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Burden of Illness in Bipolar Depression

J. Sloan Manning, M.D.

Bipolar depression is the underrecognized and
unappreciated phase of bipolar disorder. Never-
theless, bipolar depression is responsible for
much of the morbidity and mortality associated
with the disorder. Depressive symptoms are far
more prevalent than hypomanic or manic symp-
toms in bipolar patients, and they are associated
with a heavier burden of illness, including re-
duced functioning, increased risk of suicidal acts,
and high economic costs. Because most patients
with bipolar disorder present with depression,
misdiagnoses of major depressive disorder are
common, even typical. Comorbid psychiatric
disorders are also prevalent and may obscure
the diagnosis and complicate treatment strategies.
Depressed patients should be carefully assessed
for manic or hypomanic symptoms to help reveal
possible bipolar disorder. In addition to evalua-
tion of psychiatric symptoms, a close examination
of family history, course of illness, and treatment
response will aid the clinician in making an accu-
rate diagnosis. Treatment of acute depression in
bipolar patients may require therapy combining
agents such as lithium, divalproex, lamotrigine,
carbamazepine, and atypical antipsychotics or
using such agents in combination with an anti-
depressant. Olanzapine/fluoxetine combination
is the only medication currently approved for the
treatment of bipolar depression. Antidepressant
monotherapy should not be used, because there
is evidence that such treatment increases the
risk of switching into mania/hypomania and
could induce treatment-refractory conditions
such as mixed or rapid-cycling states. Mainte-
nance therapy will be required by most patients,
since discontinuation of mood stabilizers or anti-
depressants frequently leads to relapses in depres-
sive symptoms. Prompt diagnosis and the use of
specific therapeutic agents with evidence of effi-
cacy may help reduce the disease burden associ-
ated with bipolar depression.
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ipolar disorder is a mood disorder involving a range
of manic symptoms typically preceded by and inter-B

spersed with depressive episodes. Although a lifetime
prevalence of 1% is often quoted for bipolar disorder with
manic states (DSM-IV bipolar I), when subsyndromal
manic symptoms (DSM-IV bipolar II, bipolar disorder not
otherwise specified [NOS], and cyclothymic disorder) are
included, its prevalence is seen to be higher than 6%.1 The
high prevalence of bipolar disorder is particularly note-
worthy because of the significant burden associated with
this condition, not only for patients but for family care-
givers and employers as well.2–9 Although mania and hypo-
mania specifically identify bipolar illness, depression is of
major concern in patients with bipolar disorder, because
depressive symptoms are far more frequent than manic
symptoms and most suicides occur during the depressive
phase.10–12

The prompt diagnosis and treatment of bipolar disorder
may help reduce the burden associated with this condition.
However, patients with bipolar disorder usually present in
the depressive stage, and thus they often receive a diagno-
sis of major depressive disorder (MDD).13,14 Misdiagnosis
or delayed diagnosis of bipolar disorder may result in inap-
propriate therapy. In particular, antidepressant monother-
apy—a common treatment for MDD—may lead to acute
mania, mixed states, or rapid-cycling states in patients
with bipolar disorder.15,16

This review summarizes recent studies on bipolar
depression and explores approaches to accurate diagnosis.
Treatment strategies are examined, with an emphasis
on agents that have shown evidence of efficacy in bipolar
depression.

THE BURDEN OF
BIPOLAR DEPRESSION

Bipolar disorder has a negative impact on virtually
every facet of a patient’s life, with depressive symptoms
having a particularly strong effect on patient well-being.
Depressive symptoms predominate over hypomanic/manic
symptoms in the courses of both bipolar I and bipolar II
disorders. In prospective studies of the natural history of
bipolar disorder, bipolar I patients reported experiencing
depression for 31.9% of weeks and hypomanic/manic
symptoms for only 8.9%,10 whereas bipolar II patients re-
ported depression for 50.3% of weeks and hypomanic/
manic symptoms for only 1.3%.11
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Similar findings on the prevalence of depressive symp-
toms were reported in a study of 258 outpatients admitted
to the Stanley Foundation Bipolar Network. Approxi-
mately 25% of these patients reported being ill for more
than three quarters of the year, with a mean of 214 days
depressed, and 40% were intermittently ill, with a mean
of 120 days depressed.17 An overview of findings from the
Stanley Foundation Bipolar Network concluded that, de-
spite treatment, bipolar outpatients remain significantly
affected by their illness, with depressive symptoms pos-
ing a greater problem for effective treatment than mania.18

As might be expected on the basis of the large part
of each year during which symptoms are experienced, bi-
polar disorder results in a diminished quality of life, even
when compared with other mental disorders,2 and in re-
duced functioning and well-being, compared with chronic
medical illness or MDD.19 In particular, bipolar patients
report more difficulties with work-related performance,
social and leisure activities, and social and family interac-
tions than do MDD patients.9 Depressive symptoms and
the number of depressive episodes appear to be primarily
responsible for reductions in functioning and quality
of life.20,21 However, even patients in manic or hypomanic
phases report that their quality of life is reduced,20 in-
dicating that these phases of bipolar disorder are not
necessarily associated with an increased sense of well-
being or euphoria. The enormous impact of bipolar disor-
der on the well-being of patients is reflected by the suicide
rate, which is more than 20-fold higher than in the general
population.5 Suicidal acts are especially likely to occur
during the depressive phase or after repeated, severe
depression.5,12

Productivity and employment are also adversely af-
fected by bipolar disorder, and this effect has both per-
sonal and societal implications. Economic costs for health
conditions are usually divided into 2 categories—indirect
costs, which include unemployment and decreased pro-
ductivity, and direct costs, which include prescriptions
and medical encounters. Both the indirect and direct costs
of bipolar disorder are very high. Over 60% of patients in
the Stanley Center Bipolar Disorder Registry were unem-
ployed, despite the fact that 30% had completed college.3

In a study of outpatients with bipolar disorder, 41% be-
lieved that their occupational functioning had been ad-
versely affected by their illness.22 Direct costs for patients
with bipolar disorder, including prescriptions and medical
encounters, far exceed those for individuals who do not
have bipolar disorder.

In a cross-sectional study,6 patients with bipolar dis-
order were found to a receive a mean of 15 central
nervous system drug prescriptions per person during the
1-year study period, at an average cost of $582, whereas
nonbipolar patients received a mean of 1 central nervous
system prescription, at an average cost of $33. Medical
encounters were also far more costly and common for pa-

tients with bipolar disorder,6 with inpatient costs being al-
most twice as high as outpatient costs.23 An analysis of the
lifetime costs of bipolar disorder in the United States,
based on 1998 figures, concluded that the average cost per
case ranged from $11,720 for patients with a single manic
episode to $624,785 for patients with nonresponsive or
chronic episodes.7

The total annual cost of bipolar disorder in the United
States was estimated at $45 billion (1991 values), with
$7 billion attributed to direct costs for inpatient and out-
patient care and $38 billion due to lost productivity of
wage earners, homemakers, individuals who were in insti-
tutions or who had committed suicide, and caregivers.24

An analysis of data from a multiemployer database found
that bipolar disorder was the most costly mental health
disorder for employers.4

A recent study25 highlighted the hidden costs asso-
ciated with a delayed diagnosis of bipolar disorder. This
study examined 9009 patients treated for depression with
antidepressants. “Unrecognized” bipolar patients were
considered to be those who met the criteria for bipolar
disorder after initiation of antidepressant therapy, while
“recognized” bipolar patients met the criteria at or before
initiation of therapy. Unrecognized bipolar patients had
significantly greater mean monthly medical costs than
recognized bipolar patients ($1179 vs. $801) and were
less likely to receive a mood stabilizer. These data suggest
that timely recognition of bipolar disorder may lead to
better treatment and reduced costs.

The effects of bipolar disorder on family members and
caregivers are more difficult to measure but are also sub-
stantial, ranging from practical difficulties to emotional
stresses. In a study of 266 caregivers of patients, almost
all caregivers reported moderate or greater distress asso-
ciated with caring for a patient with bipolar disorder.8

DIAGNOSING BIPOLAR DEPRESSION

Misdiagnosis: A Common Problem
Primary care clinicians are the health care profession-

als most likely to see patients with bipolar disorder. In a
prospective evaluation conducted at a private family prac-
tice center, 108 consecutive anxious and/or depressed pa-
tients underwent a semistructured diagnostic interview
conducted by a family physician with special training in
mood disorders.14 Of these patients, 28 (26%) were found
to have disorders within the bipolar spectrum (Figure 1).
In another prospective study,26 bipolar disorder was found
to be the most common diagnosis among patients present-
ing at a primary care mood disorders clinic. Evaluations
of 187 consecutively referred patients determined that
39% had bipolar disorder (I, II, or NOS).26

The manic and depressive symptoms required for the
DSM-IV diagnosis of disorders of the bipolar spectrum
(bipolar I, bipolar II, bipolar disorder NOS, and cyclothy-
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mic disorder) are summarized in Table 1.27,28 All of these
disorders are characterized by the presence of manic (bi-
polar I and bipolar NOS) or hypomanic (bipolar II and
cyclothymic) episodes. In addition, they are all typically
associated with depressive episodes. Although depressive
symptoms are not required for the diagnosis of bipolar I
or bipolar NOS, they are still frequently observed in these
patients. In the Stanley Foundation Bipolar Network,
more than 50% of patients with bipolar disorder I said that
depressive symptoms had been their first bipolar symp-
toms.29 Among bipolar I patients, 76% reported more than
4 episodes of depression during the course of their illness,
and 44% reported more than 20 episodes of depression.29

Similarly, a study in which bipolar patients were followed
for a mean of 12.8 years found depression to be the pre-
dominant symptom.10 The major difference between dis-
orders of the bipolar spectrum and major depressive dis-
order, then, is a history of hypomanic or manic symptoms.

Since many patients with bipolar disorder present with
depression, it can be easy to overlook a history of manic
or hypomanic symptoms when making a diagnosis. In
a recent survey of bipolar patients involved with National
Depressive and Manic-Depressive Association support
groups, 69% reported that they were initially misdiag-
nosed by psychiatrists; a mean of 3.5 other diagnoses
were received and 4 psychiatrists were consulted before
an accurate diagnosis was received.13 For 60% of patients,
the misdiagnosis was MDD. Women were more likely
than men to be misdiagnosed with MDD (68% vs. 43%).13

A study30 of outpatients with bipolar disorder found
similarly high rates of misdiagnosed MDD (56%) among
these patients, with a mean lag time of 8.9 years between
the time the patient first sought medical help and the time
he or she received an accurate diagnosis of bipolar disor-

der. Notably, even among patients who experienced their
first manic or hypomanic episode before their first visit
to a health care professional, 37% still received a diag-
nosis of MDD.30 Other common misdiagnoses include
schizophrenia (particularly in men), various anxiety dis-
orders, borderline personality disorder, substance abuse,
and schizoaffective disorder.13

There are several factors that may contribute to the
problem of misdiagnoses in patients with bipolar disorder.
Foremost is an incomplete understanding of bipolar disor-
der by health professionals. Bipolar illness is often nar-
rowly viewed as consisting of individuals who experience
mania. This is far from the truth. As has been stated, bi-
polar illness is much broader in its presentation and im-
pact. Most affected individuals never experience syn-
dromal manic episodes. Further, episodes of depression
typically precede the appearance of manic symptoms and
outnumber periods of hypomania or mania, causing a
greater proportion of dysfunction related to the illness. In
short, bipolar illness is usually one of significant depres-
sion interspersed—or combined—with periods of manic
symptoms. Differential diagnosis of the illness involves
several steps, beginning with an understanding of its
prevalence and an appreciation that although we may de-
fine bipolar illness on the basis of manic symptoms, it is
bipolar depression that will be seen more often. From this
understanding, we can suggest essential principles in the
clinical assessment of every depressed and anxious pa-
tient. Chief among these is to anticipate an ultimate di-
agnosis of bipolar illness by carefully differentiating its
phenomenology (symptoms), family history, longitudinal
course, and treatment response from those of MDD (see
“Steps to Diagnosis”).

Educational programs can make a substantial dif-
ference in the ability of physicians to recognize mood
disorders. In a study26 in which 51 residents received
training on the clinical assessment of mood disorders, the
rate of their mood disorder recognition was found to in-
crease significantly after the training. Another factor that
contributes to misdiagnoses of bipolar disorder is incom-
plete reporting of symptoms by patients. Such underre-
porting is widespread. In one study,13 between 25% and
50% of patients admitted to not reporting key symptoms
of mania, and about 20% failed to report symptoms of
depression.

Comorbid Disorders
The high prevalence of comorbid disorders can com-

plicate not only the diagnosis of bipolar disorder but also
its treatment.31 In a recent analysis of 288 outpatients
with bipolar disorder, McElroy et al.32 found that 65% of
patients with bipolar disorder also met DSM-IV criteria
for at least 1 comorbid Axis I disorder during their
lifetime, with similar rates seen in bipolar I (67%)
and bipolar II (57%) patients. Patients had a mean of

Figure 1. Primary Diagnoses for 108 Consecutive Depressed
and/or Anxious Patients in a Family Practice Settinga

aReprinted with permission from Manning et al.14

bRefers to patients with major depressive episodes who experienced
episodes of mania after initiation of antidepressant therapy.

Abbreviations: MDD = major depressive disorder, NOS = not
otherwise specified, OCD = obsessive-compulsive disorder.
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1.7 comorbid diagnoses during their lifetime, with ap-
proximately one quarter reporting 3 or more comorbid
Axis I disorders. Anxiety disorders were particularly
common, affecting 42% of bipolar patients during their
lifetime. The most common anxiety disorder was panic
disorder/agoraphobia (20%), followed by social phobia
(16%), simple phobia (10%), and obsessive-compulsive
disorder (9%).32

Comorbid anxiety disorders are significantly associ-
ated with a depressive temperament in bipolar patients.33

Several studies suggest that comorbid anxiety disorders
are more common in patients with bipolar disorder than
in patients with MDD, although the reports are not fully
consistent. In 1 study, comorbid panic disorder was found
to have a 2-fold higher lifetime prevalence in bipolar pa-
tients than in MDD patients,34 but in another study, cur-
rent prevalence rates were similar between the 2 groups.35

Similarly, social phobia was found to be more strongly
associated with bipolar disorder than with MDD in 1
study36 but not in another.35 Social anxiety as a tempera-
mental trait has been significantly associated with bipolar
II disorder in an 11-year prospective study of major de-

pression.37 Obsessive-compulsive disorder has been re-
ported to be approximately twice as common in patients
with bipolar disorder than in those with MDD.35

Another common comorbid psychiatric diagnosis for
patients with bipolar disorder is substance abuse. The
study by McElroy and colleagues32 found that 42% of
bipolar patients had a comorbid substance use disorder
during their lifetime, with a slightly higher prevalence
among bipolar I patients (45%) compared with bipolar II
patients (31%). Alcohol was the most commonly abused
substance (33%), followed by marijuana (16%), stimu-
lants (9%), and cocaine (9%).32 Other investigators docu-
ment even higher rates.38

Steps to Diagnosis
Evaluation of symptoms. A thorough evaluation

of symptoms is an important component of all psychiatric
diagnoses. Because many bipolar patients present with de-
pression, clinicians should be especially careful to query
depressed patients about manic symptoms and manic/
hypomanic episodes. Several tools exist to help the clini-
cian in uncovering these symptoms, including the Mood
Disorder Questionnaire (MDQ)39 and the DIGFAST mne-
monic for symptoms of a manic episode (distractibility,
indiscretion, grandiosity, flight of ideas, activity increase,
sleep deficit, talkativeness).40 The MDQ is a patient self-
rated assessment that samples 13 manic symptoms for
concurrence and severity to achieve a sensitivity of 70%
and a specificity of 90% in psychiatric outpatients. Al-
though this instrument has not yet been validated in pri-
mary care outpatient settings, it may be a reasonable and
useful screener in this setting.

Mania and hypomania are differentiated on the basis
of duration (7 vs. 4 days per DSM-IV) and severity
criteria (marked vs. nonmarked impairment). Both cause
unequivocal changes in function. Hypomania is, by defini-
tion, nonpsychotic and is more common than syndromal
mania, even in bipolar I (manic) patients. Hypomania can
be difficult for patients to recall in depressed episodes.28

Table 2 lists some questions that may help elicit informa-
tion on hypomanic symptoms.41

Family history. A carefully taken family history can
also aid in the diagnosis of bipolar disorder. Bipolar

Table 1. Manic and Depressive Symptom Criteria for Disorders of the Bipolar Spectruma

Disorder Manic Symptom Criteria Depressive Symptom Criteria

Bipolar I disorder History of manic or mixed episodes Major depressive episodes typical but not required
for diagnosis

Bipolar II disorder One or more episodes of hypomania; no manic or History of major depressive episodes
mixed episodes

Cyclothymic disorder The presence of numerous periods with hypomanic Numerous periods with depressive symptoms that
symptoms for at least 2 years do not meet criteria for a major depressive episode

Bipolar disorder NOS Manic symptoms present, but criteria not met for bipolar I, Not required for diagnosis
bipolar II, or cyclothymic disorder

aReprinted with permission from the American Psychiatric Association.27

Abbreviation: NOS = not otherwise specified.

Table 2. Suggested Questions for Uncovering Hypomaniaa

1. Do you have days of energy or ideas that come and go abruptly?

2. On those days of energy, are you productive? Creative? Do you feel
unconquerable? Convinced of your self-worth, talents, abilities?
Positive about the future? Talkative? Distinctly more social?
Irritable?

3. On those days of energy, do your thoughts feel as if they are racing?
Is your mind “crowded” with thoughts?

4. At night during this period of energy, do you need less sleep?
Continue to be productive? Have ideas or make plans for the future?

5. How many consecutive days does this period of increased energy
and change in mood last?

6. Do others notice the change in your mood or energy level?

7. During these “up” times, do you do things that you later regret?
Make plans you find impossible to follow through with? Take on
tasks that you later suddenly lose interest in or find you are without
the energy or desire to complete?

8. Are you particularly more depressed or lethargic immediately
before or immediately following these periods of energy? Does it
feel like you “crash”? Does your body seem as if it is made of lead?
Do you need excessive sleep?

aAdapted with permission from Manning et al.41
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patients, particularly those presenting in adolescence, fre-
quently have a family history of bipolar disorder or ma-
nia.42–44 In fact, people with a first-degree relative with
bipolar disorder have an almost 14-fold higher risk of de-
veloping bipolar disorder than people who do not have
such a relative.45 In addition, the family histories of bi-
polar patients are more often loaded for mood disorders
and other psychiatric disorders, such as schizophrenia,
than are the family histories of MDD patients.44,46

Course of illness. The course of illness in a presenting
patient may provide further clues to help differentiate be-
tween bipolar disorder and MDD. Some of the features
that are associated with bipolar disorder include an early
onset (under the age of 25 years), usually with a depres-
sive or mixed episode; abrupt onset and termination; esca-
lating episode intensity; and a postpartum onset for the
first major depressive episode.42 The Stanley Foundation
Bipolar Treatment Outcome Network found adolescent
(age ≤ 17 years) onset of bipolar disorder to be signifi-
cantly associated with a family history of bipolar disorder;
learning disability; multiple (≥ 20) episodes of depression,
mania/hypomania, and ultradian cycling; a history of
worsening course of illness; and a history of abuse.29 First
episodes of illness were usually depressive. No significant
differences between early-onset and late-onset bipolar
illness were noted for gender, suicide attempts, substance
abuse, mood disorder in first-degree relatives, or house-
hold income.29

Treatment response. Treatment response may also sug-
gest a bipolar diagnosis. Antidepressant-induced mania/
hypomania is observed in 10% to 40% of bipolar
patients.16,22,47 Although antidepressant-induced mania/
hypomania is not a DSM-IV–recognized criterion for bi-
polar disorder, many clinicians are convinced of its rel-
evance, and it is referred to by some as bipolar III.48 Anti-
depressant-induced mania occurs at a higher rate in
bipolar disorder patients than in MDD patients15,16 and is
more likely to occur in bipolar I than in bipolar II pa-
tients.49 Antidepressant-induced mania is more frequent
and more severe with tricyclic antidepressants and mono-
amine oxidase inhibitors than with selective serotonin re-
uptake inhibitors (SSRIs), including fluoxetine, fluvox-
amine, paroxetine, and sertraline.15,50 The rate of switching
into mania or hypomania among patients treated with bu-
propion was similar to that in patients treated with
SSRIs.49

In a comparative study in which bipolar patients
on treatment with mood stabilizers were treated with
venlafaxine or an SSRI (paroxetine) for 6 weeks, 3% of
paroxetine-treated patients switched to mania or hypoma-
nia compared with 13% of venlafaxine-treated patients.51

Data from the Stanley Foundation Bipolar Network also
indicate that venlafaxine is associated with a higher rate of
switching than bupropion or the SSRI sertraline, although
these findings have not yet been published in full.22 To-

gether, these data suggest that SSRIs and bupropion are
associated with similarly low levels of antidepressant-
induced mania, while the switching rates associated with
tricyclic antidepressants, monoamine oxidase inhibitors,
and venlafaxine are higher.

A lack of response to treatment may also signal the ex-
istence of undiagnosed bipolar disorder. A study of medi-
cal records of patients with diagnosed depression who re-
ceived antidepressant medication revealed that patients
with treatment-resistant depression were far more likely
to have bipolar disorder than those whose depression was
not refractory to treatment.52 Similarly, a need for mul-
tiple psychotropic medications may suggest bipolar dis-
order. In a study3 of patients with bipolar disorder, more
than a third were taking at least 3 types of psychotropic
medications.

TREATMENT STRATEGIES FOR
BIPOLAR DEPRESSION

Treatment response to therapeutic agents is far less
studied in patients with bipolar depression than in patients
with mania. Available data indicate that current treatment
modalities do not adequately address the needs of most
patients with bipolar depression. Even among patients
with bipolar disorder receiving intensive pharmaco-
therapy with an average of 4 medications, 26% reported
being ill most of the year and 41% reported being inter-
mittently ill; depressive symptoms accounted for the ma-
jority of the reported illness.18 In another study,22 patients
with bipolar depression who responded to a 10-week
course of therapy with an antidepressant were offered
double-blind continuation with the treatment for 1 year.
Of the patients who entered the continuation trial, 30%
dropped out because their depression recurred.22 In a com-
parison of MDD and bipolar disorder patients with de-
pression, nonresponse to antidepressants was 1.6 times as
common in bipolar patients, and loss of response during
treatment with antidepressants occurred 3.4 times as of-
ten.16 A need thus remains for new agents and approaches
to managing bipolar depression.

Because of the scarcity of research on this topic, there
are no evidence-based guidelines available for the treat-
ment of bipolar depression. The following discussion of
treatment options is in general agreement with the Ameri-
can Psychiatric Association Practice Guideline for the
Treatment of Patients With Bipolar Disorder (Revision)27

and guidelines from the British Association for Psycho-
pharmacology,53 with some additional points included for
the reader’s consideration.

Acute, Mild Depressive Episodes
For acute episodes of mild depression in patients with

bipolar disorder, monotherapy with mood stabilizers such
as lithium or lamotrigine is often used.27 Both agents have
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been found superior to placebo in the treatment of
acute bipolar depression.54 The proven efficacy of lith-
ium is summarized in Table 3,55,56 and patient response to
lamotrigine monotherapy in acute bipolar I depression is
shown in Figure 2.57

Newer agents also appear to hold promise for
the treatment of bipolar depression. In particular,
monotherapy with olanzapine, a novel mood stabilizer/
antipsychotic, is significantly more effective than pla-
cebo for improving depressive symptoms in patients with
bipolar depression.58–60

Refractory or Severe Depression
For refractory or more severe depression, combina-

tion therapy is often necessary. A common treatment
strategy is to combine lithium or an anticonvulsant (car-
bamazepine, divalproex, or lamotrigine) with an antide-
pressant (SSRI or bupropion preferred).61 There is strong
evidence that the concomitant use of lithium decreases
the rate of switching to hypomania or mania in patients
treated with antidepressants.62,63 The case for anticonvul-
sants is less clear. In a study63 concerning risk factors as-
sociated with antidepressant-induced mania, antidepres-

sant-treated patients who received lithium or lithium plus
an anticonvulsant showed substantially lower rates of
switching than patients who received antidepressant
therapy without lithium, without any mood stabilizer, or
with an anticonvulsant. These data confirm the anti-
switching effect of lithium but suggest that anticonvul-
sants do not fully share this property.

Electroconvulsive therapy is also effective in refrac-
tory bipolar depression.64 However, relapse rates are high,
and continuation therapy with medication is usually re-
quired to maintain response.65

Recent data provide support for the use of olanzapine/
fluoxetine combination in the treatment of bipolar depres-
sion. In patients with bipolar I depression, olanzapine/
fluoxetine combination was markedly and statistically
superior to placebo and to olanzapine alone in rate of re-
sponse (50% reduction in depressive symptoms after at
least 4 weeks of treatment) and time to response (Figure
3).60 The olanzapine/fluoxetine combination group and
the olanzapine monotherapy group were comparable to
the placebo group in the rate of treatment-emergent
mania (6.4%, 5.7%, and 6.7%, respectively), indicating
that olanzapine/fluoxetine combination was not associ-
ated with an increased rate of switching into syndromal
mania.60 It should be noted, however, that close clinical
observation for progression toward a manic episode
is advisable for any bipolar patient given an antide-
pressant, with appropriate clinical interventions based on
treatment response. Olanzapine/fluoxetine combination is
the first treatment to be approved by the U.S. Food and
Drug Administration (FDA) for the treatment of bipolar
depression.

Table 3. Summary of Research on the Efficacy of Lithium in
Bipolar Depressiona

8 placebo-controlled studies—all completed prior to 1980
Total of 160 patients
Onset of action: 6 to 8 weeks
Effective for bipolar I depressed patients with no history

of rapid cycling
Suggested plasma lithium level for ideal antidepressant response:

0.8 to 1.2 mEq/L
aData from Zornberg and Pope55 and Gelenberg et al.56

Figure 2. Patients With Acute Bipolar I Depression
Responding to Lamotrigine vs. Placeboa

aAdapted with permission from Calabrese et al.57 Response was
defined as a ≥ 50% reduction on the 17-item Hamilton Rating Scale
for Depression (HAM-D) or Montgomery-Asberg Depression Rating
Scale (MADRS) or a “very much improved” or “much improved”
rating on the Clinical Global Impressions-Improvement scale
(CGI-I).

*p < .05.
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A recent trial of quetiapine monotherapy in bipolar I
and II patients showed robust separation from placebo at
both 300 mg and 600 mg daily (Figure 4).66 A subsequent
trial will be needed to confirm this effect.

Regardless of the combination regimen chosen, thy-
roid levels should be checked before initiation of anti-
depressant therapy, since up to 75% of patients have a
thyroid profile (low free thyroxine index or high thyroid-
stimulating hormone levels) that is suboptimal for antide-
pressant response.67 An increased incidence of antithyroid
antibodies is another common finding in patients with bi-
polar disorder.18

Maintenance Therapy
Maintenance therapy is likely to be the backbone of ef-

fective therapy for bipolar depression, but little is known
about this aspect of treatment. Patients with bipolar disor-
der have been shown to be at a constant risk for recur-
rence up to the age of 70 years or older,68 suggesting that
lifelong prophylactic treatment may be required. Main-
tenance therapy may improve patient functioning and
quality of life and may be more critical to the successful
treatment of bipolar depression than to that of MDD.
Depressive relapses after antidepressant discontinuation
were found to be almost 5 times as common in patients
with bipolar depression as in patients with MDD.16

Other studies have also documented high rates of de-
pressive relapse after discontinuation of antidepressants
in successfully treated bipolar patients. In a retrospective
chart review of patients with bipolar depression who
improved in response to antidepressant therapy, the rate of
depressive relapses was much higher in patients who
discontinued antidepressant therapy than in patients who
continued treatment (68% vs. 32% at 1 year).69 Most pa-

tients were using polypharmacy with mood stabilizers and
antidepressants in combination. Further analyses showed
that patients who discontinued therapy early had a 3-fold
greater risk for depressive relapse, but that their risk for
mania relapse was not significantly reduced.69

A follow-up study70 confirmed these findings, with
70% of patients who discontinued antidepressants experi-
encing a depressive relapse within 1 year, compared with
36% of patients who continued antidepressants. As in the
earlier study, continuation did not result in a higher rate
of manic switching.70 Increased risk of antidepressant-
induced mania is a possible rationale for discontinuing
antidepressant therapy, but these data suggest that the risk
is small and that continued antidepressant therapy is pref-
erable in patients with stable, robust responses.

Termination of mood stabilizers may also have nega-
tive effects in patients with bipolar disorder. In published
studies of patients with bipolar disorder who discontinued
lithium treatment, suicide rates rose 20-fold and affective
illness recurred in 67% of patients during the first year af-
ter discontinuation of lithium.12 Termination of treatment
with other mood stabilizers, including the atypical anti-
psychotics, may be associated with negative outcomes.

Lamotrigine has recently been approved by the FDA
for maintenance therapy in bipolar disorder on the basis
of a controlled comparison of lamotrigine-treated patients
to placebo- and lithium-treated patients. Its maintenance
effect is predominantly the ability to prevent the reoccur-
rence of bipolar depression (Figure 5).71,72

IMPACT OF LATE DIAGNOSIS AND
SUBOPTIMAL THERAPY

Bipolar disorder can be a frustrating condition to treat,
but aggressive treatment is essential to improved patient
outcomes. As noted earlier, unrecognized bipolar patients

Figure 4. Change in MADRS Score With Quetiapine
Monotherapy vs. Placebo in a Randomized Controlled
Trial of Patients With Bipolar Depressiona
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Figure 5. Time to Intervention for Depression After a
Depressive Episode With Lamotrigine vs. Lithium and
Placebo as Bipolar Maintenance Therapy (Kaplan-Meier
analysis)a
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have higher mean monthly medical costs than recognized
bipolar patients and are less likely to receive a mood
stabilizer.25 Lithium treatment is associated with a sub-
stantial reduction in disease morbidity and suicidal acts in
bipolar patients,12 and there is evidence that response to
lithium is diminished in patients who have had several
previous depressive or manic episodes.73 Delayed initia-
tion of mood stabilizers has also been associated with
poorer social functioning, more hospitalizations, and a
greater likelihood of attempted suicide.74 Such findings
emphasize the need for early recognition of bipolar disor-
der in order to maximize treatment response, improve pa-
tient functioning, and reduce costs. There is currently a
lag time of almost 9 years between the time a patient with
bipolar disorder first seeks care and the time a correct
diagnosis is received.30 Reducing this intervening period
could result in tangible benefits for patients.

CONCLUSIONS

Depressive symptoms are a critical component of bi-
polar disorder and are associated with reduced quality of
life, impaired functioning, and increased mortality due to
suicidal acts. Accurate diagnosis and prompt, appropriate
treatment are currently our best hope for reducing this
disease burden. It is therefore critical that clinicians care-
fully screen depressed patients for bipolar disorder and be
aware of confounding comorbid disorders, such as anx-
iety disorders and substance abuse. The possibility of
manic episodes in undiagnosed bipolar disorder treated
with antidepressant monotherapy should also be kept in
mind, since these episodes may help point the clinician
toward a correct diagnosis. Because bipolar depression is
often refractory to treatment, aggressive therapy may be
required. The substantial residual disease morbidity even
in heavily treated patients suggests that new agents and
combinations of agents may be required for the successful
management of bipolar depression. Delayed diagnosis
and suboptimal therapy are associated with significant
personal and economic consequences, whereas effective
therapy may reduce disease burden. Our challenge now is
to identify agents and combinations of agents best suited
to controlling bipolar depression.

Drug names: bupropion (Wellbutrin and others), carbamazepine
(Carbatrol, Equetro, and others), divalproex (Depakote), fluoxetine
(Prozac and others), lamotrigine (Lamictal), lithium (Lithobid,
Eskalith, and others), olanzapine (Zyprexa), olanzapine/fluoxetine
(Symbyax), paroxetine (Paxil, Pexeva, and others), quetiapine
(Seroquel), sertraline (Zoloft), venlafaxine (Effexor).
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