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Objective: This study clarified the early characteristics of sub-
stance use disorders in patients with first-episode bipolar |
disorder.

Method: The authors evaluated substance use disorders, asso-
ciated factors, and clinical course, prospectively, in the first 2
years of DSM-IV bipolar | disorder with standardized methods.

Results: Baseline substance use disorder was found in 33% (37
of 112) of the patients at baseline and in 39% at 24 months. Anx-
iety disorders were more frequent in the patients with than with-
out substance use disorder (30% and 13%, respectively). Asso-
ciations of alcohol dependence with depressive symptoms and
cannabis dependence with manic symptoms were suggested. Pa-
tients using two or more substances had worse outcomes.

Conclusions: Since substance use disorders were frequent from
the beginning of bipolar | disorder and were associated with anx-
iety disorders and poor outcome, early interventions for sub-
stance use disorder and anxiety might improve later outcome.

{Am J Psychiatry 2005; 162:1008-1010}

Patients with bipolar I disorder have high risks of co-
morbid substance use disorders, with lifetime prevalence
as high as 50%-60% (1). Substance use disorder comorbid-
ity is eventually associated with worse bipolar I disorder
outcome and higher suicidal risk, but very little is known
about substance use disorder in early bipolar I disorder
(2-5). Therefore, we analyzed data from the McLean-
Harvard First Episode Mania Study to evaluate the timing
of specific substance use disorders, associated risk factors,
and relationships to clinical outcomes in the first 24
months of follow-up.

Method

Case finding, diagnostic, and assessment methods were de-
tailed previously (6). The subjects were consecutive patients (ages
18-75) who were admitted to McLean Hospital (1989-1996) for a
first lifetime manic/mixed bipolar I episode (updated to DSM-IV
criteria) after providing written informed consent with institu-
tional review board approval (6). Raters with 25 years of clinical
research experience carried out interviews with the Structured
Clinical Interview for DSM-IV Axis I Disorders (SCID), Patient
Edition, and maintained high interrater reliability (intraclass cor-
relation coefficient (ICC]=0.92 for primary, 0.90 for secondary di-
agnoses) (6). Demographic and clinical data were collected from
patients and families by trained research assistants to supple-
ment semistructured interviews with relatives and treating clini-
cians, and data were extracted from clinical records. Substance
use disorder diagnoses (alcohol, cannabis, cocaine, hallucino-
gens, opiates, sedatives, and stimulants) were ascertained by the
SCID. Diagnoses of anxiety disorders and other secondary condi-
tions were based on best-estimate methods using the baseline
SCID and follow-up data (6).

Inpatients were assessed weekly until discharge; all 112 sub-
jects were then followed up at 6, 12, and 24 months postdischarge
to document current and intervening clinical status, substance

1008 http://ajp.psychiatryonline.org

use patterns, occupational and residential functional status, and
clinically determined treatment according to community stan-
dards; 80 also underwent a second SCID assessment at 24 months.
Trained follow-up interviewers who were blind to baseline in-
formation used semistructured telephone interviews of demon-
strated reliability and comparability to in-person assessments
(mean ICC=0.90) (6). Syndromal recovery from mania was the
primary clinical outcome measure (definition: Clinical Global
Impression improvement rating <2 and severity rating <3 for
DSM-IV criterion A for mania, with no B criterion rated >3 and
not more than one B criterion rated 3, all sustained for >8 weeks).
Patients with mixed episodes fulfilled these criteria and compara-
ble criteria for major depressive episodes (6). Number of weeks to
recovery was timed from hospital entry.

The subjects were divided into three groups: group 1, no sub-
stance use disorder diagnosis; group 2, abuse of a single agent;
and group 3, abuse of two or more substances. The distributions
of selected factors among these subgroups were tested with con-
tingency tables (chi-square or Fisher's exact p if cell size <1 0) for
categorical measures or linear regression modeling methods (F)
for continuous measures (all at dfs stated in Table 1). Median
times to recovery and their 95% confidence intervals were esti-
mated with survival analysis based on Cox proportional hazards
modeling (chi-square analysis {df=1]). For regression modeling,
age at entry and percentages of time ill were transformed loga-
rithmically to afford near-Gaussian data distributions. Data are
reported as means or computed values with 95% confidence in-
tervals. Statistical significance required two-tailed p<0.05. We
used STATA statistical software (Stata Corp., College Station, Tex.).

Results

0Of 112 patients with DSM-IV bipolar I disorder, 75 (67.0%)
had no substance use disorder at study entry (group 1),
whereas 37 (33.0%) did (groups 2 and 3); 29 were depen-
dent on a substance (78.4% of substance use disorder
cases and 25.9% of all patients), and eight met criteria for
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TABLE 1. Characteristics of Patients With First-Episode Bipolar | Disorder Regarding Substance Use Disorders?

Patients With
No Substance
Use Disorder

Patients With
Monosubstance
Use Disorder

Patients With
Polysubstance
Use Disorder

Variable (group 1, N=75) (group 2, N=22) (group 3, N=15) Analysis?
N % N % N % %4 (df=2) p

Male sex 42 56.0 11 50.0 9 60.0 0.39 0.82
Non-Caucasian race 14 18.7 4 18.2 0 00.0 — 0.30
Education <16 years 44 58.7 19 86.4 13 86.7 7.85 <0.02
Family psychiatric history 39 66.1 15 83.3 1 91.7 3.98¢ <0.05
Anxiety disorder 10 133 6 273 5 333 4.32¢ <0.04
Initial hospitalized episode 7.93 <0.02

Manic 62 82.7 17 773 7 46.7

Mixed 13 17.3 5 22.7 8 53.3
Syndromal recovery 72 96.0 20 90.9 13 86.7 2.02 0.36

Mean SD Mean SD Mean SD F(df=2,110) p

Age at entry (years) 324 13.3 31.5 12.1 26.4 7.7 3.59¢ 0.06
Weeks to median syndromal recovery 5.6 5.0-7.4 8.1 4.0-17.7 7.1 24-273 2.42 0.30
Time ill in first 2 years (%)

Depression 13.6 21.9 16.8 30.3 22.6 28.5 0.66 0.52

Mania 14.4 19.5 16.5 26.8 16.0 287 1.07 0.35

Mixed 6.4 16.6 3.1 6.7 27.3 37.8 8.81¢ 0.004

Total 34.4 324 36.4 345 65.9 338 6.17¢ <0.02

@ DSM-IV substance abuse or dependence at first hospitalization. Polysubstance use defined by use of two or more agents.
P The three groups were compared with each other unless otherwise noted.

¢ Fisher’s exact test.

4 The patients with no substance abuse were compared with those with monosubstance and polysubstance abuse disorder combined (df=1).
€ The patients with polysubstance use disorder were compared with those with no substance use disorder and those with monosubstance use

disorder combined (df=1, 109).

abuse. Of 22 subjects using one substance only (group 2),
17 used alcohol, four cannabis, and one heroin; the 15 in
group 3 abused two or more substances (Table 1). Depen-
dence was ranked as follows: 23 with alcohol, 11 cannabis,
five cocaine, and one hallucinogens; abuse was ranked as
follows: seven with alcohol, four cannabis, one cocaine,
and two hallucinogens. For both dependence and abuse,
there was considerable overlap in use of different drugs
(average=1.8 per substance use disorder case). The preva-
lence of substance use disorder rose to 38.8% at 24 months
(31 of 80 with a second SCID assessment).

Polydrug use subjects (group 3) versus nonabusers
(group 1) were younger, less well educated, more likely to
have a family history of psychiatric illness, and to be seen
initially in mixed states. Subgroups with no abuse and
monodrug use were similar in all of these baseline mea-
sures, and the subgroups did not differ by sex or race. Co-
morbidity with any anxiety disorder was more common
with substance use disorders. Patients with polydrug use
spent more time ill during follow-up (especially in mixed
episodes). Syndromal recovery was similar across sub-
groups. Other morbidity at 2 years (including initial de-
pression severity and time spent in major depression/
dysthymia or mania) did not differ significantly among
subgroups (Table 1).

We also compared 2-year outcomes of patients with no
substance use disorder versus alcohol-dependent (N=23)
versus cannabis-dependent patients (N=11). Patients with
no substance use disorder spent similar proportions of
time in manic and depressive illness (mean=14.4%, SD=
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19.5%, versus mean=13.5%, SD=21.9%; ratio=1.1:1).
Cannabis-dependent subjects spent more time in mania
(mean=26.8%, SD=34.0%, versus mean=11.5%, SD=19.1%;
ratio=2.3:1), whereas alcohol-dependent patients spent
much more time depressed (mean=11.9%, SD=22.9%, in
mania versus mean=21.9%, SD=29.5%, in depression; ra-
tio=1:1.8). However, these findings did not reach statistical
significance, and there was a considerable overlap in the
use of both drugs.

Discussion

This preliminary assessment indicated that the preva-
lence of substance use disorder was already substantial
among first-episode, DSM-IV bipolar I subjects (33%),
reaching 39% by 24 months. Syndromal recovery from in-
dex mania occurred at similar rates across substance use
disorder subgroups. However, overall morbidity during
follow-up was particularly severe among patients with
polysubstance use disorder, whereas patients with mono-
substance use disorder had surprisingly good early out-
comes. A previously suggested (3) association of alcohol
with depression and cannabis with mania was found and
warrants further study.

Of note, patients with comorbid substance use disorder
were more likely than nonusers to be diagnosed with a
DSM-IV anxiety disorder. A link between anxiety and sub-
stance use disorders in major affective disorders has been
proposed (4), but the cause-effect relationships remain
unclear. Substance use might sometimes ameliorate anxi-
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ety symptoms or anxiety worsened by substance use dis-
order. The evident association suggests the testable hy-
pothesis that very early clinical interventions in new
bipolar I disorder aimed at limiting both anxiety symp-
toms and substance use disorder might contribute to im-
proved outcomes.
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