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Lithium has a very narrow therapeutic
range and many drug interactions,
underscoring the importance of closely
monitoring serum lithium levels. An
adjusted lithium-dosing guide for children
and adolescents has been devised (see
Table 1) that is accurate and easy to use
with outpatients.

VALPROATE

Valproate, introduced as an antiepileptic
agent in 1978, has demonstrated mood-
stabilizing efficacy in adults. Recently, two
prospective open-label trials of valproate
demonstrated that approximately half of
manic bipolar youths respond to valproate
monotherapy.®®

Like lithium, valproate is metabolized in
the liver and has many drug interactions.
Furthermore, its use is contraindicated
during pregnancy because of an
increased risk of neural tube defects and
frequent serum monitoring is necessary.

CARBAMAZEPINE

There have been no controlled studies of
carbamazepine for the treatment of
children and adolescents with bipolar
disorder. Most of the studies with
carbamazepine involved patients with
ADHD and conduct disorders. Pleak and
colleagues reported worsening behavior
in children and adolescents with ADHD
and conduct disorder while taking
carbamazepine.*
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Again, drug interactions are a major
concern when administering
carbamazepine to children and
adolescents, necessitating close
monitoring for toxicities and side effects.

Many newer antiepileptic agents have
also demonstrated mood-stabilizing
properties in adults with bipolar disorder.
Currently, data are limited regarding the
efficacy and safety of these drugs in
bipolar disorder in children and
adolescents. These agents include
lamotrigine, gabapentin, topiramate,
tiagabine, oxcarbazepine, levetiracetam,
and zonisamide.™

ATYPICAL ANTIPSYCHOTICS

Recently, the atypical antipsychotic agents
have been found to be efficacious in the
treatment of adults with acute bipolar
mania. Multiple well-designed drug trials
have shown these agents to have
thymoleptic properties with favorable
effects on the depressive and manic
symptoms in adults with bipolar disorders
(see Table 2).

Several retrospective reviews and open-
label prospective studies demonstrate that
atypical antipsychotics are effective in the
treatment of bipolar disorder in children
and adolescents. An eight-week, open-

Table 2. Suggested Dosages of Atypical Antipsychotics

for Bipolar Disorder in Children and Adolescents

Generic Name

Starting Dose (mg/d)

Target Dose (mg/d)

Clozapine
Olanzapine
Quetiapine
Risperidone
Ziprasidone

Aripiprazole

Adapted from Kowatch RA, DelBello MEENS Spectrums.2003;8:274.
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label, prospective trial of olanzapine for
the treatment of bipolar disorders in
children and adolescents showed a 61%
overall response rate (response >30%
decrease in Young Mania Rating Scale
[YMRS] and Clinical Global Impressions
[CGI]-Severity score <3 at endpoint). The
drug was fairly well tolerated, however,
body weight increased significantly during
the study.™

COMBINATION THERAPY

Findings from studies exploring the
efficacy of adding an atypical
antipsychotic to a mood stabilizer
demonstrate improved overall response
rates in bipolar adolescents. For example,
in a recently published investigation,
guetiapine in combination with valproate
was more effective for the treatment of
adolescent bipolar mania than valproate
alone. This trial, which randomized 30
adolescent patients to receive quetiapine
and valproate or a placebo and
valproate, demonstrated significantly
greater YMRS response rate in the
combination therapy group than the
valproate alone group (87% vs 53%). No
significant group differences from baseline
to endpoint in safety measures were
noted.*

In the end, evidence is emerging that
many of the same psychotropic drugs
used to treat adults with bipolar disorders
may also be used to treat children and
adolescents with these same disorders.
Moreover, early data suggest that the new
atypical antipsychotic drugs have a
definite role in treating this condition and
that this class of agents offers the added
advantage of no serum monitoring over
the mood stabilizers. Recent studies have
demonstrated that treatment with a
combination of mood stabilizers and
antipsychotics is often required to achieve
a full response in this patient population.
In order to provide optimum care for
children and adolescents, further
controlled trials are essential.

references continued on page 4




