Tools to Improve Differential Diagnosis
of Bipolar Disorder in Primary Care

J. Sloan Manning, MD

Among patients seen in a primary care setting for depressive and/or anxiety symptoms, 20% to 30%
are estimated to have bipolar disorder. Although relatively common in primary care settings, bipolar
disorder is still underrecognized, primarily due to misdiagnosis as unipolar depression. Patients often
seek treatment when they are depressed but uncommonly present with mania or hypomania, the specific
markers of bipolar spectrum disorders. An awareness of the prevalence, characteristics, and predictors of
bipolar disorder can help the primary care physician to properly differentiate between bipolar depression
and unipolar depression. Completing a differential diagnosis of bipolar disorder requires obtaining a
comprehensive patient history that investigates symptom phenomenology and associated features, family
history, longitudinal course of illness, and prior treatment response. In addition to the clinical interview,
the Mood Disorder Questionnaire and the World Health Organization Composite International Diag-
nostic Interview 3.0 can be useful tools for evaluating patients for bipolar disorder. Screening patients at
risk for bipolar disorder will help to avoid the use of unproductive or possibly even harmful treatments.

(Prim Care Companion J Clin Psychiatry 2010;12[suppl 1]:17-22)

T he impact of bipolar disorder on patients and on the
community is substantial. Patients with bipolar disor-
der report more difficulties with work performance, more
disruptions in social life, and more difficulties with inter-
personal relationships and are more likely to report being
jailed or arrested than patients without bipolar disorder."
The impact continues even after syndromal recovery from a
bipolar episode, with patients, particularly those experi-
encing episodes with psychotic features, often not having
reached functional recovery 2 years later.’ In addition,
bipolar disorder is associated with increased rates of both
psychiatric and medical comorbidities,"” and with increased
rates of mortality from diseases such as cardiovascular dis-
ease and diabetes and from causes such as suicide, homicide,
or accidents.® Patients with bipolar disorder are frequent
users of health care,” and bipolar disorder may be the most
expensive psychiatric diagnosis to treat.®

In the past couple of decades, progress has been made in
recognizing the high rate of mental disorders among pri-
mary care patients. A prevalence rate of nearly 30%, when
including all psychiatric diagnoses, is now accepted, with
mood and anxiety disorders accounting for the majority of
these diagnoses.”"! In addition, although the community
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prevalence rate for bipolar disorder is about 4%," a large
study” (N=1,157) in an urban general medicine clinic
found nearly 10% of adult waiting room continuity patients
screened positive for bipolar disorder using the Mood
Disorder Questionnaire (MDQ)."

However, bipolar disorder among primary care patients
has often been underrecognized, primarily due to misdiag-
nosis. For example, in the general primary care population
mentioned above, more than two-thirds of those who
screened positive for lifetime bipolar disorder had sought
professional help for their symptoms, but the majority had
been diagnosed with depression and/or anxiety.” Only 8%
said they had ever received a diagnosis of bipolar disorder
(or manic depression), and few of those who screened posi-
tive for bipolar disorder were taking mood stabilizers. An
evaluation" conducted in a cohort of 108 consecutive anx-
ious and/or depressed patients in a family practice setting
identified 26% of the patients as having a bipolar spectrum
disorder. Similarly, Hirschfeld and colleagues'® screened a
population of 649 family practice patients taking an anti-
depressant for depression and, using structured diagnostic
interviews, estimated 27.9% of the patients as having bipo-
lar disorder. Additionally, an investigation of consecutive
patients with difficult to treat depression and anxiety re-
ferred to a primary mood disorder clinic found that 39%
had bipolar disorder."”

Recognizing bipolar disorder can be difficult, but the
examination of key elements of the patient’s history via
a clinical interview and the use of screening instruments
can be crucial tools in the differential diagnosis of bipolar
disorder. This article will address key topics to cover in
the clinical interview, as well as screening instruments for
bipolar disorder that have been validated for use in primary
care.
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For CrinicAL USE

# Bipolar disorder is a common but underrecognized diagnosis in primary health care settings.

€ Completing a differential diagnosis for bipolar disorder requires obtaining a patient history that
includes depressive symptoms and features, family psychiatric history, course of illness, and

treatment response.

# Instruments such as the Mood Disorder Questionnaire (MDQ) and the World Health Organization
Composite International Diagnostic Interview (CIDI) 3.0 can assist the physician in screening

patients for bipolar disorder.

CLINICAL INTERVIEW FOR BIPOLAR DISORDER

The Diagnostic and Statistical Manual of Mental Disor-
ders, Fourth Edition, Text Revision'® (DSM-IV-TR) criteria
for bipolar disorder require a current or past episode of
mania or hypomania. However, the most common symp-
tom of bipolar disorder is depression, with bipolar I patients
experiencing depressive symptoms more than 3 times as fre-
quently as manic or hypomanic symptoms'® and bipolar 1T
patients experiencing depressive symptoms approximately
39 times more often than hypomanic symptoms.” There-
fore, physicians should evaluate patients presenting with
depression for possible bipolar disorder, taking into con-
sideration not only the patient’s symptom phenomenology
but also associated features, family history, course of illness,
and history of treatment response (Table 1).*'

Symptoms and Associated Features of Bipolar Disorder

Certain symptoms may be more common in bipolar
depression than in unipolar depression. For instance, pa-
tients with bipolar depression more often experience atypical
depressive features such as hypersomnia, hyperphagia,
leaden paralysis, and rejection sensitivity. Mood lability,
psychotic symptoms, psychomotor retardation, and patho-
logical guilt are also more predictive of bipolar depression
than unipolar depression.”*

Hyperthymic and dysthymic temperaments can be
another early presentation or predictor of bipolar disorder
(Table 2).*** Associated features of bipolar disorder, which
can be helpful clues in the absence of a clear history of a
manic or hypomanic state, include multiple (>2) divorces,
tempestuous interpersonal relationships, romantic insta-
bility, use of multiple substances, an uneven employment
history or frequent change in occupation, frequent change
in city of residence, and legal and financial problems.>**

Besides major depressive disorder (MDD), bipolar
disorder may also be misdiagnosed as Axis II personality
disorders, typically borderline or histrionic personality disor-
der.””*® For example, both bipolar II disorder and borderline
personality disorder encompass irritability, impulsivity,
and affective lability. However, bipolar II disorder seems
to be associated more with attentional impulsiveness (eg,
inability to focus on a task; racing thoughts), while bor-
derline personality disorder is more related to nonplanning
impulsiveness (eg, inability to think through consequences
of actions).” Borderline personality disorder also appears
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to be associated with greater hostility than either bipolar
disorder or MDD.

Family History

Family history is an informative component of the differ-
ential diagnosis of bipolar disorder. The relatives of patients
with bipolar disorder are routinely more psychiatrically ill
than those of patients with unipolar illness.””*' The fam-
ily histories of patients with bipolar disorder may contain
multiple individuals with substance use disorders, MDD,
psychosis, multiple anxiety disorders, and attention-deficit/
hyperactivity disorder. The clinical interview may elicit a
family history of high levels of dysfunction and aberrant
behaviors that involve contact with the legal system or other
negative consequences of unstable mood, such as failed mar-
riages or work-related problems. A history of either multiple
first-degree and second-degree relatives with a major mood
disorder or consecutive generations with an identifiable
major mood disorder increases the likelihood that a patient
presenting with depression has bipolar disorder, as does hav-
ing a first-degree relative with an established diagnosis of
bipolar disorder and/or a positive lithium response.”**

Course of Illness

The longitudinal history of bipolar disorder can be con-
fusing and sometimes misleading. Episodes of depression
typically precede episodes of mania, perhaps by 5 to 10 years
(Figure 1)*'; this presentation can make a misdiagnosis of
unipolar depression more likely. However, bipolar disor-
der is associated with an earlier age at onset than unipolar
depression.”*** A retrospective study® of bipolar patients
found that more than one-fourth of the participants experi-
enced mood symptoms before the age of 13 years, and more
than one-third experienced symptoms between ages 13 and
18 years.

In addition to an early age at onset, the course of bipolar
disorder is characterized by more recurrence than MDD.***
Some patients with bipolar disorder may experience a sea-
sonal component™ or rapid cycling of episodes.*

Treatment Response

Antidepressant nonresponse may be another indica-
tor that the patient has bipolar disorder rather than MDD.
Patients who have experienced no response to 3 or more
antidepressant trials for depression should be evaluated
for bipolar disorder, as antidepressants typically are not
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Table 1. Bipolar and Unipolar Depression: Distinguishing
Factors®

Data Category/Diagnostic Variable Bipolar ~ Unipolar
Phenomenology (morbid and temperamental)
Spontaneous hypomania +++ -
Atypical depression + +/-
Premorbid affective temperament, particularly ++ -
hyperthymic or cyclothymic temperament
Mood lability ++ -
Increased mental/physical energy during ++ -
depressions
Pedigree
Family history of bipolar disorder or ++ -
response to lithium
Loaded pedigree for the disorder ++ +/-
Longitudinal course
Marital discord, frequent change in line of ++ +
work or frequent relocation
High frequency of episodes ++ +
Early onset (age < 26 y) of mood disturbance ++ +
Treatment response
Treatment-emergent hypomania/mania/ +++
mixed states”
>2 Antidepressant failures ++ +

“Reprinted with permission from Manning et al.*!

®DSM-IV does not recognize treatment-emergent hypomania/mania as
specific for bipolar illness. However, scientific evidence increasingly
suggests otherwise.”*

Symbols: + =approximated extent of presence in diagnostic
category, — =not present.

Table 2. Temperamental Profiles*

Temperament Profile

Dysthymic Gloomy, pessimistic, hypercritical, passive,
worrying, and conscientious with tendency
to oversleep (> 10 hours/night)

Hyperthymic Cheerful, overconscientious, impulsive, vigorous,
meddlesome, uninhibited, and stimulus-seeking
with tendency to undersleep (<6 hours/night)

Cyclothymic Cycling of moods from hypersomnic and introverted
with psychomotor inertia to uninhibited and
people-seeking with restless pursuit of activity

Irritable Moody with angry, unprovoked outbursts; dysphoric

restlessness; and intermittent insomnia

“Reprinted with permission from Cunningham et al.*®

effective for bipolar depression. Conversely, patients may
experience an uncharacteristically rapid response, usually
an abrupt mood switch soon after starting the antidepres-
sant, as antidepressants may trigger hypomania, which can
be misinterpreted as a true response but which typically is
erratic, lasting only days to a few weeks. Antidepressants can
also mobilize full manic episodes or even mixed episodes,
in which mania and depression exist at the same time. Sub-
optimal responses or antidepressant-induced hypomanic or
mixed states can lead to the prescription of additional medi-
cations to treat symptoms such as agitation or anxiety, and
to dose increases, augmentations, or switching of agents to
treat the depression, but without a stable response.””*'

SCREENING INSTRUMENTS
FOR BIPOLAR DISORDER

Once a patient’s symptoms, associated features, family
history, course of illness, and treatment response have been
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Figure 1. Longitudinal Course of Bipolar I Illness*
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*Reprinted with permission from Manning et al.*'
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investigated, screening instruments may be helpful tools in
further evaluating and differentiating mood symptoms. Two
screening instruments for bipolar disorder that have been
validated in the primary care setting are the MDQ and the
Composite International Diagnostic Interview (CIDI).

Mood Disorder Questionnaire

The MDQ is a patient self-report instrument consisting
of 3 questions (Table 3)." The first question is composed
of 13 items describing mood or behaviors, which the pa-
tient endorses as either being present or not present during
a previous period of abnormal mood. The next 2 questions
establish the concurrence of any symptoms endorsed in the
first question and the severity of functional impairment
caused by the symptoms. If the patient endorses at least 7
of the 13 symptom items, confirms the concurrence of 2 or
more symptoms during the same period of time, and rates
his or her functional impairment due to the symptoms as
moderate to severe, then the MDQ screen is considered
positive.

A large validation study of the MDQ was conducted by
Hirschfeld and colleagues'® and included 649 patients in a
family practice clinic who were receiving antidepressants
for depression. Patients who screened positive on the MDQ
then received the Structured Clinical Interview (SCID),*
which is administered by a trained interviewer, for diagnos-
tic confirmation. The MDQ was found to have a sensitivity
of 58% and specificity of 93% for detecting bipolar disorder
in primary care, which compared favorably to an earlier vali-
dation conducted in an outpatient psychiatric setting."

Composite International Diagnostic Interview

Another bipolar disorder screening instrument of value
to primary care physicians is the World Mental Health Sur-
vey Initiative version® of the World Health Organization
CIDI 3.0 (Table 4).**** The CIDI 3.0 is a brief structured
clinical interview with 2 stem questions that are designed
to identify distinct periods of elevated or expansive mood
or persistently abnormal irritable mood (ie, the DSM-IV-TR
Criterion A requirement for a manic or hypomanic episode).
For those patients who answer a stem question affirmatively,
a Criterion B screening question then checks for associated
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Table 3. Mood Disorder Questionnaire®

1. Has there ever been a period of time when you were not your usual self and ...
.. you felt so good or so hyper that other people thought you were not your normal self or you were so hyper that you got into trouble?
.. you were so irritable that you shouted at people or started fights or arguments?

.. you felt much more self-confident than usual?

.. you got much less sleep than usual and found you didn’t really miss it?

.. you were much more talkative or spoke faster than usual?

.. thoughts raced through your head or you couldn’t slow your mind down?
.. you were so easily distracted by things around you that you had trouble concentrating or staying on track?

.. you had much more energy than usual?
.. you were much more active or did many more things than usual?

.. you were much more social or outgoing than usual, for example, you telephoned friends in the middle of the night?

.. you were much more interested in sex than usual?

.. you did things that were unusual for you or that other people might have thought were excessive, foolish, or risky?

.. spending money got you or your family into trouble?

YES NO

Ooooooooooooogoo
Oo0ooooOoooooon

2. If you checked YES to more than one of the above, have several of these ever happened during the same period of time?

Please circle one response only.
YES

NO

3. How much of a problem did any of these cause you—like being unable to work; having family, money, or legal troubles; getting into

arguments or fights? Please circle one response only.

No Problem Minor problem

Moderate problem

Serious Problem

*Reprinted with permission from Hirschfeld et al."*

Table 4. Questions Used in the CIDI-Based Bipolar Disorder
Screening Scale®

I. Stem questions

1. Some people have periods lasting several days or longer when they feel
much more excited and full of energy than usual. Their minds go too
fast. They talk a lot. They are very restless or unable to sit still and they
sometimes do things that are unusual for them, such as driving too
fast or spending too much money. Have you ever had a period like this
lasting several days or longer?”

2. Have you ever had a period lasting several days or longer when most
of the time you were so irritable or grouchy that you either started
arguments, shouted at people, or hit people?

I Criterion B screening question

—

. People who have episodes like this often have changes in their
thinking and behavior at the same time, like being more talkative,
needing very little sleep, being very restless, going on buying sprees,
and behaving in ways they would normally think are inappropriate.
Did you ever have any of these changes during your episodes of being
(excited and full of energy/very irritable or grouchy)?

II1. Criterion B symptom questions

Think of an episode when you had the largest number of changes like
these at the same time. During that episode, which of the following
changes did you experience?

1. Were you so irritable that you either started arguments, shouted at
people, or hit people?*

2. Did you become so restless or fidgety that you paced up and down
or couldn’t stand still?

3. Did you do anything else that wasn’t usual for you — like talking
about things you would normally keep private, or acting in ways
that youd usually find embarrassing?

4. Did you try to do things that were impossible to do, like taking on

large amounts of work?

. Did you constantly keep changing your plans or activities?

. Did you find it hard to keep your mind on what you were doing?

. Did your thoughts seem to jump from one thing to another or race
through your head so fast you couldn’t keep track of them?

. Did you sleep far less than usual and still not get tired or sleepy?

. Did you spend so much more money than usual that it caused you
to have financial trouble?

NN

\O oo

*Reprinted with permission from Kessler et al.*®

“If this question is endorsed, the irritability stem question is skipped and
the respondent goes directly to the Criterion B screening question.

“This question is asked only if the euphoria stem question is endorsed.

Abbreviation: CIDI = Composite International Diagnostic Interview.
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symptoms of mania. Patients who endorse this screening
question are then asked to answer 15 yes-or-no Criterion B
symptom questions; those who endorse 3 or more symptoms
are asked additional questions to establish episode duration,
severity of role impairment, and possible organic causes.

The CIDI 3.0 instrument has good discriminatory ability
for the identification of bipolar disorder, depending on the
number of manic symptom endorsements in the Criterion B
symptom questions. A validation study* found high concor-
dance rates with the SCID for diagnosing bipolar disorder,
with the positive predictive value of the CIDI 3.0 being 41%
to 88% depending on the bipolar spectrum disorder. The
CIDI 3.0 was also validated across useful subsamples of the
original study group (eg, high utilizers of primary care and
low-income patients). This study also identified a brief ver-
sion of the CIDI using the stem questions, the Criterion B
screening question, and a subset of 9 questions of the 15
Criterion B symptom questions; this brief CIDI had a posi-
tive predictive value of 31% to 52%. Administering the CIDI
has the potential added value of educating the primary care
physician on an effective clinical interview using questions
about bipolar disorder that are highly correlated with the
proper diagnosis.

Practical Aspects of Screening

Screening instruments by themselves do not make a
diagnosis, but the results are helpful when combined with
the clinical interview, which elicits the key historical ele-
ments previously discussed. Using multiple screening tools
might improve accuracy and correlation with the results of
the clinical interview. For example, the MDQ and the CIDI
3.0 approach screening for bipolar disorder in different ways.
The MDQ asks the patient to self-report previous symptoms
of mania and the impairment from those symptoms in or-
der to identify a manic episode, while the CIDI 3.0 frames
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