S1 Substance abuse as continuous outcome

any other drug: Krause, 2019; mean drug use, S; k=1, n=31; 1.08 (0.32, 1.84) 1 .

Participants

¢ Schizophrenia-substance abuse

other antipsychotics: Krause, 2018; reduction of substance abuse, S; k=1, n=31; 1.08 (0.32, 1.84) 1 s
tudy design

¢ RCT

risperidone: Temmingh, 2018; craving for cannabis, M; k=1, n=28; 1.13 (0.33, 1.94) - .
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S2 Substance abuse as dichotomous outcome

Participants

¢ Schizophrenia-substance abuse

risperidone: Temmingh, 2018; reduction in cannabis use, M; k=1, n=14; 1 (0.3, 3.35)

Study design
¢ RCT

RR



S3 Other symptoms (cognition, self-injury) as
dichotomous outcome

FGA: Essali, 2009; cognition, SKT, S; k=1, n=82; 1.79 (1.11, 3.33)

FGA: Wahlbeck, 1999; cognition, SKT, S; k=1, n=82; 1.73 (1.09, 3.32) 1

olanzapine: Asenjo-Lobos, 2014; cognition, less than half SD reduction in PANSS cognitive subscore, M; k=1, n=79; 1.64 (1.15, 2.35) 1

olanzapine: Komossa, 2014; cognition, less than half SD improvement in global neurocognitive score, M; k=1, n=79; 0.61 (0.43, 0.87) 1

SGA: Masuda, 2019; reduction in suicidal risk, number suicide attempts or self-injurious behavior, S-M-L; k=4, n=19700; 1.49 (0.95, 2.33) 1

SGA: Tuunainen, 2002; cognition, Syndrome Short test, S; k=1, n=135; 0.66 (0.31, 1.26)

zotepine: Subramanian, 2014; cognition, SKT, S; k=1, n=57; 0.57 (0.21, 1.52) 1

Study design

¢ observational
¢ RCT

Participants

¢ Schizophrenia
¢ Schizophrenia-cognition studies
¢ Schizophrenia-suicidal risk



S4 Needing additional medication as dichotomous outcome

olanzapine: Duggan, 2005; needing additional benzodiazepines, yes or no, L; k=1, n=980; 1.11 (1.01, 1.22) 1

olanzapine: Duggan, 2005; needing an antidepressant, yes or no, L; k=1, n=980; 1.12 (0.99, 1.27)

RR

Participants
¢ Schizophrenia

Study design
¢ RCT



S5 Blood pressure as continuous outcome

SGA: Masuda, 2019; diastolic blood pressure, mmHg, L; k=3, n=437; -0.34 (-0.56, -0.11) ——
Study design
¢ observational
Participants
¢ Schizophrenia
SGA: Masuda, 2019; systolic blood pressure, mmHg, L; k=3, n=437; -0.25 (-0.46, -0.03) —e—
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S6 Cognitive side effects as continuous outcome

clozapine non-users: Woodward, 2004; cognition (global cognitive index), global cognitive index, S-M-L; k=17, n=344; 0.29 (NA, NA) 1

Study design

¢ observational

Participants
¢ cognitive change in SZ
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S 7 Prolactin levels as continuous outcome

olanzapine: Asenjo Lobos, 2014; prolactin levels, levels, M; k=1, n=120; 0.42 (0.06, 0.79)

olanzapine: Kishimoto, 2013; prolactin levels, levels, L; k=1, n=55; 0.29 (-0.3, 0.87) 1

placebo: Huhn, 2019; prolactin levels, levels, S; k=2, n=24; 2.05 (0.5, 3.6) 1

quetiapine: Kishimoto, 2013; prolactin levels, levels, L; k=1, n=52; -0.39 (-1.02, 0.24)

risperidone: Asenjo Lobos, 2014; prolactin levels, levels, S-M; k=2, n=55; 0.84 (0.29, 1.39)

risperidone: Kishimoto, 2013; prolactin levels, levels, L; k=1, n=50; 1.62 (0.88, 2.36)

zotepine: Subramanian, 2014; prolactin levels, levels, S; k=1, n=59; 0.94 (0.39, 1.48)

Participants
¢ Schizophrenia

Study design
¢ RCT
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S8 Motor function as continuous outcome

placebo: Jethwa, 2015; motor functioning, UPDRSM, S; k=2, n=116; -0.24 (-0.6, 0.13) ———
placebo: Zhang, 2019; motor functioning, UPDRSM, S; k=2, n=120; -0.23 (-0.59, 0.13) e S
Participants
¢ Parkinsons Disease Psychosis
Study design
¢+ RCT
placebo: Zhang, 2019; motor functioning, UPDRSM, S; k=2, n=120; -0.79 (-1.16, -0.42) 1 ——C—=

quetiapine: Frieling, 2007; motor functioning, UPDRSM, S; k=1, n=40; -0.27 (-0.89, 0.36) 1 *
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S 9 Diabetes as dichotomous outcome

Study design

. _ ¢ observational
FGA: Smith, 2008; diabetes, number, L; k=7, n=NA; 0.72 (0.65, 0.81)
Participants

metabolic dysfunction: risk for diabetes in SZ

RR



S 10 High temperature as dichotomous outcome

FGA: Essali, 2009; high temperature, number, S-L; k=3, n=766; 0.74 (0.56, 1) 1 ——
FGA: Essali, 2009; high temperature, number, S-L; k=9, n=1147; 0.64 (0.51, 0.8) ——

Participants
¢ Schizophrenia

FGA: Wahlbeck, 1999; high temperature, number, S-L; k=3, n=766; 0.71 (0.55, 0.95) - —— ¢ Schizophrenia-treatment resistant
Study design
¢ RCT

FGA: Wahlbeck, 1999; high temperature, number, S-L; k=9, n=1147; 0.6 (0.47, 0.76) ——

other antipsychotics: Siskind, 2016; high temperature, number, S; k=3, n=718; 0.34 (0.17, 0.69) ——
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S11 Occupation as dichotomous outcome

FGA: Essali, 2009; occupation, number, L; k=4, n=416; 1.15 (1, 1.33) 1

Study design
¢ RCT

Participants
working ability in SZ

FGA: Wahlbeck, 1999; occupation, number, L; k=5, n=488; 1.08 (0.93, 1.31)

RR



S12 Gastrointestinal symptoms and sign (liver functions, nausea/vomiting) as dichotomous outcome

aripiprazole: Khanna, 2014; liver function abnormal, number, S-L; k=5, n=364; 0.49 (0.16, 1.56) - —
aripiprazole: Khanna, 2014; nausea, number, S; k=10, n=790; 1.55 (0.71, 3.38) *
olanzapine/risperidone: Tuunainen, 2002; nausea/vomiting, number, S-M; k=2, n=266; 0.42 (0.19, 0.92) 1 —— o
Participants
¢ Schizophrenia
¢ Schizophrenia-treatment resistant
Study design
¢ RCT
olanzapine: Duggan, 2005; dyspepsia at 2 years, number, L; k=1, n=980; 0.69 (0.5, 0.95) ——
olanzapine: Duggan, 2005; nausea, number, L; k=1, n=980; 0.67 (0.49, 0.9) - ——
other antipsychotics: Siskind, 2016; nausea/vomitting, number, S; k=8, n=1125; 0.65 (0.42, 1) 1 ——]
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S 13 Mortality as dichotomous outcome

FGA: Essali, 2009; mortality, number, S-M-L; k=12, n=1243; 1.79 (0.44, 7.14) 1

FGA: Essali, 2009; mortality, number, S-M-L; k=4, n=939; 1.56 (0.32, 10) -

FGA: Wahlbeck, 1999; mortality, number, S-M-L; k=12, n=1243; 1.99 (0.44, 9.94)

Participants
FGA: Wahlbeck, 1999; mortality, number, S-M-L; k=4, n=939; 1.58 (0.31, 8.29) -

¢ death any reason in SZ
¢ mortality in SZ

¢ mortality in TRS
Study design

¢ RCT

olanzapine: Asenjo-Lobos, 2014; mortality, number, L; k=1, n=980; 0.67 (0.27, 1.61) -

olanzapine: Komossa, 2014; mortality, number, L; k=1, n=980; 0.67 (0.27, 1.62) -
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S 14 Sexual and reproductive side effects as dichotomous outcome

aripiprazole: Khanna, 2014; lactation/mentrual changes, number, S; k=3, n=214; 0.11 (0.03, 0.47) 1 I am—

Participants
¢ Schizophrenia

risperidone: Asenjo Lobos, 2014; diminished sexual drive, number, S; k=1, n=86; 2 (0.39, 10) 1 s
tudy design

¢ RCT

SGA: Tuunainen, 2002; libido decrease, number, S; k=1, n=86; 2 (0.39, 10.35) - *

RR



S 15 Glucose abnormalities as dichotomous outcome

aripiprazole: Khanna, 2014; glucose/glucose levels increased, number, S; k=5, n=410; 0.12 (0.04, 0.37) -~

FGA: Smith, 2008; diabetes, number, L; k=7, n=NA; 0.72 (0.65, 0.81)

Participants

metabolic dysfunction: risk for diabetes in SZ
¢ Schizophrenia

olanzapine: Asenjo Lobos, 2014; glucose/glucose levels, number, L; k=1, n=980; 1.32 (0.69, 2.5) 1

Study design

¢ observational
¢ RCT

olanzapine: Komossa, 2014, glucose-diabetes mellitus, number, L; k=1, n=980; 1.31 (0.69, 2.48) *

SGA: Masuda, 2019; glucose/diabetes type 2, number, L; k=5, n=5691; 0.56 (0.39, 0.81) ——

RR



S$ 16 Hospitalization as dichotomous outcome

control medicine: Land, 2017; hospitalization due to any reason, number, L; k=22, n=44718; 1.35 (1.25, 1.45) 1 ©
FGA: Essali, 2009; hospitalization, number, L; k=2, n=648; 1.06 (0.96, 1.18) 1 >
Participants
¢ hospitalisation in SZ
¢ hospitalisation in TRS
FGA: Wahlbeck, 1999; hospitalization, number, L; k=2, n=648: 1.06 (0.96, 1.2) - ¢ hospitalisation: not discharged or readmitted within 1 year after discharge
Study design
¢ observational
¢ RCT
olanzapine: Duggan, 2005; hospitalization, number, L; k=1, n=980; 1.28 (1.02, 1.61) 1 —o—
SGA: Masuda, 2019; hospitalization, number, L; k=19, n=49453; 1.22 (1.09, 1.39) - -
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S 17 Suicidality as dichotomous outcome

olanzapine: Asenjo-Lobos, 2014, suicide, number, L; k=2, n=993; 0.6 (0.14, 2.5) -

olanzapine: Komossa, 2014; suicidality, number, L; k=1, n=980; 1.78 (1.22, 2.62)

olanzapine: Komossa, 2014, suicidality, number, L; k=2, n=993; 0.6 (0.14, 2.5)

RR

Participants

suicide attempt in SZ
¢ suicide in SZ
suicide vs olanzapine

Study design
¢ RCT



S 18 Efficacy of treatment for hypersalivation as continuous outcome

astemizole:Syed, 2012; change in hypersalivation scores, mixed clinical criteria, high score=good, S; k=1, n=50; 0.71 (0.14, 1.28) 1 ———————
Comparator
¢ placebo
astemizole:Syed, 2012; change in hypersalivation scores, mixed clinical criteria, high score=good, S; k=2, n=22; -1.32 (-2.24, -0.4) - - ¢ propantheline
Study design
¢ RCT

traditional chinese medicine:Syed, 2012; change in hypersalivation scores, wet pillow diameter, S; k=1, n=40; -0.78 (-1.42, -0.14) *
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S 19 Efficacy of treatment for constipation as dichotomous outcome

glycerol supposity:Every-Palmer, 2017; constipation, no defecation by two days, S; k=1, n=120; 0.35 (0.23, 0.53)

mannitol:Every-Palmer, 2017; constipation, no defecation by 24 hrs, S; k=1, n=240; 14.29 (3.7, 50) 1

RR

Comparator

¢ rhubarb sode or phenolpthaleinon
¢ TCM

Study design
¢ RCT



