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Risks From Antipsychotic Medications
in Children and Adolescents

To the Editer: In their cohort study, Dr Correll and col-
leagues' reported that first-time use ol antipsychotic medi-
cations in children was associated with weight gain and ad-
verse effects on serum lipids. Although we do not question
the basic findings of the study, we are concerned that se-
lection biases related to baseline weight and race/ethnicity
may have influenced the resulis of this nonrandomized study.
Selection bias is suggested by the body composition data,
with 13 of 41 patients (32%) treated with aripiprazole al-
ready obese (=95th body mass index [BMI] percentile) at
baseline compared with 4 of 45 patients (99%) treated with
olanzapine, with no overlap in BMI percentile range be-
tween these cohorts (aripiprazole, 59.2-78.9; vs olanza-
pine, 40.0-60.0). Genetic or environmental differences con-
tributing to higher baseline adiposity might facilitate adverse
medication effects and alfect study outcomes.
Race/ethnicity can inlluence cardiometabolic risk and pre-
vious studies have documented racial differences in anti-
psychotic-induced metabolic effects in adults.?* The study
by Correll et al had unequal racial/ethnic distributions across
the nonrandomized treatments (eg, 18% ol Asian partici-
pants vs 63% ol Hispanic participants were prescribed ris-
peridone), limiting opportunities to evaluate treatment ef-
fects across racial/ethnic groups.
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To the Editor: The substantial weight gain, lipid eleva-
tions, and other metabolic abnormalities associated with 12
weeks ol second-generation antipsychotic medication use
among youth in the cohort study by Dr Correll and col-
leagues' was alarming. As discussed in the accompanying
Editorial by Drs Varley and McClellan,* lower-risk alterna-
tives should be considered before prescribing atypical an-
tipsychotic medications in children, especially given car-
diometabolic risks and unclear ellicacy for certain psychiatric
disorders. However, behavioral and psychotherapeutic al-
lernatives were not mentioned.

Given thatapproximately 53% of the sample in the study
by Correll et al had nonschizophrenia spectrum and non-
bipolar syndromes, behavioral or cognitive behavioral thera-
pies (CBTs) may be considered as first-line interventions.
Atypical antipsychotic medications are increasingly being
prescribed for childhood obsessive-compulsive disorder
(OCD), tic disorders, eating disorders, and refractory anxi-
ety disorders. We believe that belore initiating treatments
with a medication class accompanied by a mean weight gain
of 4.4 1o 8.5 kg aver 12 weeks (and other metabolic abnor-
malities), other empirically supported therapies should be
attempted.

Three well-designed and large multisite studies demon-
strated the eflicacy of CBT [or pediatric depression, OCD,
and anxiety.>” In general, children randomized to psycho-
therapy achieved comparable or better response and remis-
sion outcomes in comparison with those receiving selec-
tive serotonin reuptake inhibitor (SSR1} monotherapy. Gains
secondary to behavioral, cognitive, and [amilial changes were
typically better maintained following treatment discontinu-
ation relative to their psychopharmacological counter-
parts. Although the adverse event prolile for SSRIs is gen-
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erally mild in comparison with second-generation
antipsychotic medications, adverse events secondary to CBT
are rare. Cognitive behavorial therapy may actually protect
against harm-related adverse elfects (eg, suicidal ideation)
in comparison with SSRIs.* Long-term SSRI use should be
approached cautiously given the unknown elfects of pro-
longed use on the developing central nervous system, and
the lindings in the study by Correll et al raise a significant
concern about serious metaholic changes over a 3-month
period.
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In Reply: Dr Mangurian and colleagues note the impor-
tance of racial/fethnic inlluences on metabolic outcomes
in psychiatrically ill patients. Race/ethnicity has been
associated with cardiometabolic risk status in the general
population and in psychiatric patients,' including the
control of risk [actors.” However, in most randomized
controlled trials, members ol minority ethnic groups are
underrepresented. We acknowledge that in this naturalis-
tic cohort study the choice of specilic antipsychotic medi-
cations was likely inlluenced, at least in part, by preexist-
ing metabolic risk factors. Unlortunately, the number ol
children and adolescents who were antipsychotic-naive
in our cohort study was not large enough to allow for
meaninglul subgroup analysis.

In response to Dr Lewin and colleagues, we believe that
the effectiveness ol nonpharmacologic treatment options for
the management ol nonpsychotic conditions in youth, par-
ticularly conditions associated with aggressive behaviors, has
been insulliciently studied. A large proportion of the sharp
increase in antipsychotic prescriptions for children and ado-
lescents appears to be due to their use [or treating aggres-
sion.” Current guidelines advocate nonpharmacologic treat-
ments in these youth as the first step, with consideration of
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pharmacologic treatments [or aggression only alter psycho-
social interventions have failed or alter a specific medica-
tion trial targeting an underlying disorder.”

However, although this recommendation has consider-
able [ace validity in that a lower-risk intervention is used
[irst, randomized trials evaluating sequential treatment
with psychosacial and psychopharmacologic interven-
tions are needed. There is also a need for large random-
ized studies comparing psychosocial interventions, medi-
cation treatment, and their combination, which has been
success(ully performed in youth with anxiety, depression,
and OCD. Clinical decision making and the use of anti-
psychotic medications in the treatment ol children and
adolescents with severe and olten debilitating psychiatric
disorders requires appropriate evidence and consider-
ation of benefit-to-risk ratio.
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In Reply: We agree with Dr Lewin and colleagues that CBTs
are often sale and effective alternatives or adjuncts to atypi-
cal antipsychotic medications [or nonpsychotic psychiat-
ric syndromes in children and adolescents. Cognitive be-
havioral therapies have demonstrated efficacy lor pediatric
depression, OCD, anxiety, and posttraumatic stress disor-
der.! Parent training programs are effective for children with
behavioral problems.? Recent studies support the benefit of
CBT-based therapies for pediatric bipolar disorder® and de-
velopmentally tailored behavioral interventions for autis-
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