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    PRETEST AND OBJECTIVES

The educational activity in this journal has been planned and implemented in accordance with the Essential Areas and Policies of
the Accreditation Council for Continuing Medical Education (ACCME). Articles are selected for CME credit designation on the
basis of our assessment of the needs of readers of The Primary Care Companion, with the purpose of providing readers with a
curriculum of CME articles on a variety of topics throughout each volume. There are no prerequisites for participation in this CME
activity.

To obtain credit, please study the designated article and complete the posttest.

Accreditation Statement
Physicians Postgraduate Press, Inc. is accredited by the ACCME to provide continuing medical education for physicians.

Credit Designation
Physicians Postgraduate Press, Inc. designates this educational activity for up to 1 hour of Category 1 credit toward the American
Medical Association Physician’s Recognition Award. Each participant should claim only those hours of credit that he/she actually
spent in the educational activity.

Date of Original Release/Review
This educational activity is eligible for CME credit through December 31, 2003. The latest review of this material was August 2002.

Educational Objective
After studying the article by Manning et al., the participant will be able to:

• Describe the differences in symptoms and treatment of unipolar and bipolar disorder.

This pretest is designed to facilitate your study of the material.

  1. A significant source of treatment resistance in depression may be unrecognized bipolar spectrum illness.
a. True
b. False

Pretest answer and Posttest on page 151.

Disclosure of Off-Label Usage
The authors of this article have determined that, to the best of their knowledge, bupropion, lithium, and olanzapine are not approved
by the U.S. Food and Drug Administration for the treatment of bipolar depression; and carbamazepine, gabapentin, and lamotrigine
are not approved for the treatment of bipolar disorder.
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he 1990s saw an unprecedented emphasis and
change in the clinical approach to depression in

rates for antidepressant monotherapies6 and, paradox-
ically, reports of treatment-emergent adverse responses, at
times reported in dramatic fashion in the media.

A significant source of this treatment resistance and
both patient and physician frustration may be unrecog-
nized bipolar spectrum illness presenting as “unipolar”
major depression.7,8 Patients with such “pseudo-unipolar”9

illnesses, when treated with antidepressant monotherapy,
are unlikely to respond adequately and are at significant
risk of treatment-emergent hypomania/mania, anxious and
agitated states that represent a shift to a bipolar mixed
state, and a rapid-cycling course10—all of which are forms
of complicated and highly refractory mood disorders.11

Treatment with mood stabilizers either alone or in con-
junction with an antidepressant may therefore be required
for illness remission.12

An understanding of the bipolar spectrum and its
presentation in primary care, proper assessment, and treat-
ment approach can enable clinicians to benefit from ad-
vances in the treatment of bipolar illness. This under-
standing will also provide opportunities to successfully
intervene in many clinical scenarios as an alternative to
or during transition to specialty care. This article focuses
on the diagnosis and treatment of bipolar spectrum disor-
ders and highlights differences between bipolar and uni-
polar illness.

DEFINITION OF THE BIPOLAR SPECTRUM

The connection between melancholia and mania has
been recognized since ancient times. In the early 1900s,
the German psychiatrist Kraepelin13 offered descriptions
and definitions of a spectrum of mood aberrations that
endure to the present. Kraepelin, who coined the term
manic-depressive, viewed the illness as a continuum
of morbidity ranging from extremes of exalted mood and
increased activity (mania) to periods of despondency and
sluggishness of thought and action (depression). A recent
revival of the spectrum concept based in biological, ped-
igree, and prospective studies that link the 2 extreme
manifestations of the illness with mixed depressed/excited
presentations and other less extreme excited states has
emerged due to the work of Dunner,14 Akiskal,15 Angst,16

Goodwin and Jamison,17 and others. This concept has not
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primary care settings. Motivated by the knowledge that
depressive disorders are common and treatable; encour-
aged by educational efforts sponsored by government,
industry, and advocacy groups; and armed with new anti-
depressants considered efficacious, tolerable, and safe,
many primary care practitioners became comfortable
with treating this clinical entity, which has significant
personal, interpersonal, occupational, and social costs.1–3

Improvements in the clinical management of depressive
disorders have produced significant gains in clinical out-
comes and practice satisfaction.4,5 However, emerging
data indicate a ceiling effect on response and remission

T
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been heavily emphasized in recent American psychiatric
nosology contained in the Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition (DSM-IV),18

and its predecessors, though some subcategorization is
included, as described below.

The bipolar spectrum includes, but is not limited to,
bipolar I (mania), bipolar II (major depression and hypo-
mania), depressions with possibly pharmacologically
mobilized hypomania, cyclothymic disorder (“minor” de-
pression and hypomania), depression arising from tem-
peramental hypomanic traits, depression on a cyclothymic
temperamental baseline, and periodic depression respon-
sive to mood stabilizers.7,19 Only the first 3 diagnoses are
specifically included in the current version of the DSM,
while the others are subsumed as bipolar disorder not oth-
erwise specified (NOS). For primary care physicians, the
disorders classified under the NOS category are often
most relevant. DSM-V may redefine bipolar disorder to
include some additional bipolar spectrum illnesses.7

EPIDEMIOLOGY OF THE BIPOLAR SPECTRUM
AND ITS POTENTIAL IMPACT ON

PRIMARY CARE PSYCHIATRY

When bipolar disorder is narrowly defined as requiring
manic states, most studies find a general population prev-
alence of around 1%.20,21 When the definition is expanded
to include bipolar II disorder and related conditions, the
prevalence increases to as much as 5%.22 Other estimates
have reported even higher rates,23 but a figure consider-
ably expanded beyond that of the older investigations
(1%) to at least 5% is reasonable.

High prevalence of bipolarity in both outpatient psy-
chiatric24,25 and primary care settings26,27 has been reported
on the basis of histories sensitive for bipolar elements,
careful examination of family history, and prospective
follow-up. Only one third of mental health services are
delivered in the specialty mental health sector,28 leaving
the remaining two thirds to be delivered elsewhere by
nonpsychiatrists, principally in the primary care sector;
this suggests that generalists care for the majority of those
with bipolar illness. The recognition of bipolar disorder
has been problematic even in the specialty mental health
sector, with delays in correct diagnosis of 8 to 12 years.29

Much of this delay appears to reflect misdiagnosis as
unipolar depression,30,31 overlooking bipolar features and
thereby potentially promoting inappropriate treatment
choices.32

CLINICAL EVALUATION

Diagnosis
Since no clinically available biological markers with

sufficient sensitivity and specificity exist, the diagnosis
of bipolar illness depends on accurate history taking,

exploration of family pedigree, and longitudinal examina-
tion during treatment. Diagnosis is an integrative process
in which experienced clinicians using multiple sources of
information over time are the gold standard.33 Though an
average single primary care visit may be inadequate to
complete such an assessment, serial observations com-
bined with self-report instruments and psychoeducation
make this assessment eminently possible for motivated
clinicians and patients. Those in primary care may be well
positioned to make these diagnoses because of continuity
of care and opportunities to observe patients closely
within the family systems they care for.

The usual clinical process contains steps that are com-
mon to all patient interactions. The state of dysfunction
and impairment must be recognized, pertinent medical
conditions and psychosocial comorbidities assessed, and
a differential diagnosis formulated. Diagnostic confir-
mation of bipolar disorders includes careful assessment of
the morbid phenomenology (presenting signs and symp-
toms), temperamental predisposition, longitudinal course
of the illness, previous responses to treatment, and a mul-
tigenerational review of family history. These steps do not
all need to be made in an initial visit, and full confir-
mation often requires information from collateral sources.
Steps that ensure proper diagnosis often lay strong foun-
dations for solid therapeutic alliances between patients
and clinicians, which allow candid discussions about
treatment modalities and lead to appropriate selection and
better compliance.

The morbid phenomenology of bipolar disorders has
traditionally hinged on identifying periods of abnormal
expansive or irritable mood that cause significant dys-
function and that are not the result of another general
medical illness or substance. These periods of expansive
mood, mania and hypomania, are described in DSM-IV
(Table 1).18 Those meeting the criteria for a manic episode
are diagnosed with bipolar I disorder. Those experiencing
periods of expansive/irritable mood of lesser duration and
severity plus an episode of major depression are diag-
nosed with bipolar II disorder, the most prevalent form of
bipolar illness.34 It should be noted, however, that bipolar
I patients often experience hypomania, and the diagnosis
can be modified to communicate a most recent episode of
hypomania. Hypomania, by definition, is nonpsychotic.
Of significance is the fact that patients, when interviewed
in a depressed episode, may not remember past hypoma-
nia.35 External sources of information are important, and
the DSM-IV requires observation of the hypomania by
others to confirm the diagnosis. Though the DSM-IV
requires a hypomania duration of 4 days, a duration of
2 to 3 days does not seem to reduce diagnostic speci-
ficity.36 The mean modal duration of hypomania was
found to be 1 to 3 days in one study.37 A large prospective
study found temperamental factors to be more predictive
than DSM-IV hypomanic episodes in the diagnosis of
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bipolar illness.38 Hypomania may be an abrupt “switch”
from a depressed to an energetic state, typically occurring
in the morning on arising (1–2 hours before one’s usual
awakening) or in the late evening, which may be preceded
and followed by a period of hypersomnic, retarded de-
pression and, though usually elated or euphoric in quality,
can be mixed with severe irritability, especially as the
hypomania continues.15

Clinicians need to be aware of the phenomenon of
antidepressant-induced hypomania/mania. This type of
response typically occurs within the first 2 weeks of
antidepressant therapy and is characterized by sudden
switches from depression into symptoms of expansive
mood or restless agitation and insomnia with racing
thoughts. These abrupt “recoveries” are often welcomed
by patients and their clinicians, but are short lived, and
their disappearance may prompt an increase in antidepres-
sant doses to regain the improvement. In many of these
cases, further increases in antidepressant doses fail to rep-
licate the initial switch and may incite the periods of
intense dysphoria, insomnia, irascibility, and restlessness
seen in bipolar mixed states. Tricyclic antidepressants are
more prone to cause switching than selective serotonin
reuptake inhibitors. There is evidence that bupropion and
monoamine oxidase inhibitors (MAOIs) are less likely to
cause hypomanic/manic switches and rapid cycling.39

The emergence of resistance to antidepressant therapy
is also common in bipolar disorder. The first episode of
antidepressant therapy may be quite successful, only to be
followed in subsequent episodes by nonresponse, partial
response, or the treatment-emergent problems discussed
earlier. While unipolar treatment-resistant depression
may be effectively treated with antidepressant combina-

tion or augmentation strategies, failure to respond to 3 or
more adequate antidepressant trials suggests an increased
likelihood of bipolar illness.40

Differential Diagnosis
Depressive episodes associated with bipolar II disorder

can sometimes be difficult to distinguish from unipolar
depression. For example, primary care physicians may first
suspect bipolar disorder only after symptoms of mania are
precipitated by an antidepressant or if depressive symp-
toms do not respond to an antidepressant. In one major
investigation, mood lability, depressions mixed with in-
creased mental or physical energy, intense daydreaming,
and social anxiety were significantly associated with bi-
polar II disorder over unipolar depression.38 Mood lability
alone was 86% specific. This study also suggested that Axis
II personality features mixing cluster B (erratic) and clus-
ter C (avoidant) were more common in bipolar II patients.

Table 2 summarizes the performance of various factors
in determining whether patients who first present with
depression are ultimately diagnosed as having unipolar or
bipolar disorder. Bipolar depressions often take on the
features of “atypical depression,” with greater tendency
for emotional reaction to external events than is typical for
depression, as well as hypersomnia, hyperphagia, and re-
jection sensitivity. The predictive value of atypical depres-
sion as an early indicator of bipolarity has been the subject
of much debate, but recent longitudinal studies using sen-
sitive interviews have found a high rate of bipolar disorder
in those affected.41 Atypical depressions, with symptoms
such as increased appetite and increased sleep, are more
common in younger females with an early onset of
depressive episodes and predict a nonresponse to tricyclic

Table 1. DSM-IV Criteria for Manic and Hypomanic Episodea

Manic Episode Hypomanic Episode

Abnormally and persistently elevated, expansive, or irritable Distinct period of persistently elevated, expansive, or irritable
mood lasting ≥ 1 week (or any duration if hospitalization is mood lasting ≥ 4 days, clearly different from the usual
necessary) nondepressed mood

During the mood disturbance period, ≥ 3 of these symptoms During the mood disturbance period, ≥ 3 of these symptoms
have persisted (4 if the mood is only irritable) and been present have persisted (4 if the mood is only irritable) and been present
to a substantial degree: to a substantial degree:

Inflated self-esteem or grandiosity Inflated self-esteem or grandiosity
Decreased need for sleep Decreased need for sleep
More talkative than usual or pressure to keep talking More talkative than usual or pressure to keep talking
Flight of ideas or racing thoughts Flight of ideas or racing thoughts
Distractibility Distractibility
Increase in goal-directed activity or psychomotor agitation Increase in goal-directed activity or psychomotor agitation
Excessive involvement in pleasurable activities Excessive involvement in pleasurable activities

despite the potential for negative consequences despite the potential for negative consequences
Symptoms do not meet the criteria for a mixed episode Episode is associated with an unequivocal change in functioning

uncharacteristic of the person when not symptomatic
Mood disturbance is severe enough to cause marked impairment Disturbance in mood and change in functioning are observable

in occupational or social functioning or to necessitate by others. Episode not severe enough to cause marked impairment
hospitalization to prevent harm to self or others, or in occupational or social functioning or necessitate hospitalization,
psychotic features are present and no psychotic features are present

Symptoms are not due to direct physiologic effects of a substance Symptoms are not due to direct physiologic effects of a substance
or a general medical condition or a general medical condition

aAdapted from American Psychiatric Association.18
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antidepressants and a greater responsiveness to MAOI an-
tidepressants. At the very least, the presence of atypical
depression should serve as an impetus to screen carefully
for evidence of bipolarity.

Temperament is another aspect of early detection of
bipolar disorders. Temperament may be defined as early-
onset (childhood or adolescence), nonimpairing (subsyn-
dromal), habitual traits observable by others that precede
and endure episodes of disturbed mood. Temperaments
differ from personality disorders and other long-term con-
ditions in that they do not necessarily constitute any
pathology or impairment. For example, cyclothymic per-
sonality disorder and dysthymic disorder, according to
DSM-IV, are considered mental illnesses, whereas cyclo-
thymic and dysthymic temperaments are not. The impor-
tance of temperament was put forth by Kraepelin,13 later
championed by Kretschmer,42 and more recently opera-
tionalized by Akiskal and Mallya, who outlined criteria
for hyperthymic, dysthymic, cyclothymic, and irritable
temperaments.15,43

Hyperthymic temperaments are more “manic,” and
persons with these temperaments may be overinvolved,
overconfident, euthymic, excessively talkative, extra-
verted, highly energetic, and habitual short sleepers. Dys-
thymic persons, on the other hand, tend to worry and are
more introverted, self-critical, pessimistic, preoccupied
with inadequacy and failure, and habitually hypersom-
nolent. Cyclothymic temperaments chronically alternate
between hyperthymic and dysthymic features. For ex-
ample, a person with cyclothymic temperament will expe-

rience hypersomnia alternating with decreased need for
sleep, or quiet phases alternating with disproportionate
talkative periods. Irritable temperaments include exces-
sive complaining, impulsive behavior, dysphoric restless-
ness, and habitual moodiness. Awareness of affective tem-
peraments helps clinicians recognize early presentations
of bipolar illness. Temperamental presentations in the
children of bipolar patients are common and may offer op-
portunities to intervene before disruptive episodes occur.
Hyperthymic and cyclothymic temperaments are particu-
larly associated with bipolar disorders.11,44 The irritable
temperament is a subsyndromal mixing of dysthymic and
hyperthymic temperaments and often an extension of cy-
clothymic precursors. It may be viewed as a temperamen-
tal mixed state.

Family History
Close examination of a patient’s family history is

invaluable in the early and accurate detection of bipolarity.
Most affected children of bipolar I probands have illnesses
that pursue a predominately depressive course.45 In the ab-
sence of a history of a clear manic episode in the patient
presenting, eliciting during an interview a positive re-
sponse for a parent or sibling with the disorder should
arouse strong suspicions of bipolarity. Bipolar pedigrees
also differ from those of unipolar illness in that they are
more loaded for mood disorders and related conditions
(substance abuse/dependency, sociopathy, etc.).15

Longitudinal Course
The longitudinal courses of bipolar and unipolar illness

also differ significantly. Bipolar illness typically begins
during childhood or adolescence (usually earlier than
26 years of age). Depressive episodes usually precede
hypomanic or manic episodes. Indeed, minor mood aber-
rations in either the depressive (more common) or manic
(less common) direction are easily overlooked in younger
patients and attributed to age-appropriate excitability and
reactions to external contexts. Careful examination of
pedigree and longitudinal course are important in the eval-
uation of “minor” mood fluctuations that may be heralds
of syndromal illness and resulting dysfunction.

Figure 1 represents the longitudinal course of bipolar
disorder. Hypomania and minor depressive episodes often
precede a full-blown major mood episode, but are rarely
diagnosed as such until a more intense episode is recog-
nized. Diagnosis is more likely when these minor episodes
occur frequently or become chronic. Major depressive epi-
sodes usually occur before mania in bipolar disorders.
Careful history taking is necessary to uncover possible
hypomanic episodes that may have preceded these epi-
sodes, greatly assisting the physician in recognizing that a
patient probably has bipolar and not unipolar disorder.
Uncovering such episodes, as well as gathering additional
clues from family history, enduring temperaments, per-

Table 2. Bipolar and Unipolar Depression: Distinguishing
Factorsa

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/ +++ . . . b

mixed states
> 2 Antidepressant failures ++ +

aSymbols: + = approximated extent of presence in diagnostic
category, – = not present.
bDSM-IV does not recognize treatment-emergent hypomania/mania as
specific for bipolar illness. However, scientific evidence increasingly
suggests otherwise.73–77
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sonality traits, and functional disturbances, is crucial to
initiating proper therapies.

Mood stabilizer therapy (in combination with an anti-
depressant when appropriate) would attenuate mood el-
evations and depressions, if initiated at appropriate times.
By contrast, antidepressant prescription in the absence of
a mood stabilizer risks precipitating hypomanic or manic
episodes and may accelerate cycling frequency.30

SCREENING FOR BIPOLAR DISORDER

For the screening of bipolar disorder, a self-
administered questionnaire recently proposed by
Hirschfeld and colleagues has been validated to some
extent in outpatient specialty mood disorder centers, but
the populations used to evaluate the instrument had pre-
dominately bipolar I illness.46 In these more classically ill
patients in tertiary care settings, the Mood Disorder Ques-
tionnaire (MDQ) achieved sensitivity and specificity of
73% and 90%, respectively. However, most bipolarity is
in the “soft” bipolar spectrum (bipolar II and related dis-
orders). At present, limited data on sensitivity, specificity,
or predictive value exist for the MDQ in this part of the
bipolar spectrum. Validation of the MDQ in primary care
settings is needed to achieve greater applicability to bi-
polar spectrum disorders. More sensitive instruments that
assess enduring traits of patients with bipolar disorder
would also be useful.19

TREATMENT OF
BIPOLAR SPECTRUM ILLNESS

The treatment of bipolar spectrum illness begins with
recognizing that mood stabilization is essential to illness
remission. A number of mood stabilizers are available and
are listed in Table 3.

Lithium has been used in the mood stabilization of
bipolar illness since the early 1970s. It is effective in pre-
dominantly euphoric manic states, especially in patients
with non–rapid cycling illness (≤ 4 mood switches per
year). To date, lithium is the best-established agent for
relapse prevention in bipolar disorder, and is the only
one with a U.S. Food and Drug Administration–approved
indication for maintenance therapy. Lithium has been
shown to be an effective augmentation of antidepressants
for both unipolar and bipolar patients,47 and some have
reported favorable results as a monotherapy for bipolar
depression, but a recent review concluded that its efficacy
is not clear.48 Lithium use may have significant disadvan-
tages, however. These include lack of efficacy as a pri-
mary agent in mixed presentations, a narrow therapeutic
window, teratogenicity, and a side effect profile that may
limit patient adherence. Nephrogenic diabetes insipidus
(due to competitive inhibition of antidiuretic hormone
in the renal collecting tubules), nausea, diarrhea, tremor,
and negative cognitive effects are common with lithium
levels in the therapeutic range. Subjective impression of
“memory impairment” is the most common explanation
by patients for noncompliance with lithium.49 Lithium-
associated hypothyroidism may affect ≥ 20% of patients
on lithium maintenance therapy. Regular thyroid monitor-
ing is advisable. Though lithium is not nephrotoxic at
therapeutic doses, lithium toxicity has been associated
with permanent renal insufficiency. Periodic monitoring
of renal function is advisable. Dose adjustments may be
necessary, as renal function declines with age. In spite
of these limitations, lithium continues to have a role in
the management of bipolar illness, particularly in doses in
the lower therapeutic range or just below the traditional
therapeutic range in combination with other mood stabi-
lizers. It may be especially useful in the treatment of bi-
polar depression.

Several antiepileptic drugs are potentially useful in bi-
polar illness.50 Reports of efficacy date to the early 1960s
for valproic acid and the 1970s for carbamazepine.
Gastrointestinal side effects limited the use of valproic
acid, but the introduction of divalproex in the late 1980s
enabled extensive clinical testing and use. Divalproex has
demonstrated effectiveness in acute mania, as well as
for the manic aspects of mixed presentations. We are not
aware of any controlled evidence of antidepressant ef-
ficacy. Open-label maintenance data are promising, but
neither divalproex nor lithium was effective in the only
placebo-controlled trial of divalproex maintenance to
date.51 Plasma level monitoring is recommended, with the
aim of maintaining levels from 50 to 125 ng/mL. The
most common adverse effects are nausea, diarrhea, cogni-
tive blunting, somnolence, hair loss, and tremor. Weight
gain occurs over a number of months. These effects may
be limited in patients taking maintenance divalproex by
using the extended-release formulation of the drug. El-

Mania Threshold

Subsyndromal Period

Major Depression Threshold

Elevated
Mood

Depressed
Mood

S
ev

er
ity

Time

Figure 1. Longitudinal Course of Bipolar I Illnessa

aHypomanic and minor depressive episodes often precede the initial
major mood episode, but are rarely diagnosed unless frequent or
chronic. Patients with bipolar II disorder experience mood episodes
that never cross the mania threshold, and patients with cyclothymia
do not cross the threshold of either mania or major depression.
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evations in hepatic transaminases and thrombocytopenia
can occur. Pancreatitis is associated with divalproex but
is uncommon. Hepatic failure is uncommon and more
likely in infants taking divalproex in combination with
other, usually multiple, antiepileptic drugs. Significant
abdominal pain or persistent gastrointestinal complaints
should prompt investigation. Potential teratogenicity is
also of concern, especially given that many patients af-
fected by bipolar disorder are of childbearing age. The
disease may result in decreased ability to comply with
medication instructions, thus increasing the risk of side
effects. Divalproex may be a reasonable choice in bipolar
patients with comorbid migraine, panic attacks, or sub-
stance abuse since it is indicated for migraine prophy-
laxis, open and controlled investigations suggest efficacy
in treatment-resistant panic attacks,52–54 and bipolar sub-
stance abusers tend to have more rapid cycling and mixed
patterns of illness.55

Carbamazepine has shown efficacy in controlled stud-
ies of mania and may be effective for rapid-cycling
states. However, it may be associated with blood dyscra-
sias (such as agranulocytosis) and hepatitis, and blood
monitoring is required. Moreover, it is an inducer of the
cytochrome oxidase system; over time, it speeds its own
metabolism as well as that of other medications that share
its metabolic pathway. Gabapentin demonstrated efficacy
in open reports,56,57 but not in placebo-controlled trials58

of manic states. Its usefulness is being explored for panic
attacks or social anxiety that may be comorbid with bi-
polar disorder.

Lamotrigine has also shown efficacy in the treatment
of bipolar disorder, notably in bipolar depression59 and
rapid-cycling states,60 although limited trials have not

shown efficacy for mania. Its efficacy extends into the
soft (nonmanic) bipolar spectrum,61 although at present
most investigations have focused on bipolar I disorder.
Lamotrigine, like carbamazepine, may induce a hypersen-
sitivity rash that in rare cases can progress to Stevens-
Johnson syndrome. Slow upward titration of dose is
thought to limit this side effect. Concomitant use with
divalproex (increasing lamotrigine levels) is associated
with an increased risk of rash and necessitates even
slower titrations. Other possible side effects include in-
somnia, jitteriness, headache, and anorexia.

Conventional antipsychotics were used as adjunctive
medications for bipolar disorder in the past, but lost favor
because of higher risks of extrapyramidal symptoms
(EPS) and tardive dyskinesia (TD), as well as a propensity
for cognitive impairment. Moreover, they appear more
antimanic than mood stabilizing; that is, they may
promote dysphoria or depressive episodes. By contrast,
atypical antipsychotics retain activity against psychosis
while improving cognitive impairments and other symp-
toms in patients with schizophrenia and therefore have
more recently been identified as mood-stabilizing medi-
cations. Olanzapine is the only atypical antipsychotic
with an indication for acute mania, demonstrating ef-
ficacy in placebo-controlled clinical trials.62,63 It has activ-
ity comparable to or exceeding that of divalproex in
mania (both pure and mixed types). Olanzapine, but not
divalproex sodium or lithium, reduces symptoms of de-
pression in manic states.64,65

Olanzapine requires no plasma level monitoring, has a
limited number of drug-drug interactions, and is typically
well tolerated. It has a low incidence of EPS in its usual
therapeutic range and has a low incidence of associated

Table 3. Available Mood Stabilizersa

Usual Daily Antidepressant
Maintenance Antimanic Effects in

Mood Stabilizer Starting Dose Dose Effects Bipolar Disorder Comments

Lithiumb,c 300 mg/d 600–1500 mg +++ + Usual therapeutic range (0.6–1.2 mEq/L),
monitor renal indices and thyroid
function. Effective for euphoric manias,
significantly less effective in mixed
presentations

Carbamazepined 200 mg bid 600–2400 mg ++ + Usual therapeutic range is 4–12 ng/dL,
but plasma levels do not correlate with
antimanic activity

Divalproexb 250 mg tid 1000–2000 mg ++++ ? Usual therapeutic range is 50–125 ng/mL,
(10–15 mg/kg) effective for manic symptoms in patients

with mixed presentation
Lamotrigined 50 mg/d 100–500 mg ? ++ Slow titration necessary to avoid drug-

associated rash
Olanzapineb 10–20 mg/d in acute mania, 5–20 mg ++++ ++ 15 mg/d usual dose in mania, effective

5–15 mg/d for bipolar in mixed manic/depressive presentation
depression, 2.5–10 mg/d
in other scenarios

aSymbols: + = evidence of efficacy, ? = lack of data.
bU.S. Food and Drug Administration (FDA)–approved for mania.
cFDA-approved for maintenance treatment.
dNot currently FDA-approved for bipolar disorder.
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TD. Appetite increases associated with olanzapine are not
dose related, occur early in treatment, and plateau after
several months of therapy.66,67 Subsequent weight gain
occurs more often in patients with a low body mass index
at the beginning of therapy. As with other atypical antipsy-
chotics, appetite increases may be positively associated
with therapeutic response and often respond to behavioral
and drug interventions.67

Recent data suggest that olanzapine alone or in com-
bination with fluoxetine has efficacy in treating bipolar de-
pression.68,69 Tohen and colleagues found that olanzapine
monotherapy (5–20 mg/day) significantly improved bi-
polar depressive symptoms (p < .001 vs. placebo; baseline
to endpoint).68 Moreover, the combination of olanzapine (6
or 12 mg/day) and fluoxetine (25 or 50 mg/day) signifi-
cantly improved depressive symptoms versus both placebo
(p < .001) and olanzapine monotherapy (p = .002). Pa-
tients may benefit from combination therapy with olanza-
pine plus fluoxetine chosen for a suspected bipolar depres-
sion while it is being differentially diagnosed. If the result
of the diagnostic inquiry confirms the diagnosis of unipo-
lar depression with a significant level of treatment resis-
tance, the combination of olanzapine and fluoxetine is still
a rational and effective option. In a pilot study by Shelton
and colleagues40 and in subsequent studies combining anti-
depressants and atypicals, the combination of olanzapine
and fluoxetine consistently has shown significantly in-
creased response in treatment-resistant depression with
side effects no greater than those of either of the 2 compo-
nents when evaluated separately.

Olanzapine maintenance data are limited to date; one
controlled 18-month study found that patients whose acute
mania responded to a combination of olanzapine and
lithium or divalproex were about half as likely to relapse
when maintained on the combination versus those randomly
assigned to monotherapy with lithium or divalproex.70

TREATMENT STRATEGIES

When bipolar disorder is recognized at presentation,
mood stabilizers are the preferred medications for initiat-
ing treatment.71 Combinations of mood stabilizers may
be necessary to adequately treat or prevent periods of ex-
pansive and depressed mood. Antidepressants may be
added to mood stabilizers for treating bipolar depression.
Whether the antidepressant should be discontinued as
the episode of depression ends (to avoid antidepressant-
associated mood deterioration) or continued as prophy-
laxis against further episodes of depression is a subject of
discussion and research.

Because depression is the most prevalent manifestation
of bipolar II disorder and the initial episode of bipolar I
disorder, clinicians managing bipolar disorder patients are
most often faced with treating depression. These patients
often are already taking an antidepressant that is yielding

only partial or inconsistent response, and then receive a
revised diagnosis of bipolar spectrum disorder during
these ineffective antidepressant therapies. In this clinical
scenario, the decision is often whether to discontinue the
antidepressant prior to instituting a mood stabilizer or add
the mood stabilizer to the antidepressant. Unfortunately,
no evidence-based research is available to guide clini-
cians, though many prefer to add a mood stabilizer to the
existing antidepressant to avoid acute worsening of the
depressed episode before the mood stabilizer becomes ef-
fective. This strategy should be altered somewhat if the
antidepressant is clearly causing significant mixed symp-
toms (anxiety, racing thoughts, irascibility, agitation), in
which case a dose reduction or elimination of the antide-
pressant should be seriously considered. The choice of the
mood stabilizer used to augment or replace such an anti-
depressant is inadequately researched. Olanzapine may be
a reasonable choice, however, because of its efficacy
across a variety of bipolar presentations—manic and
mixed presentations as well as bipolar depression—rela-
tive ease of use, efficacy in combination with antidepres-
sants such as fluoxetine for difficult-to-treat depressive
episodes, and emerging evidence of efficacy for relapse
prevention.72

CONCLUSION

Bipolar spectrum disorder is more common in primary
care than previously believed. When bipolar disorder
remains unrecognized, patients are at risk of inappropriate
antidepressant treatment that is unlikely to result in
robust, sustained response. Paradoxically, such antide-
pressant use is associated with acute and chronic deterio-
ration apart from the negative effects of living with a de-
bilitating condition. Primary care clinicians, responsible
for delivering the majority of mental health services in the
United States, are becoming more aware of this phenom-
enon and are more prepared to recognize these patients
early and consult, refer, or initiate disease-specific inter-
ventions on the basis of the clinical context. Such inter-
ventions are well within the capabilities of clinicians who
are expanding their knowledge base of mood disorder no-
sology and psychopharmacology to accommodate this im-
portant clinical reality.

Drug names: bupropion (Wellbutrin and others), carbamazepine (Teg-
retol and others), divalproex sodium (Depakote), fluoxetine (Prozac and
others), gabapentin (Neurontin), lamotrigine (Lamictal), lithium
(Eskalith, Lithobid, and others), olanzapine (Zyprexa), valproic acid
(Depakene and others).
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