Supplementary Figure S6. Forest plot: Subgroup analysis, factors related to patients’

demographic and clinical characteristics

A. Mean age

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.1.1 >40 years
Cookson 1987 3 ] 1 9 46% 3.00[0.38, 23.68]
Inderbitzin 1994 5 20 4 17 11.5% 1.06[0.34, 3.34] O
Takeuchi 2013 1 31 1 30 28% 0.97 [0.06, 14.78]
Uchida 2006 1] 17 1] 17 Mot estimahble
Wolavka 2000 1 11 1 12 3.0% 1.08 [0.08, 15.41]
Zhow 2018 4 ar B 3| 1M.0% 0.68[0.21,2.23] — 1
Subtotal (95% CI) 125 123 33.0% 1.02 [0.50, 2.07] -‘-
Total events 14 13
Heterageneity: Tau®=0.00; Chi*=1.49 df=4 (P=083), F=0%
Testfor overall effect: Z=0.06 (P = 0.96)
1.1.2 <=40 years
Hogarty 1988 ] a7 fi 33 14.9% 1.34[0.53, 3.36] —t—
Johnsaon 1987 9 28 3 M 10.8% 3.32[1.00,11.08] |
Kane 1983 26 62 3 64 11.5% 8.95 [2.85, 28.09] e —
Mewcomer 1992 3 14 0 10 2.6% 5.131[0.29, 89.57]
Rouillan 2008 4 49 3 48 5.3% 1.31[0.31, 5.53] e
Wang 2010 19 120 10 129 18.9% 2.04[0.99, 4.21] —
Subtotal (95% CI) 310 M5 67.0% 2.56 [1.38,4.75] -~
Total events 70 25
Heterogeneity: Tau®= 023, ChiF=8.48, df=8(P=013) F=41%
Test for overall effect: £=2.98 (F=0.003)
Total (95% Cl) 435 438 100.0% 1.90 [1.18, 3.07] -
Tatal events a4 a8
Heterogeneity: Tau®= 0.18; Chi*=14.22, df=10 (P = 0.16); F= 30% ) t t {

0.0$1 01 10 100
Testfor overall effeclt: =182 : 0.008) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*= 3.67, df=1 (P =0.08), F=72.7%
1.2 Hospitalization

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.2.1 40 years
Inderbitzin 1994 3 20 4 17 35.49% 0.64 [0.17, 2.46] —
Takeuchi 2013 2 kil 0 30 14.4% 4.84 [0.24, 96.89]
Subtotal (95% CI) 51 47  50.3% 1.14[0.18, 7.24] e
Toatal events a 4
Heterageneity Tau®= 077, Chi*=1.55 df=1 (P=0.21), F= 35%
Testfor overall effect Z=0.14 (P = 0.89)
1.2.2 <=40 years
Faraone 1989 4 22 1] 7 Mot estimahble
Kane 1983 7 62 0 B4 15.6% 15480590 265.33) +
Rouillon 2008 4 45 3 48 341% 1.31[0.31, 553 —
Subtotal (95% CI) 111 112 49.7% 3.44 [0.27, 44.52] ——*——
Total events 11 3
Heterogeneity: Tau®= 2,26, Chi*=2.71,df=1 (P=010); F=63%
Testfor overall effect Z=0.94 (P =0.34)
Total {(95% Cl) 162 159 100.0% 1.79 [0.48, 6.65] ——
Total events 16 7
Heterogeneity, Tau®= 077, Chi*=543, df=3 (F=014); F= 45% 'D.D1 DH 1'0 1UD'

Test for overall effect: £=0.87 (F=0.38)
Testfor subaroup differences: Chi*f= 047, df=1(P=0.49), F=0%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance




Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.1.1 >40 years

Hirschowitz 1997 1] g 1] 16 Mot estimahble

Inderhitzin 1994 1] 20 1] 17 Mot estimahble

Takeuchi 2013 2 kil g a0 2.6% 0.39[0.08,1.84] —
Uchida 2006 1] 17 1] 17 Mot estimahble

Wolavka 2000 3 11 4 12 4.0% 0.82[0.23 2.87] S
Yamanouchi 2014 24 101 g 62 11.6% 1.84[0.88, 3.84] T
Zhow 2018 4 ar B 38 4.5% 0.68[0.21,2.23] I E—
Subtotal (95% CI) 225 192 22.6% 0.97 [0.49, 1.92] i
Total events 33 23

Heterogeneity, Tau®= 016, Chi*=4.44 df=3(P=0.22), F=32%
Testfor overall effect Z=0.08 (P =043}

2.1.2 <=40 years
Hogarty 1988
Mewcomer 1992
Rouillon 2008
Wiang 2010
Subtotal {95% CI)
Total events

16 av 14
3 14 0
3 44 4

44 120 41

220
1] 59

33 NI%
10 0.8%
48 30%
129 62.4%
220 T7.4%

Heterogeneity Tau®=0.00; Chi*=1.57, df= 3 (P=067), F=0%
Testfor overall effect Z=0.73 (P =0.4E)

1.02[0.59,1.749]
5.131[0.29, 89.57]
0730017, 3.11]
1.158[0.82,1.63]
1.11[0.84, 1.48]

Total (95% Cl) 445 412 100.0% 1.11 [0.86, 1.42] >
Total events 48 a2
Heterogeneity: Tau?= 0.00; Chi*= 6.01, df= 7 (P= 0.54); F=0% I t t |
Testfo?overgll effect Z=081 (P=042) ( ) 0.01 - 0.1 " - : 10 100
A - Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi*=013, df=1 {P=0.72), F=0%
2.2 Study discontinuation due to inefficacy
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.2.1>40 years
Hirschowitz 1997 1] g 1] 16 Mot estimahle
Inderhitzin 15994 1] 20 1] 17 Mot estimahble
Takeuchi 2013 1 kil 1 0 3.0% 0.97 [0.06, 14.78]
Uchida 2006 1] 17 1] 17 Mot estimahble
Yolavka 2000 1 1" 1 12 31% 1.09[0.08, 15.41]
Yamanouchi 2014 3 101 2 62 T1% 0.92 [0.16, 5.36] —
Zhou 2018 4 ar [ 38 15.8% 0B [0.21,2.23] — 1
Subtotal (95% CI) 225 192 29.1% 0.80 [0.34, 1.92] e
Tatal events ] 10
Heterogeneity Tau®=0.00; Chi*=016, df= 3 (P=0.88);, F=0%
Test for overall effect Z=050 (P=062)
2.2.2 <=40 years
Hogarty 1988 ] 37 [ 33 261% 1.34 [0.53, 3.36] [
Mewcomer 1992 3 14 0 10 2.7% 5.13[0.28, 89.57]
Rouillon 2008 1] 49 1] 48 Mot estimahble
Wang 2010 149 120 10 129 421% 2.04[0.99, 4.21] —
Subtotal (95% CI) 220 220 70.9% 1.81[1.04, 3.16] S
Total events N 16
Heterageneity: Tau®= 0.00; Chi*=1.05, df= 2 (P= 049y, F=0%
Testfor overall effect Z=2.08 (P = 0.04)
Total (95% Cl) 445 412 100.0% 1.43[0.89, 2.29] ’
Total events 40 26
Heterogeneity: Tau®=0.00; Chi*= 358, df=6(P=0.73), F=0% 'D.D1 D'1 1'0 1DD'

Testfor overall effect Z=1.49 (P =014
Testfor subaroup differences: Chi*=2.38, df=1(P=012), F= 97.9%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.3.1 >40 years

Hirschaowitz 1997 1] g 1] 16 Mot estimahle
Inderhitzin 15894 1] 20 1] 17 Mot estimahle
Takeuchi 2013 a kil a a0 Mot estimahle
Uchida 2006 1] 17 1] 17 Mot estimahble
Yamanouchi 2014 1] 1m 1] 62 Mot estimahble
Zhou 2018 1] a7 1] 38 Mot estimahble
Subtotal (95% Cl) 214 180 Not estimable
Total events 1] 1]

Heterageneity: Mot applicable

Test for overall effect: Mot applicahle

2.3.2 <=40 years

Rouillon 2008 2 45 1 48 13.8% 1.96 [0.18, 20.90]
Wang 2010 g 120 g 129  86.2% 1.07[0.42 2.77]
Subtotal (95% CI) 169 177 100.0% 1.17 [0.48, 2.82]
Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P=0.64);, F=0%
Testfor overall effect Z=035(FP=0.73)

=

Total {(95% Cl) 383 357 100.0% 1.17 [0.48, 2.82]
Total events 10 ]
- == S Chif= = = e I t t |
= P00 0% o
- - e Favours dose reduction Favours maintenance
Testfar subgroup differences: Mot anplicable
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 »40 years
Takeuchi 2013 -6.7 103 kil -a.7 6.4 30 15.9% -011 FO6T, 0.359] I E—
Walavka 2000 -6.1 8.2 11 -32 114 12 107% -0.28 110, 0.54] — T
Yamanouchi 2014 -08 317 1 -1.1 8581 62 19.2% 0.14 [-0.17, 0.46] T
Zhou 2018 -6.8 g ar 348 9.5 3| 161% -1.16 [-1.65, -0.67] —
Subtotal (95% CI) 180 142 61.9% -0.34 [-0.97, 0.28] ——e
Heterogeneity: Tau®=0.33; Chi®=19.26, df= 3 (F = 0.0002), F= 84%
Testfor averall effect Z=1.07 (P=0.28)
3.1.2 <=40 years
Rouillon 2008 -5.4 10 49 -64 184 48 17.8% 0.07 [-0.33,0.47] e
Wang 2010 1.3 143 120 -1.2 1387 129 20.3% 018 [-0.07,0.43] T
Subtotal (95% CI) 169 177 38.1% 0.15 [-0.07, 0.36] R
Heterogeneity: Tau®= 0.00; Chi*=0.21, df=1 {P = 0.65); F=0%
Testfor overall effect Z=1.35 (P=0.18)
Total (95% CI) 349 319 100.0% -0.16 [-0.53, 0.21] *
Heterogeneity: Tau®= 0.16; Chi®= 24.76, df= 5 (F = 0.0002); F= 80% 5_2 51 b 15 25
Testfor overall effect Z=0.84 (P = 0.40) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 210, df=1{P=018), F=52.4%
3.2 Positive symptoms
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.2.1 >40 years
Cookson 1987 33 014 9 133 208 9 B.6% 0.95[-0.04,1.93]
Takeuchi 2013 -1 2 kil -4 28 30 168% 0.16 [-0.34, 0.67] I e —
Wolavka 2000 1.5 44 11 -1 24 12 8.8% -012 [-0.94, 0.70] —
Zhou 2018 -1.8 38 ¥ -0z 22 38 183% -0.54 [1.01,-0.08] —
Subtotal (95% CI) a8 89 50.6% 0.02 [-0.54, 0.58] —e
Heterogeneity: Tau®=0.21; Chi*= 892, df= 3 (P =0.03); F= 66%
Testfor averall effect 2= 0.07 (P =0.94)
3.2.2 =<=40 years
Rouillon 2008 -0e 27 45  -089 a1 48 21.0% 0.02 [-0.37,0.42] s
Wang 2010 05 48 120 0 447 129 284% 0.11 [-0.14, 0.36] T
Subtotal (95% CI) 169 177 49.4% 0.08 [-0.13, 0.30] L
Heterogeneity: Tau®=0.00; Chi*=012, df=1 (P=073); F=0%
Testfor averall effect Z=078 (P =043)
Total (95% CI) 257 266 100.0% 0.01 [-0.26, 0.29] ?
Heterogeneity: Tau®= 0.06; Chi=10.01, df=5{P = 0.07); F=50% 5_2 51 p 15 2

Testfor averall effect Z=010(F =0.82)

Testfor subgroup differences: Chi®= 0.04, df=1 (P = 0.84), F=0%

Favours dose reduction Favours maintenance



3.3 Negative symptoms

Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.3.1 >40 years
Takeuchi 2013 -33T kil -1.3 28 30 196% -0.51 [1.02, 0.00] e —
Wolavka 2000 -11 24 11 o1 149 12 134% -0.48 [1.31, 0.36] e e E—
Zhou 2018 -24 T4 ar 37 BB 38 203% -0.86 [-1.34,-0.349] e
Subtotal (95% CI) 79 80 53.3% -0.67 [-0.99, -0.35] e
Heterogeneity: Tau®= 0.00; Chi*=1.21, df= 2 (P =0.55); F= 0%
Testfor overall effect: Z=4.07 (P = 0.00013
3.3.2 <=40 years
Rouillon 2008 -2 38 45 19 56 48 21.9% -0.02 [-0.42,0.38] .
Wang 2010 -0 389 1200 -1.3 419 129 248% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 169 177 46.7% 0.14 [-0.08, 0.35] -
Heterogeneity: Tau®= 0.00; Chi*= 083, df=1 (P =0.36); F=0%
Testfor averall effect 2=1.26 (P =0.21)
Total (95% CI) 248 257 100.0% -0.29 [-0.72,0.13] e
Heterogeneity: Tau®= 0.18; Chi*= 18.77, df = 4 (P = 0.0008); F= 79% B 4 b 1 7
Testfor overall eﬁec.t: Z£=1.35 (p:. 018 Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®=16.73, df=1 (P < 0.0001}, F=94.0%

3.4 CGI-S

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 40 years
Takeuchi 2013 -0z 07 kil 0 06 300 143% -0.30 [0.81, 0.20] — 1
Yamanaouchi 2014 -01 085 101 0 1.06 62 340% -013[-0.44,0.19] —
Subtotal (95% CI) 132 92  48.3% -0.18 [-0.44, 0.09] -
Heterogeneity: Tau®= 0.00; Chi*=0.33, df=1 (P = 0.56);, F= 0%
Testfor averall effect 2=1.29 (P = 0.20)
3.4.2 ==40 years
Wang 2010 -0 11 120 -02 1.4 129 51.7% 0.08 017, 0.33] t
Subtotal (95% CI) 120 129 51.7% 0.08 [-0.17,0.33]
Heterogeneity: Mot applicable
Testfor averall effect Z=062 (P=053)
Total (95% CI) 252 221 100.0% -0.05 [-0.24, 0.15] *
Heterogeneity: Tau®= 0.00; Chi*=2.21, df= 2 (P = 0.33); F= 9% 5_2 51 p 15 25
Testfor overall eﬁec.t: =048 (p:. 0.6%5) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®=1.87, df=1{F=017), F= 46.6%

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1 >40 years
Wolavka 2000 -0 1.8 11 03 14 12 11.58% -0.23 [-1.06, 0.59] I
Zhou 2018 -4 35 ar 0z 21 38 240% -0.55 [-1.01,-0.09] .
Subtotal (95% CI) 48 50 35.5% -0.47 [-0.88, -0.07] -
Heterogeneity: Tau®= 0.00; Chi*= 043, df=1 (FP=0513 F=0%
Testfor averall effect 2=2.31 P=0.02)
4.1.2 <=40 years
Rouillon 2008 -0z 14 45 03 23 48 IT4% -0.26 [-0.66, 0.14] —
Wang 2010 -0 25 120 -003 1.7 129 3T1% 0.09[-0.15, 0.34] — -
Subtotal (95% CI) 169 177 64.5% -0.05 [-0.39, 0.29] .
Heterogeneity: Tau®=0.03; Chi*= 218, df=1 (P=014); F=54%
Testfor overall effect: Z=0.27 (P=0.78)
Total (95% CI) 217 227 100.0% -0.20 [-0.52, 0.12] -
Heterogeneity: Tau®= 0.06; Chi*= 6.71, df= 3 (P = 0.08); F= 55% 5_2 51 p 15 25

Testfor averall effect Z=1.20 (P =0.23)
Testfor subgroup differences: Chi®= 2.52, df=1 (P = 0.11), F= 60.2%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean 8D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 >40 years
Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

4.2.2 <=40 years

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.21 (P =0.84)

Total (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Rouillon 2008 ooz 12 49 -004 18 45 100.0% 0.04 [-0.36, 0.44] i
Subtotal (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicahle F T

o _ -2 -1 ] 1
Testfor overall eﬁec.t. Z=021(F= 0'84_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable
4.3 AIMS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 8D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.3.1 >40 years
Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

4.3.2 <=40 years

Rouillon 2008 01 16 43 -04 17 48 100.0% 0.18[0.22, 0.58] —_t
Subtotal (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.89 (P =0.38)
Total (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58] ?—
Heterogeneity: Mot applicable 5_2 51 p 15
Test far overall eﬁec.t Z=0.83(F= 0'38_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable

4.4 DIEPSS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.4.1 >40 years
Takeuchi 2013 -08 1.7 kil o1 1.2 30 423% -0.67 [F1.19,-0.145] ——
Yamanaouchi 2014 -069 248 101 -018 44 62 A7.8% -0.14 [-0.46, 0.18] —i—
Subtotal (95% CI) 132 92 100.0% -0.36 [-0.87, 0.15] —eaii——
Heterogeneity: Tau®= 0.09; Chi*=2.81, df=1 (P = 0.09); F= 66%
Testfor averall effect Z=1.40 (P = 0.16)
4.4.2 <=40 years
Subtotal {95% Cl) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 132 92 100.0% -0.36 [-0.87, 0.15] —eaii——
Heterogeneity: Tau®= 0.09; Chi®=2.91, df=1 (P = 0.049), F= 66% 5_2 I1 b 1!
Testfor overall eﬁec.t: Z=1.40(F =01 6_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable

4.5 Body weight

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.1 >40 years
Takeuchi 2013 -0.3 0 27 kil -06 31 30 150% 0.10[-0.40, 0.60]
Subtotal (95% CI) Ky | 30 15.0% 0.10 [-0.40, 0.60]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 0.40 (P = 0.69)
4.5.2 <=40 years
Rouillon 2008 01z 41 45 04 36 48 238% -0.07 [F0.47,0.33] —
Wang 2010 32 a7 120 320075 128 B1.2% 0.00 [-0.25, 0.25] 1
Subtotal (95% CI) 169 177 85.0% -0.02 [-0.23, 0.19]
Heterogeneity: Tau®= 0.00; Chi*=0.09, df=1 (P =0.76);, F=0%
Testfor overall effect: £= 019 (P = 0.85)
Total (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19] ?
Heterogeneity: Tau®= 0.00; Chi*=0.28, df= 2 {(P= 0.87); F= 0% 5_2 51 p 15
Testfor overall effect 2= 0.02 (P = 0.98) Favours dose reduction Favours maintenance

Testfor subgroup differences: Chi®= 019, df=1 (P = 0.66), F= 0%



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.6.1 >40 years
Takeuchi 2013 7T 3 -01 3 30 454% 0.931[0.40,1.46] —
Zhou 2018 9.8 137 37 36 115 38 546% 0.49[0.03, 0.95] ——
Subtotal (95% CI) 68 68 100.0% 0.69 [0.25,1.12] —tl—

Heterogeneity: Tau®= 0.03; Chi*=1.52, df=1 (P =0.22); F= 34%
Testfar overall effect 2= 312 (P =0.002)

4.6.2 <=40 years

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] —~i—

Heterogeneity: Tau®=0.03; Chi*=1.52, df=1 (P=022); F=34% I 1
Testfar overall effect 2= 312 (P =0.002)

-2 -1 0 1
) ) Favours maintenance Favours dose reduction
Testfor suboroup differences: Not applicable

4.7 QOL
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1 40 years
Takeuchi 2013 -0.oo8 0478 H 0006 0122 30 196% -0.08 [-0.59, 0.41]
Yamanouchi 2014 0.0127 01865 101 -0.0002 01103 62 49.3% 0.08 [-0.24, 0.40
Subtotal {95% CI} 132 92 68.9% 0.03 [-0.24, 0.30]

Heterogeneity, Tau?= 0.00; Chi*= 0.31, df=1 (P = 0.58); F= 0%
Testfor overall effect Z=0.23 (P = 0.82)

4.7.2 <=40 years

Rauillon 2008 101 16.7 48 TA 16.2 48 311% 016 [-0.24, 0.56]
Subtotal (95% CI) 49 48 31.1% 0.16 [-0.24, 0.56]
Heterageneity: Mot applicable

Testfor overall effect Z=0.77 (P = 0.44)

Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29]

Heterogeneity: Tau®= 0.00; Chi*= 0.58, df= 2 (P = 0.75), F= 0% 5_2 51 7 15 25
Testfor averall effect 7= 0.62 {7 = 0.54) Favours maintenance Favours dose reduction
Testfor subgroun diferences: Chi®= 0.26, df=1 (P = 0.61), F=0%

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;
CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal
Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



B. Mean illness duration

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.1.1>10 years
Cookson 1987 3 9 1 9 a.4% 3.00[0.38, 23.68]
Inderbitzin 1994 g 20 4 17 141% 1.06 [0.34, 3.34] I —
Mewcomer 1992 3 14 0 10 3.0% 5.13[0.28, 89.57]
Takeuchi 2013 1 kil 1 a0 33% 0.97 [0.06, 14.78]
Uchida 2006 1] 17 1] 17 Mot estimahble
Wolavka 2000 1 11 1 12 34% 1.08 [0.08, 15.41]
Subtotal (95% CI) 102 95  29.2% 1.44 [0.62, 3.36] .
Total events 13 7

Heterogeneity: Tau®=0.00; Chi*=1.70, df=4 (P=0.79; F=0%
Testfor overall effect Z=0.85 (P =0.40)

1.1.2 <=10 years

Haogarty 1988 ] 37 B 33 18.48% 1.34 [0.53, 3.36] R B —

Johnson 1987 ] 28 3 3 131% 3.32[1.00, 11.08] | e —

Kane 1983 26 62 3 64 14.1% 8.95 [2.85, 28.05] e —
Wang 2010 19 120 10 129 24.6% 2.04[0.99, 4.21] =

Subtotal {95% CI) 247 257 70.8% 2.79[1.29,6.03] i

Tatal events 63 22

Heterogeneity: Tau?= 0.36; Chi*=7 47, df= 3 (P=0.06); P= 60%
Test for overall effect: 2= 2.62 (P =0.004)

Total (95% CI) 349 352 100.0% 2.26 [1.36, 3.77] L

Total events Th 28

Heterogeneity: Tau®= 0.14; Chi*=10.54, df= 8 (P = 0.23); P= 24% ID o 011 110 100’
Testfor overall effect Z=3.14 (P = 0.002) Favours dose reduction  Favours maintenance

Testfor subgroup differences: Chi*=1.28,df=1 {P=0.26), F=221%

1.2 Hospitalization

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.2.1 >10 years
Inderbitzin 1994 3 20 4 17 44.0% 064 [0.17, 2.46] —
Takeuchi 2013 2 31 0 30 273% 4,84 [0.24, 96.59] &
Subtotal (95% CI) 51 47 71.3% 1.14[0.18, 7.24] ——
Total events ] 4
Heterageneity Tau®= 077, Chi*=1.55 df=1 (P=0.21), F= 35%
Testfor overall effect Z=0.14 (P = 0.89)
1.2.2 <=10 years
Kane 1983 7 62 0 B4 28.7%  1548[0590 265.33)] & +
Subtotal (95% Cl) 62 64 28.7% 15.48 [0.90, 265.33] e —
Total events 7 1]
Heterageneity: Mot applicable
Test for overall effect Z=1.89 (P = 0.06)
Total (95% CI) 113 111 100.0% 277 [0.29, 26.64] —-*——
Total events 12 4
Heterogeneity: Tau®= 2.56; Chi*= 5.58, df= 2 (P = 0.06); F= 64% =D o D=1 1=D 1UD=
Testfor overall effect: Z=0.85 (P =0.38) Favours dose reduction Favours maintenance

Testfor subaroup differences: Chi*=2.28, df=1 (P=013), F=56.1%

2. Study discontinuation

2.1 Study discontinuation due to all causes



Dose reduction Maintenance
Study or Subgroup Events Total Events Total Weight

M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% CI

2.1.1>10 years

Hirschowitz 1997 0 g 0 16
Inderbitzin 1994 0 20 0 17
Mewcomer 1992 3 14 1] 10 0.8%
Takeuchi 2013 2 kil g a0 2.8%
Uchida 2006 0 17 0 17

olavka 2000 3 1" 4 12 43%
Yamanouchi 2014 24 101 8 62 12.5%
Subtotal (95% CI) 202 164 20.5%
Total events 32 17

Heterogeneity: Tau®= 0.25; Chi*=4 60, df= 3 (P= 0200, F= 35%
Testfor overall effect Z=0.37 (P=0.71)

2.1.2 <=10years

Hogarty 1988 16 37 14 33 23.0%
Wang 2010 44 120 41 129 86.5%
Subtotal {95% CI) 157 162 79.5%
Tatal events 60 84

Heterogeneity Tau®=0.00; Chi*=0.14, df=1 (P=0.71), F=0%
Testfor overall effect Z=0.72 (P=047)

Total (95% Cl) 359 326 100.0%
Total events 42 72

Heterageneity: Tau®=0.00; Chi*F=5.01, df=5{P=042, F=0%
Testfor overall effect Z=1.06 (P = 0.29)

Testfor subgroup differences: Chi*=0.01, df=1 {P =091}, F=0%

2.2 Study discontinuation due to inefficacy

Dose reduction Maintenance

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

»

A
Favours dose reduction Favours maintenance

Risk Ratio
M-H, Random, 95% CI

2.21>10 years

Hirschowitz 1987 0 8 0 16
Inderhitzin 1994 0 20 0 17
Mewcomer 1992 3 14 1] 10 21%
Takeuchi 2013 1 3 1 30 24%
Uchida 2006 0 17 0 17

Wolavka 2000 1 11 1 12 2.5%
Wang 2010 19 120 10 129 33.4%
Yamanouchi 2014 3 1m 2 62 5.6%
Subtotal {95% CI) 322 293  46.0%
Total events 27 14

Heterogeneity Tau®=0.00; Chi*=1.53, df=4 (P=082; F=0%
Test for averall effect: Z=1.87 (P =0.06)

2.2.2 ==10years

Hogarty 1988 ] 37 [ 33 20.7%
Wang 2010 19 120 10 129 33.4%
Subtotal (95% CI) 157 162 54.0%
Total events 28 16

Heterageneity: Tau®= 0.00; Chi*= 050, df=1{(P=048), F=0%
Testfor overall effect: Z=1.90 (P = 0.06)

Total (95% Cl) 479 455 100.0%
Total events 55 30

Heterogeneity: Tau®=0.00; Chi*=2.04, df= 6 (P=0.92);, F=0%
Test for overall effect: Z= 2.66 (P =0.008)

Testfor subgroup differences: Chi®=0.01, df=1 (P =094}, F= 0%

2.3 Study discontinuation due to intolerability

<>

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.31 =10 years

Hirschowitz 1997 1] 8 1] 16 Mot estimahle

Inderhitzin 1994 1] 20 1] 17 Mot estimahle

Takeuchi 2013 1] N 1] 30 Mot estimahle

Uchida 2008 1] 17 1] 17 Mot estimahle

Yamanouchi 2014 1] 101 1] 62 Mot estimahle

Subtotal (95% CI) 177 142 Not estimable

Total events 1] 1]

Heterogeneity: Mot applicable

Test for averall effect: Mot applicable

2.3.2 ==10 years

Wang 2010 8 120 8 129 100.0% 1.07 [0.42, 2.77] i
Subtotal (95% CI) 120 129 100.0% 1.07 [0.42, 2.77]

Total events g g

Heterogeneity: Mot applicable

Test for overall effect Z=0.15 (P =0.88)

Total (95% CI) 297 271 100.0% 1.07 [0.42, 2.77] ——
Total events g g

Heterogeneity: Mot applicable
Testfor overall effect Z=0.15{F = 0.88)

Testfor suboroup differences: Mot applicable

3. Psychopathology
3.1 Total

Dose reduction

Maintenance

0.0

Std. Mean Difference

Favours dose reduction Favours maintenance

01

10

Std. Mean Difference

100

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 >10 years

Takeuchi 2013 -6.7 103 31 -ar 6.4 30 19.6% -0.11 [-0.61, 0.39] e —
Wolavka 2000 -6.1 g.2 11 -32 114 12 141% -0.28 [F1.10, 0.54] —
Yamanouchi 2014 -0 317 1M 11 as 62 22.8% 0.14 [0.17, 0.48] —
Zhou 2018 -6.8 g ar 34 9.4 38 19.8% -1.16 [-1.65, -0.67] e

Subtotal (95% CI) 180 142 76.2% -0.34 [-0.97, 0.28] e
Heterogeneity: Tau®= 0.33; Chi*= 19.26, df= 3 (P = 0.0002); P= 84%

Testfor averall effect Z=1.07 (P=0.28)

3.1.2 <=10 years

YWang 2010 1.3 143 1200 -1.2 13497 129 238% 0.18 [0.07, 0.43] T
Subtotal (95% CI) 120 120 23.8% 0.18 [-0.07, 0.43] e
Heterageneity: Mot applicable

Testfor averall effect Z=1.39(P=017)

Total (95% Cl) 300 271 100.0% -0.22 [-0.68, 0.24] -q—

Heterogeneity: Tau®= 0.22; Chi®= 24.52, df= 4 (P = 0.0001); F= 84%

-2 -1 0 1
Test for averall eﬁec.t Z£=002 (P:_ 0.36) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 2.28, df=1{P=013), F= 56.2%
3.2 Positive symptoms

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.21>10 years
Cookson 1987 33 014 9 133 208 9 101% 0.95[-0.04,1.93]
Takeuchi 2013 -1 2 kil -4 28 0 21.9% 0.16 [-0.34, 0.67] I e —
Wolavka 2000 1.5 44 11 -1 24 12 131% -012 [-0.94, 0.70] —
Zhou 2018 -1.8 38 ¥ -0z 22 38 234% -0.54 [1.01,-0.08] —
Subtotal (95% CI) a8 89  68.4% 0.02 [-0.54, 0.58] —e
Heterogeneity: Tau®=0.21; Chi*= 892, df= 3 (P =0.03); F= 66%
Testfor overall effect: £=0.07 (P =0.94)
3.2.2 <=10 years
Wang 2010 05 48 120 0 447 129 316% 0.11 [-0.14, 0.36] T
Subtotal (95% CI) 120 129 31.6% 0.11 [-0.14, 0.36] B
Heterogeneity: Mot applicable
Testfor averall effect: 2= 0.85 (P = 0.40)
Total (95% CI) 208 218 100.0% 0.02 [-0.35, 0.39] —*—
Heterogeneity: Tau®= 0.10; Chi=10.01, df= 4 {P = 0.04); F=60% 5_2 51 p 15

Testfor averall effect Z=012 (P =0.81)

Testfor subgroup differences: Chi®= 0.08, df=1 (P = 0.78), F=0%

3.3 Negative symptoms

Favours dose reduction Favours maintenance



Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.3.1 >10 years

Takeuchi 2013 -3 37 3 13 28 30 253% -0.51 [-1.02, 0.00] —

Yolavka 2000 1128 11 01 18 12 191% -0.48 [1.31, 0.36] —
Zhou 2018 -24 T4 37 37 66 38 260% -0.86 [-1.34,-0.39] —_—

Subtotal (95% CI) 79 80 70.3% -0.67 [-0.99, -0.35] e

Heterogeneity: Tau®= 0.00; Chi*=1.21, df= 2 (P =0.55); F= 0%
Testfor overall effect: Z=4.07 (P = 0.00013

3.3.2 <=10years

Wang 2010 -0 389 1200 -1.3 419 129 297% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 120 129  29.7% 0.20 [-0.05, 0.45] B
Heterogeneity: Mot applicable
Testfor averall effect Z=1.55 FP=012)
Total (95% CI) 199 209 100.0% -0.39 [-0.97, 0.20] ——el——
Heterogeneity: Tau®= 0.28; Chi*=18.54, df= 3 (P = 0.0003); "= 84% 5_2 51 b 15 25
Testfor overall effect Z=1.30 (P = 0.19) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®=17.33, df=1 (P < 0.0001), F= 94.2%
3.4 CGI-S
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 =10 years
Takeuchi 2013 -0z 07 kil 0 06 300 143% -0.30 [0.81, 0.20] — 1
Yamanaouchi 2014 -01 085 101 0 1.06 62 340% -013[-0.44,0.19] —
Subtotal (95% CI) 132 92  48.3% -0.18 [-0.44, 0.09] -
Heterogeneity: Tau®= 0.00; Chi*=0.33, df=1 (P = 0.56);, F= 0%
Testfor averall effect 2=1.29 (P = 0.20)
3.4.2 <=10 years
Wang 2010 -0 11 120 -02 1.4 129 51.7% 0.08 017, 0.33] t
Subtotal (95% CI) 120 129 51.7% 0.08 [-0.17,0.33]
Heterogeneity: Mot applicable
Testfor averall effect Z=062 (P=053)
Total (95% CI) 252 221 100.0% -0.05 [-0.24, 0.15] *
Heterogeneity: Tau®= 0.00; Chi*=2.21, df= 2 (P = 0.33); F= 9% 5_2 51 p 15 25
Testfor overall eﬁec.t: =048 (p:. 0.6%5) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®=1.87, df=1{F=017), F= 46.6%
4. Adverse effects
4.1 SAS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1>10 years
Wolavka 2000 -0 1.8 11 03 14 12 199% -0.23 [-1.06, 0.59] e —
Zhou 2018 -4 35 ar 0z 21 38 34E% -0.55 [-1.01,-0.09] — &
Subtotal (95% CI) 48 50 54.5% -0.47 [-0.88, -0.07] -
Heterogeneity: Tau®= 0.00; Chi*= 043, df=1 (FP=0513 F=0%
Testfor averall effect 2=2.31 P=0.02)
4.1.2 <=10 years
Wang 2010 01 25 120 0.3 1.7 128 455% 0.08 [-0.15, 0.34] t
Subtotal (95% CI) 120 129  455% 0.09 [-0.15, 0.34]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.74 (P = 0.456)
Total (95% CI) 168 179 100.0% -0.19 [-0.66, 0.27] -*—
Heterogeneity: Tau®=0.11; Chi*= 5.98, df= 2 (P = 0.05); F=67% 5_2 51 p 15 25
Testfor overall effect 2= 0.82 P = 0.41) Favours dose reduction Favours maintenance

Testfor subgroup differences: Chi®= 5.54, df=1 (P = 0.02), F= 82.0%

4.2 BARS



Maintenance
Mean  SD Total

Dose reduction

Study or Subgroup  Mean 5D Total

Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

4.21>10 years

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

4.2.2 <=10 years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI) 0 0

Heterogeneity: Mot applicable

Not estimable

Not estimable

Not estimable

i . -2 -1 0 1
Testfor overall eﬁec.t. Mot applicable . Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable
4.3 AIMS
Dose reducti Mai 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.3.1 >10 years
Subtotal {95% Cl) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
4.3.2 <=10 years
Subtotal {95% Cl) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable 5_2 51 ; 15
Testfor overall eﬁec.t: Mot applicable . Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.4.1>10 years
Takeuchi 2013 -08 1.7 kil o1 1.2 30 423% -0.67 [F1.19,-0.145] ——
Yamanaouchi 2014 -069 248 101 -018 44 62 A7.8% -0.14 [-0.46, 0.18] —i—
Subtotal (95% CI) 132 92 100.0% -0.36 [-0.87, 0.15] —eaii——
Heterogeneity: Tau®= 0.09; Chi*=2.81, df=1 (P = 0.09); F= 66%
Testfor averall effect Z=1.40 (P = 0.16)
4.4.2 <=10 years
Subtotal {95% Cl) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 132 92 100.0% -0.36 [-0.87, 0.15] —eaii——
Heterogeneity: Tau®= 0.09; Chi*= 2.91, df=1 (P = 0.09); F= 66% 5_2 51 p 15
Testfor overall eﬁec.t: Z=1.40(F =01 6_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.51 >10 years
Takeuchi 2013 -0.3 0 27 kil -06 31 0 197% 0.10[-0.40, 0.60]
Subtotal (95% CI) Ky | 30 19.7% 0.10 [-0.40, 0.60]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 0.40 (P = 0.69)
4.5.2 <=10 years
Wang 2010 32 a7 120 320075 128 B03% 0.00 [-0.25, 0.25]
Subtotal (95% CI) 120 129  80.3% 0.00 [-0.25, 0.25]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.00 (P = 1.00)
Total (95% CI) 151 159 100.0% 0.02 [-0.20, 0.24]
Heterogeneity: Tau®= 0.00; Chi*= 013, df=1{P=0.72); F= 0% 5_2 51 p 15

Testfor averall effect Z=0.18 (P = 0.86)

Testfor subgroup differences: Chi*= 013, df=1{F=072), F=0%

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.6.1 >10 years
Takeuchi 2013 7T 3 -01 3 30 454% 0.931[0.40,1.46] —
Zhou 2018 9.8 137 37 36 115 38 546% 0.49[0.03, 0.95] ——
Subtotal (95% CI) 68 68 100.0% 0.69 [0.25,1.12] —tl—

Heterogeneity: Tau®= 0.03; Chi*=1.52, df=1 (P =0.22); F= 34%
Testfar overall effect 2= 312 (P =0.002)

4.6.2 <=10 years

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] —~i—

Heterogeneity: Tau®=0.03; Chi*=1.52, df=1 (P=022); F=34% I 1
Testfar overall effect 2= 312 (P =0.002)

-2 -1 0 1
) ) Favours maintenance Favours dose reduction
Testfor suboroup differences: Not applicable

4.7 QOL
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1 =10 years
Takeuchi 2013 -0.oog 0478 H 0.oos 0122 30 284% -0.08 [-0.58, 0.41]
Yamanouchi 2014 0.0127 01865 101 -0.0002 0103 B2 T1E% 0.08 [-0.24, 0.40]
Subtotal {95% CI) 132 92 100.0% 0.03 [-0.24, 0.30]

Heterogeneity. Tau®= 0.00; Chi*=0.31, df=1 (P = 0.58); F= 0%
Testfor overall effect =023 (P =082

4.7.2 <=10 years

Subtotal (95% CI) 0 0 Hot estimable
Heterogeneity: Mot applicahle

Testfor overall effect Mot applicable

Total (95% CI) 132 92 100.0% 0.03 [0.24, 0.30]
Heterageneity: Tau® = 0.00; Chi*= 0.31, df=1 (P = 0.58); I*= 0% 5_2 51 a 15 25
Testfor overall effect 2= 0.23 (P = 0.82) Favours maintenance Favours dose reduction
Testfor subgroup differences: Mot applicable

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;
CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal
Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



C. Mean treatment duration

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction Maintenance

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

1.1.1 >10 years

Inderbitzin 1994 g 20 4 17 29.5%
Wolavka 2000 1 11 1 12 12.5%
Subtotal (95% CI) K | 29 41.9%
Total events 4 ]

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 (P=0.99; F=0%
Testfor overall effect Z=0.12 (P =0.90)

1.1.2 <=10 years

Johnson 1987 ] 28 3 31 28.6%
Kane 1983 26 62 3 64 29.5%
Subtotal {95% CI) 90 95 58.1%
Total events 38 4

Heterogeneity, Tau=0.15; Chi*=1.43, df=1 (P=0.23) F=30%
Testfor averall effect: 2= 3.39 (P =0.0007)

Total (95% Cl) 121 124 100.0%
Total events 41 11

Heterogeneity: Tau®= 075, Chi*=7.75, df=3 (P=0.05); F=61%
Test for overall effect Z=1.80 (P =0.07)

Testfor subgroup differences: Chi*=5.01, df=1{P =003}, F=80.0%

1.2 Hospitalization

Dose reduction  Maintenance

1.06 [0.34, 3.34]
1.09 [0.08, 15.41]
1.07 [0.37, 3.05]

3.32[1.00, 11.06]
8.95[2.85, 28.09]
5.55 [2.06, 14.94]

2.77[0.91, 8.40]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI
R "
el
| I
- =
—~i—
~=anliine=—
I t } |
0.01 01 10 100

Favours dose reduction Favours maintenance

Risk Ratio
M-H, Random, 95% Cl

1.2.1 >10 years

Inderbitzin 1994 3 20 4 17 56.4%
Subtotal (95% CI) 20 17 56.4%
Total events 3 4

Heterageneity: Mot applicable
Testfor overall effect Z=0.65 (P = 0.51)

1.2.2 <=10 years

Kane 1983 7 62 0 64 43.6%
Subtotal (95% CI) 62 64  43.6%
Total events 7 1]

Heterageneity: Mot applicable
Test for overall effect Z=1.89 (P = 0.06)

Total (95% Cl) 82 81 100.0%
Total events 10 4

Heterogeneity, Tau®= 912, Chi*=4 .97 df=1(P=0.03), F=80%
Testfor overall effect Z=0.53 (P =0.60)

Testfor subaroup differences: Chi*=3.95, df=1 (P =0.08), F=74.7%

2. Study discontinuation

2.1 Study discontinuation due to all causes

0.64[0.17, 2.46]
0.64 [0.17, 2.46]

15.48[0.90, 265.33]
15.48 [0.90, 265.33]

2.57 [0.08, 83.24]

= N

e —
e —

0.01 04 10 100

Favours dose reduction Favours maintenance



Dose reduction  Maintenance Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI

2.1.1 >10 years

Hirschowitz 1897 a g a 16 Mot estimahle

Inderhitzin 1994 1] 20 1] 17 Mot estimahle

Valavka 2000 3 11 4 12 1000% 0.82(0.23, 2.87] i

Subtotal (95% CI) 39 45 100.0% 0.82[0.23, 2.87]

Total events 3 4

Heterogeneity: Mot applicahle

Test for averall effect Z=0.31 (F=0.79)

2.1.2 =<=10 years

Subtotal (95% CI) 0 0 Not estimable

Total events 1] 1]

Heterogeneity: Mot applicahle

Test for averall effect Mot applicable

Total (95% Cl} 39 45 100.0% 0.82[0.23, 2.87] "*"

Total events 3 4

Heterogeneity: Nat applicable ID 0 051 150 1DD=

Testfor overall efiect Z=0.31 (P = 0.75) Favours dose reduction Favours maintenance

Test for subaroup differences: Mot applicable

2.2 Study discontinuation due to inefficacy
Dose reduction  Maintenance Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

2.2.1>10 years

Hirschowitz 1897 1] g 1] 16 Mat estimahle

Inderbitzin 1994 1] 20 1] 17 Mot estimahble

Wolavka 2000 1 11 1 12 100.0% 1.09[0.08, 15.41] l

Subtotal (95% CI) 39 45 100.0% 1.09 [0.08, 15.41]

Total events 1 1

Heterogeneity: Mot applicahle

Test for averall effect. £=0.06 (P = 0.95)

2.2.2 <=10 years

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterageneity: Mot applicable

Test for averall effect: Mot applicable

Total (95% Cl) 39 45 100.0% 1.09 [0.08, 15.41] e —

Total events 1 1

Heterogeneity: Mat applicable I t t {
0.0 01 10 100

Testfor overall effect: 2= 0.06 (P = 0.95) Favours dose reduction  Favours maintenance

Test for subaroup differences: Mot applicable

2.3 Study discontinuation due to intolerability
Dose reduction  Maintenance Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

2.3.1 =10 years

Hirschowitz 1997 1] g 1] 16 Mot estimahble

Inderbitzin 1594 1] 20 1] 17 Mot estimahble

Subtotal (95% CI) 28 33 Not estimable

Total events 1] 1]

Heterogeneity: Mot applicable

Test for averall effect: Mot applicahle

2.3.2 ==10 years

Subtotal (95% CI) 0 0 Not estimable

Total events a a

Heterageneity: Mot applicable

Test for overall effect: Mot applicahle

Total (95% Cl) 28 33 Not estimable

Total events 1] 1]

Heterageneity: Mot applicable 'D.D1 071 1'0 1DD'

Test for overall effect: Mot applicahle
Testfor subaroup differences: Mot applicable

3. Psychopathology
3.1 Total

Favours dose reduction Favours maintenance



Std. Mean Difference
IV, Random, 95% CI

Maintenance
Mean  SD Total

Dose reduction

Study or Subgroup  Mean 5D Total Weight

Std. Mean Difference
IV, Random, 95% Cl

3.1.1 >10 years
Wolavka 2000
Subtotal {95% CI)
Heterogeneity: Mot applicahle

Testfor overall effect 2= 0.67 (P =0.51)

100.0%
100.0%

-3.2 114 12

12

-0.28[-1.10,0.64]

-6.1 1.1
-0.28 [-1.10, 0.54]

a2 11
1

3.1.2 <=10years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicahle

Test for overall effect: Mot applicable

Not estimable

1 12 100.0% -0.28 [-1.10, 0.54]

Total (95% CI)

Heterogeneity: Mot applicahle

Testfor overall effect 2= 0.67 (P =0.51)
Testfor suboroup differences: Mot applicable

3.2 Positive symptoms

Std. Mean Difference
IV, Random, 95% CI

Maintenance
Mean  SD Total

Dose reduction

Study or Subgroup  Mean 5D Total Weight

1

-1 0 1 2
Favours dose reduction Favours maintenance

Std. Mean Difference
IV, Random, 95% Cl

3.21 >10 years
Wolavka 2000
Subtotal (95% CI)
Heterogeneity: Mot applicahle

Testfor overall effect Z=028{P=0.77)

29 12

12

100.0%
100.0%

-01 84, 0.70]

449 11 -1 2[0
-0.12 [-0.94, 0.70]

1

-1.5

3.2.2 <=10years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicahle

Test for overall effect: Mot applicable

Not estimable

1 100.0% -0.12 [-0.94, 0.70]

Total (95% CI)

Heterogeneity: Mot applicahle

Testfor overall effect Z=028{P=0.77)
Testfor suboroup differences: Mot applicable

3.3 Negative symptoms

Std. Mean Difference
IV, Random, 95% CI

Maintenance
Mean  SD Total

Dose reduction

Study or Subgroup  Mean 5D Total Weight

t
-1
Favours dose reduction Favours maintenance

il

Std. Mean Difference
IV, Random, 95% Cl

3.3.1 >10 years
Wolavka 2000
Subtotal {95% CI)
Heterogeneity: Mot applicahle

Testfor overall effect: £=1.12 (P = 0.26)

100.0%
100.0%

01 149 12

12

-0.48[-1.31, 0.36]
-0.48 [-1.31, 0.36]

-1.1 249 11

1

3.3.2 <=10years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicahle

Test for overall effect: Mot applicable

Not estimable

11 12 100.0% -0.48 [-1.31, 0.36]

Total (95% CI)
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.12 (P = 0.26)

Testfor suboroup differences: Mot applicable

3.4 CGI-S

Std. Mean Difference
IV, Random, 95% CI

Maintenance
Mean SD Total Weight

Dose reduction

Study or Subgroup  Mean 5D Total

— ——

—ee R ——

-1 0 1 2
Favours dose reduction Favours maintenance

Std. Mean Difference
IV, Random, 95% CI

3.4.1 =10 years

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Not estimable

3.4.2 <=10 years

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Not estimable

Total (95% CI) 0 0 Hot estimable

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Testfor suboroup differences: Not applicable

-2

-1 0 1 2
Favours dose reduction Favours maintenance



4, Adverse effects
4.1 SAS

Dose reduction Maintenance Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1>10 years
Wolavka 2000 -0 1.8 11 03 14 12 100.0% -0.23 [-1.06, 0.59]
Subtotal (95% Cl) 11 12 100.0% -0.23 [-1.06, 0.59]
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.56 (P = 0.58)
4.1.2 <=10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
Total (95% CI) 1 12 100.0% -0.23 [-1.06, 0.59]
Heterogeneity: Mot applicable 5_2 51 p 15 25
Testfor overall eﬁec.t: Z=056(F= 0'58_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable
4.2 BARS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.21>10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
4.2.2 <=10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable I 1 1 |
Testfor overall effect Mot applicable -2 - . M 2
A . Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable
4.3 AIMS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.3.1>10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
4.3.2 <=10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable I 1 1 |
Testfor overall effect Mot applicable -2 - . M 2
A . Favours dose reduction Favours maintenance
Testfor suboroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.41>10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
4.4.2 <=10 years
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable |_2 _|1 b 1| 2.

Test for overall effect: Mot applicable
Testfor suboroup differences: Not applicable

Favours dose reduction Favours maintenance



4.5 Body weight

Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.51 >10 years
Subtotal {95% Cl) 0 0 Not estimable

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

4.5.2 <=10 years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Testfor suboroup differences: Not applicable

4.6 Neurocognition

Maintenance
Mean SD Total Weight

Dose reduction

Study or Subgroup  Mean 5D Total

Not estimable

Not estimable

Std. Mean Difference
IV, Random, 95% CI

-1 0 1 2
Favours dose reduction Favours maintenance

Std. Mean Difference
IV, Random, 95% CI

4.6.1 >10 years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

4.6.2 <=10 years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI) 0 0
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Testfor suboroup differences: Not applicable

4.7 QOL

Dose reduction Maintenance Std. Mean Difference

Not estimable

Not estimable

Not estimable

-1 0 1 2
Favours maintenance Favours dose reduction

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1>10 years
Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Mot applicable
Test for averall effect: Mot applicable

4.7.2 ==10 years

Subtotal {95% CI) 0 0
Heterogeneity: Mot applicable

Test for averall effect: Mot applicable

Not estimable

Total {95% ClI} 0 0 Not estimable

Heterogeneity: Mot applicable
Test for averall effect: Mot applicable
Testfor subgroup differences: Mot apnlicable

.
R 0 1 2
Favours maintenance Favours dose reduction

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;

CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal

Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



D. Mean symptom severity

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.1.1 =Mild
Inderbitzin 1994 g 20 4 17 14.7% 1.06 [0.34, 3.34] I —
Mewcomer 1992 3 14 0 10 2.4% 5.13[0.25, 89.57]
Rouillon 2008 4 45 3 48 9.3% 1.31[0.31,5.53)] N E—
olavka 2000 1 1" 1 12 27% 1.09[0.08,15.41]
Zhou 2018 4 ar 6 38 13.8% 0.68[0.21,2.23] s
Subtotal (95% CI) 13 125 42.9% 1.05 [0.54, 2.06] i
Total events 17 14
Heterogeneity: Tau®=0.00; Chi*=1.81,df= 4 (P=0.77), F= 0%
Testfor averall effect Z=015 (P =0.88)
1.1.2 <=Mild
Cookson 1987 3 9 1 9 4.5% 3.00[0.38, 23.68]
Johnsaon 1987 9 28 3 MO13.3% 3.32[1.00,11.08] I
Takeuchi 2013 1 kil 1 a0 2.6% 0.97 [0.06, 14.78]
Uchida 2006 1] 17 1] 17 Mot estimable
Wang 2010 149 120 10 129 36.7% 2.04[0.99 4.21] T
Subtotal (95% CI) 205 216 57.1% 2.28[1.28,4.07] -
Total events 32 14
Heterogeneity: Tau®=0.00; Chi*=0.91, df= 3 (P=082), F=0%
Testfor overall effect. £=2.78 (F =0.0048)
Total (95% Cl) 336 341 100.0% 1.64 [1.06, 2.54] S
Total events 49 29

Fr 2 — - - — — T - ! Il 1 ]

Heterageneity: Tau®= 0.00; Chi*= 562, df= 8 (P= 069, F=0% 'D.D1 D"I 1'D 100'

Testfor overall effect Z= 220 (P =0.03)

Testfar subgroup differences: Chi*= 2.91, df=1 (P = 0.09), F= 65.6%

1.2 Hospitalization

Favours dose reduction Favours maintenance

Dose reduction  Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 >Mild
Inderbitzin 1994 3 20 4 17 481% 0.64 017, 2.46] ——
Rouillon 2008 4 45 3 48 421% 1.31[0.31,5.53] —
Subtotal (95% CI) 69 65  90.2% 0.89[0.33, 2.39] "*"
Total events 7 7
Heterogeneity: Tau®=0.00; Chi*=0.51, df=1 (P =0.48); F=0%
Testfor overall effect Z=0.23 (P =0.82)
1.2.2 <=Mild
Takeuchi 2013 2 3 0 0 98% 4.84[0.24,96.89]
Subtotal (95% CI) Kl | 30 9.8% 4.84 [0.24, 96.89] e —
Total events 2 1]
Heterageneity: Mot applicable
Testfor overall effect Z=1.03 (P = 0.30)
Total (95% Cl) 100 95 100.0% 1.05 [0.41, 2.68] "*"
Total events 9 7
Heterogeneity: Tau®=0.00; Chi*=1.66, df= 2 (P=0.44), F=0% 'D.U1 Df'l 1'D 100'

Testfor overall effect Z=010(F=0493)

Testfor subaroup differences: Chif=1.11, df= 1 (F=0.29), F= 9.7%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI| M-H, Random, 95% CI
2.1.1 =Mild

Hirschowitz 1997 1] g 1] 16 Mot estimahble

Inderbitzin 15894 1] 20 1] 17 Mot estimahble

MNewcomer 1992 3 14 0 10 1.0% 5.131[0.29, 89.57]

Rouillon 2008 3 49 4 48 38% 073017, 3.11] A
Yolavka 2000 3 11 4 12 50% 0.82[0.23 2.87] I T
Yamanouchi 2014 24 101 g B2 14.7% 1.84[0.88, 3.84] T
Zhow 2018 4 ar B 38 8.7% 0.68[0.21,2.23] .
Subtotal (95% CI) 240 203 30.2% 1.23 [0.74, 2.05] -’-

Total events ar 22
Heterogeneity: Tau®=0.00; Chi®*=4.00, df= 4 (P=0.41); F=0%
Testfor overall effect Z=073 (P =043}

2.1.2 <=Mild

Takeuchi 2013 2 3 ] 0 33%
Uchida 2006 0 17 0 17

Wang 2010 44 120 4 129 BE.S%
Subtotal (95% CI) 168 176  69.8%
Total events 46 46

Heterogeneity: Tau®= 0.27; Chi*=1.82, df=1 (P=0.18); F= 45%
Testfor overall effect Z=027 (P =0.78)

Total (95% Cl)
Total events a3 63
Heterogeneity: Tau®=0.00; Chi*= 589, df= 6 (P=0.44);, F= 0%

408 379 100.0%

0.39[0.08,1.84]

Mat estimahle
1.15[0.82,1.63]
0.88 [0.34, 2.23]

1.13 [0.86, 1.50]

»>

t t
0.1 10

0.01 100
Testfor overall effec.t =088 : 0.38) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=0.38, df= 1 (P =0.54), F= 0%
2.2 Study discontinuation due to inefficacy

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.2.1 =Mild
Hirschowitz 1997 0 i 0 16 Mot estimahle
Inderhitzin 15894 1] 20 1] 17 Mot estimahble
Mewcomer 1992 3 14 0 10 37% 5.131[0.29, 89.57]
Rouillon 2008 1] 44 1] 43 Mot estimahble
Yolavka 2000 1 1" 1 12 43% 1.09[0.08,15.41]
Yamanouchi 2014 3 101 2 62 9.6% 0.92[0.16, 5.36] —
Zhou 2018 4 3v [ 38 M4% 0.68[0.21,2.23] e
Subtotal (95% CI) 240 203 39.0% 0.94 [0.39, 2.25] i
Total events i 9
Heterageneity: Tau®=0.00; Chi*=1.70, df= 3 (P =064}, F= 0%
Testfor overall effect Z= 015 (P = 0.88)
2.2.2 <=Mild
Takeuchi 2013 1 kil 1 a0 40% 0.97 [0.06, 14.78]
Uchida 2006 1] 17 1] 17 Mot estimahble
Wang 2010 149 120 10 129 &7.0% 2.04[0.99, 4.21] —i—
Subtotal (95% CI) 168 176 61.0% 1.94 [0.97, 3.92] -
Total events 20 11
Heterogeneity: Tau?=0.00; Chi*= 027, df=1 (P=0.60); F=0%
Testfor overall effect Z=1.86 (P =0.08)
Total (95% Cl) 408 379 100.0% 1.46 [D.85, 2.53] e
Total events N 20
Heterogeneity: Tau®= 0.00; Chi*= 3.55, df= 8 (P = 0.62); F= 0% ID o1 051 150 1DD=

Testfor overall effect Z=136 (P =017}

Testfor subaroup differences: Chi*=1.63, df=1 (P =0.20), F= 38.7%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction  Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.3.1 =Mild
Hirschowitz 1997 1] g 1] 16 Mot estimable
Inderhitzin 1994 1] 20 1] 17 Mot estimable
Rouillon 2008 2 45 1 48 13.8% 1.96 [0.18, 20.90]
Yamanouchi 2014 0 1m 0 62 Mot estimahle
Zhou 2018 1] ar 1] 38 Mot estimahble
Subtotal (95% CI) 215 181 13.8% 1.96 [0.18, 20.90] e —
Total events 2 1
Heterageneity: Mot applicable
Testfor overall effect Z=0.56 (P =0.58)
2.3.2 <=Mild
Takeuchi 2013 1] H 1] 30 Mot estimable
Uchida 2006 1] 17 1] 17 Mot estimable
Wang 2010 g 120 8 129 86.2% 1.07 [0.42, 2.77] i
Subtotal (95% CI) 168 176 86.2% 1.07 [D.42, 2.77]
Total events g g
Heterageneity: Mot applicable
Testfor averall effect Z=015 (P =0.88)
Total (95% Cl) 383 357 100.0% 1.17[0.48, 2.82] ——
Total events 10 9
Heterogeneity: Tau?=0.00; Chi*=0.21, df= 1 (P = 0.643; F= 0% ID o 051 150 1DD=
Testfor overall efiect Z=10.35 (P = 0.73) Favours dose reduction  Favours maintenance
Testfor subaroup differences: Chi*=0.21, df= 1 (P =0.64), F= 0%

3. Psychopathology

3.1 Total

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.1.1 =Mild
Roauillon 2008 -5.4 10 45  -64 184 48 1T7% 0.07 [-0.33,0.47] e
Waolavka 2000 -6.1 8.2 11 -32 114 12 1458% -0.28[F1.10,0.54] e
Zhou 2018 -6.8 g kr 348 9.5 3| 201% -1.16 [-1.65, -0.67] —
Subtotal (95% CI) 97 98  56.3% -0.46 [-1.30, 0.38] ——e———
Heterogeneity: Tau®= 0.47; Chi*= 14.55, df= 2 (F = 0.0007); F= 86%
Testfor averall effect 2= 1.07 (P = 0.29)
3.1.2 <=Mild
Takeuchi 2013 -6.7 103 M -av 6.4 300 19.9% -0.11 FO.61, 0.39] I E—
Wang 2010 1.3 143 120 -1.2 1387 129 238% 018 [-0.07,0.43] T
Subtotal (95% CI) 151 159  43.7% 0.12 [-0.11, 0.35] B
Heterogeneity: Tau®= 0.00; Chi®=1.02, df=1 (P = 0.31); F= 2%
Testfor overall effect Z=1.02 (P = 0.31)
Total (95% CI) 248 257 100.0% 0.24 [-0.72, 0.24] -q—
Heterogeneity: Tau®=0.23; Chi®= 23.39, df= 4 (F=0.0001); F= 83% 5_2 51 b 15 25
Testfor averall eﬁec.t: Z=0.98 (p:. 033 Favours dose reduction Favours maintenance
Test for subgroup differences: Chi= 168, df=1(P=019), F= 40.5%

3.2 Positive symptoms

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.2.1 >Mild
Rouillon 2008 -0.8 27 45  -089 a1 48 21.0% 0.02 [-0.37,0.42] S
Wolavka 2000 -1.5 49 11 -1 24 12 89.8% -012 [-0.94, 0.70] —
Zhou 2018 -1.4 38 ¥ -0z 22 3\ 18.3% -0.54 [1.01,-0.08] —
Subtotal (95% CI) a7 98  48.2% -0.22 [-0.61, 0.17] -
Heterogeneity: Tau®=0.05; Chi®= 3.39, df= 2 (P=018); F=41%
Testfor averall effect Z=1.09(FP=0.27)
3.2.2 <=Mild
Cookson 1987 3.3 1.9 9 133 208 9 B.6% 0.95[-0.04,1.93]
Takeuchi 2013 -1 2 kil -4 28 30 16.8% 0.16 [-0.34, 0.67] I e —
Wang 2010 0.5 48 120 0 447 129 284% 0.11 [-0.14, 0.36] T
Subtotal (95% CI) 160 168 51.8% 0.19 [-0.10, 0.49] e
Heterogeneity: Tau®=0.02; Chi®= 2.61, df= 2 (P=0.27); F= 23%
Testfar averall effect 2=1.27 (P=0.20)
Total (95% CI) 257 266 100.0% 0.01 [-0.26, 0.29] ?
Heterogeneity: Tau®= 0.06; Chi*=10.01, df=5 (P = 0.07); F=50% 5_2 51 p 15 2

Testfor averall effect Z=010(FP=0.892)
Testfor subgroup differences: Chi*= 2.69, df=1 (P =010}, F=62.8%

Favours dose reduction Favours maintenance



3.3 Negative symptoms

Maintenance
SD Total Weight

Dose reduction
Study or Subgroup  Mean SD Total Mean

Std. Mean Difference

IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

3.3.1 =Mild
Fouillon 2008 -2 3.6 49 18 56 48 21.9% -0.02 [F0.42, 0.38] e
Wolavka 2000 -11 28 11 o1 149 12 13.4% -0.48 [1.31, 0.36] e E—
Zhou 2018 -24 74 ar 37 BB 38 203% -0.86 [-1.34,-0.349] —
Subtotal (95% CI) a7 98 55.7% -0.44 [-1.02, 0.15] —l——
Heterogeneity: Tau®=0.19; Chi®= 714, df= 2 (P =0.03); F=72%
Testfor overall effect Z=1.47 (P=0.14)
3.3.2 <=Mild
Takeuchi 2013 -3 ar kil -1.3 28 30 196% -0.51 [1.02, 0.00] —
Wang 2010 -0.5 38 120 1.3 419 128 248% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 151 159 44.3% -0.12 [-0.81, 0.57] ————
Heterogeneity: Tau®=0.21; Chi®= 585, df=1 (P=0.01); F=83%
Testfor averall effect Z=034 (P=0.73)
Total (95% CI) 248 257 100.0% -0.29 [-0.72,0.13] —eaiin-—
Heterogeneity: Tau®= 018, Chi®=18.77, df= 4 (P = 0.0009); F=79% 51 b 25
Testfor overall effect Z=1.35 (F = 0.18) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 0,47, df=1 (P = 0.49), F=0%
3.4 CGI-S
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 =Mild
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
3.4.2 <=Mild
Takeuchi 2013 -0.2 0y kil 0 06 0 32T% -0.30 [0.81, 0.20] I
Wang 2010 -0 11 120 -02 1.4 1289 6B7.3% 0.08 017, 0.33] -1
Subtotal (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi*=1.76, df=1 (P=018); F= 43%
Testfor averall effect: 2= 0.26 (P = 0.80)
Total (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30] ’
Heterogeneity: Tau®= 0.03; Chi*=1.76, df=1 {P=0.18); F= 43% 51 p 15 25
Testfor overall effect: 2= 0.26 (F = 0.80) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable
4. Adverse effects
4.1 SAS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1 =Mild
Rouillon 2008 -0.2 1.4 45 03 23 48 IT4% -0.26 [-0.66, 0.14] —
Wolavka 2000 -0 1.8 11 03 14 12 11.5% -0.23 [-1.06, 0.59] — ]
Zhou 2018 -1.4 348 ar 0z 21 38 240% -0.55 [-1.01,-0.09] e
Subtotal (95% CI) a7 98  62.9% -0.37 [-0.65, -0.08] .
Heterogeneity: Tau®= 0.00; Chi®= 098, df=2 (P =061, F=0%
Testfar averall effect 2= 2.54 (P=0.01)
4.1.2 <=Mild
Wang 2010 -0 28 120 -03 1.7 128 3T1% 0.09[-0.15, 0.34] —
Subtotal (95% CI) 120 129 37.1% 0.09 [-0.15, 0.34] e
Heterogeneity: Mot applicable
Testfar averall effect Z=0.74 (P = 0.45)
Total (95% CI) 217 227 100.0% -0.20 [-0.52, 0.12] o
Heterogeneity: Tau®= 0.06; Chi*= 6.71, df= 3 (P = 0.08); F= 55% 51 p 15 25

Testfor averall effect Z=1.20(FP=0.23)
Testfor subgroup differences: Chi*=5.74, df=1 (P =002}, F=826%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 >Mild

Rouillon 2008 002 1.2 49 -004 16 43 100.0% 0.04 [-0.36, 0.44]
Subtotal {95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicahle

Testfor overall effect Z2=0.21 (P = 0.84)

4.2.2 ==Mild

Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle

Test for overall effect: Mot applicable

Total (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicahle

we B -2 -1 0 1
Testfor overall effec.t. Z=021(F= 0'84_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.3 AIMS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.3.1 =Mild
Rouillon 2008 -0 1.6 45  -04 17 48 100.0% 0.18[-0.22, 0.58]
Subtotal (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.89 (P = 0.38)
4.3.2 <=Mild
Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
Total (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mot applicable 5_2 51 p 15
Testfor overall effec.t: Z=083(F= 0'38_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.4.1 =Mild
Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
4.4.2 <=Mild
Takeuchi 2013 08 17 3 01 1.2 30 100.0%  -0.67[1.19,-0.15] i
Subtotal (95% Cl) Ky | 30 100.0% -0.67 [-1.19, -0.15]
Heterogeneity: Mot applicahle
Testfor overall effect 2= 2.54 (P = 0.01)
Total (95% CI) Ky | 30 100.0% -0.67 [-1.19, -0.15] —i—
Heterogeneity: Mot applicable 5_2 51 ; 15
Testfor overall effec.t: Z=254(F= 0.01? Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.5.1 =Mild
Rouillon 2008 012 4.1 45 04 36 48 238% -0.07 [F0.47,0.33]
Subtotal (95% CI) 49 48  23.8% -0.07 [-0.47, 0.33]
Heterogeneity: Mot applicable
Testfor averall effect Z=035(F=072)
4.5.2 <=Mild
Takeuchi 2013 -0.3 27 kil -06 31 30 15.0% 0.10[-0.40, 0.60] I —
Wang 2010 3.2 57 120 320075 128 B1.2% 0.00 [-0.25, 0.25] t
Subtotal (95% CI) 151 159  76.2% 0.02 [-0.20, 0.24]
Heterogeneity: Tau®=0.00; Chi*= 013, df=1 (P=072); F=0%
Testfor overall effect: £=0.18 (P = 0.86)
Total (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19] ?
Heterogeneity: Tau®= 0.00; Chi*=0.28, df=2 {(P= 0.87); F= 0% 5_2 51 p 15

Testfor averall effect Z=0.02 (P = 0.98)
Testfor subgroun differences: Chi*= 016, df=1 (P = 0.69), F= 0%

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.6.1 >Mild
Zhou 2018 98 137 37 36 115 38 546% 0.49[0.03, 0.95] ——
Subtotal (95% CI) 37 38 54.6% 0.49 [0.03, 0.95] —i—

Heterogeneity: Mot applicable
Testfor averall effect 2= 2.07 (P=0.04)

4.6.2 <=Mild
Takeuchi 2013 R | a1 -0 a 30 45.4% 0.93[0.40, 1.46] ——
Subtotal (95% CI) 3 30 45.4% 0.93 [0.40, 1.46] —i——

Heterogeneity: Mot applicable
Testfor overall effect: £= 3,43 (P = 0.0008)

Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] —l—
Heterogeneity: Tau®= 0.03; Chi®=1.52, df=1{P=022), F=34% 5_2 I1 b 1!
Testfor overall effect Z=3.12 (P= 0.003) Favours maintenance Favours dose reduction

Testfor subgroup differences: Chi*=1.42, df=1 (P=022), F=34.4%

4.7 QOL
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.7.1 =Mild
Rouillon 2008 101 16.7 44 A 16.2 48 311% 016 [-0.24, 0.56]
Yamanouchi 2014 0.0127 01865 101 -0.0002 0103 B2 40.3% 0.08 [-0.24, 0.40]
Subtotal {95% CI) 150 110 80.4% 0.11 [-0.14, 0.36]

Heterogeneity: Tau®= 0.00; Chi*=0.09, df=1 (P=0.77); F=0%
Testfor overall effect 7= 0.86 (P = 0.39)

4.7.2 «=Mild

Takeuchi 2013 -0.oo8 0478 H 0006 0122 30 196% -0.08 [-0.59, 0.41]

Subtotal (95% CI) 3 30 19.6% -0.08 [-0.59, 0.41]

Heterogeneity Mot applicable

Testfor overall effect Z=0.35 (P=0.72)

Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29]

Heterogeneity: Tau®=0.00; Chi*= 0.58, df= 2 (F=0.75); F= 0% 5_2 _51 3 1! 2!
Testfar overall effect 7= 062 (P = 0.54) Favours maintenance Favours dose reduction

Testfor subgroun diferences: Chi®= 048, df=1 (P = 0.48), F=0%

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;
CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal
Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



