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MSTATBOEN 3G =R R O s

I & B OBE

[— & 4] Zrme¥rr

(AR 72 4] 27 a¥ VUL 25mg, [ASE 100 mg

KREEE] ST 4 A Ty —~ K&t

[Zhie - ZhR]  VRIRRIRBUIERT & S

(L - HE] @EE., A7 e LCHIHIE 12.5mg 25 mg 8EDY-4y), 2 H
HiZ25mgZ 1 B 1RO EES 2,3 HBHUBFIERISETCTL A 25mg
FOoHE L, FAI 3 EMNTT 1 B 200 mg £CHET SN, 1 HEN
50mg X HH AL 2~3 [BNZ /0T TR O 595, #ERFRIZ 1 B 200
~400mg % 2~3 [ENZ/3 T TR OB G325 Z & & L, FERICIE U Co Y
W 5, 72720, 1EOMEIT4 BY EORREZHT, HEREE LTI
H100mg #2772 &L, mMEIZ 1 H600mg £TET 5,

[FRAHME] ERZ RS

Il 5 EOFRE DR

ANTATEOE N ESE S R S (LT, THE)) (X, 7 2 U LEE 25 mg, [RISE
100mg (BLF, TARFH) OFGRHCET 5 MBERIERE, 4 P ERIBVE & OV A i BRI E O
AR DR 21TV, BRI ORM CERYGETICOW TR L, REICE > - REIZU T o &
B THD,

1. AF|DFEIR K BT DA

AROFNK S ThHDH 7 m P (LU, TR 12, AR - Do Z—tt (AL X -
JNNT 4 A T 7—<th) THRBINZVR Y UTEEREEMTH D,

WAL Tl AFNE 1969 4 10 HIZA—A b U 7 THIO THEBI M, 1975 4 1 HITK
REINT=T 4 T2 RIZBWTHTER 6 7 AR (5 BFH 3,000 f#1) TR 8 #ilx 5t
16 51 D SEHERLBRAE DRSS Sz Z & D AHFI O —FEIRFEE 1 SUEBISE Ik o f &
DTN, £ D%, BEAF OHURAINIE CIRR IR ZE 225t & e B8 12 xh 3 2 AFI O A 2tk
WA H S AL, ARG X 2 EEERIERE OB T, R AL ONaR A BRY L LI BEE
=XV T EBANTLHIEICED BIERERIEIC X DT EEZRD SED 2 LRI nT
& LT, x5 a AN SOSTER B UM AR B OFA KFRHIE RS ICIRE L CREARBR R
1T,



AHE T, BHIMBAT K0 BRARARER A B AS S, AGRHFEN R ENTZN, 74 T KT
BEFRRIERE S G S22 LD YEHEBIZOWTIRIRY TFbns & & bic, BERF
Wrsivic, 0%, AA A U B =t WINGHF LTcAA R - H o Bl (BIAA R - N
NT 4 A T y—=<tl) OBRIEANTH LDV REEKASAE B T 4 A 77—~
Kk, T DRREAGE ) 2. FICARKB OIRRIERGIER A RRERE 258 L Lo
Rk 2 £l U, ARHFENMTbNTZ, L LR S, Btk R Th D AKIOBE
F=F VT VRT L', IVEZ OEREEATHUICER TX 5 2 & ZMHRT 20N
B RSN LD, YHHBICOWTIERY FIF b, BINRERER 2 FhE L.
AFNOIRIRP RS RFRE IS T 2 HIEL 7 e PV VEEE=X ) 7 —E R (L
T, [CPMS)) ICE2BFEE=F Y TR EL LEZENROEBBAI THAMRETH D =
LR SN L U OHTo I ISR FEAGR FEE 21TV, 20 - SR % TRIFRIRTUERT & O
fiE] & LT2009 4F 4 HIZAHI S BUER 52 A4KGE S AL7z,

2. AH| DOBEIRTEA B  OCRUEIRFEAGR R 23817 2 BRRAINLE T

BUE AR TEAGRIE R £ T IR IRIRPUER & RTE A (T 2 B-WIBIRIT, 7 urrn~<y
Y RONEARY R VRO ERGUEMREEORER S, UF U L FITAPAEE, PRk
FOUMBEEED S ESEREFKMPRLLNATE OO, WTNHAEEITHIES
TR, AFNTHESMEIR R F U T IR IEHIMERE G RIE (6 LA RIMEDSBRRES 11T
Wb, WD A KZ 4 (NICE Technology Appraisal Guidance No. 43,2002 Jun %) (230
T AFNTIEFIESUER A RFEDOIREIE & L CHERR S CIs 0 | AR IR 58 7K GR IR A
(23T 2 BEAF O HUREHIR T SOSMEA B UM AYEAR B T o D 16 R ERFIMRE A e 1
TOWBRIRIEDO O L > & LThLEMNIT bave CEpk 21 2 A 10 BT 7 e B U Vg
FEBREE),

AHN O TLEIRTEAT R . AFTNZ IV THEE IAAE 2 ZIHE - 2R & 3 2 I E B URE vt &
LT RY R, NYRY ROV I F U ATV, TV YT T — LKy, 7k
B LAV, TV AET T Y= A ROV T RN ERRIE N SGEREAGE ST
5 b DO JRFHEHUER & RIAE (6 U THRIWEDBRGE S V2 EANT N2 Lp s BUET
HAFN TIPS RTE (S 2 iR & L TEEM T b T D (Fa Kl
JESEMER T A R 74 . AARMERE K72 2017, The American Psychiatric Association
Practice Guideline for the Treatment of Patients With Schizophrenia 3rd ed 2019) ,

VTS, ZRESUIZNRICBE T AR TRV T, ARANT, B IR 2 R A KTHEOBRE (Fid
DS B AT AMEAR ROEMEE - T5E) [COAZEETHZ ERHESTND,

FOSHEAR RO FEHE - HEMEICRIEN 20 RY | 2 fEU EO+ o EofigmiE (Vv ra~y U #E 600mg/H UL E
T, 1L EOIEERGURSIHE (VAR Ry, Spxvry 708y 72F 780, XET VRS IY
—VE) BETe) Aoyl @R B E L TCHLRISHRLNR Do T2BE, B, IREa 7T 47 AT
+ofER T A &,

MAMEARROHERE . Y ARy Ko Xaxvoy, A7 0Py 72F 78, XIT ) ET T — VD IEERH
FEHHRED 5 B 2 FEEL FIC X 2 BANRR ZRA 70, LFOWTHAOBMRIZ LY+t & T3, +oRink
BHIRNE DR T B,

RS FEOBREC AR OT BREVA F=T . B D WVIEE OMOEBERMEHERSEER O BB, SUTEL
sy ha— L REONR—=F 2 HER, TAVYT . HBOIWIANY A =T OHE



3. EFERIEREIC XTI IR XEICRBIT 2 EEREOBER N CPMS (2L 5 MKE=4FY
N4
AR OB LFD 114845 2R BEBERLARNEE] OBEE T, KAl OE13TH
A%ﬁf@ 2 BRI R U DR ERE 2 O B 2R RIERNC 401 % i T & L 52D CPMS

Bk S LT EERT - SEFIAT O D BRI IEES - 1% BT, BEBF IR LT, MKHR
E%@CMB ZE D BT HAEN T R 72 SN2 AT DOHT 9 B OEEME N Thi
AN

S BT, CPMS TIEIMEE =4 U > 72T 2 LA ISR T FINRICHEWAF O 5- 25T i
Do
AFN 2T 5T N TOEREE, ERIEEE (CPMS B&kE, 7 v ) L BRI &
O CPMS = —7  x— MEBH Y H?) MOARKORE 250F 2T X TOBEED CPMS (2%
PRI D, BEBECEELC, Bokal @EMUN) omksma T, HifEkE 4,000/mm? LA
EL 2o, 4R ER-E2,000mm? BL ETH D Z & AT TN H H, CPMS BEREIL, FI
ERBO O PR P 5 P RE 70 5608 (B BB AR 10 A LI O i fAs € H i EREL 4,000/mm?
LI b, 22D, 4rdEkEL 2,000mm’ L ETH D Z &) Az LTS Z & AR LTo%., KA
AT D,

S BT, AR OEBERRHTERITIZ, CPMS BEkEITAF FERBVME, MERETRIERSE S5 D FL 1158 1,
FOVRHIxHEZ B E LT CPMS IZRRE SN 1 IR T MEREE2 EMMICET 5
(CPMS EH FNE  http://www.clozaril-tekisei.jp/shared/pdf/cpms_4-3.pdf) ,

MERA D FEh = L1, AR & Y CPMS BERE O EN CPMS 2 —F 12— 3
Y FIC K o THIRIR A O F Y B IR S L, 7 2 U VEEIERIARIC L > T G5 -
BHAENEYTH D 2 L BHEGR SN RICAFIDTAF SN D,

1 AFRO CPMS (233 1) 5 Mk o Fh v

AR D bR
R 5 BHG%
268 EC: 1A
26 LI 9: ZL 1[A]
1 [ElgEA HIfEkE = 4,000 /mm? 2> >4 FERER = 2,000 /mm?
W 2[R HIMEREL < 4,000 /mm?® X34 HEREL < 2,000 /mm®
e 5k L
BEdk | AmEkE < 3,000 /mm’ 3GEAFFERE < 1,500 /mm?
B 59 IR o iRiRE O
MR FEEZ LDk HiERE = 4,000 /mm? 24 FEREL =2,000 /mm?® F T4 H S,

mIEZ D2 < &b FIRE 4 BWFEE 1 B2 RS,
MR A FEHELIA O H IR ROkt 4 R (BT & R CAEEE)

B b RIC RS 2 e & 3 B ALY

1. AMmEREL 3,000 /mm® A X ITAFHERE 1,500 /mm?® A TAFIZH 132 F T, AHOEREE) G 18 ERHILLE
BB L WD L

2. MR ERE (AP ERER 500 /mm® Kii) FTE- TV AN &

3. CPMS B EREIT L 0 ARH & HEL L 72 B EREL - AF P EREOID OB ER T E SN TS Z &

4. BEUIEEDBAHKOFRGEHLL, RAZEHETVWDHIIE

a) AIMEkE = 3,500 /mm?3 2> 24FHFERE = 2,000 /mm® 23 26 HFILL EfkiE 3 A X HIFR A 5 Al 6

> CPMS DORUEAE - T M iR A Tl o & B 24T 9 [EIRIERH
3 WIE P G T G- BRAART 10 B DAN O RS 5L IR AlaE



4. MKRE=F D TICETHFEPbDESE
2016 4F 10 H 25 A, AAMEAGMHE# RS B ARERREH R Y2 MO AR A

FEFERLD . CPMS IC LA MIKE=H Y VIV AT AORBE LERDHELE [/ oy

NIBET D BEATEIEEI - ATERA RERZ SRR (LU, 2R R (12

s,

FEANKFOFEMA PRI L7 1T, 2021 423 A 20 A, AR TS, B AR

PP AARBRE R IR S MOV A ARG RE TS (LU, TEREYE]) LY,

(THREMBOIEER LI OMERB A ICL 2RO FRGICHET 2 EE

(http://www.jscnp.org/news/news 20210323 02.pdf) 23 Z24xf RiICHEH S iviz, BEREIILLT

DEBY THD,

o BEBRMAY 26 U@ R O MR A RFIERGE 1 BTH 5205, 5 b5 52 #
LABE D A RIS DWW T AN 2 B MLERERD | 4 TP EREORA K ORI ER
JEOFBURINF LB E 2, 4 BIZ 1 ETRETH D,

o BHEHIEEMEIZHY L TREZPIE LIERICHR G 21T 9 56 CPMS BEEIZ LV A
Al &R L 72 H M ERECU T AT P BB & OBEN G E SIVTWDRENRH L8, B
HER2NEEZONTHLREBICHETHZEFH LV, 20720, BEENR2WEZZ L
NOGEIIHERETEL LT OINENRD D,

o HEOIAIC MERERIERAE X EE O FERIAMEORBEERE D & 5 B3 ) MBEEE SN TE
| BERERIERIE NS BT A2 RNN D D Z ENEH & STV D0, BERERIERE X3
D AFHERAE DREAEEDS 7 v 8 RO BERRIERIED U A 7 Th D & 9wy
TV, BRICTHXEITRNEEZD,

LLEORM A E 2 LA RikiX, 2021 423 A 25 BT T, Bk LT, BLFIZD
W CRRA AR L 7,
o WU REHOMKERARROLER IR D 2t
o AMEREBCSUIAFFERBGR I L 2% O 7 n P R GILR D RAeME
o NI ERE S)UIEE QA EREE OBEERE D & 5 BE T H 7 n P v R IR
Vo e e i

BRI MBI A 2 T . A ZATV. AR OB SCESGETICOW TG L7z,

7B, BRI, REICRB O CEMBEE I L TR Y . AEMGHEOFMER L, AfHE
IZOWTOHFEMEENS O UIHFICHES & TEEMERESR AR T 2 M ik
FEOFERIZBIT D) (CEAL20 4 12 A 25 BT 205 8 5) OMEICLY | 84 Lz,

L. EZZS LV RHBEIN-EEOME
PRSI DIRHINEZELRERNILLTFTO BV TH 5,



1. IRRERRZ 4 BICEE L2588 2 EBEEERERROY IaL—Ta v

AIRNZ I\ DB 5B H 26 I AR O Mg A R 2 -V € iR bE 2 2 85
4 ARNZEE LI HER1 £ BEEE O G P EREG8 D M ORI ERAE DR BLIRBL 2 HEE L 72
FERNEE PR LRI SN, ATV CTEERIERAE  (4F PERE 500 /mm? Kifi) 2%
FEL72 10 oD 5 B 8 BTk A MRS 2 R T b R ERAE 2 KRR TE il
BThoT, VD260 5, MikHREREZ 4 BRI E LIZGEICIE 2 fIAmE T
722 Z LoHEE ST (EEE MRAMROER R KX OMERBAZ L5 IR OB 5
B oHEE ),

2. BBl o v F U A L REGHE O RRILIERITAE 5 B R O BB astin

AFUZF T 28 2 1 F 0 A ) A JEGUE O EGLILRIZ A BRastin & LT 42 B £ Tiln
WREMRZIERE T 5 Z R FREE 72 57- (2020 45 4 H 27 H~2020 45 H 25 H), B
ALV MERAERES 14 B 282 TOZBEICB T 32 HRERICOW TR S,
19 A5 A ] i A SE R S A 7o TR 4 R BRSO i R OMBEREDRE BRI 2 F8E L 72 R 1LRR D H i
ot (EEE TRERROLER S X OMEREAIC L5 HIEOBREICET 2EHE &
).
3. BEIZBWTHRERREL 4 BIC 1 BENCERE L72A1%I281T 5 3 ILEREIRA Kk OB Ek
FE DFEFIRTL

FEENZIBNT 1995 K EG-BHAATE 52 LA Mg A IR 2 FRiE 1 5175 4 B 1 [
& ZEHE L T2 BR D [ BRI K OMEE AT BR B D BRI AN B 0 R STz,
FRAS R bR 0O 8 SE i % CHI A o A BB E  (H M EREL 3,000 /mm?® LLF S4Bk ER
2,000 /mm? i) . HE O FIMERBAME  (F i ERER 2,000 /mm?3 A S 4AFHERER 1,000 /mm?
AN K OMERERIERE  (FIMEREL 1,000 /mm?® BLF SUEAFHER-EL 500 /mm? AJif) @ 1,000 A
FE 1= 0 OFBHEHHINT DEEIERED Shie oo (BEEE TREMEOER R L O
BN XD IR OFEEICET2EE 2],

IV. BEHEIC 1T 5 TRE OB

BRI, 1. B G-BIARTS 52 W LA O Mg A IR, 2. B IEREBCO 34 P EREG A 12 X o
1L OG- 3. BERRIERE SUXE L O 4f BRI E DBEERE D & 2 BE 15T 2 AH| O
BHO 3 RIZONT, BTO LS ICHEEIT> 7,

1. B BB 52 WL O IRRERIRRIZ DV T

1.1 AFIZB T % AR O R ERIL

ARFNOREAR FEAGRREIZ I T, IASCGEO 18, BEE AR FEARIER ] OIIZIEH O MK
TR DI G-BAA TR 25 26 W £ Tl 1 5], 25 26 WUAREIZREE 1 B Th 2 F1RIE S 4L
TW5 (L3 EZSW), AEOZREHRMIILUTO LB Th D,



. $%"fé%xﬁ%%%%bt@z\Lﬁ@ﬁﬁ@ﬁﬁﬁ%%ﬁ%ﬁﬂ%%@@26
JAENTIE 1[E], 55 26 BELAREIXRRE 1 [ & G%0E L, Zaud, WA oEEoE - Hilkic
BOWTHIO CTIIKE=4 Y 7 NEANSINT-REEOBRE LR TH -T2, KL TOR

xﬁ%%hﬁ%ﬁ%fi%m’%owf%:&Eﬁﬁ@ﬁﬁﬁ%ﬁénfﬁw\@%@
CPMS (ZFBWTIE, HHEDE - Ml TH5-BAAAH 18 M SULE 52 ML IZ 81T 5% O
BRAERMEL 4 B CTH-7228 (V.12 THEBH) | K%Z%%Ti$ﬁ@ﬁéﬁ0ﬁE@
HHZEESEILERD D &SN, HIEOERRBRAEOND E TIIELWERES
EHTAZEE LT

o AFIOEWNEGE 4 3B (1301 B, 1201 3Bk, 1202 B Y 1203 3#BR) I2BVW TR
KI5 Sz 77 Bl OMESL CRIE, B4, EHEROA—A T V7)) OfiRET
— ZITEBN T, BIERIERAE | 4 T ERIBE & OV A I ERIBUE OFEBURILIZFE 2 D L 50
Thole, BEFFHOTIE G/ ME, RXE) 13&5-6%% 98 (16, 1493) AT, %
D5 HEEERIERAE (2 #]) OFBRHIIZNZEN 91 KNST HTHY | ﬁ$$%®ﬂﬁ
FENRIR D12 DIRERTIEH 523, WAL S EN TRBEEIEG D & ME 0
e,

# 2 [ENERRBR R YA TR IC BT DA EFRERES

WS T R BRI
e BB 346,355 1] © 77 15
SEERT ERAE © 1,600 (0.46) 2 (2.60)
- ER R E 9 4,261 (1.23) 8(10.39)
A i R E @ 2,490 (0.72)® 3 (3.90)

FHGIE (%)
a) BEK=KE, KE, HFFXKNAF—Z T U 7D CPMS BRI NI-BE
b) [MmERE % G
¢) HEHEREL 500 /mm?® A
d)@ﬁﬁ# MT@I)XiZ)waﬂmw%Ak EEI O k0 =S
LT
1 %%ﬂﬁ%Tlot%Q
2) 1) FilE SRVEATHE A DBREOERNES 282 5 X 5 72 MEMIE T2
Hol=HE
o UESN CKRE, hFHH | FEEEOA—A STV T) OHRET — X 123D HEER BRI
1990 1 H 5 H~2003 4 6 H 30 H TiE, MPEERIERIE T 2.31 £F/1,000 N5, 4FHERJE
DIETT 6.54 1:/1,000 ANAE. [ IMERIEE T 4.93 £4£/1,000 AE, F7-2004 41 A 1 H~
2007 45 5 H 31 H TliX, £E40 0.70 ££/1,000 A4, 0.24 1££/1,000 AR R T8 2.19 14/1,000
NETH-T24, T2, KEH, ZEERXROA—A T U TOHEREGET —# 12 X 5%5-8H
B A EREDR A AT aF R ERER D> OFRBIRITR 3~FK 5 LBV THY, WD
[« BV T HARFNC K 2 MERERIERIE . 4 ERIE K& OV A i BRI MIE DR BLER 1 X
B5-BRG0IEICEWER DR D BT,

4199041 H 5 H~2003 46 A 30 HE TORIIEL 2004 4F 1 H 1 H~2007 4F 5 H 31 B E TORIROAER T, %M
TOEFHNIAREDOSIE M ETHUETH O | B EFRITHIN, @E&J@&mx GENTRBYEHFENRERSLZ L
1998 4F LU I T HERER BRAE O FEHIF IS BT 2 AEKM U AR ENTZ 2 LIk 0 . AANC & 2 BRI ERIE OS5 3 E
BRI NI R lIckdb0EEZLNTWD



£ 3 CKENCBT 2 &5 HIMBI O B i EkEED 3 P ERES) O3B (1990452 H 5 H~20014-9 A 1 H)
I ER % < 1,000/mm? X i3

# B < 3 kY 3 .
HivE A M ER %L = 3,000/mm M 1. Bk %r<2,000/mm FEEREL < 500/mm?
H 0-18 38 | 18-523# | >52A 0-18 3 | 18-523 | >52 3 0-18 3 | 18-523 | >52 3
% Bl 34.82 13.30 8.26 7.88 0.97 0.44 7.76 0.83 0.37
$50/1,000 A4 ) ) ) ) ) ) ) ) )
FEBUHI 1,815 1,020 2,257 412 75 122 406 64 103
L JS ) ‘%

ﬁ;f SNt 178,104 | 134,025 | 104,246 | 178,104 | 134,781 | 105,309 | 178,104 | 134,806 | 105316
BEHU 52,124 76,699 | 273,380 | 52,296 77,305 279,290 | 52,301 77312 | 279,348
F 4 HEENTET &S HIERIO A i EREE D O3 A P ER-Eg > OB (199041 H 5 H~2002 44 A 1 H)

S M I ER%EL =< 3,000/mm? 1% M 1M Bk %r<2,000/mm? X i A I EREL =< 1,000/mm? 1%
- ER<2000/mm? A ER%2<1000/mm? H R ERER<500/mm’®

I 0-18 8 | 18-52 3 | >52 38 0-18 # | 18-52 1 | >523# 0-18 8 | 18-528 | >521

B

" 87.61 22.96 42 32.19 4.04 1.96 21.3 1.44 0.70

/1,000 A4 7 ? ’ ? 7 7

FEBUEI 664 256 421 244 45 111 162 16 40

BEHUE 757946 | 11,14743 | 56,75791 | 757946 | 11,14743 | 56,75791 | 757946 | 11,14743 | 5675791

%5 A—A N7V TR AR e U4 PEREGR > ORBIER (1992 4712 A 29 H~2003 454 H 28 H)

; A M EREL < 1,000/mm? I3
" s < 3 b5 3 ="
Sk I i Bk $L = 3,000/mm: F 1 Bk %<2,000/mm FEEREL < 500/mm?
R 0-18 38 | 18-523# | >52A 0-18 3 | 18-523 | >52 3 0-18 3 | 18-523 | >52 3
% Bl 52.54 11.85 6.13 12.72 1.58 0.70 8.27 2.17 0.52
01,000 \4E ) ) ) ) ) ) ) ) )
FEBLFIR 165 60 165 40 8 19 26 11 14
rhani- i
ﬁ;f SNt 9,646 8,462 7,159 9,646 8,481 7,177 9,646 8,484 7,177
BEHA 3,140 5,064 26,907 3,145 5,076 27,052 3,145 5,076 27,061

o KEWR#%ET—% (CPMS 7 —#:19904£2 H 5 H~2001 429 H 1 A) (23T TAML
BRI 3,000 /mmP LA T ) &R o BEDOEIGIT. 7V 7 AT 2.70% (59/2,185 fi) . H
AT 290% (3,495/120,486 ) T, &EMHRET —4 (CPMS 7 —%:199041 H 5 A
~2002 £ 4 A 1 H) 128\ T ITAMmERE 3,000 /mm?® DL S FERE 2,000 /mm? A |
Lo T BFEORIGIE, KT T AN (FEA, BARANE) T174% /1156, AAT
4.53 % (1,108/24,444 f5) Toh VY, KEKXROEEOTIRE T — & 56X A mEREED X
VXA REREGRD OFBEIS 1T T O 7 N TIRWEA RO b, — 5T HEROT A
LT RO CPMS (1990 4F 1 H~1997 4 4 H) 1Z8Ek S HL72 12,760 il O B % %51
A BRI K OVEREDRT BRIE B O F EHE R A it L 72 (BrJ Psychiatry 1999; 175:
576-80) (R TiX, AFFERBE (P ERER 1,500 /mm? A 0>2 500 /mm3 LA k) @
B 2T IR E T VT N TEBITRD e o 7208, SERIERE O R 3, (b
EkEL 500 /mm?® Kii) U A7 IIRCKA S L CT U7 AT 24 fERnole (NAF— R
b [95 %fEHEX ] : 2.388 [1.098-5.194]),

1.2 YAz T D4R

BT DSOS SCEIZHOW T, MIEMRE ISR T 25 EANAERIR 1 0 LB TH D, £
7o BEHER) 22 AR A O M O ORERFRITLL T DO LB TH Y | MWD TIN T
AVOE - HUls T 5 52 8 LARE O ik iR A MR 4 B 1A & RE STV D,



1.2.1 kE

Bew)o> 26 R 1 [5], 55 26 LA 52 % £ Chail 1 [\, 25 52 LRI 4 3812 1 [[]
k&ﬁéﬂfwé

1990 75 1 [BIO MRS R E STz, £ D%, 1998 FITHRAID 26 FHIX
DIMEIREZFT\VN, £ O%IIRE 1@@ﬁﬂ&§%ﬁ9i9%?éhkoé%K\%%ﬁi
cm%ﬂ AL OIMEMmEZ 4 I 1Bl T2 L9 BHINT,

LD MR A %2 4 WEIC 1 B E ARSI, KE - VSV T 4 A Ty7—~

H: £V, Mk ERNRE 2 \ED 4 HEICEE LI2SE I BE SN LD EEO H M ERE
ﬁ@&omﬁﬁﬁﬁmﬁﬁﬁﬁ%%mTévi;v~yayﬁﬂ?@k%@%%éht
(Briefing Book for Psychopharmacological Drugs Advisory Committee Meeting (June 16, 2003))
F9 M 1 EOMERAENFEHE SN T2 199042 H 5 H2 D 1997 410 A 1 HSE TIC
B 5% Bibs U7 BBE O MR AR R A2 T, BEERIERE 2 i T & 2 BF OG22
L7 A, fRIFIK1IDOEBY Tholz,

Experience of 104292 US Clozaril users of >6 months duration
(under the weekly monitoring system)
person year = 309555

n=101424
person year = 299234 NO

Moderate
Leukopenia

P4=0.000104

YES NO
Caughl?
NO n=2793 li: Z,S
- (97.4%) (2.6%)
n=2720
—r (97.4%)
(2.6%) _— -
- YES NO — = YES NO
Pl n=59 n=2734 n=31 n=44
(2.1%) (97.9%) (41. 3%) 58.7%)
P2 P3

1 EEO A MEREGE D K OCERRIERIE D FEBLRILD T X 2 b—3 a UfER
(Briefing Book for Psychopharmacological Drugs Advisory Committee Meeting (June 16, 2003), Figure 5)
Moderate Leukopenia : [ fLER#Z 2000 /mm? 7> 3000 /mm? LL T, Severe Leukopenia: A ILER¥Z 2000 /mm? LA T
Pl: PO HMERED Th 2MICRILCELBED S B, EEO QMBI ICE > 72 BFOEE
P2: AL O HQMLEREED Th IR TEZEBEFED S B, BEREEICE > 2 HE ORI G
P3: S DAFPEREID OB Tl TE o ToBF D 5 b IEERIERIEIC = - T2 & OEIE
P4: HEREELL DA P EREOEAD DFR D HIVIR Do T BT IS T D KL ERAE D 58 Bl 3R

* 55 26 WLABE O M iR RS 1 Bl & ZEH S5 6 4 Al



WIZ, 55 26 TULFFE I IXRRIE 1 R0 Mg iR A 23 S5 S AL Tz 1997 45 10 A 1 H LA 2001
$9ﬂlaif®mmmﬁﬁﬁéﬁmf BEBRMR 6 1 A%, 1 UL 2 HEHIZE=2 Y
V7 OB R 4TI 1 8] & BT LA I EEEERIERE 2 /3 T & 5 B OFEIG A HEE LT,
%%%:kwfEmﬂﬁﬁ9®m%f%ﬂ%iokﬁ%%%mb L ERHC D D = &
B L7z, & 612, REE O 3 EREGRD D3RR SRR B A M EREGRAD O = & Fu
THEEO BRI CE SRR EZHET A LI 4B 1 BOTE=2D 71k -
THSEE O [ MERES D OB TR FEETH D0 (4 1 D”Caught?”) ZHETE L7Z, &5
(2, MEERIERSE K& OVEE FE o> [ i BRERD 12 %5%%@% W 1 RO MR A RS <K
1 O PI~P4 ZHWCTHEH L, #5846 7 A %LEICIRE 1[50 i % ke L 3
LG E DRG0 6 h A%, | BRI 2FRICE=F Y T OMEEE 4 HIZ 1 Bl L%
Ebt & O BERERTERIE K OVER B 0 [ I ERAIR D> D804y 2 B L 7=,

W BOREFRMEICER T2 A I 75 R0 6 DA%, 1 FHELO2ERKEL
7o & & HEO A MBI Kk OBERERIERIE DM N/73R 6 O LBV H#HEE STz,

F 6 4 WMIC 1 MORERBICEI AR O EE O 1 iR & O BRE O N5

(2 1 B O R~ BT (Rl 1 EIOMARTE 2k 4 JEIZ 1 ORI
I R Y e A B0 (CI1) BB ~OEEZAT L DSy

6 1 Atk 9 91

O [ i R E g 1% 5 56
2 1% 4 16

6 W H % 7 38

PR BRE 1 4% 2 26
2 1% 0 9

1.2.2 ¥EH

BAO 18 WRITME 1B, 55 18 WLRIT A2 L 4IC 1 RIEFHESINTND, Fiz,
Emﬁﬁ PROWPEZ, RO 18 HIZA72e< &bl 1 a5 18 WL 52 1% £ Tha
I 1A, 55208 uhiﬂ¢%ﬁﬁ£ﬁbfmhi4ﬂ_lﬁkjEéﬂfw

1990 7> B e M) o0 18 M[FITE 1 8], £ D% X FRiE 1E®mﬂﬁﬁ%ﬁ5% VIS
AT DPEANENTZ, TO%, 1995 FEITHRA O 18 T 1 [], 55 18 MLIES 52 % =
TIEREE 1B 8 52 ELARIE 4 812 1 RIOMEHREZITY LHEE SN,

123 &
B 26 BRNTA72< & B 1 [El, 526 BHUAES 52 W% £ ChE 1=, 55 52 UL
T4 T EIEFREIINTWVD,

124 F—A+ 5V 7
AR (1992 4F) MO0 18 FRNLHE 1 [, F0%Ii3b7< &b 43812 1 Bl oMk
BEITHIEFE=HLV TV ATANEANSH, BEE TEEITR,




125 ==2—>—5 K
A 18 BT 1 [l 3 IS HELIEIT DA< EH 4 BIC LRI EREINLTND,

1.3 SCER#AE

HEREDRTBRIE |, A FRERERD S OV M ER B 2 B 9~ 2 BT DV T, RERIZI T 5 JE
WERIERAE . 47 BB K OV A I ER B D OFEBLIRI (IV.1.6 THSR) bk E 2 THRFd 2
HEY T, RAN R 1T D ERRIERIE, 4F HFERIBUE K OV B ML ERBAME D FE BRI LR 5
NFELRRERB LTARER, ERODITLUTO LR Tho7z0, 7k, MHRRIEKE, 4 Ek
W e OV A ML BRI E LIS & 3 0. ARAI D22 VT BT 5 BRIEAEIC OV T AR T A
KUTRER, AR RIEEL R TAREITERD bR d o727,

1.3.1 Meta-analysis examining the epidemiology of clozapine-associated neutropenia (Acta
Psychiatr Scand 2018; 138: 101-9)

ARIE A OBE ZXIZIAT, A PERERD K O P EREAR A 2 B3 2 56 = D L E
Bl ONE A H EREER D D RERFR 72 S BUR DL 22 BT L 72 SCRRIC B2 A & AT 28 S S vz,
Medline, EMBASE } T} PsycINFO % H\ T [clozapine OR clopine OR zaponex OR clozaril] AND
[neutropenia OR agranulocytosis] DR R L 0 fliHH S U7 Sk V2 DR D 5 B, K
TN BES 24 P EREGR A I DWW T ST T o & MEERIREER . SEF AT K O =
A— MFZEICBE 2 R A R & LTz,

I EREIRAD DR BEIS . FEC OB EIE K O P ERER D ORI 2 FEHIR DU D0
TENZEI 108, 82 KT T # (9 BAHFITIIT 23CHR 1, 0 LT 0 #H) BER e S,
BF R EREABANZ OV T, AP EREK 1,500 /mm? SR, 1,000 /mm? SR K OF 500 /mm? A 0O %
BUIzhzh 119,592 fil, 15,728 HiIK% TN 452,774 B (5 BAFICI T D@ IEnFa s 38
Bil) THEFS AL, BEEIE [95%EMXH] 13 3.8 [2.7-5.2] %. 1.3 [1.0-1.7] %X 0*0.9 [0.7-
1.1] % ThoT,

AFRITG 1 D hF BRI A BT 2 FE L O FBLEIS [95%(E#E K] 1% 0.013 [0.01-
0.017] % T o7z, Fiz, ARFISGREIAFPERID 234 CTEBNC (56 5 5B 1 DR IHEI S
1% 2.1 [1.6-2.8] % Toh o7z,

PRI 7R FEBLIRDUC SOWT, &5 1, 2, 4.5, 12, 18, 24, 36 KT 48 W A RIZH T 5 100
NEH T2 0 OEFHEREIED (500 /mm? Afilf) OFBLHIL 4.2, 1.5, 1.2, 0.6, 04, 0.4, 03 X
W03 Thote, /o, AFHEREIHA (500 /mm’ i) D9 H 89% 235 12 1 H: £ TIZ

¢ Pubmed % I\ TH#rFE[(clozapine OR clopine OR zaponex OR clozaril OR fazaclo OR versacloz) AND (neutropenia OR
agranulocytosis)] CHER (2021 43 A 26 H) L 7= ARSI &L OE 5% AV TR #EX[((Clozapine/TH or 7 7 E°2/AL)
or (Clozapine/TH or 7 4 U JL/AL)) and ((4FHHEK/TH or 4FHER/AL) or (BERIERIRAME/TH or MEHRIERE/AL))] TR

(2021 -3 H 26 H) LIEARIMD 5 H, AXRTKR OV AT =T 4 v 7 L Ea—&itili LT,

7 Pubmed % A\ THFE[(clozapine OR clopine OR clozaril OR fazaclo OR versacloz) AND ("adverse effect*" OR "adverse
reaction*" OR "adverse drug reaction*" OR "side effect*") AND (Japan* OR ethnic* OR race)] iR (20214F3 H 26 H) L
T2 AR K OV H 6% O TR ((Clozapine/TH or 7 7 E°2/AL) or (Clozapine/TH or 2 v U JL/AL)) and (5
EHEL/ALor BIVEF/AL) and (BElE/TH or EIE/AL) or (ANFE/TH or AFE/AL) or (HAY/TH or A AY/AL) | THiEE (2021 4F
3H20H) LIEARIERD 5B, KAIDOLZEMIZET 2 RIFEZAIZ OV TG S 7= SCiRE s L=,
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W bV,

1.3.2 The prevalence of agranulocytosis and related death in clozapine-treated patients: a
comprehensive meta-analysis of observational studies (Psychol Med 2020; 50: 583-94)

AFE DA & MR ERAE D FE BUIRIL 2 R L 72 SCHRIC B4 2 A 2 ffffr 3 il S 7,
Medline, EMBASE, PsycINFO, WanFang, Chinese National Knowledge Infrastructure & Of
Sinomed?® % F > T [clozapine OR clozaril OR leponex] AND [agranulocytosis OR granulocyte
deficiency OR agranulocytopenia OR aleucocytosis OR aleukocytosis OR hypoleucocytosis OR
leucopenia OR leukopenia OR neutropenia OR sudden death OR unexpected death OR mortality OR
death) DR ZRZUT L 0 i S 72 STk O ORISR D 5 6 RIRIZ I 1T D HERRIERSE O
FEBURDUT BT D 1HHME & 1 D BT IE X O =2 78— MFFEIC B3 2 Uik A kT & LTz,

36 (O BAFITIIT D3RR L) Eixg & S, BRERIERE  (4F T ER-EL 500 /mm?
i) DOFEHEG [95%FHXMH] 1304 [03-0.6] %ThH->72,

AT o D FERERIEROE (2 B9~ 25 3B D FEBLEI G [95%(F#HIX ] 13 0.05 [0.03-0.09] %
ThoTo, o, AL\ EBRIERIE AN 72 RERN 5 o 2 38 DI B EFIG1E 10.0 [6.1-
15.8] % To o7z,

14 A FFA4
1.4.1 The American Psychiatric Association Practice Guideline for the Treatment of Patients
With Schizophrenia 3" ed CKE¥EM#HEZES, 2019)

HE R PERIBAE I, ABEOTRFEEATL 6 U HLIWIZRIELT 2 U A7 R3Enizoic, 4f
HERECE 138 5NN AT DAL, ZORITEVEREZ 2T TIT ) 2L BLETH D
ENFE I TV D,

L5 ERSOIRERERE

ARFN G- O M s A IR IZ DV T [EIN OFERER 22 R E 2 W) TR S Rdiu
D HNRD o T, WS OIFHER R BRFICRB T HHMIU T DO LB TH 2,

1.5.1 New Oxford Textbook of Psychiatry, 2nd edition (Oxford University Press, 2012)

AT J 2 B EKIE R BUI R 5% 4~18 WOMIZHR b <. ZD0HOFIUTTIRITIK
T4 %, % < OE - #ikel T BB O BERE D 3 O E A3 5-1% 26 L2 L S,
ZO®RIT 2T 1 WABEOWET, BLERBETBMTHEZT>HEabdH 5, KET
(TG 1 FEURNICIIIESERI R E 2F80 DR T HE I, Zo%iT 1 v ABE 0N
EEITH) ZEMROLNTVD

§ WanFang, Chinese National Knowledge Infrastructure & " Sinomed IX [E D LR T — & X—ATH 5,
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1.6 AFIZIBT 2 HMERBIRD . 47 HEREDEA K OEFRRIERIE DR BRI

1.6.1 R FARBERE

ARFN O e AREFTA (2009 45 7 A ~2015 4F 12 H) THHEICAKI OB L 2 BIE LT-
1,860 BllZDWT, FHHIIRIO A M ERER D . 4 R EREOED & OMEERT BRIE O 7 BRI T
FTOLEYTHY ., HERIESE 52 EUEIC AMERERA X 2 6, A BRI 13 21 4
(CRBO BT, BGBAH 52 38 AR AERIERIE O FEBLILRRD HL7ar o7z

KT REEM AT I 2 B G IRIB 0 F MBS A ER B K OMERER BRIE D JE BRI

T A R TR TERRERIE
A ER$ < 3,000 /mm? A ERSER <1,500 /mm? A EREL < 500 /mm?
HAT % 0-18 95 18-52 > 52 5 0-18 %5 18-52 > 52 % 0-18 75 18-52 > 52
i i i i i i i i i
% B 6l
$0/1,000 AAE 24.27 15.70 1.28 124.89 32.33 13.48 30.79 4.90 0.00
O (&
" 15 16 2 77 33 21 19 (13 53 0
AL ) (13) )
- A
§§I N 1,860 1,669 1,497 1,860 1,669 1,497 1,860 1,669 1,497
HRE A 617.98 1018.93 1558.86 616.53 1020.59 1558.34 617.02 1019.90 1558.94

a) IEYME ERADH ORI L ETe) 2O LT 2 5EHR

1.6.2 ENEIfER#E

ARANOAGREAGE > & A S S 7z ENENERSAEER] O 5 5 MedDRA (ver. 24.0)
@ Standardised MedDRA Query (SMQ) [MERTRIERIE | 15 £ 5 EAGE (PT) XX PT I4F
HERED | TAFHRERIRAE ) . THDRIEREGD ) THRRIERIBE ) By E TIEERIERSE | |12
Y LTIERNL 342 I ChH o7, F7z, PT MERERIERE ) 1232 LIERNT 110 I TH D |
9 HEGBRE 52 LA AF HEREDY 500 /mm? i & 72 - 72 EBIE 93 B, £ 5Bk 52 38 LA
Bl A HRERELAY 500 /mmd A & 7p o TIEBINE 7 Bl TTH o 72 (RS : 2009 45 4 A 22
H~2021 43 H 26 H),

1.6.3 CPMS (T BT 5 BRI
AKFED CPMS 12 2009 £ 7 H 29 A5 2021 £ 1 A 29 A ClocBgEINnN-7—%° (G

11,549 §) (Z3BWC, #5546 52 WL A eSO (B ifEkEL 3,000 /mm? ) X%
TR ERE A (B P ERE 1,500 /mm® i) (25% U7iER] (BERERIERIE 28R <) 1% 1.0%
(121/11,549 #1) Tod v, EERIERAE (47 EREL 500 /mm’ AKiwi) (Z5%4 L7ZAERFNE 0.04%
(6/11,549 f5l) T -7z,

1.7 FEHE R OHEE RS
ARHN O AGREUGE > ORI RS SN E RO ERE D 5 B, REEEGEEO I
R MBS BT 2 M & 13722 0o 72 (B x5 4 : 2009 4£ 4 A 22 H~20214-3 A 26 H),

O BRI ERRE L7z, 4 UL EORIED & 556 TP LR ICHE ST 25813 CPMS ISR S L, BIDTES] &
LTl b s,
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1.8 FAEDORRZHE X 7B OHIWTIZ OV T
R IE, [ENAMC IS T 2 BEERIERAE . A s ERDEE K O BRI E DFE BRI, I ONT
ﬁ%"fé@ﬁ@ﬁ@%m%m%%iz LUF D800 | REE R I 2 % 5-BR4GEE
WL O MR EREZ 2 820 4 BREICET T2 Z SIXFFRFIEE B 25,
o UUTZEEZDE, RIITEBT DI FEREE D K OEFERIERIE O3 BLEI 513N
TARBEG LI bEmW eI o2 IXTERNWEEZ DT &,
> ARANORIER FE AR F 1T 5 E N AR K OV TR (2 51T 5 SRR ERAE |
A H BRIV E S OV i BRISAE O FE BLEN G % bl U 7= 5 5 ﬁ%&w@LTK%
CHERERIERIE 47 ERIEAE K OV A BRI E O FEBLE A D3 iV ME R 2338 H i
7oy, BERGOIUETIEN R DT DRRIIBENTHH Z & (FF2),
> 2021 FETIIAICBW TR ERIAE 52 B E TR O b BRI ERE DI B
EE1E 0.8% (93/11,549 i) TH VY (IV.1.6.2 EHE O IV.L.6.3 THEM) | MMz
TR BT IRERIERIE DR HEIA X 0.9% [0.7-1.1], 2 HEHBALEE 52 HE T
2 89% 1B b2 & (IV.13.1 HBMR) #HiEx 5 & BT 52 HETO
MEFERIERIE O BB A IZE NS CH B MR D TREEIX RV B2 bh b Z &,
o ARHNIOLEMIZONT, ENIMIHA LR RIEZENREO bz & s #biEenz &,
o VRSO OE - Hils T, R 1 EIOMRAED S & CARFIAEH L ERAE R E 2 T
HBi4h 52 WU O MR FRZ 4 8I2 1 B EET L, o2 REIEHE ST
A TANP
o Han ST A )L REYYE DKGLILRITHEV BRAKTG & LT 42 B E T ik A iR
LR LTEAERIZOWT, B R Lo EE2 R~ T O TIE ool &y,

B, A TIEREREZ 4 HEE LSBT 2 EE O P ERE D & O Rk
%f®%ﬁ%ﬁ%ﬁmhkv::v~75/®%%(MIQﬁ%)i Fat g A D 7
EDD LT A LI TERNVWEBE X AN, REMBOIERIZ LV MR ERIE 2 KR
R T ERUVEGISFET D AN H 2 2 E s, MERERREEZ 4 BEREICEE L-%
IR BRIE O R BRI A EEICE =2V 7T 5 L L bic, —EHROERNILRD T —
ZNERE I NI, I SCEOWET I R D A IR R % O L BRI OV TR DN
PEEZD,

2. HIMBRE S IFHEREIR D 1Z K D P IE# OB EIZ OV T

2.1 AFRITBIT 2 B GHRET &M DR ERIL

AHNOFAEARFEAGRREIZ BN T, TR E N B, [ M BRI I aF R EREE A 12 X 0 AH
O EZFIE UER T, AR ZF#EE LV E 9 EERET 20BN S 5 &Rl S,
WAHCEO 12, 25 OHEIZ [CPMS TED bV MERAEO T IEEEIZ LY | KFOLS
EHIELIZZ LD LB BREIS, YZBETITBWTHES L UERbnekshT
AR
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e WEKVTA/NT L RO CPMS ([ZHBWT 1998 1D 2003 £ TIZUESNTZT —4
DD B AAN X D1EFEPIC A mEREGD (AmEREL 3,000 /mm?® Aw) XILLFHEREL
Wb (B HPERER 1,500 /mm® R0) 2881 L7253 B FR & G- Thoiviz, 53 il 20

(38%) T I ERA BIH O HR O TR NGRD H v, BRI 20 FIF 17 51 (85%) A&
D HEOMERRDBRE ORGSR E I L, 17 6 (85%) TITHIFEMF & ik L CHREIFT,
B G2 L T D ESENRILT 5 E TOMBNFEL 2o Tniz, £z, 20 Fild 9 4

(45%) \ZHERERIERAE (4FHEREL 500 /mm? A4i) 23%8BL L Cu /= (Brl Psychiatry 2006;
188: 255-63),

*  K[E® Clozaril National Registry (235U T, [ ILEREED XX HERRL ERIE OO 72 1A H
ZHIE L%, 9 BICAKIOF S ™M1, AmEkEED (A mEkE 3,000/mm® #
i) SUTEEPRIERIE S FE3E T 2 £ COFHIMIT 14.6 HTH Y | FIFERFD 24.4 6 & L
392 & I C A mER B D T R ERIE A3 % LTV 7= (J Clin Psychiatry 1998;
59: Suppl 3 3-7),

— T, A D CPMS IZBWTiX, BAT 4 DO&M 2T LicHEIc 7 v U L EfE
MEERICBI2HF#HEE2ITo1- LT, XROFERGZHRTIHERH L Z EBHESH
THEY, FEHSNHL TS (V22 HESM),

o R 1:AImEREL 3,000 /mm? A S ITAF P ERER 1,500 /mm? Al TAGH 2 k3 5 E T,
AR O GBI H 18 WHILL 2Rl L Tnd Z &

o G2 MERERIERGE (AFHERER 500 /mmd ARTH) FTES TRV

o 253 CPMS BERIEIC L 0 ARK) & REL LT HIMEREL « 4 FERED O BE NS E S
TnWHZ &

o K4 BEINRGEENAFOFHE G EHRLL, REEE WL L

2.2 BITERRGEARRBZIZ T B AH| O FEE 5 R
2021 -1 H 29 AETIc7 v B Y Vil EMEHAEBRIT LD 23 flOfFEREPAZE I, 20
BN G- DM T OV MEER O $ 5 1E FEEICE U 72 BR oo A Bk E0 % 2,520~4,570 /mm?,
I BRI T 820~1,937 /mm® T - 72, 20 FlD 5 H 19 BliEHE G kit Th v . &5
A% Ok A 50T 184~3,118 H Th o7, 1 FlITF#H& G 55 BRI B EREAS Hh 1k JLvE
FTERT Lo HIEE o7,

2.3 MM BIT DRI

BAT O ORMSCEIC SN T, #5E2H T 5 ERYER O IR % OB 52T 550
NEITBNR2 DL BY ThbH, £72. CPMS IZB W T b P IS OGOV THE - Hil
THEINTWD (ARSI 2020; 23: 1041-9),

2.3.1 A SCEOTEHEARDL
25 [« Ml O IRAT SO I 2 B ERE ST P EREGSANC & 0 e G2 k9 5 2 HE
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1L OFREGICETHIEMEL ONF ORI TO LB Th b,

2.3.1.1 KE
201549 H L anckW\WT, &5 29F 13 2% X, AMmERE 2,000 /mm? A L4

FEREAY 1,000 /mm® KGGIZD LI2GECTh Y . &5 %2 Ikd 2 55N L G813H
KGR ThH o7z, TD%, 20154 9 A, #&52 1R 5 BT, 4 PEREY 1,000 /mm?
AN L 72 55A (Benign Ethnic Neutropenia!® (LT, TBEN |) O34 134 EKEAS 500 /mm?
R LTemd) EEEINTz, £, AREIZK 2 HEEOLFPEREDAD (47 P EREL
500 /mm® Aiii) DFROHINICEFETYH, AEKEAHPIET D Z LI X DRMREDE(LD Y X
IR GIZE DY A7 & BE D BEPFET D 2 & ROFHER G OFE OPEIILMIEN
BHELHRT 2 ENARTHDL Z EMGEEH SN, L LAanD, SHICIEAEKIZ LY
HE O PEREGD 3580 DN B ITITRR G LW 2 LRl S,

2.3.1.2 ¥EH

Beh 2 p kAU T A EREGS 3,000 /mmd AR SITAF P EREDY 1,500 /mm3 AT 12 5
U4 (BEN OBATT B MEREDS 2,500 /mm3 AT 1347 EREDS 1,000 /mm3 AT 12 35
DUTESE) ThD, iz, BEE2FIET DAY L-EAITHERETE R0,

2313 &
BWeh 2 p b AU T A EREGS 2,000 /mmd AR SITAF P EREDY 1,500 /mm3 AT 12 5
DULIESRETH D, £2. BEZTIET A AT L2 BAITHERETE R0,

2314 F—A S5V 7T
Beh 2 p kAU T A ERES 3,000 /mmd AT SITAF P EREDY 1,500 /mm3 AT 12 P
BULESRETH D, £2. BEZPIET A EUEICEEY L2 BAITHERETE R0,

2315 =a—Y—5 K

2020 4= 8 H X W AMCEBWT, 523 2503, £5.8044 18 % £ TIX A mERE)
3,000 /mm? Al IFAF HFERELAY 1,500 /mm? ARG L7c st i5-BRA 18 38 AR L F i
ERELAY 2,500 /mm3 il & 72 134 R ERELAY 1,000 /mm? RIS L7z A Th o T, £ Dk,
2020 4 8 HIT, #&G- &2 F I3 2T, FESHIRIZ 00 67 B fERES 3,000 /mm? A
SATAFFEREL S 1,500 /mm? ARG LTcht E AR STz, o, &5adikd 5 5%
R L2 B T 5T 2,

10 SERINC, REAEDFEBFITIIBIE D 72 < AF P EREDS A LT B IR TE,
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2.3.2 CPMS OEIRBL
LT OE - Hidsh T, WA SCEICB W TG 2 k3 2 03 LGS 1T G T
RWEBPHESNTOD LD, CPMS ICBWTH#E GIZET 2 EANThh TV 5 (K
FEFRIREE 2020; 23: 1041-9),
o BEICBWTIX, HEANRRT 4 v b VAT HORFHIFESE | K E2i#E U2 ECil
JEAMER & L CARIOBEENERMINLDGE1RH D,
o A=A TV TIZTBWTIL, BEMERED OJRRNARIELSMNA S L 7o 2855803, HE
HARRIXT 4w ko URZWORESE, FRENAHEE STV 5,

2.4 CERERGE
ARHN 2 B8 G U T2 B O MERERI BRAE . 4 WP BRJEE K& OV A L ERJBE D FEBUIR LI AR B 28
FHXEOI L, ERLDIFUTOEREY THo721,

2.4.1 When can patients with potentially life-threatening adverse effects be rechallenged with
clozapine? A systematic review of the published literature (Schizophr Res 2012; 134:180-6)

197248725 2011 4£ 7 H & TOREFIRE 2N F & b7z, if PERBORD 03580 b 7=,
HEGEn 1246 (OBLARNOHF) DI H, HIERIT 30% G412 6) ThHo7z, %
7o, EYERIERIED RO b te, BREGIN 156 (OBHEARANOE) O5 6, FFEERIX
80% (12/15 f) Tl -7z, FREFH, FEE, FLTH, FRY 27 ERICOWTIEHE S
TR,

2.4.2 Rechallenge with clozapine following leucopenia or neutropenia during previous therapy
(Br J Pscychiatry. 2006; 188: 255-63)

1998 42725 2003 FEDMNTHK[E K OT A VT o R CHEEGNTOI 53 FlO B
1oz, %< OREFITFRET . HHREIL38% (20/53 ) Th oz, HIRE120 FlOFE
GO HEETOHMOPRIET 5.5 HTHY . T b 20 FIOMIFED MEIREFEIRE T
DOHAFRI O i 81.5 i & beie L THREIOFRI TH o7, FIE LZBROFRIER « H i EREX
MFRFL D IR, KV EIETH 7203, SETHIT R0 oTo, R LICEE L Lo 7z i
H DOIRIRHY L FHRO A2 RITZRO b a o7z,

2.4.3 Clozapine rechallenge after neutropenia or leucopenia (J Clin Psychopharmacol. 2016; 36:
377-80)
1996 H75 2014 FFE TICT LB F UACBWT, AEkEgEd (HiimEkEL 3,000 /mm?

1 Pubmed % AV THRZE[(clozapine OR clopine OR zaponex OR clozaril OR fazaclo OR versacloz) AND (neutropenia OR
agranulocytosis) AND (reinitiation OR rechallenge OR restart OR readministration)] G/ 5% (2021 4= 3 A 26 H) L7/ 3Tk
K OVEFFEE AV TRsEE[((Clozapine/TH or 2 vt % £°2/AL) or (Clozapine/TH or 7 &% U JL/AL)) and ((4F*ER/TH or
1P ER/AL) or (BEURIERIEDE/TH or MERERIBRAE/AL)) and (FF#% 5/AL or (FFA#/TH or ¢ 5-FFBH/AL))] THER (2021 4 3
H26H) LEARIERD 5B, SEGIHRE K OBORA L B 2 — & BRUN T2 SCERZ FRfi L 72,

12 Medline % AV T, [clozapine] AND [rechallenge] D54 THZE S 4, fhH & iz,
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R AT AF R EREIR D (A ER S 1,500 /mm3 Ki) DOFEBULICAFI N F# G- S 19 4
IZOWNWTOHEN RS NT, FREIL32% (6/19 1) TH o7, FEGRNCEE O FEkE
WL (G EREL 1,000 /mmd A55) 23588 HAVIIEGNT 2 1 0 . 1 FITERIFED Hiviz,
P BN BRI BRIE \C > TIEBNT 2 o T, FRREBINE, & 0 BENCHRIE L7223, JIE L
7= BROFERIER « A MEREIIFIRIFL Y bR KVBIETH Y | FECHNT RN -T2, FHRELE
B L Lano Io B ORI 72RO ZERITRO b znoiz,

2.4.4 Clozapine rechallenge after major adverse effects: Clinical guidelines based on 259 cases
(Am J Ther. 2018; 25: e218-23)

1972 42 1 A75 2017 4 6 H L TOIEFIRELSN E LD STz, HFHEREED 2RO bh
Itk HxGENIZ 20361 (DBLRANLH) OS5 HIERIT 3% (75203 ) ThH-o
Too Flo, BRREKIENRD bk, FERESRZ176 (OBLHEARANOH) OS5,
FEERIT 82.3% (14/17 B) Th o7, FHFERH, B, FETH HREY X7 EHHIZONT
T STV,

2.4.5 There is life after the UK clozapine central non-rechallenge database (Schizophr Bull. 2021;
Epub ahead of print)

2002 F25 2019 4 10 A £ TIZHEEIZF VT central non-rechallenge database (LA T,
[CNRDJ) (ZHEk S, G SNTERIOERRS £ & iz, CNRD IDBGR S 7z 115
Blo 5B 62 I THRG S, 21% (13/62 ) MG HIEICE T, FhHIk L a7
A M) 72 B 3 61 OB E A OMOBEH 10 i Th -7, £z, 6261055,
3623 1 B CNRD (28 ER STtk 55 S, 55 CNRD (S8 S IVIIERI TdH - 7223,
2PNFEGHIEICEY | 1 FIEERE 3 FRORMKBIER £ ThE 2Kk L7z,

2.5 HrEeis R OHEERE

ARFN OAGRIFE > ORI CRE SN E KO ERE OO b, MIRRERLRIC
HA L EHEFIEROHEGICET 28 E51E, KEIZE T % Clozapine REMS Program' D kT
BT D& Q0154) 14 Th Y, MEIXIV23LIEDO LB Thoe (RS
2009 44 H 22 H~2021 43 H 26 H),
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5 WARNINGS AND PRECAUTIONS
5.1 Severe Neutropenia

CLOZARIL Treatment and Monitoring in the General Patient Population (see Table 2)

Obtain a CBC, including the ANC value, prior to initiating treatment with CLOZARIL to ensure the presence of a normal
baseline neutrophil count(equalto orgreater than 1500/uL) and to permit later comparisons. Patients in the general
population with an ANC equal to or greater than (=)1500/uL are considered within normal range (Table 2) and are eligible
to initiate treatment. Weekly ANC monitoring is required for all patients during the first 6 months of treatment. If a patient’s
ANC remains equal to or greater than 1500/uL for the first 6 months of treatment, monitoring frequency may be reduced
to every 2 weeks for the next 6 months. If the ANC remains equalto or greater than 1500/uL for the second 6 months of

continuous therapy, ANC monitoring frequency may be reduced to once every 4 weeks thereafter.

e ERAT SCE (2020 4 5 H AR

1. Name of the medicinal product
()
In the UK, a white cell count with a differential count must be monitored:
- At least weekly for the first 18 weeks of treatment
- At least at 2 week intervals between weeks 18 and 52
- After 1 year of treatment with stable neutrophil counts, patients may be monitored at least at 4 week intervals

- Monitoring must continue throughout treatment and for at least 4 weeks after discontinuation

Clozaril can cause agranulocytosis. Its use should be limited to patients:
(%)

- in whom regular white blood cell (WBC) counts and absolute neutrophil counts (ANC) can be performed as follows:
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weekly during the first 18 weeks of treatment, and at least every 4 weeks thereafter throughout treatment. Monitoring must

continue throughout treatment and for 4 weeks after complete discontinuation of Clozaril (see section 4.4.).

4. Clinical particulars

4.4 Special warnings and precautions for use

Agranulocytosis
()

Because of the risks associated with Clozaril, its use is limited to patients in whom therapy is indicated as set out in section

4.1 and:

* who have initially normal leukocyte findings (WBC count > 3500/mm? (3.5x10%/1) and ANC > 2000/mm? (2.0x10°/1),
and

* in whom regular WBC counts and ANC can be performed weekly for the first 18 weeks and at least 4-week intervals

thereafter. Monitoring must continue throughout treatment and for 4 weeks after complete discontinuation of Clozaril.

White Blood Cell (WBC) counts and Absolute Neutrophil Count (ANC) monitoring

WBC and differential blood counts must be performed within 10 days prior to initiating Clozaril treatment to ensure that
only patients with normal WBC counts and ANC (WBC count > 3500/mm? (3.5x10%1) and ANC >2000/mm? (2.0x10%/1))
will receive Clozaril. After the start of Clozaril treatment regular WBC count and ANC must be performed and monitored

weekly for the first 18 weeks, and at least at four-week intervals thereafter.

717 H U SCE (2020 421 H
i)

WARNINGS AND PRECAUTIONS
AGRANULOCYTOSIS
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(hg)

PATIENTS MUST HAVE ANORMAL WHITE BLOOD CELL (WBC) COUNT AND DIFFERENTIAL COUNT PRIOR
TO STARTING CLOZAPINE THERAPY. SUBSEQUENTLY, A WBC COUNT AND DIFFERENTIAL COUNT MUST
BE CARRIED OUT AT LEAST WEEKLY FOR THE FIRST 26 WEEKS OF TREATMENT WITH CLOZAPINE.
THEREAFTER, IF ACCEPTABLE WBC COUNTS AND ABSOLUTE NEUTROPHIL COUNTS (ANC) (WBC
>3500/MM?* AND ANC >2000/MM?* HAVE BEEN MAINTAINED DURING THE FIRST 26 WEEKS OF
CONTINUOUS THERAPY, THE WBC COUNT AND DIFFERENTIAL COUNT CAN BE PERFORMED AT LEAST
AT TWO-WEEK INTERVALS FOR THE NEXT 26 WEEKS. THEREAFTER, IF ACCEPTABLE WBC COUNTS AND
ANCS (WBC >3500/MM? AND ANC >2000/MM?) HAVE BEEN MAINTAINED DURING THE SECOND 26 WEEKS
OF CONTINUOUS THERAPY, THE WBC COUNT AND DIFFERENTIAL COUNT CAN BE PERFORMED AT
LEAST EVERY FOUR WEEKS THROUGHOUT TREATMENT.

THE CHANGE FROM A WEEKLY TO A "ONCE EVERY TWO WEEKS", OR FROM A “ONCE EVERY TWO
WEEKS” TO A “ONCE EVERY FOUR WEEKS” SCHEDULE SHOULD BE EVALUATED ON AN INDIVIDUAL
PATIENT BASIS AFTER 26 AND 52 WEEKS OF TREATMENT, RESPECTIVELY. THIS DECISION SHOULD BE
MADE BASED UPON THE HEMATOLOGICAL PROFILE OF THE PATIENT DURING THE FIRST 26 OR 52 WEEKS
OF TREATMENT (AS APPROPRIATE), AS WELL AS ON THE CLINICAL JUDGEMENT OF THE TREATING
PHYSICIAN, AND IF HE/SHE DEEMS IT APPROPRIATE, A CONSULTING HEMATOLOGIST, AND ON THE
PATIENT'S WILLINGNESS TO PURSUE A GIVEN FREQUENCY OF BLOOD MONITORING. IN TURN, THE
CLINICAL EVALUATION SHOULD TAKE INTO CONSIDERATION POSSIBLE FACTORS THAT WOULD PLACE
THE PATIENT IN A HIGHER RISK GROUP.

A=A bT7 U TIRAE
(2019 4 12 HKR)

4. CLINICAL PARTICULARS
4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE
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Special Precautionary Measures
Agranulocytosis
Clozaril can cause agranulocytosis. Its use should be limited to schizophrenic patients who are non-responsive to, or
intolerant of other antipsychotic drugs:
- who have initially normal leucocyte findings (white blood cell count > 3.5 x 10%/L, normal differential blood count) and
- in whom regular white blood cell (WBC) counts and absolute neutrophil counts (ANC) (weekly during the first 18 weeks,
at least monthly thereafter throughout treatment, and for 1 month after complete discontinuation of Clozaril) can be
performed.

(%)
- Before starting Clozaril treatment, a WBC and differential count (DC) must be performed within 10 days prior to starting
Clozaril treatment to ensure that only patients with normal WBC counts and normal absolute neutrophil counts (ANC) will
receive the drug. After the start of Clozaril treatment, the WBC and ANC must be performed and monitored weekly for 18
weeks. Thereafter, the WBC and ANC must be performed at least monthly throughout treatment, and for 1 month after
complete discontinuation of Clozaril. At each consultation a patient receiving Clozaril should be reminded to contact the
treating physician immediately if any kind of infection begins to develop. Particular attention should be paid to flu-like
complaints such as fever or sore throat and to other evidence of infection, which may be indicative of neutropenia (see “4.8
ADVERSE EFFECTS (UNDESIRABLE EFFECTS)”). An immediate differential blood count must be performed if any

symptoms or signs of infection occur.

—a—U—F v RIRMCE
(2020 4 8 H )

Clozaril® can cause agranulocytosis. Its use should be limited to patients:
(%)
and in whom regular white blood cell counts and absolute neutrophil counts can be performed as follows: weekly during
the first 18 weeks of therapy, and at least every 4 weeks thereafter throughout treatment. Monitoring must continue

throughout treatment and for 4 weeks after complete discontinuation of Clozaril® (see section 4.4)
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4. Clinical Particulars

4.4 Special warnings and precautions for use

White Blood Cell (WBC) counts and Absolute Neutrophil Count (ANC) monitoring

White blood cell (WBC) and differential blood counts must be performed within 10 days prior to starting Clozaril®
treatment to ensure that only patients with normal leukocyte and absolute neutrophil counts (WBC > 3500/mm? (3.5 x
10°/L) and ANC > 2000/mm? (2.0 x 10°/L)) will receive Clozaril®. After the start of Clozaril® treatment, regular WBC
count and ANC must be performed and monitored weekly for 18 weeks, and thereafter at least every four weeks throughout

treatment, and for 4 weeks after complete discontinuation of Clozaril®.
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5 WARNINGS AND PRECAUTIONS
5.1 Severe Neutropenia

Rechallenge after an ANC less than 500/uL(severe neutropenia)

For some patients who experience severe CLOZARIL-related neutropenia, the risk of serious psychiatric illness from
discontinuing CLOZARIL treatment may be greater than the risk of rechallenge (e.g., patients with severe schizophrenic
illness who have no treatment options other than CLOZARIL). A hematology consultation may be useful in deciding to
rechallenge a patient. In general, however, do not rechallenge patients who develop severe neutropenia with CLOZARIL

or a clozapine product.

e ERAT SCE (2020 4 5 H AR

4. Clinical Particulars

4.4 Special warnings and precautions for use

Agranulocytosis

(%)
Immediate discontinuation of Clozaril is mandatory if either the WBC count is less than 3000/mm? (3.0x10%/1) or the ANC
is less than 1500/mm? (1.5x10%/1) at any time during Clozaril treatment. Patients in whom Clozaril has been discontinued
as a result of either WBC or ANC deficiencies must not be re-exposed to Clozaril.

(%)
Low WBC count/ANC

(%)

Immediate discontinuation of Clozaril treatment is mandatory if either the WBC count is less than 3000/mm? (3.0x10°/1)

or the ANC is less than 1500/mm? (1.5x10%/1) during Clozaril treatment. WBC counts and differential blood counts should

then be performed daily and patients should be carefully monitored for flu-like symptoms or other symptoms suggestive
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of infection. Confirmation of the haematological values is recommended by performing two blood counts on two

consecutive days; however, Clozaril should be discontinued after the first blood count.

Following discontinuation of Clozaril, haematological evaluation is required until haematological recovery has occurred.

If Clozaril has been withdrawn and either a further drop in the WBC count below 2000/mm? (2.0x10°/1) occurs or the ANC

falls below 1000/mm? (1.0x10°/1), the management of this condition must be guided by an experienced haematologist.

Discontinuation of therapy for haematological reasons

Patients in whom Clozaril has been discontinued as a result of either WBC or ANC deficiencies (see above) must not be

re-exposed to Clozaril.

Prescribers are encouraged to keep a record of all patients' blood results and to take any steps necessary to prevent the

patient being accidentally rechallenged in the future.

17 H U SCE (2020 421 H
i)

WARNINGS AND PRECAUTIONS
AGRANULOCYTOSIS
(%)

In the event of a fall in total WBC to below 2.0 x 10°/L or in ANC to below 1.5 x 10%/L, CLOZARIL therapy must be
immediately withheld and the patient closely monitored. THE PATIENT IS TO BE ASSIGNED “NON-
RECHALLENGEABLE” STATUS UPON CONFIRMATION OF FALL IN WBC AND NEUTROPHIL COUNTS.
CLOZARIL THERAPY MUST NOT BE RESUMED. Particular attention should be paid to any flu-like complaints or
other symptoms which might suggest infection. If the patient should develop a further fall in the WBC count to below 1.0

x 10%/L, or a decrease in ANC to below 0.5 x 10%/L, it is recommended that patients be placed in protective isolation with
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close observation and be watched for signs of infection by their physician. Should evidence of infection develop, the

appropriate cultures should be performed, and an appropriate antibiotic regimen instituted.

A — A bT7 U TIRA X E
(2019 4 12 HKR)

4. CLINICAL PARTICULARS
4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Special Precautionary Measures
Agranulocytosis

(%)
If the WBC falls below 3.0 x 10°/L and/or the absolute neutrophil granulocyte count drops below 1.5 x 10%/L, Clozaril must
be withdrawn at once and the patients should be closely monitored. WBC counts and differential blood counts should then
be performed daily and patients should be carefully monitored for flu-like symptoms or other symptoms suggestive of
infection. Following discontinuation of Clozaril, haematological evaluation must be continued until haematological
recovery has occurred.
- If Clozaril has been withdrawn and a further fall of WBC below 2.0 x 10%/L occurs and/or the neutrophil granulocytes
decrease below 1.0 x 10%/L, the management of this condition must be guided by an experienced haematologist. If possible,

the patient should be referred to a specialised haematological unit, where protective isolation may be indicated.

Patients in whom Clozaril has been discontinued as a result of white blood cell deficiencies (WBC count < 3.0 x 10°/L

and/or absolute neutrophil count < 1.5 x 10%/L), must not be re-exposed to Clozaril.

—a—V—F RIRMCE
(2020 4 8 AR

4. Clinical Particulars
4.4 Special warnings and precautions for use
Low WBC count and/or ANC
(%)
Immediate discontinuation of Clozaril® is mandatory if the WBC count is less than 3000/mm? (3.0 x 10%/L) or the ANC is
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less than 1500/mm? (1.5 x 10%/L) . WBC counts and differential blood counts should then be performed daily and patients
should be carefully monitored for flu-like symptoms or other symptoms suggestive of infection. Following discontinuation

of Clozaril®, haematological evaluation is required until haematological recovery has occurred.

If Clozaril® has been withdrawn and WBC count falls further to below 2000/mm? (2.0 x 10°/L) and/or the ANC falls below
1000/mm? (1.0 x 10°/L), the management of this condition must be guided by an experienced haematologist. If possible,
the patient should be referred to a specialised haematological unit, where protective isolation and the administration of
GM-CSF (granulocytemacrophage colony stimulating factor) or G-CSF (granulocyte colony stimulating factor) may be
indicated. It is recommended that the colony stimulating factor therapy be discontinued when the neutrophil count has

returned to a level above 1000/mm? (1.0 x 10°/L).

Patients in whom Clozaril® has been discontinued as a result of white blood cell deficiencies (see above) must not be re-

exposed to Clozaril®.

It is recommended that the haematological values be confirmed by performing two blood counts on two consecutive days;

however, Clozaril® should be discontinued after the first blood count.
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4. Clinical Particulars
4.3 Contraindications

History of Clozaril-induced agranulocytosis.

T F U CE (2020 421 H
i)

CONTRAINDICATIONS
Patients with myeloproliferative disorders, a history of toxic or idiosyncratic agranulocytosis or severe granulocytopenia
(with the exception of granulocytopenia/ agranulocytosis from previous chemotherapy). [Clozapine should not be used

simultaneously with other agents known to suppress bone marrow function. ]

A=A bT7 U TIRAE
(2019 4 12 HKR)

4. CLINICAL PARTICULARS
4.3 CONTRAINDICATIONS
Patients with a history of drug-induced granulocytopenia/agranulocytosis, or with bone marrow disorders, should not be

treated with Clozaril®.

—a—U—F v N cE
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4. Clinical Particulars
4.3 Contraindications
History of toxic or idiosyncratic granulocytopenia/agranulocytosis (with the exception of granulocytopenia/agranulocytosis

from previous chemotherapy).

Drug induced agranulocytosis.
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