A

Study TE seTE
Takeuchi (CAMH) 2016 0.39 0.0514
Takeuchi (ZHH) 2016 0.72 0.0855
de Filippis 2021 0.15 1.0873
Kitagawa (Yamanashi) 2021 0.32 1.3722
Kitagawa (Okayama) 2021 -1.39 1.2750
AGATE Cohort (Unpublished) 0.61 0.0145

Lausanne Cohort (Unpublished) -0.07 0.1258

Fixed effect model
Random effects model

Heterogeneity: 12 = 88%, 12 = 0.0420, p < 0.01

Higher OR of antipsychotic co-medication in the once-dosing group  Higher OR of antipsychotic co-medication in the multiple-dosing group
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Weight Weight
OR 95%-Cl (fixed) (random)
1.47 [1.33; 1.63] 71% 26.2%
2.06 [1.74; 2.44] 2.6% 23.7%
1.17 [0.14; 9.83] 0.0% 1.0%
1.38[0.09; 20.24] 0.0% 0.6%
0.25 [0.02; 3.04] 0.0% 0.7%
1.84 [1.79; 1.90] 89.2% 27.7%
0.93 [0.73; 1.19] 1.2% 20.2%
1.81[1.76; 1.85] 100.0% -
1.52[1.23; 1.88] -- 100.0%
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Study TE seTE
Takeuchi (CAMH) 2016 0.43 0.0662
Takeuchi (ZHH) 2016 1.05 0.0807
de Filippis 2021 0.47 1.7250
Kitagawa (Yamanashi) 2021 0.36 0.4679
Kitagawa (Okayama) 2021 1.00 0.3128
Leclerc 2021 -1.10 2.5524
AGATE Cohort (Unpublished) 0.42 0.0250
Lausanne Cohort (Unpublished) 0.74 0.1096

Fixed effect model
Random effects model
Heterogeneity: /2 = 89%, 2 = 0.0733, p < 0.01

Higher OR of benzodiazepine co-medication in the once-dosing group  Higher OR of benzodiazepine co-medication in the multiple-dosing
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Weight Weight
OR 95%-Cl (fixed) (random)
1.54 [1.35; 1.75] 11.0% 21.3%
2.86 [2.44; 3.35] 7.4% 20.7%
1.60 [0.05; 47.04] 0.0% 0.5%
1.43 [0.57; 3.57] 0.2% 5.7%
272 [147; 5.03] 0.5% 9.7%
0.33[0.00;49.60] 0.0% 0.3%
1.52 [1.44; 1.59] 76.9% 22.4%
210 [1.70; 2.61] 4.0% 19.4%
1.62 [1.55; 1.69] 100.0% -
1.94 [1.51; 2.50] - 100.0%
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Study TE seTE
Takeuchi (CAMH) 2016 0.16 0.0418
Takeuchi (ZHH) 2016 0.16 0.0684
de Filippis 2021 -0.27 4.1853
Kitagawa (Yamanashi) 2021 -1.70 0.7386
Kitagawa (Okayama) 2021 -0.47 0.3900
Leclerc 2021 -0.36 0.8964
AGATE Cohort (Unpublished) -0.50 0.0181
Lausanne Cohort (Unpublished)  0.73 0.1136

Fixed effect model
Random effects model
Heterogeneity: 12 = 98%, 12 = 0.2483, p < 0.01

Higher OR of antidepressant co-medication in the once-dosing group
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Higher OR of antidepressant co-medication in the multiple-dosing group

>

Weight Weight
OR 95%-Cl  (fixed) (random)

1.17 [1.08; 1.27] 14.6% 19.4%
1.17 [1.03; 1.34] 5.4% 19.2%
0.76 [0.00;2775.34] 0.0% 0.3%
0.18 [0.04; 0.77] 0.0% 6.1%
0.62 [0.29; 1.34] 0.2% 12.1%
0.70 [0.12; 4.06] 0.0% 4.6%
0.61 [0.58; 0.63] 77.7% 19.6%
2.08 [1.67; 2.60] 2.0% 18.6%
0.71 [0.69; 0.73] 100.0% -
0.92 [0.60; 1.42] -- 100.0%
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Weight Weight
Study TE seTE Odds Ratio OR 95%-Cl (fixed) (random)
Takeuchi (CAMH) 2016 0.85 0.0443 i 2.34 [2.15; 2.55] 21.1%  20.2%
Takeuchi (ZHH) 2016 0.02 0.0849 Ti 1.02 [0.86; 1.20] 5.7%  19.5%
de Filippis 2021 -0.36 1.2429 i 0.70 [0.06; 8.00] 0.0% 1.6%
Kitagawa (Yamanashi) 2021 0.57 0.4537 g 1.77 [0.73; 4.31] 0.2% 8.1%
Kitagawa (Okayama) 2021 -0.46 0.3459 T 0.63 [0.32; 1.24] 0.3% 10.9%
Leclerc 2021 1.29 1.0350 T 3.64 [0.48;27.70] 0.0% 2.3%
AGATE Cohort (Unpublished) 0.29 0.0241 . 1.34 [1.28; 1.40] 71.1% 20.5%
Lausanne Cohort (Unpublished) 0.31 0.1698 "i— 1.36 [0.98; 1.90] 1.4% 16.9%
Fixed effect model 4 1.48 [1.42; 1.54] 100.0% -
Random effects model | | <>| | 1.36 [0.98; 1.88] - 100.0%
Heterogeneity: 12 = 95%, 12 =0.1341, p < 0.01
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Higher OR of co-medication with mood stabilizers in the once-dosing group  Higher OR of co-medication with mood stabilizers in the multiple-dosing group

E

Weight Weight
Study TE seTE Odds Ratio OR 95%-Cl (fixed) (random)
Takeuchi (CAMH) 2016 1.05 0.1267 i 2.87 [2.24; 3.67] 147% 21.2%
Takeuchi (ZHH) 2016 0.97 0.1203 i*’ 2.64 [2.09; 3.35] 16.3% 21.3%
de Filippis 2021 -1.15 1.7338 | 0.32 [0.01; 9.52] 0.1% 2.5%
Kitagawa (Yamanashi) 2021 1.85 2.2472 ! 6.36 [0.08; 520.03] 0.0% 1.6%
Kitagawa (Okayama) 2021 -0.93 0.5284 1! 0.39 [0.14; 1.11] 0.8% 12.8%
AGATE Cohort (Unpublished) 0.12 0.0604 ; 1.12 [1.00; 1.26] 64.6% 21.9%
Lausanne Cohort (Unpublished)  1.42 0.2609 i“" 413 [2.48; 6.88] 3.5% 18.8%
Fixed effect model ¢ 1.54 [1.40; 1.69] 100.0% --
Random effects model < 1.83 [1.03; 3.24] - 100.0%
Heterogeneity: 12 = 94%, 12 = 0.3870, p < 0.01 ' T ' '
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Higher OR of anticholinergic co-medication in the once-dosing group  Higher OR of anticholinergic co-medication in the multiple-dosing group
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Weight Weight

Study TE seTE Odds Ratio OR 95%-Cl (fixed) (random)
de Filippis 2021 0.47 1.7250 1.60 [0.05;47.04] 0.2% 0.2%
Kitagawa (Yamanashi) 2021 0.92 0.5750 250 [0.81; 7.72] 21% 2.1%
Kitagawa (Okayama) 2021 0.27 0.4762 1.31 [0.52; 3.34] 3.1% 3.1%
AGATE Cohort (Unpublished) 0.87 0.1079 . 2.39 [1.94; 2.96] 60.5%  60.5%
Lausanne Cohort (Unpublished) 0.63 0.1439 = 1.88 [1.42; 2.49] 34.0% 34.0%

I

I
Fixed effect model N 2.16 [1.84; 2.55] 100.0% --
Random effects model < 2.16 [1.84; 2.55] - 100.0%
Heterogeneity: 2=0%, 2=0,p=0.55
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Higher OR of laxative co-medication in the once-dosing group Higher OR of laxative co-medication in the multiple-dosing group




