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Tool Helps Spot Onset of Bipolar Disorder in Kids
B Y  M I C H E L E  G. S U L L I VA N

Mid-Atlantic  Bureau

T O R O N T O —  Many children with bipo-
lar disorder experience a lengthy prodro-
mal phase of clinically significant symp-
toms before their first manic episode; in
almost 70% of these children, the pro-
drome begins with a drop in school func-
tioning, often accompanied by racing
thoughts, irritability, and anger, and can
last for almost 1 year.

Recognizing such a prodrome could
help facilitate early intervention for chil-
dren at risk of developing bipolar disorder,
Dr. Christoph Correll reported at the joint
annual meeting of the American Academy
of Child and Adolescent Psychiatry and
the Canadian Academy of Child and Ado-
lescent Psychiatry.

“The sufficient duration and severity of
this prodrome enables the development of
early identification and prevention pro-
grams,” wrote Dr. Correll, a psychiatrist at
the Zucker Hillside Hospital, Glen Oaks,
N.Y. However, “prospective studies are re-
quired to validate these findings and to test
effective interventions.”

Dr. Correll characterized the onset of
bipolar disorder in 51 patients by inter-

viewing the patients and/or their parents
with his newly created Bipolar Prodrome
Symptoms Scale–Retrospective Version.
The questionnaire asks parents and pa-
tients to rate 39 putatively prodromal
symptoms that can emerge before a syn-
dromal manic or hypomanic episode.

The scale—an in-person structured in-
terview with patient
or parent alone—takes
between 1 and 1.5
hours to complete. It
was developed based
on DSM-IV criteria for
major depressive dis-
order and bipolar dis-
order, a review of the
literature, input from
experts in the areas of
schizophrenia prodrome and bipolar dis-
order, and open questioning of young pa-
tients and their caregivers.

Dr. Correll also drew the symptoms
that the scale assesses from several retro-
spective studies that have identified some
possibly prodromal traits, including de-
pressed mood or hopelessness, hyperac-
tivity, mood swings, increased or de-
creased energy, irritability or anger
dyscontrol, argumentativeness, decreased

sleep, crying spells, inappropriate behav-
iors, and overtalkativeness.

The patients’ mean age was 16 years;
the mean age at first manic episode was 13
years. The patients experienced a mean of
13 of the prodromal symptoms, which
preceded the first full manic episode by
nearly 1 year.

In more than
half of the pa-
tients, the most
commonly re-
ported symp-
toms that were
at least moder-
ately severe
were a drop in
school function-
ing, irritability

or anger, racing thoughts, mood swings,
inattention, depressed mood, and anger
outbursts or tantrums. At least moderately
severe symptoms of increased energy, psy-
chomotor agitation, overtalkativeness, and
social isolation occurred in more than
40% of patients.

The most common presenting symp-
toms were a drop in school functioning,
mood swings, depressed mood, irritabili-
ty or anger, social isolation, and racing

thoughts. About one in five patients re-
ported presenting symptoms of opposi-
tionality, anhedonia, being overly cheerful,
psychomotor agitation, or inattention.

The lag between first manic episode and
bipolar disorder diagnosis was about 20
months, but the lag between the onset of
prodromal symptoms and diagnosis was
about twice that long—a mean of 41
months. In most patients (59%), the pro-
dromal onset was slow and marked by
gradual deterioration; 29% of patients ex-
perienced a slow onset with quick deteri-
oration, while only 12% had a rapid onset
of illness.

The newly developed scale will be use-
ful not only in assessing a possible pro-
drome, but in research as well, Dr. Correll
said in an interview. “It can be used in fu-
ture studies to determine different pat-
terns of symptom onset and contributing
factors to symptom onset, as well as to
identify characteristics that may define a
person who may be at ultrahigh risk for
the development of bipolar disorder.”

He is also working on a prospective
version of the scale, which he hopes will
be a valuable tool for predicting conver-
sion to bipolar disorder in patients con-
sidered to be at risk for the disorder. ■

Ziprasidone May Be Helpful

In Childhood Bipolar Disorder

B Y  M I C H E L E  G. S U L L I VA N

Mid-Atlantic  Bureau

T O R O N T O —  Ziprasidone holds
promise as a treatment for childhood bipo-
lar disorder, Dr. Joseph Biederman re-
ported in a poster at the joint annual
meeting of the American Academy of
Child and Adolescent Psy-
chiatry and the Canadian
Academy of Child and
Adolescent Psychiatry.

Dr. Biederman of Har-
vard Medical School,
Boston, investigated the
drug’s effect in an 8-week
study of 21 patients aged
from 6 to 17 years (mean
age 10 years).

All of the children who
participated in the study
had bipolar disorder. The
children were displaying
manic, hypomanic, or
mixed symptoms, with or without psy-
choses.

The study participants were not taking
any mood stabilizers or any other neu-
roleptic drugs. At baseline, their mean
Young Mania Rating Scale (YMRS) score
was 26; their mean IQ was 100.5.

Patients received an initial daily dose of
1 mg/kg ziprasidone, which was titrated
upward to 1.5 mg/kg by week 2, and 2
mg/kg by week 3 if tolerated. At the close
of the study, the mean daily dose was 56
mg/day.

By the end of week 1, the mean YMRS
score had decreased by 8 points. By the

end of the study, the mean YMRS score
had decreased to 15—a drop of 11 points.

More than half the patients (57%) had
a 30% reduction in baseline YMRS scores
and were rated as much or very much im-
proved in the Clinical Global Impression
scale. One-third of the patients had a
YMRS score reduction of 50%.

Comorbid psychiatric
symptoms also improved in
some patients, Dr. Bieder-
man wrote; 38% had an im-
provement in depression,
27% improved their atten-
tion-deficit hyperactivity dis-
order symptoms, and 7% of
the patients improved their
conduct symptoms.

However, he said, only
66% (14) completed the 8-
week trial; dropouts were at-
tributable to adverse events
(2) and lack of efficacy (5).

The most frequently re-
ported adverse effects experienced by the
patients were sedation (46%), headache
(38%), and GI problems (34%).

Ziprasidone was not associated with
any statistically significant increase in body
weight or QTc interval.

The drug has been previously shown
safe and effective in adults with bipolar
disorder, with limited impact on pro-
lactin levels and weight gain, Dr. Bieder-
man commented.

Dr. Biederman has received grants from
Pfizer, which makes the drug. The poster
was sponsored by the nonprofit Stanley
Medical Research Institute. ■

In most patients
(59%), the
prodromal onset
was slow and
marked by gradual
deterioration.

DR. CORRELL

More than half
the patients
(57%) had a
30% reduction in
baseline Young
Mania Rating
Scale scores and
were rated as
much or very
much improved.
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