


Over the past 15 years, considerable
and much needed initiatives have been
undertaken to increase public and
clinical awareness of the prevalence,
signs, and symptoms of major
depressive disorder (unipolar major
depression). These initiatives have
certainly contributed to better
recognition, diagnosis, and treatment
of depression, leading to reductions in
morbidity and mortality from this
potentially devastating illness. However,
it is often forgotten that the symptoms
and episodes of unipolar depression
can also be a manifestation of bipolar
depressive or mixed episodes. This
differential diagnosis of depression is a
critical step in ensuring that
appropriate treatment is selected, since
antidepressant treatment of
misdiagnosed bipolar depression or
mixed episodes may lead to switches

into mania or hypomania, or
worsening of mixed episodes,
respectively.1

A number of studies indicate that
patients with bipolar disorder
presenting initially with a depressive
episode are often misdiagnosed as
having unipolar depression, leading to
delays in accurate diagnosis and
treatment complications. Hirschfeld et
al, in a survey conducted among
individuals with bipolar disorder who
were participants in the Depressive and
Bipolar Support Alliance (DBSA), found
that 60% of patients initially received a
diagnosis of major (ie, unipolar)
depressive disorder.2 Nearly 35% of
respondents to this survey also
reported experiencing symptoms of
bipolar disorder on average for 
10 years before being accurately

diagnosed and treated. In a second
national survey, using the Mood
Disorder Questionnaire (MDQ) to
screen for bipolar spectrum disorder
(bipolar I, II, or NOS disorders),
Hirschfeld et al again found that
bipolar disorder was undiagnosed in
80% of respondents, and that when
individuals had received a diagnosis, it
was most often major depressive
disorder.3 In a review of patients in their
clinic, Ghaemi et al found that in 32
patients with bipolar disorder who had
initially been diagnosed with depression
and treated with antidepressants alone,
55% switched into mania or hypomania
and 23% developed new or accelerated
rapid cycling.4 Hantouche et al found
that 72% of patients receiving treatment
for depression across a number of
clinical centers in France met criteria for
bipolar disorder (most commonly,
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for a history of hypomania or mania.5

These studies underscore the need to
conduct careful assessments of patients
presenting with depressive symptoms
for a current or past history of
hypomanic or manic symptoms. In
addition, they highlight the need for
clinical vigilance for the emergence of
hypomanic, manic, or mixed symptoms
prospectively during treatment of
patients diagnosed with major
depressive disorder.

The underdiagnosis of bipolar disorder
in patients with depressive presentation
is likely due to a number of factors.
The first mood episode of bipolar
disorder is often a depressive episode.
Thus, on cross-sectional evaluation, the
diagnosis of major depressive disorder
may, in fact, be accurate. Patients with
bipolar disorder may have experienced
prior manic or hypomanic episodes but
not recognized them as such nor
sought treatment for them until
suffering from a depressive episode.
Individuals with bipolar II illness may
not recognize hypomanic episodes as
problematic if they were associated
with mild euphoria, and increased
productivity. In addition, insight is often
impaired during acute mood episodes
in patients with bipolar disorder, and
during depressive episodes, individuals
may not be able to accurately recall
feeling any other way than depressed.

Fortunately, there are diagnostic clues
and screening tools to increase the
diagnostic accuracy of bipolar disorder
in patients presenting with depression.
First and foremost, an appreciation
that patients with bipolar disorder may
present for the first time for treatment
with a depressive episode implies that
the important step of simply, but
systematically, inquiring about a 

history of transient and untreated
manic or hypomanic symptoms should
lead to better diagnostic precision.
Second, obtaining collateral
information about manic symptoms
from family members may provide
evidence that the patient cannot recall
or does not recognize. Third, although
a family history of depression is more
common than bipolar disorder in
individuals with bipolar disorder, the
presence of a family history of mania
raises diagnostic suspicion about
bipolar disorder in patients presenting
with a depressive episode. Fourth,
bipolar disorder is very commonly
associated with comorbid anxiety,
substance use, eating and impulse
control disorders, as well as migraine.
These frequently associated comorbid
conditions should be screened for, and 

their presence would again raise the 
diagnostic suspicion for bipolar
disorder. Manning et al described a
number of other diagnostic clues for
bipolar disorder in patients presenting
with depression, summarized in 
Figure 1.6 Lastly the self-report screening
tool, the MDQ, has recently been
demonstrated to yield good sensitivity
for bipolar disorder, as shown in 
Figure 2.7 This screening tool does not
make the diagnosis, but a high number
of affirmative responses on this
questionnaire should trigger a careful
history of manic, hypomanic, and
mixed episodes.

In summary, practitioners should
carefully explore for personal and
family history of mania or hypermanic 
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Figure 1. Clues for detecting bipolar disorder in patients presenting with a depressive episode.6

1. Tempestuous interpersonal, legal, or occupational histories

2. Antidepressant-associated activation, restlessness, irritability, and insomnia

3. Antidepressant-resistant panic disorder or generalized anxiety disorder

4. Three or more failed antidepressant trials

5. Established family history of bipolar disorder, or loaded 3-generational history of mood disorder

6. Medication or substance-induced hypomania

7. Periodic depression with abrupt onset and termination, or with seasonal pattern, especially with 
psychomotor retardation and hypersomnia

8. Psychotic depression

9. Early onset of depression, especially in teenage years or as young adult

10. Spontaneous hypomanic episodes, even if “adaptive”

11. Premorbid hyperthymia, cyclothymia, irritable, or dysthymic temperament
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Figure 2. Operating Characteristics of the Mood Disorder
Questionnaire7 for Various Threshold Scores Among 
198 Patients From Outpatient Mood Disorder Clinicsa

a A score of 7 or higher (gray vertical line) was chosen as the optimal cutoff.
b In addition to achieving the threshold number of symptom items, the subject must also have indicated that the 

symptoms clustered in the same time period (“yes” on question 2) and caused moderate or serious problems 
(“moderate” or “serious” on question 3).
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