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Table 1. Summary of the study design

3 4 5 6 7 8

baseline week 8 week 16 week 24 week 32 week 40 week 48 week 56

Visit 1 2
Time
Physical examination x
Vital sign x x
Weight x x
Lab, EKG X x
PANSS x x
CGl x x
ESRS x x

Global evaluation

X X

X

X X

X X X X X X
X X X X X X
X X X X X X

LabO Laboratory examination

(1) PANSS(Positive and Negative Syndrome Sc—
ale) 00O

00000 000 00000 Positive and Neg—
ative Syndrome Scale” (00 PANSSS)O OO0O0O
0. PANSSOOO KayD®®0 00 00O 00O O
0 gooo, ooog 70 oo, oboo 7o oo,
oooooooo 1ed O0ODOO oOobob OOg,0d o
b 1000 7Odb bDobob bobo. o og
(total score) OO O OO0 OO0 OO O0O.

(2) CGI (Clinical Global Impression) 0O

CcG®0 00000 D000 000 0000 00
00 00000 OoOood. Obog gogd*® net "o
1" extreme severely ilI’'O 70 OOOOO0O0O, O
000 OOobOo bOob obo bobo og*® very
much improved’d 1, very much worse"] 70 0O
oobo o oobooo oooo.

(3) ESRS(Extrapyramidal Symptom Rating Sc—
ale) 00O

ESRS*0 0000 0000 0DOO0O O00O.
0 000do oboo oboo 0o bobo oo boo
0@ OO0 OO0Parkinsonism, 0 OO0O00O0O
Dystonia 0 OOOO0ODyskinesia)d O OOOO O
0.0 Obooobo booooboo oo boobo oo
0 dboobdodb 00 booo b boboo oo
00 oooo oo

(4) 0000 OO
0 00000 000 OO0 0000 0000000
0000 0000 0000 00 O 00 00, 00

od,obbooo,bbobo0o0o oob, 0000 o o
Ut boo oboooo oooob ooo.

(%) 0000 000

00 Ooodo 0o oob oobo oo oobooo
0000 0000 OO0 OO0 PANSS, CGIl, ES RS
O 00O workshopll OOOO, PANSS OO O0OO
00 video taped OO0O0O OO0 OOO. 00 OO
000 O OD0O0 000 (inter—rater reliability)O
08000 OO0 OO0 00O ODOOo oo boo.
00 ESRSO 300 OO0OOO ODOO ObOO OO
00 ESRS OO OO0 DOOOO OoOO.

(6) 00 00O OO

000000 000 PANSS 0000 0OO0OOOO0
000 00 000 OO0 00 000 20% 00 OO0
0 000 00 00000 00Oooo.
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0000 O OoOdO oo, ooooog@a, ooy,
goo@ooog, oooo, oggo, oooo), o
gooo@oo, oo, goooo, oogo, ooo, o
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BUN, 00O0O0OO, 00O, VDRL, CPK), OO0 O,
0oo, 0O), ooooo (standard 12—lead ECG),
00 X-ray 00O0O0O O0OOOO OO OOO O O
U0 obodb 0obo. oboobo booo bo
0o0o0o ooog(@o, o), 0ooo,ooooo, o
oob oobo oobooo oo 8od, 3200, O
56000 OO00ODOOO,000 OoObObO oo 8dd o
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34300 00000 00 000 190 00000 116
00 00000 00000 00000. 00 870(75%)
0 1000 00000 00000, 290(25%)0 O
000000. 00000 500 0000 0000, 3
00 000,100 00 000, 2000 00000 O
0ooo ooo.

0 5600 00O 8700 00000 0000 OO
000 283+ 890 (160650 O00)IO, OO0 53
0, 000 340000 2). 0 0000 000 O
0 000 246+ 890 (140600 00)IO, O OO
0 00 000 260+ 7.20(160640 00)00. O
0 00 000 00 21260(0019)00. 00000
0000 410(47%)00 00 000, 0000 380
(44%), 000 60(7%), 000 10(1%), 000 1
0(1%) 0000. 0000 00 0000 000 00

O

Table 2. Demographic data

Characteristic N=87
Men/Women 53/34
Mean(SD) age(years) 28.3 (8.9)
Age at onset of psychiatric symptom 24.6 (8.9)
Age at time of first admission 26.0 (7.2)
Mean number of previous hospitalization 2.1 (2.6)
Schizophrenia(%)
Paranoid 41 (44%)
Undifferentiated 38 (47%)
Disorganized 6( 7%)
Residual 1(C1%)
Catatonic 1(C1%)

Family hx(yes/no) 18/69

mean(S.D.)

00 00 000 8700 180(0.79%9)0000, OO
oo ooooo, ooo, 0bod, ooooo oo
0.560 00O 000 00000 0oob o 30 0d.
ooooo 0ooo oo oooo boo oooo o
00 000 8700 530(60.9%)000.

2. X2&3

1) PANSS

PANSS 0000 00 000,00 810, 1600,
2400, 3200, 4000, 4800, 000 OO0 00O
56000 000 000 00 000 000 000
00148.60 df 7/6020 p<0.001)(0 4). O 00O O
0 0000 00000 0000 0000 00 00
800 000D 000000, 800, 1600, 2400,
3200, 480000 00O 00000 000 00O
ooooao.

00000 00800 PANSS 0000 20%00
0 000 000 8700 700(80.5%)0000, OO
5600 PANSS 0000 20%000 000 00O
8700 800 (92.0%)00 00000,

PANSS 00000 OO0 0O 000 000 O
00000, 0000 000 800 00O OO, 80
0000 2400, 4000, 56000 000 0000
000 OO0 00000. PANSS 00000 000
00 000 000 0000, 000,800, 2400,
48000 000 0000 000 000 000 OO0
000. PANSS 000000000 000 00 00
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Table 3. Mean daily dose during a 56-week tfreatment with risperidone

Mean daily
dose Day 1

Day?2 Day3-7 Week8 Week 16 Week 24 Week 32 Week 40 Week 48 Week56

Risperidone

(mg) 4

6

77 (23) 6.5(2.5) 55(25) 6.0(24) 55(26) 53(24) 50(22)

mean(S.D)

Table 4. Mean(z S.D) scores on the Positive and Negative Syndrome Scale(PANSS), PANSS factors, and Clinical Global
Impression(CGl) scale over a 56-week treatment with risperidone

Baseline Week 8 Week 16 Week 24 Week 32 Week 40
* * * *
T T T
Total pANSS 61.8 (19.5) 36.2 (15.7) 33.9 (16.2) 31.8 (15.8) 30.7 (16.2) 29.6 (16.5)
PANSS factors
* * *
[ ST T
Positive 16.7 ( 6.0) 8.2 ( 4.7) 7.7 ( 4.9) 6.8 ( 4.7) 6.7 ( 4.9) 6.1 ( 4.6)
* * *
Negative 158 ( 7.5) 9.7( 5.2) 9.3( 5.1 2.0( 5.1) 8.6 ( 5.1) 8.3 ( 5.0)
*
T T T T
General 30.8 (10.3) 9.1( 84) 17.8 ( 8.2) 16.7 ( 8.0) 15.9 ( 8.1) 15.6 ( 8.6)
R *
CGl 42 ( 1.0) 25(C 1.1) 23( 1.0) 22 (0.9 2.1 ( 1.0) 2.1(C 1.0)

One-way repeated measure ANOVA

PANSS total scorel] F=148.600 df=7/6020 p<0.001
Positive symptomsO F=151.80 df=7/6020 p<0.001
Negative symptoms F=66.90 df=7/6020 p<0.001

General psychopathologyd F=114..30 df=7/6020 p<0.001

CGIO F=117.90 df=7/6020 p<0.001
*significantly different between two points(Student t-te

0 000 oooooo, ogo, soo, 1e0d, 240
0, 32000 OO0 0oOo0b oobo oo ooo
oo.

2) CGl

CGI0 0000 O0bOo Oobo oboo ooo, o
0 804, 1ed0, 2400, 3200, 4000, 4800, O
00 dobdo sebodno ooo ooo oo ooo
000 DO00(FD117.90 df0 7/6020 p<0.001). O
oob oo oooo ooo, 8oo, 1ebd, 2400,
48000 OO0 DOOOO ODOO OO0 CoOood
o@ 4).

CGIO OO0 OOoOodOd* much improved” OO
0 000 00000 OO0 800 63.2%00 OO 24
00 67.8%, 00O 4000 70.1%, OO 5600 78.2%
0 00D000(@ 5).

3. FHQIZ B4
ESRSO Questionnaire, Parkinsonism, Dystonia,

O

st, p<<0.05)

Dyskinesia 000000 000000 000 00 O
00 000 000 0O0O0(@ e).

HXIO
4. BAg

0000 000 se000d Ooooo oooo o
000 000 000 00 00 00 ooo ooo o
0 0000 00O 000 oo+ ooo'o 00O oo
00 390@4.8%), OO0O"0 OO0 OOOO 48
0G52%)00. 00000 D000 ooOoo goo
0O 000 00O 8700 350340.2%)00, 00O 31
05690 00000 OO0 8OO goood, 4
0@6%)0 80000 560000 OOOO. OOO
O benztropine(Cogentin)d OO0 OO0 260 (29.
8%), propranolol(Inderal) 140 (16.0%), OO OOO
40(4.6%) 000O. 000000 00000 (dyskin—
esia)0 000 OO0 10(11%)000. 00 OO0
00 00 se00 OO0 OOO0O OoOOOoo oo
60 (6.9%), U0 40 (4.6%)000.
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Table 5. Number(percentage) of patients in each CGI-C category over a 56-week treatment with risperidone

week 8 week 24 week 40 week 56
Very much worse - - - -
Much worse - - - -
Minimally worse 2(23) 2(23) 1C1.1D) 1(C1.1)
Unchanged 9 (10.3) 3(34) 4 ( 4.6) 2(23)
Minimally improved 21 (24.2) 23 (26.5) 21 (24.2) 16 (18.4)
Much improved 46 (52.9) 50 (57.5) 48 (55.2) 52 (59.8)
Very much improved 92 (10.3) 92 (10.3) 13 (14.9) 16 (18.4)
Total 87 ( 100) 87 ( 100) 87 ( 100) 87 ( 100)

Table 6. Mean(z S.D) scores on the Extrapyramidal Symptom Rating Scale and Clinical Global Impression over a 56-
week treatment with risperidone*

Baseline Week 8 Week 16 Week 24 Week 32 Week 40 Week 48 Week 56

Questionnaire 1.6 (2.4) 1.8 (25) 1.7 (23) 1.5 (20) 15 (1.9 13 (1.9 1.3 (1.8) 12 (1.8)
Parkinsonism 3.9 (52) 4.5 (53) 4.6 (57) 4.4 (53) 47 (57) 45 (55) 3.4 (45) 3.5 (47)
Dystonia 0.11 (0.64) 0.05(0.34) 0.08 (0.48) 0.13 (0.64) 0.14 (0.82) 0.14 (0.87) 0.11 (0.78) 0.12 (0.86)
Dyskinesia 07 (25) 09 (23) 07 (1.9 07 (1.9) 0.6 (1.8) 06 (1.5 06 (1.5 05 (1.2)

*There was no significant changes over a 56 week in all items of ESRS.

5. QMY &M (Safety analysis) Table 7. vital sign
Systolic Diastolic Heart
1) 8635 Time blood blood rate

pressure  pressue(mmHg) (b.p.m)

oo, ooob ooooo boooo ooo sdg,

Baseline 111.Aan 72(9) 86 (11)
3200,56000 000 000 000 7). Weeks  113(15 7210y 8411
2) olat= Al Week32  115(15)  76( 9) 84(1M)
Week56  118(12) 76 ( 9) 84 (12)

00 0000 00,0000 00,000 00 00 — et

000 000 booob oooo bbb 8dg, 32
og, se0dd OoO Oooo gooo, oog oo
00 00 8uu oog ooo oooo, 0o sed
00 OO0 80COC DOObO oooog(@ s).

O (slightly better) 160 (18.4%), 00000 (ide—

ntical)0 60 (7.0%)0000, OO 000 (slightly wo—

rse), 00O (worse), OO OO0 (much worse)d O
6. 2|AH 2= ALSOf Chst MU "ot ooo oooa@ 9).
00000 OO0 000 00 0000 000 0o

0 00 00 000 87000 710(81.6)000. O Al

0 000 OO0 00000 000 OO0 000 (much

bette)] OO0 000 90(12.7%), 000 (better) 0 000 11600 00000 OO0 oooo o

0 370(52.1%), OO OO0 (slightly better)d 18 0O S6000 000000 00000 OO0 00O

0(25.4%), 00000 (identical)d 70 (9.8%)000, U 00O 00O 00O 0000,

00 000 (slightly worse), 000 (worse), 00 O 0 000 000 000 11e00 87000 25%0
00 (muchworse)d 0000 OO0 9). 00 000000, Mertens®0 11100 00000

8700 0000 00 0000 00 OO0 00 0 2000 0000 100 00000 0000 58%0
0000 000 OO0 D00(much better)d 120 000 00 000000 00000, Lindstromd
(13.7%), 000 (better)d 530(60.9%), OO0 0O 0 5900 0000000 OO0 0000 100 O

fuzt
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Table 8. Laboratory analysis

Baseline Week 8 Week 32 Week 56
Hematological parameter
Hemoglobin (g/dl) 13.8 (1.6) 13.6 (1.8) 14.1 (1.4) 13.9 (1.6)
RBC (106/mm3) 4.6 (0.5) 4.5 (0.6) 4.6 (0.5) 4.5 (0.7)
WBC (/mm?3) 6706 (1543) 6197 (1761) 6115 (1398) 6277 (1814)
neutrophil (%) 58 (10) 56 (9) 55 (9) 57 (9)
lymphocyte (%) 31 (10) 33 (8) 34 (9) 33 (%
eosinophil (%) 2(D 2(D 2(D 2()
basophil (%) 0.9 (0.8) 0.6 (1.0) 0.7 (0.6) 0.7 (0.9)
Platelet (103 /mm3) 243 (76) 256 (96) 238 (69) 244 (58)
Biochemical parameter
Sodium (mEqg/l) 141 (3) 142 (3) 142 (3) 141 (4)
Potassium (mEg/I) 3.9 (0.4) 4.0 (0.3) 4.0 (0.3) 4.0 (0.3)
Chloride (mEg/l) 107 (3) 107 (3) 108 (3) 107 (4)
Total protein (g/dl) 7.0 (0.6) 7.1 (0.5) 7.1 (0.4) 7.1 (0.4)
Glucose (mg/dl) 21 (15) 90 (14) 97 (17) 97 (32)
Total bilirubin (mg/dl) 0.7 (0.3) 0.7 (0.3) 0.7 (0.3) 0.7 (0.2)
Alkaline phosphatase (U/1) 114 (56) 107 (55) 119 (58) 117 (59)
gamma-GTP (U/1) 20 (12) 19 (8) 20(11) 22 (10)
sGOT (U/1) 21 (7) 21 (9) 23 (13) 23 (9
sGPT (U/D) 23 (15) 21 (1) 26 (25) 23 (13)
BUN (mg/dl) 10 (3) 10 (3) 11 @) 11 (4)
Creatinine (mg/dl) 0.9 (0.2) 0.9 (0.2) 1.0 (0.2) 1.0 (0.1)
Uric acid (mg/dl) 5.0 (1.4) 5.6 (1.4) 5.2 (1.5) 5.3 (1.6)
CPK (U/1) 77 (39) 87 (61) 88 (46) 74 (48)
EKG parameter (ms)
QRS 85 (14) 84 (12) 85(9) 86 (8)
QT 360 (39) 363 (39) 375 (32) 374 (37)
QTC 401 (20) 406 (26) 411 (20) 415 (37)
PR 147 (20) 149 (20) 149 (20) 151 (21)
Other
Weight (Kg) 63.3 (9.8) 65.4 (9.9)* 67.3 (11.0)**
*significantly different from baseline(Student t-test, t=4.430 df=860 p<0.05) mean(S.D)

*significantly different from week 8(Student t-test, t=2.200 df=860 p<0.05)

0000 D000 0000 45.8%, Bressad 2”0 O
0000 000 00000 00 00 1800 OO0

0100 000000 ooobo 27.8%0 JO0000d.

0 00000 PANSSO 0000 OO OO0 O
00 00 0000 OO0 00 8000 0000, 00
00, 0000000000 00 000 000 OO
0000, 000 000 00 000 000 0000
0P¥9®0g gog 0 oo.

Ooo0 0ooo oooobb oog ooo so oo

U ooobo toooob oooooob oog ooo
oo oo ooo oooob, 00 booo ooo o
ooooo soood oooob boo oo ooo
U0 000 000 0000 oogd. 00 PANSS
ooooo 00 so 0000 0o 480000 OO
00 000 0oobo oooooo, oo ceio ooo
0 00odg ooo obbobb sobobbo 480000 O
oooo 0OoO0O 000 bboo 00d PANSSHD O
OO0 0000 O0.PANSSO O O OO0 O 0O DO
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Table 9. Investigator-rated and patient-rated global ev-
aluation at week 56*

Investigator (N=87) Patients (N=71)

Much better 12 (13.7%) 9 (12.7%)
Better 53 (60.9%) 37 (562.1%)
Slightly better 16 (18.4%) 18 (25.4%)
Identical 6( 7.0%) 7 ( 9.8%)
Slightly worse 0 0
Worse 0 0
Much worse 0 0

*There was no significant difference between two groups.
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Efficacy and Safety Profile of Risperidone in Schizophreniall
Long-term Follow-up Study
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Byeong Kil Yeon, M.D., Byoung Hoon Oh, M.D., Doh Joon Yoon, M.D.,
Jin Sang Yoon, M.D., Jong Bum Lee, M.D., Chul Lee, M.D.,

Tae Youn Jun, M.D., In Kwa Jung, M.D., In Won Chung, M.D.,

Ik Seung Chee, M.D., Jeong Ho Chae, M.D.,

Sang Ick Han, M.D., Kwang Yoon Suh, M.D.,

Korean Neuropsychiatric Association

Objectives[] The purpose of this study was to evaluate the long-term efficacy and safety of risperi-
done in the treatment of Korean schizophrenic patients.

Method[] This multicenter open label study included 116 schizophrenic patients drawn from 19
university hospitals. After a wash-out period of 1 week, the patients were treated with risperidone for
56 weeks and evaluated at 8 pointsl at baseline, and the 8th, 16th, 24th, 32nd, 40th, 48th, 56th weeks
of treatment. The dose was started at 2mg of risperidone on day 1, and increased to 4mg on day 2, and
6mg on day 3-7 and adjusted to a maximum of 16mg/day according to the individual’s clinical response.
The psychiatric and neurological status of the patients was assessed by PANSS, CGI, and ESRS scales.

Results[] Eighty-seven(75%) of 116 patients completed the 56-week trial of risperidone. Clinical
improvement(as defined by a 20% of reduction in total PANSS score at end point) was shown by 92.0%
of the patients. The mean dose of risperidone was 5.0mg/day in the 56 week follow-up. PANSS total
scores showed significant improvements between consecutive two points at baseline, 8th, 16th, 24th,
32nd, and 48th week of treatment. CGI scores showed significant reductions between consecutive two
points at baseline, 8th, 16th, 24th, and 48th week of treatment. Three PANSS factors(positive, negative,
general) showed a significant improvement from the 8th week of treatment, and, after then, remained
improved in the rest of the study period. ESRS showed no significant change during the 56 week trial.
Laboratory parameters showed no significant changes during the course of treatment.

Conclusions[] This multicenter long-term open study suggests that risperidone is a antipsychotic
drug with long term efficacy and safety in the treatment of schizophrenic patients.

KEY WORDSI Schizophrenia - Risperidone - Long-term efficacy - Safety.
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