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2T 2 BEMEEYE, ERERE, RBRERB LUEEZ
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A Z L, HbAlc 48T LIcfllEL, CLZ&ZE5D%
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B TR 2T TV A A RTIERE R 79 AAYT,
ZD20~30% AEBESME L HESINZ VLD, A
FIRPIEER G RIE 138 16~24 T ARBE L FHIZ 1,
CLZGBICABE T 2 BERIZDS bD3AAE S
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HETODRAETI10,266 ATH Y, 7= HrREFEL
ERHS2 1z i 2017 £ I CLZ 2 L 72 BE 53,
MWk E ABi%EAbET 3,921 ATH 5.
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K| ToRBMER ] TAL53E ) TREREZ (MEfE) | MeER
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ENLEBETROEERBICONT, [HE/RFEN] B
O T - MR CEHEN TV D, RBHEENER
FEEMET TR BRERS X OEROAETTH 5.
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7 b, FAAILE T bOEHED & TR THHAE] T
H1 oA, THGERERN] 8 X0 T - EEkEk )
ICEHEh T3, SEiiEROREHERN ICEDE, iy
FINZMHBED S WERIDAR SN, B 1 EPLETO
ERNAE EAL 30 M H, 2012 513 B2 100 B H & -
T3, ARERFEA, - EEmEER 00T EIC DWW T,
»HBEED 1,000 KiFOHEIAERINT, HlziEd R
T® CLZ 100 mg $ED ABEALIT A34ER 1,000 Sk Thh
X, ZOROLAFEIAFS N, FkC, MERE
OEEREIFHEMATEE T 10 R 0B IZ A S hiz .,
HBHEHLEEICLOWT, FEDBD IR DI IR L 72
BEGEIR IR £ 72 I ERERD 1 27T 084, &0
7 - BERE EMOEHE O &ED O IR OEE B EFET
ETCLES 720, B 1~4 BIZEEPIEAFE 220, 55
TRV 2 pFIDBIERHLEZ->TWE, ZThETK
NDB # — 75— % 123D K RSB 2 &0
T, WL DBFHERENTN B,

2. BRAE

KL T, NDB A =7 F =2 oBkzrzund ) L®
100 mg $&, 25 mg HED ABEALSTEEs %= AH L 72 CLZ 100
mg R TEER L, TRRIRTTME & IR e A
B (AT, EERD oBER%EZ CLZ WTEEBOREL
L THw.

CLZ OFMICE12iE, #IHIZ 1 H 12.5mg T 1 H 200
mg £ CHIL, MR 1 H 200~400 me, SRR
1 H600mg LE#HI N T3, CLZIE 100 mgHE L 25 mg
BEDHIEN D 273, 25 mg $EIFNSGEN DL, T—FD
KNBAZ 2017 4B, 2018 SEEDABED A TH >7-. £7z,
CLZ 100 mg AL /5§88 7 — & 53 2015 SEEH & 2018 £FF £
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%‘Kl_ﬁ'i"m/“;ﬂ IZ2WnT — & 32016 {EFE, 2018 FED
ZRosh T3

mﬁﬂi(lZ%ﬁ%wa% RRIRTUIER & R IE B
FHIHLT, HIBICRY BETE 5. BHEENZOW T,
2014 FEFED & 2018 SEE D S ERD T — & DSABE - 443k
CRBINTED, ABtLIRzEbE7EEREZ T
WHWz, 72720, 2015 FEIFEEMED 10 K OHERE
IR 1 DH o770, EENEIDABRED T —& 12AFE
ERTuiRn, azﬁm%% 1 258 1 M Mg S
#HEOFonTE LY, FHENIALE - SREOTH 1 [
ﬁ%?%é@?,TAT@%%#I@ﬁLIZEﬁﬁﬁﬂ
EREL, SFEEOBRENEL» L CLZ #FERL -8B
# (UUTF, CLZEREELR) % Abt - SR HEET L 72,
E 51, CLZ 100 mg BT §es %z CLZ R EHE (A
be) THIb, CLZHERAEE (AB) 1| Adb7- b OT5sE
B/ HLRE5R/HERD -,

EBRFENDIHICONWTIZ, 2016 FFE, 2018 EED
CLZ 100 mg BB 585, 2014 4ERE, 2016 £, 2017
R, 2018 FEOBHMNAEERKEZ, ThZh AOTAD
720 THEHL . EEEHZOW T, CPMS OHLFX 4%
B 2T, 2EZI0EE - AL, BEE, $E, B, hE -
VUE, JuM - SREERD 6 LT IZ4 T, HI5 S I AT AD
-0 DEERBEEH L, 277U, 2014 EEEO=8, &
R, OO F—2 I 3EEMEAH 10 BRETH D, AR
nTuiwn, IHICAO10 AASH0 D CLZ EREER
ZEEREACEH L7, %72, 2019 4 8 Hd CPMS H
TGV A B 2 RHC L D, 2018 O KHE
JFR OB ERER & 7 b OB HREERZ R L 72,

M - PR QT ICBIL TiE, 2015 4EED 5 2018
D CLZ 100 mg #URA T HER, 2014 FEEED & 2018 4F
EoEHoREN L, 5mERT L ICBLE - Bk -
ZHIZOWT, AOTFAHLD, BXONCLZERHESE (A
Bt) 1 A7z THHEL .

FRoFEEOBEBICBWT, REBEEHITRENAEL T
WA 10 H 1 HOADHER 2 72,

A I EN R E R v ¥ —EEERE A DK
RE/RTUT-> 7 (KREFES : NCGM-G-003402).
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1 2018 FEAOTFAHT=D CLZ 100 mg FRIBE AR5 FEL

H 25 mg HEERIRL &, 2015 FLEIL 82 HHE, 2016 FEEIL
93 Ji%E, 2017 #ix 111 J58E, 2018 4EEEIX 171 FisETH
D, 3EMTR 2 fFIINL 2. 25 mg §E% & T 100 mg
SEICHLER 9 2 & 2018 4RI 196 iETH - 7z, EHED
BB (ABE+54K) 1& 2014 §53 16,000 [|], 2018 £
H¥39,000 B & 2 5L kic/e > TE b, CLZ 100 mg 75 5E
L FERICHEMERTH > 72, 7z, HBROEIEIE 50.3%
26 553% ML Tz, BHEBOEERED O H#Edh L
7= CLZ fHF B EEIE 2014 FEH 1,330 A, 2018 FEH
3,254 NTh-7-. CLZEREE (AB) 1 Adb7b o
FsEs/ HIZBEED B D72 25 mg §E %2 kR < &£ 20154
B2 2018 FEETZENTN 2.7 88, 2.6 §E, 2.6 §E, 3.2 §E
Tho7z, 25mg§EE AT 100 mg ([THE T % & 2018 4F
X378 THo 7.

2018 4EEE D CLZ 100 mg AR A E8E AOT A b 72
D 1558ETH o7, HBENEMIcAZE (K1), BREiE
HHET62.98E (2EMNEHD4.165), MIL51.78E (3.31%),
B 44788 Q9fF) L, mAEBIRT3S5 85 (2
T D 0.23 %), HE 378 (024 %), HWE 408 (0.26
%) Th-o7z. 2016 EED CLZ 100 mg 553 7%
OB EEFE D 6.0 5T, BRI S HE

il 1,000 $ERT TO I Mg o> e md o3, HIEE I3
AMER E VR B,

¥ 72, 2018 SEEOEBRIOBERE (FhK + ABE) 13,
AHR1E 22,000 |, ABtid 17,000 BT, AOFAHHE
031 ETH o 7. HERFENOEEEDOANOTAHD
BUERE (K2) 13, ®ZIEEE1.6E (2EVED 5.2
&), i 1.10E (3.56%), R 1.1 (35f%) &fis,
B35 E0.0771H (0.256), BiR®0.093[ (0.301%),
B9k 0.094 ] (0.31 £%) &fiv7z. 2014 SEFEIZRS DE
A2 E P D 6.6 15T, R DOMEINL0.06 f5TH D,
ANH &7z b OEBRVEE EIE A © & T b Hds 13 HE M
LWz,

2018 FEDEHE P SHHLAZADI0 AADH D D
CLZ fERIEERI, RZIIER 134 A, W93 A, [
89 A, mAIIHE0.64 A, BIR0.77 A, B3k 0.79 A
Thotz, HkEABROEIGICHHIBAENDH O, FROE
A EBKRIZTKH 92%, FI 79%, L 72%, m/AMIEENR
B 26%, &NI27%, ZE29%THo7. RIZ, WHIT L
DANATAD T OBEBBBEEREZR 3 ISR L 7H, &
%3N - whEET0.56 [ (AN 105 AH 70 D CLZ{EA
BERATN), RABEET0.21H (AH10HAH%D
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2014 4EEH © 2018 SEE E COERWEBR 2 A B L TRTD 1.8f5h 6 1.9 fF L BRI E vz, —E LM
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EHHEEUQEEEEEEEEEEEEEEEEE

E4 2018 FEEEROEEEK (ABE+51%)/2019 &£ 8 ARRMD CPMS BEZFEHERBEY

BREL U MERT.0AN) T, HEFENCAZ EHRS
R 170 | (&E¥EO 2.0 %), EE 1598 (1.9
), TEI57H (1915 LFix, RPEEMRIE (0.1
), R 221 (0.26 £%), dL¥iE 26 [ (0.31 £5) L
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BLACA B L, 2015 FED S 2018 FFEITHIFTD
CLZ 100 mg AL758E81%, BEE DB D72 25 mg $it%
‘&, AOFAbLZYBERZAZNTIHE, 9.1 8,
10.8 5, 16.7 88, ZEBZNZN 5.0 88 5.5 8, 6.7 8,
10.6 52 & B L b ICHMMER THEDIZ S Hi% o7z, 25
mg §8% &% T 100 mg §EICHET 3 & 2018 4EH 1L H %
18.9 5, #1238 TH o7z, 2014 FEED S 2018 £
2T TOEEBORERE (ABE+4K) 2w T,
ANOFAH7- 0 BERZhZh 0.14 8], 0.18 [|], 0.22 [4],
0.27 [el, 0.33 ], B ZhZ40.121E, 0.15E], 0.19
[, 0.24 [, 0.29 [\l & FERICHMER TH > 7. 2018
FEDODAOI0G NS0 DCLZFEHBEERIZH 2.8 A,
24 NTHY, CLZEAARER 1| Adbi-b 0ikE5&E
(/H) ¥ 387 mg, XM 348 mg TH-o 7=,

FEWMERINICA S E, 20184FEE, AOTAHLZLD
CLZ 100 mg # B $e 3% 2o -8R0 (K15), B&

L HIZ30~50TH O, BUETHRDLD 57 35~39 KT
1345488, ZHETRDBL P o7 45~49 K TlE 309 €72 -
7o, BZMHT 0~14 5%, BHETIE 80 MM L, LHETIX
85 R A _ETIIALTT A3 1,000 SERG TH R\ T — & DR
EhTwzw, AO10AAHR Y O CLZ FHEFHEK
(ABE+443k) 3% 0o 7 E6L 3 D OFERERIE (K6),
B HIT30~34 7K, 35~39%, 40~44®THb, F
HPERIEIC B A 72 A, T2 A, 6.4 A, ZENK6.1 A,
66N, 54 NTHo7. BLLHIZO~147%, 85U L
T, BEBZI I0FRBETH 27 DRI N TR0,
CLZfERAARESE 1 Abzvo58 (/H) (B7) I,
Bl HIT15~19 K THME 457 mg, 392 mg L %<,
FE LA EDERTHEDRESEPZEL VL, Al
2723 BEREIA RS B> T, 7 LEED 80~
4RI ABRBEE DD Wiz ®, BEEPMIGICE WIEE
Lotz
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A& CLZ DFERIERBREMICIERL Tz, 2014 FEED S
2018 SEE L CICHENRB DN KDOEA X 50.3% 5 5
553% ML T fz, RRAERYIC I 2 | A ME Tl
H2HbDD, HENEMETIIRERTSDERALN, A
OFAdH7z b OBEEMRE (ABE+7K) TAHS LRI
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- MR C CLZ W E /R L T, 7, HHlTHS
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BHoN, ABEETIERICR 23 SRR HERE
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1. CLZDERIZDWT

CLZ DY KREDEXZ L ODETHERINTED, 5
KHEEOEZDHEHETH S, HAR2EL 17T »EICBIT 3
2014 4ED A 10 H AH 7= b ® CLZ i FI#E o Hig) ©
i, BRHEVEIZ7 4 IV FI89 A, =2a—Y—5 U F
116 N&feE, 77 TIRAB T ATH o772, HAR
BT T0.6 AThotz. ZOWETIINKEZDAER
KELTWED, ABRBEDSZ WHARTOMERHEELE
N E N TWAHEDH 2D, bhbhdF—4ThH
2018 FEOHEEMHABZFIIAOIO AAHZD 2.6 ATH
D, EAEELHET 2L, BRIV A ICKREZENRE
LoTWBDOWERTH S, ZOHAL LTIk, CLZEA
BN Z LR L WEEIZR EAEZ SN TWwS, HAT
1% 1995 R IBERDBIB S N, 2004 FICREHFN SN/
bOD, HHANA NI A4 2 DIERSZNIHE - T IRRDE
MBIZ &7z - THHIYIE L 2R OMEAH b, ERICLETHE
NDIX 2009 SETH -7, Zhid, KEEHET 2 &
19BN TV, £/ CLZHHIOFEDOLEKIZL 3 &,
A IMBREL - FARIREDIZE L T 5 CLZ MR R o B
FIZBIRIMBRE=%Y v THEMENTI »HZ L TH
ZDIZNL, AARTIZ2EBE L 2->TBY, HATR

10

HEICEZ AR VIEER L OETHINS 5. Zhicmz, F
LA EDETIZ CLZ %21k 5 B 8D 5 DITHL,
HATIZ/ "V TF 4 A7 7—=2 1#ThH 0, HRTEKH
BRTOBREEEZ SN TNE?,

—7T, AWF%TlE CLZ 100 mg AL $E%E 3 ERT O
2 f%, EHHORFERBIL 4 FHT2 FY ML v
7o. CLZ i EE %I 2014 2 S 2018 £ T 1,330
AD S 3,254 NITBEZTHE D, CLZ DY RIZHEEISEAT
W3, CLZ D RIZ & b BRI ABREEEE O HIHR% T
2, KHENEROEEER H RO HfEShTn 3
A EURELE IR 5 o B AR O EI A, Mg
REVDHDODEMEE LTIE503%75 5 553% 1ML, i
HAREED 670 A2 1,801 AL T3,

CLZ DY FARED 728, A TIE S F & RHIEOBIE
PITbnTE 7, CPMS OB —IVIZBWTIE, 20144
B FRB L EFRIRE DO BRI & D ABEEkE 03 70 W BEEEREES
BEICBWTH CLZ DA TREE 725, 2017 4RIzl
HEEIZ L 2GR IBOBE D 7 uF U VEIEFHEES
AR ENEGECHEEES P TREIC 2 5, 2018 £
NRHEDSN ONRIE & & EENAIREIC 42 5, 7 SHEBICW
ENBENTERY, £/, 2018 FEOBBEHMSLE T
&, TSR ARR] THIsR BT ae s s A B
Bt 72 & D CLZ O FEFIRL % SiEH 5> & BRot U THSRE
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B& b CLZ OFHEABE ThH BB A ABE 2
EDEETE S, HHBBEARRZECBIT2HERE
~NOBATENP O CLZ OFHRBEABREZRNT 22808
BRME D Tz, Zhickd CLZOEADRHD
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[Objective] Clozapine (CLZ) is an essential drug for the management of treatment-

resistant schizophrenia and was approved in Japan in 2009. Previous studies reported the

underuse of CLZ and regional disparities in its use in Japan. We aimed to elucidate the clinical

epidemiology and real-world use of CLZ in Japan using National Database of Health Insur-

ance Claims and Specific Health Checkups (NDB) Open Data.
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[Methods] The NDB covers more than 95% of all administrative claims data from the
national health insurance system in Japan. The Ministry of Health, Labour and Welfare pro-
vides an open—access version of the NDB (NDB Open Data) covering fiscal year (FY)
2014 to FY2018. The data include the total number of CLZ prescriptions for inpatients and the
total number of service fees for management of both inpatients and outpatients using CLZ
stratified by Japan’s 47 prefectures, age, and sex. We estimated the number of patients using
CLZ based on the number of service fees for patient management.

[Results] The annual number of 100-mg CLZ tablets prescribed to inpatients in Japan
increased from 0.8 million in FY2015 to 1.7 million in FY2018. In FY2018, data on 25-mg
CLZ tablets were also available, and CLZ prescriptions totaled 155 mg per 1,000 population.
The estimated number of patients using CLZ increased from 1,330 in FY2014 to 3,254 in
FY2018. Outpatients accounted for 50.3% in FY2014 and 55.3% in FY2018. In terms of
regional disparities, Okinawa prefecture had the largest number of CLZ prescriptions (6,290
mg per 1,000 population) and Shimane prefecture had the smallest (350 mg per 1,000 popu-
lation) . Miyazaki prefecture had an estimated 13.4 patients using CLZ per 100,000 population
versus 0.64 in Saitama prefecture. Based on data from the Clozaril Patient Monitoring Service,
in FY2018 the estimated number of patients using CLZ per hospital was 14.1 in Okayama pre-
fecture and 0.75 in Shimane prefecture. By sex, the estimated number of patients using CLZ
per 100,000 population in FY2018 was 2.8 among men and 2.4 among women. In both sexes,
the age group with the largest number of patients using CLZ was 35 to 39 years (7.2 and 6.6
per 100,000 population among men and women, respectively) . The average CLZ dose in inpa-
tients was 387 mg in men and 348 mg in women.

[Discussion] As NDB Open Data summarizes administrative claims data, there are sev-
eral limitations. However, these data can be used to capture real-world use of CLZ nationwide.
This study revealed the clinical epidemiology and regional disparities of CLZ use in Japan.
Although the number of patients using CLZ has been increasing, this number is considerably

smaller in Japan than in other countries due to delayed approval and strict regulations.
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