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Management of
Comorbid Bipolar Disorder and Substance Abuse
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Bipolar disorder is a severe and often chronic disorder with lifetime prevalence rates of bipolar
spectrum disorders of up to 6.5% in the general population. Patients with bipolar disorder frequently
report co-occurring substance use disorders, and the rates of alcohol and other substance use disorders
are significantly higher in persons with bipolar disorder than in the general population. The present
review discusses why people with bipolar disorder use substances, provides an overview of the impact
of alcohol and other substance use on the course of bipolar disorder, and outlines the treatment options
currently available to patients with co-occurring bipolar disorder and substance abuse. Our aim is to
summarize the existing data on the pharmacologic treatment options and to include the most recent
published data whenever possible. Three randomized, placebo-controlled studies of dual-diagnosis
patients treated with carbamazepine, lithium, and valproate are discussed. The results are generally
positive and support the use of these agents in dual-diagnosis patients. Open-label studies are also pre-
sented, and the need for controlled data is outlined. The review also briefly discusses the psychothera-
peutic approaches to patients with comorbid bipolar and substance use disorders.

(J Clin Psychiatry 2006;67[suppl 7]:24–30)

ipolar disorder is a severe, recurrent, and often
chronic psychiatric illness that is characterized byB

periods of depression interposed with episodes of mania or
hypomania and with mixed episodes. Until recently, clini-
cal attention concentrated primarily on bipolar I disorder,
in which patients experience at least 1 episode of mania
and depression in the course of their illness. The preva-
lence of bipolar I disorder ranges from 0.8% to 1.7% in
epidemiologic studies.1–3 In the Epidemiologic Catchment
Area (ECA) study of 20,291 respondents, the estimated
U.S. population lifetime prevalence of bipolar I and II dis-
orders was 1.3%.4 In the National Comorbidity Survey, the
lifetime prevalence of mania was 1.6%.2 However, it is in-
creasingly recognized that bipolar disorder encompasses a
much broader spectrum of illnesses than bipolar I disorder
and includes bipolar I and II disorders, bipolar disorder
not otherwise specified (NOS), cyclothymic disorder, and
other forms of bipolar illness. Recent literature suggests
that these forms of bipolar disorder are more prevalent in

community samples than bipolar I disorder.5,6 The lifetime
rate of bipolar spectrum disorder is estimated to be be-
tween 3% and 6.5%.1

Alcohol and other substance abuse and dependence
are also common. The estimated U.S. population lifetime
prevalence of any substance use disorder is between 9%
and 17%.4,7 In the ECA study, the estimated U.S. popula-
tion lifetime prevalence of alcohol abuse or dependence
was 13.5%, and the lifetime prevalence of other drug
abuse or dependence was 6.1%.4 In the National Comor-
bidity Survey of 8098 respondents, the lifetime prevalence
of any substance use disorder was 26.6%.8 The lifetime
prevalence of alcohol abuse was 9.4% and of alcohol de-
pendence 14.1%; the lifetime prevalences of drug abuse
and dependence were 4.4% and 7.5%, respectively.2

COMORBIDITY OF
BIPOLAR DISORDER AND SUBSTANCE ABUSE

The prevalence rates of substance use disorders
in patients with bipolar disorder are much higher than
in the general population. In the United States, 3 large
population-based studies have examined the prevalence
rates of comorbid substance abuse and bipolar disorder.4,7,8

All 3 studies have shown that the rates of substance use
disorders are considerably higher in bipolar patients than
in the general population. In the ECA study, 61% of pa-
tients with bipolar I disorder and 48% of patients with bi-
polar II disorder had comorbid substance abuse or depen-
dence.4 The reported lifetime prevalence of any alcohol
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diagnosis in patients with a bipolar diagnosis (bipolar I
or II) was 44%, and the lifetime prevalence of drug abuse
and/or dependence was 34%.4 Bipolar disorder had a
higher lifetime prevalence of comorbid substance use
disorders than other major psychiatric disorders such as
schizophrenia (47%), unipolar major depression (27%),
and anxiety disorders (24%).4 Consistent with the results
of the ECA study, in the National Comorbidity Survey,
both men and women with a lifetime diagnosis of alcohol
dependence had significantly higher odds of having a co-
occurring diagnosis of mania than persons without alcohol
abuse or dependence.8,9 The lifetime odds ratios in patients
with a history of mania were 0.3 for alcohol abuse, 9.7
for alcohol dependence, 1.2 for drug abuse, and 8.4 for
drug dependence.8,9 The relatively low odds of lifetime
co-occurrence of substance abuse and bipolar disorder and
the high odds of dependence seem to demonstrate that
when people with bipolar disorder have a substance-
related disorder it tends to be severe and consistent with
dependence rather than abuse.

The most recent survey, the National Epidemiologic
Survey on Alcohol and Related Conditions (NESARC),7

assessed the comorbidity of substance use disorders with 9
mood and anxiety disorders in a nationally representative
U.S. sample of 43,093 respondents. The 12-month preva-
lence of mania and hypomania among all respondents was
comparable to the results reported by previous surveys
(1.7% for mania and 1.2% for hypomania). In persons
with a 12-month history of substance use disorders, the
prevalence of mania increased to 5% and the prevalence of
hypomania increased to 3.4%. Additionally, the rates of
substance use disorders were significantly higher in per-
sons with a history of mania or hypomania than in persons
without a mood disorder. The 12-month prevalence of sub-
stance use disorders was 27.9% in persons with a history
of mania and 26.6% in those with a history of hypomania
(while the rate of substance use disorders was 9.4% in per-
sons without a mood disorder).7

WHY DO PEOPLE WITH BIPOLAR DISORDER
USE SUBSTANCES?

The reasons for the high rates of substance use in
bipolar disorder are not well understood.10,11 Possible ex-
planations include overlapping symptoms and resulting
mood disorder misdiagnosis, self-medication of mood
symptoms, substance abuse causing the development of
bipolar disorder, and a common genetic vulnerability.10,11

None of these models explain all of the data.11 It has also
been hypothesized that impulsivity, which features promi-
nently in both bipolar disorder and substance use disor-
ders, may contribute to the overlap between the disor-
ders.12,13 While it is unclear whether greater impulsivity in
individuals with bipolar disorder predisposes them to sub-
stance use disorders, or impulsivity associated with sub-

stance use disorders precedes bipolar disorder, it has been
shown that patients suffering from both bipolar disorder
and substance use disorders show higher impulsivity than
individuals with bipolar disorder or substance use disor-
ders alone.13

The role of mood state as a risk factor for drug abuse
has been the topic of little research. Estroff et al.14 reported
a trend (p = .072) toward greater abuse of drugs during
manic rather than depressive episodes in a small (N =
36) sample. Several studies have reported substantially
higher rates of drug use in patients with rapid-cycling or
mixed (dysphoric) mania than with “pure” or “euphoric”
mania,15–18 but 1 study19 reported contrary findings. What-
ever the etiology, substance use in patients with bipolar
disorder does not appear to be a temporary and purely
mood-dependent condition.11

IMPACT OF SUBSTANCE ABUSE ON
THE COURSE OF BIPOLAR DISORDER

The negative impact of substance use disorders on bi-
polar disorder is well documented. A survey of 500 U.K.
and U.S. psychiatrists assessed the barriers, challenges,
and unmet needs that the psychiatrists were facing in the
recognition, diagnosis, and management of patients with
bipolar disorder.20 They found that bipolar patients with
the highest level of unmet needs were those with comorbid
alcohol and other substance use disorders, followed by
those with a rapid-cycling bipolar pattern. Psychiatrists
from the United States identified poor treatment adherence
as the main barrier in treating bipolar patients with comor-
bid substance use disorders. They also felt that difficulties
in diagnosis and the need for abstinence and stabilization
before bipolar disorder can be treated contributed to the
challenge of treating this subpopulation of bipolar pa-
tients. Psychiatrists in the United Kingdom identified ser-
vice provision issues, difficulties in diagnosis, and poor
adherence as the main unmet needs of patients with co-
morbid bipolar disorder and substance use disorders.20

Increased treatment nonadherence in bipolar patients
with comorbid substance use disorders compared to bi-
polar patients without substance use disorders has been
documented in a number of studies.10,21,22 Medication non-
adherence has been implicated in delayed symptomatic
and functional recovery in patients with bipolar disor-
der23,24 and was proposed as the cause of higher rates of re-
lapse in bipolar patients.25 It has been found that substance
use disorder is one of the major causes of treatment non-
adherence in bipolar individuals.22 A recent study in veter-
ans with bipolar disorder investigated a variety of factors
(such as symptoms, overall health status, functional level,
gender, and substance use disorder) and found that only
substance use disorder was associated with treatment non-
adherence.22 Past substance abuse was not associated with
treatment nonadherence. The finding points to the fact that
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immediate issues associated with substance use disorders
(such as intoxication, poor judgment, and impulsivity)
affect treatment adherence and that addressing substance
use disorders in bipolar patients would be beneficial from
the treatment-adherence and, consequently, symptomatic-
improvement perspective.22

Comorbid alcohol and drug use disorders negatively af-
fect the course and treatment outcome of bipolar disorder.
Recovery from bipolar disorder is less likely in patients
with past or current comorbid substance use disorders than
in patients without substance use disorders; recovery is
less likely in patients with current than with past substance
use disorders.26 Patients with current or past substance use
disorders report lower quality of life than patients with bi-
polar disorder and no substance use disorders.26,27 In-
creased rates of hospitalization17,24,28–30 and lower rates
of recovery during hospitalization are also reported in
bipolar patients with substance use disorders.31 In addi-
tion, aggression and violence were significantly greater in
bipolar patients with comorbid substance abuse.32,33 Pa-
tients with bipolar disorder and comorbid substance use
disorders have a significantly increased lifetime rate of
attempted suicides and are prone to recurrent suicidal-
ity.18,26,34–36 Bipolar patients with concurrent alcohol use
disorders present with more severe psychopathology in
acute mania, with a higher number of mood-related and
manic symptoms, specifically with significantly higher
mood lability and impulsivity, and higher rates of violent
behavior.37 Depression is particularly common among fe-
male bipolar patients with alcohol use disorders.38 Female
bipolar patients with alcohol abuse/dependence report
more depressive symptoms as compared with either male
bipolar alcoholics or both male and female nonalcoholic
bipolar patients.38

TREATMENT CONSIDERATIONS IN PERSONS
WITH COMORBID BIPOLAR DISORDER

AND SUBSTANCE USE DISORDERS

Pharmacotherapy of Co-Occurring Bipolar Disorder
and Substance Use Disorders

Minimal data are available from controlled studies on
the pharmacotherapy of bipolar disorder and drug and al-
cohol use disorders. To date, 3 randomized, double-blind,
placebo-controlled studies39–41 have been conducted on the
treatment of bipolar disorder comorbid with a substance
use disorder (see Table 1). One of these studies40 was con-
ducted with adolescents, while the others examined adult
samples.

Brady et al.39 reported on carbamazepine treatment in
cocaine-dependent individuals with (N = 57) and without
(N = 82) affective disorders (including major depressive
disorder or bipolar disorder) who were randomly assigned
to receive either carbamazepine or placebo for 12 weeks.
In the group of patients with affective disorders, there was

a trend toward fewer cocaine-positive urine drug screens
(p = .08) and a reduction in depressive symptom severity
in carbamazepine-treated patients compared with placebo-
treated patients. In individuals without affective disorders,
carbamazepine treatment did not have a greater impact on
cocaine use than placebo. The results of this study demon-
strate that while some medications may be relatively inef-
fective in “pure” cocaine-dependent populations, the same
medications may potentially be more effective in patients
with bipolar disorder and cocaine dependence.

Geller et al.40 conducted a 6-week, randomized, double-
blind, parallel-group, placebo-controlled trial of lithium in
25 adolescents with bipolar I or II disorder or recurrent
major depressive disorder with adolescent predictors of
future bipolar diagnosis (such as delusions, switching to
bipolar disorder during tricyclic antidepressant treatment,
marked psychomotor retardation, and bipolar disorder in a
first-degree relative) and comorbid substance abuse (pri-
marily of alcohol or marijuana). Mean age at onset of
bipolar disorder in the study was 9.4 years for bipolar I
and 11.1 years for bipolar II. Mean age at onset of sub-
stance dependence was 15.3 years. The study produced
encouraging results for both disorders: those taking lith-
ium had significantly decreased urine drug screens than
placebo subjects; subjects taking lithium also improved on
Children’s Global Assessment Scale compared with the
placebo subjects.

Recently, Salloum et al.41 evaluated the efficacy of val-
proate in 59 alcohol-dependent bipolar I patients in a
24-week, double-blind, placebo-controlled study. The par-
ticipants were randomized to receive either valproate plus
treatment as usual (which constituted lithium and psycho-
social treatment) or placebo plus treatment as usual. Pa-
tients assigned to the valproate group had significantly
fewer heavy drinking days and fewer drinks per drinking
day than subjects assigned to placebo. Interestingly, there
was no effect of valproate on manic or depressive symp-
tomatology; however, changes in manic and depressive
symptoms correlated with alcohol use outcomes. These
findings suggest that valproate may have a positive effect
on the reduction in alcohol consumption in bipolar pa-
tients independent of improvements in mood. The authors
subsequently conducted a secondary analysis in 25 bipolar
patients who reported marijuana abuse in addition to alco-
hol abuse.42 Those in the marijuana abuse group were sig-
nificantly more likely to present in the manic phase, had
significantly more Axis I diagnoses, and had more severe
alcohol and other drug abuse than patients without mar-
ijuana abuse. Valproate treatment appeared to decrease
alcohol use in the marijuana abuse group compared with
marijuana-abusing patients who did not receive valproate
treatment. Thus, emerging, albeit limited and preliminary,
data from placebo-controlled trials suggest that patients
with bipolar disorder and substance dependence may re-
spond favorably to pharmacotherapy.
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Few clinical trials have investigated the efficacy of
atypical antipsychotics in dual-diagnosis patients, despite
the mounting clinical evidence showing the efficacy
of these agents in bipolar patients without substance
abuse.43–46 At least 2 possible explanations for the efficacy
of atypical agents in dual-diagnosis patients can be postu-
lated. First, they act on both dopaminergic and serotoner-
gic systems. Clozapine, for example, enhances dopamine
release in mesolimbic and mesocortical systems, which
could decrease craving.47 Serotonergic dysfunction has
also been implicated in drug craving.47 Thus, agents that
have combined effects on serotonin and dopamine release
(e.g., atypical antipsychotics) may be effective anticraving
agents. Second, atypical agents are effective for both
psychosis and mood symptoms43–45,48 and may decrease
drug use/craving secondary to improvement in psychiatric
symptoms.

To date, there have been 3 studies conducted on
the use of atypical antipsychotics in bipolar patients with
substance use disorders49–51 (see Table 1). Quetiapine
was investigated in 2 studies of patients with bipolar dis-
order and cocaine dependence.49,50 In the first of these
studies, Brown and colleagues49 evaluated the results of
discontinuing typical antipsychotics and switching to the
atypical antipsychotic quetiapine, or continuing on the
typical antipsychotics in a 12-week, randomized, open-
label study. Twenty-nine patients, 13 of whom were bi-
polar, were recruited for the study. Primary substance
use disorders in these subjects were cocaine or amphet-
amine abuse or dependence. The quetiapine-treated group
showed significant improvement in psychiatric symptoms
and cocaine craving and a nonsignificantly greater reduc-
tion in cocaine use. Quetiapine was well tolerated, and pa-
tients randomized to quetiapine stayed in the study longer
than the treatment-as-usual group.

In the second trial,50 open-label, 12-week quetiapine
add-on therapy was examined in 17 patients with bipolar
disorder and cocaine dependence. Significant improve-
ments in manic and depressive symptoms and in cocaine
cravings were observed. Dollar amounts spent on cocaine
and days of cocaine use decreased numerically, but the dif-
ference was not statistically significant.50 Quetiapine was
again well tolerated in this trial.

Brown et al.51 examined aripiprazole, an atypical anti-
psychotic that acts as a dopamine-2 partial agonist, in 20
patients with bipolar disorder or schizoaffective disorder
and a substance use disorder (primarily alcohol and co-
caine). In patients actively using substances while on an
antipsychotic, a switch from the antipsychotic to aripipra-
zole was associated with symptomatic improvements in
mood and a reduction in substance use.51 Data from these
small open studies support the hypothesis that in dual-
diagnosis patients atypical antipsychotic therapy may be
associated with a reduction in drug use and craving and an
improvement in psychiatric symptoms.

Several open-label studies with classes of medications
other than antipsychotics were conducted in dual-diagnosis
patients (see Table 1). Nunes et al.52 gave lithium to 10
adult bipolar patients with cocaine abuse in an open fash-
ion. While most patients showed some decrease in cocaine
use, this finding did not reach statistical significance.
Brady et al.53 examined the use of open-label valproate in
9 bipolar patients with substance abuse, including 5 with
alcohol dependence, 3 with polysubstance abuse, and 1
with cocaine dependence. Valproate (mean serum level 73
µg/mL) addition was associated with decreased symptoms
of depression and mania and a significant decrease in the
number of days of drug or alcohol use (p < .005), the
amount of drug use, and the period of abstinence during
the 16-week follow-up period.

Brown et al.54 recently reported on the use of open-
label lamotrigine in a group of patients (N = 30) with bi-
polar disorder and cocaine dependence. Lamotrigine sig-
nificantly improved both manic and depressive symptoms
in bipolar patients. Lamotrigine was associated with a re-
duction in craving for cocaine, the dollar amount spent on
cocaine, and the number of days of cocaine use. The results
of this first trial were duplicated in a replication and exten-
sion study with 32 patients.55 These data were pooled for
the 62 patients, and the results were reported for 12 weeks
of acute treatment and for 24 additional weeks of the ex-
tension. Mania and depression scores improved signifi-
cantly with lamotrigine treatment, as well as dollars per
week spent on cocaine. Changes in psychiatric symptoms
also significantly correlated with changes in cocaine use
patterns.55 These preliminary open studies show that lamo-
trigine may be a promising agent to be used in cocaine-
dependent bipolar patients.

Psychotherapeutic Approaches to the
Treatment of Co-Occurring Bipolar Disorder
and Substance Use Disorders

Psychotherapeutic approaches to the treatment of bi-
polar patients with co-occurring substance use disorders
have been reviewed in a number of recent publications56–58

and will be only briefly summarized here.
To address the needs of persons with dual diagnoses, an

integrated treatment approach was developed and intro-
duced.59 In this paradigm, both disorders are addressed si-
multaneously in the same treatment program. Patients re-
ceive comprehensive counseling and treatment of both
disorders, which includes case management, vocational re-
habilitation services, family counseling, housing, and medi-
cations. The treatment incorporates motivational strategies
that prepare the patient for substance-free living.59 The in-
tegrated treatment approach has been successfully utilized
in dual-diagnosis bipolar/substance use disorder patients.60

Although psychiatric symptoms of bipolar disorder im-
proved modestly, the main efficacy was shown in terms of
remission from substance abuse and in terms of improve-
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ments in psychosocial functions (such as achieving inde-
pendent living and improvements in employment).60

Two cognitive-behavioral approaches have been used
in the treatment of dual-diagnosis patients. Weiss et al.61,62

introduced Integrated Group Therapy, a treatment para-
digm specifically developed for patients with bipolar
and substance use disorders. This approach consists of 20
weekly group sessions, each session targeting a specific
topic relevant to both disorders (e.g., “Managing bipolar
disorder without abusing substances,” “Taking medica-
tions”). During each session, participants discuss their
mood, whether or not they were using drugs or alcohol,
and their progress with their major goals. The Integrated
Group Therapy approach has been tested in a 6-month pi-
lot study with positive results.63 Patients receiving Inte-
grated Group Therapy remained abstinent longer than pa-
tients not receiving the treatment and were more likely to
stay abstinent for 2 to 3 consecutive months.

Schmitz et al.64 introduced a cognitive-behavioral ap-
proach specifically targeting dual-diagnosis patients with
substance use disorders and affective disorders. This ap-
proach was tested in a 12-week randomized study against
“medication monitoring” without cognitive-behavioral
therapy (CBT) in patients with bipolar disorder and sub-
stance use disorders. In the medication-monitoring group,
patients received individual sessions of about 20 minutes
during regular study visits to discuss medication compli-
ance, side effects, drug use, and mood symptoms. In the
medication-monitoring-plus-CBT group, in addition to
medication monitoring, patients also received 16 indi-
vidual CBT sessions of about 60 minutes each. The CBT
approach was specifically designed for dual-diagnosis pa-
tients. The authors found that while patients receiving
CBT during their medication treatment did not improve
significantly more than medication-monitoring patients on
measures of substance use, there were significant improve-
ments in medication compliance and depressive symptoms
in the medication-monitoring-plus-CBT group.64

CONCLUSIONS

The treatment of patients with bipolar disorder and sub-
stance use disorders has been the topic of minimal investi-
gation. This is unfortunate, as substance-related disorders
appear to be more common in patients with bipolar dis-
order than any other Axis I illness and, when present, are
associated with greater rates of hospitalization, violence
toward self and others, and treatment nonadherence. To
date, data from placebo-controlled, randomized studies are
available on 3 agents: carbamazepine, lithium, and valpro-
ate. Overall, the data produced positive results. The use of
atypical antipsychotics is a topic of interest to the field. To
date, open-label data are available on only 2 antipsychotic
agents, quetiapine and aripiprazole, in dual-diagnosis
patients. Clearly, data from randomized, double-blind,

placebo-controlled studies are needed before it will be
possible to draw any conclusions on the efficacy of the
atypical antipsychotics in bipolar populations with sub-
stance use disorders. Several psychotherapeutic interven-
tions have been tried in dual-diagnosis patients with posi-
tive results, suggesting that integrated treatment models of
pharmacotherapy and psychotherapy are useful in bipolar
patients with substance use disorders.

Drug names: aripiprazole (Abilify), carbamazepine (Carbatrol,
Equetro, and others), clozapine (Clozaril, FazaClo, and others),
lamotrigine (Lamictal), lithium (Lithobid, Eskalith, and others),
quetiapine (Seroquel).

Disclosure of off-label usage: The authors have determined that, to
the best of their knowledge, aripiprazole is not approved by the U.S.
Food and Drug Administration for the treatment of substance abuse;
carbamazepine is not approved for the treatment of cocaine depen-
dence; clozapine is not approved for the treatment of bipolar disorder;
and lamotrigine, lithium, and quetiapine are not approved for the treat-
ment of substance dependence.

REFERENCES

1. Angst J. The emerging epidemiology of hypomania and bipolar II
disorder. J Affect Disord 1998;50:143–151

2. Kessler RC, McGonagle KA, Zhao S, et al. Lifetime and 12-month
prevalence of DSM-III-R psychiatric disorders in the United States:
results from the National Comorbidity Survey. Arch Gen Psychiatry
1994;51:8–19

3. Weissman MM, Bruce LM, Leaf PJ, et al. Affective disorders. In: Robins
LN, Regier DA, eds. Psychiatric Disorders in America: The Epidemio-
logic Catchment Area Study. New York, NY: The Free Press; 1991:53–80

4. Regier DA, Farmer ME, Rae DS, et al. Comorbidity of mental disorders
with alcohol and other drug abuse: results from the Epidemiologic
Catchment Area (ECA) Study. JAMA 1990;264:2511–2518

5. Angst J, Gamma A, Benazzi F, et al. Toward a re-definition of subthresh-
old bipolarity: epidemiology and proposed criteria for bipolar-II, minor
bipolar disorders and hypomania. J Affect Disord 2003;73:133–146

6. Akiskal HS, Bourgeois ML, Angst J, et al. Re-evaluating the prevalence
of and diagnostic composition within the broad clinical spectrum of
bipolar disorders. J Affect Disord 2000;59(suppl 1):S5–S30

7. Grant BF, Stinson FS, Dawson DA, et al. Prevalence and co-occurrence
of substance use disorders and independent mood and anxiety disorders:
results from the National Epidemiologic Survey on Alcohol and Related
Conditions. Arch Gen Psychiatry 2004;61:807–816

8. Kessler RC, Crum RM, Warner LA, et al. Lifetime co-occurrence of
DSM-III-R alcohol abuse and dependence with other psychiatric disorders
in the National Comorbidity Survey. Arch Gen Psychiatry 1997;54:
313–321

9. Kessler RC, Nelson CB, McGonagle KA, et al. The epidemiology of
co-occurring addictive and mental disorders: implications for prevention
and service utilization. Am J Orthopsychiatry 1996;66:17–31

10. Brown ES, Suppes T, Adinoff B, et al. Drug abuse and bipolar disorder:
comorbidity or misdiagnosis? J Affect Disord 2001;65:105–115

11. Strakowski SM, DelBello MP. The co-occurrence of bipolar and
substance abuse disorders. Clin Psychol Rev 2000;20:191–206

12. Moeller FG, Barratt ES, Dougherty DM, et al. Psychiatric aspects of
impulsivity. Am J Psychiatry 2001;158:1783–1793

13. Swann AC, Dougherty DM, Pazzaglia PJ, et al. Impulsivity: a link
between bipolar disorder and substance abuse. Bipolar Disord 2004;6:
204–212

14. Estroff TW, Dackis CA, Gold MS, et al. Drug abuse and bipolar disorders.
Int J Psychiatry Med 1985;15:37–40

15. Himmelhoch JM, Mulla D, Neil JF, et al. Incidence and significance of
mixed affective states in a bipolar population. Arch Gen Psychiatry
1976;33:1062–1066

16. McElroy SL, Keck PE Jr, Pope HG Jr, et al. Hypothalamic-pituitary-
adrenocortical function in mixed and pure mania. Acta Psychiatr Scand



© COPYRIGHT 2006 PHYSICIANS POSTGRADUATE PRESS, INC. © COPYRIGHT 2006 PHYSICIANS POSTGRADUATE PRESS, INC.

Vornik and Brown

30 J Clin Psychiatry 2006;67 (suppl 7)

1992;85:270–274
17. Sonne SC, Brady KT, Morton WA. Substance abuse and bipolar affective

disorder. J Nerv Ment Dis 1994;182:349–352
18. Feinman JA, Dunner DL. The effect of alcohol and substance abuse on

the course of bipolar affective disorder. J Affect Disord 1996;37:43–49
19. Dell’Osso L, Akiskal HS, Freer P, et al. Psychotic and nonpsychotic

bipolar mixed states: comparisons with manic and schizoaffective disor-
ders. Eur Arch Psychiatry Clin Neurosci 1993;243:75–81

20. Chengappa KR, Williams P. Barriers to the effective management of
bipolar disorder: a survey of psychiatrists based in the UK and USA.
Bipolar Disord 2005;7(suppl 1):38–42

21. Keck PE Jr, McElroy SL, Strakowski SM, et al. 12-month outcome of
patients with bipolar disorder following hospitalization for a manic or
mixed episode. Am J Psychiatry 1998;155:646–652

22. Sajatovic M, Bauer MS, Kilbourne AM, et al. Self-reported medication
treatment adherence among veterans with bipolar disorder. Psychiatr
Serv 2006;57:56–62

23. Strakowski SM, Keck PE Jr, McElroy SL, et al. Twelve-month outcome
after a first hospitalization for affective psychosis. Arch Gen Psychiatry
1998;55:49–55

24. Tohen M, Waternaux C, Tsuang M. Outcome in mania: a 4-year
prospective follow-up of 75 patients utilizing survival analysis. Arch Gen
Psychiatry 1990;47:1106–1111

25. Colom F, Vieta E. Treatment adherence in bipolar patients. Clinical
Approaches in Bipolar Disorder 2002;1:49–56

26. Weiss RD, Ostacher MJ, Otto MW, et al, for STEP-BD Investigators.
Does recovery from substance use disorder matter in patients with bipolar
disorder? J Clin Psychiatry 2005;66:730–735

27. Singh J, Mattoo SK, Sharan P, et al. Quality of life and its correlates in
patients with dual diagnosis of affective disorder and substance depen-
dence. Bipolar Disord 2005;7:187–191

28. Himmelhoch JM, Garfinkel M. Sources of lithium resistance in mixed
mania. Psychopharmacol Bull 1986;22:613–620

29. O’Connell R, Mayo J, Flatow L, et al. Outcome of bipolar disorder on
long-term treatment with lithium. Br J Psychiatry 1991;159:123–129

30. Haywood TW, Karvitz HM, Grossman LS, et al. Predicting the
“revolving door” phenomenon among patients with schizophrenic,
schizoaffective, and affective disorders. Am J Psychiatry 1995;152:
856–861

31. Goldberg JF, Garno JL, Leon AC, et al. A history of substance abuse
complicates remission from acute mania in bipolar disorder. J Clin
Psychiatry 1999;60:733–740

32. Scott H, Johnson S, Menezes P, et al. Substance misuse and risk of
aggression and offending among the severely mentally ill. Br J Psychiatry
1998;172:345–350

33. Saxon AJ, Calsyn DA, Stanton V, et al. Using the general behavior
inventory to screen for mood disorders among patients with psychoactive
substance dependence. Am J Addict 1994;3:296–305

34. Goldberg JF, Garno JL, Leon AC, et al. Association of recurrent suicidal
ideation with nonremission from acute mixed mania. Am J Psychiatry
1998;155:1753–1755

35. Potash JB, Kane HS, Chiu YF, et al. Attempted suicide and alcoholism
in bipolar disorder: clinical and familial relationships. Am J Psychiatry
2000;157:2048–2050

36. Tondo L, Baldessarini RJ, Hennen J, et al. Suicide attempts in major
affective disorder patients with comorbid substance use disorders.
J Clin Psychiatry 1999;60(suppl 2):63–69

37. Salloum IM, Cornelius JR, Mezzich JE, et al. Impact of concurrent
alcohol misuse on symptom presentation of acute mania at initial
evaluation. Bipolar Disord 2002;4:418–421

38. Salloum IM, Cornelius JR, Mezzich JE, et al. Characterizing female
bipolar alcoholic patients presenting for initial evaluation. Addict Behav
2001;26:341–348

39. Brady KT, Sonne SC, Malcolm RJ, et al. Carbamazepine in the treatment
of cocaine dependence: subtyping by affective disorder. Exp Clin
Psychopharmacol 2002;10:276–285

40. Geller B, Cooper TB, Sun K, et al. Double-blind and placebo-controlled
study of lithium for adolescent bipolar disorders with secondary

substance dependency. J Am Acad Child Adolesc Psychiatry
1998;37:171–178

41. Salloum IM, Cornelius JR, Daley DC, et al. Efficacy of valproate mainte-
nance in patients with bipolar disorder and alcoholism: a double-blind
placebo-controlled study. Arch Gen Psychiatry 2005;62:37–45

42. Salloum IM, Cornelius JR, Douaihy A, et al. Patient characteristics and
treatment implications of marijuana abuse among bipolar alcoholics:
results from a double blind, placebo-controlled study. Addict Behav
2005;30:1702–1708

43. Frye MA, Ketter TA, Altshuler LL, et al. Clozapine in bipolar disorder:
treatment implications for other atypical antipsychotics. J Affect Disord
1998;48:91–104

44. Weizman R, Weizman A. Use of atypical antipsychotics in mood
disorders. Curr Opin Investig Drugs 2001;2:940–945

45. Yatham LN. The role of novel antipsychotics in bipolar disorders.
J Clin Psychiatry 2002;63(suppl 3):10–14

46. Tohen M, Jacobs TG, Grundy SL, et al. Efficacy of olanzapine in acute
bipolar mania: a double-blind, placebo-controlled study. Arch Gen
Psychiatry 2000;57:841–849

47. Buckley P, Thompson P, Way L, et al. Substance abuse among patients
with treatment-resistant schizophrenia: characteristics and implications
for clozapine therapy. Am J Psychiatry 1994;151:385–389

48. Factor SA. Pharmacology of atypical antipsychotics. Clin
Neuropharmacol 2002;25:153–157

49. Brown ES, Nejtek VA, Perantie DC, et al. Cocaine and amphetamine
use in patients with psychiatric illness: a randomized trial of typical
antipsychotic continuation or discontinuation. J Clin Psychopharmacol
2003;23:384–388

50. Brown ES, Nejtek VA, Perantie DC. Quetiapine in bipolar disorder and
cocaine dependence. Bipolar Disord 2002;4:406–411

51. Brown ES, Jeffress J, Liggin JDM, et al. Switching outpatients with
bipolar or schizoaffective disorders and substance misuse from their
current antipsychotic to aripiprazole. J Clin Psychiatry 2005;66:756–760

52. Nunes EV, McGrath PJ, Wager S, et al. Lithium treatment for cocaine
abusers with bipolar spectrum disorders. Am J Psychiatry 1990;147:
655–657

53. Brady KT, Sonne SC, Anton R, et al. Valproate in the treatment of acute
bipolar affective episodes complicated by substance abuse: a pilot study.
 J Clin Psychiatry 1995;56:118–121

54. Brown ES, Nejtek VA, Perantie DC, et al. Lamotrigine in patients with
bipolar disorder and cocaine dependence. J Clin Psychiatry 2003;64:
197–201

55. Brown ES, Perantie DC, Dhanani N, et al. Lamotrigine for bipolar disor-
der and comorbid cocaine dependence: a replication and extension study.
J Affect Disord. 2006 Mar 4 [Epub ahead of print]

56. Albanese MJ, Pies R. The bipolar patient with comorbid substance use
disorder: recognition and management. CNS Drugs 2004;18:585–596

57. Brown ES. Bipolar disorder and substance abuse. Psychiatr Clin North
Am 2005;28:415–425

58. Carroll KM. Behavioral therapies for co-occurring substance use and
mood disorders. Biol Psychiatry 2004;56:778–784

59. Mueser KT, Torrey WC, Lynde D, et al. Implementing evidence-based
practices for people with severe mental illness. Behav Modif 2003;27:
387–411

60. Drake RE, Xie H, McHugo GJ, et al. Three-year outcomes of long-term
patients with co-occurring bipolar and substance use disorders. Biol
Psychiatry 2004;56:749–756

61. Weiss RD. Treating patients with bipolar disorder and substance depen-
dence: lessons learned. J Subst Abuse Treat 2004;27:307–312

62. Weiss RD, Najavits LM, Greenfield SF. A relapse prevention group for
patients with bipolar and substance use disorders. J Subst Abuse Treat
1999;16:47–54

63. Weiss RD, Griffin ML, Greenfield SF, et al. Group therapy for patients
with bipolar disorder and substance dependence: results of a pilot study.
J Clin Psychiatry 2000;61:361–367

64. Schmitz JM, Averill PM, Sayre SL, et al. Cognitive-behavioral treatment
of bipolar disorder and substance abuse: a preliminary randomized study.
Addict Disord Treat 2002;1:17–24


