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ipolar disorder is the Axis I psychiatric disorder
associated with the highest risk for co-occurrence
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Objective: To examine the potential impact
of recovery from substance use disorder (SUD)
on the course of bipolar disorder among patients
diagnosed with both bipolar and substance use
disorders according to DSM-IV criteria.

Method: As part of the multicenter Systematic
Treatment Enhancement Program for Bipolar Dis-
order (STEP-BD), we examined bipolar disorder
status (i.e., whether the patient is recovering or
recovered), role functioning, and quality of life
in the first 1000 patients to enter the STEP-BD
study. We compared patients with no history of
SUD, current SUD, and past SUD (i.e., lifetime
SUD, but no current SUD) on these parameters.
Data were collected between November 1999
and April 2001.

Results: A current clinical status of recovering
or recovered from bipolar disorder was less
likely among patients with current or past SUD
compared to patients with no SUD (p < .002).
Recovering/recovered status did not differ sig-
nificantly between patients with current SUD
versus past SUD. All 3 groups differed signifi-
cantly on measures of role functioning as as-
sessed by the Longitudinal Interval Follow-Up
Evaluation–Range of Impaired Functioning
Tool (LIFE-RIFT), with poorest role functioning
among patients with current SUD, followed by
patients with past SUD (p = .0002). Patients with
current or past SUD reported significantly lower
quality of life as measured by the LIFE-RIFT
and the Quality of Life Enjoyment and Satisfac-
tion Questionnaire and more lifetime suicide at-
tempts (p < .001) than patients without an SUD;
patients with past versus current SUD did not
differ significantly on these measures.

Conclusion: The results suggest that patients
with bipolar disorder who experience sustained
remission from an SUD fare better than patients
with current SUD, but not as well as subjects
with no history of SUD; differences among
the 3 groups appear greatest in the area of role
functioning.
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B
of substance use disorder (SUD), according to epidemio-
logic studies.1,2 Moreover, there is substantial evidence
that the course of illness for patients with bipolar disorder
and SUD is marked by significantly more morbidity than
that for bipolar disorder alone.3–6 Current SUD has been
associated with greater symptom severity and delayed re-
covery in bipolar disorder.7–9 In acutely manic subjects,
those with current alcohol use disorder have been differ-
entiated from other bipolar disorder patients by increased
numbers of manic symptoms, impulsivity, and high-risk
behavior, including violence.6 A lifetime history of SUD
(past or current SUD) in bipolar patients has also been as-
sociated with more mood episodes, days ill, suicide at-
tempts, and hospitalizations, as well as lower functioning,
than no history of SUD.3–5

Although the lifetime prevalence of SUD in bipolar
patients is high, SUDs wax and wane in the course of bi-
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polar disorder, and many patients with a lifetime history of
SUD recover or have periods of recovery from their SUD.10

In one study of 288 outpatients with bipolar disorder,10 the
lifetime history of SUD was 42%, whereas only 4% of sub-
jects met criteria for current SUD at study entry. Similarly,
Winokur et al.11 found that although 37% of outpatients
with bipolar disorder had current alcohol dependence at
study entry, only 5% had current alcohol dependence at
5-year follow-up. Although clinicians treating patients with
bipolar disorder and SUD often advise their patients to re-
frain from substance use, we are aware of no study that
has examined the extent to which recovery from SUD has
an impact on either the course of their bipolar disorder or
their overall functioning. In this study, we examined this
issue in the first 1000 patients who entered the Systematic
Treatment Enhancement Program for Bipolar Disorder
(STEP-BD). We compared those patients who had experi-
enced a sustained remission from an SUD (i.e., not meet-
ing DSM-IV criteria for at least 1 year) to those with a cur-
rent SUD diagnosis and those with no history of SUD; we
sometimes use the term recovery from SUD in this article
instead of sustained remission because of the importance
of the concept of recovery in the substance abuse research
literature12 and clinical community.13 We hypothesized that
patients with current SUD would have a lower level of
functioning than patients with no SUD, and that patients
with lifetime (but not current) SUD would have a level of
functioning similar to those with no history of SUD, and
significantly better than those with current SUD.

METHOD

Study Overview
The Systematic Treatment Enhancement Program for

Bipolar Disorder is a multicenter, National Institute of
Mental Health–supported study designed to assess optimal
treatment strategies for patients with bipolar disorder,
through both naturalistic and randomized controlled tri-
als.14 Patients are eligible if they are at least 15 years old
and meet DSM-IV criteria for any subtype of bipolar disor-
der, cyclothymia, or schizoaffective disorder, manic or bi-
polar subtypes. These study diagnoses are assigned by con-
sensus following administration of the Mini-International
Neuropsychiatric Interview (MINI)15 and the Affective Dis-
order Evaluation (ADE).16 There are few exclusion crite-
ria: unwillingness or inability to comply with study assess-
ments, or inability to give informed consent. All patients in
STEP-BD receive the same assessments of treatment and
outcome. All participants provided written informed con-
sent after the study had been explained to them. This article
reports on the first 1000 patients who entered STEP-BD.

Assessments and Procedures
The Affective Disorder Evaluation (ADE)16 includes a

modification of the mood and psychosis modules from the

Structured Clinical Interview for DSM-IV (SCID).17 The
ADE, which was administered by the study psychiatrist,
reviews the chronology of past episodes, including recov-
ery and treatment response. The ADE is completed at entry
into STEP-BD and serves as the primary source of the his-
tory, nature, and characteristics of bipolar episodes.

The Mini-International Neuropsychiatric Interview
(MINI Plus Version 5.0)15 is a semistructured interview de-
signed to identify both current and lifetime major Axis I
psychiatric disorders, including SUDs. The MINI has been
compared to the SCID-P for DSM-III-R and has been
found to be acceptably valid and reliable15; it has also
recently been used in other studies of patients with mood
disorders.18,19 For the current study, the MINI was adminis-
tered by master’s- or doctoral-level staff; they were trained
using the MINI originator’s training tape, with subsequent
on-site supervision. The MINI was used to confirm the
bipolar-spectrum diagnosis and to identify comorbid psy-
chiatric disorders at study entry.

The Clinical Monitoring Form (CMF)20 is an assess-
ment instrument administered by study clinicians at study
entry to document the patient’s clinical status. The CMF
consists of 9 parts, including modified versions of the
SCID current mood modules, associated symptoms, stres-
sors, and comorbid conditions; current medication adher-
ence and adverse effects; laboratory data; and summary
scores (i.e., clinical status, Clinical Global Impressions,
Global Assessment of Functioning). Based on the presence
or absence of DSM-IV–based criteria, 1 of 8 operationally
defined clinical states was assigned at study entry. Four
clinical states correspond to the DSM-IV definitions for
major depression, mania, hypomania, or mixed episodes.
Patients achieving relative euthymia (≤ 2 moderate symp-
toms) for at least a week are assigned a status of recovering
or recovered, depending on whether this status has been
sustained for at least 8 weeks. Two subsyndromal states
(≥ 3 moderate symptoms, but not full criteria for a mood
episode) categorize patients as either continued symptom-
atic (a subsyndromal state following an acute episode
without an intervening full recovery) or roughening (a sub-
syndromal state occurring after recovery from the last full
mood episode). These bipolar state categories and interra-
ter reliability training are further discussed by Sachs et al.20

All STEP-BD staff had to complete a standardized training
and meet certification requirements for establishing inter-
rater agreement in order to use the CMF.

Quality of life and functional impairment were assessed
with 2 questionnaires: the short form of the Quality of Life
Enjoyment and Satisfaction Questionnaire (Q-LES-Q)21

and the Longitudinal Interval Follow-Up Evaluation–
Range of Impaired Functioning Tool (LIFE-RIFT).22 The
short form of the Q-LES-Q is a well-validated, 16-item,
self-report measure of life satisfaction and enjoyment of
general activities. The LIFE-RIFT is a 4-item, clinician-
administered, semistructured interview that assesses 4
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domains (work, recreation, interpersonal relations, and
global satisfaction) that are rated from 1 (no impairment)
to 5 (severe impairment). The total scale score thus ranges
from 4 to 20, with higher scores indicating more impair-
ment. The reliability and validity of LIFE-RIFT have been
examined in bipolar I disorder with excellent interrater
agreement (r = 0.94) and internal reliability over time,
with coefficient α ranging from 0.78 to 0.84.22

Data Analysis
Differences between patients with a current SUD di-

agnosis, a lifetime diagnosis but no current diagnosis
(“past” diagnosis), and no diagnosis were evaluated for
categorical variables with Pearson χ2 tests, and for con-
tinuous variables with Kruskal Wallis tests appropriate to
the unequal sample sizes for these groups. In all cases, we
completed follow-up tests of pairwise comparisons among
the 3 groups, with α set at .05 for these analyses. When po-
tential confounding variables were identified, differences
between patients based on SUD characteristics were reex-
amined, using logistic and linear regression analyses and
treating the potential confounding variables as covariates.

RESULTS

Characteristics of Participants
The sample consisted of 1000 STEP-BD participants

assessed between November 1999 and April 2001. The
population was 59% female, with a mean ± SD age of 40.6
± 12.7 years and a mean ± SD duration of bipolar illness
of 23.1 ± 12.9 years. The majority of the sample (71%)
met DSM-IV criteria for bipolar I disorder; 24% met
criteria for bipolar II, 4% bipolar NOS, and 1% schizo-
affective, cyclothymic, or unspecified. At study entry,
39.8% of the sample were married or living as married,
82.3% had at least some college education, and 47.0% had
a college degree. Regarding occupational status, 34.5% re-
ported full-time work outside the home; 20.0% reported
part-time or homemaker status; 38.8% reported unem-
ployment, disability, or leave of absence; and 5.0% and
1.8% reported retired or “other” status, respectively. The
majority of the sample was white (92.6%), with 3.4% of
the sample identifying themselves as black or African
American, 1.1% as Asian, 0.4% as Native American or
Alaskan, and 2.8% as mixed race or other; 3.7% of the
sample identified themselves as Hispanic or Latino.

Diagnostic comorbidity data were missing for 3.8% of
the sample, and data collection procedures for an ad-
ditional 4.5% of subjects failed to meet project quality
assurance standards. Data from these participants were
excluded from analyses. Current SUDs were present in
11.5% of the available sample (8.3% alcohol use disorders
and 5.2% non–alcohol use disorders), and an additional
36.2% met criteria for lifetime but not current SUD
(33.3% alcohol and 22.0% non–alcohol use disorders),

leaving 52.3% of patients with no SUD diagnosis. Alcohol
and non–alcohol use disorders tended to co-occur; 8.3%
of patients with a current alcohol use disorder and 39.6%
of those with a current non–alcohol use disorder met crite-
ria for the other disorder. Similarly, 33.3% of patients
with past alcohol use disorder met criteria for a past non–
alcohol use disorder, and 66.3% of patients with a past
non–alcohol use disorder met criteria for a past alcohol
use disorder.

Entry Characteristics of Patients
With Current, Past, or No SUD

Table 1 presents the sociodemographic, diagnostic, and
severity characteristics of patients at study entry. The pres-
ence of a past or current SUD differentiated patients from
those with no SUD on a number of sociodemographic and
severity variables. Patients with a current SUD were sig-
nificantly more likely to be male than those with no SUD.
Moreover, patients with a current SUD were significantly
younger than those with a past SUD or no history of the
disorder, and were significantly less likely to be a college
graduate or married/living as married.

To identify whether differences between diagnostic
groups in education and marital status were dependent
upon differences in age, we statistically controlled for age
in a reanalysis of these variables. Under these conditions,
patients with current SUD continued to be significantly
less likely to be married/living as married than each of the
other groups of patients (p < .05), and were significantly
less likely to have graduated from college than patients
with no SUD (p < .001). Those with a past history of SUD
were also significantly less likely to have completed col-
lege than patients with no SUD (p < .04).

Concerning clinical characteristics, no significant dif-
ferences in bipolar diagnostic status (I vs. II) were found
for the 3 groups of patients defined by SUD diagnoses. A
current clinical status of recovering or recovered from bi-
polar disorder was less likely among patients with current
or past SUD compared to patients with no SUD. Recover-
ing/recovered status did not differ significantly between
patients with current SUD compared to past SUD. Current
anxiety disorders and attention-deficit/hyperactivity disor-
der (ADHD) were each more prevalent among both cur-
rent and past SUD patients when compared with non-SUD
patients. In contrast, current eating disorders were signifi-
cantly more common among patients with current SUD,
with the past SUD group more closely resembling those
with no SUD history. On measures of role functioning, all
3 groups differed significantly, with poorest role function-
ing among patients with current SUD, followed by pa-
tients with past SUD. On the Q-LES-Q, patients with cur-
rent or past SUD reported significantly lower quality of
life than patients without an SUD diagnosis. Patients with
a past SUD and those with a current SUD did not differ
significantly on this measure. Finally, both current and
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past SUD patients were significantly more likely to have
made a suicide attempt than those with no SUD.

To ensure that differences in sociodemographic charac-
teristics among the SUD groups did not account for the
clinical findings, we reexamined the associations between
SUD status and recovering/recovered status, LIFE-RIFT
scores, and Q-LES-Q scores, statistically controlling for
differences in age, gender, education, and marital status.
This statistical control did not alter the pattern of signifi-
cance for recovering/recovered status or quality of life for
the 3 SUD groups. However, when sociodemographic fac-
tors were statistically controlled, the difference in LIFE-
RIFT scores between the past SUD and no SUD groups
was no longer significant.

DISCUSSION

To our knowledge, this is the first large-scale study to
examine the relationship between recovery from SUDs
and the course of bipolar disorder. The results partially
confirm our hypothesis that bipolar patients who ex-
perience a sustained remission from an SUD fare better
than patients with current SUD but not as well as subjects
with no history of SUD, although differences among the 3
groups appeared greatest in the area of role functioning.

The proportion of the STEP-BD population of 1000
patients with a lifetime history of SUD was quite large;
nearly half of the sample had either current or past SUD,
consistent with the prevalence of SUD found in large epi-
demiologic studies.1,2 Our study reinforces the observa-
tion from previous studies11 that SUDs in bipolar patients
are intermittent. A quarter of the patients with lifetime
SUD met criteria for a current SUD diagnosis at the time
of study entry, although it is not known how long, on aver-
age, the patients with past SUD had been in recovery.

The course of bipolar disorder tends to be more difficult
in younger patients, with more suicide attempts associated
with younger age.23 The patients in our study with current
SUD were significantly younger than those with either no
SUD or past SUD. They also had lower educational attain-
ment, were less likely to be married, and were more likely
to be male, but these effects were not dependent on differ-
ences in age. When age was statistically controlled, pa-
tients in recovery from SUDs also had lower educational
attainment than those with no SUDs, although at a level
that was significantly better than that of individuals with a
current SUD. No differences between individuals with no
SUD and past SUDs were found for marital status.

It is noteworthy that recovery from SUD was linked to
significantly better role functioning as compared to indi-
viduals with current SUD and was not discriminable from
individuals with no SUD. In contrast, those who had re-
mitted from a past SUD continued to have lower life satis-
faction than those with no SUD, at a level that was not sig-
nificantly different from patients with current SUD. An
identical pattern of findings was evident for current clini-
cal status; patients with past SUD had a lower likelihood
of being in recovering/recovered status than those with no
history of SUD, at a level that was not significantly differ-
ent from patients with current SUD. The improvement in
functioning, but not course of illness, is consistent with
findings from studies of patients with schizophrenia who
achieve recovery from SUD.24 It is possible that patients
who work hard to recover from their SUD are disappointed
when their mood symptoms improve less than they had
hoped, and their lack of significant improvement in life
satisfaction may reflect the gap between their actual im-
provement (e.g., their increased role functioning) and the
gains that they had hoped to achieve with SUD recovery.
Life satisfaction in SUD patients may also be lower be-

Table 1. Characteristics at Entry Into STEP-BD for Bipolar Disorder Patients (N = 1000) With Current, Past,
or No Substance Use Disorder (SUD) Diagnoses*†

Current SUD Past SUD No SUD Significance of Differences
Patient Characteristic (N = 105) (N = 332) (N = 480) Between Groups
Sex (male‡), % 53.3b 41.9 38.7a χ2 = 7.6, df = 2; p = .0222
Age, mean ± SD, y 34.3 ± 12.3b 41.3 ± 11.5a 41.5 ± 13.5a KWχ2 = 28.6, df = 2; p < .0001
Education (college graduate), % 38.8b 55.1a 62.7a χ2 = 20.5, df = 2; p < .0001
Marital status (married or living as married), % 24.3b 43.7a 40.9a χ2 = 12.6, df = 2; p < .002
Bipolar I subtype, % 81.2 73.7 70.8 χ2 = 4.7, df = 2; p = .10
Bipolar disorder status (recovering/recovered), % 40.0b 45.2b 55.4a χ2 = 12.9, df = 2; p < .002
Current anxiety disorder, % 48.6b 38.3b 24.0a χ2 = 33.5, df = 2; p < .0001
Current eating disorder, % 8.6b 1.8a 0.6a χ2 = 28.3, df = 2; p < .0001
Current ADHD, % 9.5b 9.3b 2.5a χ2 = 19.9, df = 2; p < .0001
Lifetime history of suicide attempt, % 46.6b 38.0b 29.1a χ2 = 14.7, df = 2; p < .001
LIFE-RIFT, mean ± SD score 12.6 ± 3.8c 11.5 ± 3.9b 10.9 ± 3.8a KWχ2 = 17.0, df = 2; p = .0002
Q-LES-Q, mean ± SD score 47.3 ± 18.2b 52.2 ± 18.6b 58.0 ± 19.8a KWχ2 = 19.9, df = 2; p < .0001

*Superscripts (a, b, or c) differing from each other indicate significant differences in pairwise comparisons.
†Diagnostic comorbidity data were missing for 3.8% of the sample, and data collection procedures for an additional 4.5% of subjects

failed to meet project quality assurance standards. Data from these participants were excluded from analysis.
‡Two transgendered participants were deleted from this analysis.
Abbreviations: ADHD = attention-deficit/hyperactivity disorder, KW = Kruskal Wallis, LIFE-RIFT = Longitudinal Interval Follow-Up

Evaluation–Range of Impaired Functioning Tool, Q-LES-Q = Quality of Life Enjoyment and Satisfaction Questionnaire,
STEP-BD = Systematic Treatment Enhancement Program for Bipolar Disease.
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cause they achieve less during their substance-using years
and may not be able to catch up to their peers. For example,
patients with past SUD were less likely than those with no
SUD to be college graduates (when controlling for age),
so they may have lagged behind their peers in some career
areas, thus potentially lowering overall life satisfaction.

The co-occurrence of an anxiety disorder in bipolar pa-
tients is associated with poorer role functioning and quality
of life and a greater likelihood of suicide attempts.25 How-
ever, the lack of a significant difference between the cur-
rent and past SUD patients in the prevalence of anxiety
disorders makes it unlikely that anxiety disorders were re-
sponsible for the lower life satisfaction among the current
SUD patients than among those with past SUD. Current
eating disorders were more prevalent in the current SUD
patients, although these were uncommon in all 3 groups;
it is possible that the presence of an eating disorder makes
recovery from SUD more difficult in patients with bipolar
disorder. Finally, the increased lifetime history of suicide
attempts among the SUD patients corroborates results
from previous studies showing the high rate of suicidality
among bipolar patients with SUD.26,27

One limitation of this study is that current SUD status
was obtained through self-report and lifetime diagnoses
were obtained retrospectively. Although SUDs may be
underreported28 or overreported10 by bipolar research sub-
jects, Weiss et al.29 found that self-reports of substance use
by bipolar patients in a treatment research setting can be
highly valid. Another possible limitation, as Frye et al.28

have suggested, is that more severely ill bipolar patients,
including those with SUD, may be less likely to participate
in research; our study might thus underestimate the actual
prevalence of SUD in bipolar patients. However, since the
rates of SUDs in our study are similar to those found in
both the Epidemiologic Catchment Area Study1 and the
National Comorbidity Survey,2 this is not likely the case.

It is possible that longitudinal analysis may provide a
different perspective from our cross-sectional study. Over
time, we expect to collect such prospective data. It is also
not possible to know from this study whether treatment for
SUD in bipolar patients had an impact on mood outcome.
These findings are consistent, however, with the multidi-
mensionality of outcomes reported by Drake et al.30 for this
population. These results also corroborate data from Weiss
et al.,31 who found that a specialized group therapy for pa-
tients with bipolar disorder and substance dependence had
greater impact on substance use than on mood during a
6-month period. Since the proxy we used for severity, cur-
rent mood state, may not adequately differentiate between
more and less severe forms of bipolar disorder, it is not
possible to conclude from our data whether the poorer
clinical status, functioning, and quality of life in the 2 SUD
groups are due to the severity of their mood disorder rather
than to their substance use. In the NIMH Collaborative De-
pression Study sample, for example, SUD did not predict a

more chronic course for bipolar II subjects compared to
subjects with no SUD, leading the authors to conclude that
the course of that disorder was influenced more by the
bipolar disease process than the co-occurring condition.32

Despite the size of our sample, one additional limitation
is that our study group was not sociodemographically rep-
resentative of the general population. The study cohort was
overwhelmingly white, with few minority subjects. Since
approximately one third of the United States population is
non-white or Hispanic,33 our results may not accurately
represent non-white bipolar patients. Educational attain-
ment was also much higher for this cohort than would be
expected in the general population, and it is possible that
this would affect our study results, as educational attain-
ment appears to influence course of alcohol use disorders.34

In spite of these limitations, several conclusions can be
drawn from this study. Overall, as a group, bipolar patients
with a history of SUD fare worse than their bipolar coun-
terparts with no history of SUD. Experiencing periods of
recovery from SUD, however, is more the rule than the ex-
ception in bipolar disorder, and in several dimensions, re-
covery from SUD is associated with lower severity than
current SUD. It remains unclear, however, whether SUDs
are more prevalent in a subgroup of patients with a more
severe bipolar disease process or whether SUDs them-
selves have a deleterious impact on bipolar disorder
course. It is likely that some part of the severity in the
course of patients with current or past SUD is due to both
effects of the SUD itself and the severity of the co-
occuring bipolar disease. Prospective data from a large
sample will help clarify this question. This study reiterates
the importance of recognizing SUDs in bipolar patients;
SUD is associated with greater disorder severity and dis-
ability, but helping patients to achieve SUD recovery may
be associated with improvement in their functioning.

Disclosure of off-label usage: The authors have determined that, to the
best of their knowledge, no investigational information about pharmaceu-
tical agents that is outside U.S. Food and Drug Administration–approved
labeling has been presented in this article.

Financial disclosure: In the spirit of full disclosure and in compliance
with all ACCME Essential Areas and Policies, the faculty for this
CME activity were asked to complete a full disclosure statement. The
information received is as follows: Dr. Ostacher has received grant/
research support from the National Institute of Mental Health (grant R01
MH61758) and has received honoraria from and served on the speakers
boards of AstraZeneca, Janssen, Forest, and Pfizer. Dr. Calabrese has
received funding from Abbott, AstraZeneca, Merck, GlaxoSmithKline,
Janssen, Eli Lilly, and Pfizer and has served as a consultant or advisor
for Abbott, AstraZeneca, Bristol-Myers Squibb/Otsuka, Eli Lilly,
GlaxoSmithKline, Janssen, and Teva. Dr. Nierenberg has been a
consultant for Eli Lilly, Wyeth, GlaxoSmithKline, Janssen, and
Innapharma; has received grant support from Eli Lilly, Wyeth,
GlaxoSmithKline, Bristol-Myers Squibb, Cyberonics, Lichtwer Pharma
GMbH, Pfizer, and Cederroth; and has received honoraria from Eli Lilly,
Wyeth, GlaxoSmithKline, Pfizer, and Cyberonics. Dr. Pollack has received
grant/research support from Cephalon, Forest, GlaxoSmithKline, Janssen,
Eli Lilly, Pfizer, UCB Pharma, and Wyeth; has served on the speakers
boards of Forest, GlaxoSmithKline, Janssen, Eli Lilly, Pfizer, Solvay, and
Wyeth; and has served on the advisory boards of Bristol-Myers Squibb,
Cephalon, Forest, GlaxoSmithKline, Janssen, Eli Lilly, Novartis, Otsuka,
Pfizer, Roche Pharmaceuticals, UCB Pharma, and Wyeth. Dr. Thase has

734



Weiss et al.

736 J Clin Psychiatry 66:6, June 2005

served as a consultant for AstraZeneca, Bristol-Myers Squibb, Cephalon,
Cyberonics, Eli Lilly, Forest, GlaxoSmithKline, Janssen, Novartis,
Organon, Pfizer, and Wyeth and has served on the speakers boards of
AstraZeneca, Eli Lilly, GlaxoSmithKline, Organon, and Wyeth. Dr. Sachs
has served as a consultant for Abbott, GlaxoSmithKline, Janssen, Eli
Lilly, Bristol-Myers Squibb, Novartis, Elan, Sanofi-Synthelabo, Sigma-
Tau, and AstraZeneca; has received grant/research support from Abbott
and Janssen; and has received honoraria from Abbott, GlaxoSmithKline,
Janssen, Eli Lilly, Bristol-Myers Squibb, Solvay, Novartis, Sanofi-
Synthelabo, AstraZeneca, and Pfizer. Drs. Weiss, Otto, Fossey,
Wisniewski, Bowden, Salloum, and Simon have no significant
commercial relationships to disclose relative to the presentation.

Investigators for the Systematic Treatment Enhancement Program
for Bipolar Disorder (STEP-BD) are as follows: STEP-BD Contract.
Gary S. Sachs, M.D. (Principal Investigator), Michael E. Thase, M.D.
(Co-Principal Investigator), Mark S. Bauer, M.D. (Co-Principal Investiga-
tor). STEP-BD Sites and Principal Investigators. Baylor College of
Medicine (Lauren B. Marangell, M.D.); Case University (Joseph R.
Calabrese, M.D.); Cornell University (Joseph F. Goldberg, M.D.)*;
Massachusetts General Hospital and Harvard Medical School (Andrew A.
Nierenberg, M.D.); Medical University of South Carolina (R. Bruce
Lydiard, M.D.)*; New York University School of Medicine (James C.-Y.
Chou, M.D.)*; Portland VA Medical Center (Peter Hauser, M.D.); Rush-
Presbyterian St. Luke’s Medical Center (John Zajecka, M.D.)*; Stanford
University School of Medicine (Terence A. Ketter, M.D.); State Univer-
sity of New York at Buffalo (Uriel Halbreich, M.D.)*; University of
Arizona (Alan J. Gelenberg, M.D.)*; University of California, San Diego
(Mark Rapaport, M.D.)*; University of Colorado Health Sciences Center
(Marshall Thomas, M.D.); University of Louisville School of Medicine
(Rif S. El-Mallakh, M.D.); University of Massachusetts Medical Center
(Jayendra Patel, M.D.); University of Missouri (Kemal Sagduyu, M.D.)*;
University of Oklahoma College of Medicine (Mark D. Fossey, M.D.);
University of Pennsylvania Medical Center (Laszlo Gyulai, M.D.);
University of Pittsburgh Western Psychiatric Institute and Clinic
(Michael E. Thase, M.D.); University of Texas Health Science
Center at San Antonio (Charles L. Bowden, M.D.).
*No longer an active site participating in STEP-BD. Additional
details on past and current participants in STEP-BD can be located
at www.stepbd.org/research/STEPAcknowledgementList.pdf.

REFERENCES

  1. 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

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

  3. Dalton EJ, Cate-Carter TD, Mundo E, et al. Suicide risk in bipolar pa-
tients: the role of co-morbid substance use disorders. Bipolar Disord
2003;5:58–61

  4. 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

  5. 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

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

  7. Strakowski SM, DelBello MP, Fleck DE, et al. The impact of substance
abuse on the course of bipolar disorder. Biol Psychiatry 2000;48:477–485

  8. Strakowski SM, Sax KW, McElroy SL, et al. Course of psychiatric and
substance abuse syndromes co-occurring with bipolar disorder after a
first psychiatric hospitalization. J Clin Psychiatry 1998;59:465–471

  9. 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

10. McElroy SL, Altshuler LL, Suppes T, et al. Axis I psychiatric comor-
bidity and its relationship to historical illness variables in 288 patients
with bipolar disorder. Am J Psychiatry 2001;158:420–426

11. Winokur G, Coryell W, Akiskal HS, et al. Alcoholism in manic-
depressive (bipolar) illness: familial illness, course of illness, and the
primary-secondary distinction. Am J Psychiatry 1995;152:365–372

12. Humphreys K, Moos RH, Cohen C. Social and community resources and
long-term recovery from treated and untreated alcoholism. J Stud Alco-
hol 1997;58:231–238

13. Alcoholics Anonymous: The Story of How Many Thousands of Men
and Women Have Recovered from Alcoholism. 3rd ed. New York, NY:
Alcoholics Anonymous World Services; 1976

14. Sachs GS, Thase ME, Otto MW, et al. Rationale, design, and methods
of the systematic treatment enhancement program for bipolar disorder
(STEP-BD). Biol Psychiatry 2003;53:1028–1042

15. Sheehan DV, Lecrubier Y, Sheehan KH, et al. The Mini-International
Neuropsychiatric Interview (M.I.N.I.): the development and validation
of a structured diagnostic psychiatric interview for DSM-IV and ICD-10.
J Clin Psychiatry 1998;59(suppl 20):22–33

16. Sachs G. Strategies for improving treatment of bipolar disorder:
integration of measurement and management. Acta Psychiatr Scand
2004;110(suppl 422):7–17

17. First MB, Spitzer RL, Gibbon M, et al. Structured Clinical Interview
for Axis I DSM-IV Disorders, Patient Edition (SCID-I/P, Version 2.0).
New York, NY: Biometrics Research, New York State Psychiatric
Institute, 1994

18. Cassano GB, Rucci P, Frank E, et al. The mood spectrum in unipolar
and bipolar disorder: arguments for a unitary approach. Am J Psychiatry
2004;161:1264–1269

19. Fava M, Mallinckrodt CH, Detke MJ, et al. The effect of duloxetine on
painful physical symptoms in depressed patients: do improvements in
these symptoms result in higher remission rates? J Clin Psychiatry
2004;65:521–530

20. Sachs GS, Guille C, McMurrich S. A clinical monitoring form for mood
disorders. Bipolar Disord 2002;4:323–327

21. Endicott J, Nee J, Harrison W, et al. Quality of Life Enjoyment and
Satisfaction Questionnaire: a new measure. Psychopharmacol Bull
1993;29:321–326

22. Leon AC, Solomon DA, Mueller TI, et al. A brief assessment of psycho-
social functioning of subjects with bipolar I disorder: the LIFE-RIFT:
Longitudinal Interval Follow-Up Evaluation–Range of Impaired
Functioning Tool. J Nerv Ment Dis 2000;188:805–812

23. Tondo L, Baldessarini RJ, Hennen J, et al. Lithium treatment and risk of
suicidal behavior in bipolar disorder patients. J Clin Psychiatry 1998;59:
405–414

24. Brunette MF, Mueser KT, Xie H, et al. Relationships between symptoms
of schizophrenia and substance abuse. J Nerv Ment Dis 1997;185:13–20

25. Simon NM, Otto MW, Wisniewski SR, et al. Anxiety disorder comor-
bidity in bipolar disorder patients: data from the first 500 participants in
the Systematic Treatment Enhancement Program for Bipolar Disorder
(STEP-BD). Am J Psychiatry 2004;161:2222–2229

26. 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

27. Goldberg J, Garno J, Portera L, et al. Correlates of suicidal ideation in
dysphoric mania. J Affect Disord 1999;56:75–81

28. Frye MA, Altshuler LL, McElroy SL, et al. Gender differences in preva-
lence, risk, and clinical correlates of alcoholism comorbidity in bipolar
disorder. Am J Psychiatry 2003;160:883–889

29. Weiss RD, Najavits LM, Greenfield SF, et al. Validity of substance use
self-reports in dually diagnosed outpatients. Am J Psychiatry 1998;155:
127–128

30. 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

31. 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

32. Judd LL, Akiskal HS, Schettler PJ, et al. A prospective investigation of
the natural history of the long-term weekly symptomatic status of bipolar
II disorder. Arch Gen Psychiatry 2003;60:261–269

33. US Census Bureau. Available at: http://www.census.gov. Accessed
September 17, 2004

34. Greenfield SF, Sugarman DE, Muenz LR, et al. The relationship between
educational attainment and relapse among alcohol-dependent men and
women: a prospective study. Alcohol Clin Exp Res 2003;27:1278–1285

For the CME Posttest for this article, see pages 808–809.

735


	Table of Contents
	CME Pretest
	Other CME Article
	CME Posttest
	Online Posttest


