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Bipolar depression has started to receive more attention in clinical trials only relatively recently,
despite the fact that patients spend more time in the depressed phase than in the manic phase of bipolar
disorder. The diagnosis and management of bipolar depression are challenging, and many patients are
undiagnosed or misdiagnosed due to symptom similarities with unipolar depression or other illnesses
and/or comorbidities. Untreated or inappropriately treated bipolar depression adds to the burden of
illness and is associated with a greater risk of suicide. Treatment options include lithium, lamotrigine,
atypical antipsychotics, and traditional antidepressants, such as the selective serotonin reuptake inhib-
itors. However, traditional antidepressants are recommended with caution due to their potential risk of
switching patients into mania. Some atypical antipsychotics have shown efficacy in bipolar depres-
sion, although longer-term studies are warranted. The choice of treatment for different subgroups of
patients with bipolar depression, including those with comorbid anxiety, may vary and also needs fur-
ther study. Other important issues that require further investigation include the recognition of the core
features of bipolar depression and the threshold symptoms for treatment, as well as the optimal treat-
ment choices for monotherapy or combination therapy, and acute versus long-term management of

bipolar depression.

B ipolar disorder is a dehilitating and usually chronic
psychiatric illness that appears to be more prevaent
than originally appreciated, with arecent community-based
estimate suggesting an adjusted lifetime preval ence rate of
more than 3% for the spectrum of bipolar disorders,* and
conservative estimates from larger epidemiology studies of
1.3% to 2%.2° Despite the relatively high prevalence rate of
bipolar disorder and its significant personal and societal
burden, it continues to be poorly recognized by the general
public, primary care physicians, and even psychiatrists.*®
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To date, most research has focused on the acute treat-
ment of manic symptoms of bipolar disorder. However, itis
now clear that, for a large proportion of patients, depres-
sionisthe predominant clinical feature of their illness (Fig-
ure 1).° A large percentage of patients with bipolar disorder
may spend at least half of their lives with some degree
of depressive symptomatology,”® and approximately 20%
of such patients are at increased risk of suicide.® In addi-
tion, patients experience significant and sustained func-
tional impairment™®** even after the symptoms of the acute
episodes have resolved. The depressive phase of bipolar
disorder is particularly difficult to treat, and the objectives
of treatment are not fully met by currently available phar-
macotherapies.’” Patients often receive combination ther-
apy to treat the spectrum of symptoms associated with this
illness.

The aim of thisarticleisto review current challengesin
the management of bipolar depression and the specific
complexities associated with managing certain bipolar sub-
groups, including those with bipolar | versus bipolar 11 de-
pression, those with medical and psychiatric comorbidities,
and those with a rapid-cycling disease course.

UNDERRECOGNITION AND
UNDERDIAGNOSIS OF BIPOLAR DEPRESSION

Since bipolar disorder, and in particular bipolar depres-
sion, may be poorly recognized, patients frequently experi-
ence a considerable delay before an accurate diagnosis. For
a large proportion of patients, the delay before a correct
diagnosisis made and appropriate treatment isinitiated can
be up to 10 years, and as few as one third of patients with
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Figure 1. A 12-Month Pattern-of-Illness Study of 258 Patients
Receiving Intensive Treatment for Bipolar Disorder*”
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3Reprinted with permission from Post et al.®

PRefractory breakthrough depression is a greater problem than mania
in the long-term treatment of bipolar disorder, even in patients with
bipolar | disorder.

bipolar disorder receive a correct initial diagnosis.>**
Overlapping symptomatology—particularly with major
depressive disorder (unipolar depression)—and comor-
bidities al confound the diagnostic process. Failure to
accurately identify and diagnose patients with bipolar dis-
order may worsen their long-term prognosis as complica-
tions, morbidities, and comorbid psychiatric conditions,
such as drug and alcohol abuse, increase. Furthermore,
some studies suggest that appropriate mood-stabilizing
treatment and psychosocial interventions for bipolar disor-
der may beless effective in patients who have experienced
several untreated or inappropriately treated episodes.***®
It is important to exclude the possibility of a bipolar
diagnosisin al patients who present initially with depres-
sive symptoms prior to initiation of unimodal antidepres-
sant monotherapy. There are several signs to be aware
of and measures that can be taken by cliniciansto improve
recognition and diagnosis of bipolar disorder. Table 1 out-
lines potential distinguishing clinical features of unipolar
and bipolar depression.’® Bipolar depression typically
emerges before the age of 25 years, while the onset of uni-
polar depression generally occurs later in life. A thorough
history of symptoms and past responsiveness to antide-
pressant therapy may also assist the clinician in identify-
ing patients with bipolar depression rather than unipolar
depression. A history of treatment resistance or failure,
treatment-emergent mania, or activation symptoms should
raise suspicion of hipolarity. Table 2 outlines the clinical
features that may assist in the diagnostic process and
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point toward bipolarity in patients initially presenting
with depressive symptoms.’® Routine use of a self-report
screening tool, such as the Mood Disorder Questionnaire
(MDQ)," can also help to identify patients who need a
full diagnostic assessment for bipolar disorder, as well as
provide education to the patient about theillness. It should
be noted, however, that a negative MDQ must still be
followed by a full assessment, as patient insight may be
limited.

OPTIMIZING PHARMACOTHERAPY
FOR BIPOLAR DEPRESSION

Although there is general agreement among current
treatment guidelines for bipolar depression, there remain
some discrepancies in the recommendations for treating
patients in this phase of the illness.’®*2 For patients with
severe depressive episodes, the American Psychiatric As-
sociation®® recommends first-line treatment with lithium or
lamotrigine, with combination of an antidepressant with a
mood stabilizer as a second-line approach if symptoms
persist. In contrast, the World Federation of Societies for
Biological Psychiatry guidelines recommend an antide-
pressant and mood stabilizer combination as afirst-line ap-
proach for all patients with bipolar disorder presenting
with an acute depressive episode.®

Antidepressant monotherapy is recommended with cau-
tion due to the risk of treatment-emergent hypomania or
maniaand cycle accel eration.”?* The coadministration of a
traditional mood-stabilizing agent decreases the risk of
treatment-emergent mania or cycle accel eration associated
with antidepressant use in bipolar disorder2%; however,
this does not completely eliminate the risk, and this ap-
proach continues to be debated.?”?® While this approach
may be seen as the standard, new data suggest that other
options may be effective.

Data showing that several newer agents are useful in the
management of bipolar depression have emerged in the
past 5 years. A double-blind, placebo-controlled study of
the anticonvulsant lamotrigine, given as monotherapy in
outpatientswith bipolar | depression,” resulted initsinclu-
sion in many guidelines as a first-line option for patients
with bipolar depression, but with moderate clinical confi-
dence because the evidence is derived from only 1 qualify-
ing clinical study. In 2 later studies, 18 months of mainte-
nance therapy with lamotrigine was shown to be superior
to placebo in prolonging time to or delaying intervention
for adepressive relapse in recently manic/hypomanic or re-
cently depressed patients, respectively.®3! Although lamo-
trigine had numerical superiority over lithium for this pa-
rameter, there was no statisticaly significant difference
between the 2 agents. Currently, lamotrigine is U.S. Food
and Drug Administration (FDA) recommended as mainte-
nance therapy for patients with bipolar depression but not
for the treatment of acute depressive episodes.
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Table 1. Clinical Features That May Distinguish Between Major Depressive Disorder (unipolar depression) and

Bipolar Depression®

Unipolar Depression

Bipolar Depression

Typically emerges after the age of 25 years

May be preceded by an extended period of gradually worsening symptoms

No history of mania or hypomania

Typically emerges before the age of 25 years

Episodes may be abrupt in onset (hours or days)

Often periodic or seasonal

Treatment-emergent mania/hypomania during antidepressant
monotherapy may be suggestive of bipolarity

Highly heritable. Bipolar disorder often runsin families,
and a thorough family history isavital diagnostic step

A history of mania, hypomania, or increased energy and decreased
need for sleep

3Based on Manning.®

Table 2. Clinical Features That May Suggest Bipolarity in Patients Presenting With Depressive Symptoms®

Clinical Feature

Explanation

A history of antidepressant failures
Antidepressant-induced activation

Failure to respond to 3 or more adequate trials of unimodal antidepressants
Activation of symptoms such as restlessness, irritability, and insomnia, particularly in patients

initially diagnosed with panic disorder or generalized anxiety disorder

Behavioral disruptions

Patients exhibiting disruptive behavioral patterns should be assessed for both bipolar disorder and

Axis || personality disorder

History of manic/hypomanic symptoms

Patients presenting with depressive symptoms often fail to recall or recognize periods of

mania/hypomania, and input from significant others/caregivers may prove useful.
Education directed at helping patients recognize past or current hypomania is important

3Based on Manning.*®

Olanzapine (alone and in combination with fluoxetine)
and quetiapine monotherapy have also been shown to im-
prove the depressive symptoms of bipolar disorder.®3*
The combination of olanzapine and fluoxetine recently
became the first strategy to receive FDA approval for the
treatment of bipolar | depression. Although olanzapine
monotherapy was also superior to placebo in the pivotal
trial, the effect was not as robust as that achieved with the
olanzapine-fluoxetine combination, and the combination
strategy was superior to olanzapine monotherapy for al-
most all outcomes.® Recent evidence also suggests that
quetiapine has significantly greater efficacy compared
with placebo in the treatment of acute bipolar depression
when given as monotherapy.** The magnitude of effect
with quetiapine monotherapy appears to be larger than
with olanzapine monotherapy.®*=>*

A considerable research effort is still required to further
elucidate the underlying pathology of bipolar depression,
and indeed, bipolar disorder, so that the effects of in-
dividual agents can be better understood and predicted.
Future research in this area may assist clinicians in select-
ing the most appropriate agent(s) for individual patients.
Key challenges for the future include defining which pa-
tients are likely to benefit most from which treatments,
identifying which symptoms of bipolar depression are im-
proved by the different treatment options (e.g., dimensions
of mood, sleep, quality of life), determining whether poly-
pharmacy needs to be considered from the outset, and
gaining evidence-based consensus on the appropriate first-
line treatment options.

Although no head-to-head trials have yet been per-
formed to compare the newer agents that have shown effi-

JCClinPsychiatry 2005;66: (suppl 5)

cacy in treating bipolar depression, there appear to be im-
portant clinical differences between them. Clinical choice
is likely to be guided not only by differences in efficacy,
but also by differences in tolerability profiles. Given the
chronic course of bipolar disorder and the considerable
proportion of patients’ lives spent experiencing depressive
symptoms and receiving treatment, it is essential to define
the long-term treatment needs of these patients and reach a
consensus as to which pharmacotherapeutic agents offer
optimal prophylaxis with minimal side effects.®

IMPROVING OUTCOMES
IN BIPOLAR DEPRESSION

Patients with bipolar disorder are heterogeneous with
respect to symptom profile and severity, clinical course,
and psychiatric comorbidity. Thus, treatment has to be in-
dividualized and requires consideration of the needs of
subgroups of patients with bipolar disorder as well as
awareness and appropriate management of the factors that
may precipitate acute episodes.

Identification and Management of Life Stressors

In patients with bipolar disorder, stress and negative
life-events (e.g., death of relatives, family conflicts) have
been linked to symptomatic worsening and episode precip-
itation (Figure 2),%*~° particularly precipitation/worsening
of depressive symptomatology.® Early identification of,
and intervention for, basic life stresses that may contribute
to symptomatic worsening (e.g., insomnia) is becoming in-
creasingly recognized as a val uable approach to improving
long-term outcomes for patients with bipolar disorder.’®
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Psychosocial interventions, such as psychoeducation, are
an important component of the integrated package of care
and are especially useful in addressing these issues (see
Vieta™). When a multidisciplinary approach is employed,
however, it becomesimportant to define the clinical point
at which to consider amending the prescribed pharmaco-
therapy (i.e., consider new or additional medications); for
example, are there key depressive or manic symptoms
that physicians should monitor to determine when inter-
vention is required??

Bipolar I Versus Bipolar II Depression

Patients with bipolar | disorder experience severe
acute manic symptoms, while those with bipolar 11 dis-
order are more likely to suffer a chronic disease course
predominated by depressive symptoms.** In addition,
patients with bipolar | disorder are more likely to be
hospitalized during acute mania and experience more
psychotic symptoms. Bipolar Il patients appear to have
shorter periods of euthymia/subsyndromal symptoms be-
tween acute episodes than patients with bipolar | disorder
as well as more hospitalizations due to depression (Table
3).%3% While patients with bipolar | disorder are more
likely to experience hypomania, patients with bipolar |
or |l disorder are equally likely to experience mixed or
dysphoric hypomania a greater percent of the time than
euphoric mania.*®

There also appear to be differences between patients
with bipolar | and bipolar Il depression in terms of re-
sponse to treatment and sensitivity to treatment-induced
side effects, although few controlled studies have exam-
ined this discrepancy directly. As patients with bipolar 11
disorder appear to experience a predominantly depressive
course, defining differences in response patterns between
patients with bipolar | and I depression as well as identi-
fying the most appropriate long-term treatment strategies
for each subgroup are important research needs (Table 4).

Comorbid Symptoms in Bipolar Depression

A significant proportion of patients with bipolar disor-
der experience comorbid psychiatric conditions during
their lifetime, including other Axis | disorders, such as
anxiety disorders and alcohol and drug abuse.** In fact,
comorbidity may be the norm within the bipolar pop-
ulation, rather than representing a subgroup of patients.®*
Patients with more than 1 comorbid psychiatric diagnosis
generally have a poorer long-term prognosis and present
asignificant treatment challenge, as appropriate treatment
for one disorder may exacerbate the symptoms of the
comorbid condition.>*

Bipolar depression with comorbid symptoms and dis-
orders can often be more challenging to treat and manage
over the long term.**®5! Anxiety disorders and substance
abuse disorders are the most frequently encountered co-
morbidities. Developing appropriate treatment strategies
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Figure 2. Stressors Known to Impact on Bipolar
Symptomatology Versus Current Treatment Options®

Stress Factors “Resistance” Factors

Sleep Disruption ——» <—— Psychoeducation

Substance Abuse —» Acute
Mood

Episode
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Axis | Comorbidity ——» <«—— Lifestyle

Negative Life Event —— <—— Genetic Factors

3Based on Hlastala,® Christensen et al.,*® and Kessing et al.*°

to optimize outcomes for patients with comorbid symp-
toms and disorders is a major clinical challenge for the
future. For example, unimodal antidepressants are often
used in the treatment of anxiety disorders, but it is
recommended that patients with bipolar depression who
are taking antidepressants be monitored due to the in-
creased risk of treatment-emergent maniaand cycle accel-
eration. Studies targeted at defining the most appropriate
treatment strategies in patients with common comorbidi-
ties are currently lacking and are urgently needed given
the high prevalence of comorbidities among patients with
bipolar disorder (Table 4).

Gender Differences

There are clinically relevant differences between men
and women in the presentation, symptom expression,
comorbidities, and course of bipolar disorder.*6452% Bij-
polar 1l disorder is more common in women.** Female
patients with bipolar disorder appear to have a greater risk
for depressive episodes and symptomatology as well as
mixed or dysphoric hypomania.**** Women may also be
more susceptible to a rapid-cycling course of illness*>%¢
and more sensitive than men to the negative effects of
stressful life events, making them more susceptible to
symptomatic relapse.®*® Moreover, life events unique to
women, including pregnancy, menstruation, lactation, and
menopause, all present additional challenges in the man-
agement of women with bipolar disorder.

At present, there is little evidence to suggest that gen-
der affects response to treatment with mood stabilizers.
However, given that women are more likely to follow
a depressive course of illness and experience more peri-
ods of mixed hypomania, there is a need to determine dif-
ferential treatment response in men and women with the
newer agents for the treatment of bipolar depression.
Identifying and understanding these differences between
men and women should help guide treatment and long-
term management strategies (Table 4).

The Rapid-Cycling Patient

Patients with rapid cycling generally have a poorer
response to pharmacotherapy, particularly lithium.>"%®
These patients also appear to experience more severe and
more frequent depressive episodes.’**®° Controlled trials

JIClin“Psychiatiy 2005;66(stippl'5)
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Table 3. Clinical Differences Between Bipolar I and Bipolar II Disorder®

Clinical Feature Bipolar |

Bipolar |1

Symptom profile More severe symptoms

Hospitalization due to mania

Clinical course
Comorbidity

More likely to experience hypomania

Switching frequency May be less frequent than bipolar 1

More comorbidities than the general population

L ess severe acute symptoms

Depressive symptoms likely to predominate
Hospitalization due to depression

More chronic course with more episodes of longer duration
More comorbidities than the general population

May be more likely to experience comorbid anxiety

May be more frequent than bipolar |

aBased on Judd et al.*® and Vieta et al.*®

Table 4. Challenges in the Management of Bipolar
Subgroups—Considerations for Future Research

Bipolar | Versus Bipolar |1

Are patients with bipolar |1 disorder more sensitive to treatment
side effects than patients with bipolar | disorder?

Does the predominating depression in patients with
bipolar I disorder affect willingness to tolerate side effects?

What should be the first-line treatment for patients with
bipolar I disorder?

How often is cotherapy needed, and should initial monotherapy
studies allow add-on continuation phases to address this issue?

Treatment of Patients With Bipolar Disorder and Comorbid Disorders

What are the preferred pharmacotherapeutic choices for patients
with different comorbid conditions, given that appropriate
treatment for one disorder may exacerbate the symptoms
of acomorbid condition?

Treatment of Men and Women With Bipolar Disorder

Are women with bipolar disorder more sensitive to certain treatment
side effects, such as weight gain?

Are women more susceptible to a rapid-cycling course of illness,
and if so, what implications does this susceptibility have on
treatment choices, if any?

If women are more likely to follow a depressive course of illness,
isthere adifferential treatment response between men and women
using the newer agents emerging for the treatment of bipolar
depression?

Are gender differences between men and women with bipolar
disorder culturally determined or truly international ?

to guide treatment choice for patients with rapid-cycling
bipolar depression are limited, and thereis apressing need
to define treatment strategies that address depressive
symptoms.>” Quetiapine monotherapy has demonstrated
efficacy in improving symptoms in patients with rapid-
cycling bipolar | and Il depression in a large, controlled
clinical trial ,** but further large studies with this and other
agents are needed to confirm treatment effects in this
population.

CONCLUSION

Despite the predominance of, link to increased risk of
suicide with, and resulting considerabl e functional impair-
ment from depressive symptoms in bipolar disorder, their
characteristics and treatment have not been aswell studied
asthose of the manic phase of thisillness. Important issues
that remain unresolved include the recognition of the core
features of bipolar depression and the threshold symptoms
for treatment, optimal treatment choices for monotherapy

JCClinPsychiatry 2005;66: (suppl 5)

or combination therapy, and optimal treatment for acute
and long-term management.

Olanzapine in combination with fluoxetine is a new
strategy recently added to the range of treatment options
for the acute treatment of bipolar depression, although no
head-to-head trials with the more conventional treatment
approaches have yet been performed. There is now also
promising evidence that quetiapine monotherapy may be
efficacious in treating acute bipolar depression. Further
study of the risks and benefits of using an antimanic and
antidepressant combination, in comparison to lithium and
newer agents and anticonvulsants, is still needed.

An integrated approach combining pharmacotherapy
and management of life stressors and underlying trigger
factors through psychosocia intervention is important
in the improvement of long-term outcomes for patients
with bipolar depression as well as acute treatment to im-
prove symptoms and minimize suicidal impulses. Future
studies of acute and long-term treatment of bipolar de-
pression should focus not only on bipolar | disorder but
also bipolar Il disorder and on patients with rapid cycling
and comorbid conditions. Understanding the characteris-
tics and treatment response profiles of these subgroups of
patients with bipolar depression, and taking into account
individual patient histories, preferences, and likely treat-
ment durations, will assist clinicians in developing appro-
priate management strategies.

Drug names: lamotrigine (Lamictal), lithium (Eskalith, Lithobid,
and others), olanzapine (Zyprexa), olanzapine-fluoxetine (Symbyax),
quetiapine (Seroquel).
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