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Objective: The purpose of the study was
to examine potential correlates of out-
come in patients treated for bipolar disor-
der.

Method: During a 1-year period, 258 pa-
tients with DSM-IV bipolar disorder or
schizoaffective disorder were rated with
the prospective NIMH-Life Chart Method,
which characterizes each day in terms of
the severity of manic and depressive
symptoms on the basis of patients’ mood-
related impairment in their usual educa-
tional, social, or occupational roles. Mean
ratings for the severity of mania, depres-
sion, and overall bipolar illness and the
number of manic, depressive, and overall
illness episodes were calculated. Potential
risk factors were assessed at the start of
the study, and multivariate linear regres-
sion analysis was used to determine the
correlates of the six 1-year outcome mea-
sures.

Results: Three of the six outcome mea-
sures were largely independent of each
other and were used in the analysis. The
mean rating for severity of mania was as-
sociated with comorbid substance abuse,

history of more than 10 prior manic epi-
sodes, and poor occupational functioning
at study entry. The mean rating for sever-
ity of depression was associated with a
history of more than 10 prior depressive
episodes and poor occupational function-
ing at study entry. The total number of
overall illness episodes was associated
with a positive family history of drug
abuse, a history of prior rapid cycling, and
poor occupational functioning. In addi-
tion, the mean rating for severity of ma-
nia and the total number of overall illness
episodes were both initially associated
with a history of childhood abuse, but
these relationships were lost with the ad-
dition of other illness variables to the
analysis.

Conclusions: Clinicians who treat pa-
tients with bipolar disorder should con-
sider a family history of drug abuse, a his-
tory of childhood abuse, prior course of
illness, comorbid substance abuse, and
occupational functioning in determining
prognosis and setting goals for further
treatment.

(Am J Psychiatry 2004; 161:1447–1454)

Several naturalistic studies have found that absence of
relapse over 1 (or more) year(s) of treatment is seen in only
a minority of patients with bipolar disorder (1–5). These
results appear to contradict the results of several random-
ized, controlled trials of the prophylactic efficacy of lith-
ium, carbamazepine, and valproate, in which the response
rates were usually 50% or higher (6–8). This discrepancy
can be explained partly by the characteristics of patients
recruited for randomized, controlled trials, which usually
exclude patients with significant comorbid physical or
psychiatric conditions and acute suicidal ideation. In ad-
dition, outcome criteria in these randomized, controlled
trials involved either new episodes or the need for addi-
tional treatment because of symptoms of emerging epi-
sodes. However, many patients have considerable symp-
toms without fulfilling the criteria for a mood episode.

Several naturalistic studies (9–22) have examined cor-
relates or predictors of the course of illness, but the find-

ings have been inconsistent. The following summary de-
scribes the major statistically significant findings from
these studies.

Many studies examined gender, but only four studies
found significant gender effects. In two studies, women
had more depressed episodes than manic episodes (9, 10).
In addition, female gender was associated with more epi-
sodes and a greater likelihood of rapid cycling (11) and
with poorer psychosocial adjustment (12).

Age at onset was related to outcome in two studies. In
one study, poorer functioning was found in patients with
onset before age 40 years (13). In the other study, less psy-
chopathology was found in patients with younger age at
onset (12).

Two studies found an effect of type of bipolar disorder.
Compared to bipolar II disorder, bipolar I disorder was as-
sociated with more hospitalizations (14) and with less
rapid cycling (11).
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A more difficult prior course of illness was found to be
associated with poorer outcome in six studies: a higher
number of prior illness episodes was related to more fu-
ture episodes (9) and poorer psychosocial adjustment
(12); a higher number of prior depressive episodes was re-
lated to rapid cycling (11) and poorer functioning (13); and
a higher number of prior admissions was related to lower
scores on the Global Assessment Scale (GAS) (15). A higher
number of cycles was associated with less time ill in one
study (9) but with more affective morbidity in another
study (16).

In five studies, psychiatric comorbidity was associated
with poorer outcome. Comorbid alcoholism was related to
poorer psychosocial adjustment in two studies (14, 15); al-
coholism after the development of bipolar disorder, but
not prior to it, was found to be associated with more epi-
sodes (17); comorbid drug abuse was related to slower re-
covery (18) and a lower GAS score (15); and comorbid
panic disorder was related to a higher likelihood of rapid
cycling (11).

Finally, severe stressful life events have been found to be
associated with slower recovery (19) and higher relapse
rates (20).

We recently evaluated morbidity over 1 prospective year
in the first 258 patients in the Stanley Foundation Bipolar
Network (21). Within the Bipolar Network, we attempted
to select a representative sample of outpatients with bipo-
lar illness with considerable morbidity and comorbidity
(22, 23). Thus, we included very ill patients, of whom 27%
were ill most of the year, 40% were intermittently ill, and
only 33% had minimal or no symptoms. We sought to ex-
amine potential correlates of outcome in the first prospec-
tive year of treatment in these patients.

Method

Patients

All patients were recruited through one of the five original
Stanley Foundation Bipolar Network sites (22). They met the
DSM-IV criteria for bipolar I disorder (N=196), bipolar II disorder
(N=53), or bipolar disorder not otherwise specified or schizoaf-
fective disorder (N=9), as assessed by the Structured Clinical In-
terview for DSM-IV (SCID). Only patients with current comorbid
substance use disorders that required adjunctive treatment in an-
other setting were excluded. The study group of 258 patients over-
laps substantially with that of other studies that used data from
the Bipolar Network (23–27) but was limited by the requirement
for completion of 1 year of prospective follow-up. After complete
description of the study to the subjects, written informed consent
was obtained.

Clinicians rated patients with the prospective NIMH-Life Chart
Method, characterizing each day in terms of the severity of manic
and depressive symptoms on the basis of mood-related func-
tional impairment in patients’ usual educational, social, or occu-
pational roles. Severity ratings ranged from 0 (normal) through
2.5 (minimally ill), 5 (low moderate), and 7.5 (high moderate) to
10 (severely ill). Clinicians assessed patients approximately every
2–4 weeks using all available information, including information
from patient interviews and the patient’s self-rated prospective
NIMH-Life Chart Method, to determine the daily ratings. All rat-

ers in the Bipolar Network participated in training on the pro-
spective NIMH-Life Chart Method and showed good reliability
(kappa=0.82) (28). The prospective NIMH-Life Chart Method rat-
ings have been validated in relation to cross-sectional rating
scales (29, 30).

At study entry, patients completed a questionnaire on demo-
graphic characteristics and provided their own retrospective re-
port of illness variables as well as a history of prior psychosocial
adversities (23). In addition, clinicians completed a questionnaire
based on their knowledge of the patient’s prior illness variables.

Outcome Variables

For this study, prospective 1-year outcome was based on the
clinicians’ prospective NIMH-Life Chart Method ratings and was
calculated in two ways. The first outcome measure was the mean
severity of illness over the year, which included mean severity of
mania, depression, and overall bipolar illness. The average daily
scores ranged from 0 (normal) to 10 (severe) for each pole (mania
or depression) separately or the maximum of both poles (overall).
Days on which patients switched mood states at least once were
assigned the most severe depression score and the most severe
mania score. A second set of outcome measures was the number
of episodes, which included manic, depressive, and overall epi-
sodes. The number of episodes was calculated by a computer al-
gorithm based on the so-called NIMH Leapfrog method as previ-
ously described by Denicoff et al. (3). In short, manic episodes
were counted if they included a minimum of 1 day with a score in-
dicating at least low moderate mania, and depressive episodes
were counted if they included a minimum of at least 1 day of se-
vere depression or 2 days of low moderate depression. In addi-
tion, an episode was considered ended when a switch in mood
polarity (from mania to depression or vice versa) occurred, after
at least 2 weeks of complete euthymia, or when the euthymic in-
terval lasted less than 2 weeks but at least 1 day longer than the
longest duration of the adjacent episode of the same polarity.

Correlates of Outcome

We assessed as independent variables six sets of potential risk
factors that have been found in prior studies: 1) demographic
characteristics (age and gender); 2) family history in first-degree
relatives of bipolar disorder, unipolar depression, and alcohol or
drug abuse as reported by the proband; 3) serious physical, ver-
bal, or sexual abuse as a child or adult; 4) course of illness (age at
onset of first symptoms, first depression, and first hypomania or
mania; prior number of hypomanic or manic and depressive epi-
sodes; prior history of cycling; and prior hospitalization [yes/no])
and mood state during the first week after entry into the Bipolar
Network; 5) comorbidity (history of alcohol or drug abuse); and 6)
social variables at entry into the study (marital status, occupa-
tional functioning, and level of income). All potential correlates
were assessed at entry into the Bipolar Network, i.e., before ob-
taining the data on the prospective outcomes.

Analytic Procedure

The relationships between the six outcome variables (mean se-
verity of mania, depression, and overall bipolar illness and the
number of manic, depressive, and overall illness episodes) were
first examined for their relative independence, and three rela-
tively independent outcomes were left for further analysis (see
Results). This step was taken to reduce the complexity of the over-
all analysis while preserving the intricate quality of the illness in
the analytic model. Next, we performed a univariate analysis with
Pearson’s product-moment correlation. The Hochberg adjust-
ment was used with each outcome separately to minimize the
number of potentially spurious correlations in the data. Finally, a
multivariate linear regression analysis of the risk factors was
performed. 
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The univariate analysis was included for several reasons. First,
the lack of consistency in studies of bipolar disorder risk factors
means there is a need to determine when and how certain risk
factors are relevant. Univariate results help to elucidate the man-
ner in which factors that are eliminated from a multivariate
model fit into the data that are being examined. Second, because
various studies collect data on different factors, the univariate re-
sults may provide additional information to facilitate compari-
sons with other studies in the literature. Finally, clinicians may
have information on only a limited number of factors in consider-
ing the likely course of patients. If we reported only those factors
in the multivariate model, then clinicians would have no way to
consider other factors that were excluded from the model only
because of significant overlap with other variables in the model.

Linear regression assumes that risk factors will be relatively un-
correlated. Using highly correlated risk factors can increase the
variance in regression estimates and make such estimates unsta-
ble (the problem of multicollinearity). Another assumption is that
variables are continuous in nature. Nevertheless, several of the
factors in our analysis are dichotomous, which is allowed in re-
gression analyses, provided that such variables have properties
similar to those of interval scale measurements.

Multivariate linear regressions for each of the three outcomes
were performed in an attempt to adjust for problems with multi-
ple comparisons and multicollinearity and to determine how
much of the variation in outcome could be explained. In this
analysis, any potential variable that was significantly correlated
with at least one outcome measure in the univariate analysis, as
suggested by Hochberg’s adjustment (31) for multiple compari-
sons, was included in order to facilitate discussion of how the var-
ious risk factors affected the various outcomes differently. The six
sets of potential risk factors were organized hierarchically but also
rather arbitrarily in a chronological order in an attempt to exam-
ine how vulnerability factors (i.e., family history), psychosocial

stressors experienced as a child and as an adult, and then illness-
related variables might successively influence outcome.

After a first run of the multiple regression analysis, some of the
risk factors that were found to be highly related to others and
some that were not found to be significant in any stage of the hi-
erarchical regression for any outcome were eliminated from the
subsequent multiple regression analyses to preserve parsimony
within the models.

Results

The patients’ demographic data and illness characteris-
tics are summarized in Table 1. The patients received a
mean of 4.0 (SD=2.0) different psychotropic medications
during the prospective year, including one or more mood
stabilizers (N=252, 98%), antipsychotics (N=65, 25%), anti-
depressants (N=152, 59%), and/or benzodiazepines (N=
129, 50%).

The mean severity of overall bipolar illness was highly
related to the mean severity of depression (r=0.93, df=256,
p<0.001) but not to the mean severity of mania (r=0.45, df=
256, p<0.001). The mean severity of depression and the
mean severity of mania were not strongly associated (r=
0.14, df=256, p=0.03), so both were used in the multivari-
ate linear regression analysis. The overall number of epi-
sodes was highly related to the number of depressive epi-
sodes (r=0.89, df=256, p<0.001) and manic episodes (r=
0.96, df=256, p<0.001), and the numbers of depressive and
manic episodes were also highly related (r=0.73, df=256,
p<0.001), so only the overall number of episodes was used
in the multivariate analysis. None of the severity measures

TABLE 1. Demographic and Clinical Characteristics of 258 Patients With Bipolar Disordera

Characteristic

Patients With 
Bipolar I Disorder 

(N=196)

Patients With 
Bipolar II Disorder 

(N=53)

Patients With Bipolar 
Disorder Not Otherwise 

Specified or Schizoaffective
Disorder (N=9)

All Patients
(N=258)

N % N % N % N %

Male 88 45 23 43 5 56 116 45

Mean SD Mean SD Mean SD Mean SD

Current age (years) 42.9 10.4 46.3 12.2 43.5 7.8 43.6 10.8
Age at first symptoms (years) 20.1 9.9 23.8 12.7 20.3 11.8 20.8 10.6
Age at onset of depression (years) 20.4 9.6 24.3 12.7 22.2 11.8 21.2 10.5
Age at onset of mania/bipolar disorder (years) 24.3 10.3 29.7 15.7 22.3 13.1 25.3 11.7

N % N % N % N %

Prior hospitalization 150 82 21 46 7 78 178 75

Mean SD Mean SD Mean SD Mean SD

Age at first hospitalization (years) 29.9 10.2 37.4 11.7 29.1 11.5 30.8 10.6

N % N % N % N %

More than 10 prior manic episodes 93 50 23 49 2 25 118 49
More than 10 prior depressive episodes 97 52 31 66 5 56 133 55
Prior rapid cycling 90 50 27 54 4 44 121 51
a Data are based on patients’ responses to a self-report questionnaire and to clinicians’ interviews at entry into the Stanley Foundation Bipolar

Network. Percentages reflect the total number of patients for whom data were available. Patients included in the study group had completed
1 year of prospective follow-up since entry into the Bipolar Network.
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had large associations with the number-of-episodes mea-

sures.

Table 2 shows the results of the univariate analysis of all

variables for the three sets of outcome measures. Gender,

age, and family history of mood disorder (and family his-

tory of either bipolar disorder or depression) were not

found to be associated with any outcome. A family history

of any substance use disorder, especially of drug abuse,

was related to the number of episodes. The self-reported

experience of physical and verbal abuse as a child, but not

as an adult, was related to the number of episodes, but

only childhood physical abuse was related to a higher

mean severity of mania.

Regarding illness variables, earlier age at onset of first
symptoms and at onset of depression and mania, prior ex-
perience of more than 10 manic or more than 10 depres-
sive episodes, and prior rapid cycling were related to a
higher number of episodes. Correlations with mean sever-
ity of mania or depression were less strong, except for the
correlation of more than 10 prior depressive episodes with
mean severity of depression. A positive history of comor-
bid alcoholism and drug abuse in the proband was associ-
ated with higher mean severity of mania and a higher
number of episodes. Mood state at entry into the Bipolar
Network was associated with the compatible outcome
measures. Finally, self-reported limited occupational
functioning at network entry was strongly associated with
poor outcome across all three measures.

Family history of any substance use disorder was related
to family history of drug abuse (r=0.44, df=245, p<0.001),
and the strongest association with outcome was found for
drug abuse. Thus, only drug abuse was used in the subse-
quent multivariate analysis. Physical, sexual, and verbal
abuse as a child were only moderately correlated (range of
r=0.27 to 0.49, df=239 to 241, p<0.001), and sexual abuse
did not remain in the model when the other types of abuse
were included. Therefore, we included physical and verbal
abuse in the multivariate analysis because of their differen-
tial univariate associations with the outcome measures.
Age at onset of mania (indicating formal onset of bipolar
disorder) was included instead of other specific measures
for first appearance of symptoms or depression because of
the large correlations (ranging from 0.68 to 0.95, df=214 to
229, p<0.001) among these variables. As comorbidity with
alcohol use disorder and drug abuse were strongly corre-
lated (r=0.77, df=243, p<0.001), we included comorbidity of
any substance abuse disorder in the multivariate analysis.

Table 3 shows the results of the multivariate analysis. In
the hierarchical model for mean severity of mania, family
history was not significant. Physical abuse, but not verbal
abuse, was initially associated with higher mean severity
of mania. However, its significance disappeared when
prior course of illness variables were added. The presence
of a comorbid substance use disorder was significantly as-
sociated with increased mania severity, and this relation
remained significant after adding other prior illness vari-
ables (model 4). Finally, a history of more than 10 prior
manic episodes and poor occupational functioning at en-
try into the Bipolar Network were associated with mania
severity (model 5).

Outcome measured by depression severity was associ-
ated with the prior experience of more than 10 depressive
episodes and poor occupational functioning at entry into
the Bipolar Network.

In the model for the total number of episodes, a positive
family history of drug abuse was significant. This variable
remained significant when prior illness variables were
added and other outcome measures were considered.
While reported childhood verbal abuse and an earlier age

TABLE 2. Univariate Analysis of the Association Between
Possible Risk Factors and Three Outcomes of Bipolar Disor-
der During a Prospective 1-Year Period Among 258 Patients
With Bipolar Disorder

r

Variable

Mean 
Severity of 

Maniaa

Mean 
Severity of 

Depressiona

Number 
of Illness 
Episodes

Male gender 0.07 –0.07 –0.09
Age –0.08 0.07 –0.06
Family history

Mood disorder 0.12 0.07 0.18
Bipolar disorder 0.03 0.02 0.13
Depression 0.09 0.07 0.19
Any substance use disorder 0.11 0.09 0.22b

Alcohol use disorder 0.04 0.05 0.08
Drug abuse 0.13 0.15 0.28b

Childhood abuse
Physical 0.25b 0.06 0.23b

Verbal 0.10 0.10 0.23b

Sexual 0.15 0.07 0.18
Abuse as an adult

Physical 0.13 0.03 0.13
Verbal 0.14 0.09 0.19
Sexual 0.07 0.05 0.18

Diagnosis of bipolar I disorder 0.12 –0.05 0.06
Age at onset

First symptoms –0.16 –0.18 –0.28b

Depression –0.10 –0.12 –0.28b

Mania/bipolar disorder –0.21b –0.04 –0.25b

More than 10 prior manic 
episodes 0.29b 0.16 0.30b

More than 10 prior depressive 
episodes 0.13 0.37b 0.32b

Prior rapid cycling 0.15 0.16 0.41b

Prior hospitalization 0.00 0.05 0.05
Comorbidity

Alcohol use disorder 0.21b 0.00 0.22b

Drug abuse 0.22b 0.03 0.21b

Marital status at network entry –0.07 –0.02 0.01
Limited occupational 

functioning at network entry 0.23b 0.42b 0.29b

High income (>$20,000/year) 
at network entry –0.09 –0.08 –0.03

Mood state at network entry
Manic 0.36b –0.06 0.02
Depressed –0.03 0.48b 0.08
Cycling 0.29b 0.07 0.43b

a Based on clinicians’ ratings with the NIMH-Life Chart Method,
which characterizes severity of manic and depressive symptoms for
each day of the study period.

b Statistically significant correlation (p<0.05) after Hochberg adjust-
ment (30).
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at onset of mania were significantly associated with num-
ber of episodes, both relationships were lost after the addi-
tion of prior illness variables. Finally, a history of prior
rapid cycling and poor occupational functioning at entry
into the Bipolar Network were associated with more epi-
sodes; only rapid cycling remained significant after adjust-
ment for the other outcome measures.

Discussion

In this naturalistic study, several groups of temporally
distinct variables (family history of drug abuse, reported
negative life events in childhood, and several retrospective
illness variables) were found to be statistically significant
correlates of 1-year outcome, as assessed prospectively
with daily life charts. Before further discussion of the key
findings, two major limitations of this study should be
noted. First, we cannot rule out that some findings in the

univariate analysis are chance findings (even after the
Hochberg correction), given that multiple comparisons
were made. We studied a large number of variables, and
some of them were highly interrelated. Although they rep-
resented domains that had previously been found to be re-
lated to outcome in other studies (see literature review at
the beginning of the article), we did not test any of them
on the basis of our a priori hypothesis. Second, we must
reemphasize that correlations do not imply causal rela-
tionships. Although the models of risk factors in the multi-
variate analysis were based on their chronological order,
assuming that they might act as risk factors following each
other in time, other models and other patterns of ordering
the variables would also have been possible. For instance,
child abuse as a risk factor was presented as if it had its ef-
fect in children who were also affected by a family history
of drug abuse, but child abuse could also have been a re-
sult of substance use disorders in the parents.

TABLE 3. Multivariate Linear Regression Analysis of Risk Factors Associated With Three Outcomes of Bipolar Disorder
During a Prospective 1-Year Period Among 258 Patients With Bipolar Disorder

Regression Coefficient

Mean Severity of Mania Mean Severity of Depression Total Number of Episodes

Step and Variable
Model

1
Model

2
Model

3
Model

4
Model

5
Model

1
Model

2
Model

3
Model

4
Model

5
Model

1
Model

2
Model

3
Model

4
Model

5
Step 1: Family 

history of drug 
abuse 0.13 0.08 0.05 0.08 0.00 0.12 0.12 0.12 0.04 0.01 0.29* 0.25* 0.22* 0.21* 0.18*

Step 2
Physical abuse 

as a child 0.20* 0.19* 0.10 0.09 –0.01 –0.01 –0.05 –0.04 0.06 0.05 –0.01 –0.03
Verbal abuse 

as a child 0.01 –0.02 0.01 –0.02 0.05 0.05 0.01 0.00 0.17* 0.14 0.09 0.08
Step 3

Age at onset 
of mania –0.08 –0.02 0.02 0.03 0.07 0.08 –0.15* –0.09 –0.09

Comorbid 
substance use 
disorder 0.17* 0.16* 0.13* 0.00 0.00 0.00 0.13 0.09 0.04

Step 4
Prior rapid cycling –0.04 –0.10 –0.03 –0.06 0.16* 0.17*
More than 10 prior 

manic episodes 0.18* 0.17 0.05 0.06 0.05 –0.02
More than 10 prior 

depressive 
episodes –0.07 –0.07 0.29* 0.27* 0.08 0.05

Limited 
occupational
functioning 
at network entry 0.13* 0.09 0.25* 0.23* 0.16* 0.08

Depressed 
at network entry 0.10 0.10 0.39* 0.38* 0.12 0.03

Manic 
at network entry 0.44* 0.40* 0.01 0.04 0.10 –0.04

Cycling 
at network entry 0.21* 0.06 0.08 0.03 0.39* 0.31*

Step 5
Mean severity 

of mania — –0.12 0.33*
Mean severity 

of depression –0.11 — 0.16*
Total number 

of episodes 0.40* 0.19* —
R2 adjusteda 0.01 0.05 0.07 0.31 0.39 0.01 0.00 0.00 0.37 0.39 0.08 0.12 0.15 0.42 0.50
a Proportion of variance explained by the model adjusted for the number of factors in the model.
*p<0.05.
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The overall amount of variance accounted for was lim-
ited in the first three groups of variables (models 1–3 in
Table 3). For example, the combination of 1) family history
of drug abuse, 2) a self-reported history of child abuse, and
3) age at onset of mania and history of comorbid substance
use disorder accounted for at most only 15% of the vari-
ance, i.e., in the prediction of total number of episodes.
Only when 4) prior illness variables and 5) clinical state at
entry into the Bipolar Network were added did the amount
of variance accounted for increase to 31%–42% for any of
the three outcome measures.

A history of more than 10 manic episodes and manic
symptoms at entry into the Bipolar Network were associ-
ated with a higher mean severity of mania, more than 10
depressive episodes and depressive symptoms at study
entry were associated with higher mean severity of de-
pression, and prior rapid cycling and cycling at study entry
were associated with a greater number of episodes. These
findings indicate that self-reports of prior course of illness
as assessed retrospectively at study entry and ratings of
morbidity at study entry tend to be replicated by prospec-
tive clinician ratings over the following year. This pattern
has also been seen in previous studies (9, 16), which indi-
cates some syndromal continuity or stability of bipolar ill-
ness over time.

Earlier age at illness onset was not found to be strongly
associated with outcome. Earlier age at onset had only an
initial relationship with the number of episodes, and this
relationship did not remain significant when variables re-
lating to the prior course of illness were added. This find-
ing is consistent with a previous report (13), but other
studies either did not find an effect (11, 19) or had con-
trasting results (12).

It is rather surprising that a positive family history of
mood disorders—either bipolar disorder or depression—
was not found to be associated with any of the outcome
measures. This finding suggests that the genetic risk for
mood disorders may not have a strong effect on the sever-
ity of the disorder. However, a limitation of our study is that
family history was scored as present when one or more
family members were identified by the proband as having a
positive history of mood disorders; the total number of
first-degree relatives was not taken into account.

In contrast, a positive family history of drug abuse (and
to a lesser extent also alcohol abuse) was associated with a
greater number of episodes. In addition, a history of prior
substance abuse (in the proband) was associated with a
higher severity of mania. Although other explanations (in-
cluding a chance finding) cannot be ruled out, we assume
these findings suggest that genetic or familial vulnerability
for substance use disorders, as well as their actual devel-
opment in the proband, constitutes a risk factor for poorer
outcome in patients with bipolar disorder, especially in re-
lation to episode frequency and severity of mania. Even af-
ter exclusion of patients with severe current substance
abuse, our findings are consistent with previous reports

that bipolar disorders and substance use disorders are re-
lated (17) and that they contribute to the worsening of
each other’s outcome (32).

It is interesting to note that patients’ self-reports of
childhood physical abuse were found to be associated
with a higher mean severity of mania and that reports of
childhood verbal abuse were associated with more epi-
sodes. Nevertheless, the associations were not very strong
and were not maintained after the addition of illness vari-
ables, such as age at onset, comorbid substance abuse (for
overall number of episodes), and prior course of illness
(for mania). These findings may suggest that childhood
abuse is especially related to an earlier onset and a more
severe course in the beginning of the disorder, which sub-
sequently is associated with more adverse outcomes. In
the present study, the experience of abuse as an adult was
not associated with outcome, which is in contrast with
previous studies in which recent stressful life events were
related to a greater risk of relapse (20, 33) or slower recov-
ery (19). One explanation is that we did not adequately as-
sess such experiences or their relationship to outcome. An
alternative explanation is that early traumatic events may
have a greater effect than later ones. We suggest that this
aspect deserves further study.

Almost 80% of the patients in our study had bipolar I
disorder. Moreover, the current study was performed in a
naturalistic setting with highly motivated patients, all of
whom were being treated in academic settings and many
of whom were participating in treatment studies. There-
fore, the generalizability to other populations of patients
with bipolar disorders, especially bipolar II disorder, and
to those with better responses to treatment is limited. An-
other point is that we could not examine the potential ef-
fects of treatment adherence as correlates of outcome (12,
34). However, similar to previous findings that a history of
rapid cycling is a predictor of poor response to treatment
with lithium, carbamazepine, or other mood stabilizers
(35–37), our findings suggest that rapid cycling is a predic-
tor of poor outcome in general.

In conclusion, the data indicate syndromal continuity
between retrospective self-reported illness characteristics
and clinician-rated 1-year prospective outcomes in pa-
tients with bipolar disorder. The findings suggest that phy-
sicians who treat patients with bipolar disorder should
consider a family history of drug abuse, reported child-
hood abuse, prior adverse course of illness, comorbid sub-
stance abuse, and prior poor occupational functioning as
potential correlates of a more difficult prospective course.
It would appear useful for clinicians to ask about these risk
factors when treating new patients with bipolar disorder.
In addition to having prognostic implications, these issues
may also help to determine prognosis and to set goals for
further and more specific treatments, e.g., pharmacother-
apy and psychotherapy focusing on, when applicable, re-
duction of comorbid substance abuse or moderating the
effects of early traumatization. Which such tailored treat-
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ments are appropriate and whether such treatments are
successful should be further studied. From an additional
methodological perspective, these variables should also
be assessed in medication studies, as their covert and un-
accounted-for presence may have substantial effects on
response to treatments. Finally, it would appear useful for
these variables to be considered in the development of
treatment guidelines for patients with bipolar disorders.
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