 impulse-control
disorders,29 autism spectrum disorders,30 and Tourette’s
disorder.31
General medical disorders that frequently co-occur
with bipolar disorder include migraine,32 thyroid disease,12,33 obesity,34–36 and type II diabetes.37 Community
studies have shown significant associations between
bipolar disorder and migraine,8 Tourette’s disorder,38 multiple sclerosis,39 and obesity.34 Indeed, bipolar disorder is
associated with increased mortality from cardiovascular
disease and some cancers.40
IS COMORBIDITY REAL?
Some mental health professionals have questioned
whether the concept of comorbidity is meaningful or
whether it is merely an artifact of our current diagnostic
system. Andrews and colleagues recently evaluated a general population sample of adults in Australia to explore the
relationship between psychiatric comorbidity and disability and service utilization. The 12 psychiatric disorders
evaluated included 2 mood disorders (depression and dysthymia), 5 anxiety disorders (panic disorder/agoraphobia,
social phobia, generalized anxiety disorder [GAD], OCD,
and posttraumatic stress disorder [PTSD]); 2 substance
use disorders (alcohol abuse/dependence and other drug
abuse/dependence); and 3 personality disorder clusters.
Bipolar disorder was not evaluated. Forty percent of the
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subjects with 1 disorder met the diagnostic criteria for
having at least 1 other concurrent disorder. Andrews et al.
found positive associations between the number of current
comorbid diagnoses and levels of distress, disability, neuroticism, and utilization of medical services. The authors
concluded that degree of comorbidity was a clinically
meaningful construct.41
IMPACT OF COMORBIDITIES
ON THE PRESENTATION, COURSE,
AND OUTCOME OF BIPOLAR DISORDER
Preliminary clinical data suggest that comorbid psychiatric and medical disorders have a significant impact
on the presentation of bipolar disorder, as well as on its
course and treatment. Substance use in particular, and comorbidity in general, may be associated with an earlier
age at onset of affective symptoms.23,42 Comorbid disorders also have been associated with a higher frequency
of mixed states or rapid cycling, greater suicidality, and
poorer outcome.16,43–46 Other studies have demonstrated
that comorbid disorders are associated with a less favorable response to lithium-based therapy (particularly
in patients with co-occurring panic spectrum disorders
and obesity)24,36,46 and reduced levels of medication adherence (especially in patients with co-occurring substance
abuse).22
Conversely, bipolar disorder can adversely affect the
outcome of comorbid conditions. In one study, patients
with OCD who had comorbid bipolar disorder had a significantly higher rate of sexual and religious obsessions, a
more episodic course of OCD, and a greater number of
concurrent depressive episodes compared with OCD patients without comorbid bipolar disorder.47 In another
study with 161 patients with OCD, patients with comorbid
bipolar disorder (9% of the group) had an earlier age at
onset of OCD. The median age at onset among OCD patients with bipolar disorder was 9.5 years, compared with
13.5 years of age in patients without comorbid bipolar disorder (p = .003).48
Comorbid disorders can occur in all phases of bipolar
disorder. Preliminary clinical data suggest comorbid psychiatric disorders may more commonly manifest during
depressive and mixed states, however, than during periods
of pure mania or euthymia.49 In some patients, bipolar disorder, especially soft spectrum forms, may be masked by
comorbidities.
Pharmacotherapy for Comorbid (Complicated) Bipolar
Disorder: Randomized Controlled Trials in Comorbid
Bipolar Disorder and its Comorbid Conditions
Despite the prevalence and serious clinical implications
of comorbid bipolar disorder, neither the pharmacologic
nor psychologic treatment of the disorder has been well
studied. Regarding clinical trials, only a few monotherapy

studies and no combination treatment studies have been
reported for comorbid bipolar disorder. Those studies that
have been conducted generally have methodologic limitations. Moreover, medications with well-documented efficacy in the treatment of bipolar disorder have received
relatively little systematic study in the treatment of conditions that frequently co-occur with bipolar disorder
(e.g., anxiety, substance use, eating, attention-deficit/
hyperactivity, and conduct disorders).
Randomized Controlled Trials in
Comorbid (Complicated) Bipolar Disorder
We identified 4 randomized controlled trials50–53 with
mood-stabilizing agents in patients with bipolar disorder
and at least 1 other comorbid disorder. In all trials, comorbid symptoms responded to mood-stabilizer therapy.
Geller et al. randomly assigned 25 adolescents with
bipolar disorder (N = 17) or major depressive disorder
(N = 8) and comorbid substance abuse (alcohol or marijuana) to 6 weeks of treatment with either lithium* or placebo. Compared with placebo, lithium was associated with
a significant reduction in positive random drug screens
and improvement in psychopathology.50 Brady et al. conducted a randomized, placebo-controlled comparison of
carbamazepine* for cocaine-dependent individuals. Fiftyseven of these subjects had mood disorders (only 2 had bipolar disorder); 82 subjects did not. Among those with
mood disorders, carbamazepine was associated with fewer
positive drug screens and a longer interval until consumption of cocaine. Carbamazepine had no impact on cocaine
use in subjects without mood disorders.51
Frankenburg and Zanarini compared the efficacy of divalproex and placebo in 30 women with bipolar II disorder
and comorbid borderline personality disorder in a 6-month
trial. Subjects who received divalproex demonstrated reductions in measures of anger/hostility, interpersonal sensitivity, and aggression compared with those who received
placebo. Reductions in measures of depression, however,
were not significant.52
Hollander et al. studied the effects of lithium versus
placebo for 6 weeks in 40 pathological gamblers with soft
spectrum bipolar disorders. Lithium was more effective
than placebo in reducing hypomanic symptoms and mean
scores on the Yale-Brown Obsessive Compulsive Scale
(YBOCS) modified for pathological gambling.53
At least 3 open-label studies54–56 have evaluated mood
stabilizers for bipolar disorder with comorbid anxiety,
substance abuse, or sexual disorders. Although limited,
these studies suggest that anxiety symptoms and substance
use, but not paraphilic symptoms, may be ameliorated
with mood stabilizer treatment of comorbid bipolar affective symptoms. In a study by Calabrese and Delucchi,
55 patients who had rapid-cycling bipolar disorder plus
comorbid panic attacks, generalized anxiety, and/or substance abuse were treated prospectively with valproate for
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nearly 8 months. In addition to reductions in manic and
depressive symptoms, the majority of subjects achieved
decreases in or remission of comorbid anxiety and substance abuse symptoms.54 Brady et al. evaluated the effectiveness of valproate in 9 patients with bipolar disorder
complicated by substance abuse. During 16 weeks of
follow-up, valproate therapy was associated with significant reductions in mania and depression, as well as a significant decrease in the number of days of alcohol and
drug use and a reduction in the quantity of substances
used.55 By contrast, a retrospective review by Nelson et al.
of the records of sex offenders with bipolar disorder
concluded that valproate therapy was associated with significant improvements in manic symptoms, but not paraphilia symptoms in the subset of patients admitting those
symptoms.56
STUDIES IN DISORDERS COMMONLY
COMORBID WITH BIPOLAR DISORDER
Antimanic and mood-stabilizing agents have received
some systematic study in the treatment of the conditions
that commonly are comorbid with bipolar disorder when
bipolar disorder is not present.
Lithium
Lithium has received surprisingly little systematic
study in the treatment of anxiety disorders.57 Indeed, we
found no controlled studies of lithium in GAD, panic disorder, PTSD, or social phobia. However, 2 double-blind,
controlled studies of lithium augmentation (one with lithium58 and the other with a thyroid hormone59) in patients
with OCD who were resistant to selective serotonin reuptake inhibitor (SSRI) therapy were negative.
Several small studies conducted in the 1970s and 1980s
suggesting that lithium antagonized the effects of alcohol
intoxication in normal subjects60,61 and detoxified alcoholics62 led to several small controlled studies (N = 30,
71, and 104)63–65 of lithium in alcohol dependence. These
studies suggested that lithium was superior to placebo
in reducing alcohol consumption63,64 or maintaining abstinence,65 especially in patients with comorbid depression63,64 and those who were compliant.65 A study that
compared the effects of lithium and diazepam on reducing
or exacerbating the effects of alcohol found that lithium
tended to antagonize the effects of alcohol on psychomotor skills except for coordination. Alcohol and diazepam
were found to potentiate each other’s harmful effects.65
However, other studies have concluded that the use of
lithium does not attenuate the effects of alcohol. A study
with 23 normal male subjects compared response to a
standardized dose of 95% ethanol after 2 weeks of placebo
and 2 weeks of lithium. Pretreatment with lithium did not
prevent or reduce the effect of an alcohol-induced “high”
in patients, but lithium did reduce an alcohol-related
38

decline in cognitive efficiency.60 In a larger study of 457
male veterans hospitalized for alcoholism, 171 of whom
had a depressive disorder, no differences were found between lithium and placebo among all subjects who entered
the study and completers.66
Controlled data suggest lithium may be helpful in conditions characterized by impulsive aggression. Two controlled studies found lithium to be superior to placebo
in children and adolescents with conduct disorder.67,68
Malone et al. conducted a randomized, placebo-controlled
study in which either lithium or placebo was administered
to 40 child and adolescent inpatients with conduct disorder
characterized by severe and persistent aggression. Ratings
on the Overt Aggression Scale decreased significantly
(p = .004) for patients treated with lithium compared
with those given a placebo. On the basis of results on
the Global Clinical Judgements (Consensus) Scale, 16 of
the 20 patients receiving lithium responded to therapy, a
statistically (p = .004) significant difference compared
with 6 of 20 patients in the placebo group.67 Campbell et
al. found lithium to be superior to placebo in a study with
50 children (mean age = 9.4 years) who were hospitalized
for treatment-refractory severe aggressiveness and explosiveness and who had been diagnosed with conduct disorder. However, lithium was significantly (p = .035) more
effective than placebo only in reducing aggression.68 Another study found lithium to be superior to placebo in 66
male prisoners with chronic impulsive aggressive behavior as measured by a decrease in violent infractions.69
A small controlled study of 16 young women with anorexia nervosa found lithium to be superior to placebo for
weight restoration when administered in conjunction with
behavior therapy after 3 and 4 weeks of treatment.70 In
contrast, the results of an 8-week controlled study of 68
women with bulimia were difficult to interpret because
both lithium and placebo were associated with a substantial decrease in bulimic episodes.71
Divalproex
Divalproex also has received relatively little empirical
study in conditions commonly comorbid with bipolar disorder except for migraine, for which it has an indication
for migraine prevention.72,73 In a preliminary controlled
crossover trial, 12 patients with panic disorder were randomly assigned to 6 weeks of therapy with divalproex followed by 6 weeks of receiving a placebo, or vice versa.
Study results suggested that divalproex may decrease
panic symptoms. Panic attacks and generalized anxiety
improved significantly more with divalproex than placebo
in the patients who received divalproex as their initial
therapy compared with those who received placebo as
their first treatment.74
Divalproex was shown to be superior to placebo in
facilitating maintenance of abstinence from alcohol dependency (N = 29) in a 12-week, randomized, placebo-
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controlled trial. A significantly smaller number of patients
in the divalproex treatment group (N = 14) relapsed to
heavy drinking compared with those in the placebo group
(N = 15), although drinking decreased significantly in
both treatment groups.75 In an open-label pilot study with
16 patients, divalproex reduced the symptoms of alcohol
withdrawal more rapidly and consistently than a benzodiazepine, a standard therapy for alcohol detoxification. A
greater percentage of patients receiving divalproex versus
a benzodiazepine were completely abstinent at 6-week
follow-up. The investigators suggested that divalproex
may be an alternative for outpatient detoxification because
it does not have any abuse potential, pharmacologic synergy with alcohol, or substantial cognitive or psychomotor
side effects.76
Divalproex may also be beneficial in conditions characterized by impulsive aggression. In a 12-week crossover
study, Donovan et al. administered divalproex or a placebo
for 6 weeks to 20 children and adolescents (aged 8 to 18
years) with disruptive behavior disorders and then the alternate treatment for the next 6 weeks. At the end of the
first phase of the study, 8 of 10 subjects had responded
to divalproex, whereas none had responded to placebo. Of
the 15 subjects who completed both phases of the study,
12 had superior responses with divalproex.77
A recent randomized controlled study of 71 incarcerated male adolescents (aged 14 to 18 years) with conduct
disorder found that the use of divalproex at doses between
500 and 1500 mg/day achieved statistically significant
improvements on the Clinical Global ImpressionsSeverity of Illness scale (CGI-S; p = .02) and the CGIImprovement scale (CGI-I; p = .0008) as compared to
divalproex doses up to 250 mg/day. Higher doses of divalproex improved both self-reported impulse control and
self-restraint, poor control of which predicts criminal
recidivism.78 Divalproex also was superior to placebo
in a multicenter, randomized, double-blind, placebocontrolled study of the treatment of impulsive aggression
(as assessed by verbal assault and assault against objects)
and irritability in adult patients with cluster B personality
disorders.79 However, divalproex was not superior to placebo in the subset of patients of this study with intermittent explosive disorder.
Carbamazepine
The antiepileptic carbamazepine has been investigated
in randomized, placebo-controlled trials for several
comorbid disorders, including panic disorder, alcohol
withdrawal, bulimia nervosa, and borderline personality
disorder.
Carbamazepine was not effective in a study of 14 patients with panic disorder. Carbamazepine was associated
with reduced frequency of panic attacks in 40% of patients, but it had no effect in 10% of patients and was associated with an increase in panic attacks in 50% of pa-

tients.80 Only 1 of 14 patients receiving carbamazepine had
a marked and sustained clinical improvement in frequency
of panic attacks. The drug produced a statistically significant decrease in generalized anxiety symptoms.
Substantial preliminary data suggest that carbamazepine may be helpful in alcohol withdrawal. In a doubleblind, multicenter study with 100 male outpatients, carbamazepine was shown to be more effective than placebo in
reducing the symptoms of alcohol withdrawal, including
sleep disturbance. Also, patients’ ability to work improved
significantly faster with carbamazepine treatment.81 In a
double-blind, controlled, 7-day trial for severe alcohol
withdrawal in 86 alcoholic men, carbamazepine was found
to be as effective as oxazepam. In addition, patients receiving carbamazepine exhibited a decrease in global psychological distress from days 3 to 7, whereas patients receiving oxazepam had an increase in distress.82 Mueller et al.
provided further evidence of the efficacy of carbamazepine
in treating alcohol dependence in a double-blind, placebocontrolled 12-month study of 29 adults with alcohol abuse
or dependence. Despite the small sample size and a sizeable dropout rate, univariate analyses demonstrated that
treatment with carbamazepine decreased the number of
drinks per drinking day and number of consecutive heavy
drinking days. A survival analysis found a significant
(p = .04) delay in time to first episode of heavy drinking.83
In the only controlled study of carbamazepine in an eating disorder, 1 of 6 patients with bulimia who received carbamazepine in a double-blind, placebo-controlled, crossover trial had a favorable response. That patient had a
history suggestive of bipolar disorder.84
Finally, carbamazepine was shown to be effective in
a crossover trial with 16 female outpatients with borderline
personality disorder and prominent behavioral dyscontrol
who received placebo and 3 other medications—alprazolam, trifluoperazine, and tranylcypromine—for 6 weeks
each. The trial with carbamazepine had one of the highest
completion rates. Patients receiving carbamazepine had a
marked decrease in the severity of behavioral dyscontrol
and were rated as significantly improved by treating physicians.85
Atypical Antipsychotics
Atypical antipsychotics have received preliminary empirical attention in several anxiety disorders, conduct disorder, borderline personality disorder, Tourette’s disorder,
and autism. For example, both olanzapine and risperidone
have been studied in PTSD with promising results. In a
study of 19 patients with combat-related PTSD minimally
responsive to 12 weeks of SSRI treatment, olanzapine augmentation was superior to placebo in specific measures
of PTSD symptoms. Olanzapine addition was associated
with significant improvements in Clinician Administered
PTSD Scale (CAPS) scores (–14.80 vs. –2.67, p < .05),
sleep disorder symptoms (p < .01), and depressive symp-
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toms (p < .03). As measured by the CGI, response rates
to the olanzapine augmentation were relatively low (30%)
and not statistically superior to placebo (11%).86 Olanzapine also did not produce a better treatment response than
placebo in a randomized, double-blind, 10-week study
in 15 patients with PTSD. However, the sample size was
small, improvements in both the olanzapine-treated patients (N = 10) and the placebo group (N = 5) were comparable, and a high placebo response rate was seen.87
In a study of 73 patients with chronic, combat-related
PTSD, risperidone or placebo was added to stable psychotropic medication. Risperidone-treated patients who
completed the study (N = 48) had significantly greater reductions in their CAPS (p = .024) and CAPS-D (arousal)
scores (p = .004) compared with placebo, as well as
statistically greater improvements on scales measuring
anxiety (p = .002) and psychotic symptoms (p = .009).
Risperidone did not produce statistically significant improvements in depressive symptoms.88 In a study of 38
patients with chronic PTSD, risperidone treatment led to
a significant (p < .05) reduction in global psychosis, hallucinations, and delusions compared with placebo.89 In
a study of 15 patients with combat-related PTSD, risperidone adjunctive treatment (N = 7) produced a significantly greater reduction (p < .05) in irritability compared
with placebo (N = 8).90
Preliminary evidence suggests that atypical antipsychotics may benefit SSRI-resistant OCD as well. In one
study, risperidone (N = 20) or placebo (N = 16) was given
to patients with OCD who were refractory to 12 weeks of
therapy with an SSRI. Among patients who completed the
study, 9 (50%) of the patients in the risperidone group responded compared with none of the patients in the placebo group (p < .005). Response was defined as a 35% or
greater improvement on the YBOCS and a final YBOCS
score ≤ 16; a final CGI rating of “very much improved”
or “much improved”; and a consensus of the treating clinician and 2 of the primary investigators that the patient’s
condition was improved.91
Adjunctive therapy with the atypical antipsychotic
quetiapine* was similarly effective in an 8-week, doubleblind study for OCD that was resistant to treatment with
at least 2 SSRIs. The 20 patients receiving quetiapine had
significantly (p = .001) greater improvements in YBOCS
scores compared with the placebo group (N = 20), as well
as a higher percentage of responders, 55% versus 10%.92
Both olanzapine and risperidone have also demonstrated preliminary efficacy as adjunctive anxiolytic
therapy for treatment-resistant GAD. Olanzapine was investigated as add-on therapy in a 6-week trial in 14 patients with GAD who had failed 6 weeks of fluoxetine
therapy. Adjunctive olanzapine led to large effect sizes
on the Hamilton Rating Scale for Depression and moderate effect sizes on the Hamilton Rating Scale for
Anxiety (HAM-A).93 In a 5-week, double-blind, placebo40

controlled study with 49 patients who had failed at
least 4 weeks of anxiolytic monotherapy, addition of risperidone achieved a statistically significant reduction
(–9.8, p = .034) in HAM-A scores compared with placebo
(–6.2).94
Preliminary controlled data indicate that atypical antipsychotics also have therapeutic effects in conditions
characterized by impulsive aggression. Thus, risperidone
was superior to placebo in a 10-week trial with 20 youths
with conduct disorder in reducing aggression on several
measures.95
Olanzapine was shown to be superior to placebo in 2
small studies of borderline personality disorder. In the first
study, 19 female patients with borderline personality disorder responded better to olanzapine than placebo on selfreport measures of anxiety, paranoia, anger/hostility, and
interpersonal sensitivity, but not depression, in a 6-month
controlled study. Olanzapine was associated with a significantly (p < .05) greater rate of improvement over time
than placebo in all of the symptoms except depression.96 In
the second study, olanzapine was significantly (p < .05)
superior to placebo, with separation occurring as early as
4 weeks, on the CGI modified for borderline personality
disorder in a placebo-controlled, 12-week trial with 40
men and women. However, weight gain was significantly
(p = .027) greater in patients treated with olanzapine than
in those receiving placebo.97
Preliminary controlled data also suggest that atypical
antipsychotics may be beneficial in tic and developmental
disorders. One small controlled study found that risperidone was superior to placebo in reducing severity of tics
and improving global functioning in 48 patients with Tourette’s disorder.98 Risperidone has also been shown to be
comparable to pimozide99 and clonidine100 in reducing tics
in patients with Tourette’s disorder. In a 52-week, doubleblind, comparative crossover trial in 4 adults with severe
Tourette’s disorder, olanzapine (5 and 10 mg/day) was superior to low-dose pimozide (2 and 4 mg/day).101 Similarly, ziprasidone was superior to placebo in a pilot study
of 28 children and adolescents with Tourette’s disorder.102
Finally, risperidone (median dose of 2.5 mg/day) was superior to placebo for repetitive behavior, aggression, anxiety, depression, and irritability in 31 adults with autistic
disorder or pervasive developmental disorder.103
Non–Antimanic Antiepileptics
Some conditions that co-occur with bipolar disorder
have been shown to respond to non–antimanic antiepileptic agents in double-blind, placebo-controlled trials, including gabapentin,* topiramate,* zonisamide,* and lamotrigine. Gabapentin has been found to be effective in
the treatment of social anxiety and panic disorders,104,105
and topiramate has been shown to be effective in
alcohol dependence,106 bulimia nervosa,107 binge-eating
disorder,108 migraine,109 and obesity.110 Zonisamide has
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been demonstrated to be superior to placebo for weight
loss in obesity.111 In 1997, a relatively large (N = 110)
double-blind, placebo-controlled study found that lamotrigine was no more effective than placebo in preventing
migraine with and without aura.112 However, in 2 subsequent relatively small trials (N = 15 and N = 24), lamotrigine was shown to be effective in preventing and reducing
the duration of migraine with aura.113,114
Antidepressants
The treatment of bipolar disorder with antidepressants
is controversial because of inadequate data about their
short- and long-term efficacy in bipolar depression115,116
and inconsistencies in available data about their ability
to induce hypomania, mania, mixed states, and rapid
cycling.117,118 Nonetheless, clinical studies suggest that
some patients with bipolar I and II disorders require acute
and maintenance treatment with antidepressants (usually
in combination with mood stabilizers) for optimal response,119 whereas others destabilize upon antidepressant
exposure.117,120
The use of antidepressants in complicated bipolar disorder is of further importance because these agents are
frequently used in the treatment of many of the disorders
that co-occur with bipolar disorder. Tricyclic antidepressants (TCAs), monoamine oxidase inhibitors (MAOIs),
serotonin-norepinephrine reuptake inhibitors, and SSRIs
have been shown to be effective in the treatment of many
of the anxiety disorders121 and some eating disorders.122
Indeed, several SSRIs and venlafaxine are approved for
the treatment of panic disorder, GAD, social phobia,
and/or PTSD, and fluoxetine is approved for the treatment of bulimia nervosa.
By contrast, studies of antidepressants have yielded
mixed results in substance abuse, eating, and impulsecontrol disorders,122,123 as well as in migraine and obesity.124,125 For example, SSRIs may help reduce alcohol
consumption in some forms of alcohol misuse (heavy
drinking and alcohol dependence with comorbid depression) but not in others (type B or early onset, in which
SSRIs may be counterproductive).126 Antidepressants
have been shown to be superior to placebo in reducing
binge eating in bulimia nervosa and binge-eating disorder, but not in restoring weight in anorexia nervosa.122,127,128 SSRIs have been reported to be both effective and ineffective in various impulse-control disorders,
particularly trichotillomania.129 Regarding obesity, TCAs
and MAOIs are associated with weight gain, SSRIs with
short-term weight loss followed by regain of weight, and
bupropion with long-term maintenance of weight loss.125
Although virtually all controlled studies of these antidepressants in these disorders excluded patients with bipolar disorder, it is tempting to speculate that comorbid
occult bipolarity may have contributed in part to their disparate results.

Benzodiazepines
Although benzodiazepines have not been shown to
have acute antimanic or long-term mood-stabilizing properties, they are helpful for managing agitation, anxiety,
insomnia, and catatonic symptoms associated with bipolar
disorder.24 Benzodiazepines are effective in panic disorder
and GAD, but there have been no controlled studies of the
use of these agents in bipolar disorder complicated by
panic disorder or GAD. Moreover, benzodiazepines must
be used cautiously in bipolar patients with comorbid substance use disorders because of their potential for abuse.
APPROACHES TO
TREATING BIPOLAR DISORDER
AND COMORBID DISORDERS
In managing patients with comorbid bipolar disorder,
treatment of bipolar disorder and the comorbid condition
ideally should proceed concurrently. Mood stabilization is
critical. When utilizing pharmacotherapy for comorbid
conditions, agents that are mood stabilizing or mood neutral should be employed before those that are mood destabilizing. Clinicians should therefore consider using mood
stabilizers that might also be effective for co-occurring
disorders.
As patients with bipolar disorder in general often require multiple medications for optimal response, patients
with comorbid bipolar disorder are similarly likely to
require combination pharmacotherapy. Various combinations of mood stabilizers (e.g., lithium and valproate),
mood stabilizers and atypical antipsychotics, or mood stabilizers and/or atypical antipsychotics with non–antimanic
antiepileptics, antidepressants, or benzodiazepines may be
needed for optimal individualized response.130
Psychoeducational and cognitive-behavioral therapies
have been shown to be important adjuncts to pharmacotherapy in controlled trials with patients with bipolar disorder in general.131–133 These therapies have also been
shown to be effective in the treatment of substance use,
anxiety, eating, and impulse-control disorders when not
complicated by bipolar disorder.108,121An open pilot study
suggested that bipolar patients with substance dependence
(N = 45) benefited from integrated group therapy employing a behavioral relapse-prevention model.134 These treatments are likely to be especially important in the treatment
of patients with comorbid bipolar disorder.
CONCLUSION
In summary, clinicians should assume that bipolar disorder is more likely than not to occur with other psychiatric disorders and possibly certain general medical disorders. Conversely, other psychiatric disorders, especially
when they occur together at an early age, may be a marker
for bipolarity. Moreover, comorbidity appears to adversely
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affect the course and outcome of bipolar disorder. Treatment of comorbid bipolar disorder should always attempt
mood stabilization. Given the complexity of treating comorbid bipolar disorder, combination pharmacotherapy
with mood stabilizers, atypical antipsychotics, antiepileptics, antidepressants, and/or benzodiazepines is often
needed. Pharmacotherapy in combination with psychotherapy will most likely be an essential aspect of treatment
as well.
*These agents have not been approved by the U.S. Food and Drug
Administration for the treatment of the comorbidities of bipolar
disorder.
Drug names: alprazolam (Xanax and others), bupropion (Wellbutrin
and others), carbamazepine (Carbatrol, Tegretol, and others), clonidine
(Catapres and others), diazepam (Diastat, Valium, and others),
divalproex (Depakote), fluoxetine (Prozac and others), fluphenazine
(Permitil, Prolixin, and others), gabapentin (Neurontin and others),
lamotrigine (Lamictal), lithium (Eskalith, Lithobid, and others),
olanzapine (Zyprexa), oxazepam (Serax and others), pimozide (Orap),
quetiapine (Seroquel), risperidone (Risperdal), topiramate (Topamax),
tranylcypromine (Parnate), trifluoperazine (Stelazine and others),
venlafaxine (Effexor), ziprasidone (Geodon), zonisamide (Zonegran).
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