Bijlage Subgroup analyses per atypical antipsychotic for the crucial outcome measures

1.1 Subquestion - placebo
1. Psychosis

Figure S1. Psychosis: Forest plot of the SMD on the effect of atypical antipsychotics versus placebo, with subgroups per
atypical antipsychotic

Atypical antipsychotics Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
3.2,1 Olanzapine

Deberdt 2005 F1D MC HGGU (Olanzapine) -4 6.4 193 -47 3 46 39.5% 0.11 [-0.21, 0.43] T
De Deyn 2004 F10 MC HGIV (Olanzapine) 5.9 4.9 513 -5 61 129 60.5%  -0.17 [-0.37,0.02] —

Subtotal (95% CI) 706 175 100.0% -0.06 [-0.34,0.21] e

Heterogeneity: Tau® = 0.02; Chi® = 2.24, df = 1 (P = 0.13); I* = 55%
Test for overall effect: Z = 0.43 (P = 0.66)

3.2.2 Risperidone

Deberdt 2005 F1D MC HGGU (Risperidone) -4.2 5.8 190 -47 53 46 155%  0.09(-0.23,0.41] I
Mintzer 2006 RIS USA 232 (Risperidone) -2.9 3.55 201 -2.3 3.55 212 43.1% -0.17 [-0.36, 0.02] —
NCT00287742 2006 (Risperidone) -13 2.2 13 -14 25 17  3.1%  004(-0.68,0.76) E—
RIS-INT-83 2003 (Risperidone) -24 558 10 06 4.84 8 18% -0.54[-1.49,041]

Schneider 2003 RIS USA 63 (Risperidone) -1.3 2.3 346 -0.95 1.6 117 36.5%  -0.16 [-0.37,0.05] —ur
Subtotal (95% CI) 760 400 100.0% -0.13 [-0.25, -0.00] |
Heterogeneity: Tau® = 0.00; Chi® = 2.93, df = 4 (P = 0.57); I = 0%

Test for overall effect: Z = 1.96 (P = 0.05)

3.2.3 Pimavanserin

Ballard 2018 (Pimavanserin) 41 6 87 -35 5.8 91 100.0% -0.10[-0.40,0.19] i
Subtotal (95% CI) 87 91 100.0% -0.10 [-0.40, 0.19]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

3.2.4 Aripiprazole

De Deyn 2005 (Aripiprazole) -6.55 5.3 103 -5.52 5.3 100 26.0% -0.19 [-0.47, 0.08] —

Mintzer 2007 (Aripiprazole) -6.2 5.1 357 -5.1 5 117 42.6% -0.22[-0.43,-0.01] —

Streim 2008 (Aripiprazole) -4.53 4.62 128 -4.62 4.78 121 31.4% 0.02 [-0.23, 0.27] —_

Subtotal (95% Cl} 588 338 100.0% -0.14 [-0.28, 0.01] g

Heterogeneity: Tau® = 0.00; Chi’ = 2.23, df = 2 (P = 0.33); I’ = 10%

Test for overall effect: Z = 1.82 (P = 0.07)

3.2.5 Quetiapine

Paleacu 2008 (Quetiapine) -3.4 6.74 20 -5.15 5.04 20 18.0% 0.29 [-0.34, 0.91] S T —
Tariot 2006 (Quetiapine) -4.14 6.04 86 -4.11 5.99 94 82.0% -0.00 [-0.30, 0.29] t

Subtotal (95% CI) 106 114 100.0% 0.05 [-0.22, 0.31]

Heterogeneity: Tau” = 0.00; Chi? = 0.70, df = 1 (P = 0.40); I = 0%
Test for overall effect: Z = 0.35 (P = 0.72)
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Favours [atypical antipsychotics] Favours [placebo]
Test for subgroup differences: Chi* = 1.67, df = 4 (P = 0.80), I’ = 0% yp psy! pl

1Deberdt (2005) F1D MC HGGU: Olanzapine (2.5-10 mg/day)
2De Deyn (2004) F1D MC HGIV: Olanzapine (1.0, 2.5, 5.0, or 7.5 mg/day)
3Deberdt (2005) F1D MC HGGU: risperidone (0.5-2 mg/day)
4Mintzer (2006) RIS USA 232: risperidone (1.0-1.5 mg/day)
5NCT00287742 (2006): risperidone (0.5-2 mg/day)
6RIS-INT-83 (2003): risperidone (1-1.5 mg/day)

7 Schneider (2003) RIS USA 63: risperidone (1, 2, or 4 mg/day)
8 Ballard (2018): Pimavanserin (2x17 mg tablets daily)

9 De Deyn (2005): Aripiprazole (2-15 mg/day)

10 Mintzer (2007): Aripiprazole (2, 5, or 10 mg/day)

11 Streim (2008): Aripiprazole (2-15 mg/day)

12 paleacu (2008): Quetiapine (50-300 mg/day)

13 Tariot (2006): Quetiapine (25-600 mg/day)
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2. Somnolence
Figure S2. Somnolence: Forest plot of the risk ratio on the effect of atypical antipsychotics versus placebo, with
subgroups per atypical antipsychotic.

Atypical antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
3.3.1 Olanzapine
Deberdt 2005 F1D MC HGGU (Olanzapine) 47 203 4 47 58.4%  2.72[1.03,7.18) —a—
Schneider 2006 (Olanzapine) 24 100 3 48 41.6% 3.84[1.22,12.13] —
Subtotal (95% Cl) 303 95 100.0%  3.14 [1.50, 6.59] i
Total events 71 7

Heterogeneity: Tau® = 0.00; Chi? = 0.20, df = 1 (P = 0.65); I* = 0%
Test for overall effect: Z = 3.02 (P = 0.002)

3.3.2 Risperidone

Brodaty 2003 RIS-AUS-05 (Risperidone) 61 167 47 170 38.1% 1.32[0.96, 1.81] e

Deberdt 2005 F1D MC HGGU (Risperidone) 37 196 4 47 20.4% 2.22[0.83, 5.92] T
Mintzer 2006 RIS USA 232 (Risperidone) 38 235 11 238 28.8% 3.50[1.83, 6.68] —
Schneider 2006 (Risperidone) 13 85 2 47 12.7%  3.59[0.85, 15.25] T
Subtotal (95% C1) 683 502 100.0% 2.21[1.19, 4.08] ~a—

Total events 149 64

Heterogeneity: Tau® = 0.23; Chi® = 8.56, df = 3 (P = 0.04); I* = 65%
Test for overall effect: Z = 2.52 (P = 0.01)

3.3.3 Pimavanserin
Ballard 2018 (Pimavanserin) 3 90 7 91 100.0% 0.43 [0.12, 1.62] ii
Subtotal (95% CI) 20 91 100.0% 0.43 [0.12, 1.62] o
Total events 3 7
Heterogeneity: Not applicable

Test for overall effect: Z = 1.24 (P = 0.21)

3.3.4 Aripiprazole

De Deyn 2005 (Aripiprazole) 8 106 1 102 11.6% 7.70[0.98, 60.46] ————————————————*
Mintzer 2007 (Aripiprazole) 25 360 4 117  46.2% 2.03[0.72, 5.72] &

Streim 2008 (Aripiprazole) 14 130 4 121 42.2% 3.26 [1.10, 9.62] . E—

Subtotal (95% CI) 596 340 100.0% 2.89 [1.43, 5.85] —~l—

Total events 47 9

Heterogeneity: Tau® = 0.00; Chi® = 1.36, df = 2 (P = 0.51); I* = 0%
Test for overall effect: Z = 2.96 (P = 0.003)

3.3.5 Quetiapine

Paleacu 2008 (Quetiapine) 1 20 0 20 4.9% 3.00[0.13, 69.52]

Schneider 2006 (Quetiapine) 21 94 2 47  24.6%  5.25[1.28, 21.45] -_—
Tariot 2006 (Quetiapine) 23 91 4 98  46.6% 6.19[2.23,17.22] —.—
Zhong 2007 (Quetiapine) 21 241 2 92 23.8% 4.01[0.96, 16.76] |
Subtotal (95% CI) 446 257 100.0% 5.17 [2.57, 10.40] —~al—

Total events 66 8

Heterogeneity: Tau® = 0.00; Chi* = 0.36, df = 3 (P = 0.95); I* = 0%
Test for overall effect: Z = 4.61 (P < 0.00001)

1Deberdt (2005) F1D MC HGGU: Olanzapine (2.5-10 mg/day)

2 Schneider (2006): Olanzapine (tablets of 2.5 and 5.0 mg. Mean last dose 5.5 mg/day)
3 Brodaty (2003) RIS-AUS-05: risperidone (0.5-2 mg/day)

4Deberdt (2005) F1D MC HGGU: risperidone (0.5-2 mg/day)

5Mintzer (2006) RIS USA 232: risperidone (1.0-1.5 mg/day)

6Schneider (2006): risperidone (tablets of 0.5 and 1.0 mg. Mean last dose 1.0 mg/day)
7 Ballard (2018): Pimavanserin (2x17 mg tablets daily)

8De Deyn (2005): Aripiprazole (2-15 mg/day)

9 Mintzer (2007): Aripiprazole (2, 5, or 10 mg/day)

10 Streim (2008): Aripiprazole (2-15 mg/day)

11 pgleacu (2008): Quetiapine (50-300 mg/day)

12s5chneider (2006): Quetiapine (tables of 25 and 50 mg. Mean last dose 56.6 mg/day)
13 Tariot (2006): Quetiapine (25-600 mg/day)

14 Zhong (2007): Quetiapine (100-200 mg/day)

15 Allain (2000): Tiapride (100 mg/day; dose could be progressively increased to a maximum of 300 mg/day)

16 Grossberg (2020b): Brexpiprazole (0.5-2 mg/day)
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3. Extrapyramidal symptoms
Figure S3. Extrapyramidal symptoms: Forest plot of the risk ratio on the effect of atypical antipsychotics versus
placebo, with subgroups per atypical antipsychotic.

Atypical antipsychotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.5.1 Olanzapine

Deberdt 2005 F1D MC HGGU (Olanzapine) 72 203 14 47 70.0% 1.19[0.74, 1.92]

Schneider 2006 (Olanzapine) 12 100 1 48 30.0% 5.76 [0.77, 43.02]

Subtotal (95% CI) 303 95 100.0% 1.91 [0.46, 7.87]

Total events 84 15

Heterogeneity: Tau’ = 0.69; Chi* = 2.24, df = 1 (P = 0.13); I = 55%
Test for overall effect: Z = 0.90 (P = 0.37)

3.5.2 Risperidone

Brodaty 2003 RIS-AUS-05 (Risperidone) 39 167 27 170 42.0% 1.47 [0.95, 2.29] i
Deberdt 2005 F1D MC HGGU (Risperidone) 97 196 14 47 38.5% 1.66 [1.05, 2.63] —
Mintzer 2006 RIS USA 232 (Risperidone) 20 235 8 238 12.8% 2.53[1.14, 5.63]

NCT00287742 2006 (Risperidone) 4 13 3 17 4.8% 1.74 [0.47, 6.47] —
RIS-INT-83 2003 (Risperidone) 1 10 0 8 0.9% 2.45[0.11, 53.25]

Schneider 2006 (Risperidone) 10 85 0 47 1.0% 11.72 [0.70, 195.65]

Subtotal (95% CI) 706 527 100.0% 1.71[1.28, 2.28] <&
Total events 171 52

Heterogeneity: Tau’ = 0.00; Chi* = 3.24, df = 5 (P = 0.66); I’ = 0%
Test for overall effect: Z = 3.67 (P = 0.0002)

3.5.3 Aripiprazole

De Deyn 2005 (Aripiprazole) 5 106 4 102 20.5% 1.20 [0.33, 4.35] _—
Mintzer 2007 (Aripiprazole) 27 360 7 120 52.4% 1.29[0.57, 2.88] ——
Streim 2008 (Aripiprazole) 7 130 5 121 27.1% 1.30[0.42, 4.00] —_— T
Subtotal (95% CI) 596 343 100.0% 1.27[0.71, 2.28) .
Total events 39 16
Heterogeneity: Tau? = 0.00; Chi® = 0.01, df = 2 (P = 1.00); > = 0%
Test for overall effect: Z = 0.81 (P = 0.42)
3.5.4 Quetiapine
Paleacu 2008 (Quetiapine) 1 20 2 20 6.6% 0.50 [0.05, 5.08]
Schneider 2006 (Quetiapine) 2 94 0 47 3.9% 2.53[0.12,51.58]
Tariot 2006 (Quetiapine) 9 91 12 99 53.4% 0.82 [0.36, 1.85] —a—
Zhong 2007 (Quetiapine) 14 241 5 92  36.1% 1.07 [0.40, 2.88] e
Subtotal (95% CI) 446 258 100.0% 0.91 [0.50, 1.65]
Total events. 26 19
Heterogeneity: Tau® = 0.00; Chi* = 0.87, df = 3 (P = 0.83); I° = 0%
Test for overall effect: Z = 0.31 (P = 0.76)
3.5.5 Tiapride
Allain 2000 (Tiapride) 16 102 18 103 100.0% 0.90 [0.49, 1.66]
Subtotal (95% CI) 102 103 100.0% 0.90 [0.49, 1.66]
Total events 16 18
Heterogeneity: Not applicable
Test for overall effect: Z = 0.34 (P = 0.73)
3.5.6 Brexpiprazole
Grossberg 2020a (Brexpiprazaole) 14 297 3 135 33.8% 2.12[0.62, 7.26) &
Grossherg 2020b (Brexpiprazole) 11 132 8 137 66.2% 1.43 [0.59, 3.44] —
Subtotal (95% CI) 429 272 100.0% 1.63 [0.80, 3.34] i
Total events 25 11
Heterageneity: Tau® = 0.00; Chi® = 0.26, df = 1 (P = 0.61); I = 0%
Test for overall effect: Z = 1.34 (P = 0.18)
0.01 0.1 10 100

Favours [atypical antipsychotics] Favours [placebo]
Test for subaroup differences: Chi® = 6.34. df = 5 (P = 0.27). I* = 21.1%

1Deberdt (2005) F1D MC HGGU: Olanzapine (2.5-10 mg/day)

2 Schneider (2006): Olanzapine (tablets of 2.5 and 5.0 mg. Mean last dose 5.5 mg/day)
3 Brodaty (2003) RIS-AUS-05: risperidone (0.5-2 mg/day)

4Deberdt (2005) F1D MC HGGU: risperidone (0.5-2 mg/day)

5Mintzer (2006) RIS USA 232: risperidone (1.0-1.5 mg/day)

6NCT00287742 (2006): risperidone (0.5-2 mg/day)

7RIS-INT-83 (2003): risperidone (1-1.5 mg/day)

8Schneider (2006): risperidone (tablets of 0.5 and 1.0 mg. Mean last dose 1.0 mg/day)
9De Deyn (2005): Aripiprazole (2-15 mg/day)

10 Mintzer (2007): Aripiprazole (2, 5, or 10 mg/day)

11 Streim (2008): Aripiprazole (2-15 mg/day)

12 paleacu (2008): Quetiapine (50-300 mg/day)

13 Schneider (2006): Quetiapine (tables of 25 and 50 mg. Mean last dose 56.6 mg/day)
14 Tariot (2006): Quetiapine (25-600 mg/day)

15 Zhong (2007): Quetiapine (100-200 mg/day)
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16 Allain (2000): Tiapride (100 mg/day; dose could be progressively increased to a maximum of 300 mg/day)
17 Grossberg (2020a): Brexpiprazole (0.5-2 mg/day)

18 Grossberg (2020b): Brexpiprazole (0.5-2 mg/day)
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