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j Abstract Objective This study investigated the
frequency of episodes and subsyndromal symptoms
based on employment status in patients with bipolar
disorder. Methods Patients with bipolar disorder
(n = 281) provided daily self-reported mood ratings
for 5 months, returning 46,292 days of data. Data
were analyzed using three employment status
groups: disabled (n = 75), full-time employee or full-
time student (n = 135), and other (n = 71). Demo-
graphic characteristics were compared by employ-
ment status. A univariate general linear model with
employment status and other demographic variables
as fixed factors and covariates was used to analyze
the percent of days in episodes and percent of days

with subsyndromal symptoms. Results While there
was no significant difference in the percent of days
in episodes among the employment groups, disabled
patients suffered subsyndromal symptoms of
depression twice as frequently as those in the full-
time group. Disabled patients spent 15% more days
either in episodes or with subsyndromal symptoms
than those in the full-time group, equivalent to about
45 extra sick days a year. Conclusion Frequent
subsyndromal symptoms, especially depressive, may
preclude full-time responsibilities outside the home
and contribute to disability in bipolar disorder.
Additional treatments to reduce the frequency of
subsyndromal symptoms are needed.

j Key words bipolar disorder – employment –
disability – subsyndromal symptoms
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Universitätsklinikum Carl Gustav Carus
Technische Universität Dresden
Fetscherstraße 74
01307 Dresden, Germany
Tel.: +49-351/458-0
Fax: +49-30/450-517962
E-Mail: michael.bauer@uniklinikum-dresden.de

M. Bauer Æ P.C. Whybrow
Dept. of Psychiatry and Biobehavioral Sciences
Semel Institute for Neuroscience and Human Behavior
University of California Los Angeles (UCLA)
Los Angeles (CA), USA

T. Glenn
ChronoRecord Association Inc.
Fullerton (CA), USA

P. Grof
Mood Disorders Center of Ottawa
Ottawa (ON), Canada

P. Grof
Dept. of Psychiatry
University of Toronto
Toronto (ON), Canada

N.L. Rasgon
Dept. of Psychiatry and Behavioral Sciences
Stanford School of Medicine
Palo Alto (CA), USA

W. Marsh
Dept. of Psychiatry
University of Massachusetts
Worcester (MA), USA

K. Sagduyu
Dept. of Psychiatry
University of Missouri
Kansas City School of Medicine
Kansas City (MO), USA

M. Alda
Dept. of Psychiatry
Dalhousie University
Halifax (NS), Canada

Soc Psychiatry Psychiatr Epidemiol (2009) 44:515–522 DOI 10.1007/s00127-008-0464-4
SP

P
E

464



Introduction

Patients with bipolar disorder experience high rates of
unemployment and functional impairment [16, 26, 27,
34]. Worldwide, bipolar disorder is a leading cause of
disability [40]. The symptoms experienced most fre-
quently by patients receiving treatment for bipolar
disorder do not meet the DSM-IV criteria for an
episode of mania or depression [5, 6, 28, 29, 43].
These subsyndromal symptoms that occur between
major episodes are primarily depressive, and have a
similar pattern in both bipolar I and II disorders [6,
28, 29]. While the number of pharmacological agents
available for the treatment of bipolar disorder has
rapidly expanded over the last decade, efficacy for
most agents was established in relation to the treat-
ment or prevention of major episodes of mania or
depression. However, subsyndromal symptoms may
also be associated with significant functional disabil-
ity [1, 9, 30, 36, 54] and there is only limited under-
standing of the relationship between the perceived
daily symptoms of bipolar disorder and employment
status. We investigated the frequency of both episodes
and subsyndromal symptoms using daily self-re-
ported mood ratings and employment status in a
sample of patients with bipolar disorder.

Methods

j Data source

Daily mood rating data were obtained from an ongoing, long-term
naturalistic study of patients with bipolar disorder. Inclusion in the
study required a DSM-IV diagnosis of bipolar disorder, an age of
18 years or older, current treatment with pharmacological agents,
and that the patient would complete daily self-reporting of mood
for 5 months using computer software in their native language.
Only minimal exclusion criteria were used to reflect routine clinical
practice and patient heterogeneity. The diagnosis of bipolar dis-
order was made by the prescribing psychiatrist in a clinical inter-
view. All patients received treatment as usual for bipolar disorder.
Patients were recruited from university hospital mood clinics by
the participating physicians or by word-of-mouth and received no
compensation for participation other than being allowed to use the
software indefinitely. All participants were informed about the
study prior to providing written informed consent. The study was
approved by each local institutional review board.

Two datasets have been combined to enhance the ability to
analyze data by important grouping variables. The first dataset
contains data collected between 2002 through 2005. During this
period, 247 patients enrolled in the study and 203 returned data, as
previously published [5]. The second dataset is from patients who
enrolled and returned data during the year 2006. During 2006, 158
patients enrolled in the study and 107 returned data. Data from the
203 patients in the first dataset were combined with data from the
107 patients in the second dataset for a total of 310 unique patients
included in this study.

To assess if this patient sample was representative of a larger
population of patients with bipolar disorder, the demographic
characteristics of the 310 patients were compared with other pub-
lished studies of patients with bipolar disorder as shown in Table 1.
Although the patient sample in this study contains somewhat more
minority patients and patients with bipolar II disorder, the

demographic profile of the patients in this study was similar to that
of patients in other studies of bipolar disorder.

j Data for current analysis

Of the 310 unique patients, 17 patients were missing employment
status and 12 were retired. These 29 patients were excluded. A total
of 281 patients were included in the statistical analysis.

j Data collection instrument

All mood-ratings in this analysis were self-reported by patients
using ChronoRecord software which was installed on the patient’s
home computer. ChronoRecord self-ratings were previously vali-
dated with clinician ratings on HAMD and YMRS [4, 7], and
missing mood ratings were shown to be unrelated to patient
demographics or severity of illness (missing completely at random)
[4]. ChronoRecord software was described in detail elsewhere [4,
7], and was based upon the ChronoSheet, an established paper-
based form for self-reporting [8]. In addition to mood, the patients
recorded sleep, menstrual data, psychiatric medications, and life
events every day, and weight weekly. To record mood, Chrono-
Record uses a 100-unit visual analogue scale between the extremes
of mania and depression. During a half-hour training session,
personal anchor points were set by the patient to describe the most
depressed and most manic states they ever experienced. The pa-
tient’s anchor point for mania, and daily self-ratings of mania or
hypomania reflect activation levels for either euphoric or dysphoric
mood [4].

Based upon the validation studies [4, 7], a mood entry less than
40 was considered depression, 40–60 euthymia, and greater than 60
hypomania/mania. The range of depression varied between mild
symptoms (an entry of 20–39) to moderate to severe symptoms (an
entry of 0–19). The range of mania varied from hypomania (an
entry of 61–80) to moderate to severe symptoms of mania (an entry
of 81–100). Days with mood ratings of depression or hypomania/
mania that did not meet the DSM-IV length criteria for an episode
were considered to be days with subsyndromal symptoms. This
definition of subsyndromal, as symptoms that meet the criteria for
severity but not length, was used in prior research [5, 6, 36].

j Employment status

During the study enrollment process, the patient provided their
initial employment status and occupation. Any changes in
employment status during the study were entered into the ‘‘Life
events’’ field in ChronoRecord. Three employment status groups
were created from the employment data: disabled, full-time and
other. The disabled group included patients who were receiving a
government disability payment for bipolar disorder, or who were
unemployed, not seeking work and in the process of applying for
government disability. The full-time group included those who
were meeting full-time responsibilities outside the home as either
full-time employees or full-time students. All full-time employment
was competitive, and patients were considered to be employed full-
time, or full-time students, only if they remained such throughout
the study period. The other employment status group included
part-time employees, those who were unemployed and seeking
work and those with home duties. Part-time employment could be
competitive or sheltered, and could be discontinuous during the
study.

In the US, Social Security Administration Disability Insurance
defines disability as a ‘‘complete inability to work’’ with no rec-
ognition of partial disability [48]. Since 73% (n = 201) of the 281
patients resided in the US and only 27% (n = 75) outside the US,
the other employment status group was needed to categorize pa-
tients who did not maintain full-time responsibilities outside the
home but were not disabled.
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j Enrollment date

Several drugs received FDA approval for the treatment of bipolar
disorder during the data collection period. To control for treatment
changes due to these drugs, a variable was created to group each
patient based on their enrollment date in the study. The first group
included patients who enrolled before June 2003 (approval of
lamotrigine), the second group included those who enrolled be-
tween June 2003 and January 2005 (approval of quetiapine, zipra-
sidone and aripiprazole in late 2004), and the third group included
those who enrolled after January 2005.

j Statistical analysis

Episodes of hypomania/mania and depression were determined
using a published algorithm to calculate episodes from daily self-
reported mood data [14]. The DSM-IV criteria were used for the
minimum episode length, with 14 days for depression and 4 days
for hypomania. To be considered using a medication, a patient had
to take any dose of the drug for at least 50% of the days. The
Pearson V2 test was used to compare medications among the

enrollment date groups, and to compare categorical demographic
variables among the employment status groups. A univariate gen-
eral linear model (GLM) was used to compare all continuous
demographic variables with employment status as a fixed factor.
Continuous demographic variables that showed a statistically sig-
nificant (P < 0.05) difference among the employment groups were
analyzed for collinearity using a correlation analysis. If continuous
variables were significantly correlated, a single representative var-
iable was chosen for inclusion in the model.

A univariate GLM with employment status as a fixed factor was
used to estimate marginal means of the percent of days in episodes
and the percent of days with subsyndromal symptoms. Additional
categorical and continuous variables that were significantly differ-
ent by employment status were included as fixed factors or
covariates. The enrollment date variable was included as a fixed
factor to control for treatment changes over time. For employment
status to be significant in any GLM estimation, both the corrected
model F-statistic and the pairwise employment status t-statistic had
to be significant at the 0.05 level. The Sidak method was used to
adjust significance levels for multiple comparisons of the estimated
marginal means for all pairwise employment status t-statistics.
SPSS 14.0 was used for all calculations.

Table 1 Comparison of demographic characteristics with patients in other studies of bipolar disorder

ChronoRecord
(n = 310)
%

Step BDa

(n = 1000)
%

Stanley registryb

(n = 2839)
%

VA cooperativec

(n = 306)
%

Group healthd

(n = 441)
%

NDMDA surveye

(n = 600)
%

Stanley networkf

(n = 261)
%

Age 38 SD = 10.7 41 SD = 2.6 Median 40.1 47 SD = 10.1 44 SD = 13 g 43 SD = 1.3
Gender

Male 29 41 35 91 32 34 44
Female 71 59 65 9 68 66 56

Ethnicity
Caucasian 82 93 90 93
Minority 18h 7 23 12 7

Marital status
Married 45 36 33 38 43
Separated/divorced 14 24 33 i j 34 26
Other 41 37 33 28 31

Education
High school 11 18 k 7
Some college 32 l 38
College graduate 57 33 55 55

Employment status
Full-time 46 35 m 25 39
Disabled 26 15 n 28
Other 28 50 o p

Age of onset 21 SD = 9.9 17 SD = 8.6 Mean 19.8 21 SD = 9.0 q 23 SD = 10.4
Diagnosis

BP I 63 71 87 76 81
BP II 34 24 16
BP NOS/other 3 5

aSystematic Treatment Enhancement Program for Bipolar Disorder [33]
bStanley Center Bipolar Disorder Registry [34]
cVeteran Affairs Cooperative Study Program 430 [10]
dWashington State Group Health Cooperative (a managed care organization) [47]
eNational Depression Manic Depression Association 2000 Survey [26]
fStanley Foundation Bipolar Network [49]
gMost between age 31 and 60
hMinority details are: Hispanic 9%, Asian 4%, Other 3%, Black 2%
i70% other than married or widowed
j73% not married or widowed
k6% < 12 years
l82% some college plus
mEmployed: 39% men, 34% women
nOn disability, welfare or retired: 34% men, 30% women
o54% unemployable
p37% unemployable
q33% under 15, 27% age 15–20, 39% over 20
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Results

The 281 patients returned 46,292 days of data. The
mean percent of missing mood ratings per patient was
7.8%, or 12 days over 5 months. Comparing the med-
ications received by enrollment date, no significant
difference was found in the use of lithium (V2 = 1.981,
df = 2, P = 0.371), valproate (V2 = 2.870, df = 2,
P = 0.238), antidepressants (V2 = 0.937, df = 2,
P = 0.626) or benzodiazepines (V2 = 0.698, df = 2,
P = 0.705). As expected, the use of lamotrigine in-
creased from 20% before June 2003 to 34% of all pa-
tients after January 2005 (V2 = 12.073, df = 2,
P = 0.002) and the use of atypical antipsychotics in-
creased from 32% before June 2003 to 45% of all pa-
tients after January 2005 (V2 = 6.061, df = 2,
P = 0.048). Of the 281 patients, 9 took typical anti-
psychotics, 8 of whom enrolled before June 2003.

The distribution of the 281 patients by employ-
ment status was 27% (n = 75) in the disabled group,
48% (n = 135) in the full-time group, and 25%
(n = 71) in the other group. Of the 75 patients in the
disabled group, 50 were receiving and 25 were

applying for government disability. Of the 135 pa-
tients in the full-time group, 70% (n = 94) were
working full-time and 30% (n = 41) were full-time
students. The occupations of the 94 working full-time
were: 44% (n = 41) professional, 15% (n = 14) cleri-
cal, 15% (n = 14) technical, 12% (n = 11) managers,
7% (n = 7) other, 5% (n = 5) arts and 2% (n = 2)
laborers. Of the 71 patients in the other employment
status group, 52% (n = 37) were working part-time,
23% (n = 16) were unemployed seeking work, and
25% (n = 18) had home duties.

The distribution of the demographic variables by
employment status for the 281 patients is shown in
Table 2. The distribution of employment status was
not significantly different for those living in or outside
the US. Patients in the full-time group were younger,
more likely to be married, reported fewer hospital-
izations, and were taking antipsychotic medications
less frequently than disabled patients. Table 3 com-
pares the distribution of any episode or subsyndromal
symptom by employment group. Of the 281 patients,
36% (n = 102) experienced at least one episode and
60% (n = 168) experienced subsyndromal symptoms
during the study period. There was no significant

Table 2 Patient demographics by employment status (n = 281)

Disabled (n = 75) Full-time (n = 135) Other (n = 71) Test df P

n % n % n %

Sex V2 = 2.752 2 0.253
Male 28 37 36 27 20 28
Female 47 63 99 73 51 72

Diagnosis V2 = 3.707 4 0.447
BP I 53 71 79 58 45 64
BP II 21 28 51 38 23 32
BP NOS 1 1 5 4 3 4

Education V2 = 2.958 4 0.565
High school 11 15 13 10 6 8
Some college 25 34 43 32 20 28
College graduate 38 51 78 58 45 64

Marital status V2 = 19.621 4 0.001
Divorced 17 23 8 6 11 16
Single 32 42 60 47 17 26
Married 26 35 60 47 39 58

Antidepressants V2 = 0.430 2 0.806
Yes 35 47 67 50 32 45
No 40 53 68 50 39 55

Antipsychotics V2 = 8.157 2 0.017
Yes 36 48 40 30 31 44
No 39 52 95 70 40 56

Any medication V2 = 1.236 2 0.539
Yes 70 93 125 93 63 89
No 5 7 10 7 8 11

Country of origin V2 = 0.987 2 0.610
US 57 76 100 74 49 69
Outside US 18 24 35 26 22 31

Hospitalizations 2.72 SD = 3.40 1.31 SD = 2.05 2.44 SD = 3.93 F = 6.471 2,272 0.002
Age of onset 23.61 SD = 10.59 20.37 SD = 8.56 19.23 SD = 8.73 F = 4.451 2,265 0.013
Days of data

returned
176.43 SD = 46.40 153.80 SD = 56.26 139.76 SD = 49.97 F = 0.675 2,278 0.510

Age 40.72 SD = 9.05 33.96 SD = 9.82 38.93 SD = 8.76 F = 14.574 2,278 <0.001
Years of illness 16.97 SD = 10.82 14.13 SD = 10.47 19.66 SD = 10.76 F = 6.106 2,264 0.003

518



difference between the groups in the percentage of
patients with any episode. However, a larger per-
centage of disabled patients experienced one or more
depressed episodes with a mean of 33, 19 and 16% in
the disabled, full-time and other groups, respectively
(V2 = 7.939, df = 2, P = 0.019).

There were five demographic variables that were
significantly different among the employment groups:
marital status, age, age of onset, years of illness and
number of hospitalizations. Correlation analysis
showed that age was significantly correlated with
years of illness (r = 0.592, P < 0.01), age of onset
(r = 0.351, P < 0.01) and number of hospitalizations
(r = 0.130, P < 0.05). The model to analyze the per-
cent of days in episodes and percent of days with
subsyndromal symptoms included employment

status, enrollment date and marital status as fixed
factors and age as a covariate.

The results from the pairwise comparisons of the
employment groups for all days are shown in Table 4.
There were no significant differences between the
employment groups in the mean percent of days spent
in a depressed or manic episode. However, the mean
percent of days with subsyndromal depression was
significantly larger when comparing the disabled
group with either the full-time group (29 vs. 15%,
df = 201, P < 0.001) or the other group (29 vs. 18%,
df = 140, P < 0.023). Furthermore, the mean percent
of days in any episode plus the mean percent of days
with subsyndromal symptoms was also significantly
larger when comparing the disabled group with the
full-time group (44 vs. 29%, df = 201, P < 0.002). The

Table 3 Number of patients with episodes and subsyndromal symptoms by employment status (n = 281)

Disabled (n = 75) Full-time (n = 135) Other (n = 71) Test df P

n % n % n %

With episodes V2 = 2.979 2 0.225
Yes 31 41 51 38 20 28
No 44 59 84 62 51 72

With depressed episodes V2 = 7.939 2 0.019
Yes 25 33 26 19 11 16
No 50 67 109 81 60 84

With manic episodes V2 = 3.632 2 0.163
Yes 15 20 36 27 11 16
No 60 80 99 73 60 84

With both depressed and manic episodes V2 = 4.299 2 0.117
Yes 9 12 11 8 2 3
No 66 88 124 92 69 97

With sub-syndromal symptoms V2 = 0.200 2 0.905
Yes 46 61 81 60 41 58
No 29 39 54 40 30 42

Table 4 Pairwise comparison of estimated marginal mean percent of days in episodes or with subsyndromal symptoms by employment status (n = 281)

Disabled
(n = 75)

Full-time
(n = 135)

Other
(n = 71)

Disabled vs. full-time Disabled vs. other

Mean
%

SE Mean
%

SE Mean
%

SE Mean
difference

dfb SE Pc Mean
difference

dfb SE Pc

Marginal meana percent of days not in any episode
Days euthymic 63 3.1 78 2.6 73 3.2 )15 201 4.0 <0.001 )10 140 4.4 0.049
Days with subsyndromal depression 29 2.7 15 2.3 18 2.8 14 201 3.5 <0.001 11 140 3.8 0.023
Days with subsyndromal mania 9 1.6 7 1.4 9 1.7 d d

Days with severe subsyndromal depression 8 1.3 4 1.1 5 1.4 d d

Days with severe subsyndromal mania 1 0.5 1 0.4 1 0.5 d d

Marginal meana percent of all days
Days in any episode 14 2.5 10 2.0 11 2.6 d d

Days in depressed episode 9 2.0 6 1.6 6 2.0 3 201 2.5 0.407 3 140 2.8 0.548
Days in manic episode 5 1.4 4 1.2 6 1.4 d d

Days in episode + days with subsyndromal depression
or mania

44 3.5 29 2.9 34 3.7 15 201 4.5 0.002 10 140 5.0 0.116

Days in episode + days with severe subsyndromal
depression or mania

21 2.7 13 2.3 16 2.8 d d

aMarginal means at age 37.03
b7 full-time and 4 other patients were missing marital status
ct-statistic with Sidak adjustment for multiple comparisons
dCorrected model significance not <0.05
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mean percent of days of euthymia was significantly
smaller in the disabled group versus either the full-
time group (63 vs. 78%, df = 201, P < 0.001) or the
other group (63 vs. 73%, df = 140, P < 0.049). Con-
sidering only the days within episodes, the results of
the pairwise comparisons for the 102 of the 281 pa-
tients who experienced episodes during the study are
shown in Table 5. No significant differences were
found between the employment groups for either the
percent of days depressed or manic within an episode.
Other than employment status, no factors or covariates
included in the model were significant for any analysis.

Discussion

This study adds to the literature concerning the con-
sequences of subsyndromal symptoms in patients with
bipolar disorder. In this sample, there were no dif-
ferences in the percent of days spent in episodes, or in
the severity of symptoms within episodes between the
patients who were in the disabled and full-time groups.
However, disabled patients spent about twice as many
days with subsyndromal symptoms of depression as
those in the full-time group, and were more likely to
have a depressed episode. These results are consistent
with prior findings that subsyndromal depressive
symptoms are associated with significant functional
impairment [1, 9, 20, 27, 30, 36, 54], and that depres-
sive symptoms may be more disabling than manic
symptoms [9, 12, 30]. Similarly, in patients with uni-
polar disorder, minor depression has previously been
associated with increased workplace absenteeism [11].

When not in an episode, patients in the full-time
group spent 78% of days euthymic, while those who
were disabled spent 63% of days euthymic. Compared
to patients in the full-time group, disabled patients
spent 15% more days either in episodes or with any
subsyndromal symptoms, equivalent to 45 extra sick
days a year. Although not all symptomatic days may
be taken as sick days, this large number would pre-
clude full-time employment in standard work situa-
tions. The finding that disabled patients report

significantly more symptomatic days is consistent
with prior observations that cumulative morbidity
from bipolar disorder may be a better predictor of
psychosocial functioning than the number of episodes
[9, 22, 23]. Studies of work loss in patients with
bipolar disorder found high levels of workplace
absenteeism and disability [21, 32, 42] with large
associated costs to employers and the health-care
system [13, 21]. Additionally, the lack of impact of
educational level on employment status is also in
agreement with prior studies [9, 25], and with surveys
of patients with bipolar disorder showing unemploy-
ment rates of about 60% among those with college
degrees [26, 34]. Patients with part-time scheduled
responsibilities outside the home also suffered more
subsyndromal depression and were euthymic less
often than those in the full-time group.

The interaction between depression, employment
and disability is complex, and with this naturalistic
approach, causality between subsyndromal symptoms
and disability cannot be determined. Unemployment
may contribute to the depressive symptoms experi-
enced by the disabled group [17]. In a study of 756
people that did not consider psychiatric history, job
loss triggered depression, poor health and impaired
functioning [44]. The receipt of disability benefits
may also be a disincentive to seek vocational training
or employment [18, 48]. In the US, the medical ben-
efits that accompany disability payments, including
those for specialized mental health care, may provide
another disincentive [19]. Yet, the distribution of
employment status was not significantly different for
patients residing in and outside the US, even though
the relationship between government disability and
health care benefits varied widely. Regardless of cau-
sality, more frequent subsyndromal symptoms would
make it more difficult for patients with bipolar dis-
order to maintain full-time scheduled responsibilities
outside of the home.

There are other limitations to this study.
Researchers have also defined subsyndromal symp-
toms as minor symptoms [43], symptoms less severe
than hypomania or minor depression [2, 28], and as

Table 5 Pairwise comparison of estimated marginal mean percent of days within episodes by employment status, for patients having episodes (n = 102)

Disabled
(n = 31)

Full-time
(n = 51)

Other
(n = 20)

Disabled vs. full-time Disabled vs. other

Mean
%

SE Mean
%

SE Mean
%

SE Mean difference dfb SE Pc Mean difference dfb SE Pc

Marginal meana percent of days within episodes
Days with depression 50 6.2 33 5.4 38 7.5 17 76 8.1 0.094 12 48 9.5 0.514
Days with severe depression 21 4.2 16 3.7 16 5.1 d d

Days with mania 28 6.7 34 5.8 29 8.1 d d

Days with severe mania 5 1.8 4 1.6 5 2.2 d d

aMarginal means at age 37.95
b4 full-time and 1 other patients were missing marital status
ct-statistic with Sidak adjustment for multiple comparisons
dCorrected model significance not <0.05
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symptoms partially meeting the DSM-IV criteria for
the required length [1]. This study does not address
other issues that may contribute to both subsyndro-
mal symptoms and employment status including
substance abuse [41], medical comorbidities [24, 38],
cognitive impairment [37, 45], psychosocial factors
[15, 25] and socioeconomic status [51]. Other limi-
tations include the relatively short length of the study
period, the use of self-reported data, and the
requirement for the patient to have access to a com-
puter. The components of the other employment
status group were too small to analyze separately.
Finally, understanding the impact of subsyndromal
mood symptoms is not intended to blur the critical
diagnostic concept of bipolarity [3].

While disabled patients suffered subsyndromal
depression about twice as often as those in the full-
time group, subsyndromal depression was the most
frequently experienced symptom by all patients,
regardless of employment status. This predominance
of subsyndromal depression is consistent with prior
studies [6, 28, 29, 43], and persists in spite of the
expansion in treatments available for bipolar disorder
over the last decade. The focus of pharmaceutical
treatments has been on managing acute episodes and
preventing relapse. As the relation between subsyn-
dromal symptoms and functional disability is better
recognized, future development and evaluation of
pharmacological treatments should also address the
frequency and severity of symptoms that occur be-
tween major episodes. Similar to the approach used
for epilepsy, the initial approval of a drug as an
adjunctive agent rather than as monotherapy may be a
useful approach to determine efficacy for subsyndro-
mal symptoms, as well as for treating or preventing
major episodes [31]. Moreover, the importance of the
patient perspective of efficacy was noted in a recent
draft FDA guidance regarding the use of patient-re-
ported outcomes during the drug approval process
[50]. As with other chronic illnesses in which there is
no easily measurable marker of disease activity, in-
creased attention to the impact of symptoms on the
daily life of the patients with bipolar disorder may also
help to improve control over the disease [52, 53].
Psychotherapeutic techniques offer a promising ap-
proach to assist in coping with symptoms that remain
between episodes [35, 39, 46]. For some patients, these
interventions may be necessary to improve social
functioning despite optimal psychopharmacology,
and the use of these programs should be expanded.

Conclusions

While there was no difference in the percent of time
spent in episodes, disabled patients with bipolar dis-
order suffered subsyndromal symptoms of depression
twice as often as those who were employed full-time or
were full-time students. Although most patients with

bipolar disorder recover from acute illness to the extent
that that they no longer meet the DSM-IV criteria for an
episode, the burden associated with subsyndromal
symptoms may preclude full-time responsibilities
outside the home and contribute to disability. The
findings of this study highlight the need for treatments
to minimize the frequency of subsyndromal symptoms.
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