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Background: An updated systematic review that included published and unpublished data of quetiapine for acute bipolar depression has not
been performed.

Objective: To review the efficacy and the tolerability of quetiapine, either as monotherapy or in combination, in the treatment of acute bipolar
depression.

Methods: We included all randomized control trials (RCTs) comparing oral quetiapine with other treatments in bipolar | or Il disorders. Published
and unpublished randomized, controlled trials were identified using the Cochrane Central Register of Controlled Trials, MEDLINE, ISI Web of
Science, CINAHL, PsycINFO, and ClinicalTrials.gov. The primary outcome was the average change in depressive score, such as the
Montgomery-Asberg Depression Rating Scale (MADRS) in adults or the Children’s Depression Rating Scale-Revised (CDRS-R) in child and
adolescents.

Results: Overall, 11 RCTs with 3,488 participants were included. There was a significant difference, favoring quetiapine, in the change score of
the MADRS (MD -4.66 CI -5.59 to -3.73). Quetiapine was also associated with significant improvement in clinical global impression, quality of life,
quality of sleep, anxiety, and disability. Compared with placebo, quetiapine might cause more adverse effects of extrapyramidal side effects,
sedation, somnolence, dizziness, fatigue, constipation, dry mouth, increased appetite, and weight gain.

Conclusion: The findings from this study underscore the efficacy of quetiapine as monotherapy for acute bipolar depression. It also highlighted
the protective effect of quetiapine for the switching into mania. Limit data did not support the use of quetiapine in child and adolescents.

Quetiapine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random,95%Cl IV, Random. 95% ClI
1.1.1 Average change score: MADRS score in adults (quetiapine 300 mg)
Calabrase 2005 -16.30 1398 172 -10.26 1294 169 106%  -6.13(-8.99,-3.27) T
McEroy 2010 16.19 1398 2290 -126 1294 121 10.1% -3.59 [-6.52, -0.66] W
Suppes 2010 -17.43 143 133 -11.92 1381 137 7.7% -5.51 [-8.86, -2.16) i <
Thase 2006 -16.94 1233 155 -11.93 1256 161 11.5% -5.01 [-7.75, -2.27) _
Young 2010 1536 148 260 -11.81 125 131 11.1% -3.55 [-6.35, -0.75] i
Subtotal (95% CI) 949 719 51.1% -4.72[-6.02, -3.42] *

Heterogeneity: Tau? = 0.00; Chi® = 2.43, df = 4 (P = 0.66); I’ = 0%
Test for overall effect: Z = 7.10 (P < 0.00001)

1.1.2 Average change score: MADRS score in adults (quetiapine 600 mg)

Calabrase 2005 -16.73 14 170 -10.26 1253 169 10.9%  -6.47[-9.30,-3.64) »
McEroy 2010 -16.31 14 232 -11.42 1253 121 106% -4.89 [-7.76, -2.02] .
Thase 2006 -16 12.41 151 -11.93 1256 161 11.3% -4.07 [-6.84, -1.30) e
Young 2010 16.1 149 267 -11.81 125 131 11.2% -4,29 (-7.08, -1.50) -
Subtotal (95% CI) 820 582 439% -4.92[-6.32,-3.51] .

Heterogeneity: Tau? = 0.00; Chi® = 1.71, df = 3 (P = 0.83); I = 0%
Test for overall effect: Z = 8.85 (P < 0.00001)

1.1.3 Average change score: CDRS-R score in child and adolescence (Quetiapine 150-600 mg)

Astra 2011 296 158 92 273 16 100 4.3% -2.30 [-6.80, 2.20] . I
Delbelio 2009 49 14 17 20 17 15 07%  1.00[-9.88,11.88) §
Subtotal (95% CI) 109 115 5.0% -1.82[-5.98, 2.34] e

Heterogeneity: Tau? = 0.00; Ch¥* = 0.30, df = 1 (P = 0.58); F = 0%
Test for overall effect: Z = 0.86 (P = 0.39)

Total (95%Cl) 1878 1416 100.0%  -4.66 [-5.59, -3.73] +
Heterogeneity: Tau® = 0.00; Ch¥* = 6.38, df = 10 (P = 0.78); F = 0%
Test for overall effect: Z = 9.80 (P < 0.00001)

Test for subgroup differences: Chi = 1.93, df = 2 (P = 0.38), F = 0%
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