0451 JLEE 25mg, 100mg [T 2 E §

FEMCEHIN-HFRICRIIENRVABTDORER, /N
IWT4R T7—BEARHICHYFET . SR KOEEFER
LS OEFIBHICEAEMZRRTILEITEFEA,

JNIVTAR DT7—IHA 4L
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5 L ettt ettt ettt sttt n e 3

1 R U T DI < et 4

2 BB B ICTIIE LT DU N T ettt 5

2.1 TEFE, WTIEUE R ORI T oo 5

22 TREEIUHERTS RKFRTEIS KT DIEBEDBLIR (o 6

23 ARBIDTRFR EDNRLIEATIT oot 6

3 BB DR oo 8

3.1 BIMTISIT DBAZE oo 8

32 TEIP D BAZERRAE oo 8

3.2.1 B B L B 2 BATE DT et 9

322 R R AT BT 2 BHIE R oot 9

3.2.3 B R LT B9 2 BHFE ORAE e 10

4 B AENEREIRIRIZ ODUN T e 14

A1 HIHZTE T U LD et 14

42 ESFRHEBI D IFERIEREE ¢ TRIE oo 15

43 EIRDETE D FERIERTE oot 16

A4 BB D ETHIERER oot 17

45 T FHETETR oo 17

4.5.1 T S DD TN .o 17

452 JaWE RS EEIRBIROTZD DA BT A2 e 18

453 IR ERIE DRI = 2 T 71 e 18

45.4 a1 OO 19

455 B ERBR L e 19

4.5.6 B Sl SRR 19

5 R O T oottt 20

51 IRPEIEHUER G RIIEIZ KT T D ERIRINI (o, 20

52 RHIABEERIE DI ADTEIT oo 20

53 EEFERIERIE DIEIL L Z DT oot 20

B Sl OO 22
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s —5

W HHE L TWRWEE (98) HHE L TWARWEE (H) ST

BPRS Brief Psychiatric Rating Scale 5 5 FE A E R B R, PSR 3K oD 365

P A STV D, 18 DIEIRIEHE
MBRY, FNE T B (1. 2L, 2.2
SHEERE, 3MERE, 4hRERE, SOHE, 6.
HEE, 7. EE) TRHET 5.

CGI-C Clinical Global Impression of Change  #t-& 2= FIE D X I 2 O P R B, &
B D b E B L E T 7 B TR
Bo AT DEWIE EHEAL,

CGI-S Clinical Global Impression of Severity & &2 FHE O MW BEE E O R R E, 1
W~ EORBEEE TO 7 BB CRME
Do AT DBEE EEIE,

CPMS Clozaril Patient Monitoring Service saF U NVBFE=LY TP —E R
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7aPEUNE, A A T F—t AL A J LT 4 A T y—<th) TARShEY
R VT RECRILEMTH B,

7P OFEIL, YRFUEMHFEEE LT T e err v U ETElD, 7R
NIRRT NL, T2 ) FTVERHIND ZEMEE A L, MERIVEDOTFMIER A FREL L
TEBADEYTH D, TD%, /a0 KRy D, R KEER 28k L7z 7 F
n7x /) RO XY R=ARAIH SNz, ~"aRY F—/WIARRHERIVERRIETH -
728, [ HEARA SR EIE I OBFEAL - BE B E L <, Dy ZARILEIC L 52 EMPRIED R 4
PO LTe, —HT, Zrirra~yr oW asEa Bt Lo BN wgRsn, 7=/F7
VURRBEORNEREEELY LEERE L, AR FERBICER LA I 7T I UBAI SR,
A I7T I VIR AERIVEICITE TH o720, S DWICE LIz, 4 I 77 I UEkD =8R%R1b
BINZOVTHIEL TV U ¥ —thid, ZOWEER EICBWT, YNV Y OTREEKER
9% 7 ¥ (8-Chloro-11-(4-methylpiperazin-1-yl)-5H-dibenzo[b,e][ 1,4]diazepine, Figure 1-1) %
A L7z,

Figure 1-1 JOYE OEER

/CH3

N

o,
0

WL, I OBICITES TH-72b DD, MAEMELZEWICKEL, L HEENK
REWERMZEE L 20 o7, 7 oW ECORKRADMELBERNL erTa~w o oonm Y
R—=/L TN AR D720, N0 2 ERPUFMHHE L W) OICx L7 v ¥ e 3 dfEiian
FEARIRIE & Sz,
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2 ARERERS RREICONT

2.1 EER PHEERUVEEH

TR IMERE A AR 1T, ML OFURBEFRERIC X 2180 CIE 20 R IBE RN NS © AU 7 W R
FEOFAERIE L, SEERNABRIDR A L ORWEA ORI L » THRHRE L2 LERFR TE A
W B OFEA RFE 2 0 ORTHANE O, TARIRPIIER A JE o LB L T3,
INETICSESEREENTINTEY, HEKMEOBHINHEE L TWHERET, SE&F
RYURRE Y, SESERBRGRET, FORME, FARERIEREShELOOFSRK
IRERE RN & EZHE L TRIGHER R OMARIEZ ER L EMEL, ISR B o8
BREE GO TERELZEERH D ),

RFW) 72 L UE % Table 2-1 (27,

Table2-1 ARIERERS RREOESE
R4 8 L 7= Bk 3
= i \
i 1t % I rp HEE
==X
SIS i #
BDC**? 2 g BUEZRL 600 mg 4 &t FER GAF™ 21.5< 60
Essock® 2 fl¥E e 1000 mg 6 3 S o I N
FUF 7R RS 2R LT
Kanc” 3 i 2 i 1000mg 63 Gepn AT
2.5 4ELL RS RER
A

ARG Y owis X %

g HERIZZ7 oL T o<V U HE 1 BRGRTHRTR

*b BDC : Broad defensible criteria

*c GAF #F% : Global Assessment of Functioning #F s, 60-51 sitx THEEEOMER (F : BAE AR T, SFE3E]
< E, FRHIRMERIEN D 5) Xidttan, BEMND D WVITFEROMREICK T A2 FEEOREE (F  AEndD
20, S FEoREE OB | ( IDSM-IVEMREOSEEZEOTE %) L0351 H)

INHOHRTARBNORGEF 2RI AL U CUE, ABIORKKRINE L L TOMENT (%
) ZBETDHE, MEMENRZEHIRRETUER S RREDO L ENZ YT LEX b,

KA O REEEHITE LTI, BRI THREBEEGUER G RIE L ISR & Lot 32
i SAVTWIRWZ D IERE/R T — ZITAFAE L 72\, 2005 4R 10 A FEh S a7 2 AR 5788 oo e 7R
AREE Y T, HOEFETOARBRERIL 198,900 A& ShTWns, NALOHE Vickh
X, WA KMEDABLEEF, MEESRZ S CEERIIMEA S RIEOR b L WEETH D
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Essock® DREVEICF YT HBFIT 9% L HEIN TS, 2O Enb, ENICBITAARK DN
L EEEITK 18,000 A L HERIE N 5,

2.2 AERENRYHERBEISHT HEAROTIK

AR DER KL OZWEED &0, TREIRTIMERE G JFTRIE XBE 7 O PR 3E Tl R E 7
REET, ZhFETlzzerTarvrronaXl R— Lk COERPIEMHREO KRERE, UF
T, FLTADPAKE, BIRLZEEOIHHEG R ESEIERBEIRALLNTEIZEOD, T
MBI RDOW L FERITES TR, FRES O 13T OITRICOWT THEUSHIREIC LI
EEWEF A RIEBE DN TR Y, FRESIBEA X v 713Z2 OIRFEE B FIEISEFIZ
TV, B AHITIHEKIE L WO REBARER, H5WFHREHREORIERICH 2N TWN D,
TEETHEBENPREL2GHEZHE LN OE0A 9 UTHZ TV HIREIRIUER A FRIE SRS 5% <
FHET D, | EHELTWD,

ARFNDS 1989 FITIRFEIEPUER S RTVEDIRFEE L LTT AV, 4 F ) AFETEKRBI N, L
e, VANY Ny, 700 EOIFERFUSHIRIE L LTI I08% L TE2EANZ >N
T b IBRIEFIMER O e ~ O BRI 2B THREF S =28, Zh b o FANIATR D BDC? 0
L9 RIERe e W IS N T A B E T H A RE DR R E R L ™ L0, Essock ¥
R Kane 2 72 £ D XV i LV BIEEICEEN T 5 BE ST 2RI A T+ TH o120, ok
N, TREIRHUMERE A JGRAE DB, FRICRE LW R EIC %Y 95, KV HIEDBEITEZNT
LIEFIKIIBEE TO L Z ARFILUSMIAFIE LR 0,

ENICENTIE, Ok RBEOLTEEOHBIEELZED Z L7 <, HERFVEDIEIR
D+ 70t E E HTICRBIOABRANIBRBEOME D IR L R SN TWnW5bH, F£72, 2002 FI2F
D LN AR REFRSEESTRBMEESSWRES (5% OB REBIEEEALERIC OV
T) TiX, TABREREERNS, Hubfrd - ER - @2 hos Licd b H~0lis#t) % 5EA K
0EZEZFTE LTS ESERBERMMRPIRE SN TEY, HHERORENRO LTS, T
NHDZEND, RANTSHOBIHERICB W TRERER EEZ2 5 d,

2.3 AFIDABEEDRESR T

Z ZHE THA O U AR S AR O THEGR &, NIV T b REA JSHHE O M iaiR I
FATRE 72 SRANIRCK L IRIERE E 7> TE TV D, L Ll s, AFlZFEHTERVWENOE
RiZoNT, Ml ' 1T A LTREORMORBITIEMEECH Y, BWRER, FHIRRICH
FTHUE, SROBTOIRBENRFREIC/2 D, ABEL TH I < HHIM TR LS 2 RHRIZK TV D,
ZITH 30%RIEZ T ICIBRITS LIRWERIR H Y 5 5 L, BUIRIEREWEA 2808 L7,
WHp HIREIERPUEDIEF ALV, 25 LIZBURO T, clozapine IXIENT-EHZREEL 9
B, | LWELTEY, £, AEE P13 Tclozapine [FBETH 2%, ARG SZYRICE
NLME—DPUEHIFRE TH Y, FTETEORLEMEPRIGEFH SN TE TS, | EHELTW
Do
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WM IO TIE, EBERSHEE D == PR Y R OT Rk D o7
R LNEORERFEIRTET LT Y XA, T A Y DIEMEZSBEEOHMFZERBICL DA KT 4
219 BBV NICE OfNE 7 72 Y, 2 OBET AT ZLRTA T4 HITBNT, HE
BIFUREHPE OB % b, AFITIBFIESER & RTEOIERIEKE L L TE OB S TW
%o ENIZEWTIE, 2001 FICERSNEZFEDS " ORAKIET LY ZATBNT, (&
Moy —RFo7 1LY ANFU ALY Ry, 7 0Pey, 72F7Ey, SuAbvor %
HBRPUR L LTS, BEERPMED Y Y — ROT7 AT ) XA TIE, FTRBOMH, Fokias3E
DLAELE, PURBARREE ORI 28R & LT\ D2, KETIL clozapine 7355 — SR 3E
THHHLDODHARTIIRTITHDOBROKMN 2] LR BNA TS,

ZDO XD, HHOIEERE RGN I A B R ORI SOG L 722\ SUTBEAFIR R ST it
BUARROBENFEL, ENIZBWTH A RIUEHHRERRS EENTWDL 2 EnD, 2H
Kb EEFEAE A SOy P THEROIF L A L OEOERBEICANT, K% OBRRA
L 725 T % clozapine 728, DREOHIGIZRNEWNIDIEFESI LTHEMN LW ! BARDERE
ERERZENEZIT TNDLEEDLIDE2G52] LFxTkY, [LZEE, EAEFBRESLIC
clozapine fRZARAEIZ BRI D 2 BEEZ S EH XML TVDH | EEL TS,

LUk, #ARIRIEDOEDIGRIZIBN T, RANIEEAFOFUREHF I SOSMER B SUXMA MR B
T DIRRARTUER G RIE ISR T 2 BB & L ThriEfh i o, ROl E AN E EN
Tb\%) 20,21) 3
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3.1 p L) bl Y- L

ok 1 e xomoncEnsn, wexmEoBEC s TES 2 LB
CERNT, FORE, PUEMIRE L LT 1969 4FIC A=A MU T TRACARZEE L, 1975 £
ETIERAY, 74007 VEOZOETERR SN, £/, TAUH, AFXFIVA, 7I70R
B FEETHEERS S S,

LosL7ede, 1975 F 1 AIARENZ7 4 7 FiBWT, 385E% 6 » AR r5RH
o £93,000 A) T8HDETHI#FIr 6 4 TOBBREEOREFPRESNZI NG, FH
P bz X A ERERHIE OB L OF Ok 2 mE 2 h[5.3.6-12], #HREEICIBWTAE O — B
B e 45 Lb S B 38 AR O i A3 T Aoz

FOt%, BEICAEAZAGRE L TWEETHE, SREBE A MANIZEOSE R BRI EE R R o BE
CIRET ALY, Al BOMEREOEAZHET S, BLUWER T CRR OB EHE
=i,

AXYART AV HEORFZREBR CHSZETH, BEOTRMEE TR RS
RE IR A E R HECBRENRRE SN T AL S22, FROEDABECER Sh
BHBXH ot FRAERBEL, ARREIZL > THRET A EERBIER TR R MNHIZES
BENOHAEBEREFECEL, FOREATY, RPHRERREOEEZBNE LEEE=%1 >
7 (EHIRY 7 B ERE R O P ERB O JIAE L XPIE) A AT A Z L ChRA A Eec AT A FE
WRET S, FORER, RIETH, EWEHREICLSAETEHEDL, 1975F07 47 FTOHE
Al (K1 027% : %9 3,000 BF 8 &) (b, T AU AT 001%, A F U ATIE0008% & {EVE S
7 72[5.3.6-15],

PLEDZ &, FRREDY A7 « <R T7 ¢ v FRBERFEN, JRBRE S A
REMIMEERBROBFIZREL, Wt =% ) v 7aFl LERedRE>EETH 2L ThK
AREIZLAHARRT ¢y MI U A7 & EED LSz, ZhickkSE, TADH, AXD R
T 1989 FIIHFEIND 2 Y, HESIZBWTEAITHR SO L O E TaRE RS EFRE
DIFHRFEL LTHGR - Resh T 5,

3.2 ERTORSER

Brcit, 212 - vy —ikownzEa L2t = TR
ity 10k o ¢ 1z o mrsmsmE s s00 20 Lo 2 g 2 L
ke e Emnman, Lo Lans, A CREREESBE SN b,
I - iR O B R R AL T, PR AR L,

208, WA AR OISR & R TE T A B HES B A K50, miEE
=Y SR EOEEHEOENT Lo TRMOBEMAER SN, TR X0, AROERE
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PEEEE SN 286, BERFARECRE - ZEHENE OBWERICIGZ S0, U A —
HAERNEGFLEZAL R i B A4 R 7507 4 A Ty —<it) OHEREATHS
P FEREASE (B T 0 R Ty —vikAath, D, REE) 2, #HilFAlos
PR G RREZ AR L UMM 3 2 Fhii L7,

mamagicm Ll gt eso, E e i srnc. gRsR e onme
BWCE I HBERBZEMT2 2L thorin, —BRARBFEZRY T CHEAEHRHE
LCW5A, Zok, BEEEHMERICS 7~ -~ TiE, RORERFIBWTEEY R LV ZHELA
FSHREZEE L, 25610, RECETAERNCEW TIERIE TSR RO 2 I TS h 2
BATHE R IEEOREFHENNE 5130, FEEORGEICE UGS R OEE RSB S hi i
W, TNOOEEEZED CEREER LA L,

321  RNICEY IBROER
AROMEICETHERNCEALTIE, INETICAL R /0T 4 2 77— B EEL
TWie7—=7% CTD TOWFEERMICELDE L, ENTIE FAHICEAT D EH OB K
v ropits o r o e (el ro =

3.22 REKICHTIFAROEN

WA 2 3 Y ORI R S R IR RBRR , BIERBR E B I3 L A LR GLP
TEBSNE, 0, BNCET D REERS, ERRROE CEARRL A TR, EY
R O T T - SRR TR AR N BRI B & AR & IR, BHEMBROE T
GLP {2 TSN L 7 AL BB % 1 fRIT 2L 2 iE L,

SEBBORR Tl RO R EALE 2, RITOARKLE TS L~
REL TICE S IR R S ARONESl s I IRGENRE TF FENSSY EE |
AcicsiUisitmagnsse e U, —gc 1ees oz

(R ST 4 A 77 —eit) (0TI S N AR 2 T T R R TR L

S EETER T, 1'$.H FOZETAVD - F R B AT 0 A Ty
TG A P NBERH E  OVARRTI  0 EEEERHE (R L 7.

Bl LSS BTt EE s EE RN s DI
GLP TEMESN T\, F Pk (AL ARTGT AV A, B AT 42 Ty—=~it) |
SRNNT A Tyr=vit (A4 A, TAVAZKRUPEAR) , "7 4N DTh—FE7—

(02 o y-Fik (A4 ©1JEn ro oe FosmimsnsnmEg s
M, FARGEIERS, ARRETERS, (KIFERS PUTIERS, R OERWEORER
BHEAERE, ERENERMBILCC R RRERIE LR LT, s ozes o
& v
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3.23 BKICHYTSREROER

AHN B EERACR ST A Z R0 S THRIEMCHES S, Fn, AR OR S
MECET AIEMS SNSRI, ZNoRERATEA LM L2 basn, BN TIHEEAL X
b L7259 1B R L b o in,

3.2.3.1 M I BEER/EA 01 KRR

IEFEEPME RS RERE 2 Mot =% U v 7 2 AR A FRIHIE 1T AR (AR ol
RE (BBEED  FAE 12 AERET S IESE, R, 15 15.¢IH~E
i.ﬁ, WEREE 11 4) [5352-5]%E Lz, FORE, FAlOZe & Fotks R s h
s, RIS EFIERE O£ AR AR T A BB o HENERE G GCP M A X
AEEFEABOERIIEECH 5 —F, EEBERE 3 R ATaE 2 KRS TR RSV E
RRERE IR CE AW Lvn, AR TRICERORTEE Bl LA,

b, BN RABIIBMUEERED S b, ERSSEL, FAOHRREZBHELE 4
4, WONZTERIZIEZBI L2 - 7R EARARIOR S RAIR & Sz 1 A0 5 AstL,
FA ORI SUIEBRAMR L 2T o2, £/, BERTALE0, ZhL0BRECI L CESRE
BB & ki L7,

3.23.2 ABEBER

BH 76 I ASHI O R R T4 o 2 PR S BRI M - BRI R BB S b h
A B KX
weimn e mwarsE]s PR 2 e mosnss
B L /o, TAERAEE T,
.-
- - - CERHESI L AT e HEEHOGR
MaEET oL, b areattimrgsrEsssoc wiomras [Nz
B - cattmERoRRICES BV TERT S L Shi, £, TORREELCE
B DR 12 i 2 BLARAY A0 T R VEREIR IR AR 0 1A AT, TICHRECR SR U BRER BB &
i L, ZAMREHRSERNTLERMETHS - L s s uERH 5 LiEshs, IR
I
.

soi, mmgorettmEgc o0 e rionmnn @re . mrarsl] s
el o, memmrrossrihc Raasv oo, [
Bl 57 C TR BBECEBRRTE RV Sht, OB, BRI R ENER C O %
G TR % T L, RSP & R TR T 2 20 B TR e T & L &
o, TOREDIZEMET =% U 727 AORGMH L THRE T o et mlcR o Fh Trett 2
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EDIER, ZEHATHRHTLZ EEERTL L LB, TREBICBWTFAl 2 TR #ER T
THZEDHETE AT ENHRRAME TR CHAGEREET S TH o & i,

3.2.3.3 HRUE I ERER./ENA 1201 B

A RICE-SXEN 1201 #8 (GEIEFER S RFERE 2 A3 A/ % 26 MRS L,
PRI NP SN R S el B ERSt B FNE
FH 30 £) [53522]&FE L, EAOMET =) O EAEED, MIEFHHRERE
AEPEMT AL L L LI, BEGRIOG U R F I E L OIREO PR EER SR E L,
E Bz, HEREMERBEACDEFMEL BRI AT S L ORET A2 Y, IREICE T
A& MR R OB A BB ER TR VAT,

FOREER, AR L TIE, EZEFWIE B T& 5 Brief Psychiatric Rating Scale (BPRS) D&
A o T AR AN S CREFHER S THEC D L, SEA (BPRS GEA 274 20%
PL R Uiz 20080 & FR) 0BG IERGHERBREIT 40.9% (9/22) , MEMHERRET
100% (8/8) THh-ovz, £z, FEFEMFRHREZT ARG RRETH 20 A9 74 12eEH
m L,

R LT, gk & U ORI ERES 1 A1, B ERRE D IE SULLF RIS 5
BICERD LN, MFT=F) 7oA M XA RBBERICL VERICHLTE, HIREIZ
B AERARER2ZEMRERLFEELELLERZL, B, REShAEERSITESTHRE
ENTWABEMOAEFETHY, M TEEERTER V20, BEEE ORI T
Fhva, AT L < A SN B EFEOAFCERNA TEWITA bR o iz,

3.23.4 RBHHEEUSE I HBRKRBROREIZDOINT

EM 1201 BBROER:L, P EbREMESRPRECB T MEE =% 727
LOFHEEHEEC S EBARLRLEERERARE LGB 0N, F/2, BHEEER
HE-ARERE LG EEA N, F20, BHE IERBESER T LERE CEH 724, E
PN O1201 3B (BEBREH 30 A) OETICH 2FEE2ELTEY, S50£&%, Sk TOHER
BOERIIIRESRMBEC D EFEZ DN, ARl ORI A EIE UEA S E SR 5
Dk LEEEARE LT ABEFAKCEMOEE P R 500, FElo#ERERER
PR KRS & v o T YR BRE R HRF I S T 5 EREEEICIRET A 2 L2 5L UTAGE
HiEs 22k & Lin, Z0BE, BRORBMEHRRE COEBICRENRE DL Z 2100058, ik
CBWTHERENICHBRFT A Z S bAREE B A, BENARIC XAEEEZT O AR A RIS
s s s saErans s oumes, s s reme o

LA LA 0, AR OFEEYR L OBEICBN T, FAlzREIICEARET D ZEEE L
WEENTE L OO, AFORGEICIZLEETREERTE OEBRREESRCOWT LY 2 OEREE T
Bt - R L TEBHERLD L AN, HEBRETOEZ AR EAN T A BEROBMERIETY
FHEFERATE AFREE LHATICERET S Z ESNE L Shin,
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Zih, HMEHER TOLERZHERTREL A KR S L, miEEERERSE BV TRE
ENLHEUAANSICETAMESE0OTEZZI N, £, BABICBE LS T ARG
(BRAERE) LHEEL BT, BRI CLARAZERRLELZ 2 e, =
DR ERTREmENERE 2 S0 TF IR (BN 1301 35 2FM L, ZoREEZBmL
THEARHFTLHIZ & & Lo, ZARXOVFRO EHARBET D Z &0 555, T L THA|
O THIRTE OE MR R R OO IEE AHEERICE T2 H5t e S 6iciEs, FAOMREIZBNT
BEDPRBER AR 2R TEA L 2R L TR 2L CREVEMOEAICNA LN EEL,

3235 FEINHERERBEA 1301 BB

EW 1301 8 (JARIRPER S RERE 2 g ir ARl 21k 5 U, 22tk & FiaE 4 ihd
s, gapaise, aexmn xe = mmrs | wersme
A, BB E N 43 &) [53.52-1%FEM Li-, AREE T, 1201 3B THEBE L /2mikE =
FU AT DETRE~OBACMT T L, K R7 LBRHREC BT HE AR
BETHDZ 2L, ¥, InFEToORBRERERBRHAOM, &Rk E EERRER G
BHREESS, Fim e mED M AT, A4 OB EMSR R ORSMEEATRCET 52505 EifETE
trb L, EBIZ, BEB7HA iz onTEEEREHREL, HEFSIZL - TEREhE
HERERIREED, E=FC L 55HESE 0FBM 4 B8 Uil ik & ool k%
HWTHZMEA RREt - #38 L=,

FORFE, BPRS Gt A a7 3R ERIR THEICHE D L, H#ABIZ L5 Clinical Global
Impression of Change (CGI-C) kil (24 MRE&RE)  RUOE=F0KHHEIZ LS 74 EHE
T @ Clinical Global Impression of Severity (CGI-S) il (14 4 To 12 BAEHKE) TH, FAO
BEPERFEEEA, £, BN 1201 RBOREICE D EHRTE LZBRERRE - HEr248 T
HAHZE LR SN,

ZEetEicBE LT, 24 AER SRS COMmIc BT, fmENNEE CEFRIERED 1 A I0 3R
L7z7%, FAOHEIZE SO THHEERE IR HE~BREE SN, RERE S OEEIZ L -

CHEYNCER - AE XN, SBREFIZEE LE, FotfomiEEEcS L L, EHEER TR E
L7=%& T ARG L BERRERE L TS SN TE Y, BHENERIZB DT L REIHR
&@i?l?* J:OTZIKﬁIJODé:iTiﬁE{%% XS TEAZ LAMIREINE, ZoZ kb, BmELE
MFEE=F V) PR T Ll b L ZethfERf L, TiRE BT L REmEHRERE 2 510
NOERREICHET 5 &EF2 o/, $, BELEAEESIEATLRESh TW AR
BEFRSTHY, AEFEORFIBIALNRD 5T,

ok, FARE OGRS I AR OAGERS £ TS L, ARGEEUE LI & 8LE IR o1 BRAR R
WAL TRk T A,
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3.23.6 #ERE - BUBSREREA 1202 - 1203 K&

TEBEPTHER G R DWW TII ML IR EEDS RN 2 L he s, BRI R UOFEE L OEE
A, EHN 1201 B THES D o R A R IR SR (EW 1202 #EG
LE R B GRS CTGNEUGESSCGERRE et B Gl BN
o194 FENTHSEEMAMA 1 £ &2 &Te) ) [53.523]1%FEM Lz, F7-, BN 01 3ERE 2 AH O
GRS BAMEME 22, ZoRACBW THAARE AR ET ThHomBHIZONTDH
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O EEHHEER A MEITER TEDLLEEZ LN, HHEEOIEEH G +FICHRETEDL LB X
7o
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PLEX Y, BEEHRE L TUIARAO B YN E BRI ERIE SIS AR CThH D Z E PR TE D&
FHEBIIRE SN TWD b0, [EEIC EfT 5 2 & TReEMMER IR K& OV E 5 HHEER o & 2n1E
JERFREE B 2T, 2D LT, K0 ZZL OMMERPE CARZ Z 2 TE 5 X9 ks
YRR ZMRET L C, ARIZ LR CEDEREBRE AN LN 6, KAA46HTeekeE
PR A R 2 [T S T MERH D EE 2T,

ZOL I RRPUCIESE, RFNO R B2 LR A B KRS ) K L EEEA R L
TV EHEMEROELE 20 82 B0, MEFRIERAE |26 7T HE 72 B R HE B A A O 2[R
ELT, NEEIEPIMERA RIE] 2206 - 2R e U ORRBHFFEELITO 2 &I L,
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1) JURENE, RRE, &, 10E flB, St BUZ, e BEZ, B RS, . TeRERbTE
GYGR D FERE L WA IS e, RS - MR AT R e Ry
FIROFRE, 1M - VB T = a BT D RIS E. 1998, 97-104.
(5.4-1)

2) Juarez-Reyes MG, Shumway M, Battle C, Bacchetti P, Hansen MS, Hargreaves WA. Effect of
stringent criteria on eligibility for clozapine among public mental health clients. Psychiatry Serv.
1995; 46: 801-6. (5.4-2)

3) Essock SM, Hargreaves WA, Dohm FA, Goethe J, Carver L, Hipshman L. Clozapine eligibility
among state hospital patients. Schizophrenia Bull. 1996; 22: 15-25. (5.4-3)

4) Kane J, Honigfeld G, Singer J, Meltzer H ;the Clozaril Collaborative Study Group. Clozapine for
the treatment resistant schizophrenia. Arch Gen Psychiatry. 1988; 45: 789-96. (5.4-4)

5) JEAETHEE REE e B « Pk 17 4 B HEOBDI (2) Gnkil. (5.4-5)

6) FatE . fPkO BARIZEIT S clozapine DG XHHUIT DN T, B REFHIEHL 2003; 6: 55-64.

7) Bondolfi G, Dufour H, Patris M, May JP, Billeter U, Eap CB, et al. Risperidone versus clozapine
in treatment-resistant chronic schizophrenia: A randomized double-blind study. Am J Psychiatry.
1998; 155: 499-504. (5.4-6)

8) Tollefson GD, Birkett MA, Kiesler GM, Wood AJ ;The Lilly Resistant Schizophrenia Study
Group. Double-blind comparison of olanzapine versus clozapine in schizophrenic patients
clinically eligible for treatment with clozapine. Biol Psychiatry. 2001; 49: 52-63. (5.4-7)

9) Conley RR, Tamminga CA, Bartko JJ, Richardson C, Peszke M, Lingle J, et al. Olanzapine
compared with chlorpromazine in treatment-resistant schizophrenia. Am J Psychiatry. 1998; 155:
914-20. (5.4-8)

10) Wirshing DA, Marshall BD Jr, Green MF, Mintz J, Marder SR, Wirshing WC. Risperidone in
treatment-refractory schizophrenia. Am J Psychiatry. 1999; 156: 1374-79. (5.4-9)

11) FHIRYGHE. Clozapine D ERIKAYA 2. BRAFEHHEEFL 2003; 6: 21-30.

12) AL EAMZI T D clozapine DREIEHE=2 U 7V 27 I BRAFEHIER. 2003;
6: 45-53.

13) Zarate CA Jr. Schizophrenia. In: Fawcett J, Stein DJ, Jobson KO, editors. Text book of treatment
algorithms in psychoparmacology. West Sussex: John Wiley & Sons. 1999; 67-85. (5.4-10)

14) Osser DN, Zarate CA Jr. Consultant for the pharmacotherapy of schizophrenia. Psychiatr. Ann.
1999; 29: 252-69. (5.4-11)
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15) Miller AL, Chiles JA, Chiles JK, Crismon ML, Rush AJ, Shon SP. The Texas medication
algorithm project (TMAP) schizophrenia algorithms. J Clin Psychiatry. 1999; 60: 649-57. (5.4-
12)

16) Treatment of schizophrenia 1999. The expert consensus guidelines series [editorial]. J Clin
Psychiatry. 1999; 60 suppl 11: 3-80. (5.4-13)

17) National Institute for Clincial Excellence: Guidance on the use of newer (atypical) antipsychotic
drugs for the treatment of schizophrenia. NICE Technology Appraisal Guidance No. 43. 2002;
June. (5.4-14)

18) g T, VoRk JElR. 1B 205 OS5 B BEY @RI T L T U X AL IO
2001; 23, 789-92. (5.4-15)

19) /NEATEZE. 10 4ERTO Time 55D E U & clozapine ~D AT, B #REEFE. 2003; 6: 69-71.

20) BADIAL 1995, 11 HE5 KT 12 H5,1996; 1 H5. (5.4-62)

21) FHEYEFR. OMRENCIIT S clozapine DB DR, FEAFEFIZEEE. 2005; 8: 104-10. (5.4-
63)

22) ok, ¥z AE, &g el M. ZEEMRIEIZ XD Clozapine DG EIHIZ T D
HRE. FEE S 1973; 15: 269-84. (5.4-16)

23) IR W, =i EHI, B B, . “EEMRIEICL D clozapine & haloperidol ¥
PR 2T 5 ) D s, BRIAREHM. 1974; 2: 169-206. (5.4-17)

24) Yojg WRIRER, AR 21T, AR HFF, fl. BrkEsE W 801 (Clozapine ) B IATAER
— Kty SR AR A s & LT — B3R & R, 1972; 21: 743-59. (5.4-18)

25) P BEtf, BRI BB, FAH JE, M. Clozapine OFGRIEEFAOMGT. Bk & HFR. 1972;
21:763-75. (5.4-19)

26) AH &, IUA B, BIZE £, fh. Phenothiazine FHE{R & DEHHEIZ LD W-801 D IAM:
FEFR 3 2 (209 2 BRIRTEER. AT & BRIR. 1972; 21: 777-84. (5.4-20)

27) B M S, W 5EE, PR BTLO RS W 801 (Clozapine) i i
B, Bk & ERER. 1972; 21: 1339-47. (5.4-21)

28) FTE R, BEER B —, R BUZ. Clozapine OffE RER— £ & L CTEBMESZEFHOE
2 — 3R & BRIR. 1972; 21: 1349-56. (5.4-22)

29) JEH SEZRE, AR R, FreE kg, M REMREMEEC R S W- 801 ORISR, B
L FRIR. 1972; 21: 1358-79. (5.4-23)

30) fEdk i, EmE B BB W-801 (Clozapine) DRGEIRAURRGT. Hrdk & BELE. 1973; 22: 425-40.
(5.4-24)

31) W IE, dbAr BEoE, B 3, . BT LD AR FREE Clozapine OOAFH43 205 1264 2 4l
FARRER. Frdk L ERIR. 1970; 19: 1493-501. (5.4-25)
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32) HOAE, @A 9h, HE E— HBaEFE I T4 Clozapine(W-801)D EHT 51200 T
PP L HEE 1971 8: 2787-95. (5.4-26)

33) L Bik, AR B, Bl —2&, fh. Clozapine (2 X AL RED VG, #HE L EE.
1972;21: 1383-91. (5.4-27)

34) i Bth, Bk —Z&, WEF RS, il wEHoRFS JOBREEIC ST S clozapine L
Al OREIR{ FHARS:. BE0E L ERIR. 1973, 7: 3736-42. (5.4-28)

NN CUUET T WUty EaRd B K ENED

390 e rs I =2 7l =) s e c450

37) Azorin JM, Spiegel R, Remington G, et al. A double-blind comparative study of clozapine and
risperidone in the management of severe chronic schizophrenia. Am I Psychiatry. 2001; 158:
1305-13. (5.4-32)

38) Tollefson GD, Birkett MA, Kiesler GM, et al. Double-blind comparison of olanzapine versus
clozapine in schizophrenic patients clinically eligible for treatment with clozapine. Biological

Psychiarty. 2001; 49: 52-63. (5.4-33)
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1 HEICEITHERARRSE
2008 10 BHEAE, FRNZT A VA, AFU A, AL AREHR 7T yETHEE SN TS, £
HEE TOAGENMIZ, Table 1-1 © LY THAH, i, FOMTOREEH % Table 1-2 17787,

Table 11

FRETORIRN

Eh

o

KFEEAH

ZheEe - R

TAVD

= Al

198949 A 26 H

) -

100 mg

ERIETER G ARE, Y
REPEICHE D B RATBINE

AFU A

= Al

19894 12 B 22 H

) -

25,

100 mg

BRI A AR, 3
F i W LRI D R
g

LAy 7 A

19914 6 A 20 H

#EH -

25,

100 mg

IR G AT, S —
2 PRI D R TRARR DD
i

b

LR 7 A

19734212 B 15 H

) -

25,

50, 100 mg

TR G ERE,
&2 LRI RE D RRTRIER 7
i

A m—F

LR 7 A

19804 3 A 17 H

) -

25,

100 mg

IR G AT, S —
2 PRI D R TRARR DD
i

AL A

LR 7 A

1972411 A2 H

) -

25,

100 mg

TR G ERE,
&2 LRI RE D RRTRIER 7
W, MEKRFEICH D B
TTEINH

A=A RTYT

= Al

1992 4£ 12 B 23 H

) -

25,

100 mg

R IR & AR

Pl

= Al

19914 3 A 15 H

) -

25,

100 mg

R IR & AR

A2 B YT

LR 7 A

196942 10 B 24 H

) -

25,

100 mg

BRI A AR, 3
F i W LRI D R
g

T AV, AL ABETERBENRTWAREERFEICHES BHE

ITEINEIOBREIC R LT, EU &

@icst LT o s ioseem o mara s Ui, R Uz aER TR 44

ngamRezy o e o mmeEere T BusBOR

SRR TN = F Y

RITH S FMEROWEODRICE L THE, 7A V202 0OMONE TEREE - KRS T

b\fil/‘o

AZEEO B, TAUA, BFE, AFTARUVS—A 7 U7 T, EMETGEE OB -
B, miERARRAsETERT AMEE =% 70 AF A (Clozaril Patient Monitoring
Service : CPMS) ZSEA XT3,



Novartis Confidential
CTD16 MNEIZE T 5ERRREFICET LEH

Page 4
LEX123/4 a1 L&

7ok, BHHELOWEETEH CPMS MAEASI, [ERi R OHEE OB « EENTHONTWDNR, %
BRMIRE=4% 1 713 FE S TR,

Table 1-2 ZTODOETHRERIKR
=4 WoEs AREA R A - G
TAAT VKR VAR Y 7 A 19934£4 A 1 H FEH - 25 mg, 100 mg
TANT R LARFR Y 7 A 199245 A 14 H BEAI - 25, 100 mg
TENLANAL Dy VAR Y 7 A 2004 4£ 12 A 23 A BEAI - 25, 100 mg
777 R EE VAR Y 7 A 2008 46 A 16 H BEH - 25, 100 mg
TN F LRy 7 A 197443 H 27 H BEAI - 25, 100 mg
TR LR 7 A 2000 %- 6 A 23 H BEAI - 25, 100 mg
FNNR=T VARFRy 7 A 200041 A 20 H BEAI - 25, 100 mg
AxZAY VAR Y 7 A 200444 H 5 A BEAI - 25, 100 mg
A ATTIL LIRFR w7 A 199044 H 15 H FEH - 25, 100 mg
AXVT LRy 7 A 199543 H 7 H FE# - 25, 100 mg
A7 LARR Y 7 A 1999 43 A 24 H FEH - 25, 100 mg
AR LRy 7 A 199543 7 H FEF - 25, 100 mg
A FRVT LARR Yy 7 A 19734610 A 15 H BEA - 25, 100 mg
v IAF VR I A 199346 H 24 H BEFI - 25, 100 mg
YRR AN LIRFR w7 A 2007 4F 11 A 27 H B2 - 25, 100 mg
INT 7 A LARR Y 7 A 199445 A 5 H FEA - 25, 100 mg
=77 K LRy 7 A 199347 H 22 H BEA - 25, 100 mg
=7 b LRR w7 A 199544 H 4 A BEA - 25, 100 mg
TAN=T LARFRy 7 A 199344 H 26 H BEAI - 25, 100 mg
TN KL LRy 7 A 1997 4510 A 22 H BEAI - 25, 100 mg
FT K VIRE 7 A 198841 4 13 H BEAl - 25, 100 mg
HWT AL LARR Y 7 A 200341 A 31 H BEAI + 25, 100 mg
] VARFR 7 A 199545 H 4 A BEAI + 25, 100 mg
X7 VARFR 7 A 19924210 A 15 A FEAI - 25, 100 mg
FaTV— LARR Y 7 A 2000 453 A 21 H FEA - 25, 100 mg
XY T LRy 7 A 1989 4£ 1 /1 20 H FEF - 25, 100 mg
TTT=T LARR Y 7 A 19924-8 H 21 H BEAI - 25, 100 mg
77 x— | VAR 7 A 199542 H 1 H SiEA - 25, 100 mg
TNLT LRy 7 A 2003 4-8 H 22 H FEH - 25, 100 mg
VA=V e LARR Y 7 A 1994 4E 12 A 16 A FEA - 25, 100 mg
=7 LRy 7 A 1996 4£3 A 13 H BEA - 25, 100 mg
AKX YT LARRY 7 A 199949 H 21 A BEAI - 25, 100 mg
oL ET VARFR 7 A 197346 A 15 H FEAI - 25, 100 mg
b TIET VAR Y 7 A 2002 5= 4 J 29 H FEH - 25, 100 mg
D= AH LARRy 7 A 1999 4F 11 A 24 A FEA - 25, 100 mg
PN VARFR 7 A 199943 A 15 H BEH - 25, 100 mg
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=4 WoEs AREA R A - G

VU HR—IV VARFRy 7 A 1992 411 A 6 H BEAI - 25, 100 mg
A=K LARR Y 7 A 2006 48 A 2 H FEH - 25, 100 mg
A~ LARER Y 7 A 199347 H 8 A BEA - 25, 100 mg
A VT A F7 EFTE VRFR A 2005 %2 H 26 H FEH - 25, 100 mg
Z 1 8% 7 A E LRR Y 7 A 19734£ 12 A 31 H FEH - 25, 100 mg
2R =F LIRE v 7 A 199345 7 H BEAI - 25, 100 mg
EAET LARR Y 7 A 199249 A 11 H FEH - 25, 100 mg
2 A 7a# v 199543 H24 H BEAI + 25, 100 mg
B LRA Y 7 A 1991 454 A 10 H FEH - 25, 100 mg
F = a HFE VARFR 7 A 1974 451 A 29 H FEAI - 25, 100 mg
F =TT LARR Y 7 A 2006 44 A 27 H FEA - 25, 100 mg
F VARF 7 A 1991 48 A 26 H BEH - 25, 100 mg
Tow—7 VARFR 7 A 19824E 12 A 31 H BEH - 25, 100 mg
K = E LARFRy 7 A 200041 A 28 H BEAI - 25, 100 mg
Ry =& — ko fo e VINE w7 A 2006 “£ 8 H 11 H BE - 25, 100 mg
= LARR Y 7 A 1997 47 A 29 H FEA - 25, 100 mg
FTAT=VT VAR Y 7 A 1995412 A 15 A BEAI - 25, 100 mg
=hIFTT LARFRy 7 A 2000 45 A 23 H BEAI - 25, 100 mg
=a—=U—J K VAR Y 7 A 199342 A 4 H FEH - 25, 100 mg
Sy =— VIRF 7 A 19904 11 H 9 B BEAl - 25, 100 mg
SNe—— LARR Y 7 A 2004 49 A 27 H FEA - 25, 100 mg
PRERHE 7a# v 19944211 A 14 A BEAI + 25, 100 mg
NI LRR Y 7 A 200047 H 20 H FEH - 25, 100 mg
XL AFF VARFR 7 A 1995412 A 11 H BEAI - 25, 100 mg
NI — LARRy 7 A 197441 A 1 H FEA - 25, 100 mg
740 LR 7 A 197542 4 15 A BEA - 25, 100 mg
T4 TUR LARFRy 7 A 1990 412 A 12 H BEAI - 25, 100 mg
7N LIRF 7 A 199043 H 15 H BEAI - 25, 100 mg
TIHVT VR T A 197546 H 6 H BEAI + 25, 100 mg
S NARS LARR Y 7 A 200047 A 13 H BEF - 25 mg

NARATT VARFR 7 A 197545 H5 A BEAI + 25, 100 mg
RF— LARRY 7 A 197543 H24 H BEAI - 25, 100 mg
A L— VAR Y 7 A 1998 45 H 12 H FEH - 25, 100 mg
AL — LARR Y 7 A 199445 12 A 9 H FEA - 25, 100 mg
A—=F K VARFR 7 A 199342 A 15 H BEH - 25, 100 mg
RA=ZT~LY =) VAR Y 7 A 1999429 H 29 H BEAI - 25, 100 mg
RN LIRF 7 A 1974 4-8 H 9 H BEAI - 25, 100 mg
B VARFR 7 A 197346 A 15 H FEAI - 25, 100 mg
KoY T A LARR Y 7 A 200045 A 8 H FEA - 25, 100 mg
<~/ R=7 LIRF v 7 A 2001 45 H 25 A BEA - 25, 100 mg
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E4 W 584, AREA R A - G
~ LA VARFRy 7 A 2006 4= 8 A 10 H FEAI - 25, 100 mg
<L =7 VA= % 1993 4£ 12 A 27 H BEAI - 25, 100 mg
7 7V B 3FnE LRy I A 1974411 H 18 A BEAI - 25, 100 mg
AF¥a LARFRy 7 A 199441 H 26 H BEAI - 25, 100 mg
FLRA VAR 7 A 2003412 A1 H SiEAl - 25, 100 mg
ANHE VAR Y 7 A 1994 4F 12 A 28 H FEH - 25, 100 mg
7 hrET LARR Y 7 A 1993 4E 12 4 20 A FEA - 25, 100 mg
V7 =7 LRy 7 A 199443 A 31 A BEA - 25, 100 mg
N—=7 VRFR 7 A 199449 A 2 H FEH - 25, 100 mg
NIRRT N VR T A 1995459 H 27 H BEAI + 25, 50, 100 mg
LN v LARR Y 7 A 1996 4= 6 A 19 H FEA - 25, 100 mg
=R VAR Y 7 A 197543 H24 H BEAI + 25, 100 mg

* . SEICKVERREA ARRR > TWEEAIE, BWEHIH 28 LT,
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AL A S RANT A Ty =i O T — % > — + [Company Core Data sheet (CCDS) /
Basic Prescribing Information, 2(. == I AeZaT] OB L Table 2-1 (2, 7 AU A OHRMLE
(2008 48 3 A CLET) OMIGIE Table 22 |RT &30 TH 5,

Table 21 CCDS MOitmg
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Table 2-2 7 A ) h OFHRMAXEDOHEE
54 Clozaril
AR - A HEA - 25 mg, 100 mg

ARIERERES KRTE

T - R

e YT (Fa ey (TR R BURRR I U CRUE L2 WEE O RS R IE A
BGIEICRFD, AHIOM I L - T, MERERECRIERBLOERRERIENH 5, LIh
-, 7 u¥ U UTEERER L TR 2 O &G L TGRSR+ Th 20, &
DWE I B OFANC L DRI O 72 DICHFEHRM B TR LG TE RV EOHENG, +
IR NG D N2> T BEITH L CORM T 52 &,

e G T E R BRE & FIEO RN A BICE 220728, BIRKUSHEO bl
IR EHE ~ORKGE 70 e 51308 T D& Th D, ETAMREERRIG TR0 b BA TR
LTI, Ml 500 BIHEIC W CEBII 2 Bl 217 5 2 &,

MAKRER EHELRABFEETEEICETIBRYRIOER

7w Y VEBEEECBURIRIC SN T, ARATE &2 4 0 IS IEVER 22 fERRIED B 5 L
Wr ST A RIE OIS KRG REEE TR T 2 A% ) 27 OBRE#EIE LT 5, H
BATE L L, BEAFCL2ACOEMEHBICIOTITADILEE I,

M- &

BRIER RS KFE

RS -

7aPF Y I 25 mg DSy (125mg) & 1 H 1IEEE LT 2RINALEEL, MHAMEICH
BEMRZ2THUE 1 B 25~50 mg O ENE CTH 2 MO D £ CIC BEEH R 300~450 mg/H £ T
HWET 5, TO®%IT VAR 1I~2 B2 REICHEL, 1[EOBEEIT 100 mg Z#ix a2 &,
MIERT, 1E, SEFFOEREZ 5E/NRICT 27201, EEE HERET0R 5050 0%
EITH ZEMBETH D,
BRI E DERED

1 BRAZESEIL, A9MERALH, PoMEEICHEO R WHE TR T2 2L, £2<0
B 300~600 mg/ H O AR THUNI ST D8, e TE 5 E1H5 7291 600~
900 mg/ H &£ COMBEMNNE L 70D 2 ENRH D[  IBFEERIEOREF KT 7 2V Lo
A%, BN LT L alBRIZ 31T 2 K 0 FHE O S fE & I i1z 600 mg/H Th
7 1o

A ECIIAFES, FHICRIEORBRNEE D AREERH 20T, HWEEZHRFT D7
2, BUTOHZE TSN BN D ETOMMEBEERITHZ &, 7o VIS LY BRELED
BAWEOMEEINF RS NDWTHEERD D, £, ABEGFOICRIEOBEAEKT S
¥, IA7u—X A, EFEREZBIXEZTRLAH L, 2ok, [lic
BLIZEEROBETADAICRBL TV IRBEFICBNVTHRET L EEZOLND, ZNLHD
IERD A SN 5GE, AEZBEL, KBS U CHREEROR S5 2k 5,

P 581X 900 mg/ B Az AanN 2 &,

P 5 HR 1 (AR RLERE & RIEOERMEN A EICFE L 22 D720, BRRKIERRD b
IRVERE ORI 72 B 53T 5 R & Th B
HIFRE

A BT TR 2 K DORRGE I I2 B MEIC O W TIXBIERF T TH 55, %< Dfhoht
FERIRERIZ DOV CITMERFR 5 OB E T+ IS LTV D, AFNCSUSHEZ /R 9 BE 2T
Be G- Ok 28T 503, FARIRIEOMERFIC ML E R R/ NROA R TR G325 2 &, ARFIOMHA
XA DD RERE LD 72, BHHEFFO VLT 2R T 5 2D EMIN 2T Z1T 5 2 &
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RE A -
7aFINOEERIEEZTELTWAEE, 1~2 @8N TR2IEETHZ &5
%, UL, BEOWRRE (B AfIRBAE) OFDICEBICEGETIENLELREAE, K
HPHER R O 3 U ARBNER D Y N REGUTRE S R (BN, ELl, IERE, RIS ofF

BRICHEETDZ &,
BREFHF L FEEICRGEZEHT 55

Ja Lok eEHNE, ThbbekEE 0 2 AU ERRZ H I T5E, 25mg $EO
4y (125mg) O 1 H 12 EEENOREEZFHTAIZ 2D 5, ZOHAETHAMEIZH
ER2 UL, WG LD S ECHRFEABICRT RN TE 5 L Ebhs, Ly
L, WE&GRZEREED D VILMEIEEE T, Z0% CIREAEICIHAE 27T XL 512
ol BE DAY, BHSHIED 24 % CTh > THFEEOBRIZIT+oIcEEEZL S Z
ko

BE5EZHBTAHEE, BEZH L TCELICW O0EET I IARH D, Z7uVF U ANEE
FREBRTDIERNRA D= LIRHATH LD, BREICL > TEHE L ARWERRHE
I AEMRENE L, BEEENESELIEEND D, T X5 RBERIL, 728 2ITRERN
ik HE NIETDAND=XENREKR E 2B HEARICAELD, LEER-T, BEEFHTABIIIEHIZ
B A O LENH D, WBC ES 2000/mm’® A5, #5 L < 13 3 hEkE A% 1000/mm’ i1
ol OIlE&5 2k LIBE I oV Y VOFR S 21ThbRn &,
HEKRERIEHERARBESEEICSTLERU R OER

HEATE) 2 #h  IRTfERRMED B 2 WA FE SUIHA TR EEERE T LTy a Y
NERGTHAS, ERROBFRFIMER G KIERE IR T 2560 E - k-
TH&ET 5,

DHAEHFETI S FO—IL S T E ETHER IS LFBEIEEZEEEICHIT,
ERITEEFMEYRT VRO FERT SEHTRET SEE -

HARATEIO U 2 7 ERENE 2 MRS B 720101E, 7w U A% 2 4ERILL ki L TR 5
DI ENEFE LW, 2FBOREEK T LIRS TERITEIO U X7 2 HEFML, Ok
B, BRELTELVAHBITEIO Y 270355 LSBT, &5k E 2k
%, F0HIE, HETOHBITEO Y X7 12OV TEMIICHIE L7-3HE 21TV, 1Bk
DOUNELEZRFT LN oEET 2, BEITEIO U 27 B0 LS =548, 7ed
VA OEEZHIEL, JERNIIRZZRD T2 PUEHIRIRIC LA R BROEFELAZHBE L TH
X,

F-3
[=]

. ]

SEWERT BRIE
EMITfElRE RFTRENOH DA ERS, MEERERE %2 RKELT 2 ERREHRENH
Bz, zaPF IS (ZaV ) 1%, (DEERZRFUBHRIRIC X 208N 50
WG BN DN - EIEDHE A FFPERE, UIQ)BEAITE 2 0 T fERIEN & 5 L&)
Wr SN A RTE S 2 VIR & RS R ERE ICBI 2 A% U A7 OREO B KL
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PO E ORF#EMEIRR SN TWD, ZHITEREHE S, HEOHEWOH ISR YT
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WZHIETRETH D,

4. fhOFEERERR K O SR DO FEE S

LWarE S, HHWIIED R WESIHRILENS 7 e P DR EIZ L > TAEL 28580
bD, FHUZ, BRAZFLL, MREIESCMEILEZES Z 0355, BB RnEE, #
LA OB B AR & LA AR TRV, IR (BB 2 AERLL
1) ThoTHHREHMO b > BFICBN T, BEE125mg 2 1 A 1~2 [ 5 R
TRETHD,

R PTRERE DO 2 5 SN T2 BE TR, MEREIE, FOW
EIEREGEOHICEO 5N TWDHDT, T b ORI OEIEE T TV D BFITARF O
HEZBRGT 2581, BENLETHD,

5. FRENERTECEE MR O il R E ISR T B LSRN

FRANE BEUR AR O i B CIE R PR MR R A B 5T b L, T e AR G REIT R
THEV A NEKT D, CNHOREEXNGRE L2 17 O7 7R (Fhudimo
HAME 10 ) OffFT CIE, FEEMPUBHRIEZ &G LIDBE DR T Y A7 N7 7 v KE
HBELVL 1L6~1T7HEEWI ERRENTWS, WM 10 BxRRABRICIIT AR
X, 77 BREER2.6% THoT-DIZx L, FEERPUREHRREZ %5 L2 BE T3 4.5%
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B RTRIETR L O #5218 5] 70 F & % O G311 C 2 AL B3 L T OB+ 2 2
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(2) HEATEI ARV ZTERIEN D & Il S 75 A SR RE U A g e B 1
BUID2EZY 27 OB,

7 aFY AR, ROBEIEFNCLL FIRT A7 Y 2 —Iit> T, AmE (WBC) & UM
K HPEREL (ANC) 2 HEFEICE=F Vv I THIENTELRIE AT AEN L TORHH
THILNTES,

FVIRLIZ@EY, ZaV¥ ) veRE3 2588 TlE, BEERIGRNIC WBC 2 OV ANC O~
— AT A AEEPNET DI1FD, BEREEZED 6 » HIEIX WBC 2K N ANC %3 1 [BlOBEE T
HE L2 TR 57w, B5866% O 6 » ARINC WBC B TN ANC NFFAHFEN OE
(WBC>3500 mm’ 7>> ANC>2000/mm’) Z#ERE S 72454, KD 6 » AL WBC & O
ANC ZfECTE=Z U v 7T L, 2D 6 » AR Y WBC # K ANC MR HFNOE
(WBC>3500 mm® 7> ANC>2000/mm®) (ZHEFF S 72858, DIFEIT 438 2 &1 WBC R O
ANC 2 =4V > 74 L,

saPF YA (FaPey) ofbiehibt a3 (FIEEEICEDLT) , FlEEM S
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ANC i 1 BOSEECTE=Z Y 7 LA b0,

EARIBRE

)
A &R

ST BRE 136 4 P ERE (ANC) 23 500/mm’ R Da L EZSN D, KEICKIT HH
%%0%%ﬁﬁﬁﬁfﬁﬁﬁfUﬂ®(7ﬁfEV)E5$%LM3W®9%,Kﬂ%%ﬂi
2 BEERIBRAE DS 15 BRI LT Z £ 2D, BERIET 1 FHTR 13% MR I, Zh
O ORERNTT T WBC FOBERRA N M E & BRI S VT RIS BB U, SR ek
JEIT RICHERR L TR G2 ik LA MISEICE D WREMEN & D, 1989 £4E 12 A 31 Al T
ERTHREShEZZ oIS (7 aPey) FEIC Lk DEBERERIE 149 Hl0 5 5, 32%M5
LTS, LML, TRHOETHO DS, RADNEEREREZ 5 &R 232 LNA<
FN 50T WBC HOBRRRENE & U2 1977 ELIBEOFE TRV B TH - 7=, KETIEY
g P YAY (ZaFey) #E5FEHCIE WBC KAEEIE L THBY, 199748 H 21 HFF AT
MERERT BRAE 1T 585 b 0, D 5 BLIETHIL 19 6] B%) Th o7z, Z OHRIIAFINZEE S
T HBEIE 150,409 I CTH o7z, 7 AV A NEFHO D7 14 U L™ National Registry (CNR)
XD AT LRI IE SO TR GRS A3 Thoiiz, 199544 A 30 H&= S v N4 7H
EL, BERBIEAYT Y 2 — W LD EERERNEORBRIL, £5BH%RORMNO 2 » I
AL, 3HABRICE—ZICELE, 7V UAY (zuaPey) %543 5 AL Bk L
BEDOI L, MEEEREEOMMRBIRIINL 0 OEATHL L, 6 5 HBIIE, EEREED
FEREBRRIESIERTLER, BoldidEzL o7, WBCEOREMHE LS Z &
%, MEHERIERAE OB OISR N2 BENNH 5,
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RO 72 B EER B TOBRERBR NS G, 7 a W U L& E (SR ERAE 2 5851 L
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(3000/mm*>WBC>2000/mm®) % F&I L7 B#F1E, & DO%ICERERIERE 2 34 5 faRitis s
WZ EMRIBEINTWD, HREHORERREAZD L, 7oV ) VEEOYHIZA LN D
BREIEI 2 bR E, ARA O I O BEERERE DR HIZBE T 5 Z DM O fERRIK 1138 E S h
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- i
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______ KO/ % ETE=ZY TR EMLIEDOSL, UHOE=% Y v ZHHEIC
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ZLRTHUEZR 5220, 20 1 4ERIC WBC 3% OV ANC NEFEAHFAN O (WBC>3500 mm®
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FToM48 30 (2001 4E 8 A) , £ 15600 FlDOHF X NEEDH L 1 HIOKTE ZETe LR 7
(2001 4E 4 H) , 424,108 GlOA XY 2 ABED 5B 8 FIOFT % & Tl 30 14
(2001 £ 8 A) , KOEB000 B DA —A RZ U T ANBED I L SFIORT 2ETe LR 15
2 (1999 43 H) LN ENT, 25 DOHEIT 100,000 AMEDOBEIZBWNT, 4 HEZE
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ERAA LA Z Y, 254 31%) I&5ZBELERAUKRCEZY, 61 (7%) 131
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DI ROENRH -T2 7 e F IV AFREEEBICHIETRETH D, Z7aF U B L
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KEES, HDEWIIEDARWESHRMEN 7 e ) L OREICL > TAEL AL D
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FU, DMEIECIEREILZES 2 L3 H 5, B MRMmE R, 50O 2RIy
BLEBAICAELRT, WIHEERTEXALDZ 08D D, HHHREETIE 12.5mg DY)
A G5B CRERL & PP IR N U2 & OMERH B,
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12, MIREHERE TIL D o LARE, DERLODIERIFENHRE SN TS, 2D
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1. Trade name of the medicinal product
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) NOVARTIS

CLOZARIL®

(clozapine) Tablets
Rx only

Prescribing Information

Before prescribing CLOZARIL® (clozapine), the physician should be thoroughly familiar with
the details of this prescribing information.

BOXED WARNING
1. AGRANULOCYTOSIS

BECAUSE OF A SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY
LIFE-THREATENING ADVERSE EVENT, CLOZARIL® (CLOZAPINE) SHOULD BE
RESERVED FOR USE IN (1) THE TREATMENT OF SEVERELY ILL PATIENTS WITH
SCHIZOPHRENIA WHO FAIL TO SHOW AN ACCEPTABLE RESPONSE TO
ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, OR
(2) FOR REDUCING THE RISK OF RECURRENT SUICIDAL BEHAVIOR IN PATIENTS
WITH SCHIZOPHRENIA OR SCHIZOAFFECTIVE DISORDER WHO ARE JUDGED TO
BE AT RISK OF REEXPERIENCING SUICIDAL BEHAVIOR.

PATIENTS BEING TREATED WITH CLOZAPINE MUST HAVE A BASELINE WHITE
BLOOD CELL (WBC) COUNT AND ABSOLUTE NEUTROPHIL COUNT (ANC)
BEFORE INITIATION OF TREATMENT AS WELL AS REGULAR WBC COUNTS AND
ANCs DURING TREATMENT AND FOR AT LEAST 4 WEEKS AFTER
DISCONTINUATION OF TREATMENT (SEE WARNINGS).

CLOZAPINE IS AVAILABLE ONLY THROUGH A DISTRIBUTION SYSTEM THAT
ENSURES MONITORING OF WBC COUNT AND ANC ACCORDING TO THE
SCHEDULE DESCRIBED BELOW PRIOR TO DELIVERY OF THE NEXT SUPPLY OF
MEDICATION (SEE WARNINGS).

2. SEIZURES

SEIZURES HAVE BEEN ASSOCIATED WITH THE USE OF CLOZAPINE. DOSE
APPEARS TO BE AN IMPORTANT PREDICTOR OF SEIZURE, WITH A GREATER




LIKELIHOOD AT HIGHER CLOZAPINE DOSES. CAUTION SHOULD BE USED WHEN
ADMINISTERING CLOZAPINE TO PATIENTS HAVING A HISTORY OF SEIZURES
OR OTHER PREDISPOSING FACTORS. PATIENTS SHOULD BE ADVISED NOT TO
ENGAGE IN ANY ACTIVITY WHERE SUDDEN LOSS OF CONSCIOUSNESS COULD
CAUSE SERIOUS RISK TO THEMSELVES OR OTHERS. (SEE WARNINGS.)

3. MYOCARDITIS

ANALYSES OF POSTMARKETING SAFETY DATABASES SUGGEST THAT
CLOZAPINE IS ASSOCIATED WITH AN INCREASED RISK OF FATAL
MYOCARDITIS, ESPECIALLY DURING, BUT NOT LIMITED TO, THE FIRST MONTH
OF THERAPY. IN PATIENTS IN WHOM MYOCARDITIS IS SUSPECTED, CLOZAPINE
TREATMENT SHOULD BE PROMPTLY DISCONTINUED. (SEE WARNINGS.)

4. OTHER ADVERSE CARDIOVASCULAR AND RESPIRATORY EFFECTS

ORTHOSTATIC HYPOTENSION, WITH OR WITHOUT SYNCOPE, CAN OCCUR WITH
CLOZAPINE TREATMENT. RARELY, COLLAPSE CAN BE PROFOUND AND BE
ACCOMPANIED BY RESPIRATORY AND/OR CARDIAC ARREST. ORTHOSTATIC
HYPOTENSION IS MORE LIKELY TO OCCUR DURING INITIAL TITRATION IN
ASSOCIATION WITH RAPID DOSE ESCALATION. IN PATIENTS WHO HAVE HAD
EVEN A BRIEF INTERVAL OFF CLOZAPINE, i.e., 2 OR MORE DAYS SINCE THE
LAST DOSE, TREATMENT SHOULD BE STARTED WITH 12.5 mg ONCE OR TWICE
DAILY. (SEE WARNINGS and DOSAGE AND ADMINISTRATION.)

SINCE COLLAPSE, RESPIRATORY ARREST AND CARDIAC ARREST DURING
INITIAL TREATMENT HAS OCCURRED IN PATIENTS WHO WERE BEING
ADMINISTERED BENZODIAZEPINES OR OTHER PSYCHOTROPIC DRUGS,
CAUTION IS ADVISED WHEN CLOZAPINE IS INITIATED IN PATIENTS TAKING A
BENZODIAZEPINE OR ANY OTHER PSYCHOTROPIC DRUG. (SEE WARNINGS.)

S. INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS TREATED WITH
ATYPICAL ANTIPSYCHOTIC DRUGS ARE AT AN INCREASED RISK OF DEATH
COMPARED TO PLACEBO. ANALYSES OF SEVENTEEN PLACEBO-CONTROLLED
TRIALS (MODAL DURATION OF 10 WEEKS) IN THESE PATIENTS REVEALED A
RISK OF DEATH IN THE DRUG-TREATED PATIENTS OF BETWEEN 1.6 TO

1.7 TIMES THAT SEEN IN PLACEBO-TREATED PATIENTS. OVER THE COURSE OF
A TYPICAL 10-WEEK CONTROLLED TRIAL, THE RATE OF DEATH IN




DRUG-TREATED PATIENTS WAS ABOUT 4.5%, COMPARED TO A RATE OF ABOUT
2.6% IN THE PLACEBO GROUP. ALTHOUGH THE CAUSES OF DEATH WERE
VARIED, MOST OF THE DEATHS APPEARED TO BE EITHER CARDIOVASCULAR
(e.g., HEART FAILURE, SUDDEN DEATH) OR INFECTIOUS (e.g., PNEUMONIA) IN
NATURE. CLOZARIL® (CLOZAPINE) IS NOT APPROVED FOR THE TREATMENT OF
PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS.

DESCRIPTION

CLOZARIL® (clozapine), an atypical antipsychotic drug, is a tricyclic dibenzodiazepine
derivative, 8-chloro-11-(4-methyl-1-piperazinyl)-5H-dibenzo [b,e] [1,4] diazepine.
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The structural formula is

CLOZARIL is available in pale yellow tablets of 25 mg and 100 mg for oral administration.
25 mg and 100 mg Tablets
Active Ingredient: clozapine is a yellow, crystalline powder, very slightly soluble in water.

Inactive Ingredients: colloidal silicon dioxide, lactose, magnesium stearate, povidone, starch
(corn), and talc.

CLINICAL PHARMACOLOGY

Pharmacodynamics

CLOZARIL® (clozapine) is classified as an “atypical’ antipsychotic drug because its profile of
binding to dopamine receptors and its effects on various dopamine-mediated behaviors differ
from those exhibited by more typical antipsychotic drug products. In particular, although
CLOZARIL does interfere with the binding of dopamine at D;, D,, D3 and Ds receptors, and has
a high affinity for the D4 receptor, it does not induce catalepsy nor inhibit apomorphine-induced
stereotypy. This evidence, consistent with the view that CLOZARIL is preferentially more active
at limbic than at striatal dopamine receptors, may explain the relative freedom of CLOZARIL
from extrapyramidal side effects.

CLOZARIL also acts as an antagonist at adrenergic, cholinergic, histaminergic and serotonergic
receptors.

Absorption, Distribution, Metabolism and Excretion

In man, CLOZARIL tablets (25 mg and 100 mg) are equally bioavailable relative to a clozapine
solution. Following a dosage of 100 mg b.i.d., the average steady-state peak plasma
concentration was 319 ng/mL (range: 102-771 ng/mL), occurring at the average of 2.5 hours
(range: 1-6 hours) after dosing. The average minimum concentration at steady state was




122 ng/mL (range: 41-343 ng/mL), after 100 mg b.i.d. dosing. Food does not appear to affect the
systemic bioavailability of CLOZARIL. Thus, CLOZARIL may be administered with or without
food.

Clozapine is approximately 97% bound to serum proteins. The interaction between CLOZARIL
and other highly protein-bound drugs has not been fully evaluated but may be important. (See
PRECAUTIONS.)

Clozapine is almost completely metabolized prior to excretion and only trace amounts of
unchanged drug are detected in the urine and feces. Approximately 50% of the administered dose
is excreted in the urine and 30% in the feces. The demethylated, hydroxylated and N-oxide
derivatives are components in both urine and feces. Pharmacological testing has shown the
desmethyl metabolite to have only limited activity, while the hydroxylated and N-oxide
derivatives were inactive.

The mean elimination half-life of clozapine after a single 75-mg dose was 8 hours (range:

4-12 hours), compared to a mean elimination half-life, after achieving steady state with 100 mg
b.i.d. dosing, of 12 hours (range: 4-66 hours). A comparison of single-dose and multiple-dose
administration of clozapine showed that the elimination half-life increased significantly after
multiple dosing relative to that after single-dose administration, suggesting the possibility of
concentration-dependent pharmacokinetics. However, at steady state, linearly dose-proportional
changes with respect to AUC (area under the curve), peak and minimum clozapine plasma
concentrations were observed after administration of 37.5 mg, 75 mg, and 150 mg b.i.d.

Human Pharmacology

In contrast to more typical antipsychotic drugs, CLOZARIL therapy produces little or no
prolactin elevation.

As is true of more typical antipsychotic drugs, clinical EEG studies have shown that CLOZARIL
increases delta and theta activity and slows dominant alpha frequencies. Enhanced
synchronization occurs, and sharp wave activity and spike and wave complexes may also
develop. Patients, on rare occasions, may report an intensification of dream activity during
CLOZARIL therapy. REM sleep was found to be increased to 85% of the total sleep time. In
these patients, the onset of REM sleep occurred almost immediately after falling asleep.

Clinical Trial Data (Reducing the Risk of Recurrent Suicidal Behavior in Patients with
Schizophrenia or Schizoaffective Disorder Who are Judged to be at Risk of Reexperiencing
Suicidal Behavior)

The effectiveness of CLOZARIL in reducing the risk of recurrent suicidal behavior was assessed
in the International Suicide Prevention Trial (InterSePT™), which was a prospective,
randomized, international, parallel-group comparison of CLOZARIL vs. Zyprexa™* (olanzapine)
in patients with schizophrenia or schizoaffective disorder (DSM-IV) who were judged to be at
risk for reexperiencing suicidal behavior. Only about one-fourth of these patients (27%) were
considered resistant to standard antipsychotic drug treatment, and the remainder were not.
Patients met one of the following criteria:

° They had attempted suicide within the 3 years prior to their baseline evaluation.

° They had been hospitalized to prevent a suicide attempt within the 3 years prior to their
baseline evaluation.



° They demonstrated moderate-to-severe suicidal ideation with a depressive component
within 1 week prior to their baseline evaluation.

° They demonstrated moderate-to-severe suicidal ideation accompanied by command
hallucinations to do self-harm within 1 week prior to their baseline evaluation.

Dosing regimens for each treatment group were determined by individual investigators
and were individualized by patient. Dosing was flexible, with a dose range of 200-900 mg/day
for CLOZARIL and 5-20 mg/day for Zyprexa. For the 956 patients who received CLOZARIL or
Zyprexa in this study, there was extensive use of concomitant psychotropics: 84% with
antipsychotics; 65% with anxiolytics; 53% with antidepressants, and 28% with mood stabilizers.
There was significantly greater use of concomitant psychotropic medications among the patients
in the Zyprexa group.

The primary efficacy measure was time to (1) a significant suicide attempt, including a
completed suicide, (2) hospitalization due to imminent suicide risk (including increased level of
surveillance for suicidality for patients already hospitalized), or (3) worsening of suicidality
severity as demonstrated by “much worsening” or “very much worsening” from baseline in the
Clinical Global Impression of Severity of Suicidality as assessed by the Blinded Psychiatrist
(CGI-SS-BP) scale. A determination of whether or not a reported event met criterion 1 or 2
above was made by the Suicide Monitoring Board (SMB, a group of experts blinded to patient
data).

A total of 980 patients were randomized to the study and 956 received study medication.
Sixty-two percent of the patients were diagnosed with schizophrenia, and the remainder (38%)
were diagnosed with schizoaffective disorder. Only about one-fourth of the total patient
population (27%) was identified as “treatment resistant” at baseline. There were more males than
females in the study (61% of all patients were male). The mean age of patients entering the study
was 37 years (range 18-69). Most patients were Caucasian (71%), 15% were Black, 1% were
Oriental, and 13% were classified as being of “other” races.

Data from this study indicate that CLOZARIL had a statistically significant longer delay in the
time to recurrent suicidal behavior in comparison with Zyprexa. This result should be interpreted
only as evidence of the effectiveness of CLOZARIL in delaying time to recurrent suicidal
behavior, and not a demonstration of the superior efficacy of CLOZARIL over Zyprexa.

The probability of experiencing (1) a significant suicide attempt, including a completed suicide,
or (2) hospitalization due to imminent suicide risk (including increased level of surveillance for
suicidality for patients already hospitalized) was lower for CLOZARIL patients than for Zyprexa
patients at Week 104: CLOZARIL 24% vs. Zyprexa 32%; 95% C.I. of the difference: 2%, 14%
(Figure 1).
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Figure 1: Kaplan-Meier Estimates of Cumulative Probability of a Significant
Suicide Attempt or Hospitalization to Prevent Suicide.

INDICATIONS AND USAGE
Treatment-Resistant Schizophrenia

CLOZARIL® (clozapine) is indicated for the management of severely ill schizophrenic patients
who fail to respond adequately to standard drug treatment for schizophrenia. Because of the
significant risk of agranulocytosis and seizure associated with its use, CLOZARIL should be
used only in patients who have failed to respond adequately to treatment with appropriate
courses of standard drug treatments for schizophrenia, either because of insufficient effectiveness
or the inability to achieve an effective dose due to intolerable adverse effects from those drugs.
(See WARNINGS.)

The effectiveness of CLOZARIL in a treatment-resistant schizophrenic population was
demonstrated in a 6-week study comparing CLOZARIL and chlorpromazine. Patients meeting
DSM-III criteria for schizophrenia and having a mean BPRS total score of 61 were demonstrated
to be treatment resistant by history and by open, prospective treatment with haloperidol before
entering into the double-blind phase of the study. The superiority of CLOZARIL to
chlorpromazine was documented in statistical analyses employing both categorical and
continuous measures of treatment effect.

Because of the significant risk of agranulocytosis and seizure, events which both present a
continuing risk over time, the extended treatment of patients failing to show an acceptable level
of clinical response should ordinarily be avoided. In addition, the need for continuing treatment
in patients exhibiting beneficial clinical responses should be periodically reevaluated.

Reduction in the Risk of Recurrent Suicidal Behavior in Schizophrenia or Schizoaffective
Disorders

CLOZARIL is indicated for reducing the risk of recurrent suicidal behavior in patients with
schizophrenia or schizoaffective disorder who are judged to be at chronic risk for reexperiencing
suicidal behavior, based on history and recent clinical state. Suicidal behavior refers to actions by
a patient that puts him/herself at risk for death.



The effectiveness of CLOZARIL in reducing the risk of recurrent suicidal behavior was
demonstrated over a 2-year treatment period in the InterSePT Trial (see Clinical Trial Data under
CLINICAL PHARMACOLOGY). Therefore, CLOZARIL treatment to reduce the risk of
suicidal behavior should be continued for at least 2 years (see DOSAGE AND
ADMINISTRATION).

The prescriber should be aware that a majority of patients in both treatment groups in InterSePT
received other treatments as well to reduce suicide risk, such as antidepressants and other
medications, hospitalization, and/or psychotherapy. The contributions of these additional
measures are unknown.

CONTRAINDICATIONS

CLOZARIL® (clozapine) is contraindicated in patients with a previous hypersensitivity to
clozapine or any other component of this drug, in patients with myeloproliferative disorders,
uncontrolled epilepsy, paralytic ileus, or a history of CLOZARIL-induced agranulocytosis or
severe granulocytopenia. As with more typical antipsychotic drugs, CLOZARIL is
contraindicated in severe central nervous system depression or comatose states from any cause.

CLOZARIL should not be used simultaneously with other agents having a well-known potential
to cause agranulocytosis or otherwise suppress bone marrow function. The mechanism of
CLOZARIL-induced agranulocytosis is unknown; nonetheless, it is possible that causative
factors may interact synergistically to increase the risk and/or severity of bone marrow
suppression.

WARNINGS

General

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS

ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS TREATED WITH
ATYPICAL ANTIPSYCHOTIC DRUGS ARE AT AN INCREASED RISK OF DEATH
COMPARED TO PLACEBO. CLOZARIL® (clozapine) IS NOT APPROVED FOR THE
TREATMENT OF PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS (SEE
BOXED WARNING).

AGRANULOCYTOSIS

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A
POTENTIALLY LIFE-THREATENING ADVERSE EVENT (SEE FOLLOWING),
CLOZARIL® (clozapine) SHOULD BE RESERVED FOR USE IN THE FOLLOWING
INDICATIONS: 1) FOR TREATMENT OF SEVERELY ILL SCHIZOPHRENIC
PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE RESPONSE TO ADEQUATE
COURSES OF STANDARD DRUG TREATMENT FOR SCHIZOPHRENIA, EITHER
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE
AN EFFECTIVE DOSE DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE
DRUGS. CONSEQUENTLY, BEFORE INITIATING TREATMENT WITH CLOZARIL®
(clozapine); IT IS STRONGLY RECOMMENDED THAT A PATIENT BE GIVEN AT
LEAST 2 TRIALS, EACH WITH A DIFFERENT STANDARD DRUG PRODUCT FOR



SCHIZOPHRENIA, AT AN ADEQUATE DOSE, AND FOR AN ADEQUATE
DURATION. 2) FOR REDUCING THE RISK FOR RECURRENT SUICIDAL
BEHAVIOR IN PATIENTS WITH SCHIZOPHRENIA OR SCHIZOAFFECTIVE
DISORDER WHO ARE JUDGED TO BE AT RISK OF REEXPERIENCING SUICIDAL
BEHAVIOR.

CLOZARIL® (clozapine) IS AVAILABLE ONLY THROUGH A DISTRIBUTION
SYSTEM THAT ENSURES MONITORING OF WHITE BLOOD CELL (WBC) COUNT
AND ABSOLUTE NEUTROPHIL COUNT (ANC) ACCORDING TO THE SCHEDULE
DESCRIBED BELOW PRIOR TO DELIVERY OF THE NEXT SUPPLY OF
MEDICATION.

AS DESCRIBED IN TABLE 1, PATIENTS WHO ARE BEING TREATED WITH
CLOZARIL® (clozapine) MUST HAVE A BASELINE WBC COUNT AND ANC
BEFORE INITIATION OF TREATMENT, AND A WBC COUNT AND ANC EVERY
WEEK FOR THE FIRST 6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC
COUNTS AND ANC (WBC >3500/mm’ and ANC >2000/mm*) HAVE BEEN
MAINTAINED DURING THE FIRST 6 MONTHS OF CONTINUOUS THERAPY, WBC
COUNTS AND ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE NEXT

6 MONTHS. THEREAFTER, IF ACEPTABLE WBC COUNTS AND ANC (WBC
>3500/mm’ and ANC >2000/mm’) HAVE BEEN MAINTAINED DURING THE SECOND
6 MONTHS OF CONTINUOUS THERAPY, WBC COUNT AND ANC CAN BE
MONITORED EVERY 4 WEEKS.

WHEN TREATMENT WITH CLOZARIL® (clozapine) IS DISCONTINUED
(REGARDLESS OF THE REASON), WBC COUNT AND ANC MUST BE MONITORED
WEEKLY FOR AT LEAST 4 WEEKS FROM THE DAY OF DISCONTINUATION OR
UNTIL WBC >3500/mm’> AND ANC >2000/mm”.

Agranulocytosis

Background

Agranulocytosis, defined as an ANC of less than 500/mm’, has been estimated to occur in
association with CLOZARIL® (clozapine) use at a cumulative incidence at 1 year of
approximately 1.3%, based on the occurrence of 15 U.S. cases out of 1,743 patients exposed
to CLOZARIL® (clozapine) during its clinical testing prior to domestic marketing. All of
these cases occurred at a time when the need for close monitoring of WBC counts was
already recognized. Agranulocytosis could prove fatal if not detected early and therapy
interrupted. Of the 149 cases of agranulocytosis reported world wide in association with
CLOZARIL® (clozapine) use as of December 31, 1989, 32% were fatal. However, few of
these deaths occurred since 1977, at which time the knowledge of CLOZARIL®
(clozapine)-induced agranulocytosis became more widespread, and close monitoring of
WBC counts more widely practiced. In the U.S., under a weekly WBC count monitoring
system with CLOZARIL® (clozapine), there have been 585 cases of agranulocytosis as of
August 21, 1997; 19 were fatal (3%). During this period 150,409 patients received
CLOZARIL® (clozapine). A hematologic risk analysis was conducted based upon the
available information in the Clozaril® National Registry (CNR) for U.S. patients. Based
upon a cut-off date of April 30, 1995, the incidence rates of agranulocytosis based upon a
weekly monitoring schedule, rose steeply during the first two months of therapy, peaking in



the third month. Among CLOZARIL® (clozapine) patients who continued the drug beyond
the third month, the weekly incidence of agranulocytosis fell to a substantial degree. After
6 months, the weekly incidence of agranulocytosis declines still further, however, it never
reaches zero. It should be noted that any type of reduction in the frequency of monitoring
WBC counts may result in an increased incidence of agranulocytosis.

Risk Factors

Experience from clinical development, as well as from examples in the medical literature,
suggest that patients who have developed agranulocytosis during CLOZARIL® (clozapine)
therapy are at increased risk of subsequent episodes of agranulocytosis. Analysis of WBC
count data from the Clozaril® National Registry also suggests that patients who have an
initial episode of moderate leukopenia (3000/mm® >WBC >2000/mm”) are at an increased
risk of subsequent episodes of agranulocytosis. Except for bone marrow suppression
during initial CLOZARIL® (clozapine) therapy, there are no other established risk factors,
based on worldwide experience, for the development of agranulocytosis in association with
CLOZARIL® (clozapine) use. However, a disproportionate number of the U.S. cases of
agranulocytosis occurred in patients of Jewish background compared to the overall
proportion of such patients exposed during domestic development of CLOZARIL®
(clozapine). Most of the U.S. cases of agranulocytosis occurred within 4-10 weeks of
exposure but neither dose nor duration is a reliable predictor of this problem.
Agranulocytosis associated with other antipsychotic drugs has been reported to occur with
a greater frequency in women, the elderly, and in patients who are cachectic or have a
serious underlying medical illness; such patients may also be at particular risk with
CLOZARIL® (clozapine), although this has not been definitely demonstrated.

WBC Count and ANC Monitoring Schedule

Table 1 provides a summary of the frequency of monitoring that should occur based on
various stages of therapy (e.g., initiation of therapy) or results from WBC count and ANC
monitoring tests (e.g., moderate leukopenia). The text that follows should be consulted for
additional details regarding the treatment of patients under the various conditions (e.g.,
severe leukopenia).

Patients should be advised to report immediately the appearance of lethargy, weakness,
fever, sore throat or any other signs of infection occurring at any time during CLOZARIL®
(clozapine) therapy. Such patients should have a WBC count and ANC performed
promptly.

Table 1. Frequency of Monitoring based on Stage of Therapy or Results from
WBC Count and ANC Monitoring Tests

Situation Hematological Values for Monitoring Frequency of WBC and ANC Monitoring
Initiation of therapy WBC 23500/mm® Weekly for 6 months
ANC 22000/mm®

Note: Do not initiate in patients with

1) history of myeloproliferative disorder or
2) Clozaril® (clozapine) induced
agranulocytosis or granulocytopenia

6 months — 12 months of All results for Every 2 weeks for 6 months




therapy

WBC 23500/mm? and
ANC 22000/mm?®

12 months of therapy

All results for
WBC 23500/mm? and
ANC >2000/mm?®

Every 4 weeks ad infinitum

Immature forms present

N/A

Repeat WBC and ANC

Discontinuation of
Therapy

N/A

Weekly for at least 4 weeks from day of
discontinuation or until WBC 23500/mm®
and ANC >2000/mm’

Substantial drop in WBC
or ANC

Single Drop or cumulative drop within
3 weeks of

WBC =3000/mm?® or
ANC 21500/mm?®

1.
2.

Repeat WBC and ANC

If repeat values are 3000/mm® <WBC
<3500/mm?® and ANC <2000/mm?, then
monitor twice weekly

Mild Leukopenia

Mild Granulocytopenia

3500/mm?® >WBC 23000/mm?®
and/or
2000/mm?® >ANC 21500/mm®

Twice-weekly until WBC >3500/mm?® and
ANC >2000/mm?® then return to previous
monitoring frequency

Moderate Leukopenia

Moderate
Granulocytopenia

3000/mm?® >WBC 22000/mm?®
and/or
1500/mm? > ANC 21000/mm?®

Interrupt therapy

Daily until WBC >3000/mm?® and ANC
>1500/mm®

Twice-weekly until WBC >3500/mm?®
and ANC >2000/mm®

May rechallenge when WBC
>3500/mm? and ANC >2000/mm®

If rechallenged, monitor weekly for

1 year before returning to the usual
monitoring schedule of every 2 weeks
for 6 months and then every 4 weeks
ad infinitum

Severe Leukopenia

Severe Granulocytopenia

WBC <2000/mm?
and/or
ANC <1000/mm?

Discontinue treatment and do not
rechallenge patient

Monitor until normal and for at least
four weeks from day of discontinuation
as follows:

Daily until WBC >3000/mm°® and ANC
>1500/mm°

Twice weekly until WBC >3500/mm?®
and ANC >2000/mm®

Weekly after WBC >3500/mm°

Agranulocytosis

ANC <500/mm?®

Discontinue treatment and do not
rechallenge patient

Monitor until normal and for at least
four weeks from day of discontinuation
as follows:

Daily until WBC >3000/mm? and ANC
>1500/mm?®

Twice weekly until WBC >3500/mm?
and ANC >2000/mm?




e Weekly after WBC >3500/mm°

*WBC=white blood cell count; ANC=absolute neutrophil count

Decrements in WBC Count and/or ANC

Consult Table 1 above to determine how to monitor patients who experience decrements in
WBC count and ANC at any point during treatment. Additionally, patients should be
carefully monitored for flu-like symptoms or other symptoms suggestive of infection.

Nonrechallengeable Patients

If the total WBC count falls below 2000/mm’ or the ANC falls below 1000/mm’, bone
marrow aspiration should be considered to ascertain granulopoietic status and patients
should not be rechallenged with CLOZARIL® (clozapine). Protective isolation with close
observation may be indicated if granulopoiesis is determined to be deficient. Should
evidence of infection develop, the patient should have appropriate cultures performed and
an appropriate antibiotic regimen instituted.

Patients discontinued from CLOZARIL® (clozapine) therapy due to significant
granulopoietic suppression have been found to develop agranulocytosis upon rechallenge,
often with a shorter latency on reexposure. To reduce the chances of rechallenge occurring
in patients who have experienced significant bone marrow suppression during
CLOZARIL® (clozapine) therapy, a single, national master file (i.e., Nonrechallengeable
Database) is maintained confidentially.

Treatment of Rechallengeable Patients

Patients may be rechallenged with CLOZARIL® (clozapine) if their WBC count does not
fall below 2000/mm’ and the ANC does not fall below 1000/mm’. However, analysis of data
from the Clozaril® National Registry suggests that patients who have an initial episode of
moderate leukopenia (3000/mm*>WBC>2000/mm3) have up to a 12-fold increased risk of
having a subsequent episode of agranulocytosis when rechallenged compared to the full
cohort of patients treated with CLOZARIL® (clozapine). Although CLOZARIL®
(clozapine) therapy may be resumed if no symptoms of infection develop, and when the
WBC count rises above 3500/mm’ and the ANC rises above 2000/mm”, prescribers are
strongly advised to consider whether the benefit of continuing CLOZARIL® (clozapine)
treatment outweighs the increased risk of agranulocytosis.

Analyses of the Clozaril® National Registry have shown an increased risk of having a
subsequent episode of granulopoietic suppression up to a year after recovery from the
initial episode. Therefore, as noted in Table 1 above, patients must undergo weekly WBC
count and ANC monitoring for one year following recovery from an episode of moderate
leukopenia and/or moderate granulocytopenia regardless of when the episode develops. If
acceptable WBC counts and ANC (WBC >3500/mm’ and ANC >2000/mm’) have been
maintained during the year of weekly monitoring, WBC counts can be monitored every

2 weeks for the next 6 months. If acceptable WBC counts and ANC (WBC >3500/mm’ and
ANC >2000/mm”) continue to be maintained during the 6 months of every 2 week
monitoring, WBC counts can be monitored every 4 weeks thereafter, ad infinitum.

Interruptions in Therapy




Figure 2 provides instructions regarding reinitiating therapy and subsequently the
frequency of WBC count and ANC monitoring after a period of interruption.

Figura 2. Resuming Monitoring Fraquency after Intarrupiion in Therapy.
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*Transitions to reduce frequency of monitoring only permitted if all WBC 2 3500 and ANC = 2000.

Eosinophilia

In clinical trials, 1% of patients developed eosinophilia, which, in rare cases, can be substantial.
If a differential count reveals a total eosinophil count above 4000/mm*, CLOZARIL therapy
should be interrupted until the eosinophil count falls below 3000/mm’.

Seizures

Seizure has been estimated to occur in association with CLOZARIL use at a cumulative
incidence at one year of approximately 5%, based on the occurrence of one or more
seizures in 61 of 1,743 patients exposed to CLOZARIL during its clinical testing prior to
domestic marketing (i.e., a crude rate of 3.5%). Dose appears to be an important predictor
of seizure, with a greater likelihood of seizure at the higher CLOZARIL doses used.

Caution should be used in administering CLOZARIL to patients having a history of
seizures or other predisposing factors. Because of the substantial risk of seizure associated
with CLOZARIL use, patients should be advised not to engage in any activity where
sudden loss of consciousness could cause serious risk to themselves or others, e.g., the
operation of complex machinery, driving an automobile, swimming, climbing, etc.

Myocarditis

Postmarketing surveillance data from four countries that employ hematological monitoring
of clozapine-treated patients revealed: 30 reports of myocarditis with 17 fatalities in
205,493 U.S. patients (August 2001); 7 reports of myocarditis with 1 fatality in 15,600
Canadian patients (April 2001); 30 reports of myocarditis with 8 fatalities in 24,108 U.K.



patients (August 2001); 15 reports of myocarditis with 5 fatalities in 8,000 Australian
patients (March 1999). These reports represent an incidence of 5.0, 16.3, 43.2, and
96.6 cases/100,000 patient-years, respectively. The number of fatalities represent an
incidence of 2.8, 2.3, 11.5, and 32.2 cases/100,000 patient-years, respectively.

The overall incidence rate of myocarditis in patients with schizophrenia treated with
antipsychotic agents is unknown. However, for the established market economies (WHO),
the incidence of myocarditis is 0.3 cases/100,000 patient-years and the fatality rate is

0.2 cases/100,000 patient-years. Therefore, the rate of myocarditis in clozapine-treated
patients appears to be 17-322 times greater than the general population and is associated
with an increased risk of fatal myocarditis that is 14-161 times greater than the general
population.

The total reports of myocarditis for these four countries was 82 of which 51 (62%)
occurred within the first month of clozapine treatment, 25 (31%) occurred after the first
month of therapy and 6 (7%) were unknown. The median duration of treatment was

3 weeks. Of 5 patients rechallenged with clozapine, 3 had a recurrence of myocarditis. Of
the 82 reports, 31 (38%) were fatal and 25 patients who died had evidence of myocarditis at
autopsy. These data also suggest that the incidence of fatal myocarditis may be highest
during the first month of therapy.

Therefore, the possibility of myocarditis should be considered in patients receiving
CLOZARIL who present with unexplained fatigue, dyspnea, tachypnea, fever, chest pain,
palpitations, other signs or symptoms of heart failure, or electrocardiographic findings
such as ST-T wave abnormalities or arrhythmias. It is not known whether eosinophilia is a
reliable predictor of myocarditis. Tachycardia, which has been associated with
CLOZARIL treatment, has also been noted as a presenting sign in patients with
myocarditis. Therefore, tachycardia during the first month of therapy warrants close
monitoring for other signs of myocarditis.

Prompt discontinuation of CLOZARIL treatment is warranted upon suspicion of
myocarditis. Patients with clozapine-related myocarditis should not be rechallenged with
CLOZARIL.

Other Adverse Cardiovascular and Respiratory Effects

Orthostatic hypotension with or without syncope can occur with CLOZARIL treatment
and may represent a continuing risk in some patients. Rarely (approximately 1 case per
3,000 patients), collapse can be profound and be accompanied by respiratory and/or
cardiac arrest. Orthostatic hypotension is more likely to occur during initial titration in
association with rapid dose escalation and may even occur on first dose. In one report,
initial doses as low as 12.5 mg were associated with collapse and respiratory arrest. When
restarting patients who have had even a brief interval off CLOZARIL, i.e., 2 days or more
since the last dose, it is recommended that treatment be reinitiated with one-half of a 25-mg
tablet (12.5 mg) once or twice daily. (See DOSAGE AND ADMINISTRATION.)

Some of the cases of collapse/respiratory arrest/cardiac arrest during initial treatment
occurred in patients who were being administered benzodiazepines; similar events have
been reported in patients taking other psychotropic drugs or even CLOZARIL by itself.
Although it has not been established that there is an interaction between CLOZARIL and



benzodiazepines or other psychotropics, caution is advised when clozapine is initiated in
patients taking a benzodiazepine or any other psychotropic drug.

Tachycardia, which may be sustained, has also been observed in approximately 25% of patients
taking CLOZARIL, with patients having an average increase in pulse rate of 10-15 bpm. The
sustained tachycardia is not simply a reflex response to hypotension, and is present in all
positions monitored. Either tachycardia or hypotension may pose a serious risk for an individual
with compromised cardiovascular function.

A minority of CLOZARIL-treated patients experience ECG repolarization changes similar to
those seen with other antipsychotic drugs, including S-T segment depression and flattening or
inversion of T waves, which all normalize after discontinuation of CLOZARIL. The clinical
significance of these changes is unclear. However, in clinical trials with CLOZARIL, several
patients experienced significant cardiac events, including ischemic changes, myocardial
infarction, arrhythmias and sudden death. In addition, there have been postmarketing reports of
congestive heart failure, pericarditis, and pericardial effusions. Causality assessment was
difficult in many of these cases because of serious preexisting cardiac disease and plausible
alternative causes. Rare instances of sudden death have been reported in psychiatric patients,
with or without associated antipsychotic drug treatment, and the relationship of these events to
antipsychotic drug use is unknown.

CLOZARIL should be used with caution in patients with known cardiovascular and/or
pulmonary disease, and the recommendation for gradual titration of dose should be carefully
observed.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma
or death, has been reported in patients treated with atypical antipsychotics including
CLOZARIL. Assessment of the relationship between atypical antipsychotic use and glucose
abnormalities is complicated by the possibility of an increased background risk of diabetes
mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the
general population. Given these confounders, the relationship between atypical antipsychotic use
and hyperglycemia-related adverse events is not completely understood. However,
epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related
adverse events in patients treated with the atypical antipsychotics. Precise risk estimates for
hyperglycemia-related adverse events in patients treated with atypical antipsychotics are not
available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics should be monitored regularly for worsening of glucose control. Patients with risk
factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are starting treatment
with atypical antipsychotics should undergo fasting blood glucose testing at the beginning of
treatment and periodically during treatment. Any patient treated with atypical antipsychotics
should be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical
antipsychotics should undergo fasting blood glucose testing. In some cases, hyperglycemia has
resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation of antidiabetic treatment despite discontinuation of the suspect drug.



Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of
NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic
instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac
dysrhythmias).

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, it is important to identify cases where the clinical presentation includes both serious
medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS). Other important considerations in the differential
diagnosis include central anticholinergic toxicity, heat stroke, drug fever and primary central
nervous system (CNS) pathology.

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and
medical monitoring, and 3) treatment of any concomitant serious medical problems for which
specific treatments are available. There is no general agreement about specific pharmacological
treatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential
reintroduction of drug therapy should be carefully considered. The patient should be carefully
monitored, since recurrences of NMS have been reported.

There have been several reported cases of NMS in patients receiving CLOZARIL alone or in
combination with lithium or other CNS-active agents.

Tardive Dyskinesia

A syndrome consisting of potentially irreversible, involuntary, dyskinetic movements may
develop in patients treated with antipsychotic drugs. Although the prevalence of the syndrome
appears to be highest among the elderly, especially elderly women, it is impossible to rely upon
prevalence estimates to predict, at the inception of treatment, which patients are likely to develop
the syndrome.

There are several reasons for predicting that CLOZARIL may be different from other
antipsychotic drugs in its potential for inducing tardive dyskinesia, including the preclinical
finding that it has a relatively weak dopamine-blocking effect and the clinical finding of a low
incidence of certain acute extrapyramidal symptoms, e.g., dystonia. A few cases of tardive
dyskinesia have been reported in patients on CLOZARIL who had been previously treated with
other antipsychotic agents, so that a causal relationship cannot be established. There have been
no reports of tardive dyskinesia directly attributable to CLOZARIL alone. Nevertheless, it cannot
be concluded, without more extended experience, that CLOZARIL is incapable of inducing this
syndrome.

Both the risk of developing the syndrome and the likelihood that it will become irreversible are
believed to increase as the duration of treatment and the total cumulative dose of antipsychotic
drugs administered to the patient increase. However, the syndrome can develop, although much
less commonly, after relatively brief treatment periods at low doses. There is no known treatment
for established cases of tardive dyskinesia, although the syndrome may remit, partially or
completely, if antipsychotic drug treatment is withdrawn. Antipsychotic drug treatment, itself,



however, may suppress (or partially suppress) the signs and symptoms of the syndrome and
thereby may possibly mask the underlying process. The effect that symptom suppression has
upon the long-term course of the syndrome is unknown.

Given these considerations, CLOZARIL should be prescribed in a manner that is most likely to
minimize the occurrence of tardive dyskinesia. As with any antipsychotic drug, chronic
CLOZARIL use should be reserved for patients who appear to be obtaining substantial benefit
from the drug. In such patients, the smallest dose and the shortest duration of treatment should be
sought. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on CLOZARIL, drug
discontinuation should be considered. However, some patients may require treatment with
CLOZARIL despite the presence of the syndrome.

PRECAUTIONS
General

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing
risk over time, the extended treatment of patients failing to show an acceptable level of clinical
response should ordinarily be avoided. In addition, the need for continuing treatment in patients
exhibiting beneficial clinical responses should be periodically reevaluated. Although it is not
known whether the risk would be increased, it is prudent either to avoid CLOZARIL®
(clozapine) or use it cautiously in patients with a previous history of agranulocytosis induced by
other drugs.

Cardiomyopathy

Cases of cardiomyopathy have been reported in patients treated with clozapine. The reporting
rate for cardiomyopathy in clozapine-treated patients in the U.S. (8.9 per 100,000 person-years)
was similar to an estimate of the cardiomyopathy incidence in the U.S. general population
derived from the 1999 National Hospital Discharge Survey data (9.7 per 100,000 person-years).
Approximately 80% of clozapine-treated patients in whom cardiomyopathy was reported were
less than 50 years of age; the duration of treatment with clozapine prior to cardiomyopathy
diagnosis varied, but was >6 months in 65% of the reports. Dilated cardiomyopathy was most
frequently reported, although a large percentage of reports did not specify the type of
cardiomyopathy. Signs and symptoms suggestive of cardiomyopathy, particularly exertional
dyspnea, fatigue, orthopnea, paroxysmal nocturnal dyspnea, and peripheral edema should alert
the clinician to perform further investigations. If the diagnosis of cardiomyopathy is confirmed,
the prescriber should discontinue clozapine unless the benefit to the patient clearly outweighs the
risk.

Fever

During CLOZARIL therapy, patients may experience transient temperature elevations above
100.4°F (38°C), with the peak incidence within the first 3 weeks of treatment. While this fever is
generally benign and self-limiting, it may necessitate discontinuing patients from treatment. On
occasion, there may be an associated increase or decrease in WBC count. Patients with fever
should be carefully evaluated to rule out the possibility of an underlying infectious process or the
development of agranulocytosis. In the presence of high fever, the possibility of Neuroleptic
Malignant Syndrome (NMS) must be considered. There have been several reports of NMS in



patients receiving CLOZARIL, usually in combination with lithium or other CNS-active drugs.
(See Neuroleptic Malignant Syndrome [NMS], under WARNINGS.)

Pulmonary Embolism

The possibility of pulmonary embolism should be considered in patients receiving CLOZARIL
who present with deep vein thrombosis, acute dyspnea, chest pain or with other respiratory signs
and symptoms. As of December 31, 1993 there were 18 cases of fatal pulmonary embolism in
association with CLOZARIL therapy in users 10-54 years of age. Based upon the extent of use
observed in the Clozaril® National Registry, the mortality rate associated with pulmonary
embolus was 1 death per 3,450 person-years of use. This rate was about 27.5 times higher than
that in the general population of a similar age and gender (95% Confidence Interval; 17.1, 42.2).
Deep vein thrombosis has also been observed in association with CLOZARIL therapy. Whether
pulmonary embolus can be attributed to CLOZARIL or some characteristic(s) of its users is not
clear, but the occurrence of deep vein thrombosis or respiratory symptomatology should suggest
its presence.

Hepatitis

Caution is advised in patients using CLOZARIL who have concurrent hepatic disease. Hepatitis
has been reported in both patients with normal and preexisting liver function abnormalities. In
patients who develop nausea, vomiting, and/or anorexia during CLOZARIL treatment, liver
function tests should be performed immediately. If the elevation of these values is clinically
relevant or if symptoms of jaundice occur, treatment with CLOZARIL should be discontinued.

Anticholinergic Toxicity

Eye: CLOZARIL has potent anticholinergic effects and care should be exercised in using this
drug in the presence of narrow angle glaucoma.

Gastrointestinal: CLOZARIL use has been associated with varying degrees of impairment of
intestinal peristalsis, ranging from constipation to intestinal obstruction, fecal impaction and
paralytic ileus (see ADVERSE REACTIONS). On rare occasions, these cases have been fatal.
Constipation should be initially treated by ensuring adequate hydration, and use of ancillary
therapy such as bulk laxatives. Consultation with a gastroenterologist is advisable in more
serious cases.

Prostate: CLOZARIL has potent anticholinergic effects and care should be exercised in using
this drug in the presence of prostatic enlargement.

Interference with Cognitive and Motor Performance

Because of initial sedation, CLOZARIL may impair mental and/or physical abilities, especially
during the first few days of therapy. The recommendations for gradual dose escalation should be
carefully adhered to, and patients cautioned about activities requiring alertness.

Use in Patients with Concomitant lliness

Clinical experience with CLOZARIL in patients with concomitant systemic diseases is limited.
Nevertheless, caution is advisable in using CLOZARIL in patients with renal or cardiac disease.



Use in Patients Undergoing General Anesthesia

Caution is advised in patients being administered general anesthesia because of the CNS effects
of CLOZARIL. Check with the anesthesiologist regarding continuation of CLOZARIL therapy
in a patient scheduled for surgery.

Information for Patients

Physicians are advised to discuss the following issues with patients for whom they prescribe
CLOZARIL:

° Patients who are to receive CLOZARIL should be warned about the significant risk of
developing agranulocytosis. Patients should be advised to report immediately the
appearance of lethargy, weakness, fever, sore throat, malaise, mucous membrane
ulceration or other possible signs of infection. Particular attention should be paid to any
flu-like complaints or other symptoms that might suggest infection.

0 Patients should be informed that CLOZARIL tablets will be made available only
through a special program designed to ensure the required blood monitoring in
order to reduce the risk of developing agranulocytosis. Patients should be
informed that their WBC count and ANC will be monitored as follows:

= Weekly blood tests are required for the first 6 months.

= Ifacceptable WBC counts and ANCs (WBC >3500/mm’ and ANC
>2000/mm’) have been maintained during the first 6 months of continuous
therapy, then WBC counts and ANCs can be monitored every 2 weeks for
the next 6 months.

= Thereafter, if acceptable WBC counts and ANCs have been maintained
during the second 6 months of continuous therapy, WBC counts and
ANCs can be monitored every 4 weeks.

° Patients should be informed of the significant risk of seizure during CLOZARIL
treatment, and they should be advised to avoid driving and any other potentially
hazardous activity while taking CLOZARIL.

° Patients should be advised of the risk of orthostatic hypotension, especially during the
period of initial dose titration.

° Patients should be informed that if they miss taking CLOZARIL for more than 2 days,
they should not restart their medication at the same dosage, but should contact their
physician for dosing instructions.

° Patients should notify their physician if they are taking, or plan to take, any prescription
or over-the-counter drugs or alcohol.

° Patients should notify their physician if they become pregnant or intend to become
pregnant during therapy.

° Patients should not breast-feed an infant if they are taking CLOZARIL.
Drug Interactions

The risks of using CLOZARIL in combination with other drugs have not been systematically
evaluated.



Pharmacodynamic-Related Interactions

The mechanism of CLOZARIL-induced agranulocytosis is unknown; nonetheless, the possibility
that causative factors may interact synergistically to increase the risk and/or severity of bone
marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with
other agents having a well-known potential to suppress bone marrow function.

Given the primary CNS effects of CLOZARIL, caution is advised in using it concomitantly with
other CNS-active drugs or alcohol.

Orthostatic hypotension in patients taking clozapine can, in rare cases (approximately 1 case per
3,000 patients), be accompanied by profound collapse and respiratory and/or cardiac arrest.
Some of the cases of collapse/respiratory arrest/cardiac arrest during initial treatment occurred in
patients who were being administered benzodiazepines; similar events have been reported in
patients taking other psychotropic drugs or even CLOZARIL by itself. Although it has not been
established that there is an interaction between CLOZARIL and benzodiazepines or other
psychotropics, caution is advised when clozapine is initiated in patients taking a benzodiazepine
or any other psychotropic drug.

CLOZARIL may potentiate the hypotensive effects of antihypertensive drugs and the
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be
avoided in the treatment of drug-induced hypotension because of a possible reverse
epinephrine effect.

Pharmacokinetic-Related Interactions

Clozapine is a substrate for many CYP450 isozymes, in particular 1A2, 2D6, and 3A4. The risk
of metabolic interactions caused by an effect on an individual isoform is therefore minimized.
Nevertheless, caution should be used in patients receiving concomitant treatment with other
drugs that are either inhibitors or inducers of these enzymes.

Concomitant administration of drugs known to induce cytochrome P450 enzymes may decrease
the plasma levels of clozapine. Phenytoin, nicotine, and rifampin may decrease CLOZARIL
plasma levels, resulting in a decrease in effectiveness of a previously effective CLOZARIL dose.

Concomitant administration of drugs known to inhibit the activity of cytochrome P450 isozymes
may increase the plasma levels of clozapine. Cimetidine, caffeine, citalopram, ciprofloxacin, and
erythromycin may increase plasma levels of CLOZARIL, potentially resulting in adverse effects.
Although concomitant use of CLOZARIL and carbamazepine is not recommended, it should be
noted that discontinuation of concomitant carbamazepine administration may result in an
increase in CLOZARIL plasma levels.

In a study of schizophrenic patients who received clozapine under steady-state conditions,
fluvoxamine or paroxetine was added in 16 and 14 patients, respectively. After 14 days of
coadministration, mean trough concentrations of clozapine and its metabolites,
N-desmethylclozapine and clozapine N-oxide, were elevated with fluvoxamine by about
three-fold compared to baseline concentrations. Paroxetine produced only minor changes in the
levels of clozapine and its metabolites. However, other published reports describe modest
elevations (less than two-fold) of clozapine and metabolite concentrations when clozapine was
taken with paroxetine, fluoxetine, and sertraline. Therefore, such combined treatment should be
approached with caution and patients should be monitored closely when CLOZARIL is



combined with these drugs, particularly with fluvoxamine. A reduced CLOZARIL dose should
be considered.

A subset (3%-10%) of the population has reduced activity of certain drug metabolizing enzymes
such as the cytochrome P450 isozyme P450 2D6. Such individuals are referred to as “poor
metabolizers” of drugs such as debrisoquin, dextromethorphan, the tricyclic antidepressants, and
clozapine. These individuals may develop higher than expected plasma concentrations of
clozapine when given usual doses. In addition, certain drugs that are metabolized by this
isozyme, including many antidepressants (clozapine, selective serotonin reuptake inhibitors, and
others), may inhibit the activity of this isozyme, and thus may make normal metabolizers
resemble poor metabolizers with regard to concomitant therapy with other drugs metabolized by
this enzyme system, leading to drug interaction.

Concomitant use of clozapine with other drugs metabolized by cytochrome P450 2D6 may
require lower doses than usually prescribed for either clozapine or the other drug. Therefore,
coadministration of clozapine with other drugs that are metabolized by this isozyme, including
antidepressants, phenothiazines, carbamazepine, and Type 1C antiarrhythmics

(e.g., propafenone, flecainide and encainide), or that inhibit this enzyme (e.g., quinidine), should
be approached with caution.

Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenic potential was demonstrated in long-term studies in mice and rats at doses
approximately 7 times the typical human dose on a mg/kg basis. Fertility in male and female rats
was not adversely affected by clozapine. Clozapine did not produce genotoxic or mutagenic
effects when assayed in appropriate bacterial and mammalian tests.

Pregnancy Category B

Reproduction studies have been performed in rats and rabbits at doses of approximately

2-4 times the human dose and have revealed no evidence of impaired fertility or harm to the
fetus due to clozapine. There are, however, no adequate and well-controlled studies in pregnant
women. Because animal reproduction studies are not always predictive of human response, and
in view of the desirability of keeping the administration of all drugs to a minimum during
pregnancy, this drug should be used only if clearly needed.

Nursing Mothers

Animal studies suggest that clozapine may be excreted in breast milk and have an effect on the
nursing infant. Therefore, women receiving CLOZARIL should not breast-feed.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Geriatric Use

Clinical studies of clozapine did not include sufficient numbers of subjects age 65 and over to
determine whether they respond differently from younger subjects.

Orthostatic hypotension can occur with CLOZARIL treatment and tachycardia, which may be
sustained, has been observed in about 25% of patients taking CLOZARIL (see BOXED
WARNING, Other Adverse Cardiovascular and Respiratory Effects). Elderly patients,



particularly those with compromised cardiovascular functioning, may be more susceptible to
these effects.

Also, elderly patients may be particularly susceptible to the anticholinergic effects of
CLOZARIL, such as urinary retention and constipation. (See PRECAUTIONS, Anticholinergic
Toxicity.)

Dose selection for an elderly patient should be cautious, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.
Other reported clinical experience does suggest that the prevalence of tardive dyskinesia appears
to be highest among the elderly, especially elderly women. (See WARNINGS, Tardive
Dyskinesia.)

ADVERSE REACTIONS

Associated with Discontinuation of Treatment

Sixteen percent of 1,080 patients who received CLOZARIL" (clozapine) in premarketing clinical
trials discontinued treatment due to an adverse event, including both those that could be
reasonably attributed to CLOZARIL treatment and those that might more appropriately be
considered intercurrent illness. The more common events considered to be causes of
discontinuation included: CNS, primarily drowsiness/sedation, seizures, dizziness/syncope;
cardiovascular, primarily tachycardia, hypotension and ECG changes; gastrointestinal, primarily
nausea/vomiting; hematologic, primarily leukopenia/ granulocytopenia/ agranulocytosis; and
fever. None of the events enumerated accounts for more than 1.7% of all discontinuations
attributed to adverse clinical events.

Extrapyramidal Symptoms

Dystonia

Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may
occur in susceptible individuals during the first few days of treatment. Dystonic symptoms
include: spasm of the neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur
at low doses, they occur more frequently and with greater severity with high potency and at
higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia is
observed in males and younger age groups. Clozapine, an atypical antipsychotic, is associated
with a low incidence of dystonia (see WARNINGS, Tardive Dyskinesia).

Commonly Observed

Adverse events observed in association with the use of CLOZARIL in clinical trials at an
incidence of greater than 5% were: central nervous system complaints, including
drowsiness/sedation, dizziness/vertigo, headache and tremor; autonomic nervous system
complaints, including salivation, sweating, dry mouth and visual disturbances; cardiovascular
findings, including tachycardia, hypotension and syncope; and gastrointestinal complaints,
including constipation and nausea; and fever. Complaints of drowsiness/sedation tend to subside
with continued therapy or dose reduction. Salivation may be profuse, especially during sleep, but
may be diminished with dose reduction.



Incidence in Clinical Trials

The following table enumerates adverse events that occurred at a frequency of 1% or greater
among CLOZARIL patients who participated in clinical trials. These rates are not adjusted for
duration of exposure.

Treatment-Emergent Adverse Experience Incidence
Among Patients Taking CLOZARIL® (clozapine) in Clinical Trials
(excluding the InterSePT™ Study)

(N =842)

(Percentage of Patients Reporting)

Body System
Adverse Event? Percent

Central Nervous System

w
©

Drowsiness/Sedation

—
©

Dizziness/Vertigo

Headache

Tremor

Syncope

Disturbed Sleep/Nightmares
Restlessness

Hypokinesia/Akinesia

A A M MO O N

Agitation

w
o

Seizures (convulsions)
Rigidity
Akathisia
Confusion
Fatigue
Insomnia
Hyperkinesia
Weakness
Lethargy
Ataxia

Slurred Speech
Depression

Epileptiform Movements/Myoclonic Jerks

A A A A A A A a NDDNNDWWwWw

Anxiety

Cardiovascular
Tachycardia 25°
Hypotension 9



Hypertension
Chest Pain/Angina
ECG Change/Cardiac Abnormality

Gastrointestinal
Constipation
Nausea
Abdominal Discomfort/Heartburn
Nausea/Vomiting
Vomiting
Diarrhea
Liver test Abnormality

Anorexia

Urogenital
Urinary Abnormalities
Incontinence
Abnormal Ejaculation
Urinary Urgency/Frequency

Urinary Retention

Autonomic Nervous System
Salivation
Sweating
Dry Mouth

Visual Disturbances

Integumentary (Skin)
Rash

Musculoskeletal
Muscle Weakness
Pain (Back, Neck, Legs)
Muscle Spasm

Muscle Pain, Ache

Respiratory
Throat Discomfort
Dyspnea, Shortness of Breath

Nasal Congestion

Hemic/Lymphatic
Leukopenia/Decreased WBC/Neutropenia

Agranulocytosis
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Eosinophilia 1

Miscellaneous
Fever
Weight Gain

Tongue Numb/Sore

Events reported by at least 1% of CLOZARIL patients are included.

®  Rate based on population of approximately 1,700 exposed during premarket clinical evaluation of CLOZARIL.

The following table enumerates adverse events that occurred at a frequency of 10% for either
treatment group in patients who took at least 1 dose of study medication during their
participation in InterSePT, which was an adequate and well-controlled 2-year study evaluating
the efficacy of CLOZARIL relative to Zyprexa in reducing the risk of emergent suicidal behavior
in patients with schizophrenia or schizoaffective disorder. These rates are not adjusted for
duration of exposure.

Treatment-Emergent Adverse Experience Incidence’
Among Patients Taking CLOZARIL® (clozapine) or Zyprexa® (olanzapine)
in the InterSePT™ Study
(Percentage of Patients Reporting)

Clozaril® Zyprexa®

N=479 % N=477 %

Reporting Reporting
Adverse Events
Salivary hypersecretion 48% 6%
Somnolence 46% 25%
Weight increased 31% 56%
Dizziness (excluding vertigo) 27% 12%
Constipation 25% 10%
Insomnia NEC 20% 33%
Nausea 17% 10%
Vomiting NOS 17% 9%
Dyspepsia 14% 8%

'AEs are listed by frequency in CLOZARIL group, and included in the table are those for which the risk ratio of
CLOZARIL over Zyprexa or of Zyprexa over CLOZARIL was greater than 1.5.

NEC - not elsewhere classified
NOS - not otherwise specified

Other Events Observed During the Premarketing Evaluation of CLOZARIL®
(clozapine)

This section reports additional, less frequent adverse events which occurred among the patients
taking CLOZARIL in clinical trials. Various adverse events were reported as part of the total
experience in these clinical studies; a causal relationship to CLOZARIL treatment cannot be
determined in the absence of appropriate controls in some of the studies. The table above
enumerates adverse events that occurred at a frequency of at least 1% of patients treated with



CLOZARIL. The list below includes all additional adverse experiences reported as being
temporally associated with the use of the drug which occurred at a frequency less than 1%,
enumerated by organ system.

Central Nervous System: loss of speech, amentia, tics, poor coordination,
delusions/hallucinations, involuntary movement, stuttering, dysarthria, amnesia/memory loss,
histrionic movements, libido increase or decrease, paranoia, shakiness, Parkinsonism, and
irritability.

Cardiovascular System: edema, palpitations, phlebitis/thrombophlebitis, cyanosis, premature
ventricular contraction, bradycardia, and nosebleed.

Gastrointestinal System: abdominal distention, gastroenteritis, rectal bleeding, nervous stomach,
abnormal stools, hematemesis, gastric ulcer, bitter taste, and eructation.

Urogenital System: dysmenorrhea, impotence, breast pain/discomfort, and vaginal itch/infection.
Autonomic Nervous System: numbness, polydipsia, hot flashes, dry throat, and mydriasis.

Integumentary (Skin): pruritus, pallor, eczema, erythema, bruise, dermatitis, petechiae, and
urticaria.

Musculoskeletal System: twitching and joint pain.

Respiratory System: coughing, pneumonia/pneumonia-like symptoms, rhinorrhea,
hyperventilation, wheezing, bronchitis, laryngitis, and sneezing.

Hemic and Lymphatic System: anemia and leukocytosis.

Miscellaneous: chills/chills with fever, malaise, appetite increase, ear disorder, hypothermia,
eyelid disorder, bloodshot eyes, and nystagmus.

Postmarketing Clinical Experience

Postmarketing experience has shown an adverse experience profile similar to that presented
above. Voluntary reports of adverse events temporally associated with CLOZARIL not
mentioned above that have been received since market introduction and that may have no causal
relationship with the drug include the following:

Central Nervous System: delirium; EEG abnormal; exacerbation of psychosis; myoclonus;
overdose; paresthesia; possible mild cataplexy; and status epilepticus.

Cardiovascular System: atrial or ventricular fibrillation and periorbital edema.

Gastrointestinal System: acute pancreatitis; dysphagia; fecal impaction; intestinal
obstruction/paralytic ileus; and salivary gland swelling.

Hepatobiliary System: cholestasis; hepatitis; jaundice.
Hepatic System: cholestasis.
Urogenital System: acute interstitial nephritis and priapism.

Integumentary (Skin): hypersensitivity reactions: photosensitivity, vasculitis, erythema
multiforme, and Stevens-Johnson Syndrome.

Metabolic and Nutritional Disorders: hypercholesterolemia (very rare); and
hypertriglyceridemia (very rare).



Musculoskeletal System: myasthenic syndrome and rhabdomyolysis.
Respiratory System: aspiration and pleural effusion.

Hemic and Lymphatic System: deep vein thrombosis; elevated hemoglobin/hematocrit; ESR
increased; pulmonary embolism; sepsis; thrombocytosis; and thrombocytopenia.

Vision Disorders: narrow angle glaucoma.

Miscellaneous: CPK elevation; hyperglycemia; hyperuricemia; hyponatremia; and weight loss.

DRUG ABUSE AND DEPENDENCE

Physical and psychological dependence have not been reported or observed in patients taking
CLOZARIL® (clozapine).

OVERDOSAGE

Human Experience

The most commonly reported signs and symptoms associated with CLOZARIL" (clozapine)
overdose are: altered states of consciousness, including drowsiness, delirium and coma,;
tachycardia; hypotension; respiratory depression or failure; hypersalivation. Aspiration
pneumonia and cardiac arrhythmias have also been reported. Seizures have occurred in a
minority of reported cases. Fatal overdoses have been reported with CLOZARIL, generally at
doses above 2500 mg. There have also been reports of patients recovering from overdoses well
in excess of 4 g.

Management of Overdose

Establish and maintain an airway; ensure adequate oxygenation and ventilation. Activated
charcoal, which may be used with sorbitol, may be as or more effective than emesis or lavage,
and should be considered in treating overdosage. Cardiac and vital signs monitoring is
recommended along with general symptomatic and supportive measures. Additional surveillance
should be continued for several days because of the risk of delayed effects. Avoid epinephrine
and derivatives when treating hypotension, and quinidine and procainamide when treating
cardiac arrhythmia.

There are no specific antidotes for CLOZARIL. Forced diuresis, dialysis, hemoperfusion and
exchange transfusion are unlikely to be of benefit.

In managing overdosage, the physician should consider the possibility of multiple drug
involvement.

Up-to-date information about the treatment of overdose can often be obtained from a certified
Regional Poison Control Center. Telephone numbers of certified Poison Control Centers are
listed in the Physicians’ Desk Reference®.**



DOSAGE AND ADMINISTRATION
Treatment-Resistant Schizophrenia

Upon initiation of CLOZARIL® (clozapine) therapy, up to a 1-week supply of additional
CLOZARIL tablets may be provided to the patient to be held for emergencies (e.g., weather,
holidays).

Initial Treatment:

It is recommended that treatment with CLOZARIL begin with one-half of a 25-mg tablet

(12.5 mg) once or twice daily and then be continued with daily dosage increments of

25-50 mg/day, if well tolerated, to achieve a target dose of 300-450 mg/day by the end of

2 weeks. Subsequent dosage increments should be made no more than once or twice weekly, in
increments not to exceed 100 mg. Cautious titration and a divided dosage schedule are necessary
to minimize the risks of hypotension, seizure, and sedation.

In the multicenter study that provides primary support for the effectiveness of CLOZARIL in
patients resistant to standard drug treatment for schizophrenia, patients were titrated during the
first 2 weeks up to a maximum dose of 500 mg/day, on a t.i.d. basis, and were then dosed in a
total daily dose range of 100-900 mg/day, on a t.i.d. basis thereafter, with clinical response and
adverse effects as guides to correct dosing.

Therapeutic Dose Adjustment:

Daily dosing should continue on a divided basis as an effective and tolerable dose level is
sought. While many patients may respond adequately at doses between 300-600 mg/day, it may
be necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response.
(Note: In the multicenter study providing the primary support for the superiority of CLOZARIL
in treatment-resistant patients, the mean and median CLOZARIL doses were both approximately
600 mg/day.)

Because of the possibility of increased adverse reactions at higher doses, particularly seizures,
patients should ordinarily be given adequate time to respond to a given dose level before
escalation to a higher dose is contemplated. CLOZARIL can cause EEG changes, including the
occurrence of spike and wave complexes. It lowers the seizure threshold in a dose-dependent
manner and may induce myoclonic jerks or generalized seizures. These symptoms may be likely
to occur with rapid dose increase and in patients with preexisting epilepsy. In this case, the dose
should be reduced and, if necessary, anticonvulsant treatment initiated.

Dosing should not exceed 900 mg/day.

Because of the significant risk of agranulocytosis and seizure, events which both present a
continuing risk over time, the extended treatment of patients failing to show an acceptable level
of clinical response should ordinarily be avoided.

Maintenance Treatment:

While the maintenance effectiveness of CLOZARIL in schizophrenia is still under study, the
effectiveness of maintenance treatment is well established for many other drugs used to treat
schizophrenia. It is recommended that responding patients be continued on CLOZARIL, but at
the lowest level needed to maintain remission. Because of the significant risk associated with the



use of CLOZARIL, patients should be periodically reassessed to determine the need for
maintenance treatment.

Discontinuation of Treatment:

In the event of planned termination of CLOZARIL therapy, gradual reduction in dose is
recommended over a 1-2-week period. However, should a patient’s medical condition require
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the
recurrence of psychotic symptoms and symptoms related to cholinergic rebound such as
headache, nausea, vomiting, and diarrhea.

Reinitiation of Treatment in Patients Previously Discontinued:

When restarting patients who have had even a brief interval off CLOZARIL, i.e., 2 days or more
since the last dose, it is recommended that treatment be reinitiated with one-half of a 25-mg
tablet (12.5 mg) once or twice daily (see WARNINGS). If that dose is well tolerated, it may be
feasible to titrate patients back to a therapeutic dose more quickly than is recommended for
initial treatment. However, any patient who has previously experienced respiratory or cardiac
arrest with initial dosing, but was then able to be successfully titrated to a therapeutic dose,
should be retitrated with extreme caution after even 24 hours of discontinuation.

Certain additional precautions seem prudent when reinitiating treatment. The mechanisms
underlying CLOZARIL-induced adverse reactions are unknown. It is conceivable, however, that
reexposure of a patient might enhance the risk of an untoward event’s occurrence and increase its
severity. Such phenomena, for example, occur when immune-mediated mechanisms are
responsible. Consequently, during the reinitiation of treatment, additional caution is advised.
Patients discontinued for WBC counts below 2000/mm® or an ANC below 1000/mm’ must not
be restarted on CLOZARIL. (See WARNINGS.)

Reducing the Risk of Recurrent Suicidal Behavior in Patients with
Schizophrenia or Schizoaffective Disorder

The dosage and administration recommendations outlined above regarding the use of
CLOZARIL in patients with treatment-resistant schizophrenia should also be followed when
treating patients with schizophrenia or schizoaffective disorder at risk for recurrent suicidal
behavior.

The InterSePT study demonstrated the efficacy of CLOZARIL in treatment of patients with
schizophrenia or schizoaffective disorder at risk for recurrent suicidal behavior where the mean
daily dose was about 300 mg (range 12.5 to 900 mg).

Patients previously treated with other antipsychotics were cross-titrated to CLOZARIL over a
one-month interval; the dose of the previous antipsychotic was gradually decreased simultaneous
with a gradual increase in CLOZARIL dose over the first month of the study. Patients on depot
antipsychotic medication began CLOZARIL after one full dosing interval since the last injection.

Recommendations to Reduce the Risk of Recurrent Suicidal Behavior in Patients Who
Otherwise Previously Responded to Treatment of Schizophrenia or Schizoaffective Disorder
with Another Antipsychotic Medication:

The results of the InterSePT study demonstrated that, for a 2-year treatment period, the
probability of a suicide attempt or a hospitalization due to imminent suicide risk is stable at



approximately 24% after one year of treatment with CLOZARIL (Figure 1, Clinical Trial Data
Section). A course of treatment with CLOZARIL of at least 2 years is therefore recommended in
order to maintain the reduction of risk for suicidal behavior. After 2 years, it is recommended
that the patient’s risk of suicidal behavior be assessed. If the physician’s assessment indicates
that a significant risk for suicidal behavior is still present, treatment with CLOZARIL should be
continued. Thereafter, the decision to continue treatment with CLOZARIL should be revisited at
regular intervals, based on thorough assessments of the patient’s risk for suicidal behavior during
treatment. If the physician determines that the patient is no longer at risk for suicidal behavior,
treatment with CLOZARIL may be discontinued (see recommendations above regarding
discontinuation of treatment) and treatment of the underlying disorder with an antipsychotic
medication to which the patient has previously responded may be resumed.

HOW SUPPLIED

CLOZARIL" (clozapine) is available as 25 mg and 100 mg round, pale-yellow, uncoated tablets
with a facilitated score on one side.

CLOZARIL® (clozapine) Tablets

25mg
Engraved with “CLOZARIL” once on the periphery of one side.

Engraved with a facilitated score and “25” once on the other side.

BOttle Of 100 ...cueieieieeeeeee e e NDC 0078-0126-05
BOttle 0F 500 ..o NDC 0078-0126-08
Unit dose packages of 100: 2 x 5 strips, 10 blisters per Strip.........cccceeeveenneenee. NDC 0078-0126-06
100 mg

Engraved with “CLOZARIL” once on the periphery of one side.

Engraved with a facilitated score and “100” once on the other side.

BOttle Of 100 ... NDC 0078-0127-05
BOttle 0F 500 ..o e NDC 0078-0127-08
Unit dose packages of 100: 2 x 5 strips, 10 blisters per Strip.........cccceeeveenneenee. NDC 0078-0127-06

Store and Dispense

Storage temperature should not exceed 30°C (86°F). Drug dispensing should not ordinarily
exceed a weekly supply.

If a patient is eligible for White Blood Cell (WBC) count and Absolute Neutrophil Count
(ANC) testing every 2 weeks, then a two-week supply of CLOZARIL can be dispensed. If a
patient is eligible for WBC count and ANC testing every 4 weeks, then a four-week supply of
CLOZARIL can be dispensed. Dispensing should be contingent upon the WBC count and ANC
test results.

*Zyprexa” (olanzapine) is a registered trademark of Eli Lilly and Company.
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2) BEHBAA B EPIO 26 ERNTIMERE 28 1 1175 2 &,

3) FMERELDY 3,000/mm’ BA_E 4,000/mm’ A XIZAFHERELAY 1,500/mm® 2L E 2,000/mm’ A
AR Lica (FROOHM) 1%, FTROOHPIZEIET 5 £ T, ZO%HOMmkMHE
AEWE 2 ML ETY 2 &, F, FLWEBAMER (BEiroiRE 3 HELUANO A EkE
D BEWVEL Y 3,000mm® LLEED LZ84) Z2RLEEAIE, BREZITORE
BOEROWRESBET DL &,
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CTD 1.7 ARERMA—EX LEX123/9 B+ 1) JL&E

—fRAIAL TR 7 v e (Clozapine)

4) HIERELDY 3,000/mm’® A5 SUIAFHERELAS 1,500/mm’ Kiiizr L7254 (FRE@OH
F) 1, EbICAFIO®RS 20k L ECIENBEICEK L, FEOOOHMIZE
BT s ECTMERELEBITY, D & bEIER 4 B E CIXmEmezE 1 B2
AT 9 & & B ITESOME GRE, IR S O ERHERS) 2EEERBEL, &
YB3 570 MY LEEITO 2 &,

5) A ERE K O HERE DS FROOFHICHD T2 Z LI kW AFo&F L5 %Ik L8
AL, #HEFEBICEE L TOAFIZHERS L TERbRY, (RAElOHES
#%, M CAMERBE, FHRERBIIESERS L O®RERH D, ) ([#E
DIEZR)

6) FTRODEHELISMNT L 0 A OB E AT IE T T LEE5HAIiE, BE&TH 4 3
FENE TERUHE CEREETTY 2 &,

7) H&HIO 26 B O BIMERE N QI HFEREN TroWwThnTthy, nomigkEELsh
OFLHIC X BT 1 BRERMBOHEEICIE, TOB%OMEHRA L 2 MENS 1 [ ossEE
TITH ZENTE S, 72770, 1 BB EOBRETERH - 23581018, HEFRH X
D 26 WEIXMEMRAEZE 1 [BfT5 2 &,

« FROO D 2 Mk
< B EREAY 4,000/mm’® A3 3,500/mm’ LL_ B2 G P EREAS 2,000/mm’ BLE & 7257
B NEOOFHIC A
£ FHBRGFHBEERUCAFIEEFOREHE L LR
1Bk GRS wooE

(/mm?) (/mm?)

P 5-Bath AT RE,

B 5k vl e,

Be 5B S B 26 BT MERAE 2 1 1175 2
Lo 7ol 26 HELIIE, AR LIZGEIC2HE
W1 ROMEHRAEE T ENTED,

72720, 22 1 BlOMEREICEIT Lc%, 4 HFL
LOF RN D S AT, FRGRREN D 26
R0 1 Bl O mERE L Eid 252 &,

3,000 LAk 1,500 ULk |Oo#EHICBIE 32 F Cifuigfid 28 2 BILL TV,

4,000 i X1 2,000 A [FEE LR 68k AT EE,

EbicgEEzHIEL, OO#HICEIE T 2 £ Cmikk
EEEEBITV, HoeBYYEtRE21T5, BIEZLH
B TDR W, ok, D EbhliE% 4 EME T
IR 2 1 B R T L,

FHEoxEZ || © 400020 E 2> 2,000 2L E
(%)

@ 3,000 Fjifi UL 1,500 A

() JEYYEITEG OB GEEL, IR S OREBEARIER) 2B LIZHEITE, E#eh
WERNCERE TS L5, BEXIMFEEICEERR T L, £z, BYEDMEIR I
W ZBOIHE AL, EDICEREZITO 2 &,

(4) Lz, DFE, DR, LDERIFEIHObND ZLRHD0T, BFEOREZ+
DB L, LERFORHEMSIR, B, REIR, MR LR e ORER ST (RIK
ANHDHETF, FERNEE, BIPRE) B ONTHEIIIERENBIE LKL, &5
AL 2 LW REETTO 28, ([EE], T4ARMERMMEXRZENEM] ©
HZ M)
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CTD 1.7 RERMME—ER LEX123/9 1) JLiE

— R HI4L R

7 v e (Clozapine)

A EOEE
(%)

5) BERBEMES b7V R—v R, BERFEEESEOFRCICED Z L DOHDHERZRIEHN
FRETI2BEZNNHDDOT, ARG FIXCPMSIZHEN U &M M bEELE O R E
BITHZ L, Fi, BEREROBSELZ H0ICTV, mILEOME - EIRICERTD &
L bz, MERFIBFICBIT B0 e ik & RBR 2 A3 2 R & s U Tl bl e s &
1792 &, BT, BERE I TOBAERDS LIZT0BERRE T2 AT 5 BE121%, 1B
B LEORRIENEHRIEE LRI 2 LB SNDHEEICORBREGET D L, ks, HERE
P TV K= A IHE RIS IEO RSB b LG A& G4k L, 4
VA VIR E RS T A CEU R EEITY 2 L, (5], [RAIEER
MEERS ), (4 8WEF Q) BRREER] OESR)

(6) ARANDOEEIZ BT > TiX, BEUIMGEB ITARA OB IER OfEREE CEIC L - T
FHAL, XECRBREZH/COLEGERBTLIZE, £, FRFBEES b7V R—v
A, PERIFEVESIES OMFEERTICELTE, B, 28, 2R, HREOERDIHE
BUCHEEL, BEAROONEEAICE, ELICEMOZEL2ZT 5L 28T Z
Lo (A, [URizkz] , TLE&EESL) , T4RWER QO ERRBER] ©
HEW)

(7) REHMZRTZENHAHOT, WEHITEEL, EROBMENH L b =8HE12iX
B, EERES O R LB Z1TH 2 L,

(8) NFHEREREED & 5 BFICHRGT A4, THMICITEEEREZITY 2 &, 15T
WZHEL, EM, RERAIRZEOHEREZ RO ZERR S b b =HEI12lE, B
WCHFHSRERAE 21TV, BRE EEE AR O LR-CHESRS DN HA Ik %
kL, FFEREREEA LT ICEE TS E TREEZE LAV &, H5ERBIZNT
BREEREBOLIMCHDEET DI L,

9) IRR, EEH - E£hH - REEBRENEDETHNEZD ZENHLHDOT, KFHFEH
DBRFIITHBEOEREGRE ML) B OBIEICEFIERVWE S EET DI &,

(10) AFNE, FAIE LTHREGRGHZISEMIZABER F TR 5217528, AHIOA MK
WEEEN IR S, UTOERELZ T LIEGE IR IR U Tk
TOBFIBITTHZENTE D, ([BE] 0EBMR)

- BH#3EMEREL, »oEWAERTER EML RS LGS,

- BELEBLTREOEREZHRL, HEEORER T CPMS OHEERLY D
W2 XETEDENNDHE,

772U, RRYME OIS MR E I BET 5 & b A ER N A O A1

ELICEREICHET 2 &0, BEEOBICEE IFEE I HodT5 2 &,

(1) HFREERIE ZIEDMENR 5 O T, HFRREREKA33,000/mm’ LA 208 Lz aicid b %
HIET D2 ENEE LY, BESHEOLNLEAITE, MENRHEICHRE T L,
BUIRAEZITH 2 L, 728, HEEBITFRRERE D 1,000/mm’ A 12 B1E Lz 54
WCORTHZ L,

(12) 1/ MR E DS 8 5 DT, 1/ MR ERA350,000/mm? A5 & 7~ L7354 13 G- %
IETAZENRLEELY, BENPEDLNLEAIE, MENEEICHK TSR Y, &
IR EATH 2 &,
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BEx LEX123/42 aH U LiE

— R HI4L R

7 v e (Clozapine)

R EoEE
(%)

3. HEEHA

%< DX E OMEERPFRESINTHDD, AREEOSH DT X TOMBAEGHEIZONT
SN TWADIT TIERNOT, MAEJFA LY, RASUIPFAEEZREST 25512
ITEET D2 &, RS, AFIETEICRHMBERET b o— AP%oKWMAzsm)Tﬁﬁ

SNHDT, AREROTEN
EAE RES I

[1a:7 wRAE IRV RSE Ay

JiE, HEICEE L TERICK

() SrRER BIALBWLI &)
A8 F BRERER - HHEHE #r - BIRETF
B REME 2k 2 9 RIREVE | SEMERIERAE O FEBLAS N | iR TE O RIVEM 2SR AIZHE 58 S
D &> % HH| TOLRENNRD D, ML AREMED & B,
VE PRSI RES
{E2ERRIE
R EDURS R A BIMER I L0 |12 KT 5 & TIThf 22

»XTT““C‘%CN\K&') Jill
G EANPHERT D E
TARAZRE LT
L,

T 5,

VAN ZaINZ G E-S
7T RLFU v
VT Rty v

T RLFU COERE X
X, EERMEET
FRIITBENLLS D,

AHND o ZARERHERIZE D B
SARRIEAER DAL L 720, 1
JEERERDBES L, 7 LTl
Y ORECRABRET 28N
b5,

(FRHE)
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LEX123/9 1) JLiE

— R HI4L R

7 v e (Clozapine)

HHEoTE

(%)

() BHREE (BRISEET S L)

FRIEE BRERER - BEAHE B - EREF
Tova—)v SEE,  GTIRAE o HAX AR B | B AL AR AR T VE FH 23 8
MAO [H5E A TERM@ H o b BZN RS NDFRRENPE Z b
R AR A ] A1) BB, 2o

e 2 & I UH
R VT R U REHA]
SRR B Al %

Ny VT E S REA

TEER BN 2 JE L9~ B Rtk s
BmEY, EEOCIERERS
IR, PR IRICE DB E
s,

OEBR R O RIE 23 H B 1
MENDEEZLND,

= U ARME AT D HEA

i U AR AR 5%
b,

Hizhi= ) AEHEAT D,

Wk A MR, ESEPERIMED & (AH D o Z AR ER I X

bbNoBENRH D, Y BEEAIOE R 2 R4 5w
HEMEDREZ BN D,

PR INHIE 2 A9 2354 (R E N 2 H5R 2 S 2 | ISR ER 2 A4 %,
nrds,

U F v L5 EVEHIEBREE BLOD fERRIEAN S (BT XA Th 5,
32 EDREVDH D,

a1 ThDAFEE, BAEND L BFIIAHTH S,

PRIZEDHRERH D,

CYP3A4 Z 75389 5 384
U757 BT
TN
Tr=

AEIOMPRENMET L, %)
BRI I NI BENNH
50

ek, BREEIZOWTE, MR

CYP1A2 %84 % 3H|
FATZ =
—aF (MAE) &

DRI &0 AF O i e
SIS 2 ATEEE DS & B

NS DOHANL CYP3AL %
BES D T LS AF|OH
MetEshs EEZHND,

b OFANT CYPIA2 %
D T LB ARKOH
MMEESND EZEZBND,
ks, WU ZOWT L, MR
OHIEIZ XY CYPIA2 I&ME
DT L, REIOMRHIET
T HAREERH D,

CYP1A2 %[l % 3Hl
TNRXH I
DAV ===t

AAEIOMAFEEN EHI 58
FNRHDHDOT, T2
AIHEBICERTDH L,

I DOHEANL CYPIA2 %
B4 2 2 & B AFI O H
NEEIND EEZBND,

N7 xAf

K7 A OFBBUT X AH
oidEEN ER L, 5 A
BT A OEREFIET S
L, ARFNOMmAREER 50%
W L= ORENRD D,
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CTD 1.7 RERMMA—ER LEX123/% 8+ 1) JL&E
—fRAIAL TR 7 v e (Clozapine)
EHaE ERERE - IBEAE W - EREF
CYP3A4 % [R5 3 2 34 AFIO M P PREN EFIT B2 5 DAL CYP3A4 %
Ty AR~V TR HBHOT, AT HHAET S Z &0 DA ONH
VAFT BlIHEBICEET DL &, NEEENE EEZHND,

T = VR BT A

A rNT7ary—

RY 3 —
HIV 7’2 7 7 —BIEHA
RV IV AFI O MR EN ERT BB |CYP3A4 OBAICE Y, AH
FNRHDHOT, FFHTIH|ORBMPEESNDIEEZEZD
BIIHEICEET D L, nod,

NaFwF s DRI O BHFE TN T, AH (TR OME SUIEA I &
DMAPREN LR/ LIz O |0, KAORFPEE SN D
ERH B LEZBND,

4. Bl¥ER

ENERRBRICB W CREMMT O S & e -7 77 B, BEEBEERE 2 & 0RIER
2376 15 (98.7%) \ZFR&H HLALIz, Fe BMMTRAERIT, BIIR 49 1 (63.6%) , .l - &t
3761 (48.1%) , VREEEZ 36 ] (46.8%) , 1854 26 # (33.8%) , MK GAMEHIRE S
Te) 20 5 (26.0%) , #REL 1561 (19.5%) KOMKEIEM 14 6] (182%) HTholz, &
72, TERERMRAEERERIL, AmEREE 26 61 (33.8%) , ALT (GPT) Hin 26
(33.8%) , HMEREGRA 12 61 (15.6%) , AST (GOT) M 124 (15.6%) , y-GTP #4
2l (15.6%) , ~UZUEY F#EI 1B (14.3%) MO ALP #9011 1] (14.3%) %
ThoT=,

(1) EX%GEIEA

1) MEBRBRIE (5%AW) , FhEkEE, BmBBEME (TN bs%illh) - EH
KIERAE, #FhERIBAE, AMBERBAENRS bbb Z & nd 5, @E, 5Pk
X VEIET R, BN REREZ EDREL G H D720, AFOBREGRIERTL Y
EME e g d (e, FHEREE) 2170, BEENEO b GEITITE
HicEEPIEL, WEYARLEEITO 2L, ([&E], NEREESE), (2.#
EREARNEE] OB

2) MER, DEHE, DERX (WTNHhLEEAR) , DEREE GRUE) O
%, DFE, DK, DERITERDODLNDZENHY, HEHALHE SN T
%, HERFOFGIEAENR, B, AR MO0 R 20RO URIR A
OWEF, PEREEE, SRS NRD ONTIEAICIIERENEE SR L, &5
IR S PR EEIT Y 2k, £, BEOHICI W Z<HE S TWD
DT, FHEYHE CHEERIITBEEOREZERRECBSETL L, ([=5],
NEEREARER] OESHR)

3)) BIE %Ll , BREETS P77V F—2X, BRFEHEE FEELH) &
MBER B Bot, BEREIES B 72 F—3 X, FERFBVESIE) SIETICE - 726 b
WESNTVWBEDT, AFIOEGFITZCPMSIZHERL U T & BB Mo E %% 4 81 &5
el b, BHEEROBEEZ 22Ty, OB, 28, 2R, HERSOMEIRD3E
BUCHERE L, EEPRO NGO RIFIRIEICE T 5+ e sk &
B A AT 5 EA &EEE L CEYI S EITY 2 &, i, BERFEMES FT U R—
U A UTFERIF IS EDO BB S NG/ IIT &S 2RIk L, A ) g
ERET LM MBSO, ([BE], [FAZER], TEERE
5, NREZELEANEER) OEBMR)

A EOEE
(%)




Novartis

Confidential Page 13

CTD 1.7 RERMME—ER LEX123/9 1) JLiE

— R HI4L R

7 v e (Clozapine)

R EoEE
(%)

4)

5)

6)

7)

8)

9)

(2) £DtDBEIER

EMAEEE (S%ARN) - EEVRER, ME ORI, weENREE, SR, mEOZE
), ITERREL, TR EMERABAONGEIITEEEZRIEL, KE
H, KOWHHREOLFEHE L HICHEERAEEZIT) 2 &, AERERICIE, A
EROBIMLIMIECK(CPK)D LA N HLND Z ENEL, Fh, 347V REMF
IBBIEDIR TRALNDZ END D, 7ok, @B L, FEWLEEE, fMEERE
B, BiAGER, BMHEERE~EBITL, AT LEAIRHRE STV A,
TAMAHEE, E8, SFH0—-XRBE (T LS%R) - TADAFRLE,
&g, I AT u—XAREERHLDONDE ZERD D, AFIIAEKRFEICRSEH
BIRTZb7-6 L, MELELEEL, EERIELS|ISEITBENND D, FRHZT
NI DOBEEED 8 % BE TIXERRBE LT, AAloREEE1Th72 0
Zl, ZOXIREACITEEITP L, PURSEHIEZRG T 50 St nE
17952 &,

EMMENE (5%LE) , &M FEEARY) , BRER GEEAE) . &R
MmE, KeRHLLNDZENHY, THEREM D MEL, MERELRICELZZ D
HD, HEGYHIOWIEZ4T O RSB LZHEAIC L0 2 AN 720,
HEECBET L L,

FhEEfRSE, REPERRMAREE (W LHEEARE) - WMERE, B EIRARE S O
MBRERIENDH LONDZENHY, HEILESTHLHREINTWEDT, B
EHaoAT, BYl, e, VRN OER, HESESRO ONEHAICE, 5%
k3572 S e B AT Z &,

BIERF%, FF#%, BAS EEE (O bEERE) - BUEFL, IFd, MRt
) OWEMENREINTVADT, ZOXKIRGAICEFERGEPIEL, #au
BETHZ &,

REAZE, FEMALDX (WIFRLHEEARR)  KAlodgi= U AAERIZ X Y G
B, FRMMEA LV OARHLELNEZERHDHDOT, 20X D RGAICITREITE
Hadik L, @MYe0Esiro 2k,

HEETE %Ll L bo% ki
ik 740 _ M EREE N, AFERER | /N, /N
) o RRER H9n HEhn, A
Y i)
RMRU - R a7 e
REEE I SiEE

Y i

AAfAERES BEEORS, N - IR, DFV, T |HE

PEEL, HAE, %D

Rt - B, B

TR %, RER, 7
h VT, WHiERE

o {5 EREEIR - %,g%@yx%*%Eﬂ
T

DEE ENR SR, BRI R —

hEREE — M EAR T 5 1f

AAE, R M2,

= — _
FREREE PR, PR o
N 5 fERL, oL, WEAL, |WETREE, HTIRE
3 % = N B L
JT B BE fR A fE b -

FFis - BEREE |k -

( ALT(GPT) # /i,
AST(GOT) #8 fin, y-
GTP ¥51%)
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CTD 1.7 RERM&E—EX LEX123/9 B+ 1) JL&E
—fRAIAL TR 7 v e (Clozapine)
HERH 5%LL L 5% K
RE - RTHEEE — — B2
Bl - MRBREE |[HEMEB R SRS IR
LREREE Ffot e — —
W7 - T AR, R
L BEE B B, ST - Wm%? B
I‘%:" =]
CK(CPK) 40, ALP
H49n, LDH¥GM, 7 B
FRERIRE a 0 g s F B,
TSHIE T

R EoEE
(%)

5. mEADIRE

il T, Pl ) AERIC KD IRM - ERSED D DT <, R RHCIRER A EEED

& LTV 2 &S TIHEMERLECHIRD & 5O WEORERH L DT, BHE
DRIEZBEE LS DHEICHREGT 5 2 &,

6. 1R, EF BILREF~OES

a)ﬂ%Xiﬁ%LTméT EMEDH BIFNITIE, BEEOFERMENGERIEE EB5 &
méné WCOBRFEHETDHZ L, UEREFO#EEIC %?6%%@iﬁibf%&
o@%%mmtéﬁﬁéﬂ HERBRICBNT, IR - IR ENE R AR b1
TWRY, Tu T 7 F U REOHINIAE S IR %&%x%ﬂé@ﬂ%@ﬁh
REHTE B OMER, HRAIIE RO &L OZ BB OB (7>, 20550
1340mg/kg/ H, #&0) 2, FEMWOERERDICIES ZRkREEEEX N DIRED
FKBEEE (7 FROTYF, 40mgkg/H, &0O) KOVRE (79X, 40mgkg/H,
BO) BB En TG, )

2) BHAFOHBNEETL2HGIRAELRTIEDL L,
T, LHF~OBITHHEIN TN D, )

(EIFEER (7> b)) 128w

1. IMNRE~ADETE
R AREE, #rER, LR, SN
(ERNTOMERRERIL )

NRITH S D A E R O M3 HESL L TVg

8. BEERS

e, AR

PR R IR, WEAR, MERCH, BREE, $AGL, KR, W, TAR, HERSEIER, X
ST, REAE

BARRR R - TREER S, Wi, T, RIRIEER

EBRER - AKME, BB, AR, RERAR

MER s o WE TR, RN, PEURENE, PR N4

WE : IRHZER M ChIET:, EERES, BIRENAITH D, D6, ik

He, L - IR ANT R BRI L, D e d 5 HITEREERICKIST

LT DICEBRVBIENLETH D, ok, RIIEOIHERIZIET LY oG I3HEHT

5/\%'(&)5 (7 FLF Y R K » TEALT S AR B 5, )
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CTD 1.7 ARERMA—EX LEX123/9 B+ 1) JL&E

—fRAIAL TR 7 v e (Clozapine)

9. ERLDEE

HKIZT(FBE - PTP AMEDIEKIZ PTP o — b bWV L CIRAT S L 588+ 5 2 &,
(PTP ¥ — FOFEKIZ LD, FHOWGLATN BRI~ L, BTS2 L CHERR
AREOEERAIHEZDFRT L Z ENRESNTWD, )

A Lo EE |10 20MOTE

(%) (1) SMECEME S 7= AR B U7 RStk URZRAVEIEE - D18 247 5iEig
EaaEE LT 17 OEKRRBRICIN T, RO ISR PR sy 5T~ 5 & R
BHREL B L CTHERD 1L.6~1.7 @1 L DRENH D, 72, SETOES:
TN, E PR & RO e L FREIC 2B RO R ST 5
L OWERD B,

Q) AHNC L DI, FEARHO IR RS ST 5.,

B CEHED
TERAFEA H

i % -
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Table 1-2 FER#BSK—EZLR2 (FIVETSV—N)

— BT BT T U TS —s (Arnpiprazole)

£ H
0

N MNCH:CH:CH:CH:0 M
m
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CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

— x4 #r 7 U w7 — 0 (Aripiprazole)
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CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

7 U e r 5 — ) (Aripiprazole)
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7 U e r 5 — ) (Aripiprazole)
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— x4 #r 7 U w7 — 0 (Aripiprazole)




Novartis Confidential Page 21
CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

— x4 #r 7 U w7 — 0 (Aripiprazole)




Novartis Confidential Page 22
CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

— x4 #r 7 U w7 — 0 (Aripiprazole)
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— x4 #r 7 ST — ) (Aripiprazole)
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Table 1-3 RF#ERzIMH—EFK 3 (F HE

— R4 TR
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— R 18 R A Z WL (Olanzapine)
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— x4 #r A4 Z YL (Olanzapine)
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CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

— x4 #r A4 Z YL (Olanzapine)
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— x4 #r A4 Z YL (Olanzapine)
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— x4 #r A4 Z YL (Olanzapine)
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CTD 1.7 RERZR—ER LEX123/7 O+ Y L&

Table1-4 RERMMH—=RL (VAR FY)

—HE A% J 221 Rl (Risperidone)

N _CH:

//.ﬁ\\’;'/’ T 3
v /

3 N. iy G
SN N CH CHe—N
\

0 p—
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— x4 #r ! < (Risperidone)
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— x4 #r ! < (Risperidone)
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— x4 #r ! < (Risperidone)
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— x4 #r ! < (Risperidone)
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— R B BR J 2~ B (Risperidone)
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Table 1-5 RERMSE—ERS (OILBIIFTEY)

— i 14 TR 7=z Uit 7 =F 7 ' (Quetiapine Fumarate)
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CTD 1.7 RERM&A—Ex LEX123/% O+ 1) )L

F7 ¥ (Quetiapine Fumarate)
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F7 ¥ (Quetiapine Fumarate)
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F7 ¥ (Quetiapine Fumarate)
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OREEFERERSBET L L, ([7BE] ., T2
EEALAEANTE] OESMR)
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4)
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FERAMERE EELRT)  SiERS b,
FERIFIES b7 K= R BERRIG P IEA> & 3
CIZEos=plb s S Tnba 0T, KFloEks
PRI CPMSIZ #EL U C 8 I BB 25 2 I E 5 5
e b, MKREROBIZ A +5ITITV. A,
2R, SR, BREOEIROFERICERE L, By
MR BN AT SRR G F I BT
BDF0r 7k L RS AT 5 EAR & s L CE )
XS EATO 2 &, Flo, BERFMES FT U R—
¥ A XNTPER RS IEOMAE RGO b= HA I
R EETIEL, AR Y VERIEREST SR Y
WOIRMEERTTY 2 &, ([EE] . RRIZEE
MEERKES) | (2. BEARLANEE] OES
)

BYAEEE Go%ARN) - MEHRER, 58 O TR,
W RS, SENR. MEOZEE, FEITENFHE L,
TCH EFERAN L LN D HEICITHE S &2
IEL, R&BH, KOoHEEOREEHLE & b
GIZR B 21T H 2 &, AERIERICIT, AImEkD
BN MG CK(CPK) D L F RN A b D 2 L%
<, Flo, IA T B EURERE D BHEOK TN
HENDZENDHD, B, BEARRREL, MK
R, FRERMERL, BAER, BB ARE~L BT
L. B L7-fIRHESh TV,
TADLARE, B S AV —XREHE (0T
NB5% AT « TANAFKIE, B, I 47—
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U, EBRIEZSISEZTRBENAND D, HICT
AP DBEREO 5 BE TITEERS B8 %217
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BEBIMEME 5% E) . Kk (BEERH) |
BEER GHEARE)  EPERLE. R dH
LN ERHY ., ERERL S OME, MR
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HIZABITHE LB RICI 2 AbND T
O, EERCBETL L,

FHEASSE . FEPRARMASEE (VTN HHEEARE) -
B SEMEAE . VREREF IR M ARE 55 o MAR FERRIE N B &
ONHZENHY, HEICESTHl b HREINT
WAHDT, BEE TSIV, BOh, Mgm. U
e, BHEENRBD SNEHEICIT, BE5%
HIET 57 EilE LB AT H 2 &,

RIGERF 3. P82, BBHAS oHHERE (Wb
FEARH) BUEATR. BFgE. BRIT O o Wik FE A
WMESNTWAEDT, 20X ) REAICIIRELR
kL, EYRREEITH 2L,

BEAE, BEHEA LR (WIFRLHEERR)
AKFOF 2 U AAERIC L 0 BEHZE. FREMEA L
ANHEONDZENHDHDOT, ZOXHREE
IR E TR EE2 Pk L, e R A@Ea21T 5 =
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HETH 5%kl Lt 5%k
OERG B TR, KRR | B .
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PEEL. HAE.
B, DHFEV, B

BEAARRE (Hhizons, ik
= ENE R - N o
B, HiR
TMEE %, fRE,
TAHLLT . HEFE|
88 e S BRSE 4R - ik gt o | PO
X3UT
DEE RENR Hilk, LERZEL -
mERE - MEE T L

[N N AN
R, PR

FRERMEE - -

EEBREE | [ B/, Eols, WAL, W FREE, B PR

HIEARR JlER
JFEERE MR AL e - -
FFiig - BEE R s (ALT (GPT) #54m, B
EE * AST (GOT) BEAM,
~GTP 4 I1%)
RA-ETH - ~ o
HpEEE ~
R PR i Rk R
STEFRREE Ffe st — —
T V=N N
LS - FEE FEIT - R -
A
CK (CPK) B4/, ALP
EERE _ SN, LDH s, _

T F U
B, TSHAK T

5 AlmE~NDRE

A T, P ) AARMIC K DR - ERERH 5D
NP < ETFFICERGEENS KT LT o &EimE T
RN MR E LR B S b T W E DREDH D
DT, BEORELBELRDBOHEEIIKRET LI L,

6. ITIR. EiR. BIBE~ORE

(1) IR TR LTV 5 A REME D B D im N iciE, 1RF
EoBHEN GRS BB S LTSN BEEIZD
HEESTH L, UERETOEEICEAT I REMT
TeSE LTV, B a =B A E R
BWT, I8 - BIEEMEROEHEEITERO S Tn
RN, 0T F RO D TIRI R
EEZONAMEAMOELIL, RRELTE A DOIER
ERATE CER OB &L O IR O (F v b,
205 5 WM T40mg/kg/ H . #&H) 23, REM)OKRERK
DITHED IR L E 2 BN DRI OREIRIE
(v FROTHF, 40mgkg/ B, FO) KROWE
(X, d0mg/kg/H, #&O) BNHEINTWD, ]

(2) BFHh o ARG T8RRI SED 2
Lo [@ER (7o ) kBT, fitF~0
I WEITND, )

1. IMNRE~DEE
RHARER, HER, SR, BRXENRCRT 28
R J OV 13N LTy (EN ol BRI
AAY I

8. BRE®RE

M. EK

AR AR, RBIR, MESUR. BRME, BEEL. 45,
Wbk, A, SRR, SORTTHE,
Je A

BAEMRER - kbR, BiE, Z0. IR R

fEBReR - ARME, BB BEAR. IR

MG AR - WENMERGSS . PRUR IR, PROL PN, PR R4

WE : IRAZERM ChITMEE, TEERES. B

DEHTH D, LHEHE, FERARFERE, BME - BRIERL A

T AR EBIE L, < &b S A B ERMEER

xR T 2 7o OICEBIRWERERLETH D, B, &

MEDHEBIZIET FLF U o538 5&Th

L, (T RUF U U REEIC L » CELT 2 RN H 5, )

9. BRALDIE

BEHIZZ AT : PTPELEE O IEFNIPTPY — R B H D LT
RAT DL 5EETL 2L, (PTPY— hOBAIZL Y,
EWEIA A BIEREA~TIA L, EIOEZFELEEZ LT
MERTARZEOEERAIHNEZ R T2 2 & BME I T
W5, )

10. £DHhDEE

(1) SMETHEME S 7GR EREIC B L 72 AR AER (K
PRAMAIEE - AR AT D EImEE 2R L LI21T
DRI BT, B OIETERGUR e 345 5
T 7 BRI G L i L TR 6~1. THE
BRIz OWEND D, £z, HETOEFME
[ZRWT, BRI b IEE BRSO 3K & [F)
HRICHETRO EFICEHGT L L ORERDH D,

(2) AANZ X DIBET. RRARH ORI H T ST
W5,

[(EMERE]
1. fueRE"
HARNBBIPIER A RIERF 1041, Zade
26mgZ H[ERR O %G Lz L oMty o v gk
HEB M O DBEOEMBEE T A —Z | ZLUTDO L LY
ThHoT,
120 1
100 1
80 1
60 1

40 1

Mm3FRE (ng/mL)

20 1

0 T T T T T 1
0 4 8 12 16 20 24
B (h)

7w 26mg Hilal e 5-4% oo i 8 o RS L I BE HERS



7Y 25mg W[ # 5# 00 1 4 h SR 28 (L A A By e
NG A—H

Cllm.\' tllm.\' AUCO 24 tl /2
(ng/mL) (h) (ng-h/mL) (h)

62 =+ 24 |31 £ 21|71 =+ 349 |16 =+ 7.2

CPfi P UER 72, n=10)
Fio. BARNBEEIUER G RREREZSLIC, 71
P 60mgZ AR N # 5.4, MRS &V 50, 100,
K O50mg% N En1H2[E8HMKERARKE LT
L EDRYEENT A —F EZLLTIRT,

7 v O HE K O E R G% O M ARZ(LREEY
BB ST A4

Bk - e Conax tinax AUCo.12 AUCq4 tin
® (ng/mL) (h) (ng - WmL) | (ng-WmL) | (h)
50 mg
HEES ) 168£56 | 1.8+14 | 908166 | 1260+£224 | 16+4.5
50 mg
(neg) | 453%167 | 1810 | 35401590 15+5.1
A 100
A2 (n:';‘)g 7284277 | 47485 | 54402610 16+9.0%
8 HIH
150 mg
(n3) | 1140363 | 13206 | 78203780 14444

CPEMEAR R ) , * n=6

2. ﬁﬁb&

JaYPeork, EICREBERT N7 o —2P450 (CYP
1A2, 3M4) TR#MEND, 7P E L 25mg% HElHER G
BOMBEFPRE T, REMER R DR, e L
TIEN-EA F AR R ON-FF ¥ RIKBARD Hhiz, N-
Jii A F AR K ON-F % & RIRDAUC, , 0%, ENZEhAR
AR D32% L V9% T H o 7= N-fii A F LR D K83 v
D, M ON6-HT,, 3% AR A I IR 2 ik & RIFRECTH D |
N=A 23 RIRIID TR 72,

3. HEift®
UCr m Y B b0mgw HEIR O &L L5600 &K%
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DRt Sz, Fo, REMKEE LTRPEDEFRIZ
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BEo M 7 v e oc, K OACIEENE L 5%
K2 85I B Lie, HREEHIZZ LRSI
OPFHIZ LV 16 52 528, TREICIER L=, F
7=, CYPSMBEREEZ AT DN~ EE U L OFHIC
X, Zua¥eromfEfiREX32~64%k Lz,

[ E& PR RE#E]
. BRHAE D AARERY
TR IRPTIERE A RFRE (O FURSAIRE HEIZ RS R B X
IEMNARR) BE306 %2 R5RIc, AFI D260 M5,
FEXTR, JEE B2 EhE L 7=, = OfEH. BPRS (Brief
Psychiatric Rating Scale) &FtA = 7%, FIntER

B (224) Tl ER62. 68, 73 (I 1 YR
72, DLFREER) | I REMiRe52. 0£10. 40 (Zfb&IX
-10.6+9.43) | MHAMERBRAE (86]) Tix& 5 0i
61.0£7.60 . & FLAMHE37.011.34 (&AL & 1%
-24.0%+7.95) Thotz, Fi=. thEFL BPRSAF A=
7 320%LL B U T B & GES & E ) 1EROGHER B
fi7C40. 9% (9/22) | MWAEMEREBITL00% (8/8) TH

-7,

. EIAEHRY

R A LRAE (o JEE RS MR SIS
TR) BEH ARG, RAlO248 MG FEXRTHL
HEMRBRE E L7z, ZOME., BPRSEFH A 3 71,
B 5-R164. 4210. 90 CEAE LR, LTRER) |
I AEREAIRFAT. 22215, 47 (2 L& 1X-17.2£13.78) TH
ST, Fi2, WER BPRSAFHA 2 7 2320%L0 B L
T 2 B & EFE) 1367, 4% (29/43) Th o7,

(KHEKE]

1. XB{EH
(1) ZERERMKE"

In vitro BB COZa o kI uD, D, &
0 h=5-HTy, DAB U UM, T RLVF U va,,
b AH I UHZARBRME (KifE : nM, FHE =
HEREZE) |, FNFN126+£20, 91 K TR21+2, 12+3,
1.9£0.4, 7*4, 6£2TH Y, K UD,ZHKH
FPE IR O BAR & e T 5 & D TV,

(2) fTEpEEm

g XY R—Lb, URNY Ry ZulbFavwdy
EOAZ Tk, {TEHEREZEM R REIEE &
ORIWERIER (BEZ VTV —3%, 7uirs9 vk
F5) OEMMREIL, DR ME M &M 5,
ZHIUZH L7 v PR, IREIEEN RSN D — 5
TRWERERIIBH SN E2R% L, DZER
BAME L 3B L2y, eV E R, DA RS
FOMEDRD THWHIRBMRE E B2 b,
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7 aY ey oM EREBFIIAATH LD, DR
T FNARTT L 22 W IR R3S iR
X9 BINPIIFINE 2 b D,

(AR5 ICBEY SEEFMAR]

RIS

—%4% - 7 a ¥’ (Clozapine)



b4 : 8-Chloro—11-(4—methylpiperazin—1-y1)-54
dibenzol[b, e][1, 4]diazepine

372 1 Cghl CIN,
1 : 326.82
PR HEDOREEOHM R TH D,

Helg (100) [ZEITRRTL, AZ /= VR X
J—=Jv (95) IZRREITRT <, KITIFEALLE
BT 720,

B K9185°C

S BRARER © log P=0. 86 (pH7. 0, #EMEIK/1—A4 2 &/ —))

[k LEDFE]
PTPEIZEN B Y ) L 72 BEAIIL R D X sl T
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AL &,

[FEBEH]
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1 MEE - HIRDERUVZDRTERM
1.1 MeEE - WRDOE

TR MR & JSIE

1.2 ZhEE - HIROEDFHTEIRN

AFNZ, EERERERROY X 713H5 600D, MOFHEHHE TITHoRiBE R NS 5N
IRV RIRPIMER G RIEITS L CTHEIMEZ R T 2 000, WA TIEEZ DIRET LT Y A L7
ElZB W THRAMEEIREE & L TALERHT BTV A[1.5-2.3 TH],

L7223 o T, ERNIZEBWTY, ARIZREEEIEEE UCOEMT, fobuksmmE Cld+5972
BIRDPF O NRNUSER R, SUTHEHASEIER 22 & ORIERNC & o THUksm3E 2 LB &4 1
TERWMEEARBRORARMIERF 2 LT L, 2o NEERUER & K
fiE] ODRFICAFOERZRETRE LB,

121 B

AT 1 ARRBR (EIP 01 38R ; 12 MEIR G- O, FFEMERBR) ICBWT, BT
BIFE 9 4 (T RCTRUSHER BB ZXPGUTAREI O M & ZaMEE2RF Lic, BOSHEAR B4
OFPIENET [ E 2.5 4FM, HHERABFR L T\, o HEE SERICDZRL & D 3 F
G HE, 56 2 FMEITR/ D chemical class IZJET) D7 7w~ Y B 700 mg/H LA B
2 8§ AL EOHUREMIRIRIEE 2 Z T 7208, s L7eho7-2] & L7z[2.7.3-Table 1-4],

ZDOFEF, BPRS At A a7 OF BRI MO H[2.7.3-Table 3-5], £7=, th#Hl (BPRS
Bt A 2 T R EGANC e ASE IR S 20%2L B L= ReE) OFEIS1E 66.7% (6/9) Th-o
72[2.7.3-Table 3-6],

B T ARRER (EN 1201 38 ; 26 BB G- OISR, BB <1f, RISHEREERW
MAMERROBEZMNRE Lz, SIGEBEEORIUCEE L T, KIGHERBOIENRE L U TARAIOWEIL
TORGERBR (S 30 3RBR) OFUE (Kane DFENE) LIXIEFRBED FENEE FIVN[2.7.3-Table 1-4],
Fro, MAEMEAROHEREL U TR O OfGERER (S 16 35R) CToOREUEZ v 72[2.7.3-
Table 1-3],

7B, BOSHERBFIOBIRICE L CiE, ENTIIEROFBMHRRORFANETH D Z &
25, 01 ARERS> Kane DEEMEIZIT AV, TEA Lo ER (RIRFGHH S T U R 3ED
raLra<w P U BMEBAFERIL, 1 AT 50%U L2 50585 BERHN LN TV EHEA,
MHEPUEMREE FAIE Liz) 2RV, T70bbh, SEEOPURBHFRIENSFERCER S hTwn
Teh, WE S FEUNIZ, Zarara~ YR T 1000 mg/ H UL EOHUBMIRIE (W3 EFINF
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£ %) ITKDWWENMTON, FHELT 3 ALE (Db, 596 2 AR5 chemical
class IZJET) 234 6 WRILL EFEH SN NIEET, 230, BE 24 6 » A DWW 5 REICE
WTh, PURAIRIRICR U CHIT R Lo RIS TFE L WEBE 2 X5t 5 & LTz,

1201 B CIIAKI O 5525 1F7- 30 4, 7P rBFEE=2) 7 27 A (KE=
2 Y 7)) OHIEEECES - RIEBIAN 6 4, AEFLICIHHILGIN 2 4, DRA+ZICLD
HIEFIZN 1 4, G52 THIR 21 4 T - 72[2.7.4-Table 1-6], 30 £ B3R S61 & 72
O, BROSHERERB (22 4) , WAEMRRS] 8 4) OWThiZisnwTh, BPRS Al A a7 id
HRTIZH U iR REAmE L CA B IS L72[2.7.3-Table 3-5], F£7=, FEHIOEIAIXSEMEAR RG]
TIX 40.9% (9/22) , (MHAEMEAREHFITIE 100% (8/8) T -~ 7=[2.7.3-Table 3-6],

F72, 1201 RERICBWT, REMZRIFERTUEMHRECHL AT ey, VAT Frdbd
WEZ = F TR TEA & U THER LEBKISERR, 25 0INE 206 RANCHAEARR T
HY, SOSHE D IR T HBRE T D20 R 2 BiEt L72[2.7.3-Table 3-14], £ D#ER, MUG
PERRBI 22 40D 55, IEEHRGHHRIEIT T D RICMERRANL 20 4 TH Y, deEHloFIEGIX
35.0% (7200 ThHote, ZDHH, FHIE L CHEEMBUSMHRIE 2 FILL EIC X 216K 20727
B BT HBEFHOFIGIE, 429% (3/7) Thoilo, 7k, HBREONRK O EIL, U R~
YRy (13 4 ;6~18mg) , =7 ¥ (10 4 ;20~25mg) , 7 =F 7t (5 4 ;
600 mg) Th o7z,

F7o, EEBPURSAHRIEICHT L, MEERROTZDH0RBERN G om0 o7 4 4 Tikaf
DERI T - 72,

5 HLAEEER (EIN 1301 58k ; 24 @RI G- O, FFERAR) Tk, ERICBWTHIEE
HIFURBARIE D —RIOIE SN D L 91X o CTE 2 L h, BEFOIEERGUR AR IR UG
PHERROBFIZHT D2 AR OREMER OEIMEZI ST 572012, B AR RS
2 (JSCNP) 2k v @ b~ 72 [2.7.3-Table 1-4], 3725, 6 HELLEICHIZY,
+53 7 M EICTRIE L7212 b 03000 B TS FRD B LR o T IEERPURS RN 2 KDL B1F
ET %G, INOOBEESERRFE LTxZE Lz, 728, JSCNP IZ XD REE=IT,
(o7& LT, UAXNY Ry dmg/HELE, Xexvay 24mg/HU L, 7 v
15mg/HULE, ROV =F 7 400mg/HLL EEEFR LT,

1301 BBRTI1X, AFOKGZZ T2 43 41, AFFRIZL 5L 8 44 (CPMS-T O L
FYEHE o Tk 3 A e Gde) |, 16RE 24 B 52 THIN 354 Thoiz,

43 L EBIBAIER R G5 & 72 0, BPRS Gt A a7 IIZEGANCH L, HBf&aHlile S CH &
\ZI8 L72[2.7.3-Table 3-5], £72, dGEHIORIEIX 67.4% (29/43) T - 72[2.7.3-Table 3-6],

728, 01 ERD b OIRBRIERE 2t TR BIMEML 2321 T 265 & LTz 1203 3R,
KON 1201 #RER D S O G BRCTh 5 1202 HEREZHWT, ZRENREN 10 4, 5 F0
EWR G REOA M A2 TN L72[2.7.3-5 ], TOREHE, WTHhoORERTH BPRS G5 A2 71X
EF—EIHER L, 1BFRR I © B G- EOHEINITRD bR o7,
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rem, EBRHEOARRERconT, F—yon s brois eI < 1208
RBICBITLAZ 440 2 805 RELZFLTEY, WFEho#ERE LARICTEEEIT-> T3,
Ei0, RAy A TERET 202 ABICBITLZ 84 11 A8REEZJHRELTEY, 9B 104
WA CTIBEEEIT> T A [5.3.52-3-16.2.6 TH],

1.2.2 R

EX 01 #EBicBW Do, AHlE:oRRBERESETERVWEEES EIER) &L
T, R 100% (9/9) , WEbEE 55.6% (5/9) , HEIR NOS 55.6% (5/9) , BHEMEDFE LV 55.6%

(5/9) , tEF 55.6% (5/9) , RIME(EME 44.4% (4/9) A EHAREE LA, Wb EEfk
HFEFTAHELOTEARA o 72[2.74-Table 7-11],

EP 4 388 (1301, 1201, 1202 R TF 1203 BB (oW T, ZeMFEMR s o7 77 4F
76 4 (98.7%) WZAAl L ORBEBEREEZTECER2WEERES (BIFER) 255 876 M50 5hiz,
EHEE RS SN EIERE, B 63.6% (4977) , MEEEE 46.8% (36/77) , fEH 33.8%

(26/77) , PMEREIEND 33.8% (26/77) , ALT #§/0 33.8% (26/77) , .l 247% (1977) , &
M 234% (18/77) 72X CTh-7=[2.74-Table 7-12], Zh 5id, WTINLAEAOBIER L L TEH
DEFETho7, £z, FAORHRE Y, BHEEN LH UZIER TR o7z,

FE 4 R A EEREERSIE, FABEREShEZ 77 4P 18 A5 27 HFRE sz
[2.7.4-Table 2-18], Z @ 5 BAA L ORREEFREZEETERWESIT 11 A28 17 A ondz,
FOMNEL, BEPIEF L 2 o7 LLBER NOS K UNVMESR NOS) , [EEKIERE, C-RISHE
HEBWMEUREYNOS) |, TsEfTd) o TIBHK, RBEL RUEEERESE) | [EEEHE] o
&1 4, WU IR E SR S THigk NOs) , TS Nos) ,  TEMEEMREE NOs, |, [HE
AL DR, TFENBESEEE , F1LV72 Q8 | &% 1 £ Tholz, WTINLLFEAD
REFRIEE, &5V itz ST ZEE TR L,

EWN 48T, AFOREFILICE S AEEGUL, 20 AIWCEF 25 580 B11[2.7.4-Table 2-21],
5 BB BEEOES (RERERE, FHEREE, XARMERRE NOS) (X ok Lz
BRI 12 A Tholz, BELHM S \BEEEIE 2 Ak, WIihb /ety BEE=X
Vo Ty A7 LAOBESFICL0BEOBICEREATEY, FAPIEE, BEORERICL0EEL
7o 72, 10 BCEFPERREE U A MEKEE NOS 23388 &)y, Wb RV AT A
LORREN, FHRCMOEEES IR, EE L,

1.2.3 IERN

EP 01, 1201, 1202, 1203, KO 1301 BEBEOFBEL Y, AAIIEERIFUSMARE L & TelElF
OPREMRIEN BN T H o RIGETR, WIZEIER (VRF3T7, HEARRIER 12X
D+ ROPFENREZ RS T 5 Z LR TERVWIEET R OGEIRFER S AFEC T L, &
NEHRBED LR, £, Z2Eo0T, BB LA ONEFESTW TR LEEmO L 0
ThY, BELEEELAEFERIVTNOMAMRETH o7, F7n, WERERIE, &Pk
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JEZR ENX, /7aPEUVBEE=XY VT VRAT ARBESFTH 2 EICE ) BH OIS FEETH Y,
Mo ERR, LRI LIS 53EMTh D Lz Z L2 b, #hie - 2R & LT MRk
WA RAE | Z8E LT,
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2 AZRUVHAEDERUVUZTOERTERAL
2.1 AR UHEDE

WE, RACEZ e e LTHHIE 125mg Q5mg $EDH4y) , 2 HAIEX 2Smg & 1 H 1
B OB %, 3 HEUBIZERIZIE T T 1 H 25mg 9 >#& L, KAl 3 #f2» T 1 H
200mg £ THET 52, 1 HEN 50mg 22 2581201% 2~3 FNZH T TROE G35, MiFF
(X 1 H 200~400 mg % 2~3 BT CTRERAKGT 52 & & L, SERIZE U CEEERT 5,
72720, 1 Blo¥EET 4 AL EORBEZHIT, MEEE L TX 1 H 100mg 2272\ & &
L, EHEIZL H600mg £TET 5,

2.2 RERUVHAZEDOEDH TR

— ISP RRE O 1 HHEOEITAL, SofkEL REnw D o KFlOSA Y, mifdhE
FE 1T H GBI H il U CHEINS 5 A32.7.2-Table 3-3], IMHEHJEEE & FbR b SRCRIVEH 0 BIFR XA e
TIERN 2,

Hok 30 BT, SHRE CRLEAESHVONEICBIT 2 1 B &2 LER
WLz OWERE (B T L7, 1 ARG EIIGERT 646 mg, MENEIT
629 mg & 7L 720> - 72[5.3.5.1-2-Table 25], & 5(Z, BPRS Gt A a7 O &L 7 o v i
HREE & ORI b B4 B e hr o 72[5.3.5.1-2-Figure 10],

1) BUEB : BPRS Gt A a7 A ERTL D 20%LL BB L, o540 CGL 728 3 ()
LITF#E LLSIZBPRS Bt A 7835 LA F & 7p o= B

UED XS, BEOEE D D WIRMEFIRE & RN RLL B DOBMRITES T LITKE
SHEBRDEEZ OGN, WA TOHSERAE MEFFHE) 13 300~600 mg & iE/A < FRE I LTV
B, Flz, Em 1l HEG5EIZ900mg £ TER-> TIN5,

EWN 1201 REETH, AFNORACME PRI 5 BIKT LT ERT 2N A D23,
Pe 58 L RN RO/ BIFR ITRE O ey o 72[5.3.5.2-2-1%] 11-1, 11-2],

L72D3> T, BARANZBITOIARAMOME - HEbEAx OBE LI, A AR, etk
HERLOORET DULENRDH D,

FisAE

ARENTHE G- BHAOTN RN MRIE & & b ICTEREN, PRS2 ERETS 2 enH D ),
e TR ML O FEER A & R | T P BRI K E T 5 2 &b Y, VSN CIIBMAHE S L
T 125mg (25mg HE6E) 1 H 1 EIXIE 2 EIZHEREL T\ 5,
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UlbZEE 2, EN 01 B CHBMEL 125mg, 1 B 1EEL-EZA, KEERELET
ThngaERES BIER) & UCEIR, #EF, O F\v, B, DT A S,
WIS R GRS FTRETd - 72[5.3.5.2-5-% 12-2, 12-3],

EN 1201 REBRCTH [REEICEREHES 125mg, 1 B 1[AlE L=, TR, 12.5mg TiX 10.0%
(3/30) (ZMHIRZSFRD HALIZ b OO, ENAERIMTECHEARIZFE BT, 125mg, 1 H 1 BOZIE
M1 B AT o 72[2.7.4-Table 7-16],

EN 1301 RERICHBNTH, 1201 HEROFER LV ZY TH S L s, BltEHE 12.5 mg,
1 H 1 RN CTHREZBG LTz, %l 2 P Ic &G 2 ik L7 133 537, ABRrIC
BWTHRELEHBHEIIZRLYTHH Z LRI,

Pb&y, BltAHES LT 125mg, | H 1 ENEETHD L HWr L=,

HERAERUSRERSE

FOSHER BEIDO DR G & 7p o 72 EHA 01 KBTI, EWBEERTIOZ O, HEESHTIEE
BE5ORNZ 1 HOWKRIEHR Z5%1FC 12,5, 25, 50mg DHERER G 21T-7-, F7=, @& T
100 mg/ H B85 284611, 1 BT 100 mg Z# 2 D EEITHORINH -7, FOFEE, WiE
HIRICHE L7 300 mg £ CHEBARETHAT-DIZ 9L T 4 4 THY, howRE IHERS
DI OBLE DML N T E I ol

L7 o T, Ak EBRGEOBRIZOWTIE, KISHERNRA], TEMEARRE], WIiud 5kt
G, o, WEOEIKMEHAZBE L-HE - BRI TERBINZER 1201 3% HWT
fat L7z, 1201 BRBRICERIT b 1| B8 L TEFl)  (BPRS At A 2 7 B GANI A~ x
HEFFAMIRE L 20% 2L B3 L7= i) D537 % Figure 2-1 IZ”7

1201 #BRICEB T D, AR RG] 8 4 TOUEG] (8 A&PINUCER]) 13, &AM 1 Hik5ER
50 mg 75 400 mg OFFAICH Y, ZDHH 200mg 75 400 mg OFIPHIZ 6 LN E T,
FOSTERBER] 22 4 TOWER] 9 41%, 200mg 725 600mg OHFPFHICHY, ZDHH 7 40
200 mg 7> 5 400 mg DHFIFHIZH ~7=, L7z ->T, kEH 17 4F 134 (76.5%) 7% 200 mg 75
400 mg OFIPHIZH 0, HMEFFH EIL 200~400 mg & & % Hivl-,

20 HIZB W TR Y EMICE 2 EEHAEOHEN SN, WHRE L oE#EARR
150 mg 7°% 600 mg (204 LTz, 26D 95 70.0% (14/20) OREERE (ZH 1T 5 FiilH &1,
200~400 mg OFPFHICHFENTEH Y (F#EHE 1150~200mg| & HE SN WBRE 25T
AR OMEFF & S IZIT B L Cnie, BLEXD, RFOMERFHEIL 200~400mg ThH D Z & 3
2N,
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Figure 2-1 =1 BBRSELUEFNDOSH (EA 1201 HER)

9

FEBI %R

HopllAROL

50 100 150 200 250 300 350 400 450 500 550 600
RB1AREEme)

| @ k2 MR L1 C o0 3 ) B SR BRI C O 3R B Ok L7 o 72

Source: [5.3.5.2-2-5% 11.16], [5.3.5.2-2-f}#k 16.2.6]
A1 HEG®RE275mg D 14 (EER]) XK P 300 mg (20 FH L7z,

1301 RBRICHT D 1 HIRGEL TUER] D% Figure 2-2 (2R 9, BUGER BB 43
£, ER 29 4 TORME 1 BEGEIX 100mg 205 600 mg OFPHICH 72208, TDIHH
200 mg 75 400 mg OFPHIZ 22 4 (75.9%) 233 L THEY, EHA 1201 BBROFER L [FEETH
-7,

PLEX Y, EN 1201, 1301 SREREAFICEES =, HERFHEIZ 1 A 200~400 mg & I L7z,

Figure 2-2 =1 BBRSELUEFNDOSH (EA 1301 HER)
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2
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50 100 150 200 250 300 350 400 450 500 550 600
BHAIAR5E (me)
B REHTFRETORER OHELEH1-H)

Source: [5.3.5.2-1-Table 11-12], [5.3.5.2-1-Listing 16.2.6-1.1]
A1 ARG R75mg O 14 (GELER]) 13 50mg 12, 125mg © 24 (GEEHF) 1% 100 mg 2, 175 mg D 144 GEdcEs])
1150 mg 12, 225mg D 14 (SEH]) 12250mg 1T, 325mg D24 (@#EH]) 13350 mg IZ/¥E L7,
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B 1 B EIZOWTIE, 1201 3BT, &M 1 BR5 8D 600mg Tho7- 4 4 2 AT
BHITHDHZ L, FREICOE2ERFPIIER 2 e — O HENLEIZR D56
LD LD, BREMICHENRLS, POMRBFELNLRNEEITIT 600mg ETOHESLE
BT HUEND D,

S Tl G BICRTE L OEBRIEORBBEE N ERT5 2 enmbhTns 9, £72, AKX
N TORFNORZLARMAE R PREITINE N & L TR < R D23 5 Z & [2.7.2-Figure 3-10]
£V, && 1 BRGETESS 900mg/H) LRE—HELITET, KVERVWHEZHRET & &
Bz b,

1201 FRER CHEICEBEE (> 20%) CTHRILLZBWERIZOWTHRILRRE 5 &4 R L72[2.7.4-
Table 7-16], ALT H§0, HMERESEN, TSH Bb, KREHM, WEHEZ%, &K, W NOS, f#
R, LMK EIZ SOV T, YFEWERZ BB L -H3RE O 50%L, LicksnwT, &5 &
200mg A FCTHRIELL TWe, bSO EMEE (= 20%) TIHIBLLZRIEN (AST #m, y-
GTP #1, Al-p #hN) OIEHMEEEGEIX, 100~600 mg DFPHTHEL L T\ iz, T OOEITEM
HEY, 200~600 mg DOHIFAT, HHFEGEREZFICAWEHBERENE 2D LV O BT A LN
7, 1 HEG & 600 mg £ TOREMIZKE RBEITRO bivkehoTe,

1301 ARBRICB N TS, B 1 ARG EN 600 mg THoT-MWBREIL 1 HDOBTH-T2M, HiZ
1 4% T8EER) Tholz, Fio, I <A ONZRAERHIE, 200 mg LA T CTHRELENE <,
KHENLRD B, 1201 @RBR[EEL, 200~600 mg O CTHEIZHEORIEARBLRE N 25D
EAXER D H 7R D> > 72[2.7.4-Table 7-14],

PLEXY, &E 1 A& E% 600 mg L38E LT,

BEARE

AR Z & <, [EN 01 3RER CTIXIEMBNREMRFTIO 7, HEER5HTIEEE 5 ORI 1 B OIR3E
HZT T 125, 25, 50mg OHEEREEZITV, £/, Mgk G5 T 100 mg/H 75 %54 Bt
L, 1[EIT100 mg Z# % DHEEE1T O RN H o7z, ZOFERE, WM IcBE L 300 mg &
THEAETHST-DIZ I BT 44 THY, OWEHRE CIIAEFEFROIZDHEDMIEN TE /e
NoTz,

BRI L BN RIE R & OTERSGRA EFSOKENRIT LN H D 2
ZEL SO, EAN 1200 RBRTIE, BAMARESE L0, WELHT o 1 [E 08 EEE
25mg & L, 3MMMNTT200mg/HETHET LI L E L, £, WM 50mg/HELE
G 555112 T3 BonEE G- 2179 Z & & L7z[2.7.3-Table 1-6],

200 mg ¥ TOWHESE, DRPARTH2RGEITERIEC TS HIHEETE 523, WMEMRIL 4
HLLE, 1 BIOHERIZ 100mg AT E Lz, F7o, % ORI TIE, 200 mg/H UL EOGH
X EIR S (300mg/B LA B 3 SFEILLENALEE LS, HECHTTHRERICEZEGLTHLE
W, ) THZEE LT,
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ZORER, 3 HE T 200 mg £ THIE L 72#BRHE 1L 66.7% (20/30) Th o7z, ZiH o 20 filiC
RIS T, A& 600 mg F O E LICHERE b E Eh,  THGER] 1X 60.0% (12/20) T
Botz, o 10 4 1 40%, W 2 A mEREDS 3000/mm’ Rl & e -2 - 08542 Pk L
7o 8D 94T T AT, BEMICEEL, SOITERZHMENTONZ, ZhbD 74 Tldk
FEIIZ 150 mg 275 600 mg £ CHIE L, 57.1% (4/7) 28 TdGEH] LipoTz, ZOfthod 2 412>
WCIERIEABESTIZ LY, TEBR I G FR U7 IR o T BIL TE o 728
HRALHIIZ 200mg ETHEL, 9B 1 408 THGER]] Th->72[2.7.3-Table 3-7], LLEX D, 1201
R CRE LI B FEIIZ Y TH D Z RSNz,

L7235 T, 1301 RERIZIHB VTS, 1201 BB & RO ESELZRH Lz, ZORE, 67.4%
(29/43) DOHEERE DSHRIE U 7= Wi 71506 > T 200 mg/ H £ THiHE L[5.3.5.2-1-Table 12-1], it
MG 2 Ik LT gBRE 13 e oo, 2D O 29 A3 7%, fd 600 mg/ H &£ THY
mEIh, TUEER] 13 65.5% (19/29) Tholo, %25 14 4H 134 TIEREMICEE L, BEX
Db E DITHERRMEICT, REAIIC 125~550 mg £ CHE L, (#6012 76.9% (10/13) T
HoT,

DbEXy, AEMEEZEE LSS, 3EMLLENTT200mg/HETHHECEHZ L L, 50mg
AU EOEE T2 XT3 ROSEEGEETI 2L E L, £, I OLICHENLEREEITE,
WEMEZ 4 AMLLE, BEEEZ 100mg UTICT 528128, AOEE TOREREENRT
RETH D & HWr LT,
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35 3k
D JUR BN fh: =i 2R e e RERCR & 5 2 85 USRS - FRRhME R
Mk, JE A EORERIE ; EfnEE. 2001; p.323-450. (5.4-38)
2) Baldessarini RJ et al: Clozapine a novel antipsychotic agent. N Engl ] Med. 1991; 324: 746-754. (5.4-
39)
3) Sassim N et al: Adverse drug reactions with clozapine and simultaneous application of
benzodiazepines. Pharmacopsychiat. 1988; 21: 306-307. (5.4-40)
4) Friedman LJ et al: Clozapine - A novel antipsychotic agent [letter]. N Engl J] Med. 1991; 325: 518.
(5.4-41)
5) Lieberman JA et al: Clinical profile of clozapine: Adverse reactions and agranulocytosis. Psychiatr Q.

6)

1992; 63: 51-70. (5.4-42)
Devinsky O et al: Clozapine-related seizures. Neurology. 1991; 41: 369-371. (5.4-43)
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(EJ%%(&@ NI E LW E2FRIE T 50, FRInEE 358

BT I EI I T D 2 L) | e, 8
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42 BhREXIIEN RIS 2 EOTEBEDRDFRERIL oo, 9

5 MEXOHEIZBEET D H EOTEREMH oo 9

51 FEROHAEICEE T DM EOTEB ODZE e 9

52 MEROHEICEET A EOEEDORDOFRTERM oo, 10

6 T EEBE A oottt 11
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71 FEBEZRFEARIITETEE DD oo 12
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1 E4E540

1.1 EEDE

(g ]
I AROREE, HELMEODE, ARICHEEL, BEHRE LGS BREES LT

VR=LR, BERFEUHEEBEZEOEELRMERICTAIIRIGTE, MO AFYILEEE=
A1) 3 —ER (Clozaril Patient Monitoring Service:CPMS) # [ZZ& kS f-EAf -
HFED NS EHRERKE - ERICHENT, BEREFICHLT, MARKREZFD CPMS [CESH
ON-EENTRNTHEZEINEGEEICOATIE, Tz, EEZHBELTLENMEEIC
FELICEREZDLEL, BULGLEZHELSC L, ([EER], MNMEERES), 2&F
EGEAMEE] . TARER () EXGEIER] DIESR)

2. AFOBREICELTE, BAELOFEEIERMEZ LR > TSI LEEZEICREL, &S
DM BEYITHEINE S D EHMICHIET S &,

3. MRBET T F—UX, BRAUEEZFORTICESCLEDHIEXRGEEANLHIT
TEBENAHLDT, AFITS L CPMS [CEHM L CTEHMICMBEEZDREEITS Z
L, Tz, BERERKOBEEZ 72T, SOEOHKIE - ERITEETSHEEHIT, HBR
FRARICEAT A TRLGHNEEEREZEI IEMEEE L TEUGHIEZEITI J &, IS,
WRAEXIEZOBREREL LA I ZTORKAFEZETHIEEICE, BELOFEEIEIRYE
ZEELEHENDIGEIZOARETEHIE, BH, BREET F 72 F—2AX(THE
RIEEESEOBIENRO oNGEICETEEZPLEL, A1 VR VRHREREST HHGEE
UHBREFTS> &, ([RAEER], TEERES), MN.EEZLERNEFE), T4
BIER (D EXGEMER] ODESER)

4. REOBEICHI-->TIE, BERUREFIZRFIOEMNERVERMEZXEICK > TEHRHA
L, XETREZBTHOBREFEMIBTSI L, £f=, EREHEZ F 7L F—2 X, BER
FEEEEOMBREEZICELCE, OB 28R 2R SREFOEROXEBRITEEL,
EENROON-BEICIE ELICEMOREEZTAHL5E8TSH5 &L, ( [RAIE
=], NMEERSE), N.B2GEFRMIE], T4ABEMERO)EXLGZEER] OIES
)

5. BMENIKAEFOMAREETIXSMHAICHKIRT 541120 \0T, [RAIE L THRSMAE 188
FIEAREETTHREZTL, BENKEFOEELGRIERARRICAT 28T L +57I121T
3¢, (N BELGEXWIE OESR)

) EMR2MET=2 ) 7% 2% L, SERERIESFEO RIS A2 B e L TRE SNIZFIE
(FF - F#)
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1.2 EEOEDHRTERN

1. AFTBEIZHTo > TUE, BEERIEE, DR, BERFEES N7 =X, BERIA MR RS
DOEIFCRRIERNEE T 2 2 L 2FE LT, MERNEHE, NRHE (BERFEEM E IR
SRR ICBIT D+ ik L R A AT 2WRE) FLod#EER 5 Tho 7 nf U LEHE
EF=Z V7P —ER (CPMS) DOBEEFEREICIWT, MEKRFEDOZW, HWFRIC+H772
B A F5> CPMS BERIEAIC L VTN D & & HIT, ARAIOFRARIIC cmmﬁﬁ%ﬂ%’
> TR HIENHER SN, MRRAESDO CPMS ([ZED b EENT T Sni-5
WZOREEG D X HBEICHRE LT,

2. EELAEMRBLOMGRMELZEZR L, RAIOKRGREE S ARANC X D165 OF 4581 2 fkien
WZRRET LT, ARFIOE G- OB % femd UAF O EERICEET 2 X O E L,

3. HMETOARANF G451 e EN T ORFE R GHI W THRE DS 5, HERIWIET ST v
N—3 2, BERPVESES O EEREWEHORBPI LD 7O, KA GIZE L TiX, CPMS
VZHERIL U C U1 7 A B O OBE A E A SR L, ERIRIEIR O+ A BLER A 1T o T i pE D%
o - ERITIEET 2 & & big, WRHE BRI 5 ESUIRE R FEIER BT 5+ 72 ik &
R AT H2WEE) L L Clblekling & 2 X HOBEICHRE L, £, PERFE XL
ZOEERES L IXZOBEREKE 2467 2 BEITH L TARFORZS 252 0T 5 Z LN E
Ef&pé LG, FEEEWET L7 DIIRRE EOF RN GRMEE ERD EHE S b5

@ﬁﬁﬁﬂ&ﬁénéio RE LT, DI, BERBEMES T v R—U &, BERBMEE
LEOWENRD LNTHEITE, AfloREEZPIEL, @WURLELITH X5 HEEZ i
L?’:o

4.$ﬁ&5’@bfi AR OFNER OGN, EH 2 MIRREOLENEL CEIC L -
T$%Xiﬁ A L7 ECAKIZ R ETH XS, CEICLIFEBERSEMLAEL L
TEE ﬁbtoit,$%&oﬁ%% IHRIL, BERIEMES BTV R R, BRI
#@@W%b%ﬁ#éﬁ ﬁﬂ%é_k%%gﬂbw+“gﬁ%?6kk% , AAE L
HIXMAE R SR BT 2T O O BREITH2ICERE L, BRENRD ONIEEICITEHICE
Eﬂi@?/\%‘%%x Té E OIS L HBEICRE L,

5. ERERIERAE S5 O MR BEE O BT 5B O HERFER E £ TOHMICZ < MEIhTWD
DT, JFHIE U TR GBLE% 18 I AR L A EMOEH F CAAOR G 21TV, BED
RHEZFEMICBIE CE 5 Lo R A LT,
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2 ==
2.1 B2EDE

[(EZ (ROBEIZFREELGWNIE) ]

1. RHE ORI LBABEDBREEDNH LS EE

2. CPMS ~DEZEZHFAT (4:BFLA) OMRIRET, BIMBKEA 4, 000/mm’ i X (L5F R EREL
A% 2, 000/mm® KD B H

3. CPMS DIREZEFTELVEE ( [EE] . 2 FEELERNIE] OESR)

4. CPMS TESH ON-MRREDPILEECKY, XFDOBREZHIEL-CLEDHLEE (B
FHHRENRRT DEETNLHD, 1 (2 EELGERNIE] OESR)

5. BMEMKEXFEEDIFHKBEMEDERTEDSH 5 BE RFEMKESEERT S2EETLN
H5, ]

6. BHIKEREZTDNOHDOEE (BHEENELL, BREURESRERITIEENLHD. )

1. BRI ZEC T RO HHERAEZREPOEERTMEREE LEREFOFH
HlZE_CIAIREEDHHEBEREZITOTWESEE ( [3.HEER] DIEESHR)

8. FythmmmRFlERSH0EE ( [ HEER] OESHR)

9. EEDEEMEABRRILARICIYTALGEENSATOVEVWTANAVESE UERAELLY
2EENNH D, )

10. 7ILa—UREIEVICK LM PE, BEREOEE (ChoDREZBLLSEDIELH
Hd, )

1. BIREFKEDEEXTHRBRHEINGRENDEE (ChoDREBEELIELIEENALH
%o ]

125?@@&*(ﬂ%%%)@%6$%[®r$ﬁﬁﬁTéﬁ%hﬁ%éo]

B EENEHRERZDHLEE (BRENSBILLTEIEENLH D, )

1455@%%%@%@%6%%[ﬁ%%#%kTé&%h#%éo]

15. REMEA LOADEE o) VERICKYVERNEBLT 2EEMLH D, ]
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HHOT, AT I2HEGITHEICE |BAHESNRD EEZOND,
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(98.7%) IZFBD BTz, F7 BMFAERIE, HR 49 F1 (63.6%) , Hobs - NEH- 37 1] (48.1%)
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B, AFHRERESE) 21TV, BRESRO DN AIITE L ICE AR L, WY 0E 21T
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Hadik L, AR UEIE RS 57 CEE R 0E AT b, ([ZE], [RAEE
=], TLEERS) , NREEREARNER] OHESH)



Novartis Confidential Page 20
CTD1.83 FALDIENDERUVZDHERNM LEX123/9 B+ 1) JL&E

4) BYAEREE (%N - MEVKER, TREL ORI, W TR, SENR, RO LE), FITE
WREEL, TG EE DA ONLGEIITHREZPTIL, KEH, KofiaEos
FEME L HITHERAELIT O &, AERIERITIE, A MEKOIEIICIME CK(CPK)D I
AMBOENDZ ENEL, o, IA TV REFEIBEREDIRTRALNDZ ENnH D,
RE, @BDFEHGEL, MERREE, MEEREN, BAEIR, SMEBARE~EBATL, T L)
NEEINTND,

5) TADARE, B8, AV O0—XRRBE (Wb 5%AKN) - TADLAFE, K <
F I a—=XAFREERHODLND Z ENb 5, AANTHEKRFICEERER T 726 L,
W b ZE T, EEBRIELZSIERITEENND D, FICTADAVDOBERO S 5 HBET
FEBESBIEEIT, AFORQMREEZITDRNI . 20 L) A IEEE X LF
IEL, PURMERZ G357 CEe B EZITO 2 &,

6) BILMEME (5%LL L) , Kb (EERH) , BERER (GEERY) - ESZMELE, &
MRH O ZENHY, BERENNGOFLE, WRIFILICEDSZ b5, B O
W 217 O FENC BURICIE LG A L 0 2L b b, HEESBIET LI &,

7) PR, FEPEIRMASEE (WO T AUHBEEARI) o FHZEARIE, TRHFRIR ILARAE S O MAe 2842
JER S HONDZENHY, HTIZESTHbIMEINTNWDLOT, BEL 71T, B
Y, Moge, PUREOESE, HESSRO OLNEHAICE, #5E2HIET 570 i E s
192 &,

8) RWIERF#, A%, MBS HMERE (T bEERP)  BUEME, Mk, IS -tk
HHEAME SN TWDLIDOT, 20X RGAICEEGEZPIEL, WURAELRIT) 2L,

9) BREAE, FMEMEALIRX (WTNHHERY)  KFIOHi=2 Y AERIC XV IGPAZE, Mk
AVIARDLLONDZERHDHDT, 20K RGAICIHEETHESGEZFIEL, @Yk
WEZITH Z &,



Novartis Confidential Page 21
CTD1.83 FALDIENDERUVZDHERNM LEX123/9 B+ 1) JL&E

(2) Zofbnal{ER

TR 59%LL E 5%k i
3 N S T
MARY o - s, e [T, DB
. 9B, ARER, (SR
ggég - Y, @V Z7UEY Rl |ma L AT 2 —/VIfE
= s
SEEL, GAE, b

MARERR - ons, Fue- & (B oEv, 096 |9k
a - B, B

GRS, i, 7 h
SO PV EEE R - D7, HEREE, RN |5

VAXRTT
DEE AR Bk, DB ~
i EREE - RS T FiUE
R o - B

BN, PR IE

ks, b, R, {1k

HIEBRREE |(DNEER Wi R, BT AR

=

FFF& e Al L5
FRfE - BBE & oo (ALT(GPT)H3/n, B
REE R AST(GOT)H4/II, v -GTP

HENAE)
B - R B B s
s ~
N D RB mertew s PRk P

HERRMEE  |[FreEhiiE — —

B9« T AR, FE
E o y ) o
25WE T - (IR

CK(CPK)¥4/1, ALP 1
FRERIRE — jn, LDH#hn, 7ma o7 —
F- o, TSHIET




Novartis Confidential Page 22
CTD1.83 FALDIENDERUVZDHERNM LEX123/9 B+ 1) JL&E

9.2 Bl{EFADEDERAL

FEINERARRER (EWN 1201, 1202, 1203, 1301 ER) ([ZB W CREMITOX G L e > 72 77 #i
IO L NT-EWERZE & U CARIEO CEAIC R LT,

TERZEIER] 2oV, ARABRGICEVFFICEBRNRLELEZX DNDEWERZFIZ L,
AFBEGHITERIRS BEOREAZBET D L LI, BREMRICTHERLELSTTY L OEES
Wikl L7z, [ERZEIEM) , TZoOfMomIfER] OR#IcdH > TE, EWNERRBRIZHS VT
5%LL EOBE TR b o mIER &K OVIME T O RRER, TR % O A REBRICE ST
CCDSBPDIZFE#H SN TV HRIEAZFLHE L, RO OB BICRE LT, £/, RBUE
HORBSERE L, ENERRBROMSERICESE 5%E2XUI0 &L, ENEERBIZE O TR
BOONRDSTZEIERIZOWCIIBEERH E LCRiii Lz, 7k, RE - - B>\ T
1%, CCDSBPI)IIZFLH STV Dl A 1 0 B Lo W HEEIC AR LT,

10 BERENDR S

10.1 BRE~NDREDE

EhE I, Lo U ERIC L DR - RS B BT, E R RBISREAEAME T L
T B Bl E ClIEN R IUE RBIRD & 5 b\ e OWENRH D DT, BEDRELZBIE
LANSEEICHEET 52 L,

10.2 EHREAOBREOEDHRTIEMNL

ERE TIL, HUCLEERE, BHSRE, MR, AEEESAET LTS Z ENEL, mhsEy
WD ERCHEF NI T 2SI L VEWEANRZ 0T N EEX BNL720, BREDRELE
BLANOEEICHET S L5, RHEICCHESEWE LT,

11 i, ER BILEFEADKRER

111 R ER RILRFAOREDE

(1) 1Eb SRR LTV D ATEEMED B Dl N2 i, 18 EOFISMENGIRIEZ B2 &HIE &
DAV DOBEETHZ L, UHRT O#5ICBT 22T LTy, @iz v
T AEHERE A TR IC BN T, IR - IR R OMEFHEITR O TRy, 7rno 7 F
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International Nonproprietary Names
Jfor Pharmaceutical Substances

In accordance with paragraph 7 of the Pro- The inclusion of a name in the lists of
cedure for the Selection of Recommended In-  recommended international nonproprictary
ternational Nonproprictary Names for Phar- names does not imply any recommendation
maceutical Substances,) notice is hereby for the use of the substance in medicine or
given that the following are selected as recom-  pharmacy.
mended international nonproprictary names.

RECOMMENDED INTERNATIONAL NONPROPRIETARY NAMES (Rec. LN.N.): List 102

Recommended Inlzrnational

Non-Proprielary Name
(Latin, English)

acedapsonum
acedapsone

acequinolinum
acequinoline

acidum arsanilicum
arsanilic acid

acidum bensuldazicum
bensuidazic acid

acidum difenoxilicum
difenoxilic acid

acidum etidronicum
etidronic acid

acidum fenafticum
fenattic acid

acidum fenclozicum
fenciozic acid

acidum flavedicum
flavodic acid

acidum gamolenicum
gamolenic acid

acidum hopantenicum
hopantenic acid
acidum iocarmicum
iocarmic acid

acidum iotrizoicum
iotrizoic acid

Chemical Name or Description
and Molecular Formuia

4, 4"-sulfonylbis[acetanilide]
CisHiN:0.S

1-methoxy-2,4-dimethyl-3-quinolyl methyt ketone
CiuHisNO2

p-amincbenzenearsonic acid

CiHaASNO:
5-benzyldihydro-6-thiexo-24-1,3,5-thiadiazine-3(4H)-acetic acid
C1zH1N:0:S: : S
1-(3-cyano-3,3-diphenylpropyl)-4-phenylisonipecotic acid
CuHzN:02 ) —_ . ) .
(1-hydroxyethylidene)diphosphonic acid

CZHIOTPS‘ . L
1-(diethylcarbamoyl)-1 2,3,4,5,6,7,8-0ctahydro-6,6-dimethyl-8-oxo-
3-phenyl-2-naphthoic acid

CuH;lNOA ' ‘ ,
2-(p-chloraphenyl)-4-thiazoleacetic acid

CiMHsCINO:S ) )
[(4-ox0-2-pheny]-4H-1-benzopyran-5,7-diyl}dioxy]diacetic acid
CutHin

(Z2.2,2)-6,9,12-octadecatrienoic acid

CisH10:
D-(+)-4-(2,4-dihydroxy-3,3-dimethytbutyramido)butyric acid
CWHIINO!
5,5'-(adipoyldiimino)bis[2,4,6-triiodo-N-methylisophthalamic acid]
CaaHaoliNDa
2,4,6-triiodo-3-[2-[2-[2-[2-(2-methoxyethoxy)ethoxylethoxy]-
ethoxyJacetamido]benzoic acid

C“HHI!NOI

Y Off. Rec. Wid Hitk Org., 1955, 60, 3 {Resolution EBLS.RT); 1969, 173, 10 (Resolution EB43,R9).

¥ Other lists of reconmended international nonproprictary names can be found in Chraa. Wid Hith Org., 1955, 9, 185; WHO
Chronicle 1959, 13, 106, 463; 1962, 16, 101; 1965, 19, 165, 206, 249; 1966, 20, 421; 1967, 21, $38; 1968, 22, 463; 1969, 23, 490,
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~ Recommended International
Non-Proprielar
(Latin, Engti

carbifenum
carbifene

carbofenotionum
carbofenotion

carpronii chloridum
carpronium chloride

cellaburatum
cellaburate

chromocarbum
chromocarb
cicliomenolum
cicliomenol
cinoxatum
cinoxate
ciproquinatum
ciproquinate -
clemastinum
clemastine

clofenvinfosum
clofenvinfos

clonazepamum
clonazepam
clonixerilum
clonixeri!
clenixinum
clonixin
clorgilinum
clorgiline
clorterminum
clortermine

closiraminum
closiramine

clostebolum
¢lostebol

clozapinum
clozapine

cofisatinum
cofisatin

colestipolum
colestipol

delmadinonum
deimadinone

demoxepamum
demoxepam

demoxytocinum
demoxytocin

dexbenzetimidum

dexbenzetimide

528

Chemical Namo or Descriplion
and Molecular Formufa

2-ethoxy-N-methyl-N-[2-(methylphenethylamino)ethyl]-2,2-diphenyl-
acetamide
CIIHJIN?OZ

S-[[(p-ch!oropheny!)thuo]methyl] 0, O d:ethyl phosphorodlthloate
CuHuCIO:PS)

(3-carboxypropyl)tr:methy!ammomum chlonde methyl ester
CsHisCINO: .

cellulose acetate butyrate

4-0x0-4H-1- bensopyran 2- carboxyhc ac:d

_CIDHGOC
L2-cyclohexyl-4 iodo-3,5-xylenol

CuHislO

2-ethoxyethy! p-methoxycmnamate

C|1HuO4

ethyi 6 7-b|s(cyclopropylmethoxy) 4- hydroxy~3 qumohnecarboxylate
CrHi1sNQy

(+)-2-[2-[(p-chloro-a-methyl-a-phenylbenzyl)oxy]- ethyl]-1 -methyl-
pyrrolidine

Ca:HzCINO

2-chloro-1-(2,4-dichlorophenyf)vinyl diethyl phosphate
CuHuChLO.P
5-{o-chloropheny!)-1,3-dihydro-7-nitro-24-1,4-benzodiazepin-2-one
CisH1oCIN»Oa

2,3-dihydroxypropyl 2-(3-chloro-o-toluidino}nicotinate
C1aH1:CIN2Os

2.(3-chlore-o-toluidino)nicetini¢ acid

CuHiCIN:O2
N-[3-(2,4-dichlorophenoxy)propyl]-N-methyl-2-propynylamine
CHHiicllNO

o-chioro-a,e-dimethyiphenethylamine

CoHuCIN

8-chloro-11-[2-(dimethylamino)ethyl]-6,11- dlhydro-SH-benzo[S 6]-
cyclohepta[1,2- b]pyridme

CuMHaCIN:

4-chloro-178-hydroxyandrost-4-en-3-one

CuH::Cl0s

8-chloro-11-(4-methyl-1-piperazinyl)- SH-dlbenzo[b e]{1,4]diazepine
CuHiCING

3,3-bis(p-hydroxyphenyl)-2-indolinone 3,7,12-trioxo-58-cholan-24-sic .
acid diester

CuHsNOy

tetracthylenepentamine polymer with 1-chioro-2,3-epoxypropane

6-chloro-17-hydroxypregna-1,4,6-triene- 320-dxone
CuH2ClOs

7-chloro-1,3-dihydro-5-phenyl-2H-1,4-benzodiazepin-2-one 4-oxide
CuHuCIN:O:

1-(3-mercaptopropionic acid)-oxytocin
CauHuN1 01252

(-+)-2-(1-benzyl-4-piperidyl)-2-phenylglutarimide
CnHxN:Os
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International Nonproprietary Names
Jfor Pharmaceutical Substances

In accordance with article 3 of the Pro- - proposed names may be forwarded by any

cedure for the Selection of Recommended
International Nonproprietary Names for
Pharmaceutical Substances,! notice is hereby
given that the following names are under
consideration by the World Health Organ-

person to the Pharmaceuticals unit of the
World Health Organization within four

- months of the date of their publication in

the WHO Chronicle.
The inclusion of a name in the lists of pro-

ization as Proposed International Monpro-
prietary Names,

Comments on, or formal objections to, the

posed international nonproprietary names
does not imply any recommendation for the
use of the substance in medicine or pharmacy.

PrOPOSED INTERNATIONAL NONPROPRIETARY NAMES (Prop. [.N.N.): LisT 22 2

Proposed Internationa
Nonpraprietary Name
(Latip, English)

Chemical Name ar Description,
Molecular and Graphic Formuias

&', 4" -sulfonylbis{acetanilide]
CisH1sN20.5

H3C"*C0-NH-©— SOZ—Q— NH--C0—CH,

T-methoxy-2,4-dimethyl-3-quinolyl methyl ketone

~ acedapsonum
acedapsone

acequinolinum

acequinoline CrHisNO: .
HC0 Ny, CHy
70— CHy
CHy

acidum bensuldazicum

S-benzyldihydro-5-thioxo-2H-1,3,5-thiadiazine-3(4H}-acetic acid
bensuldazic acid

) clﬂHlfNaoile

cuf NN en,—coom
18¢s Annex, p. 447,

* Dther lists of proposed internagional nonproprictary names can be found in Chron, Wid Hith Org., 1953, 7, 299; 1954, 8, 216,
(313; 1956, 10, 28; 1937, 11, 231; 1938, 12, 102, WHO Chronicle, 1959, 13, 105, 152; 1960, 14, 168, 244; 1961, 18, 314; 1962, 16, 185;
1963, 17, 363; 1964, 18, 433; 1965, 19, 446; 1966, 20, 216; 1967, 21, 10, 478; 1968, 22, 112, 407; 1969, 23, 18).

Listy of recommended international aonpropristary names were published in.Chron. Wid Hith Org., 1955, 9, 185: WHO Chro-
nicle, 1959, 13, 106, 463; 1962, 16, 101; 1955, 19, 165, 206, 249; 1966, 20, 42{; (967, 21, 538} 1968, 12, 463,
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Proposed Internationa
Nonpraprielary Name
{Latin, English)
lorterminum '
|ortermine

losiraminum
losiramine

slostebolum
slostebol

clozapinum
clozapine

| o
_ cn—aza—cl:-nxz

Chamical Name or Descr)‘ption,
Molecular and Graphic Formulae

o~chloro-a,a-dimethylphenethylamine
CNH NCIN

CH

Ct. CH;

8-chloro-11-[2-(dimethylamina)ethy!]-6,11-dihydro-5H-benzo[5,6]-
cyclohepta[1,2-b]pyridine
Crlbin CiiN:

CHz""CHz—N‘CHa)z
A _

4-chlore-178-hydroxyandrost-4-en<3-one
CiHxCIO,

OH

£H,

cl

8-chlero-11-{4-mathyl-1-piperazinyl)-5H4-dibenzo[b,e][1,4]diazeplne
CreHnuCiNG

%
()
peee

425
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CTD1.10 X - BIXEZDEEETEHDE LY LEX123/2 A1) JLig

SE - ARFOHEZERHOFELD

[BARA] 8-Jan-11-(d-pFWt" A 7Y /-1-AN-5H-Y"~" /)" [b, e][1, 4]/ 7Lt v

fb54 - Bl e . . . —
[ 4] 8-Chloro-11-(4-methylpiperazin-1-yl)-5H-dibenzo[b,e][1,4]diazepine

CH.

N
N—
N
H

RIRE - BR TEFARHUIERE & K FE

WE, A7 e e LCHRIIE 12.5mg (25mg $E0H4y) , 2 A HI 25mg
Z1H1ERO#ET S, 3 HEMBEIERICSEC T B 25mg $o8&E L, FAI3
BT T 1 H 200mg £ THET HA, 1 HED 50mg %ﬁzéiﬂ/\ﬂ 1 2~3 [\l
L - & ST TROBET 5, MEFFEIX 1 B 200~400mg % 2~3 @ ST TTRAKET 52
e L, ERIZSC THEEHEET 5, 72720, 1 BlO¥E i 4 HU FLoMEzEH
I, BEEE LTIZ 1 B 100mg ARV & &L, KE/IEIZ 1 B 600mg £ T
T2,

BISE DR E
R s ey
o
ﬁjﬁ%&/\a WA s aF Y b 25me (168, 7 BH#EL 2 LT 25mg G A)

7 a ¥ Y LEE 100mg (1584, 7 2 e & LT 100mg &4)
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Page 3
LEX123/4 a1 L&

Ao
LDso(mg/kg)
e G-f% i % 0 RPN F RPN
<R I 210 90 44.9
i 190 (0 +- 1) 474
e GfR i & N AN F R
7 vk i3 325 228 58
It 225 198 (1t +-7)
E)LE B i 510 -
b3 681 -
A X I+ e 145.2 B
# M
(=
FOR
90 | s | it | gt | ot A
2% 1L 10 ﬁ:ﬁt%bufmﬁﬁu;a%ﬁﬁﬁhﬁ
7 vk i g 2(’) 4(’) 1 /i W, VR, WREE, /)
’ BE Lo T A A AR R
REHIIN, A3 EEED,
2% 310 ), RN T IE, it
4 X i qm 20’_}3’0 3 iLft,, Fe I, “]ﬁfﬂ?c, %ﬂ%
Feifn, NEZER OB )F 74
22/%
BITER*3EER  98.7% (76 51,777 f51)
BRI * O fdE FEE K
fEEHR 63.6% (49 fi)
A MR % 46.8% (36 1)
TI=y e T MNTURT =T 33.8% (26 )
i BRI 33.8% (26 #il)
15 A% 33.8% (26 #il)
* o BRI A ERE 25T
=tk IRV T 4 A T = BRAE A BGERGE (A
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# | HEE HTEEE S

31 EIFER 4 3.1

32 FEIIEHEE 4 32

328 R 4 328

3281 —#iEW 4 3281

32811 ZA&Fr 4 3.2.58.1.1

o vacis Pharma AG, Switzerland 4 32811
Nomenclature
[3000452_S11_NOMC 975 1]
32812 i 32812
- o atis Pharma AG, Switzerland 32812
Structure
[3000452 S12 STRU 975 1]

32.8.1.3 —ARERE 32813
B 7 = 7 HReH 32813
— R
[RfHEE 5.3.1.4-1 {2 & HRAT]

3282 #LE 3282

32.821 f#EEE 32821

- v ortis Pharma AG, Switzerland 32821
Manufacturers
[3000452 S21 M 392 2]
32822 BLEFEBERUPSEEZRA - ar be—i 32522
- T Pharma AG, Switzerland 4 32822
Description of manufacturing process and process controls
[3000452_S22 M 392 1]
32.823 EMEOEH 4 32823
- T Pharma AG, Switzerland 4 32823
Control of materials
[3000452_S23 M 397 1]

32824 BETREVESGHEOLEH 4 32824
I v octis Pharma AG. Switzerland 4 32824
Control of critical steps and intermediates
[3000452_S24 M 392 2]

32825 FokA - ) F—ig /oA 4 32825

- T - phama AG, Switzerland 4 32825
Process validation
[3000452_S25 M 975 1]
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# | HEE HTEEES
32.826 BLETEOBEEORE 4 32826
- T - ois Phorma AG, Switzerland 4 328256
Manufacturing process development
[3000452 $26 M 392 1]
3283 i 3283
32831 WHEEOMosSEOER 32831
- o tis Pharma AG, Switzerland 4 32831
Elucidation of structure and other characteristics
[3000452 S31 ELSI 540 1]
32832 Fild 4 32832
o artis Pharma AG, Switzerand 4 32832
Impurities and comparative impurity profiles
[3000452_S32 M 392 2]
3284 FEEOEH 3284
32841 HEBEUPERFE 32841
- v ortis Pharma AG, Switzerland 32841
Specification
[3000452 S41 M 975 2]
32.842 BBEE (oirHiE 32842
- I ovartis Pharma AG, switzerand 4 32842
Analytical procedures
[3000452_S42 M 975 1]
32843 BEBFE GHER o) F—ar 4 32543
- T i Pharma AG, Switzerland 4 32843
Validation of analytical procedures
[3000452_S43 M 975 3]
32.844 o hAT 32844
- I ovortis Phanma AG, Switzerand 4 32.84.4
Batch analysis
[3000452_S44 M 392 3]
32845 BABEUERFEOZLME 4 3.2.8.45
- T ocis Pharma AG, Switzerland 4 32845
Justification of specification
[3000452_S45 M 392 1]
3285 EEBELIEERT 4 3285
_-\Iovartis Pharma AG, Switzerland 4 3285
Reference standard
[3000452_S50 M 392 1]
3286 HesEUHS 4 3256
- o vt Phama AG, Switzerland 4 3286
Container closure system
[3000452_S60_COIS 540 1]
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# | HEE HTEEES
3287 EEM 4 32587
32871 EEHEOE LHREORER 4 32871
o actis Pharma AG, Switzerland 4 32871
Stability summary and conclusion
[3000452 S71 M 392 2]
32872 ARBEOLEHEBIHEOIERRUER 4 3.28.72
- T s Pharma AG, Switzerland 4 32872
Stability commitment
[3000452 S72 M 392 1]
32873 EEMWT—F 32873
o artis Pharma AG, Switzerand 4 32873
Stability data
[3000452_S73 M 392 2]

32.p HuF| 3.2P
32P1 BFIEUAT 32P1
- o vatis Pharma AG, Switzerland 4 32p.1-1

Description and composition of the drug product
[2600799 P1 COMP 540 1]
- T i pharma AG, Switzerland 4 32P.122
Description and composition of the drug product
[2600781 P1_COMP_540 1]
32.P2 BXBRORE 32P2
- o vatis Pharma AG, switzerland 4 32pP2-1
Pharmaceutical development
[2600799 P2 DEVP 540 2]
[ IRV s S e Yo 4 3.2P22
25 mg 8 & 100 mg #E D EHZENFSEFH e 0BEHRBICET S
HE
| Y e 4 3.2P.2-3
25 mg §F - EPRERR SR A RA L P E AR O A E S 0
HOEHEEEC ST S EE
- JINT 4 ATy — At 4 3.2.P.2-4
100 mg &8 : ENERFEREEARS - RRERHOEMENORSEE
L OEHEBICES A EE
32.P21 BUF|RES 4 3.2P2.1
fTEE3.2P2 BB - —
32P22 HF| 4 3.2P22
wArER 32 P2 &R — —
32P23 WETEOCHEORE 4 32P13
wArER 32.P2 &R — -
32.P24 FHER iR 4 3.2P24
wArER 32 P2 &R ~ -
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# ] HEE WTEEES
32.P25 PESSEEOELE D T AR 4 3.2P25
HATEE 32 P2 &M — -
32P26 MEECERBOESE/FELMEEN 4 3.2P26
HEATEE 32 P2 &M — —
32pP3 #lE 4 32P3
32P31 HLEE 4 32P31
- o vartis Pharma AG, Switzerland 4 32pP31
Manufacturers
[2600799 P31 M 392 1]
32P32 #iENs 4 3.2P32
- o vectis phamma AG, Switzerland 4 32P32
Batch formula
(2600799 P32 M 392 1]
32P33 METERFYo Ao fr—/L 4 3.2P33

- o vertis Pharma AG, Switzerland 4 32P33

Description of manufacturing process and process controls
[2600799 P33 M 392 3]
32P34 EETERCEZPHEOTE 4 3.2P34
- I ovortis Pharma AG, Switzerand 4 32P34
Controls of critical steps and intermediates
[2600799 P34 M 392 2]
32P35 FobRANF—g 70 A 4 3.2P35
- oo Phama AG, Switzerland 4 32P351
Process validation and/or evaluation
[2600799 P35 PVAL 540 1]
- oo Phama AG, Switzerland 4 32P352
Process validation and/or evaluation
[2600781_P35 PVAL 540 1]

32.P4 HINFOEH 4 32P4
32P41 HELUFEESE 4 3.2P41

- T oot Phamma AG, Switzerland 4 3241

Control of excipients
[2600799 P41 EXIP 540 1]
32.P42 BHEEE (GiThik) 4 32P42
- o vartis Phama AG, Switzerland 4 32p42
(Excipient) analytical procedures
[2600799 P42 M 392 1]
32P43 EBRFE (HWHE o~V F—aw 4 3:2P 43
- o vartis Pharma AG, Switzerland 4 32pP43
(Excipient) validation of analytical procedures
[2600799 P43 M 392 1]
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32.PAA HEEUFRBFEOZLMN 4 32P44
- oot Phamna AG, Switzerland 4 3.2P44
Justification of specifications (excipients)
[2600799 P44 EXIS_540 1]
32P45 b FEIIEMWEROEIA 3.2P45
- I o vactis Phamma AG, Switzerland 4 32p45
Excipients of human and animal origin
[2600799 P45 EXOR 967 1]
32P46 FETINA 4 3.2P46
ATER 32P 41 B = =
32P5 BUFOEH 32P5
32.P51 HEERUFRBFE 32P51
APER 32 P56 BR — —
32.P52 HBHFE (GiFFHE 4 32852
ATEE 32P 56 BH = =
32P53 BEBFE SUHE o) F—ar 4 32P53
[ VRV e g i 4 3.2.P.53
HEFEOBRBEOSTEAY T~ a VBT 28
RfTEE 5.3.1.4-2 10 R
32P54 v RoAR 3.2P5.4
- o vartis Phama AG, Switzerland 4 32P5.4-1
Batch analysis
[2600799 P54 M 392 1]
- I overtis Phamma AG, Switzerland 4 32P.5.42
Batch analysis
(2600781 P54 M 392 1]
32.P55 ot 4 32P55
I v ortis Phama AG, Switzerland 4 32P55
Characterization of impurities
[2600799 P55 M 392 1]
32P56 HABEUERFEOZLM 3.2P56
[ Y e G - 32P.56-1
BIE OFEREEURBERECRET 2B
[ I 4 AP
GERERBRUEED - HHEB O EEOFHECHAT B EE
32P6 EBHEELTEEHE 4 32P6
WATEE 3285 &0 — =
32P7 HeEUHRSR 32P7
[ Y L 4 32P.7
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# | HEE HTEEES

32P8 EEMH 4 32P8

32P81 EEWNOE LDREORER 4 32P81
[ I = 4 3LP81
EEHOE LD EURER

32.P82 ARBEOEEHREHEOEREUER 32P82
[ A e 32P82
AR DT EER I EOER L UER

32P83 LEMT—#F 4 3.2P83
[ R R 4 SRR
T — Y

32.A Fof 32.A

32A1 BULEHRAUERE 32A1
g L = =

32.A2 FoRMEERNE o 4 32.A2

ovartis Pharma AG, Switzerland 4 3.2.A2

Adventitious agents safety evaluation
[2600799 A2 392 1]

32.A3 ENE 4 32.A3
FEEER L - -

32.R BEBOEREGH 4 32R
FLEE L - -

33 HBETR 4 33
Mgl L = =
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#* il BT TR ERE 5

4.1 FHAFHK 5 4.1
42 RS E 5 4.2
4.2.1 HEPELAER 5 4.2.1
4211 1 EEAT AR 5 4.2.1.1

[Bymaster FP, Calligaro DO, Falcone JF, et al (1996)] Lilly Corporate Center, 5 42.1.1-1

USA BEYTR

Radioreceptor binding profile of the atypical antipsychotic olanzapine.

Neuropsychopharmacol; 14: 87-96

[Bruhwyler J, Liegeois JF, Bergman J, et al (1997)] Therabel Research SA, 5 4.2.1.1-2

Belgium BEE R

JL13, a pyridobenzoxazepine compound with potential atypical antipsychotic

activity: a review of its behavioural properties. Pharmacol Res; 36: 255-64

[Rigdon GC, Norman MH, Cooper BR, et al (1996)] Glaxo Welcome Inc, USA 5 4.2.1.1-3

1192090 in animal tests that predict antipsychotic efficacy, anxiolysis, and SR}

extrapyramidal side effects. Neuropsychopharmacol; 15: 231-42

[Moore NA, Tye NC, Axton MS, et al (1992)] Eli Lilly Co, UK 5 42.1.1-4

The behavioral pharmacology of olanzapine, a novel “atypical” antipsychotic HEEF

agent. J Pharmacol Exp Therp; 262: 545-51

[Corbett R, Camacho F, Woods AT, et al (1995)] Hoechst-Roussel 5 42.1.1-5

Pharmaceuticals Inc, USA BEGE

Antipsychotic agents antagonize non-competitive N-methyl-D-aspartate

antagonist-induced behaviors. Psychopharmacol; 120: 67-74

[Corbin AE, Meltzer LT, Ninteman FW, et al (2000)] Warner-Lambert Co, 5 42.1.1-6

USA BELEE

PD 158771, a potential antipsychotic agent with D2/D3 partial agonist and 5-

HT, 4 agonist actions. II . Preclinical behavioral effects. Neuropharmacol; 39:

1211-21

[Arnt J (1995)] H. Lundbeck A/S, Denmark 5 4.2.1.1-7

Differential effects of classical and newer antipsychotics on the hypermotility SR}

induced by two dose levels of D-amphetamine. Eur J Pharmacol; 283: 55-62

[Okuyama S, Kawashima N, Chaki S, et al (1999)] Taisho Pharmaceutical Co, 5 4.2.1.1-8

Japan BELEE

A selective dopamine D, receptor antagonist, NRA0160: a preclinical

neuropharmacological profile. Life Sci; 65: 2109-25

[Sanchez C, Arnt J, Dragsted N, et al (1991)] H. Lundbeck A/S, Denmark 5 4.2.1.1-9

Neurochemical and in vivo pharmacological profile of sertindole, a limbic- HZE B

selective neuroleptic compound. Drug Dev Res; 22: 239-50

[Arnt J, Skarsfeldt T (1998)] H. Lundbeck A/S, Denmark 5 4.2.1.1-10

Do novel antipsychotics have similar pharmacological characteristics? A review HEZER)

of the evidence. Neuropsychopharmacol; 18: 63-101

[Shannon HE, Rasmussen K, Bymaster FP, et al (2000)] Eli Lilly Co, USA 5 4.2.1.1-11

Xanomeline, an M;/M, preferring muscarinic cholinergic receptor agonist, HEEF

produces antipsychotic-like activity in rats and mice. Schizophr Res; 42: 249-59
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[Tang AH, Franklin SR, Himes CS, et al {1997)] Pharmacia & Upjohn Inc, 5 42.1.1-12
USA BEEE

PNU-96415E, a potential antipsychotic agent with clozapine-like
pharmacological properties. I Pharmacol Exp Therp; 281: 440-7

[Casey DE (1993)] V. A. Medical Centor, USA 5 42.1.1-13
Serotonergic and dopaminergic aspects of neuroleptic-induced extrapyramidal HEEER
syndromes in nonhuman primates. Psychopharmacol; 112: $55-9

[Liegeois JF, Bruhwyler I, Hendrick JC, et al (2002)] University of Liége, 5 42.1.1-14
Belgium BEEE

Minimal effects of J1.13, a pyridobenzoxazepine derivative with an
antipsychotic potential, on circulating prolactin levels in male rats. Neurosci
Lett; 319: 49-52

[Bowden CR, Voina SI, Woestenborghs R, etal (1992)] Janssen Research 5 42.1.1-15
Foundation, USA B

Stimulation by risperidone of rat prolactin secretion i vivo and in cultured
pituitary cells i vitro. ] Pharmacol Exp Therp; 262: 699-706

[Rosengarten H, Quartermain D (2002)] New York Umiversity, USA 5 42.1.1-16
The effect of chronic treatment with typical and atypical antipsychotics on HELE

working memory and jaw movements in three- and eighteen-month-old rats.
Prog Neuro-Psychopharmacol Bio Psychiat; 26: 1047-54

[Noda Y, Yamada K, Furukawa H, et al (1995)] Nagoya University, Japan 5 42.1.1-17
Enhancement of immobility in a forced swimming test by subacute or repeated BoziE
treatment with phencyclidine: a new model of schizophrenia. Br J Pharmacol;

116: 2531-7

[Noda Y, Kamei H, Mamiya T, et al {2000)] Nagoya University, Japan 5 42.1.1-18
Repeated phencyclidine treatment induces negative symptom-like behavior in HEEE

forced swimming test in mice: imbalance of prefrontal serotonergic and
dopaminergic finctions. Neuropsychopharmacol; 23: 375-87

[T Ehe, +l ER 2003)] /2307 4 A2 77— < RS 5 42.1.1-19
= 17 20> head twitch ST L A FUs RSO 5-HT, SRER T ER O ZEEE

W THEELHBICE T S BEA L A REPELOBS— T =7
w7 AL 15:189-92
e — 5 42.1.1-20

Clozapine 33 X T8 O @ head twitch it o3+ 2 (EH

[2711]
[Robertson GS, Matsumura H, Fibiger HC (1994)] University of Ottawa, 5 42.1.1-21
Canada BEEE

Induction patterns of fos-like immunoreactivity in the forebrain as predictors of
atypical antipsychotic activity. J Pharmacol Exp Therp; 271: 1058-66

[Robertson G8, Fibiger HC (1996}] University of Ottawa, Canada 5 42.1.1-22

Effects of olanzapine on regional C-Fos expression in rat forebrain. HZEER

Neuropsychopharmacol; 14: 105-10

[Volonte M, Monferini E, Cerutti M, et al (1997)] Boehringer Ingelheim Italia 5 42.1.1-23

SPA, Ital g
Y BEEH

BIMG 80, a novel potential antipsychotic drug : evidence for multireceptor
actions and preferential release of dopamine in prefrontal cortex. J Neurochem,

69: 182-90
[Rex A. Voigt P, Voits M, et al (1998)] Humboldt University, Germany 5 42.1.1-24
Pharmacological evaluation of a modified open-field test sensitive to anxiolytic HEEE

drugs. Pharmacol Biochem Behav; 59: 677-83
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Urwyler 8, Herrling PL, Sandoz Forschungsinstitut Bern AG, Switzerland
Receptor profiles of three major metabolites of clozapine

42.1.1-25

White TG, Herrling PL, Sandoz Forschungsinstitut Bemn AG, Switzerland

The effects of clozapine and three of its metabolites on the behaviour of mice
foll owing intravenous administration, as measured by the primary observation
test (pot) battery

42.1.1-26

4212 Bk eSETEFEE

4212

BLERRL

4213 IR IEFER

4213

andoz Pharma Ltd, Switzerland
Screening report: primary observation test/mouse

4.2.1.3-1

ovartis Pharma K. K., Japan

Safety pharmacology study -effects on locomotor activity, anesthetic action,
convulsions, analgesic action, body temperature, the isolated ileumn contraction,
gastrointestinal transit, and water and electrolyte metabolism-

020]

42.1.3-2

ovartis Pharma K. K., Japan

Safety pharmacology study -effects on cardiovascular and respiratory systems
in anesthetized dogs-

42.1.3-3

i os

ovartis Pharma K.K., Japan
Exploratory study -effects on electrocardiogram in anesthetized dogs-
[D

I

4.2.1.3-4

4214 FEHEMESMEAERARE

4214

BLERRL

4272 FEEEhREEE

422

4221 GIERUAN F—1 g oaEeE

4221

ovartis Pharmaceuticals Corporation, USA

Pharmacolgy report: synthesis of 100-129 labeled with tritium in the piperazyl
ring

[Amendment No.1 to: Report DM1-5/24.

h ] | ta

4.2.2.1-1

andoz, USA
Synthesis of clozapine-"*C labeled in the 11-position of the tricyclic moiety
[DM-1-12/8

42.2.1-2

]

andoz Pharmaceuticals Corporation, USA
Svnthesis of carbon-14 labeled clozapine
[DM-1-3/24

42.2.1-3

l

ovartis Pharmaceuticals Corporation, USA

Data sheet for radiolabelled compounds
[PSC-DMPK Report CDH 84-34-83]

422.1-4

i

ovartis Pharma K.K., Japan

A HPLC method for determination of SDZ 1.X 100-129 (clozapine) and its 5
metabolites in human plasma, human urine, rat plasma and dog plasma/ method
validation [2] rat plasma

[Final report amendment No.1 to Study No.: | CM#.OOS]

42.2.1-5
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[Ma F, Lau CE (1998)] Rutgers University, USA

Determination of clozapine and its metabolite, N-desmethylclozapine, in serum
microsamples by high-performance liquid chromatography and its application
to pharmacokineticts in rats. J Chromatography B; 712: 193-8

42.2.1-6
LEEE

andoz, USA

A liquid chromatographic method for the determination of clozapine in plasma
[oM-1-923

[EAEE 5.3.1.4-3 (2L M)

422.1-7

ovartis Pharma K.K., Japan

A HPLC method for determination of SDZ LX 100-129 (Clozapine) and its 5
metabolites in human plasma, human urine, rat plasma and dog plasma/ method
validation [3] dog plasma

[Final report amendment No.1 to Study No.: J CM#.OOS]

i

42.2.1-8

4222 WY

4222

andoz, USA
100-129-H, absorptien, blood level, distribution, and exeretion in the mouse
[DM-1-7/28

4.2.22-1

andoz Pharmaceuticals Corporation,USA

|

Plasma concentrations, tissue distribution, and excretion afier single and
multiple oral doses of [*C] clozapine in the rat

[DM-1-12/16

4.2.22-2

!

andoz Pharmaceuticals Corporation,lUJSA

Clozapine-'*C in the rabbit; absorption, blood levels, and excretion following
single oral and intravenous doses

[DM-1-4/30

42223

andoz, USA

100-129-H, absorption, bleod level, and excretion in the rhesus monkey.
Single and multiple dose administration

[om-1-824f

4222-4

[Sun L, Lau CE (2000)] State University of New Jersey, USA

Intravenous and oral clozapine pharmacokinetics, pharmacodynamics, and
concentration-effect relations: acute tolerance. Eur] Pharmacol; 398: 225-38

4.2.2.2-5
ZEGE

andoz Pharmaceuticals Ltd., Japan

Toxicokinetic data report for clozapine: a 26- week oral (gavage) toxicity study
in rats with an 8-week recovery period

[T-3144]

422.2-6

ovartis Pharma K.K., Japan

Toxicokinetic data report for clozapine: a 26-week oral (capsule) toxicity study
in dogs with a 4-week recovery period

o

4222-7

B 7 T RRe

cdlozapine B RRTH 8 D A HB—IERENEEESs R BE LRI DER
i, TR UMEREE IS

[CLO/ORI/SCH/PH2X/01]

[RAER 5.3.52-5 (2L M)

42.2.2-8
ZEGE
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andoz Pharmaceuticals
Corporation ,USA

A study to compare the single vs. multiple dose pharmacokinetics of clozapine
in psychiatric patients

[Study #31]

[EAEE 53112 (2L M)

42.22-9
LEEE

andoz Pharmaceuticals Corporation JUSA

A study to investigate the dose-bioavailability relationship of clozapine under
steady-state conditions

[Study #28]
[EAEE 5.3.3.2-1 (26 BEft]

4.2.2.2-10
ZEGE

4223 459

4223

ovartis Pharmaceuticals Corporation, USA

Distribution of radioactivity after an oral dose of ['*C] clozapine in niale and
female rats studied using quantitative whole-body autoradiography

[DM-1-424f

4.2.2.3-1

[Baldessarim RJ, Centorrino F, Flood IG, et al {1993)] Harvard Medical
School, USA

Tissue concentrations of clozapine and its metabolites in the rat
Neuropsychopharmacol; 9: 117-24

42.23-2
BEGHE

ovartis Pharmaceuticals Corporation, USA

In vitro blood distribution and plasma protein binding of [*°H] LEX123 in the
mouse, rat, dog, monkey and human, and two human protein binding, albumin
and « j-acid glycoprotein

[ADME(USIR0300425]

[mAEE 53.2.1-1 108 54]

42233

[Procyshyn RM, Kennedy NB, Marriage S, et al (2001)] University of British
Columbia, Canada

Plasma protein and lipoprotein distribution of clozapine. AM J Psychiatry; 158,
949-51

4.2.2.3-4
ZEGE

ovartis Pharmaceuticals Corporation, USA

Placental transfer of radiolabeled materials following 5 mg/kg/day multiple oral
doses of ["*C] clozapine in pregnant rats using quantitative whole-body
autoradiography

[DM-1-6/948

4.2.2.3-5

)

andoz Pharmaceutical s Corporation,USA
Clozapine-"*C distribution in pregnant rabbits during multiple dosing

[ou-1-529 [

4.2.2.3-6

4224 fEt

4224

andoz Pharmaceuticals Corporation, USA
Clozapine-"*C: metabolism in the mouse
[DM-1-5/11

4.2.2.4-1

t

andoz Pharmaceuticals Corporation, USA
Clozapine-"*C: metabolism in the rat
[DM-1-5/28

4224-2

t

andoz Pharmaceuticals Corporation, USA
Clozapine-"*C: metabolism in the rabbit

[oM-1-416 [}

4.2.24-3
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B I 6 4.2.2.4-4
Quantitation of 100-129, 100-129 N-oxide, and desmethyl 100-129 in dog
blood, urine, and feces by inverse isotope dilutions
[DM-1-9/26

andoz Pharmaceuticals Corporation, USA 0 42.24-5
Clozapine-"*C:; metabolism in the rhesus monkey
[DM-1-42 7
[Maggs JL, Williams D, Pirmohamed M, et al {1995)] University of Liverpool, 0 42246
bk BEEH
The metabolic formation of reactive intermediates from clozapine, a drug
associated with agranulocytosis in man. J Pharmacol Exp Therp; 275: 1463-75

_-\Iovartis Pharmaceuticals Corporation, USA 6 42247
Analysis for clozapine and two of its metabolites, desmethylclozapine and
clozapine N-oxide, in the rat after a 5 mg/kg oral dose
[oM-1-37 )}

_-\Iovartis Pharmaceuticals Corporation, USA 6 42.2.4-8
Retrospective analysis of clozapine and its metabolites in biological samples of HEEE
mouse, rat, rabbit and monkey
[ADME(US) R0300627]

[Zhang GQ, McKay G, Hubbard IW, et al (1996)] University of Saskatchewan, 0 42.2.4-9
Canada BEEH
Application of electrospray mass spectrometry in the identification of intact

glucuronide and sulphate conjugates of clozapine in rat. Xenobiotica; 26: 541-

50

-andoz Pharmaceuticals Corporation, USA 0 4.2.2.4-10
Characterization, quantitation, and identification, of the metabolites of HEEE
clozapine in man after a single oral dose of 50 mg of clozapine-"*C
[om-1-8/5 1
[RMAEE 533,12 (L HM]

[Schaber G, Wiatr G, Wachsmuth H, et al (2001)] University of Tuebingen, 0 42.24-11
Germany BEEE
Isolation and identification of clozapine metabolites in patient urine. Drug

Metab Dispos; 29: 923-31

[RMAEE 53313 (2L A

[Bun H, Disdier B, Aubert C, et al (1999)] Université de la Mediterannée, 0 42.2.4-12
France BEEE
Interspecies variability and drug interactions of clozapine metabolism by

microsomes. Fundam Clin Pharmacol; 13: 577-81

[Tugnait M, Hawes EM. McKay G, et al (1999)] University of Saskatchewan, 6 4224-13
Al BEEH
Characterization of the human hepatic cytochromes P450 involved in the in

vitro oxidation of clozapine. Chem Biol Interact; 118: 171-89

[EAER 53322 (2L M)

[Fang I, Coutts RT, McKenna KF, et al (1998)] University of Alberta, Canada 6 4.2.2.4-14
Elucidation of individual cytochrome P450 enzymes involved in the HELE
metabolism of clozapine. Naunyn- Schmiedeberg’s Arch Pharmacol; 358: 592-

9
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[Pirmohamed M, Williams D, Madden 8, et al (1995)] University of Liverpool, 0 4.2.2.4-15
UK BEEE
Metabolism and bioactivation of clozapine by human liver # vifro. ] Pharmacol
Exp Therp; 272: 984-90
[RAEE 5.3.2.2-4 (2L R
[M Tugnait, Hawes EM, McKay G, et al {1997)] University of Saskatchewan, 0 4.2.2.4-16
Canada ZEGE
N-Oxygenation of clozapine by flavin-containing monooxygenase. Drug Metab
Dispos; 25: 524-7
[RMAEE 5.3.2.2-3 (2L A
[Ring BI, Binkley SN, Vandenbranden M, et al (1996)] Eli Lilly Co., USA 0 4.2.2.4-17
In vitro interaction of the antipsychotic agent olanzapine with human HZEER
cytochromes P450 CYP2C9, CYP2C19, CYP2D6 and CYP3A BrJ Clin
Pharmacol; 41: 181-6
[RAEE 5.3.2.2-5 (2L A
4225 HEE 6 4225
B = T 6 42251
Pharmacokinetic characteristics of clozapine following single oral HZEER
administration of 50 mg of clozapine-'“C in healthy volunteers
[om-1-430f
[RMAEE 5.3.3.1-1 (2L A
_-\Iovartis Pharmaceuticals Corporation, USA 0 42252
Enterohepatic recycling of radioactivity following a single oral dose of [*C]
clozapine in the rat
[om-1-3198
ovartis Pharmaceuticals Corporation, USA 6 42.2.5-3
Passage of radioactivity into rat milk following an oral dose of [*C] clozapine
[oM-2-37
4226 EHEIREENESERIER 6 4226
[Chang WH, Augustin B, Lane HY, et al (1999)] Taipei City Psychiatric 6 4.2.2.6-1
Center, Taiwan EE R
In-vitro and in-vivo evaluation of the drug-drug interaction between
fluvoxamine and clozapine. Psychopharmacol; 145: 91-8
[EAEE 5.3.2.2-6 (2L M)
[Olesen OV, Linnet K (2000)] Aarhus University Hospital, Denmark 0 42.206-2
Fluvoxamine-clozapine drug interaction: inhibition i vitro of five cytochrome HEEE
P450 isoforms involved in clozapine Metabolism. J Clin Psycopharmacol; 20:
35-42
4227 F OO EyEhREFE 6 4227
__\Iovarﬁs Pharma K.K., Japan 0 42.27-1
B O IENEIREERER I BT © B EIRE SR B INERAT ZEGE
[ompPK () 2ffo201
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423 FEEER 6 423
4231 HElxGEERER 0 423.1
Clozapine @< 7 A (L1317 2 BRI EARIR 5 5t 5
[N 18]
witzerland 6 4231-2
Acute toxicity in mice, rats and guinea pigs HEEE
Acute oral toxicity of compound HF-1854 mongrel dogs HELE
[228]
4232 REHRSHLEEER 6 4232
_-\Iovartis Pharmaceuticals Corporation, USA 6 4232-1
A 26-week oral (gavage) toxicity study in rats with an 8-week recovery period
[T-3144]
_-\Iovartis Pharmaceuticals Corporation, USA ¥ 42322
A 26-week oral (capsule) toxicity study in dogs with a 4-week recovery period
o4
4233 BIEEIERER 7 49,33
42331 InViro 35 7 42331
- T sviterand 7 42331-1
Mutagenicity evaluation using salmonella typhimurium
[3/84]
- oot Phamma AG, Switzerland 7 423312
Mutagenicity test using salmonella typhimurium
I 682]
andoz Ltd, Switzerland 7 42331-3
Test for the induction of DNA repair synthesis (UDS) in rat hepatocyte primary
cultures
[HPC/UDS/A 10
daﬂdoz Ltd, Switzerland F 4233.1-4
Mutagenicity evaluation using V79 Chinese hamster cells
7 42331-5
42332 InVivo# B 42332
I ovartis Phama AG, Switzerland 7 123321
Rat bone marrow micronucleus test by the oral route
| BN
4234 BAFMERE 4234
42341 FHIS AR 42341
- T s 423411
18 Months feeding study of 100-129 in mice HEEE
[r-1-820f
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b A = 7 423412
24 Months feeding study of 100-129 in the rat summary report HEEE
IT-1-4/1 5[
42342 EEITREDSAREREE 7 4.2.3.42
FLEER L - -
42343 F O 7 42343
MEEER L - -
4235 EREEETHEFE 7 4235
42351 ZBEREEUERE COWHEEEICET HAED 7 42351
- T o Prarma K K Tapan 7 423511
An oral combined fertility and embryo-fetal development study in rats
i X
42352 BE- BRIBEECET L HE 3 42352
- T oo is Prarma K K Tapan 3 423521
An oral embryo-fetal development study in rabbits
o5
42353 HARMBEUGHAEROBEW IR ORI BT H3EE 8 42353
B =hheas 3 123531
An oral pre-and postnatal development study in rats
R
42354 FERERG=HE 8 42354
HEEE L - -
4236 FFETHREEHER 8 42356
FLEER L - -
4237 FOfMOBEREE 8 4237
42371 HEERE 8 42371
I § 123711
Clozapine DT A% v MIBIT HMEEEE
viess)
42372 EEEE 8 42372
FLEER L - -
42373 EMBAOEFICETSEER 8 42373
HEEE L - -
42374 fERIEMEE 8 42374
I g 123741
Clozapine D7 A7V B L UT v MBI 52 BEFEERES
nipial
42375 (W OEEEE 8 42375
R 8 423751




Novartis Confidential
CTD1.12 HitEH—E

Page 18
LEX123/42 O ) Uit

= H BES TTEEE S
42376 TR OEERER 8 42376
_-\Iovartis Pharmaceuticals Corporation, USA 8 4.237.06-1
2-week oral (gavage) toxicity study in rats (including impurities)
[0370077]
ovartis Pharma AG, Switzerland 8 42376-2
Mutagenicity test using Salmonella typhimurium (batch control)
[0350243]
andoz Pharma Ltd, Switzerland 8 4.23.7.6-3
Mutagenicity test using Salmonella typhimurium
iMuT. BAKT. 46 JJ}
ovartis Pharma AG, Switzerland 8 4.2376-4
Chromosome aberration test with cultured human peripheral blood lymphocvtes
[0350242]
42377 FOMOEE 8 42347

T 8 423771
Report on a 6-month toxicity test in rats HZEER

T o o switerand 3 423772
A 100-week oral toxicity study (including carcinogenicity) in rats HZEER

B B 8 423773
Three- month subacute oral toxicity study of compound HF-1854 beagle dogs HEEE
[377]

T 8 4237.7-4
Addendum report: three- month subacute oral toxicity study of compound HF- HEEE
1854 beagle dogs
[377]

- T 9 4.237.7-5
One-vear oral toxicity study in the dog HEEE
[1265]

- T o sviverland 9 423776
2-year interim report on an oral toxicity study in rhesus monkeys HEGE

T swierland 9 423777
Micronueleus test for mutagenic potential in mice HZEER

b I 9 423.7.78
Report on a fertility experiment in male rats HEEE

B 9 4237.7-9
Fertility tests on female rats HZEER

T 9 4237.7-10
Report on teratogenesis experiment on rats HEEE

- T 9 4237711
Report on teratogenesis experiment in the rabbit HEEER

b I 9 4237.7-12
Breeding experiments in rats HEEER




Novartis Confidential Page 19

CTD1.12 HftEHN—H LEX123/4 O 1) JLE
= H BES TTEEE S
43 BELHE 9 43
[Valpicelli SA, Centorrino F, Puopolo PR, et al {1993)] Massachusetts General 9 4.3-1
Hospital, USA EEE

Determination of clozapine, norclozapine, and clozapine-N-oxide in serum by
liquid chromatography. Clin. Chem; 39/8: 1656-9

[Wrighton SA, Ring BJ (1994)] ELi Lilly Co, USA 9 4.3-2
Inhibition of human CYP3A catalyzed 1°- hydroxy midazolam formation by HZEER
ketoconazole, nifedipine, erythromycin, cimetidine, and nizatidine. Pharm. Res;

11:921-4

[Kronbach T, Mathys D, Gut I, et al (1987)] Biocenter of the University, 9 4.3-3
Switzerland Py

High-performance liquid chromatographic assays for bufuralol 1°-hydroxylase,
debrisoquine 4-hydrooxylase, and dextromethorphan O-demethylase in
microsomes and purified cytochrome P-450 isozymes of human liver. Anal.
Biochem; 162: 24-32

[Miners JO, Smith KJ, Robson RA, et al (1988)] Flinders Medical Center, 9 4.3-4
Australia EEE
Tolbutamide hydroxylation by human liver microsomes / kinetic

characterisation and relationship to other cytochrome P-450 dependent
xenobiotic oxidations. Biochem. Pharmacol; 37: 1137-44

[Wrighton SA, Stevens JC, Becker GW, et al (1993)] Eli Lilly Co, USA 9 43-5

Isolation and characterization of human liver cytochrome P450 2C 19: HELE
correlation between 2C19 and S-mephenytoin 4°- hydroxylation.
Arch.Biochem. Biophys; 306: 240-5

ovartis Pharma AG, Switzerland 9 43-6
Clinical evaluation of the carcinogenicity risk HEEE
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51 ESHEBER 10 5.1
52 BAFERR-ER 10 5.2
53 EEBRACERUEEGH 10 5.3
531 AMERFESERLE 10 5.3:1
5311 A4 FT A FE YT 4 (BARBHEE 10 53.11
andoz Pharmaceuticals Corporation, 10 53.1.1-1
Wntt BELEH
A study to investigate the steady-state bioavailability of clozaril® 25 mg and
150 mg non-mineral oil tablets, 75 mg mineral oil tablets and a clozapine 150
mg solution in patients; Study No. 32.
[DM-2-7/24
andoz Pharmaceuticals Corporation, 10 53.1.1-2
HRA HZEE
A study to compare the single vs. multiple dose pharmacokinetics of
clozapine in psychiatric patients
[Study No. 31]
[FR{TEEE 4.2.2.2-9 (T & FRIT]
53.1.2 tbE BA #HERE CAEHTFHREBLBEHBHREE 10 5312
andoz Pharmaceuticals 10 531.2-1
Corporation, USA S
The bioavailability of clozaril® : a comparison of the 25 and 100 mg tablets
proposed for marketing and the 100 mg capsules used in clinical trials to a
reference solution
[Study #27]
53.1.3 InVirro—in Vivo DESE &3 Lo REBHREE 10 5.3.13
gL = —
53.14 EEFEe R UIECERSTERTREE 10 53.1.4
[ RV e e e el 10 53.1.4-1
— AR
[Ffr&EH 3.2.8.1.3 (2 b Hft]
[ VR e R 10 5.3.1.4-2
REHIEOBRIFEOSITEAY 77— 9 VBT &R
(A &5 3.2.P.5.3 (2 b Hift]
B I 10 53.1.4-3
A liquid chromatographic method for the determination of clozapine in
plasma
[oM-1-023
[FATEE 4.2.2.1-7 106 HRAT]
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_-\Iovartis Pharma K.K., Japan

A HPLC method for determination of SDZ 1.X100-129 (Clozapine) and its 5
metabolites in human plasma, human urine, rat plasma and dog plasma /
method validation [1] human / plasma urine

[Final report amendment No.1 to Study No.: JCM :ﬁZIOOS]

53.1.4-4

_-Sandoz Pharmaceuticals Corporation, USA

A reverse-phase liquid chromatographic method for the determination of
clozapine in plasma using internal standardization

[oM-1-9/5

10

53.1.4-5

LO/MS/MS (2 X5 b b LT Clozapine & U D&MW OIEERIEE
Validation Study

[PRD01-021]

10

53.1.4-6

LO/MS/MS i L A b b IL#EF Clozapine B UM {35 0 [8 BRI B 15
Validation Study ({R77Z2 B #ED)
[PRD01-022]

10

53.1.4-7

LO/MS/MS (2 & 5 & FILEEY Clozapine B UNE o3 iR ERIEH:
Validation Study (= k U v 7 A CORFEEERE)

[PRD02-226]

10

53.1.4-8

532 b RFEGEE AR EDBEREEORGHLE

10

532

5321 mMFEREEEBRHETE

10

53.2.1

_-\Iovartis Pharmaceuticals Corporation, USA
In vitro blood distribution and plasma protein binding of [*H] LEX123 in the
mouse, rat, dog, monkey and human, and two human protein binding,
albumin and ¢;-acid glycoprotein
[ADME(US)R0300425]

[FHFArEE 42,233 (0% 7]

10

5321-1

5322 FREERCEMHAEARBRREE

10

5322

[Tugnait M, Hawes EM. McKay G, et al (1999)] University of Saskatchewan,
Canada

Characterization of the human hepatic cytochromes P450 involved in the in
vitro oxidation of clozapine. Chem Biol Interact; 118: 171-89

[BAEE 4.2.2.4-13 |7 1 B

10

53.2.2-1
ZEEH

[Fang I, Coutts RT, McKenna KF, et al (1998)] University of Alberta,
Canada

Elucidation of individual cytochrome P450 enzymes involved in the
metabolism of clozapine. Naunyn- Schmiedeberg’s Arch Pharmacol; 358:
592-9

(BTG E 4.2.2.4-14 17 % B

10

53.22-2
BEEH

[M Tugnait, Hawes EM, McKay G, et al (1997)] University of Saskatchewan,
Canada

N-Oxygenation of clozapine by flavin-containing monooxygenase. Drug
Metab Dispos; 25: 524-7

[HBAGEE 4.2.2.4-16 (7% BT

10

53223
ZEEH
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[Pirmohamed M, Williams D, Madden S, et al (1995)] University of 10 53224
Liverpool, UK B
Metabolism and bioactivation of clozapine by human liver iz vigro. J
Pharmacol Exp Therp; 272: 984-90
[FRfrEst 422415 (2B RAT]
[Ring BJ, Binkley SN, Vandenbranden M, et al (1996)] Eli Lilly Co., USA 10 532.2-5
In vitro interaction of the antipsychotic agent olanzapine with human HEGEE
cytochromes P450 CYP2C9, CYP2C19, CYP2D6 and CYP3A. BrJ Clin
Pharmacol; 41: 181-6
[FfrEst 422417 (2B RAT]
[Chang WH, Augustin B, Lane HY, et al (1999)] Taipei City Psychiatric 10 53.2.2-6
Center, Taiwan BT
In-vitro and in-vivo evaluation of the drug-drug interaction between
fluvoxamine and clozapine. Psychopharmacol; 145: 91-8
[FfrER 42261 16 FT]
5323 fhodb FEEEEAS o RBRREE 10 5323
FEEE L == =
533 HREMIDBEPKRBREE 10 533
5331 HEEHBELTCBIL PK RUTHAEERBHSE 10 5331

B Il 10 533.1-1
Pharmacokinetic characteristics of clozapine following single oral HEEE
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