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Tool Helps Spot Bipolar Prodrome in Children

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 an early intervention pro-
gram for children who are at risk of de-
veloping bipolar disorder, Dr. Christoph
Correll reported at the joint annual meet-
ing of the American Academy of Child
and Adolescent Psychiatry and the Cana-
dian Academy of Child and Adolescent
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 the oc-
currence of a syndromal manic or hypo-
manic episode.

The scale—an in-person structured in-
terview with patient or parent alone—
takes between 1 and 1.5 hours to com-
plete. It was developed based on DSM-IV
criteria for major depressive disorder and
bipolar disorder, a review of the literature,
input from experts in the areas of schizo-
phrenia prodrome and bipolar disorder,
and open questioning of young patients
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 pre-
ceded the first full manic episode by near-
ly 1 year.

In more than half of the patients, the
most commonly reported symptoms that
were at least moderately severe were a
drop in school functioning, irritability or
anger, racing thoughts, mood swings,
inattention, de-
pressed mood, and
anger outbursts or
tantrums.

At least moder-
ately severe symp-
toms of increased
energy, psychomo-
tor agitation, over-
talkativeness, and
social isolation oc-
curred 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 reported pre-
senting symptoms of oppositionality, an-
hedonia, being overly cheerful, psycho-
motor agitation, or inattention.

The lag between first manic episode and
bipolar disorder diagnosis was about 20
months, but the lag between onset of pro-
dromal symptoms and diagnosis was twice
that long—a mean of 41 months. 

In most patients (59%), the prodromal
onset was slow and marked by gradual de-
terioration; 29% of patients experienced
a slow onset with quick deterioration,
while only 12% experienced 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. Cor-

rell said in an
interview. 

“It can be used in
future studies to
determine different
patterns of symp-
tom onset and con-
tributing factors to
symptom onset, as
well as to identify
characteristics that

may define a person who may be at ul-
trahigh risk for the development of bipo-
lar disorder,” he said.

He is also working on a prospective
version of the scale, which he hopes will
be a valuable predictive tool. “We have al-
ready used the data from this study to de-
velop a prospective version of the scale,”
Dr. Correll said. 

“We are now in the process of validat-
ing the scale and criteria that predict con-
version to bipolar disorder in patients
considered to be at clinical risk for the de-
velopment of bipolar disorder,” he com-
mented. ■

Questionnaire asks patients to rate 39 symptoms

that can emerge before the first manic episode.

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

DR. CORRELL

Dearth of Evidence in Guiding Tx

Of Bipolar Depression in Teens

B Y  J E F F  E VA N S

Senior Writer

N E W Y O R K — Because of the current lack
of data and consensus on the treatment of
bipolar depression in children and adoles-
cents, pharmacotherapeutic options need to
be discussed with family members on a case-
by-case basis, Dr. Gabrielle A. Carlson said at
a psychopharmacology update sponsored by
the American Academy of Child and Adoles-
cent Psychiatry.

No controlled studies of bipolar depression
in children or adolescents exist and no results
from such trials can be expected for the fore-
seeable future, said Dr. Carlson, director of
child and adolescent psychiatry at the State
University of New York at Stony Brook. A
few recent open-label trials with lithium and
lamotrigine (Lamictal) provide all the data
that are available on pharmacotherapy in
these patients.

In one study, a 6-week open trial of lithium
in hospitalized adolescents with bipolar de-
pression, 13 of the 27 patients had a 50% re-
duction in Children’s Depression Rating
Scale–Revised (CDRS-R) scores at some point
during the study. At the end of the 6 weeks,
however, only 8 patients met the study’s re-
sponse criteria, defined as a CDRS-R score of
28 or less and a Clinical Global Impressions
(CGI) score of 2 or less. Most of the patients’
improvement occurred during the first 2 weeks
of the trial, when they were in the hospital.

In an open study of 20 adolescents with
bipolar I, II, or depression not otherwise spec-
ified, 16 patients responded to lamotrigine af-
ter 8 weeks, as defined by a CGI score of 2 or
less. Eleven patients were in remission after 8
weeks. Seven of the patients also were taking
other psychotropic medications.

“Until there are placebo-controlled trials
[of children and adolescents] in bipolar de-
pression, don’t get too excited because we all
know that there are high rates of placebo re-
sponse in depression,” Dr. Carlson said.

When treating a first-episode case of de-
pression, clinicians should consider that bipo-
lar disorder is prevalent in only 5% of children
and adolescents who have a parent with the
condition, according to one study, whereas
unipolar depression and other affective disor-
ders are prevalent in 9% and 27% of children
and adolescents with such parents, respec-
tively, she said.

Clinicians will need to consider different
scenarios when treating a first episode of ma-
jor depression in adolescents and children
with bipolar disorder, or even recurrent
unipolar major depression in pediatric pa-
tients with a history of bipolar disorder in
their families. In both cases, the clinician
will have to decide on whether to prescribe
an antidepressant—which requires a discus-
sion of its risks and benefits in light of the
black box warning on suicidal ideation—or a
mood stabilizer that may not be needed, Dr.
Carlson said. ■

Quetiapine May Help Manage

Depression in Bipolar Adolescents

T O R O N T O —  Quetiapine appears
to improve symptoms of depres-
sion and suicidal ideation in adoles-
cents with bipolar disorder, mood
disorder, and those at familial risk of
developing bipolar disorder, accord-
ing to a poster presented at the joint
annual meeting of the American
Academy of Child and Adolescent
Psychiatry and the Canadian Acad-
emy of Child and Adolescent Psy-
chiatry.

Dr. Melissa DelBello of the Uni-
versity of Cincinnati and her col-
leagues presented the results of three
studies of the drug in bipolar ado-
lescents aged 12-18 years.

Study 1 included 30 adolescents
hospitalized with mixed or manic
episodes. 

The patients were randomized to
divalproex or divalproex plus queti-
apine (mean dose 423 mg/day) for
6 weeks. 

Those in the combination group
experienced a greater mean decrease
in depression scores from baseline
than did those in the divalproex-
only group (from 50 to 24 vs. 50 to
34, respectively).

Study 2 included 50 patients hos-
pitalized with bipolar I disorder (94%
mixed, 6% manic episodes).

They were randomized to queti-
apine (Seroquel) monotherapy

(mean dose 417 mg/day) or dival-
proex monotherapy for 4 weeks.

Mean depression scores in the que-
tiapine group decreased from 52 to
25. Dr. DelBello did not analyze the
divalproex response in this study.

Study 3 included 25 hospitalized
adolescents with a mood disorder
and with at least one parent with
bipolar disorder. 

The adolescents received quetia-
pine monotherapy (mean dose 447
mg/day) for 12 weeks. Mean de-
pression scores decreased from 40 to
29.

In the three studies, 65 patients
who took quetiapine alone had ma-
jor depression. Overall, their mean
suicidality score decreased from 3.0
to 1.5. 

The suicidality score increased,
however, in two of the patients, both
of whom were taking quetiapine.

Quetiapine was well tolerated
alone and in combination with di-
valproex, Dr. DelBello said. 

Sedation (mostly mild and tran-
sient) was the most common ad-
verse event, followed by dizziness
and gastrointestinal upset. No pa-
tients discontinued therapy because
of adverse events.

The poster was sponsored by As-
traZeneca.

—Michele G. Sullivan
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