
� Changes in metabolic risk factors relating to blood glucose, blood pressure, high-density lipoprotein
cholesterol, waist circumference, or triglycerides are shown in Table 6. A greater proportion of patients in
the placebo group had shifts in blood pressure (to ≥130 mmHg systolic and/or ≥85 mmHg diastolic) than
quetiapine XR-treated patients, whereas a greater proportion of quetiapine XR-treated patients had shifts
in fasting/random glucose (to ≥5.55 mmol/L) than placebo-treated patients. The proportion of patients
with a shift to ≥3 metabolic risk factors (the International Diabetes Foundation’s definition of “metabolic
syndrome”) at the end of treatment did not differ between the quetiapine XR and placebo groups (12.6%
and 12.5%, respectively) (Table 6)

Abstract

Objective: To evaluate the effectiveness of extended-release quetiapine fumarate (quetiapine XR) as once-daily
monotherapy for manic symptoms in bipolar I disorder.

Methods: In this 3-week, randomized, parallel-group, double-blind study, adults with bipolar I disorder (most recent episode
manic or mixed; with or without rapid cycling) were randomized to once-daily treatment with either quetiapine XR (n=149;
Day 1, 300 mg; Day 2, 600 mg; Day 3 through Week 3, 400-800 mg flexibly dosed) or placebo (n=159). Primary outcome
measure was change from baseline to Week 3 in YMRS total score. Secondary outcome measures included YMRS response
and remission and change in change in CGI-BP-S and -C. Change from baseline was compared between groups with
analysis of covariance, using the LOCF approach for missing data.

Results: Once-daily quetiapine XR was associated with significant, sustained improvement in manic symptoms compared
with placebo, beginning on Day 4 (P<0.001) and continuing through Week 3 (mean change: -14.34 versus 10.52; P<0.001).
At Week 3, quetiapine XR-treated patients showed significantly greater response (P<0.01) and remission (P<0.01) rates and
improvement in CGI-BP-associated scores than placebo-treated patients. AEs were mild to moderate in intensity, the most
common being sedation, dry mouth, and somnolence for quetiapine XR.

Conclusions: Once-daily quetiapine XR monotherapy (400-800 mg) was efficacious (from Day 4 through Week 3) and
generally well tolerated in the treatment of manic episodes associated with bipolar I disorder.

Introduction
� Bipolar disorder is a complex and debilitating illness with a lifetime prevalence of up to 3.7%1,2

� The symptoms of bipolar mania can be severe and can significantly impede normal functioning2

� Treatment with the atypical antipsychotic quetiapine has been shown to improve acute manic symptoms
(twice daily dosing) and depressive symptoms (once daily [qd] dosing) in patients with bipolar disorder2-6

� A qd dosing of the XR formulation of quetiapine, which has been approved for the treatment of schizophrenia
in the United States and other countries, offers greater convenience and faster titration compared with twice-
daily dosing of the IR formulation and may improve compliance in patients with bipolar mania

Objectives
� To investigate the efficacy and tolerability of quetiapine XR qd monotherapy compared with placebo in
the treatment of patients with bipolar I disorder with acute symptoms of mania

Methods

Study design
� A 3-week, 48-center (USA), randomized, parallel-group, double-blind, placebo-controlled Phase III study
(Trial D144CC00004)

Study population
� Male and female inpatients and outpatients with a DSM-IV diagnosis of bipolar I disorder, who have had

≥1 manic or mixed episodes in the last 5 years
� Currently experiencing a manic or mixed episode, with or without rapid cycling

� Aged 18 to 65 years

� YMRS total score of ≥20 and a score of ≥4 on 2 of 4 core individual items: irritability, speech,
content, and disruptive/aggressive behavior

� CGI-BP-S overall bipolar illness score ≥4 (moderately ill)
� Patients were excluded if they had >8 mood episodes during the past 12 months, had another DSM-IV
Axis I disorder that was symptomatic or required treatment within 6 months of enrollment, or if they were
continuously hospitalized for acute bipolar mania for >3 weeks immediately before randomization

Study treatment
� To remove the possible effects of any drugs taken prior to treatment and to assess eligibility for the
study, there was a washout/enrollment period of up to 35 days (based on drug half-life) (Figure 1)

Efficacy
� Compared with placebo, quetiapine XR at 400 to 800 mg qd produced a significantly greater mean
improvement in YMRS total scores from baseline to endpoint (-14.34 for quetiapine XR vs -10.52 for
placebo; P<0.001) (Figure 2)

� This improvement was observed as early as Day 4 (P<0.001) (Figure 2)
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Conclusions

� Quetiapine XR (400-800 mg qd) monotherapy significantly improved symptoms

of mania in patients with bipolar I disorder (manic and mixed) compared with

placebo, based on the primary outcome measure of change from baseline in

YMRS total score at Week 3. Significant improvement in symptoms in quetiapine

XR-treated patients was seen as early as Day 4

� A higher number of patients achieved response and remission criteria at endpoint

(Week 3) in the quetiapine XR group than in the placebo group

� Quetiapine XR was generally well tolerated

� The most common AEs included sedation, dry mouth, and somnolence

� Mean weight increase and incidence of weight increase to ≥7% were greater for

the quetiapine XR versus placebo group

� The overall efficacy and safety data for quetiapine XR in this study are consistent

with those from studies of quetiapine IR twice daily in the treatment of patients with

bipolar I disorder
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Table 3. Most common adverse events (≥≥5% of patients in either group; safety population)

Quetiapine XR Placebo
Adverse events, % (n=151) (n=160)
Sedation 34.4 7.5

Dry mouth 33.8 6.9

Somnolence 16.6 4.4

Headache 11.9 13.8

Constipation 9.9 3.1

Dizziness 9.9 4.4

Dyspepsia 6.6 3.8

Fatigue 6.6 3.8

Weight gain 6.6 0.6

Figure 2. Change in LS mean YMRS total score from baseline to Week 3 (ITT population, LOCF)
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Figure 3. Response and remission rates at Week 3 (ITT population)
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Figure 1. Study design (ITT population)
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(up to 28 days)

RandomizationScreen

Dose titration: Day 1, 300 mg; Day 2, 600 mg; Day 3 onward, 400-800 mg

Overall enrollment period was up to 35 days; during washout, lithium and divalproate 
allowed until Day -4 if needed

a

Table 6. Metabolic risk factors, treatment-emergent development of ≥3 risk factors by sub-criteria (safety populationa)

Quetiapine XR (n=151) Placebo (n=160)
Number of Number of 
patients in patients in

treatment group n (%) treatment group n (%)
Total patients with ≥3 
metabolic risk factors
at end of treatment 111 14 (12.6) 120 15 (12.5)

Waist circumference (cm)

Shift to >102 (men) 
and >88 (women) 86 1 (1.2) 94 1 (1.1)

Blood pressure (mmHg)

Shift to ≥130 systolic 
or ≥85 diastolic 86 4 (4.7) 99 10 (10.1)

Triglycerides (mmol/L)

Shift to ≥1.7 97 2 (2.1) 115 3 (2.6)

HDL-C (mmol/L)

Shift to <1.04 (men), 
<1.35 (women) 103 1 (1.0) 110 1 (0.9)

Glucose (fasting/random) (mmol/L)
Shift to ≥5.55 122 5 (4.1) 127 2 (1.6)

aPatients with <3 risk factors at randomization; n, number of patients; HDL-C, high-density lipoprotein cholesterol

Table 4. Adverse events leading to withdrawala (safety population)

Quetiapine XR Placebo
Adverse events, n (%) (n=151) (n=160)

Suicidal ideation 1 (0.7) 2 (1.3)
Bipolar disorder 1 (0.7) 1 (0.6)
Dizziness 1 (0.7) 1 (0.6)
Suicide attempt 1 (0.7) 1 (0.6)
Bipolar I disorder 1 (0.7) 0
Coordination abnormal 1 (0.7) 0
Dermatitis allergic 1 (0.7) 0
Ear pain 1 (0.7) 0
Intentional overdose 1 (0.7) 0
Psychotic disorder 1 (0.7) 0
Mania 0 5 (3.1)
Abdominal pain lower 0 1 (0.6)
Agitation 0 1 (0.6)
Anxiety 0 1 (0.6)
Gastroesophageal reflux disease 0 1 (0.6)
Ischemic hepatitis 0 1 (0.6)
Lethargy 0 1 (0.6)
Multiple drug overdose 0 1 (0.6)
Myocardial infarction 0 1 (0.6)
Pancreatitis 0 1 (0.6)
Somnolence 0 1 (0.6)
Vision blurred 0 1 (0.6)
aPatients with multiple AEs leading to discontinuation are counted once for each patient

Table 2. Baseline disease severity (ITT population)

Quetiapine XR Placebo
(n=149) (n=159)

YMRS score, mean (SD) 28.8 (5.4) 28.4 (5.1)

CGI-BP-S overall bipolar 
illness score, mean (SD) 4.5 (0.7) 4.5 (0.7)

MADRS score, mean (SD) 14.3 (7.0) 14.6 (6.4)

Years since bipolar diagnosis, 
mean (SD) 19.3 (10.8) 18.7 (10.5)

Duration of present mania episode 
(weeks), mean (SD) 5.9 (6.1) 6.6 (7.9)

Rapid cycling,a n (%) 45 (30.2) 52 (32.7)

Current episode, n (%)
Manic 86 (57.7) 88 (55.3)

Mixed 63 (42.3) 71 (44.7)
aDefined as 4 to 8 mood episodes in past year

Table 1. Baseline demographic and disease characteristics (ITT population)

Quetiapine XR (n=149) Placebo (n=159)

Gender, n (%)
Male 92 (61.7) 93 (58.5)
Female 57 (38.3) 66 (41.5)

Age (y), mean (SD) 41.3 (10.3) 40.8 (10.7)

Weight (kg), mean (SD) 91.8 (23.7) 91.0 (24.8)

Race, n (%)
White 72 (48.3) 73 (45.9)
Black/African American 70 (47.0) 77 (48.4)
Other 7 (4.7) 9 (5.7)

Table 5. Disposition of patients who discontinued the study (all randomized patients) 

Study discontinuation, n (%) Quetiapine XR (n=155) Placebo (n=161)

Patients who discontinued study 44 (29.1) 45 (28.1)
Adverse event 4 (2.6) 12 (7.5)
Lost to follow-up 12 (7.9) 4 (2.5)
Severe protocol noncompliance 4 (2.6) 2 (1.3)
Condition worsened 3 (2.0) 0
Lack of therapeutic response 6 (4.0) 15 (9.3)
Voluntary discontinuation 13 (8.6) 12 (7.5)
Other 1 (0.6) 0
Incorrect enrollment 1 (0.6) 0

Patients who completed study 111 (73.5) 116 (72.5)
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� Patients with inadequate washout periods were excluded from the study

� Following washout, patients were randomly allocated 1:1 to placebo or quetiapine XR qd, with
medication administered at bedtime

� Patients in the active treatment arm received quetiapine XR 300 mg qd on Day 1, 600 mg qd on Day 2,
and were flexibly dosed to 400, 600, or 800 mg qd thereafter depending on the investigator’s
assessment of efficacy and tolerability

� Patients were hospitalized at randomization and for at least the first 4 days of treatment

Efficacy analyses
� The primary efficacy measure was change from baseline to endpoint (Week 3) in YMRS total score 

� Other efficacy measures:

– Change from baseline to Day 4 and to Weeks 1 and 2 in YMRS total scores

– Proportion of patients meeting the response criterion (defined as ≥50% reduction in YMRS total score at
final visit)

– Proportion of patients meeting the remission criterion (defined as a YMRS total score ≤12 at final visit)

– Improvement in CGI-BP-S overall bipolar illness score

– Final visit assessment of CGI-BP-C overall bipolar illness score

Safety analyses
� Incidence of AEs and proportion of patients withdrawing due to AEs

� Changes in metabolic risk factors, clinical chemistry, hematology, vital signs, and weight

� Treatment-emergent extrapyramidal symptoms, as measured by the change in SAS total score and
BARS global assessment score from baseline to endpoint (Week 3)

� Proportion of patients with treatment-emergent depression (AE of depression or depressed mood or a
MADRS score ≥18 on 2 consecutive assessments or final visit)

Statistical analyses
� The hypothesis that the change from baseline was equal in the groups was tested using ANCOVA with
the baseline assessment as covariate. Missing data were imputed using the LOCF approach

� Dichotomous variables were analyzed using a logistic model and the Cochran-Mantel-Haenszel test

Results

� 316 patients were randomized to treatment with quetiapine XR or placebo

� The safety population (n=311) consisted of patients who received at least 1 dose of study drug

� The modified ITT population (n=308) included all randomized patients who received at least 1 dose of
study treatment and who had at least 1 pre- and post-randomization YMRS assessment

� Of the 316 patients (quetiapine XR, 155; placebo, 161) randomized to treatment, 227 (quetiapine XR,
111; placebo, 116), or 71.8%, completed the study

� Approximately 99% of patients in each group were classified as compliant on the basis of tablet counts
(≥70% consumption of doses)

� Baseline demographic and disease characteristics were similar between treatment groups (Table 1)

� Treatment groups were well balanced with respect to mean baseline disease severity (Table 2)

� Mean YMRS total scores at baseline were consistent with moderate to severe mania (Table 2)

AE, adverse event; ANCOVA, analysis of covariance; BARS, Barnes Akathisia Rating Scale; CGI-BP, Clinical Global Impression-Bipolar; CGI-
BP-C, Clinical Global Impression-Bipolar-Change; CGI-BP-S, Clinical Global Impression-Bipolar-Severity of Illness; DSM-IV, Diagnostic and
Statistical Manual of Mental Disorders, Fourth Edition; IR, immediate release; ITT, intent to treat; LOCF, last observation carried forward;
MADRS, Montgomery-Åsberg Depression Rating Scale; SAS, Simpson-Angus Scale; SD, standard deviation; XR, extended release; YMRS,
Young Mania Rating Scale

� The proportion of patients meeting the criterion for response and remission at endpoint was significantly
higher with quetiapine XR than with placebo at endpoint (P=0.001 for response; P=0.006 for remission)
(Figure 3)

� Relative to baseline, mean CGI-BP-S score at endpoint was significantly improved for quetiapine XR 
(-1.51) versus placebo (-1.02) (P<0.001) 

� The mean CGI-BP-C score at endpoint was also significantly improved for quetiapine XR (2.58) versus
placebo (3.18) (P<0.001)

Safety
� The overall incidence of AEs (including non-serious AEs) was 84.8% in the quetiapine XR group and
66.9% in the placebo group

� The most common AEs associated with quetiapine were sedation, dry mouth, and somnolence, although
several other AEs were also reported more commonly than with placebo (Table 3)

� Somnolence and sedation AEs generally started to occur within the first week of treatment

� There was 1 death in the placebo group. Serious AEs occurred in 6 (4.0%) patients in the quetiapine XR
group and in 13 (8.1%) patients in the placebo group

� In the safety population, a total of 7 patients (4.6%) in the quetiapine XR group and 13 patients (8.1%) in
the placebo group experienced AEs that led to withdrawal (Table 4)

� In the randomized population, more patients in the placebo group discontinued due to lack of
therapeutic response than in the quetiapine XR group, whereas more patients in the quetiapine XR group
were lost to follow-up (Table 5)

� The incidence of treatment-emergent depression was higher in the placebo group (24/160, or 15%) than
in the quetiapine XR group (14/151, or 9.3%)

� Overall, mean weight change was greater in the quetiapine XR group compared with the placebo group
(1.3 kg and 0.1 kg, respectively), and 5.1% of patients taking quetiapine XR showed a weight increase of
≥7% compared with no patients receiving placebo

� The proportion of patients with worsened SAS scores at endpoint was 7.2% in the quetiapine XR group
versus 5.1% in the placebo group; 80.8% and 84.7%, respectively, showed no change in SAS scores 

� The proportion of patients with worsened BARS scores at endpoint was 0.8% in the quetiapine XR group
versus 2.9% in the placebo group, and 89.6% versus 86.1%, respectively, had no change in BARS scores

� 126 patients in the quetiapine XR group and 145 patients in the placebo group had normal mean
prolactin values at baseline (9.27 ng/mL for quetiapine XR; 8.28 ng/mL for placebo). At end of treatment,
mean prolactin values were 10.02 ng/mL for quetiapine XR and 8.22 ng/mL for placebo, representing a
slight increase for quetiapine XR

� There were no clinically relevant differences in other clinical chemistry, hematology, vital signs, or electro -
cardiogram safety variables (including QTc interval) between the quetiapine XR and placebo safety populations
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