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1: Comparison of baseline characteristics between early responders and early non-responders

to risperidone.
Early respondersto  Early non-responders p
risperidone (n=33)  to risperidone (n=27)
Age 40.6 (11.9) 40.1 (11.0) 0.88
Men 17/33 (52%) 18/27 (67%) 0.30
Diagnosis
Schizophrenia/schizophreniform 33/33 (100%) 24127 (89%) 0.086
Schizoaffective 0/33 (0%) 3/27 (11%)
Substance dependence 3/33 (9%) 227 (7%) 1.00
Smoking 7133 (21%) 6/27 (22%) 1.00
Duration from onset (year) 7.7(9.4) 12.3(10.4) 0.077
Antipsychotic-naive 18/33 (55%) 12/27 (44%) 0.60
Initial dose (mg/day) 2.6 (1.0 3.3(0.8) 0.0066
Eeaf' operidol injection received 7133 (21%) 3127 (11%) 0.49
ore enrollment
CGI-S 5.5(0.9) 5.6 (0.7) 0.88
PANSS
Tota 111.6 (22.1) 121.2 (21.1) 0.094
Positive scale 29.4 (7.3) 29.8 (5.8) 0.81
Negative scale 26.2 (8.1) 31.9(7.4) 0.0064
General psychopathology scale 56.1 (11.0) 59.5(11.4) 0.24
5-factor model of the PANSS
Positive factor 16.9 (4.3 17.3(3.6) 0.66
Negative factor 21.4 (7.0) 26.6 (6.8) 0.0051
Disorganized/concrete factor 12.1(3.5) 14.2 (3.3) 0.018
Excited factor 15.3(5.0) 15.4 (4.8) 0.94
Depressed factor 8.4 (2.9 7.8(2.7) 0.38
GAF 24.5 (6.9) 24.8 (8.1) 0.88
BMI (kg/m?) 21.3(2.9) 22.7 (5.5) 0.25

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression
Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body mass index.
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2: Comparison of baseline characteristics between early responders and early non-responders

to olanzapine.
Early respondersto  Early non-responders p
olanzapine (n=36) to olanzapine (n=24)
Age 42.1 (11.0) 45.7 (9.7) 0.20
Men 18/36 (50%) 4124 (17%) 0.013
Diagnosis
Schizophrenia/schizophreniform 31/36 (86%0) 24/24 (100%) 0.077
Schizoaffective 5/36 (14%) 0/24 (0%)
Substance dependence 0/36 (0%) 1/24 (4%) 0.40
Smoking 11/36 (31%) 2/24 (8%) 0.056
Duration from onset (year) 11.3(9.9) 15.1 (10.3) 0.16
Antipsychotic-naive 13/36 (36%) 10/24 (42%) 0.79
Initial dose (mg/day) 10.1(3.9) 10.4 (2.5) 0.68
Eeafl operidol injection received 6136 (17%) 1/24 (4%) 023
ore enrollment
CGI-S 5.8(0.8) 5.6 (0.8) 0.41
PANSS
Total 114.6 (21.6) 114.9 (16.4) 0.96
Positive scale 29.1 (6.3) 30.4 (5.0 0.40
Negative scale 26.9 (8.7) 27.6 (7.5) 0.77
General psychopathology scale 58.6 (11.6) 57.0(8.8) 0.56
5-factor model of the PANSS
Positive factor 16.8 (3.7) 18.0(3.2) 0.16
Negative factor 22.5(8.0) 22.2 (6.4) 0.87
Disorganized/concrete factor 12.2 (4.0) 13.3(2.9) 0.25
Excited factor 155(5.1) 14.3 (3.6) 0.30
Depressed factor 9.3(3.7) 8.1(3.2 0.18
GAF 21.7 (10.5) 24.3 (6.9) 0.26
BMI (kg/m?) 21.8(3.7) 22.9 (5.0) 0.31

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body mass index.
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3: Comparison of baseline characteristics between early non-responders to risperidone
allocated to switching to olanzapine and those allocated to augmenting with olanzapine.

Switching to Augmenting with p
olanzapine (n=13) olanzapine (n=14)
Age 39.1(12.6) 41.1(9.7) 0.63
Men 10/13 (77%) 8/14 (57%) 0.42
Diagnosis
Schizophrenia/schizophreniform 12/13 (92%) 12/14 (86%) 1.00
Schizoaffective 1/13 (8%) 2/14 (14%)
Substance dependence 1/13 (8%) 1/14 (7%) 1.00
Smoking 3/13 (23%) 3/14 (21%) 1.00
Duration from onset (year) 9.6 (10.6) 14.8 (10.1) 0.20
Antipsychotic-naive 8/13 (62%) 4/14 (29%) 0.13
Initial dose (mg/day) 3.3(0.6) 3.3(0.9) 0.94
Eeafl operidol injection received 3/13 (23%) 0114 (0%) 0.098
ore enrollment
CGI-S 55(0.7) 5.7 (0.8) 0.41
PANSS
Total 121.5 (18.8) 120.8 (23.7) 0.93
Positive scale 29.5 (5.9) 30.1(5.9) 0.79
Negative scale 31.9(7.3) 31.9(7.8) 0.98
General psychopathology scale 60.2 (10.1) 58.9 (12.7) 0.77
5-factor model of the PANSS
Positive factor 16.8 (3.5) 17.9 (3.6) 0.44
Negative factor 26.6 (6.3) 26.6 (7.4) 0.99
Disorganized/concrete factor 14.6 (2.4) 13.9(4.0) 0.56
Excited factor 15.5 (4.0) 15.2 (5.5) 0.86
Depressed factor 8.0(3.1 7.6 (2.3 0.68
GAF 23.8(6.8) 25.8(9.3) 0.53
BMI (kg/m?) 20.9 (3.1) 24.3(6.7) 0.12

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body mass index.
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4; Comparison of baseline characteristics between early non-responders to olanzapine
allocated to switching to risperidone and those allocated to augmenting with risperidone.

Switching to Augmenting with p
risperidone (n=12) risperidone (n=10)
Age 47.4(9.4) 46.9 (8.1) 0.89
Men 2/12 (17%) 1/10 (10%) 1.00
Diagnosis
Schizophrenia/schizophreniform 12/12 (100%) 10/10 (100%)
Schizoaffective 0/12 (0%) 0/10 (0%)
Substance dependence 12/12 (100%) 10/10 (100%)
Smoking 1/12 (8%) 2/10 (80%) 0.57
Duration from onset (year) 17.0 (11.0) 15.7 (8.6) 0.76
Antipsychotic-naive 4/12 (33%) 5/10 (50%) 0.67
Initial dose (mg/day) 10.0(2.1) 11.0(3.2) 0.39
Eeafl operidol injection received 1/12 (8%) 0/10 (0%) 1.00
ore enrollment
CGI-S 5.7 (0.9) 5.3(0.7) 0.24
PANSS
Total 118.2 (13.3) 112.8 (19.7) 0.46
Positive scale 30.3(6.0) 30.6 (4.3) 0.91
Negative scale 28.4 (7.4) 27.1(8.1) 0.70
General psychopathology scale 59.4 (5.0) 55.1(11.7) 0.26
5-factor model of the PANSS
Positive factor 17.7 (3.3) 18.9(3.1) 0.38
Negative factor 23.2 (6.2) 21.7 (6.9) 0.60
Disorganized/concrete factor 13.7 (2.8) 13.4(3.1) 0.84
Excited factor 15.0(3.7) 12.8 (3.3) 0.16
Depressed factor 8.3(4.1 7.3(1.9 0.47
GAF 226 (7.1) 27.4 (5.0) 0.094
BMI (kg/m?) 22.4(5.2) 23.9 (5.3) 0.55

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression
Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of
Functioning; BMI, body mass index.
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5: Comparison of outcomes between early non-responders to risperidone allocated to
switching to olanzapine and those allocated to augmenting with olanzapine.

Switching to Augmenting with P
olanzapine (n=13) olanzapine (n=14)
Dose of risperidone at 2weeks 10.2 (2.5) 8.7 (3.6) 0.24
&ng/dgy ) f ri idone after 2
ax. aose or risperiaone arter
weeks (mg/day) 0 9.0 (4.0)
Max. dose of olanzapine (mg/day) 18.8(8.2) 16.1 (5.6) 0.31
Adjunctive benzodiazepines 12/13 (92%) 12/14 (86%) 1.00
Adjunctive valproate 9/13 (69%) 6/14 (43%) 0.25
Anticholinergic drug 5/13 (38%) 6/14 (43%) 1.00
Discontinuation for any cause 7/13 (54%) 9/14 (64%) 0.70
Insufficient efficacy 5/13 (38%) 7/14 (50%) 0.70
Side-effects 2/13 (15%) 2/14 (14%) 1.00
Non-adherence 0/13 (0%) 0/14 (0%)
PANSS
Tota -17.1 (13.6) -22.9 (19.2) 0.38
Positive scale -6.1(4.5) -7.9(6.9) 0.44
Negative scale -5.2(7.1) -6.9 (7.0 0.52
General psychopathology scale -7.5(7.5) -10.2(9.9) 0.43
5-factor model of the PANSS
Positive factor -3.3(2.6) -4.5(3.7) 0.35
Negative factor -3.6 (3.7) -4.5 (4.8) 0.60
Disorganized/concrete factor -1.8(2.1) -2.2(2.4) 0.68
Excited factor -3.8(3.6) -3.6 (4.9 0.91
Depressed factor -0.54 (1.8) -0.79 (1.9 0.73
Percentage of improvement in
PANSS total 18.1 (15.2) 27.3(24.7) 0.26
>40% improvement in PANSS total 1/13 (8%) 4/14 (29%) 0.33
CGI-1 4.6 (1.8) 3.8 (1.5) 0.20
GAF 343 (13.1) 40.9 (16.2) 0.26
Any serious adverse event 0/13 (0%) 0/14 (0%)
Extrapyramidal symptoms (DIEPSS)
Any symptoms 9/13 (69%) 8/14 (57%) 0.69
Parkinsonism 7/13 (54%) 8/14 (57%) 1.00
Akathisia 2/13 (15%) 5/14 (36%) 0.38
Dystonia 2/13 (15%) 0/14 (0%) 0.22
Dyskinesia 1/13 (8%) 0/14 (0%) 0.48
Weight change from baseline (kg) -0.04 (2.83) -0.82 (3.95) 0.56
Fasting glucose change from baseline 7.8 (29.6) -2.4(19.4) 0.30
(mg/dL)
Low density lipoprotein cholesterol 4.6 (28.9) -7.9 (18.0) 0.19
change from baseline (mg/dL)
Triglycerides change from baseline 46.8 (120.7) -0.1 (84.8) 0.25
(mg/dL)
Prolactin (ng/mL) 51.8 (48.2) 113.7 (74.5) 0.038

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global
Impression Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global
Assessment of Functioning; BMI.
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6: Comparison of outcomes between early non-responders to olanzapine allocated to

switching to risperidone and those allocated to augmenting with risperidone.

Switching to Augmenting with =
risperidone (n=12) risperidone (n=10)
Dose of olanzapine at 2weeks
(mg/day) 17.9 (4.0) 19.0 3.2) 0.58
Max. dose of olanzapine after 2
weeks (mg/day) 0 1754
Max. dose of risperidone (mg/day) 8.2(3.3) 8.1(3.9) 0.97
Adjunctive benzodiazepines 9/12 (75%) 9/10 (90%) 0.59
Adjunctive valproate 8/12 (67%) 7/10 (70%) 1.00
Anticholinergic drug 4/12 (33%) 4/10 (40%) 1.00
Discontinuation for any cause 7/12 (58%) 4/10 (40%) 0.67
Insufficient efficacy 7/12 (58%) 4/10 (40%) 0.67
Side-effects 0/12 (0%) 0/10 (0%)
Non-adherence 0/12 (0%) 0/10 (0%)
PANSS
Total -18.2 (23.9) -36.1 (30.2) 0.14
Positive scale -6.9 (7.9) -11.7 (9.4) 0.21
Negative scale -15.5(14.2) -15.6 (8.9) 0.98
General psychopathology scale -9.8 (13.3) -17.5 (13.4) 0.20
5-factor model of the PANSS
Positive factor -3.6(4.2) -7.0(5.3) 0.11
Negative factor -1.0 (2.8) -5.2 (6.6) 0.088
Disorganized/concrete factor -1.4 (4.0) -4.2 (3.6) 0.11
Excited factor -3.2(4.4) -4.8 (4.6) 0.41
Depressed factor -1.8 (2.8) -1.6 (2.5) 0.84
Percentage of improvement in
PANSS total 21.7 (30.9) 39.6 (35.0) 0.22
>40% improvement in PANSS total 3/12 (25%) 5/10 (50%) 0.38
CGI-I 3.8(1.5) 3.5(1.7) 0.72
GAF 36.8 (16.2) 50.8 (17.4) 0.064
Any serious adverse event 0/12 (0%) 0/10 (0%)
Extrapyramidal symptoms (DIEPSS)
Any symptoms 10/12 (83%) 9/10 (90%) 1.00
Parkinsonism 8/12 (67%) 9/10 (90%) 0.32
Akathisia 5/12 (42%) 5/10 (50%) 1.00
Dystonia 1/12 (8%) 0/10 (0%) 1.00
Dyskinesia 1/12 (8%) 0/10 (0%) 1.00
Weight change from baseline (kg) 0.92 (4.2) 0.33 (3.1) 0.72
Fasting glucose change from baseline -8.8 (23.3) -20.9 (36.5) 0.35
(mg/dL)
Low density lipoprotein cholesterol -24.8 (31.2) -17.9 (49.2) 0.69
change from baseline (mg/dL)
Triglycerides change from baseline 19.3 (56.3) 3.8 (108.0) 0.69
(mg/dL)
Prolactin (ng/mL)* 144.8 (96.0) 127.3 (61.5) 0.63

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global

Impression Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global
Assessment of Functioning; BMI, * only female data.
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Main effects of time course (F[6,342]=45.1,

p<0.0001), and treatment (F[2,57]=10.8,
p<0.0001) on change in PANSS total score
An interaction between time course and
treatment (F[12,342]=3.9, p<0.0001)

Time (weeks)

Main effects of time course (F[6,342]=49.3,

X|2. PANSS#2 i D HEFE (repeated measures ANOVA)

p<0.0001), and treatment (F[2,54]=11.3,
p<0.0001) on change in PANSS total score
An interaction between time course and
treatment (F[12,342]=5.0, p<0.0001)
Turkey HSD as a post hoc test
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3. Time to treatment discontinuation for any cause
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