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Objective: Atyp ical (second-generat ion)
antipsychotics are considered standard
treatment for ch ild ren and ado lescents
with early-onset schi zophrenia and
schizoaffective d isorder. However, the su­
periority of second-generation antipsy ­
chotics over first-generation antipsychot­
ics has not been demonstrated. This study
compared the efficacy and safety of two
second -gene ration ant ipsychotics (olanza­
pine and risperidone) with a f irst-genera­
tion antipsychot ic (m oli ndo ne) in the
treatment of early-o nset schizophrenia
and schizoaffective disorder.

Method: This double-blind multisite trial
randomly assigned pediatric pat ients wi th
early-onset schizop hren ia and schizoaf­
fective disorder to treatment with either
olanzapine (2.5-20 mg/day), risperidone
(0.5-6 mg /day). or molindone (10-140
mg/day, plus 1 mg/day of benztropine) for
8 weeks. The primary outcome was re­
sponse to treatment, def ined as a Clinical
Global Impression (CGI) improvement
score of 1 or 2 and ~20% reduction in

Posit ive and Negative Syndrome Scale
(PANSS) total score after 8 weeks of treat·
ment.

Results: In total , 119 youth were ran ­
dom Iy assigned to treatment. Of these
subjects, 116 received at least one dose of
treatment and thus were available for
analysis. No significant differences were
found among treatment groups in re ­
sponse rates (m o lindone: 50 %; olanza­
pine : 34%; risperidone : 46%) or ma gn i­
tude of symptom reduction . Olanzapine
and risper idone were associated wit h sig­
nif icantly greater weight gain. Olanzapine
showed the greatest r isk of we ight gain
and signifi cant increases in fasting choles­
terol , low density lipoprotein, insu lin, and
liver transam inase levels. Molindone led
to more self-reports of akathisia .

Conclusions: Risperidone and olanza­
pine d id not demonstrate superior effi­
cacy over mol indone for treating early­
onset schizophren ia and schizoaffective
d isorder. Adverse effects were frequent
but d iffered am ong med ications. The re­
sults question the nearly exclusive use of
second -generation antipsychotics to treat
early-onset schizophrenia and schizoaf­
fect ive disorder. The safety findings re­
lated to weight gain and metabolic prob­
lems raise i m po rt a nt public health
con cerns, given the widespread use of
second-generation anti psychotics in
youth for non psychotic disorders.

(Am J Psychiotry Sikich et 01.; AiA:1-13)

Early-onset schizophrenia and schizoaffective disor­
der occurring prior to 18 years of age are associated with
debilitating psychotic symptoms and psychosocial dys­
function 0 , 2). Prognosis appears to be substantively
worse than in adult-onset schizophrenia (1, 3-7). Safe and
effective treatments are needed for these vulnerable youth.
Most clinicians prescribe atypical (second-generation) an­
tipsychotics based on assumptions of superior efficacyand
tolerability (8). However,for adult s with schizophrenia, the
results of studies such as the Clinical Antipsychotic Trials
of Intervention Effectiveness (CATIE) (9), the Cost Utility of

the Latest Antipsychotic Drugs in Schizophrenia Study
(10), and the European First Episode Schizophrenia Trial
(11) raise questions as to whether second-generation an­
tipsychotics truly have superior efficacy over first-genera ­
tion (typical) antipsychotic s. Studies specifically compar­
ing second-generation to first -generation anti psychotics
for first -episode schizophrenia have had mixed results,
with advantages for second-generation antipsychotics of­
ten small or limited to secondary outcomes (12-16).

There are few randomized, controlled trials comparing
treatments for early-onset schizophrenia and schizoaffec-
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