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3% 1: Baseline characteristics of patients.

Risperidone (n=20)  Olanzapine (n=22) P
Age (years) 34.5(9.0) 39.2(11.2) 0.14
Men 12/20 (60%) 9/22 (41%) 0.35
Asian 20/20 (100%) 22/22 (100%)
Substance dependence 2/20 (10%) 3/22 (14%) 1.00
Antipsychotic-naive 11/20 (55%) 12/22 (55%) 1.00
Haloperidol injection received
9/20 (45%) 5/22 (23%) 0.19
before enrollment
CGI-S 5.8(0.8) 59(0.8) 0.81
PANSS
Total 1150 (24.9) 106.7 (23.9) 0.28
Positive scale 30.7 (6.0) 31.8 (6.8) 0.57
Negative scale 25.1 (8.5) 22.6 (10.5) 0.40

General psychopathology scale 59.3 (14.5) 523 (11.1) 0.089
GAF 24.7 (8.4) 20.5 (7.6) 0.10
BMI (kg/m®) 22.3(39) 20.6 (3.1) 0.14
Hyperglycemia 0/20 (0%) 0/22 (0%)
Hypercholesterolemia 2/20 (10%) 2/22 (9%) 1.00
Hypertriglyceridemia 1720 (5%) 0/22 (0%) 048
Systolic blood pressure (mmHg) 126.6 (17.1) 121.8 (19.7) 041
Diastolic blood pressure (mmHg) 793 (13.1) 76.7 (15.0) 0.56
Heart rate (/min.) 78.6 (15.0) 83.7(17.3) 0.33

Data represent mean (SD) or n/N (%), unless otherwise indicated. All substance dependence except
one patient with benzodiazepine dependence in the risperidone group was alcohol dependence.
‘Haloperidol injection received before enrolment’: the maximal duration until enrollment was 3 days.
CGI-S, Clinical Global Impression Severity rating scale; PANSS, Positive and Negative Syndrome
Scale; GAF, Global Assessment of Functioning; BMI, body mass index. Hyperglycemia: >200
mg/dL or fasting glucose >126 mg/dL. Hypercholesterolemia: cholesterol concentration >220 mg/dL.
Hypertriglyceridemia: triglyceride level >150 mg/dL. Differences in age, CGI-S, PANSS, GAF, BMI,
systolic blood pressure, diastolic blood pressure, and heart rate were calculated using the unpaired
t-test. Differences in sex, and frequencies of substance dependence, antipsychotic-naive, haloperidol
injection received before enrolment, hypercholesterolemia, and hypertriglyceridemia were calculated

using the Fisher’s exact test.



% 2: Outcomes of treatment.

Risperidone (n=20)  Olanzapine (n=22) P
Mean maximum dose (mg/day) 6.9 (2.7) 23.0(10.2)
Use of as needed haloperidol
S 6/20 (30%) 4/22 (18%) 048
injection
Adjunctive benzodiazepine 15/20 (75%) 14/22 (64%) 0.51
Anticholinergic drug 9/20 (45%) 2/22 (9%) 0.013
Adjunctive valproate 1/20 (5%) 1/22 (5%) 1.00
Discontinuation for any cause 5/20 (25%) 5/22 (23%) 1.00
Improvement in PANSS
Total (%) 48.6 (25.7) 490 (29.1) 0.96
Positive scale (%) 535(28.2) 604 (25.9) 041
Negative scale (%) 443 (30.1) 39.9 (36.8) 0.67
Genreal psychopathology scale (%) 46.9 (26.7) 444 (31.1) 0.79
50%= improvement in PANSS total
9/20 (45%) 10/22 (45%) 1.00
score
CGI-1 24(12) 24 (1.1 0.82
GAF change from baseline 255(18.9) 312 (20.0) 0.53
Fasting glucose change from baseline
-0.8 (26.3) 2.6(324) 0.72
(mg/dL)
Cholesterol change from baseline
13.8 (31.5) 3.0 (46.6) 041
(mg/dL)
Triglycerides change from baseline
274 (110.7) 28.7 (47.7) 0.97
(mg/dL)
Weight change from baseline (kg) 0.48 (3.60) 2.59 (4.09) 0.11
Extrapyramidal symptoms (DIEPSS) 11/20 (55%) 3/22 (14%) 0.0080
Patients requiring high-dose 8/20 (40%) 7122 (32%) 0.75
Discontinuation for any cause 3/8 (38%) 3/7 (43 %) 1.00
Improvement in PANSS (%) 30.2 (21.6) 28.2 (9.6) 0.82
50%< improvement in PANSS total
2/8 (25%) 0/7 (0%) 045

score

Data represent mean (SD) or n/N (%), unless otherwise indicated. PANSS, Positive and Negative
Syndrome Scale; CGI-I, Clinical Global Impression Improvement rating scale; GAF, Global
Assessment of Functioning; DIEPSS, Drug-induced Extrapyramidal Symptom Scale.



% 3: Comparison of baseline characteristics between patients requiring high-dose and patients with

conventional-dose.

High-dose (n=15)  Conventional-dose (n=27) P
N 15 27
Age 374 (12.8) 36.7 (9.0) 0.85
Men 7/15 (47%) 14/27 (52%) 1.00
Substance dependence 2/15 (13%) 3/27 (11%) 1.00
Duration from onset (year) 99(11.6) 8.1(7.7) 0.56
Antipsychotic-naive 6/15 (40%) 17/27 (63%) 0.20
Haloperidol injection received
8/15 (53%) 6/27 (22%) 0.085
before enrollment
CGI-S 590.7) 5.8(0.9) 0.56
PANSS
Total 120.5 (21.0) 1052 (24.8) 0.051
Positive scale 32.6 (6.1) 30.5(6.5) 0.30
Negative scale 28.9(9.2) 209 (8.7) 0.0077
General psychopathology scale 589 (11.1) 53.8 (14.1) 0.23
GAF 20.3 (8.3) 23.7 (8.0) 0.20
BMI (kg/m?2) 21.1(4.0) 21.7 (34) 0.66
PANSS total score at the time
104.5 (21.5)

of starting high-dose

Data represent mean (SD) or n/N (%), unless otherwise indicated. All substance dependence except

one patient with benzodiazepine dependence in the conventional-dose group was alcohol

dependence. ‘Haloperidol injection received before enrolment’: the maximal duration until

enrollment was 3 days. CGI-S, Clinical Global Impression Severity rating scale; PANSS, Positive

and Negative Syndrome Scale; GAF, Global Assessment of Functioning; BMI, body mass index.

Differences in age, duration from onset, CGI-S, PANSS, GAF, and BMI were calculated using the

unpaired t-test. Differences in sex, and frequencies of substance dependence, antipsychotic-naive,

and haloperidol injection received before enrolment were calculated using the Fisher’s exact test.



# 4: Characteristics and serum olanzapine concentrations at the timing of oral 20 mg/day in patients

who subsequently required high-dose olanzapine.

Case 1 Case 2 Case 3 Case 4 Case 5

Age (year) 58 42 28 50 53
Sex Male Male Female  Female  Female
Smoking non One pack of non non non

cigarettes /

4 weeks
Timing when the blood sample was 1 11 1 8 1
collected after the increase in
olanzapine to 20mg/day (day)
Timing when the blood sample was 16 12 16 11 16
collected after taking olanzapine last
time (hour)
Serum  olanzapine  concentration 30.730 36.267 40.103 47424 84.856
(ng/mL)
Discontinuation before 8 week period  no no yes no yes
The reason for discontinuation NE SE
The final improvement in PANSS (%) 424 310 32.3 314 24.6

NE, insufficient efficacy; SE, side effects; PANSS, Positive and Negative Syndrome Scale.
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Assessed for eligibility (n=1,746)

Excluded (n=1,704)

A

4

Other reasons (n=0)

.| Not meeting inclusion criteria (n=914)
Refused to participate (n=790)

Randomization (n=42)

Allocated to risperidone (n=20; max. dose, 12mg/day)
Received allocated intervention (n=20)
Did not receive allocated intervention (n=0)

Allocated to olanzapine (n=22; max. dose, 40mg/day)
Received allocated intervention (n=22)
Did not receive allocated intervention (n=0)

T

High-dose NOT required (n=12)
Lost to follow-up (n=0)
Withdrew consent (n=0)
Discontinued risperidone (n=2)

0 insufficient efficacy
1 side-effects
1 non-adherence

High-dose required (n=8)
Lost to follow-up (n=0)
Withdrew consent (n=0)
Discontinued risperidone (n=3)
1 insufficient efficacy
2 side-effects
0 non-adherence

High-dose NOT required (n=15)
Lost to follow-up (n=0)
Withdrew consent (n=0)
Discontinued olanzapine (n=2)

0 insufficient efficacy
1 side-effects
1 non-adherence

High-dose required (n=7)
Lost to follow-up (n=0)
Withdrew consent (n=0)
Discontinued olanzapine (n=3)
2 insufficient efficacy
1 side-effects
0 non-adherence

Analyzed (n=20)

Excluded from analysis (n=0)
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