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he use of lithium or valproate as first-line treatment
for acute episodes of bipolar disorder has been stan-
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sessed in choosing any treatment for bipolar disorder:
onset and mechanisms of action, probability and expected
extent of response, and safety. Mechanisms of action, for
example, are important in terms of a drug’s effects on the
dominant features of a given patient’s bipolar disorder, co-
morbidities, and concomitant pharmacologic therapies.

Another important factor in selecting a combination
regimen is the possible side effects of each drug involved.
A therapeutic regimen that is difficult for patients to toler-
ate will decrease the probability of adherence. However,
because drugs used in combination therapy typically are
administered at lower dosages than those employed for
monotherapy, adverse events may be less frequent and less
severe. Several clinical studies examining combination
therapy suggest that employing 2 or more drugs in a single
therapeutic regimen does not increase the burden of ad-
verse events.1,2,6

Other factors to be considered when selecting a specific
combination therapy include whether the combination
meets the criteria for evidence-based medicine and which
of the 2 methods of combination therapy should be em-
ployed. Table 1 explores these issues.

Before moving to combination therapy by adding an
adjunctive agent to a drug already being taken (as opposed
to simultaneous initiation of 2 or more agents), the clini-
cian first should ensure that the dosage of the first drug has
been optimized. With mood stabilizers and some other
agents, optimization of dosage entails confirming that the
blood drug level is in the therapeutic range and, in some
cases, higher than the normal effective serum level (al-
though still within the therapeutic range).4

T
dard for decades, but up to 40% of patients respond poorly
to monotherapy with either agent, and many have clinically
significant symptoms of mania after 3 weeks of therapy
with a mood stabilizer.1,2 As a result, many authorities on
bipolar disorder recommend initiating treatment with com-
bination therapy or moving expeditiously to combination
therapy if monotherapy with a mood stabilizer does not
yield satisfactory results. Unfortunately, relatively few con-
trolled clinical trials have examined the safety and efficacy
of the various combinations commonly employed.2 This ar-
ticle will review the findings of those studies that have been
conducted and will suggest some principles and practices
to bear in mind when considering combination therapy.

SELECTING A COMBINATION
TREATMENT REGIMEN

The factors to weigh when selecting a combination-
therapy regimen are similar to those that should be as-
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Combination Therapy for Bipolar Mania
Combination therapy can be used as the initial treat-

ment for severe episodes of bipolar mania. In such cases,
the American Psychiatric Association (APA) Practice
Guideline for the Treatment of Patients With Bipolar
Disorder4 recommends a combination of lithium or dival-
proex plus an antipsychotic agent, which may be neces-
sary for severely ill or agitated patients. The APA guide-
line recommends the use of atypical antipsychotics rather
than typical antipsychotics “because of the more benign
side effect profile of atypical antipsychotics.”4(p4) The
guideline states, “Of the atypical antipsychotics, there is
presently more placebo-controlled evidence in support of
olanzapine and risperidone.”4(p9) In less severe mania, the
guideline advises that combination treatment with a mood
stabilizer and an antipsychotic should be initiated if mono-
therapy with a mood stabilizer is ineffective or if a patient
experiences a breakthrough manic episode or psychotic
symptoms.

Psychotic symptoms (e.g., delusions or hallucinations)
are common among patients with bipolar disorder. An
evaluation5 of the patient population of the Stanley Foun-
dation Bipolar Network concluded that 67% of patients
with bipolar I disorder and 59% of all patients with bipolar
disorder have a history of psychotic symptoms. If a patient
has psychotic symptoms at the time of diagnosis or devel-
ops psychotic symptoms after mood stabilizer treatment
has been started, an antipsychotic should be added. Atypi-
cal antipsychotics are as effective as conventional antipsy-
chotics and are better tolerated. Most studies indicate that
an atypical antipsychotic and a mood stabilizer are a more
effective therapy than a mood stabilizer alone. Good evi-
dence is available for adding an antipsychotic to lithium or
valproate,1,2 or valproate to an antipsychotic.6 Carbamaze-
pine’s* use in combination therapy for mania can be prob-
lematic due to its many drug interactions, most notably a
reduction of serum levels of concomitantly administered
antipsychotic drugs.7,8

Combination Treatment of Bipolar Depression
For acute depressive episodes, the APA guideline4 rec-

ommends lithium or lamotrigine as first-line treatment.
Initial antidepressant monotherapy is not recommended
because of the risk for precipitating a switch to mania.
Some clinicians initiate lithium-antidepressant combi-

nation therapy for severely ill patients, although only a
limited amount of clinical data is available to support this
approach.  The addition of lamotrigine, bupropion,* or
paroxetine* may be considered when depressive episodes
do not respond to optimal doses of first-line therapy. The
next step for patients who have breakthrough depressive
episodes is adjunctive treatment with an antidepressant or
an antipsychotic. Depressive episodes with a psychotic
feature usually require adjunctive antipsychotics.4

Few placebo-controlled, blinded, randomized trials of
combination therapy have been conducted for the treat-
ment of bipolar depression. Consequently, the superiority
of combination therapy with 2 mood stabilizers or a mood
stabilizer and an antidepressant over mood stabilizer
monotherapy has not been established definitively.9 How-
ever, Nemeroff et al.10 demonstrated that if doses of lith-
ium produce serum levels < 0.8 mEq/L, the addition of
antidepressants yielded a combination regimen that was
more effective than lithium alone. The combinations
tested, lithium plus imipramine* or paroxetine, were
equally effective.10 Paroxetine has been associated with
relatively low rates of switching from depression to mania
or hypomania when used in combination therapy with a
mood stabilizer.10,11 In another study,9 the combination of
lithium and divalproex was as effective as a combination
of a mood stabilizer plus paroxetine, although patients ex-
perienced more side effects with the mood stabilizer com-
bination. The greater amount of side effects with the mood
stabilizer combination led to a higher rate of patients quit-
ting treatment, which implies that the addition of an anti-
depressant may be more effective for the acute treatment
of bipolar depression.9

Lamotrigine has been studied extensively in a variety
of bipolar disorder–related conditions and has been shown
to be effective both as monotherapy and in combination
treatment of acute bipolar depression. The agent does not
appear to induce mania or hypomania. To prevent the seri-
ous rashes that can be a side effect of lamotrigine, dosing
escalation should be gradual when the agent is given with
valproate.12

Combination Therapy With
Atypical Antipsychotics or Antidepressants

Treatment with the atypical antipsychotics olanzapine
or risperidone plus a mood stabilizer has been demon-
strated to be superior to treatment with a mood stabilizer
alone.1 When used in combination with valproate or
lithium in the treatment of patients partially unresponsive
to monotherapy with a mood stabilizer, olanzapine im-
proved patients’ Young Mania Rating Scale (YMRS)
scores significantly (p = .003) more than monotherapy.
Combination therapy with olanzapine also achieved sig-
nificant (p < .001) improvements on Hamilton Rating
Scale for Depression scores compared with monotherapy.
Treatment-related side effects that were significantly

Table 1. Treatment Considerations: Types of Combination
Therapy for Bipolar Disorder
Combination (cotherapy): concurrent use of 2 or more drugs
Add-on: drug B is added to drug A
Evidence-based combination therapy:

At least 1 randomized, placebo-controlled study has reported a
specific combination to be superior to a comparator on some
measure of efficacy for patients with clearly described
characteristics
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higher in the olanzapine group versus the monotherapy
group included somnolence, dry mouth, weight gain, and
tremor.

Combination therapy with risperidone and lithium or
divalproex also produced significantly greater reductions
(p = .009) in YMRS scores than monotherapy with a mood
stabilizer.2 On the Clinical Global Impressions scale, 53%
of patients receiving risperidone–mood stabilizer com-
bination therapy had ratings of much improved or very
much improved, compared with 30% of patients receiving
a mood stabilizer plus  placebo (p = .002). The most com-
mon adverse events with risperidone–mood stabilizer
treatment were somnolence, headache, dyspepsia, extra-
pyramidal symptoms, and dizziness.2

Adjunctive treatment with quetiapine plus a mood sta-
bilizer has shown promise in adolescent mania13 and in
adult mania,14 for which combination therapy with quetia-
pine produced a response on YMRS scores that was sig-
nificantly greater (p = .005) than that for placebo and a
mood stabilizer. Suppes et al.15 reported that the addition
of clozapine to treatment as usual with lithium, valproate,
or carbamazepine was superior to treatment as usual alone
in a small-scale study with 38 patients with bipolar disor-
der or schizoaffective disorder. With response defined as a
30% improvement from baseline on the Brief Psychiatric
Rating Scale, 65% of clozapine plus treatment-as-usual
patients met the criterion for response at 3 months and
82% met it at 6 months. In contrast, 48% of treatment-as-
usual patients fulfilled the response criterion at 3 months
and 57% did so at 6 months.

Antidepressant monotherapy with tricyclic antidepres-
sants (TCAs) or monoamine oxidase inhibitors (MAOIs)
is associated with risk for mania induction in more than
one third of bipolar patients.16,17 Treatment with antide-
pressants (e.g., TCAs, MAOIs, tetracyclics, nomifensine,
and sulpiride) also has been related to a change from
a manic-depressive-euthymic course to a continuous-
cycling course in one fourth of patients; about two thirds
of these continuous-cycling patients had rapid-cycling
courses.18 Selective serotonin reuptake inhibitors (SSRIs)
and bupropion may be less likely to cause hypomania than
TCAs.10,19 However, all antidepressants have been associ-
ated with those unwanted results, and the evidence of
greater therapeutic efficacy with SSRIs or bupropion is
unclear. If an antidepressant is used, short-term therapy of
1 to 6 months followed by tapering is recommended.16

IMPLEMENTING COMBINATION THERAPY

Effectively treating patients with bipolar disorder re-
quires that the physician possess a clear rationale and solid
evidence for therapeutic decisions. The best available evi-
dence for the effectiveness of combination therapy sup-
ports the strategy of add-on therapy rather than cotherapy,
although there are instances when the need for rapid con-

trol of acute episodes requires simultaneous initiation of 2
or more agents. Starting agents sequentially enables clini-
cians to better identify the drug responsible for a positive
or negative effect.

During the introduction of an agent, the new drug
should be titrated to a therapeutic level; the physician then
should wait for the patient to respond before making other
changes. If the patient responds, the next step is to taper
off ineffective or poorly tolerated medications, continue
partially effective preexisting medications, and continue
to assess the need for each component of combination
therapy. Key recommendations for the use of combination
therapy in bipolar disorder are presented in Table 2.

CAVEATS FOR COMBINATION THERAPY

Although combination therapy has been shown to be
beneficial in treating patients with bipolar disorder, it pre-
sents its own set of complications. Combination therapy
can make it difficult to identify which drug is causing im-
provement, adverse effects, or pharmacokinetic difficul-
ties. Before prescribing a combination regimen, physi-
cians should evaluate the proposed regimen and review
potential adverse effects or pharmacokinetic difficulties.

Tolerability should be as important a consideration as
efficacy in choosing medications. Combinations during
maintenance therapy can lead to symptoms that are misin-
terpreted as manifestations of bipolar disorder rather than
as adverse events. To help maintain the effectiveness of
therapy, physicians should question patients regularly
about side effects. For many patients, the adverse effect
profile of some antipsychotics warrants reducing dosage
or discontinuing the drug following control of an acute
episode. However, the lower doses of drugs that usually
are employed in combination therapy may help to mitigate
the severity of side effects.

The use in combination therapy of some types of drugs
should be limited. For example, more than 1 antipsychotic

Table 2. Making Optimal Use of Combination Therapy
in Bipolar Disorder: Key Recommendationsa

Realize that the multifaceted nature of bipolar disorder usually
will necessitate combination therapy

Have a specific and clear rationale for each agent prescribed and
know the evidence regarding its use alone and in combination

Place overall tolerability on par with efficacy in choosing agents
and regularly question patients about side effects

In combination therapy, add agents rather than starting them
simultaneously whenever possible

Employ mood stabilizers in patients with bipolar I disorder
Screen for psychosis even in the absence of mania
In weighing the cost effectiveness of a drug or other therapy,

consider not only its expense but also the costs that may result
from inadequate treatment

Assess the need for each component of combination therapy
on a continuing basis

aDerived from Bowden.3
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or anxiolytic should not be used concurrently. Some of the
more problematic adverse effects in combination mainte-
nance therapy are presented in Table 3.

Physicians should be careful to prescribe only as many
drugs as needed for another reason: combinations can re-
sult in very high drug costs. The more drugs used, the
higher the cost to the patient, which could force patients
with inadequate medical insurance to abandon therapy. In
weighing the cost-effectiveness of a drug or other therapy,
consider not only its expense but also the costs—both eco-
nomic and psychosocial—that may result from inadequate
treatment. Each patient should take as much medication as
needed, but never more than needed.

However, the potential benefits of combination therapy
compensate for the associated risks. Combinations of 2
or more therapeutic agents have been demonstrated to be
more efficacious than monotherapy in treating bipolar ma-
nia and depression. Careful selection of the various agents
used in a combination regimen as well as close patient
monitoring for side effects and adherence can help ensure
that a combination regimen is both safe and effective.

*These agents are not approved by the Food and Drug Administration
for the treatment of bipolar disorder.

Drug names: bupropion (Wellbutrin and others), carbamazepine
(Epitol, Tegretol, and others), clozapine (Clozaril and others),
divalproex (Depakote), imipramine (Tofranil and others), lamotrigine
(Lamictal), olanzapine (Zyprexa), paroxetine (Paxil and others),
quetiapine (Seroquel), risperidone (Risperdal).
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Table 3. Possible Adverse Effects of Combination Maintenance
Therapy of Bipolar Disorder
Mood disturbances

Mood destabilization
Hypomania
Obtundation
Anergy
Impaired mentation

Weight gain
Sedation
Increases in low-density lipoproteins
Increases in glucose levels
Skin disorders

Risk for serious rash with addition of new medications (especially
with lamotrigine, which carries the risk for causing the potentially
fatal Stevens-Johnson syndrome, and carbamazepine)
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