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Challenges
The field of clinical psychopharma-

cology has a long and productive history.
Only recently, however, has the field be-
gun to include children and adolescents
on a larger scale. Reasons for this delay
include concerns about safety and toler-
ability in this vulnerable population, diag-
nostic uncertainties, and the reluctance of
the industry to embark on pediatric regis-
tration and labeling studies for diagnoses
that traditionally have not been seen as
predominant disorders of childhood and
adolescence.

Child and adolescent psychiatrists
have therefore had to base their pre-
scribing mostly on data collected in adults.
This practice is problematic, however,
since children are not simply “small
adults.” Rather, youngsters are undergoing
critical biological, psychological, and so-
cial changes that can affect the way they
will take, absorb, distribute, excrete, and
respond to medications. In addition, youth
have an early disease onset that is fre-
quently associated with poor outcomes. A
few examples of differences between psy-
chotropic medication effects in youngsters
compared with adults include the greater
likelihood of nonresponse to tricyclic anti-
depressants,1 placebo response2 and sui-
cidality during antidepressant treatment,3

and weight gain during antipsychotic
treatment.4

In a recent “ASCP Corner” article,5

several concerns regarding the use of anti-
convulsants as mood stabilizers in the
treatment of children and adolescents were
highlighted. Reasons for criticism includ-
ed the frequent and rising off-label use for
aggressive behaviors, poor impulse con-
trol, and symptoms of bipolar disorder in
pediatric populations; the increasing use of
polypharmacy; and risk of adverse effects
and drug-drug interactions, as well as the
insufficient or even negative evidence
base to support such off-label prescribing
in psychiatrically ill youth. These concerns
echo a growing general awareness of the
need to close the gap between increasing
psychotropic medication utilization in
children and adolescents6,7 and limited
data to support the safety and efficacy of
these agents in pediatric populations.

As a matter of fact, these issues pertain
to pediatric pharmacology in general,8

but are heightened in psychiatrically ill

youth.9 As a result, a pediatric psycho-
pharmacology initiative was developed
that includes members of the Food and
Drug Administration (FDA), National
Institute of Mental Health (NIMH), aca-
demia, and the pharmaceutical industry.
A very important outcome of this collabo-
ration of resources is the advent of a new
phase in pediatric psychopharmacology,
during which large-scale randomized con-
trolled trials (RCTs) are being conducted
that assess the safety and efficacy of ma-
jor medication classes for conditions like
schizophrenia and bipolar disorder, which
have been traditionally seen as typical
adulthood disorders. Importantly, the ex-
tension of the pediatric psychopharma-
cology database by large-scale, state-of-
the-art RCTs occurs at a time of growing
awareness that schizophrenia and bipolar
disorder have their onset in childhood and
adolescence in the majority of patients.10,11

Developments
In terms of evidence for the efficacy

of mood stabilizers in pediatric bipolar
disorder, several smaller-scale trials have
shown efficacy of divalproex,12,13 alone
or in combination with quetiapine. On
the other hand, recent trials with ox-
carbazepine14 and with topiramate15 have
not proven the efficacy of these mood
stabilizers in youth. Lithium has been
shown to have superiority in one small
placebo-controlled study of 24 ado-
lescents with bipolar disorder and sub-
stance abuse.16 However, other RCTs in
youth are missing. Data from a recently
started, NIMH-funded Collaborative Lith-
ium Trial (CoLT), which has a phar-
macokinetic, acute stabilization, discon-
tinuation, and restabilization phase and
allows for comedications, will greatly en-
hance the existing database. Finally, a re-
cently completed 18-month discontinu-
ation study in bipolar youth17 suggested,
in parallel to adult data,18 that for patients
with rapid-cycling bipolar disorder stabi-
lized on combined treatment with lithium
and divalproex, neither of the 2 mood sta-
bilizers is very effective to prevent relapse
when given as monotherapy. This finding
highlights the importance of studying the
combination treatment approach that is
frequently utilized in bipolar youth19 in-
cluding combinations of more than 2
mood stabilizers. In addition, controlled

pediatric data are still sorely needed for the
treatment of bipolar depression.

Regarding antipsychotic use in pedi-
atric populations, risperidone has already
been approved for the treatment of irrita-
bility associated with autism on the basis
of several RCTs (e.g., references 20, 21,
22). For schizophrenia and bipolar disor-
der, however, few published RCTs are
available. These include 2 studies showing
efficacy of quetiapine for bipolar ma-
nia,12,13 as well as 3 trials showing efficacy
of clozapine for treatment-refractory early-
onset schizophrenia compared with halo-
peridol,23 olanzapine,24 and “high”-dose
olanzapine.25 In addition, RCTs with all of
the nonclozapine atypical antipsychotics
in pediatric bipolar disorder and schizo-
phrenia either are underway or have just
been completed and will provide invalu-
able data regarding atypical antipsychotic
efficacy and safety in this understudied
population. Furthermore, the largest feder-
ally funded study to date, which compared
olanzapine, risperidone, and molindone,
a mid-potency first-generation antipsy-
chotic, in 119 youngsters aged 8 to 17
years with early-onset schizophrenia,26 has
been completed recently, and data are ex-
pected to be available soon.

Conclusions
While these recent and ongoing devel-

opments are very encouraging, there will
still be a considerable number of severely
mentally ill youngsters in need of psych-
otropic treatments who do not fit neatly
into DSM-IV diagnostic categories. Many
of these youngsters will require so-called
“off-label” prescriptions of antipsychotics
and/or mood stabilizers, without available
data from RCTs.

Although this state of affairs is clearly
lamentable, it is not an indication that off-
label prescribing is necessarily irrespon-
sible or irrational. Pharmacoepidemiologic
studies5 can only inform the public and re-
searchers about a gap in the knowledge
base regarding commonly utilized pre-
scribing practices. However, the absence
of evidence for the efficacy and safety of a
given treatment in a specific population
does not translate directly into evidence
of the absence of safety and efficacy in
this population. Current diagnostic criteria
do not capture well the emerging illness
expressions that may differ from those in
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adults because of the different illness
phase and ongoing physical, psychologi-
cal, and social changes that children and
adolescents undergo.

In next month’s “ASCP Corner,” I will
review and discuss methodological consid-
erations that are important for the gather-
ing of data that can bridge the gap between
the clinical need to intervene in markedly
disturbed or distressed youngsters and the
lack of an evidence base to guide clinical
practice in this population, particularly
those that do not fit neatly into DSM-IV
diagnostic criteria.
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boards for AstraZeneca, Bristol-Myers
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