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Objective: This study estimated the pro-
portion of patients attending an urban
general medical practice with current ma-
jor depression and a history of bipolar
disorder and compared the history, pre-
sentation, and treatment of patients with
unipolar and bipolar depression.

Method: A group of 1,143 patients was
assessed with measures of past and
current mental health and treatment.
Patients were partitioned into bipolar and
unipolar groups based on a predefined
cutoff on the Mood Disorder Question-
naire. The groups were compared on so-
ciodemographic characteristics, depressive
symptoms, comorbid mental disorders,
and mental health treatment.

Results: Approximately one-quarter of
the patients with major depression had
lifetime bipolar depression. Patients with
unipolar and bipolar depression did not
significantly differ on background or
health characteristics. Patients with bipo-
lar depression were significantly more

likely to report hallucinations, current sui-
cidal ideation, and low self-esteem than
patients with unipolar depression but less
likely to report disturbed appetite. Patients
with bipolar depression were significantly
more likely to have an alcohol use disorder
and to report inpatient psychiatric care
and antipsychotic treatment during the
past month than patients with unipolar
depression. Nearly one-half of the patients
with bipolar depression had taken an anti-
depressant in the last month, but most
were not also being treated with an anti-
psychotic or mood stabilizer.

Conclusions: Bipolar depression is com-
mon in urban general medicine practice.
When patients took antidepressants, they
seldom received concurrent antimanic
medications. Because of the risks of treat-
ing bipolar disorder with antidepressant
monotherapy, physicians should assess
their depressed patients for mania before
prescribing antidepressants.

(Am J Psychiatry 2005; 162:2146–2151)

Over the last several years, a number of federally

funded health promotion initiatives have sought to im-

prove the recognition and management of depressive dis-

orders in primary care (1–3). Routine screening for depres-

sion is now recommended in primary care practices that

have the capacity to provide effective management (1). In

relation to the attention devoted to the diagnosis and

treatment of unipolar depression, much less effort has

been given to the management of primary care patients

who have current depression and past episodes of mania

or hypomania. A history of manic symptoms in patients

with current depression may signal bipolar disorder and a

need to consider pharmacological treatments aimed at

mood stabilization (4, 5).

Patients who have bipolar disorders typically come to

primary care during an episode of depression (6, 7). In a

large longitudinal study of adults with bipolar disorder (8),

patients were in a predominantly depressive phase of ill-

ness more than three times longer than they were in a pre-

dominantly manic/hypomanic phase of illness. Because

primary care physicians seldom inquire about symptoms

of mania, a history of mania or hypomania can be easily

missed during the course of routine care (9).

The clinical distinction between bipolar and unipolar
depression has important implications for pharmacologi-
cal management. Although antidepressant medications
are widely recognized as a first-line treatment for major
depressive disorder (10–12), the proper role of antidepres-
sant medications in bipolar depression remains contro-
versial (13, 14). A recent record review of psychiatric out-
patients (14), for example, revealed that compared with
unipolar depression, bipolar depression was associated
with an increased risk of antidepressant nonresponse,
manic switching, cycle acceleration, and loss of antide-
pressant response. By contrast, relapse after discontinua-
tion of antidepressant medication was significantly more
common in unipolar than bipolar depression (14). Be-
cause a wide range of antidepressant medications are be-
lieved to precipitate manic episodes (15–17), several prac-
tice guidelines specifically caution against the treatment
of bipolar depression with antidepressant monotherapy
(5, 18, 19).

The current study compares the background sociode-
mographic, clinical, and treatment characteristics of adult
primary care patients with major depressive disorder who
either did or did not screen positive for a history of bipolar
disorder. We sought to determine whether patients who
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have bipolar depression, defined as current major depres-
sion and a positive screen for a lifetime history of bipolar
disorder, tended to appear with different symptoms or im-
pairments than those with unipolar depression. If patients
with bipolar and unipolar depression have different clini-
cal presentations, this information could be used to alert
primary care physicians to the need for referral to a psy-
chiatrist before they initiate pharmacological treatment.
We also evaluated the extent to which patients with bipo-
lar depression from the practice under study were treated
with antidepressant medications without antipsychotic
medications or mood stabilizers.

Method

The study was conducted at the Associates in Internal Medicine
practice of New York–Presbyterian Hospital (Columbia University
Medical Center). Associates in Internal Medicine is the faculty and
resident group practice of the Division of General Medicine at the
College of Physicians and Surgeons of Columbia University. As-
sociates in Internal Medicine provides primary care to approxi-
mately 18,000 adult patients from the surrounding northern Man-
hattan community each year.

The institutional review boards of Columbia Presbyterian
Medical Center and the New York State Psychiatric Institute ap-
proved the study protocol, including the Spanish translation of
data forms. All participants provided informed consent.

Participant Recruitment

A systematically selected group of consecutive adult patients
seeking primary care at the Associates in Internal Medicine prac-
tice were invited to participate. The patients were approached to
determine eligibility based on the seat they freely selected in the
practice waiting rooms. Eligible patients were ages 18 to 70 years,
had made at least one prior visit to the practice, could speak and
understand Spanish or English, and were waiting for scheduled
face-to-face contact with their primary care physician. Patients
were excluded from the study if their current health status pro-
hibited completion of the survey forms.

Because one aim of the study was to examine clinical detection
and management of primary care patients with bipolar depression,
we sought to limit the group to returning patients because these
patients were likely to be better known to the primary care physi-
cians than patients making their first clinic visit. There was also a
concern that because of the substantial patient burden of the rou-
tine clinical intake procedures, patient fatigue during the first visit
might compromise the quality of the research assessment.

The study focused on patients scheduled to see their primary
care physician. We excluded the substantial number of waiting
room patients who were scheduled to see other health care pro-
fessionals. Examples of such patients included patients treated
with oral anticoagulation therapy who were scheduled for pro-
thrombin time measurements, patients scheduled to see nurse
practitioners for routine Pap smears, and patients of a memory
disorders clinic, a podiatry clinic, and other subspecialty clinics
that share waiting rooms with the primary care practice.

A total of 3,807 patients were approached, 169 of whom (4.4%)
refused solicitation. Of the 3,638 who were prescreened, 2,291
(63.0%) were ineligible to participate. Inclusion criteria most fre-
quently unmet were 1) not being scheduled for face-to-face con-
tact with a primary care physician (56.5%), 2) not being between
18 and 70 years old (33.5%), and 3) not having made a previous
visit to the practice (16.7%). Less commonly, patients were ex-
cluded because they were unable to complete the survey forms

because of poor physical health (3.3%) or cognitive impairment
(1.6%). Of the 1,347 who met the eligibility criteria, 1,157 (85.9%)
consented to participate, and of these, 1,143 (98.8%) provided
sufficient information to be classified with respect to the Mood
Disorder Questionnaire, a brief self-report assessment of lifetime
bipolar disorder (20).

Sociodemographic and Clinical Assessment

The survey forms were translated from English to Spanish and
back-translated by a bilingual team of mental health profession-
als. All participants completed a sociodemographic history form
to assess age, sex, race/ethnicity, marital status, educational achieve-
ment, and annual household income. The participants also com-
pleted the Mood Disorder Questionnaire, a 15-item self-report as-
sessment of lifetime bipolar disorder based on DSM-IV criteria
(20). The standard Mood Disorder Questionnaire scoring for bi-
polar disorder requires endorsement of ≥7 total lifetime manic
symptoms with two or more co-occurring symptoms resulting in
moderate or serious functional impairment (20, 21). At this cutoff
point, the Mood Disorder Questionnaire was reported to have a
sensitivity of 0.281 and a specificity of 0.972 in a community sam-
ple (20) and a sensitivity of 0.73 and a specificity of 0.90 in an out-
patient psychiatric sample (21) with a Structured Clinical Inter-
view for DSM-IV (SCID) (22) diagnosis of bipolar I and bipolar II
disorders as the criterion standard. In the current analysis, the
participants who met or exceeded the standard Mood Disorder
Questionnaire scoring algorithm were considered to have screened
positive for a lifetime history of bipolar disorder.

The DSM-IV Primary Care Evaluation of Mental Disorders
(PRIME-MD) Patient Health Questionnaire (23) was used to as-
sess current symptoms of major depression, panic disorder, gen-
eral anxiety disorder, and past-year alcohol use disorder. Drug use
disorders were assessed with a module patterned after the
PRIME-MD alcohol use disorder module.

Health functioning was evaluated with the physical and mental
health component summary scores of the Medical Outcomes
Study 12-Item Short-Form Health Survey (24). Impairment was
evaluated with the 10-point self-rated social life and family life/
home responsibilities subscales of the Sheehan Disability Scale
(0=none, 1–3=mild, 4–6=moderate, 7–9=marked, 10=extreme)
(25). Because only 12.4% of the study patients were gainfully em-
ployed, the work subscale of the Sheehan Disability Scale was not
used. Items from the psychotic disorders section of the Mini In-
ternational Neuropsychiatric Interview (26) were administered to
assess lifetime and current history of hallucinations.

Self-report information was collected concerning mental health
treatment history, including lifetime hospitalization for psychiatric
care and past-month use of antidepressant, antimanic, and anti-
psychotic medications.

Analytic Strategy

The patients with current DSM-IV/PRIME-MD major depressive
disorder were first partitioned on the basis of Mood Disorder Ques-
tionnaire screening status into those with unipolar (negative
screening on the Mood Disorder Questionnaire) and bipolar (posi-
tive screening on the Mood Disorder Questionnaire) depression.
These two patient groups were compared with respect to sociode-
mographic characteristics, depressive symptoms, comorbid men-
tal disorders and symptoms, health functioning, and mental health
treatment, including use of antidepressant, antipsychotic, and an-
timanic medications. Comparisons between patient groups on cat-
egorical variables were made with the chi-square test, except when
the expected count fell below 5 in at least 20% of the cells, in which
case, Fisher’s exact test was used. Student’s t test was used for com-
parisons involving continuous variables. The alpha was set at 0.05
(two-tailed).
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Results

Sociodemographic Characteristics

In the study sample (N=1,143), the prevalence of unipo-
lar depression was 15.1% (N=173), and the prevalence of
bipolar depression was 4.6% (N=53). Both groups were
predominantly women, Hispanic, not married or cohabit-
ing, had received less than a high school education, and
had a total family income of less than $12,000 per year.
There were no significant group differences in age, sex,
race/ethnicity, marital status, educational attainment, or
household income (Table 1). In addition, 23.5% (N=53) of
the patients with current major depression were classified
as having bipolar depression, and 76.5% (N=173) were
classified as having unipolar depression.

Psychiatric Symptoms and Mental Disorders

The study groups were compared with respect to the
frequency of current depressive symptoms, defined as oc-
curring on one-half or more of the days during the past 2
weeks, and for suicidal ideation on any days during the
past 2 weeks. Compared with the patients with unipolar
depression, the patients with bipolar depression were sig-
nificantly more likely to report low self-esteem and sui-
cidal ideation but were less likely to report an appetite dis-
turbance (Table 2).

Comorbid generalized anxiety disorder occurred in more
than one-third of each group. In addition, the patients with
bipolar depression were significantly more likely than their
counterparts with unipolar disorder to meet criteria for cur-
rent alcohol use disorder and to report a lifetime history of
auditory or visual hallucinations (Table 2).

Health Functioning

A substantial majority of the patients with bipolar and
unipolar depression reported that their current general
health and mental health were fair or poor rather than
good, very good, or excellent. There were no significant
group differences on the two-factor Sheehan Disability
Scale score or on the physical or mental health compo-
nents of the Medical Outcomes Study 12-Item Short-Form
Health Survey (Table 2). For both groups, the Medical Out-
comes Study 12-Item Short-Form Health Survey scores re-
flected substantially lower health-related quality of life
than general community samples (27).

Mental Health Care

Roughly one-half of the patients with bipolar depres-
sion and unipolar depression reported having been given
a prescription for a psychotropic medication in the last
month. In both groups, antidepressants were the most
frequently reported psychotropic medication, followed

TABLE 1. Sociodemographic Characteristics of Patients With Unipolar Depression or Bipolar Depressiona in an Urban
General Medicine Practiceb

Characteristic

Patients With 
Unipolar Depression 

(N=173)c

Patients With 
Bipolar Depression 

(N=53)
Analysis (Unipolar Versus 

Bipolar Depression)

N % N % χ2 df p
Age (years) 1.96 3 0.58

18–44 42 24.3 13 24.5
45–54 59 34.1 21 39.6
55–64 51 29.5 16 30.2
65–70 21 12.1 3 5.7

Sex 0.75 1 0.39
Female 143 82.7 41 77.4
Male 30 17.3 12 22.6

Race/ethnicity 4.78 2 0.09
Hispanic 155 89.6 45 84.9
Non-Hispanic black 9 5.2 7 13.2
Non-Hispanic white or other 9 5.2 1 1.9

Marital status 1.00 3 0.80
Married/cohabiting 37 21.5 13 24.5
Separated/divorced 99 57.6 28 52.8
Widowed 10 5.8 2 3.8
Never married 26 15.1 10 18.9

Educational attainment 2.96 4 0.56
≤8th grade 81 47.4 20 37.7
9th to 11th grade 33 19.3 14 26.4
High school graduate 36 21.1 11 20.8
Some college or technical school 15 8.8 7 13.2
≥Four years of college 6 3.5 1 1.9

Household income (annual) 6.18 3 0.10
<$6,000 65 38.0 30 56.6
$6,000–11,999 77 45.0 15 28.3
$12,000–17,999 17 9.9 5 9.4
≥$18,000 12 7.0 3 5.7

a Based on patient self-report.
b See text for definitions of unipolar and bipolar depression.
c Number range is 171–173 owing to missing data.



Am J Psychiatry 162:11, November 2005 2149

OLFSON, DAS, GAMEROFF, ET AL.

http://ajp.psychiatryonline.org

by antipsychotic and antimanic medications. During the
past month, a significantly greater proportion of bipolar
than unipolar patients were treated with an antipsy-
chotic medication (Table 3). However, most of the pa-
tients with bipolar depression (N=17, 70.8%) who were
treated with antidepressant medications were not con-
currently treated with either an antipsychotic or anti-
manic medication.

The patients with bipolar depression were significantly
more likely than the patients with unipolar depression to
report a past psychiatric hospitalization (Table 3).

Discussion

In an urban general medicine practice that serves a pre-
dominantly low-income immigrant population, approxi-
mately one-quarter of the patients with current major de-
pressive disorder screened positive for a lifetime history of
bipolar disorder. This represented 4.6% of the participat-
ing patients. In a previous study (28), 2.8% of the adult pa-
tients in a suburban private family practice center with an
anxiety or depressive disorder had a history of bipolar I
disorder, and 18.5% had a history of bipolar II disorder.

In the current study, adult outpatients with bipolar de-
pression (a positive screening for current major depres-
sion and lifetime for bipolar disorder) were more likely
than those with unipolar depression to report suicidal ide-
ation, low self-esteem, a comorbid alcohol use disorder,
and a lifetime history of hallucinations and inpatient psy-
chiatric care. Suicidal behavior (29–31), substance use (8),
psychotic symptoms (8), and a history of inpatient psychi-
atric treatment (32) have been previously reported to be
common in patients with bipolar disorder. The observed
constellation of clinical characteristics in the current
study provides construct validity for the Mood Disorder
Questionnaire, which was used to screen for lifetime bipo-
lar disorder. However, because each of these characteris-
tics is nonspecific, none could be used to establish a life-
time diagnosis of bipolar depression.

Approximately one-half (49.0%) of the patients with bi-
polar depression reported recent treatment with an anti-
depressant medication. Roughly similar rates of use of
antidepressant medications among bipolar patients has
been reported in a large voluntary registry of adults with
bipolar disorder (33) during the month before registration

TABLE 2. Clinical Characteristics of Patients With Unipolar or Bipolar Depressiona in an Urban General Medicine Practice

Characteristic

Patients With 
Unipolar Depression 

(N=173)b

Patients With 
Bipolar Depression 

(N=53)c
Analysis (Unipolar Versus 

Bipolar Depression)
N % N % χ2 df p

Depressive symptomsd

Anhedonia 152 87.9 43 81.1 1.55 1 0.21
Depressed mood 164 94.8 51 96.2 0.18 1 1.00e

Insomnia or hypersomnia 157 91.3 49 92.5 0.07 1 1.00e

Low energy 156 91.2 46 86.8 0.90 1 0.34
Anorexia or overeating 144 83.7 35 67.3 6.70 1 0.01
Low self-esteem 120 70.2 44 84.6 4.27 1 0.04
Poor concentration 123 71.1 43 81.1 2.09 1 0.15
Psychomotor agitation or retardation 97 56.1 34 64.2 1.09 1 0.30
Suicidal ideation 21 12.1 16 30.2 9.65 1 0.002

Comorbid mental disordersd

Panic disorder 17 9.8 7 13.5 0.55 1 0.46
Generalized anxiety disorder 63 36.6 22 42.3 0.55 1 0.46
Alcohol use disorder 15 8.9 10 19.6 4.41 1 0.04
Drug use disorder 5 3.0 5 9.6 4.08 1 0.06e

Hallucinationsf

Current auditory or visual 60 35.5 19 36.5 0.02 1 0.89
Lifetime auditory or visual 91 52.6 38 73.1 6.85 1 0.01

Health functioning
General health is poor or fairg 144 83.7 44 86.3 0.29 1 0.66
Emotional health is poor or fairg 142 82.6 41 80.4 0.13 1 0.72

Mean SD Mean SD t df p
Health functioning

Score on Medical Outcomes Study 12-Item Short-Form 
Health Survey
Physical component summary score 36.3 10.6 34.4 10.5 1.11 219 0.27
Mental component summary score 33.6 11.0 32.6 9.5 0.59 219 0.56

Sheehan Disability Scale score 10.3 5.4 11.7 4.8 1.46 194 0.15
a Based on patient self-report.
b Number range is 168–173 owing to missing data.
c Number range is 51–53 owing to missing data.
d Based on positive screening on the Primary Care Evaluation of Mental Disorders.
e Fisher’s exact test, used when any cell had an expected count <5.
f Based on the Mini International Neuropsychiatric Interview.
g Compared with good, very good, or excellent (self-report).
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(57.1%) as well as for those from a national sample of bi-
polar patients treated in office-based psychiatric practice
(45.7%) (34).

A majority of the patients with bipolar depression who
were treated with antidepressant medications did not re-
ceive concurrent treatment with a mood stabilizer or an
antipsychotic medication. Because treatment with antide-
pressants without mood stabilizers or antipsychotic med-
ications may destabilize patients with bipolar disorder
(35, 36), antidepressants alone are not a recommended
treatment for bipolar disorder (5, 18, 19). However, there is
a role for antidepressants as an adjunctive treatment in bi-
polar depression. For example, treatment of bipolar de-
pression with a combination of an antidepressant (fluox-
etine) and an antipsychotic (olanzapine) is more effective
than treatment with an antipsychotic alone (37). In de-
pressed bipolar patients with low serum lithium levels
(≤0.8 meq/liter), antidepressants may also confer some
benefit, although antidepressants do not appear to be use-
ful adjunctive agents in depressed bipolar patients main-
tained on higher lithium levels (36). Well-controlled trials
also support the use of lamotrigine (38) and lithium (19) as
monotherapies for bipolar depression.

The current study has several limitations. First, the study
was conducted in an urban general medical practice that
serves a predominantly low-income urban immigrant
population, so the findings may not generalize to primary
care settings that serve other socioeconomic populations.
Second, the study excluded several patient groups that
may limit the generalizability of the findings and introduce
selection biases into the estimated prevalence and clinical
characteristics of bipolar depression in this clinic. Because
patients over 70 years of age were excluded, the results can-
not be safely extended to older adult primary care patients.
Systematically excluding patients not scheduled to see
their primary care physician and patients there for their
first visits may have further biased the study results. If, for
example, patients with bipolar disorder were overrepre-

sented among patients having their first visit because of
disorder-related interruptions in continuity of care, this ex-
clusion would reduce the estimated prevalence of bipolar
depression. Third, the lifetime bipolar disorder screening
was based on self-reports of past symptoms rather than ex-
pert-administered diagnostic interviews of current and
past symptoms that would have likely yielded more accu-
rate clinical information. Fourth, it is not possible with the
administered instruments to distinguish bipolar I from bi-
polar II depression. Finally, the mental health treatment
data were based on self-reports rather than administrative
or pharmacy records that would likely have provided a
more accurate representation of the actual use of mental
health services.

In an urban general medicine practice, evidence of a
lifetime history of bipolar disorder was relatively common
among adult patients with current major depressive disor-
der. Although patients with bipolar depression had some
indications of greater illness severity, they did not report
significantly more impairment. Because it may be difficult
to distinguish patients with bipolar depression from uni-
polar depression during the routine delivery of primary
care, a careful systematic assessment of lifetime manic
symptoms is urged before the initiation of antidepressant
medications for all patients presenting with a current ma-
jor depressive episode.
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TABLE 3. Mental Health Treatment of Patients With Unipolar or Bipolar Depressiona in an Urban General Medicine Practice

Treatment

Patients With 
Unipolar Depression 

(N=173)b

Patients With 
Bipolar Depression 

(N=53)c
Analysis (Unipolar Versus

Bipolar Depression)

N % N % χ2 (df=1) p
Any mental health treatment

Lifetime 120 69.8 37 72.6 0.15 0.70
Past year 89 51.7 26 53.1 0.03 0.87
Past month 81 47.1 23 46.9 0.00 0.99

Past psychiatric hospitalization 30 17.4 16 31.4 4.66 0.03
Prescribed psychotropic medication

Lifetime 113 65.7 36 70.6 0.42 0.52
Past year 90 53.3 30 60.0 0.71 0.40
Past month 85 50.3 26 52.0 0.05 0.83
Took antidepressant 77 47.0 24 49.0 0.06 0.80
Took antimanic 4 2.5 4 8.2 3.27 0.09d

Took antipsychotic 9 5.6 8 16.3 5.75 0.03d

a Based on patient self-report.
b Number range is 160–173 owing to missing data.
c Number range is 49–53 owing to missing data.
d Fisher’s exact test, used when any cell had expected count <5.
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