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the prevention of recurrent mood events (manic, mixed, or depressed)
in patients with bipolar I disorder.

Methods: Patients with bipolar I disorder (DSM-IV, most recent
episode manic, mixed or depressed) received open-label quetiapine
(400—800 mg/day; flexible, divided doses) plus Li/DVP (target serum
concentrations 0.5—1.2 mEq/L and 50—125 pg/mL, respectively) for
up to 36 weeks to achieve at least 12 weeks of clinical stability. Pa-
tients were subsequently randomized to double-blind treatment with
quetiapine (400—800 mg/day) plus Li/DVP or placebo+Li/DVP for
up to 104 weeks. Primary endpoint was time to recurrence of any
mood event defined by medication initiation, hospitalization,
YMRS or MADRS score >20 at two consecutive assessments or at
final assessment if the patient discontinued, or study discontinuation
due to a mood event.

Results: 1461 patients entered the stabilization phase and 703
(48%) were randomized to double-blind treatment receiving at least
one dose of study medication (ITT population). A markedly lower
proportion of patients had a mood event in the quetiapine+Li/DVP
versus placebo+Li/DVP group (18.5% vs 49.0%, respectively), with
a risk reduction of 72% (hazard ratio 0.28; P<0.0001). The incidence
of adverse events was similar between the two treatment groups.

Conclusions: Maintenance treatment with quetiapine+Li/DVP
significantly increased the time to recurrence of any mood event com-
pared with placebo+LI/DVP. Long-term treatment with quetiapine
was generally well-tolerated.

Supported by funding from AstraZeneca Pharmaceuticals LP.
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Aim: Antidepressants are recommended to be withdrawn during
a manic episode. This analysis explored the characteristics of patients
receiving antidepressants during an acute manic episode in the con-
text of a large, observational study.

Method: EMBLEM (European Mania in Bipolar Longitudinal
Evaluation of Medication) is a 2-year prospective observational study
of acute mania/mixed mania. Of 2416 patients, 345 (14%) were tak-
ing an antidepressant (AD) and 2071 (86%) were not (NAD) during
acute mania. Demographic and clinical variables were collected at
baseline and at outpatient visits up to 2 years. Illness severity was
measured using Clinical Global Impressions—Bipolar Disorder
(CGI-BP), 5-item Hamilton Depression Rating Scale (HAM-D-5),
and Young Mania Rating Scale (YMRS). Logistic regression analysis
was used to identify variables associated with AD use.

Results: AD use varied across countries (p<0.05), more use with
mixed episodes (p<0.001), rapid cyclers (p=0.02), more previous de-
pressive episodes (p<0.001) and higher HAM-D-5 severity at base-
line (p<0.001) but less use with higher education (p=0.029),
YMRS (p=0.022), CGI-BP overall (p=0.006) severity and inpatients
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at baseline (p<0.001). There were no differences in alcohol abuse or
suicide attempts. Depression recurrence rates were significantly
higher with AD (p<0.001).

Conclusions: The EMBLEM study suggests that patients with
mania receiving antidepressants are more likely to be outpatients
with mixed mania or rapid cycling, and have a higher risk of depres-
sive recurrence during follow-up. Clinicians seem to maintain antide-
pressants in manic patients to address depressive features during
mania and prevent further depressive episodes.

EMBLEM was supported by Eli Lilly and Company.
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Background and Aims: To evaluate the efficacy, safety and tolerabil-
ity of aripiprazole plus valproate/lithium in the treatment of patients
with bipolar I mania partially non-responsive to lithium or valproate
monotherapy.

Methods: This multicentre, randomized study included patients
with bipolar I disorder (manic/mixed episode, with/without psychotic
features). Partial non-responders with therapeutic lithium (0.6—1.0
mmol/l) or valproate (50—125 ng/ml) levels were randomized (2:1)
to double-blind combination aripiprazole (aripiprazole [15—30 mg/
day] + lithium/valproate; n=253) or placebo + lithium/valproate
(n=131). The primary endpoint was mean change from baseline in
YMRS Total Score at Week 6 (LOCF).

Results: The aripiprazole combination therapy demonstrated sig-
nificant improvement from baseline in the YMRS Total score versus
placebo + lithium/valproate at Week 1 and all subsequent visits (all
p<0.05) up to Week 6 (—13.3 vs. —10.7, p=0.002; LOCF). Signifi-
cant improvements from baseline to Week 6 were observed with ari-
piprazole vs. placebo + lithium/valproate in CGI-BP-S (mania) score
(—1.9 vs. —1.6; p=0.014; LOCF) and the LIFE-RIFT score (—1.76
vs. —0.99; p=0.046; LOCF). At endpoint, aripiprazole plus lithium/
valproate was associated with significantly greater remission rate
(YMRS Total score <12) and response rate (>50% improvement
from baseline in YMRS Total) than placebo + lithium/valproate. Sim-
ilar percentages of patients had clinically relevant weight gain (aripi-
prazole + lithium/valproate vs. placebo + lithium/valproate: 3.0% vs.
3.9%; p=0.718, Week 6, LOCF). Aripiprazole combination therapy
was well tolerated.

Conclusions: In patients with bipolar mania, aripiprazole in com-
bination with lithium/valproate is an effective and well-tolerated
treatment that improves psychosocial functioning.
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