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Abbreviations

CI confidence intervals

v intervariance

M-H Mantel-Haenszel

SD standard deviation

TMS transcranial magnetic stimulation
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1.1 PHARMACOLOGICAL INTERVENTIONS

1.1.1 Outcomes for active treatment compared with placebo

Response (50% reduction in manic symptoms) at post-treatment

Active drug Placebo Odds Ratio (Non-event) (Odds Ratio (Hon-event)
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% CI
ASTRAZEMECAZOTT {Lithium) 137 173 120 183 0.50[0.31, 0.81] —t
FAMBAZDT 2 (Aripiprazole) B4 1248 44 130 0.51[0.31, 0.84] —t
SEEGEDIZN 2 (Asenaping) a3 1549 44 167 0.72[0.44, 1.14] —t

Symptoms of mania at post-treatment

0.2 0.5 2 5
Favours active drug Favours placebo

Active drug Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup NMean S0 Total Mean SO Total IV, Random, 95% Cl IV, Random, 95% Cl
ASTRAZEMECAZOT1 (Lithium) -228 928598 173 -2001 9432481 176 -0.29 [F0.50,-0.08] —t
KAMBAZOT 2 (Aripiprazale) -11.3 9 122 -A3 m 124 -063[0.88,-037] —F—
SZEGEDIZ012 (Asenaping) -10.3 9958982 1585 7.8 1021372 163 -0.24 046, -0.02] —
-1 -0.5 0 0.5 1

Number of participants discontinuing (for any reason)

Favours active drug Favours placebo

Active drug Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total M-H, Random, 95% CI M-H, Random, 95% Cl
ASTRAZERECAZO11 (Lithiurm) 26 173 as 183 0.65[0.38,1.13] —t—
FARBAZDT 2 (Aripiprazale) a6 128 GG 130 0.7a[0.46,1.23] —t—T
SZEGEDIZ012 (Asenaping) 98 154 112 167 0.79[0.580,1.24] ——T
0.5 0.7 15 2

1.2 NUTRITIONAL INTERVENTIONS

1.2.1 Outcomes for folic acid compared with placebo

Symptoms of mania at post-treatment

Favours active drug Favours placebo

Folic acid Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 35D Total Weight IV, Random, 95% ClI I, Random, 95% Cl
BEHZADIZ009 71 04 41101 141 43 100.0% -2.85 [-3.88,-2.37
Total {95% CI) 41 43 100.0% -2.95 [-3.58, -2.32] &

Heterageneity: Mot applicakle
Test for overall effect: £=9.24 (P = 0.00001}

Appendix 13

4 2 b 2 4
Favours folic acid Favours placebo



Interventions for mania — forest plots

Number of participants discontinuing (for any reason)

Risk Difference

Folic acid Placebo Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BEHZADIZ004 3 44 1 44 100.0% 005 004,013
Total (95% CI) 44 44 100.0% 0.05 [-0.04, 0.13]
Total events 3 1

Heterogeneity: Mot applicable 1_1

Test far overall effect: £=1.03 (F=0.30)

05 0 0.5 1

Favours folic acid Favours placebo

1.3 NON-PHARMACOLOGICAL INTERVENTIONS

1.3.1 Outcomes for acupuncture compared with sham acupuncture

Symptoms of mania at post-treatment

Std. Mean Difference

5td. Mean Difference

Acupuncture Sham acupuncture
Study or Subgroup Meanm 5D Total Mean S0 Total Weight IV, Random, 95% CI W, Random, 95% CI
DEMMEHY2008A 4 a1 5 8.2 6.6 7 100.0% -0.68 [1.87, 0452
Total (95% CI) 5 7 100.0% -0.68 [-1.87,0.52]
Heterogeneity: Mot applicable I4 I2 1 é i
Test for overall effect: Z= 111 (P =0.27) Favours acupunciure Favours sham
Number of participants discontinuing (for any reason)
Acupuncture  Sham acupuncture Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
DEMMEHYZ009A ] 10 ] 10 100.0% 1.00 [0.42 2.40]
Total (95% Cl) 10 10 100.0% 1.00 [0.42, 2.40]
Total events ] ]
Heterageneity: Mot applicable ID 01 IZII1 ] 1IIZI 1IZID=

Testfor overall effect. £=0.00 (P = 1.00}
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1.3.2 Outcomes for transcranial magnetic stimulation (TMS) compared with sham

control
Symptoms of mania at post-treatment
TMS Sham TMS Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
KAPTSAMZO03 187 94 11 141 7.3 8 100.0% 018 [-0.74,1.09]
Total (95% Cl) 11 & 100.0% 0.18 [-0.74, 1.09]
Heterageneity: Mot applicahle B R ] : i

Testfor overall effect: Z=0.38 (P =0.70) Favours TMS Favours sham

Number of participants discontinuing (for any reason)
Risk Ratio Risk Ratio

TM5 Sham
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
KAPTSAMZO03 ] 16 1 9 100.0% 2.81[0.39, 20.49] ]
Total (95% CI) 16 9 100.0% 2.81 [0.39, 20.49] i
Total events a 1
Heterogeneity: Mot applicable 'EI.EI1 EIH 1'EI 1 IIIIZI'

Test for overall effect: Z=1.02(F =031 Favours TMS  Favours sham
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