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A =

DibenzodiazepineAl 8 9] ¢&<] dozapine chlor-
promazine©}} haloperidolZ2 71& &4 I&
B A gH vheg HolA v BAY AUEEF
FAEANA A¥H EH7} ok BIE loh(9]
34 51993 ; Kanes 1988 ; Meltzers 1989). 53
dozapine FAEEFY FAHFY & ofvz 77

5, 2AE0, A8 A FEH, 2F, $U4d 59 &
**Z‘—’z} S o] Ho2A #A9 ALY AF
3 A9 A& FYA LG (Meltzers 1990). EF
FANZ FAEE A9 FEsA ¥ B ohy}
g EE5 o X 8A A} Qvke Q&
(Liberman% 1991) & F3AY 48] A&8F
¥go] AL FAEY AFZEA F& Lo g
FAEA e 2 GEZ ARHR UG
(Kane% 1988 ; Meltzer® 1989).

AAEET AT YR E o AR g
Aol 7k Aol 7] W FAHNE 29 A7)
Fo 2 §x2¥o Fost oy V& FEF
FAAE FEEL BV BELA Y 2R
538 7teAdol $lL(Casey}t Keepers 1988) 3t
Z7)d Rold JAANY AREFH/} Y YA Fe
AR AFEHD At (Kane 1987). 23U} 0 F
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Ax BAAA dozapine FEALEA WA +5F
o7t FARTHE GAEII o™ (Casey 1989),
7] AT cozapined] A7IAEA 7IE AFF
FRAE AgEn @29 ALLE R AL ge
tEEe AAH £l KA FaHAGE &
T2 3}E (Honigfeld$} Patin 1990 5 Revickis 1990)
< clozapineo] THY AAELF #AY F7] IE
Agd AF o] @& AAFL Yot

28} clozapined 3§ 7% (agranulocytosis) 2]
FAAYE g 1~2%2 7|&E FANYE GEo v
o 108}0] 3 &2 A2 B o (Krupp® Barnes
1989 ; Liberman¥ 1988) ¥t &P FEZ A9
BHAT AFH AHEl Agaglol H2 ok (Ande
mand} Gridfith 1977). 28} F2 AFdAs F
718 B4y HAs ABF 2N FAYFTF
A% APHY F2AEo] durd 301, FAYTF
F2g9 75%7F FEFA 185U YEidoe
TZ2#(Krupp Z Barnes 1992)% cdozapine Z7] X
59 4¥H K&4& ANEG.

ojdl AAEL FF YA FNEEF EAE
ez 1271937t dozapine ZA7)A g B#E N7
23, 2348 2 YgAe 2% ARE ANE £
o2 B A¥H AT dAATFE AU

ATy o Y

1. 7 o
¥ 9FE cdozapineg 12719 Fo3te AFH
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A QFAT2 ARHAT A7 YA dA o
P& geEArd2dd AAge FF AEgGaPgal
Wy 99 & 9 BRREZA AT U £
122, 1) DSM-III-R(APA 1987)7|&o &3 o4
BAELZo g AGE B, 2) AL 23jo|4 A
A% g9 g ZBFo] YoWAN HAT 2 o4
71& & AAY GE Ngdx BFEL ARF &
A7 GEGA FRAY Fo FEQ RZE02 QA
GE HE &8 B4V e ARH AYE BHole
&}, 3) AT g 184 o]F 604 o135+ AHY,
4) A BPRS 47} 453 oo g Hrid A=
&t

AY7NEL, 1) 2, AF, AR o] 4w o] gle
B4, 2) o8 SYAY} e B4l 3) BYF X7}
5000/mm3 ©)3&}o) 71‘\’} ZA¥ 77 2500/mm3 9]
& &4, 4) 718 F A FEA R F HEF
ZA%F9 Aol e A, 5) FFoiy AYA
Zol Qe &4, 6) QAR 2 FHE, 7) 48 Y
GF 349 BAH) e FA, 8) HZ(BFU) de
pot & FAY B g E W FYPo) A& ¥A
SolA. :

8 EdAH9 7129 }H(baseline evaluaton)Z2&
ABAF(ESH 9, A 2 AF) 230 ¢4 ¥
o A complete blood count with differential), 4
WHAL 71% FAL AREHAE Aldggen o
el olH FAtelA AAH ofnmst e B
o] 27AL Hole FAe T UAAA A A
o

N,

A7 AYRAFT B 2 253} B8 clozapine
AN gAY FF AT EH, B, 7dEHe 27
g 2ZE Sof @I AL A oo MELE F
9% FAUISEY) 248 Aoz 1244k F
ZINEEFA BF d7E NPT 248 F 3H
B E L8 (drug compliance) o] EFSE A3
AHE AR3A clozapineF o 4~57 Yol FREe
How FFAHo2 919o] 12789t FE AT
B A5 ¢dsgn.

2. o4 Y

1) Hol ok ,

B9 d¥H A 2 RIAE Hrte |79t
=T 8" A AE 2 23] Positive & Nega-
tive Syndrome Scale(PANSS ; Kay% 1987) ¥ Clinical

Table 1. Characteristics of patients receiving cloza-
pine for a 12-months(N=21)*
Characteristics
Age 29.0( 7.6)
Sex  Male : Female 15:6(71.4 . 28.6)

Age at first onset of illness(years) 20.6( 5.6)
Duration of illness(years) 9.5( 4.5)
No. of previous hospitalization 42( 2.8)
'D{z;ghosis(DSM-III-R schizophrenic
subtypes)
Undif ferentated 18(61.9)
Residual 3(14.3)
Paranoid 8(14.8)
Disorganized 2( 9.5)

*Values represent mean(SD) or frequency(% )

Global Impression(CGL; Guy 1976)-& Al3s e
9, &9 B2L-o & HrlE Simpson-Angus Ra-
tings Scale(Simpson ¥ Angus 1970) 18]I Adverse
Event/Somatic Symptons Scale ©]-83tof H7}alg
o}

150149 %4E&E washourd 712HYNE 3t FE
FoAF 2719 A4 FAx 7t 2 AEAF 5L o
25 tFo2 125 Fob ¥ME AYgdgen, 125
O FREHE 430 154 w8 Hri3t.

2) XNg 42 §

Clozapine ¥ A &#& 25mgg FHAA 152
293 58 A7 F 50mg bid2 293, 75mg g td2
29zt O ¥ REe 849 94 38 L G2
Hgo gt FFAALA e HAdEFe 9Y
€% 800mg7tA| Fo3teich F A& F L 4Y 150~
400mg B A At F¢ 7]t & cozapine2 & 719d
T e FHFFLAFIY 2APFEE $A3)
Aste] FAZARE TG FEETA)E doza
pine o 3 371 ¥ FU¢L viF APsPen 2 F
N7 e AL 23 13 NER, 6714 o|%
FE F2F 459 134 F7)3Q GAHALE v
ST AP A YT Bh AT e
ASoe 2~3d P ez B Hagdgdo s
A dAERAE FEFRY Y, 1278 L Al
Zzr A3y

3) R8N

£ a7 oW FHEL SPSS T2 1 (ver-
sion 8.1)& o]§3te] Ak A8 A (7)1 2H7))
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Table 2. Long-term efficacy of clozapine on psychopathology over a 12-months period*

Scale scores Baseline 1M 2M 3M 4M 5M 6M 7M 8M 9M 10M IIM 12M
PANSS
Positive 241 186 167 16.1 155 149 152 157 157 152 14.1%* 142 13.9
(67) (59) (49 (48 (40) (41)(64)(44) (53 (47) (35 (47 (49
Negative 343 203 281 9271 270 272 286 27.6 27.3 - 240 28.2%% 21.6%* 20.2%*
(8.9 (70 (62 (7.6 (7.2 (74) (86) (84 (90 (87 (86 (89 (7.4
Total 1203 98.0 89.2 855 834 830 862 854 853 798  76.9%% 73.4%% 70.9%*

(24.9) (203) (16.4) (17.7) (14.4) (14.5) (19.0) (17.1) (21.8) (21.7) (18.6)
CGI severity 60 47 46 43 46 46
(1) (1.2 (1.4 (15)(1.6) (1.5 (1.3) (1.5) (14) (1.4) (1.4)
Simpson-angus 42 18 10 10 07 08
(49 (08) (08) (1LY (140 (12 (1 (08) (0 (1.1) (1.8

(22.) (20.2)
45 44 45 40 38 3.6 3.4

(15 (14)
09 08 04 05 1.0 1.1 0.4 -
(1) (0.9

“All rating scale scores significantdy decreased compared to baseline for month 1 through 12 by paired t

test(p<{0.05).
**p<{0.05 compared to 3 month by paired t-test.

7} clozapineX| &.7]3te]] uh& PANSS, CGI 2 Simpson
& Angus X AF 7t paired ttestE AP P o
FoFEL 0.050182 U

2 7t

1. Chat 8xiol o7&ty 83

B AT J2FHo 7 1919 ¢ A7) coza-
pineATE AFT FA = 219 (FA 151, A7 67)
o]t} olEY HFAH L 29.0% 744, LA L
206+ 5,64, FEB77te 951454, BT FAHYL
e 424288t DSM-II-R7IE] o8 A
FEF9) HHETE WEFo) 135(61.9%) 8.2 7}
Z Bgon 9o ZFY sy, A4y sy, 1x
E2¥ 2% «oldh(Table 1).

2. gguHEDt

PANSSAA AL, FAHEHS, SHI=ds: 4
CGLEF EFAA 712W7tAo Hig) A5 17hds
g 1207t A] A7)l 2R o8 #A7F AAjT
(Table 2). PANSSHA A 4= B Fo 37194 v
INE7A FAY Zol7} Yol FAHE BFE 2
AL GEAE 1070€ FE= 371 Lo vjF] {8
o)k QL5 (1=2.70, p=0.014) °]F A% #A
HAX(Fig. 1). PANSSS AT Al s/l gl )3
1070 Y 28 (t=2.82, p=0.032) & o7} A&
SR, PANSSYAATE s/l vl 1074 L
9% 2ol & B P (¢=2.20, p=0.04)(Fig. 2) 11,

0
2 =10
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§2 ~20
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s g

8= -30

8.8

9

22 -0

oo
s L
$ -5

o] 1 2 3 4 5 8 7 8 S 10 11 12
Month of study
Fig. 1. Mean change from baseline in PANSS total sco-

res for patients treated with clozapine over a
12-month period(N=21). *Indicates p<<0.05
by paired ttest compared to the 3rd month.

-a- Positive score

& Negative score

PANSS scores,
Mean changes from baseline

1 2 3 4 5 6 7 8 9
Month of study

Fig. 2. Mean change from baseline in PANSS positive
and negative scores for patients treated with
clozapine over a 12-month period(N=21). *In-
dicates p<<0.05 by paired t-test compared to
the 3rd month.
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Table 3. Time at first appearance of 20% or 50% decrease in total PANSS score

20% or more decrease

50% or more decrease

Time % of Subjects % of improvers % of subjects % of improvers
N (N=21) (N=16) (N=21) (N=5)
3 months 14 66.7 87.4 1 48 20
6 months 1 4.8 6.3 - - -
9 months 1 4.8 6.3 1 4.8 20
12 months - - - 3 14.3 60
Total 16 76.3 100 5 23.9 100

1271 €l 27 fof§ zol7t gt

127019 52t} dozapineX] F PANSSH A A 47}
712%7kAle) B)& 20% 014 ZAE BEE AEN
STz e o, NFEA 218 F 16%(76.3%)
o] gt EoIRaT °olF 54 50%°]de F
A28 BAY. N E7|7te) BE AEihEE 4WEY
PANSSHA HE7} 20% 014 Z4d 84 1673 5 14
1B (87.4% )L clozapine® s 3744 olUjol], 1L 6
MY, HEol 22 184 20% 014 a7 AF
Hon, 50% o4 TLE X 532 3L, ol
gA 4zt 184, 181 382 1204 RE 50%
ol 4ol Zrazt UATH(Table 3).

3. 8 % FHE

A2 i FAEL FAGFE) ¥uLF F F§
894t} Clozapine X & 7]toll W& K283} &9
B dY &FL Table 40 AASYG ) 4 Exe]
¥4 dozapine BT Fo4&F2 A & 37N €A 308.8%
132.6mgol 92 A& 1271959 FA&Fe 246.1%
116.7mge| Y. 127837t 9] Clozapine® s F¢t v
Bt 2L E2E AEHEB1%), TYFG1%), ¥
Bl(57%) So] W& &3 FFgo|dom 19 R
Z89] F3E dozapined) FH7]HE sEY 4
712 vvol BE 53] 3o Fo 238 AEH,
234 2 WolEe dozapineFo 3 s/¥d] w3
ot e 3 g (10~ 1270 H) e ZF 14.3%, 23.8%
2 48% 2 f8HA Zade 3L BI(p<o.
05)(Table 4). Simpson-AngusH =45 GA] 7129
7tell ¥1# clozapineFo] 1719 FH 12/)¥7}x 9
A7 ZH frog 247 It (Table 2). <F
E5d A 3/MEolA 38 &R { T FAoG
730l ©a¥ hypokinesiaZ} 43Foz #aAy
Rom o] GA] v 3L M 1P LR FolEE
Aes BYth 38 FoA dozapineFo 1271

g B¢ YA ANAA FPFRAZOG 53
475¢ 2d ¥AE Y

] &t

£ d7e UM AdE dx 4 ANEEF &
29] clozapine Z71ERE HF T Hx9 A4
2 A5AY JAEEF FANA dozapined] ¥
AR aT g o]Ad g7 dFAHEE AA
3G H( Melizers 19895 Owen® 1989; Smalls
1987). @A7A AFgAQA WPo 2 dozapined]
71Foo gz} d4H a4E A5 T2 e ¢
ZEtH(Daviess 1991 ; Meltzers 1989).

A IF9 dozapined] F7|EHE EIE AT
EL UEE $83 T2 RIERY ARE E
A7 JE 2o A= Bl TAE
gi g 28U 2 d7s & igdTee A
4L gloy 1197k A7] dozapineEHE F3
AFE A% d7ge 3PS ¢ Q0 & A8
e ujF AT E T #x49 A%, FAE
Y FAHA 2HE HES A dozapined] AW
AuAYE 2334 Clozapine FAEAEL A
ALA, @] eF, A8HA 5o WA FE oY FH
A, FEXA, & FE, T gE FPAIY
FEEL A FA FodE vy} 9emg doza
pine®] FFNFA EHE dPFsted ARYL
FA 3t

£ d72%e V1€ FHAPSEA R HEE
T A2 &7 Qe TEALEEF FRAA do-
zapine §of ¥ FAAFAL EE A4S Ao
GEFS IMLEY 121€97A A7) A &
9% 51E B Clozapined F7|ERE AS
37] 98] @7 sET AF MM A= LS
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Table 4. Side effects and mean daily dosage during clozapine treatment(N=21)

1—3 month 4—6 month 7—9 month 10—12 month Over 2
12—month
Side effectsa®
Central nervous system
Drowsiness/sleepness 11(52.4) 13(61.9) 18(61.9) 5(23.8)* 17(81.0)"
Dizziness/vertigo 2( 9.5) 2( 9.5) 2( 9.5) - 3(14.3)
Headache - 1( 4.8) 2( 9.5) 1( 43) 3(14.3)
Extrapyramidal disturbance
Hypokinesia 3(14.8) 3(14.3) 3(14.3) 1 4.8) 6(28.6)
Hyperkinesia .- - - -
Rigor - - - -
Tremor - - - -
Akathisia - - - -
Cardiovascular
Tachycardia 3(14.3) 2( 9.5) 2( 9.5) 2( 9.5) 4(19.0)
Hypotension 4(19.0) 8(14.3) 3(14.8) 3(14.3) 5(28.9)
Autonomic
Hypersalivation 14(66.7) 14(66.7) 11(52.4) 8(14.3)* 17(81.0)
Sweating 1( 4.8) 1( 4.8) 2( 9.5) - 3(14.3)
Dryness of mouth 1( 4.8) - 1( 4.8) 1( 4.8)
Visual disturbance 5(14.3) 1( 4.8) - - 2( 9.5)
Gastrointestinal
Constipation 8(88.1) 5(28.8) 3(14.3) 1( 4.8)" 12(57.1)
Nausea/vomiting 2( 9.5) 5(14.3) - 4(19.0)
Genitourinary
Urinary difficulty 2( 9.5) 4(19.0) 3(14.3) 4(19.0) 6(28.6)
) 308.8 268.8 259.4 246.1 270.8
Mean daily dosage(range) (75—600)  (25—600)  (37.5—800)  (75—500)  (25—800)

¥xach value is frequency( %)

71ZNHo 2 H&w PANSSHAHSE clozapineF
o 1071ERH A {4 54¢ 1tk FAF
e A7 g GE FF 2H] fAot 4
549 7% PANSSHAFFS whAtAR doza-
pineSo] 107 LARE BT sHLA vl &
9% 5780 A% FAHAYL F dozapineX| & 7|7
o] 107 €old VI A&E o Yo BE
ZAHE e BAgFAT.

EF Agigo AEE PANSSAAGFI} 712
7tell B]3) 20% o] S A= F$-E A7gukgo] 3l
o AL, AH BAF 76.3%(16W)0] A&
vz AFHY 28.9% () AME 50% 132

128 VeI PANSS AR A4} 20% o] 4 Fa
€ 16%g E43Y o]EF 4P AE 3/YRH
20%°]’49] 5HE Bol7] AR N8 6/HLH

*p<0.05 compared to 3rd month by paired ttest

INERE #7194 20% 049 ZAE YERS
th B3 Fuj2¢ AL PANSSHA G4 50% ol 4
FaE 59T 3L FEFA 12718 Ao 50% ]3]
AL Y o]8t 22 ZAAE dozapineFo
AZEEol F& FA ANA AT S
oldtte A& A}t Clozapined] 3713
3, 53] S4F% g A% 10709 o) %
U f9% 348 A ey
1EE%F @AM 83 g9 7tsde
FE3 A8 A Holx 10714 ol Fo
B Zo] Bt AT F Jve 7t E A EH
o] & Melizer(1989) 2] A s} LA 3Fc},
OwenS(1989)& clozapined] 37| 23E AEF
A3, 2~5MY T A8F B 48%AM ZHEHA
¥ B33 Ych $H Melzer5(1989)= 5199
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Y FAEET BAE G2 AL AFA
93} clozapineg 1'% 71 F % A3 A BPRS
A4 20%0]d ZAF A9t 40%(208)22H
o|F 67w 6% (30%), 12F 54(25%), 2657} 63
(30%) ol¥em 265%0) AgygTos APH
#2471 38 (15%)en Eusga. o4e ZAIs
vjms] B 9= 9 clozapine A7} g & 7)ol v
A WAL EF E ATFEFHE H S-S EAHE
Bt ol& Melzerd(1989)9] Aol Hl& i
A9 71 HQew =g X8 A 7FE dih
4 gAdde Aol s oo} st 71 Hrt
2A]9] BPRSHESS COId4r) vl%g]y] W&o of
=Rz ¥art sbedita o

%3 clozapineX 89 A7 ¥Hgo] eI A7
oo FENS AWE o 977 AT FHNE
e 8F o W7 vEigen O Fe A He
FdE B ©] ZAE clozapined] AW A
BEEG FFA A AFH ADdE A%t a8~
125 o] 4}e] FEFQ7|Zte] adte AE A4
gt

B A7 HE Y £ 2 gL s V&
°2 P& o dY 308.8% 132.6mg(75~600mg W
M), 127018BE V1Ee2 HLd 246.1%116.7mg
(75~500mg M) oz A7 dY 300~600mgel
H3 FEFS 7L o FHYh 4 25mge 2
A Fste] @A AFH Feiet FAEE 3o
HI 800mg7tA FHAHOY FALFE AR
150~300mg ¥HHt. ole wlZFe 300~600mg
(Kanes 1988), 89 200~400mg(Nabers 1989)
Ho tha 92 Holth oo Bk AWAHA JEE
AN E FF 2 FFATVF /3L A,

FEFA7IE FU BAEL clozapined] B EF
2 AgAr B drole 1259 @7 a3
FF 2470l A7 A GAITE AR} LH
OJEF 3] 4~s/MEA ) AT F=EEH
o] o]& 3% BT FERXZGHEC] oim AY #
A2 HYF FAAEGANA A A 8
A Aol F&E X712 o} AF7lell o] A2
frd Afolth. Clozapined 71 54X 2ANA FEE
o M 228 89L& A&FQY YA 4L
2rh 1271 93] ZA Ueld dozapined] #3420
2 ASHA AELB1%), ANHA SR (81%)

2 Wy (57%)7F M EF RFLolden, 19
W= gof(29%), A¥U(24%), AAFHN19%), &
4(19%), BF14%) 59 €22 Ugyt. AT
Aoff gt dFEIANE AEH, S8, AAEA,
HE Fo] £3 2xg o2 ¥yEn vH(Honigfeld
2 Patin 1990 ; Safferman¥ 1991). & 7oA 4
B 238 GAH AT7Re Hig vad o ¢
Zo| N AEPH Eggol M EF XL A
st I AEEs AEU viE) o o~3u) A%
=4 deEs 38 A7elM 38%FE EidE
(Honigfeld B Patin 1990) F&E<te] B 47ty
RN e FEE FEHA gk BE 189
AT ol v & A7 didA 7 HA
e Fg& n3tEzsts AFA 88 dozapine
ko] Aozt A& 7HeAE AA. Cloza
pined] FF7|7ts R2EFH9] AN £, A
9, dule AR s/l g3l H)E) A9 s LF LA
F3tA FAaHE 2F¥E LR HF dozapined
£l nHojor A2y o] BFHE dozapine®
NFAA] BFL-o] ZaH Yol tf Fotd ¢
dde FHFA 23z YZdd

A7 AR % dozapine R 3/Q Fo F< 3
ko] hypokinesia® B R & ¥ 24, AFEL T4
FA A2 FF82 #&T 4 gk Clozapined
AdEE ST 5L 29 F ol FAJ2FHE
3 FFELM 0 Qe 8% ZA JdsteE ¥
go 7€ A¥EA FAAE SEE FU% (g
B HAT 40% ol #AAM AFFEL 59
FA) 25 4o] vdehn, o] R o] A o E &5
GEXNRY F4E Hrd /Mg 8% 89002 A
A3 YrHGibb L Lees 1986).

dTEe FAANAY AP TR L Fol FHYT
T 59 983 »F4Le B A7uYd 84 1d
FARHYI M BARA Fuvhe I REY o
A8 AA0] FEFY 18F oo VYEldThE o] A
AT 23 (Krupp3}t Barnes 1992)& n2i¥ of &
& 67/l o] BN A NS €
1312 A3 & dTHe] Hesta HAA g9
E34L AR Aoz AlgHy olof i o
B FAATS QA4 Yol Bag Aoz Y4dn.

AEH 22 dozapineB 71 R 7|1& FEX R
AE5TEES HolA] @t G4 BARNELDF &
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A A A frgAol WS +Fde AL T &
AR 53] dozapineFo] 10MYREH SHEYE
ETE Ak AAF40 O f93A sAHx
Fargo] A% ird B dFdde uukee
Z1d8t7] S8 Bo 37)3<Q Foirt uigdsite
RAE AL ¥F B ARAH oHE 3 o
% dz< 977 dadda 44Ed.

2 ot

ARRN

ARAEL AN TP AE LT BAE e
cdozapined] F71 A28 H L ¥ L& Golr7] 93
127} 93} clozapined Fojdte AEFF /Y 94
TE AW

2 8

125 cozapine@7| A & & v} B4 F 2438 (A
18, 4 63)S ez 127149 clozapine 3
INeERE H7Mstgd. ATFAY 84F s¥e
YA ] vl S oz TR HFHoE 21
Hol AFHUY. dERe] FAFH4T FAY=z
2289 ¥Jle PANSS, CGI ¥ Simpson-Angus®
=g ol&3td 7|Z2YrteA sAERAAE 25
ZFo2 1 ol¥E 178 Foz A3

2 of:

PANSSHA A, FAA=dFy, S48=HAs »
CGIE &+ EF dozapinefd 171¥%E §9¢ 54
ol ANt @7IN 5Bt AL Fo 3L v
3t PANSSEA S 2 S J=AHFE FEFA 10
MEAEE o Ede A4E 2Yd. 12744
te]l A BF PANSSHAASTT} 20% oA TAE X
Buhg A= 169 (76.3%) H 2.1 57 (28.9%)2 50
%ol de] a7t Atk AR7AES VeI T
282 AEH61%), 223(81%), W (57.1%)
colgon olg& 5 A s Yol H)F siATY 3
HE(0~1270 8o R3A ZaHUG

g E:

Clozapine 71X 8+ A& ALY AHE
FAsF L] 58] @1 aH HF7)AA FEFS A
87h g ol 3] viA o s LAl N B AHI} S5
Fago] ZAHAT. o]4e ZIE clozapine 7]
A8t G Y FAEES #AY FEX R

YAHLE FEAl URS AAYT
4 ©ol . 2249 - AV 8 AT - AUEEF

N

et

olF4 - olB Y- FIV - ARY - HG R - EAE -
AAL - Bl - FAE - o129(1998) 1 A 8A
F AAEEF EA4NMY clozapineE . WA
AFEEHA 4:161-168
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—ABSTRACT

Efficacy of Long-term Treatment with Clozapine in
Refractory Chronic Schizophrenia

Hong-Shick Lee, M.D., Chan-Hyung Kim, M.D., Hee-Sang Lee, M.D,,
Do-Hun Kim, M.D,, Dong-Ho Song, M.D., Kae-Joon Yoo, M.D.
Department of Psychiatry, Yonsei University, College of Medicine, Seoul

Objects. - The long-term efficacy of clozapine treatment was examined in an open prospective
study, in order to ascertain whether the short-term therapeutic gains of clozapine would persist
during long-term maintenance therapy and whether it is safe and well tolerated.

Methods : We investigated clozapine’ s efficacy and its side effects in 21 patients with refractory
chronic schizophrenia, who had previously been treated with different kinds of classical antipsy-
chotic drugs but with insufficient clinical effect or distressing extrapyramidal side effects, over
a one-year period. None of the patients received concomitant medications such as hypnotics
or anticholinergics during the study period.

Results : Psychopathology and extrapyramidal symptoms were assessed every 4 weeks until
the end of the 24 weeks using the PANSS, CGI and Simpson-Angus Scale. All rating scores
demonstrated a significant improvement from the 4th week through the 48th week of the study
period compared with the baseline. A clinically significant improvement in both PANSS total
and negative scale scores was to start at the 10th month and continue through the 12th month
of the study period, compared with the 3rd month period, the standard short-term evaluation
period. 16(763%) of the 21 patients responded within 9 months with a 20% or more decrease
in the total PANSS. Using a 50% or higher decrease in the total PANSS, we found 5 responders,
within up to 12 months of treatment. Of these, one responded at 3 months, another one at
9 months, and another three at 12 months. The tolerability of clozapine was generally found
to be good. Hypersalivation(81% ), drowsiness(81%) and constipation(57%) were the most
common side effects ; all of these side effects showed a significant decrease on 9—12 months
of clozapine administration compared with the first three months of drug administration.

Conclusion : These results suggest that clozapine may be a useful antipsychotic drug for
the long —term treatment of chronic schizophrenics, despite the need for regular blood monitor-
ing. A trial of clozapine should last 10 months or longer if one wishes to identify the possible
responders.

KEY WORDS : Long-term efficacy - Clozapine * Schizophrenia.
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