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1.0 ERFLEEROEELS L URAROREE

L1>» [XLHIC

BB o RV VIET T oA ) 7404 B B 74 - o778 TR
NeF )Y PUBREETAHI/IMEETH Y . R (75mg#5) 137 TICHRE
ET%heE - ZhR & L CIBOERIE Lo DR ERE ., Bl RE L B iEknEESE, b L
IIKMBARER) . BNEhEE - 1R E L CTAMEEGER B ZNFhAR STV,

DRECRWTUIREICEE LR, FFBRARBRZEML, BEnMEMLEREE, L
BEER EERE UCHERREZED T2, BMEMLEREIZBOTARE (75 mg
BE) HERBRF /o 0EBHARTH S 200mg & RIREREOCMEMES (HEELE.
DFFEERE., T OMOMELRE) DU X7 IEBEHREBLUOERICELIREMENED LN,
RRHERBORWVERI LML L2 b, RED 75 mg S22 T N i M i & [ E
RS MEREHR DY AV RE ESEE - DR E LT, REOBMAIZY /) 74 - YT T
N —BEEMEA S WA DELEITH — BB SH EhE4 2004 £ 2 A 24 BITAK
REFEIT o1, TORBFEORBCHFERE - HEIC FEih, (KE, ERICTEY 50mg
EHRETDHIOBMAKRELEZ b F—RHEKESEMESERATH 5 25 mg
FEDEBHBELITIBDOTH D,

2> ERFEEIHERROZFE

., DBRETIIRAEEORKLE LA D OBEE LA RIS, BRI LR B (X
BEE, OHEERE, REBIRELEREBZ L) BMEML TV, TAEY VOHEBEF 7
oYL E ORI IMEERIE, BIREE LIS MEEERORRY X 7 &R 5 A
ELT, INOERBOBEREEATIREICALHEREATNS M9, 72 ik, B
BERE, MERRBERAOHBBEER S, £, M/MREEMGIER & RFIC i/
WRIERE BT HEENYMEDOELAERBET L EVITALY VI L <O oRE
EHLTWE T 7, HEEF/ oY, BRAORBREERRBRTT ALY &
D LEEICEND L ORESHRE S Y A S TV ARI/MEED—>TH D b
OO, FRIZMmARME /R HELEBER (TTP) | EIEKKE, EERFEER Y OEE
REWEREZRBRTAZ LD, LVREENBVEFOZRENLEETN T Y,

1984 EHEBTF /7 oY U FEEORBEITT TCHHY ) T 41, EREF /o L EE
WFZ /) BV UEREFETAHILEMOP T HBF 7 u PNV REF U AFLVES
B L7z PCR4099 (T 34K) 25, HEEEF 7 u ™0 X0 &g he i/ MREEMmEIVER %
TR ZEERFER LKLY, 1987 4E12 PCR4099 DIFENEINTIREIZ /20 . S BMEIZO R
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EERHDHZ EEFRH L, SR25990C (it nt K7 L)L) & LTHDTHEREED
(= 1.5-1) 7,

S
§ ]
\ | 1| - Hel N
L, W7 cocH,

cl I -H,S0,
0

X1.5-1 BEEFI/OED Y (EN) HLUBEEBI7OE RS LIL (BH) OB&

FEERRFBBRIZIWCHIEE Y o B 7 LAV, BT 7 u P L RERRIZ, in vitro Tl
m/AREEIMHIER 2 RZEET, BORGICLV/NEL SRS h-%, FFEcRE2 2
o TTAERT DIEMERE A I/ MEEMBEER 2 R T 5 2 EBHAL MR- 7 17, Wi
DOIEHERBDIIBELOBEELFE L TR, W bi/IMRO ADP S /EICERAT A2 L
CEVEDEREBETHHLOEEZLNTNS B Filtr o R LA, EBF /oy
VX VERRENERT T, BHEICBWTHERF I/ u YU L) EHET. EEETF
Y ERIBEOEETAZRLEI END, BEBOEWVWERTH LRI,

1992 84 ) 7 ¢ #hid, BRKIZ BV TR 20000 5 O BYIRREA A5 B (5 .t L B f 2
OFFFRZERE . RIEEAREELIEIRE) 2B e LT, TAE Y U2 HBEL LSRR
(CAPRIE ®BR) Z#E L., 7T ALY VMZHERICES MEEEHOBOE L RREDR
TR L, 1997 B4 7 1k, TOREE D LICHREE CREARBELIT
VY, fiBEZ o B R 7 LoVE, BIEKE, KINEET 106 OFE LI TERR SR TV B,

1M, BBt o RS LVICHIBARIAE (Form1) L R25#&K (FormI)
BERIN, 2 BEOBRSENEET I EBHLNIR > (K 1.5-2) , FormIJE
FEOBRLETIX, FormIEREFEMIZE D FormI OADBELNST-D. Form 1 JEIEDOBREE
BTHUEL END FormI OEREAMIEDTZDEEES 1 o ORgEE & T X B2 X 5 Form
| BREORKRE] 20ELET, MELOBRBVAES THAZ BB LE, 07
Y74 BT TARIREE EORMESEN S HREET Form I JEED 5 Form I &
EADOEBEE—MEEHFE LTV, Z2< DELX T FormIBEE~OY W EINRINT
AV

UbkXy, g av K7L, &
BForory s LRBEOHRERTH
BEZRAWDZ LIk HAMICE LA
SNTVLIHMMEETHET ALY v
CHELIFEMEE BN OR EBRHFET Form 1 [JRR rorm 1 - [
ELEANTH S LB L., HAREN CH%

DT,

X1.5-2 HEEIOF RTLILDOERST
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€3> EBRDOEREDEZE

L3.1» MBI DE FJTLILOREDER

19l EicY ) 7 AL E—BEBROB THEE, 0 E R LLDAREENEE SN,
AHIZBTBHEE o K7 VLVOREIE, Y/ 7 o4t E—RHERB IOV ) 71—
W G, V74 T IREHER) O3 HTHREL TITo 7z, BB X OHEERE
RERIZOWTIEL, ¥/ 74 #03R 1S5-1 IR TAHETHEHY L, F—RERPBARTOREE
ELFARLTCWBET—F % flioT, £, ERNOREKRRBROEMI L OHREEROMERIZ
DNTHE, B—RERB IOV 7 0 FE—WB*R L TITo 7, ¥/ 7 ¢ #E03EHE LR
BIZ oW, B—HERAHEERZITV., BREOEEMELHER LT,

F1.5-1 BEBIOERTUVILOMEHRROEESE
¥ T 4%t R B+ 7 1 E—

YR LENNE
o BEEOBBE L URBR S &
JRIE DL EERR
BF OB B L URBRHIE
BIE O EERR
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3. 1.1> REICHET MR

19D Form Tl EROF R, MB(LEOME ORI, BkRURBRFEORELT
W, BEMREREER L, TOME., Form I JEE L FomIJREOWTI Y., @E OK
FERET, EXEHARSRPRET, SEMILZETHH Z EPERINT,

BANZ ST, Form I JHEZ AW =8A (Form I #5]) DOBERIZHVT, 25 mg HER
LN T75mg SEDO VT H Form 1 BF| & Rl—Ds | BEFTEIZ L D Form I FREZE Hu -
BIH (Form T BA) DOBRAREZIT o7, MEERAIL ©IZ Form T #HIZIX Form I 84 & &
—OHRBRRUORBRFEERE L, BEERBRLER L., 228, Form I & ORBRFR
B (25 mgsE, 75 mg$E) 1T, BEZNENWI»E. M » ABMECOREEEHERL.
36 » A% TRRERT Th 5,

Form Il 4% (75 mg §8) OEEMRBFREDT— 4 v r—vicon i, 201l
AICHAERRR & i L T2,



(EaEs (ExisxslE sl e =52 oER)
......................... BATERES 5.4-6

20 A SRR T3 LT, Form I $U41IC X 2 BB ABHHELITO 2 LB L O
ZOBICANHEZ 3FELTHZ EDRYMEIZOWTHR L,

R DOFER. Form I BAIORHKTFRER 36 » H. Form I £#13 X T Form IT 8|
HRER 6 v HOBE T, MBAIFEOT —FICKRERENLRVOTHNIE, HFFEIFIZ Form
DR OFEMME % 3 FELRETITEEITE LRV EDREEZET,

ULDFT—425 6, FormIl FE%E AWK CRUERABRFLITHOZ L L L,

<3.1.2» JEEGKRIZEHT HHR

gEERAICOVTE, Il ELVEDLEMFLEERR (5v b, vHRBLUS
X) ZBAIE L. ex vivo TOM/MMEEMBIER L L CluteEF VizB i 2 HimeER. &
DIZBFRZEE T SR DREEY A AR EMR L, 7o, BEWERERR (= v
A, Ty b BAEY N, UPFBINA X) TiL, BiEEZ o F 7 UABEERIZEBWT
FRE & 72 2 3EBEH 2 R 3 ATREME IRV E HEE S vz,

EEhrEEs

WX - Sy - ARE - HRttiC oW TiE, 9] X0, Ty PRBIUE BIZEBIT BRI -
5370« A - HEHCRE T AREBR A ERE LT,

INDORBEEE R LR, B o R L, BOo®RE%E, /MNE L IR
Eh. FOREIIINAKS RS 5VIEER L2 EDORBEZIT, Rb D WVIIEDICHRE SR
A, EPEMRERIIAH 2 RETIEF EEZ LN,
=R

BHEICOWTIZ, AR TOE THERRES (] ) oo, BEEHEEERR (5
vy b, FURBIVE L) | KERSEERR (v MBIV ) | —HMOEERESE
HRER (7 v MZRERBRBI VUYL - BIERR) | BEEERBRLEHLE, oh
LORBREE LRI LI-RER, ML R2FTRIERD bhehotz,

0%, REBRESHRR (5 v MLV L) | AHERESHRER (5> ME-BR
RBRBIOT v MAERTERER) | BAFEMRR (T v FBIU=TR) BIUOHREMER
B (ELEY M) 2EBLE, BEEERRII. BROTA R VICHEHASED D,
BEEBLZ, ZhooRBEBLRFTL-BERE, 2t LRBEL RAFRIIRD N
Mol £, REBRSEEHERRTIL, BUETHAIERT /o vy bR, HiETF S
OO 4 RO o RV THEEF 7 o v & RIEREDOSMERT LNEE
» o,

72¥. FERRRFE T, WTHORRIZKW TS Form [ BEMNMEA SN TWAN, K
HoORBRCTHEMLTHNWTWS 2D, BRFEOEEZ TR VEEZ LN,



UED XS, B/ o R LR, BT 7 v Y Uk ~NMEAE TRIRE DM/
REEEIHIER B L O/ MRASBE 53 2 A& 5 Mic B 5 MR IEIER 27~ L, i
AT, BB v RILLVOBEIL, EBEF 7 oY VIt EHETRARE Cho -2
ED, AR, BeEtE SICENUI/MREE LT, BERERREZBEBLE,

<3.1.3> ERRICEAT 8%

hi/hMREQAEBIZ

RE MMM I PR D £ < 13, BIREE(LIZHE R4 2 R ZE 72 & N AR RIC X 0 358
5, MMM ERE4RER LCBEL WEEEZ2ERETIOLRLT, LHEEE
REDOMEMEYRERBET DI ENENT ERMBNTNS 202, L= T, BN
MAEFEE 63 5 HUil/ MR DO IR B AZIL, BIMREE(CE ISR 1T 5 M/ MR OTEMEG 2 L,
MmEHES (MEPAEMEEYSIC L AIEERE, LMFREELR EOBRELEERR) 2100
BT 2 E VI RiZdH D, 22T, PFUl/MREDOTHMICIT, A3 EETEEH &
L THEMEROREE, 725 NNZAEENIZRIT 5 ML/ IMIEE IS ORRE 2 R H51E &
L T/ MREEHIESAV LN TV S,

BEHARSAITHI32EEBI O BT LLOEBEHT
1) BREZEREBAAESAY e e ITEEIE S 5.4.4-18
R 159 5 BICHREINTZUEFIEEN A KT A > Tld, FELREMEZE DB
BRI HERETHICR L THILIMEEDOR SERHRINTRY (R L—FA T
HEIWLBDLND) . A TIRFZ7 oI uicftbs, L0 RZEMOE VI

REE LCHBEZ n B R LABNEARENTVD Z EAME I TS 29,

2) MREEEBERAAELESAY oo e e BT ERIES 5.4.4-17
FRE 14 4 8 AICRRINTHREBERBIBEN A FI A4 2BV T, MMLEHEEDOT
BIROIRRERR & L C. 77 n— AMRMMEZEOTHAET A TWS, FDOFIC
FHI/IMRRERFEATHY (BEDEA TH5X5B<<BdLNB) | HErzny
R VARG SRERBRB LHRIN TV B 29,
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F=1.5-2 BBHA FSA VB ITHBEIOE FTLIILOKERIT

HEEREEIA KT BRFERIEEIA FFA

FEFEFH |20034E5H 20024E8 H
RERE |MEPERTA ¥4 FEEL REBIBENA R VERINEES
BIfREE | A ANz FE4A A AR S

B AR ES B AR ss

B ARt s fl A HAZERHEES

A AMERRES HARER YL

BARIAEYF— g VESES

A EE _

FRAEZE - BN - 2 T B 0 3RFZEHE
iR v [HUi/ MR IR BNEEZEIBMERIC 3317 5 36 DR [IM MLt B 5 0D TRERTEE X R & LT D
VRV [MEEOBERTHHICH L THREATEY, |75 u— AMREKEED B OHERE
NOBFE BRETRF /7o icfba VRt | & L TREARZBLHERIN TV,
2 BWHM/MRE L LTRBENTWBEZ &N

tEEEX TV 5,

DEDXSIC, i o N7 LE, RERZBLAEAROEZR CHEEDOHTR
FRHEIZBWT, TV RICESKIBREL LTURSBMESh., FORENGEEIN
TWAEKITH B,

sELLE-BNEBREE 00 ... T ERES 53323, 535.1-6 (BEEH
19 B SN OB THRR T, BCROABHAETHIERF /oy
500 mg/ H DM/ MREZEMFIRLIZEL L, 72 F7 L (10~100 mg/H) DI/MREE
EMHRIIB T 2 ABRISERRN SN, TORR, 7o R LA0AEHEM (10
~75mg/R) IZ2& b7 5 M/ MREEMFIRO EERTRD 5., 75 mg B L 100 mg B TIHE
FREOHEIBDOOLN, BERARL L GI, HEF 7o 500 mg B LREED
m/MRESEMHEIER B L O H O RSHERERBED SNz 75 my BICRES LY,
1992 FEIZHCKICR VY TRsA Sz BIFARER (CAPRIE 3B%) Ti, R K LILA
SINTWAT ALY VEXEBRE LT, 19185 BIOBIARGE(LIER AR (BN EREE, O
EZE., RINBIIREE (LR E) 2RI, BB n v R LLoFME (MEEELRD
RELT FRA P BEOREERKRF SN, TO/BR, TALY Y 2HEICEE
5 MEMFHOBODRNRD bivie B R 8.7%) . £72. AEELREHERE
FUEELRAEESERROVTIUICEN TS, 7 A Y L EDEFRD LN oD,

EAEBNORREFEDEL

B OREE 0 ¥ R LA ORRIZ OV, BILENnEEE, LHEEER LUK
HEBNREELIER B O 3 REBE £ & O TEIRE(LIERA & Licxtf <, LEHEEH (BINRE
EERE) ORBHHDRIFTM ST (R 1.53) . —FH. BRI\ TN CER
ENTWD &S RRBEBRRROE/BIFRETH S Z L0 b BRNOREBOFEIC OV
T, PEOIEFIE TG 5 72 OICERBICK LERIOBEERRBRE ERT 5 Z LT L,

B MBEZ v RLVALDHARIZOWTI, Zub R/ L0k B o RALLOM 0774 & LT L,
ek, EEEFI/ oY UOORBICOWCL, BEEF I/ n e 0B TRE LS,
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£1.5-3 B LENTEREINBRRABONRER

R ESE - TIAR & T,

WBAOBKERR QR 5 HARDIKRRE (1588
EREEES
HE P 6 o A e ;¥ hik3hd RIS HARERER
AR LR EESE MR EREE (EEE - TIA)  ZHETHERR
e MiE ARtEZESE PECREKEEAER QB A-B)
FAYBIRAE LA R EIHERER QRB:A-B)
R ZEAE BAE MHERE QR : A -B)
DR 48R (CAPRIERER) | LASHEEE/ R IME PELREEHRER QFB: A-B)
T 4 1 a2 LB HIEL RIS M ABRERC
[:Dﬁ%ﬁ%fi J RS FE PR BB C
SRHS B R \ RN B RRE AR 1B PEENRPAZESE HIE MR GRBR:A-B-C)

*EP T DOIIC, BIER 20 MR BE & X% & LI R1E 8 I THBEA & B L 7=

HEBICAVSEBRREBRT—2/3y r— S OERK

AHFER L U CRET 2B MEMLEEEICBS T ABERRT — % Ry r—Ji3,
FRRRAZXRE LT | HRBRER., EYEERRR A il FISHRBREREL. Bl
PR ERES (MEEE) 2xt8 e U BRRERERE B AlUE. SIMERR A fE. S
FHFRER B U OB I N TV 5, 2 BRARREDSE L L CoiE THERABRRE.
B DAERBRAE,. ERREEERRR A BUER L O S T HRBREEL. AR L v
REMOBE L U CH/ENHRAE (CAPRIE #RE) liErzsEGE L Lk,

sl &

/

B 1EER
(REERLA)

~

(RERRLA)

KomEbiia

s 1
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SR IAEREERERR A
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S IEEREEBURB
(R ESE)

2

L U9

<=

B SBOREEERRT SHB

E#HESBE
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FormIl 8% 75 mg £ & Form I &% 25 mg SEDREIZEHIZDVT

Form Il 84 75 mg #€ & Form Il %] 25 mg $EI2 >V Cid, SENRAR AR OBERES O
EMERREERBT A FT A (L1242 8 14 BEEFEE 64 5) £, o0y
BEKRENE KETHHZ b P TOEHFHREURRILEL LoTWVS, L
DLRHBE, B 1.5-4 17T L2, 75mgSEE 25 mg $E & HALF B L OMBLEH D Form
I8 & FormI WA CR—TH Y., Form [ WAIDOE NFEEMHRER (75 mg 8L 25 mg §F)
BELOT5mgfED b FRIFSHERER (Form I &K1 L Form T 8% CTRIZMNRBO b, »
> Form I A 75 mg $& & Form I A 25 mg $E DA FRERE L O Form I B 25 mg §& &
Form I 8% 25 mg $EDEHRBR CRIEMNBO SN-HEL EET 5 L. Form I &H| D
b FEFEERER (75mghEL 25 mg$E) HEH L2 &b, Form I HE 75 mg 82 & Form
I 845 25 mg SEDRIEMITHER CTX 5 LI L7,

[ 75mgfz] [ 25mgfE]

Form1 BESLER Form I
[ Form1 ##] T5mehE | AEMREE 25mghE

b
>

BESER AHEER
EEEdi TR

SHE | 3@

[ Form IT &%)

(FEESLAI) (IR
1.5-4 75 mg fE & 25 mg WORFHOBE

<3.2>» ENDREKRBROZE
€3.2.1>» EBRAOBKREROZE (1PE~205)
(M sHsrE:teeg L AT ERE S 533.1-1~4
19N BAtE L7 [ FRBR T, BB 2RI HEREREBR (25, 50,
100, 200 3 X 1400 mg, #EFE) | BEFOFERE (400 mg EE D7 0 A4 —,—) |
REHRERER (10, 25, S0 B LV 75 mg/H ., AR BLUOBBRKERGRE (50 my
H., B%) 21TV, EEE. /I REENGEERR LOZAEERM L, TR
R BYERBIZEWT, ERRRBRE L OV ERARBRKE & Rk, mifEdioks
EIFETIEE A ERBO T, ERH SR26334 2 H Shiz,



HEIH G T, f/MREEMEIZE (5 uM ADP) I3, 200 mg ¥ TIXAEMIZ & b 72
WER L7723, 400 mg TIXENL LD ERIERD bhied-7-, Hil#Riz 200 mg
ULO®BREECEREMIED b,

RERETIE, I/REEMEERIZ, 5 5 BETIRIEEFEREL 2D, Bk
53 B TIE, 10mg B, 25 mg &, 50 mg BER LN 75 mg HOBKKIR 5T H 0 M/ MREE:
£HHIZE (S uM ADP) 13, ZTHEH 19.3%., 35.4%., 49.8%F LT 51.7% & & 5 B D
MmeE L BIZER Uiz, HOREEIZOW T, 25 mg/B U EORE B TEREMAAED &
. BERT 1 EM%ICE. REMMEICELE Y,

HEgE, RE#EL LI, WThORBIZBWTLASERRER I L,

(2) 100 mg/BREHTESHER [EMENEERER A . B RRES 533155

1 REER A BHE R L LT 100mg/H % 5 BRIRKERS U, /MRS

B, EVENERS LOEREORNEITo72, TOKER, E1HRAR (RERS)

BITD 75 mg BEORKAE L B LT, A5 SR26334 OMIFHEE (AUC,) D LF

& B OIER 23588 b A7 A3 M/ INEEE ISR (5 uM ADP) 1Z EF Lo 72,
BIER ORBRITFRD bive o T,

(3) FormI A& FormTI HAIDEMEHEEMERE (RFHESERE)]
co L TERIE S 5.3.1.2-6

200F TR A B A xS L U CHIEIC Form I 8% 72 1% Form I 851 % #h 2
NTSmg 5 L, 48 BRI%E TERBM (SR26334) OMAFPIRELHE L7z, 3 H B
Mbix, ZRENOBFID 75 mg/A % 6 BERKERSE L, M/ MREEMEERE 7 o
R A —S—IEIZ LD RE LT, ZOREE. Form T #I%1 & Form I 840 SaBhiE s L (0
L/ NEEEIHIPER (5 WM ADP) [3AEM3H0IC RS & Ml S hte,

Fo, BREA FormITHA) ORFEOEEBIIOVWT LB L, FORE. 8%
B 5B CRILDBIED TR S, Coax DHERIE BT e ~MEE 2R L7 25, AUCo, 3
LU kg I X155 EBIIRD b o 1z,

7d. FEEMERER E 25 < BARRER (24 B i Form I B A D -,
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«3.2.2> mgEsEmusiokkRBEORE (s~ 9JlE)
ERMRE

(1) RMAREBFICHTHA1HAFE IHKAR (3%) *
.......... WFTEEIES 53.5.1-3 (BEEHD)

19M4E I BE U - ATHIES R Clt, IMORERE 46 B LT, 7ut' R
Z L0, 25, SO0BE NS my A 2 ERE»SIEI 2 BE#HE L, RBREBATR L
FREOHREGMETRICI/MREREREZHIE L, I/MREBEMEIER B L ORLMIz->
WORRET L7,

Z OfER, M/MREEEMHIZE (5 uM ADP) 1% 10~75 mg/B CHEBEMIZE b2k
ANROONT, To, BREMECEBOTIRICREIIRD O o T,

(2) EmMMEROEREEFICSIT2RNAETHRAR (38) *
.......... WATERIES 5.3.5.1-4 (BEEED

1M BRSE U7 % 8055 TARRBR T, MMk i ERE 385 f (MIFE 221
B, TIA 164 ffil) ZxtHRE LT, 7t K7L 25, 50 £7213 75 mg/ B 2 ZEE KL
2RV 24 BELE 48 BETHEE L, AMEHE LEHES (BREHIEECILE
M L ) OB, CTHTR., BRERRR) | M/ MREEEIEI/ER, kR
ERAERAZ O R EMEIZ OV TR LTz, '

ZOfER. AEHETIE, 25 BICEMEEN (MEE) B X OBREREOE/LN
BOBI, TOWNFRIL, 25mgBETIF, SOmgBETSH, TS mgBETSHTH -7,
i/ MREEHIR (5 uM ADP) 13, FEHMN Q5~75mg/A) K& bRV ERLE,
HIMLEFREIL, WTFHOARBICBWTHEENED b=, 3 BT EE 221380
bigdoTc, BWEROREBEMBEEN 1S mg TR LEN T2, BERLDORE)-
Tz, REMHEIZLDEERTIE, 3HEICHEEREIRD N7,

) MEEEBFICETIEREEHARA (B35) *
.......... WATERES 53.51-5 (BEEHE)

19 BE L7 BE R SRR A Tid, MMM EEED 5 bNEEESRE 40
Blaextfl LT, 7r 24 —~"—ik GBIH/ET-IH) LY 72 RS L 75 my
H &R 7 n 2 200 mg/ H O M/ IMREEMGHWER 22 b NC R EME B L, &
FEHI 546 T RO M/ IMRBEE MBI RITIZIEIRETH o 12, R ( [z iHE.
Ll OFE) 1. BB o R LVEESE 1 #1 94.4%, F10-MH 87.5%., HEEF /o
EUUBEEIRS33%., FIN-MHS5.6%THY, MBI/ o N UANERF /7o
UANTHNRTERTWND Z LR ENT,

< i EoBEIERIC T, BRSNS EEOTEEE Th 5 M/MRBEAENE DR S E AR
tTHThHolEERENE, £, BREEFEE S ORBERANE L . WTFNORRTH A
BRAMAII 35%& S oT- (1.5 (3.25) HH) , Lo T, F— 2 DIEEEOBEM D . BIS 1/HR5R.
B NFERRE L UBREERER A 3586 L AL BA T2,
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AR R ER
(1) REEFEBEICETHEMMARA - WATERIE S 5.3.5.1-1

1OMIE A L7 B AR RBR T3, BRRERERR A L RIS E LM L sw 2
7D EMMEMNMEREED > LIEEERE 749 EMRE LTI 2RIV TS5 mg/
HEFIIERF 7 oY 200 mg/H % 26 BRIHRE L. 2O OR4eM (TEReR)]

22 VRIEHY | /-1 TREMICERRRBEHY | LHESREEE)
FEEFMEE & LTRE Lz, 72, BIKEHMBEER & LTIfILM’Té%EﬁZ (TRBRFEMF
B TR MEES ) ORBIZOVWTHRE LT,

FORER, BWERRBERIIFMEE 7 o K UARET352% (129/366 1) | HEEEF
0BT 504% (174345 61) TH Y, E*@;w o RS UABICRIT AREENE
BIED o7z (P<0.001, x*HE) , BEMHEICBWT, ERLRIIFBI/ o' R
T UNEET 6.0% (22/366 f5l) . HEEF 7 ot V/ﬁif 9.9% (34/345 ) (P=0.058,
xRE) Thotz, £, BeR ( [REMICHER L] LHIESHEEE) 1IFER
a7 VBT 63.9% (234/366 f5l) . BT 7 o ¥ BT 47.8% (165/345 #)

(P<0.001, x*BRE) ThHot,

MEMEEERRIL, MBRZ o R LLEE25% (9/366 ) | HEEEFruedy

29% (10344 ) THY ., EGRHEREITIC L2 BHBERRICELBED W2 o7
(P=0.675. Log-Rank #7E) .

«3.2.3> pEaEsoRE (19llE~20ls)
[(mEEmEA (ERARES FRIRERAER 2485t o)
............... AT ERIES 5.4-2
Ve A 550 S8 o fMREESIERIZIT 5 B R ISEORER
HNLWHNT —F EBANCHET D Z L NTRETH 5 LT L, KEREERRR T
b HWBHNOEMMERER (CAPRIE #E) BLUOENOFEMAERE A OREICE S|
WEAGR RO TR % EIRMEEICHER LT,

= IR ERERRE OB H 2B T, EEEEIRE (FEHLOF—FBE) 2EML., BES

RIZESET - EEETO RIEREEL2EFER Lz, 20100 688IC X 5 EMFBENER S,
GCP EHMFATRRBENEBICESE 2AIZERBRLE, EEORTUTIZ NG OREROREEL TR LT,
¥, T—FBEMOBE T, BIERRERIIMES v & R VBT 326% (122374 #) | EHBEF
IV REET444% (159358 ) THY ., B v ¥ R VABIIBIT A RABBEBICEN T (P
=0.001, X HE) ., BEWHEITBWT, ERLRIT, MBI o R VABETS.9% Q23744 | &
BFrub YU BET95% (34358 Bl)  (P=0.066, x*HE) ThoTr. £/, BERIHE I/ n L RS
LVBET 663% (248374 ) | HEEEF 7 u UL BT 53.4% (191/358 ) (P<0.001. x2HBE) Th
7,

MEEERRRRIT, B o & R LIVEE24% (9374 ) | HEEF 7 o 2 8 2.8% (10/357 )
ThY, EHERMAEITICL 2 ZERBEABCEZLIRZD LR o7z (P=0.694, Log-Rank #7E) .

INOOREICLVESORIEWAEE I NN, TELABEICIIESII o7,
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ZORFER. WP LT~y = k5 RHTE, WEARITRAThH S &0
RENEESEHED ORI, EREHEEIUTO®Y Th s,

O Mm/MREEMBERICE ST —F L7V vV 7B by, BAATHER
ML NTHERD D,

© HBUAERER A OEEFHMHEE GREER) THEEERAD LA TR,

© RERIGHEZBRETT 2 BITAT » 7o/ MREEERRIIE OREFEIMThI T gL,

(grmzgr T EL2Z =S =550 2+E=24) o)
........................ WA ERIE S 5.4-3
20 (= LERO~Q@DHEMICEET 37 DI RBESE T Tl MURER % BIE
LAERIGCHE L HERES KR TABRERRR L. BARAATOESMER L 0Lk
FRREET A EMAERER B 2 5/ T3 E L, £ONEDZ Y4 ER LS HRLE,
FORER., BREERNER B B I OEIERER B 0Z YR TR S, K
FERER B OB AABRRERRL 222 L0 ARREWITERT S Z L DR
WMPEENEE 2 | IRRBIRHEBICHAT S & 5 ICEEMEI LR INE,

CenEEszr Q=R 23t 4—) 0EK)
FEMHRER B OIBRBRHIFC, BBV ¥ -5 TERICHOVTORERH -
T, BEEHIIHLT, 7t R7 ULV 75 mg/ BONHERHAEL e 2 /RN RIS
WZ L TS mg HBHRAE L 2o R BA TR ENFERER 2B L CTERT S
&, SHIZEDHAETH TS mg AL AEMMERABRB 07 — X IXERHTEZ L%
FH L, IRRESTEINE,

«3.2.4> smEFFHKLUEOBEERREBROZE ME~20%)
B R AR ER
(1) REEEEEICETHEMKEEHABRB ... WATEHRIE S 5.3.5.1-2
20 T BRSS U7 BERRIRTRARER B CIE. 125 BIOMEERE S MERE LTI/ rE RS
L 10mg/B, 37.5mg/ B, 7Smg/ B £7/213E8EF /7 oY 200 mg/ H % 2 BE®RE
L. M/MREBEMSIERB L OEEEL R L,
ZORER, M/IMREENHRIT, B/ o RV LoBEEMCE L RVWERI
ER L (P<0.001, ERSHT) o £/, ZBE R LA TSmg/B EEBT /oy
> 200 mg/ BIZ X B M/ MREEMGIERINIEIERZ TH Y, Bl o’ RZ LA OERER

HERFRIZ 7S mg/B Th D EEZ LN 0,
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() BMEZEBEICETHEMMEHABKB L BMTERES 53.5.1-7

2004 BRSA LB THERER B Cid, I BIORBEEE B E LTo/at R/ L
NTSmg/ BEITEBT 7 oy 200 my H 2 —EERIEICELD 52 BE®BS L. F0
MOZEW LML EEFMEE & UTRE L, 2B, APEICoVTid, FEF
HIEE & UTHRE L= MEEFRIC OV CTEIERER A OFEL OFSMITICL g
U7, 70, HEHMHEEL 20EOERBREBERLEE X (RITERES 543) |

[BFE T — FHD 95%EEREB DO LRA 2 LITF) EHRE LT,

ZORER, ARREM TG L =R\, FEHIER & L-BERARERER
i, BiBR o ¥ N7 VAT 7.0% (40/573 ) | HREETF /o YU BET 15.1% (87/578
Bl) THY, il o R UVABOERT 7 0 P U BIIT 2 ReMICE T B
WRFER SN (P<0.001. x’HR7E) .

Elo. AOEOFEIMEEE CHIMEMEERIT. MBEZ o R LABET3.0%

(17/573 B, WBIEEHIR 476.6 N - 4E) | EBEF 7 0o P BT 2.6% (15/578 i, #4
BEHR 4100 X - ) ICZRFRHEBL, Bl o RS LVABOERF /7 ooy
BT D= FHB LR OS%IEEX ML 0.977 (0.488,1.957) Thotz, ZORE
EEMERER A IZBITDEREDONY — R EE2HE LI-RR, MBEZ o R VLR
DEERTF 7 a B2 IR T D6 P — FEB LR 95%EHEK X 0.921 (0.520,
1.632) & EREEERRIZ L, AMEICBTAMBI o R LLDEEEF /7 oy
IZRT9 B IELENFER SN,

<3.2.5> BEGEKRHERD GCP & KR

FRBROEHFBOF T, IH GCP (ERBOBERAROEMICT B EAEICHNT XK
REIAF. FRITE10H 2 H) BLUEH GCP (EXRDBEERBROERORLLE Ei
ERE 285, R IFE3 A 27 B) BHEITS ., THMEE RS & O 3558 AE 12 B L 7= 2%
B GCP BARILZ R 1.5-4 [T/R LTe, RTHISE MABERER, %1% MAERBRICOVTiL, 15
REREFEED D ORPUEF DB Z L . BOETMERARBE -7 2 & ETHSE THER
Br 0 35% (16/46 B]) | %EAE LABRER : 35% (136/38541) ) . *7- 19ED FERTH
R (IRTERES 54-2) [ZBWWT, BEERBEED» OADEOTMEEE Th 5 M/ IMREZE
RHEDODHEEENRT D Tho LBl ENE L bBEGR L LT,

%1 GCP MEATLARMIZ EHE L 72 RBRIC DV Tid, EFIREEIC DR INET — & L 2%
7 EREROTE L OBASHEICE L CEEHBEIC L IBBNRENTVARY, 22T, H
GCP FEATLARMIZEM L2 REBRD 5 b, 2E5EE & L7-aTHlSEs TR L S8 TR
ZER< 5 RBRIZ oW, 20EHS S 2005 2T T, IBBREREREEOW H2E T,
EREEFRE (FRER LT —2BE) 2EMm LI,

ZORER, B IHERR, FIMERAR A, EVTEARRA BLIURSHERRA © 435
WOWTIL AERRICESEUERT — X BEEZITTO. REREELBIER LT, 2B,
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FBIMHERER A (BAAERES 53.51-1) IZ2o0WTik, —EEROHERORIEREELE
BERERE (F—2RE) ROBEREELRMG L,

FRERIEERABR A (BEZESE) (2 oW\ T3, EMFTEE D> O ORBAEFI 2B 7212 7 Fil R
S, T TIZFHERRS & R o TV DESI L GhE D & AIMEBRSMERA 35% (14/40 fi)
ol Zlinh, FHlT — & OEEERERITIREE & KW L. AT TARRER. S
MR L AHRICBEERE T2 e L,

& 1.5-4 FERERFAERD GOP B AKR

L L RERRAA S 0 P 1 TR
GCP fEATLART | %5 1 AR A R
I8 GCP EBER A, FEHRRA | FIERR A P
ATHAZE MABRRER, #1455 MARRER
SR BE
ERIKZEEEER A BERE
%t GCP FEMRER E AR B, FIHARE B AT R

IH GCP : ¥ tie. EEROBRRAROEMICETrENE EREI4 S
FGCP : B 9 F. EEROBKRRROEROLLE BEALESFE 285

«3.2.6> 75 mg SRR LA ORE (2004 F£~)

2004 4E 2 AICHE LIzt BEOBRE TEERERBERAIE LIk, RAHH)
HoEFEREMRATE CollElA) 3. vEEZ Coll+<MA) < TH#EL.
mEmExxEeEE il FlA) £207, EREHEEIUTO®EY Th b,

AFETSmg/Bid, F7rEI 2 200myH L OHEBIZEWT, BH SN LT —FnbFr7ur
VUTHETDITERERE. MRPHEER IOV TREZEETE-> TV bon, itk
FHZRLOH LT OIAEEREFE TR, LLAFRORERETE > TS (B, BIER
BBILRBWT, ERRAEFROEGY,. ERRAEFR L L TOHMARIIARERIZEZ) .
ULZEER S L, BREWDBLAND, ARIZOVTHEIN TV IER LT, AEARAR
CEAEOBRBNEEDHENEEEZID I L ARTHZLIZRETH 2,

204 M A C EEORBHBICH L, TEOEEZRABMEICRH L,
EIHRBE B IR 5F 7 0 U HOBEHFNEEICE N =D, EERRMRNIC
LABBHMOMTIC LY, EERAEES, EERHMEFNES L OEEN M 5
THYAZICERRD NPT EEBRB L, LHLAERL, KA aEER
ROHOD, EHBMOBEMMICEL AL, RABBORML LT/ o R/ LA
EERAHMMEENE KRS LV IBEEELEAZREEL, TRLDFKHE) 27 M
EOEREFICNT 5 REME RO AN D, BERE - BRI [ERH, (KE, ERCE
D 50mg %5945, | OBEMBPKLETHD LHW L. 50mg OFGICHIET 2 72DITIR
ERUHITHD 25 mg SEERFET DL L L,
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K3.2.7> FEXEE - R

FHEE R e L7z 2B T, BRERR L OES 2 S M EREE & Ak

P CE AN EEL MBI, B/ ut R VLOBRREEITo -, BBREERRBIZE
Pfﬁﬁﬁ%ﬁﬁﬂﬁmyﬁf%é EEMER L EENFERR A BLUOENMHERREB
CEBWTHRMMENOEFEE BT 2 LEEERO Y 2 7 KR T2t mR Lz, B
éz%%_omfj:mﬁTLmt V.75 mg EAFBHROEEOEBETORBLEE X,
[S0mg #5925 OR#EHEEMLZ,

PlbEiZESE MR o & R VDT ERRE - 2R % [RMEMEREE (0N
EREZR) BOBREME] . Bk AE% 8%, RAZE. Zee e LT
TSmgz 1 B 1 EROKRET S, Fln, FE, ERICEV 7o R L0 E LT 50mg
Z1HI1BERABRET S, | L LTHEEZITO 2L L,

®1.5- BEEVOERTLILOTEDRE - DRELAE - BE

TESE - R A - A&
i MM RS (DN EREZBR) %o @E, RAIKIE., 2o R Lae LT 75 mg &
BRI 1B 1 ERROREGT 523, Fi, FHE, ERICK
DI/ RZ7LAELTS0mg %1 H1ERAORK
545,

[HE - ARICEET 2 A EorE]

1. B &R+ 58202 H 50T, i
., FOERROHDBELITHONTIEL,
Somgl B 1 BEMSHETEZ L,

2. EERORGIIRETZZENEE LW (RN
FRARARBR I BV THE R 15 5-HFIZ VAL BRAE IR
BHELBITVD) ,

<4> FAFEOEEE
BRS DORBEH A X 1.5-5~7 127/ LT,
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<5 HFELSIOBAFIZ DT

<5. 1> HEIDORAFEIZDOLNT

ENIZBIT 5B e R UAVRIBIOBE R CiL, 10 mg §8, 25 mg §€. 37.5 mg §E. 75 mg fERB X
U100 mg BEIZ DWW TRE Lc, THODORAID S B, BFERHAI L LT Form I 8A] 25 mg §Ek KL} 75
mg FEXT/IN L 72,

«5.2> EEBEFhRELS DOBREFIZDONT
«5.2.1> 1 EEsEE
......... WATE RIS S 5.4-1,5,7 (BEEHED)

EN Tk, 19 ED» O LHEEE. LEMENE R ICERRRER A EHE Lz, DHFEEEIZ OV
MARYAFRIRIER OB MM L FE OB Z M L7203, 1B ES MAREHERIED SRENEBAER
7 (PTCA) IZBATL C& o), BREOMGELEEE L HIWr L, Fz, LEMENCKBIT AR TIX
ot 2 DEEAE 3V VEFNIC 1T A IMERIED TR R T2 FE ThH - 7283, IV TR O BIEE
EPBDTHEITHD EHEINTT2D, BRIIFPE L L,

—77. BRKTIX 1998 FI12H7 12500 Bl O SEREMREEZ x5 & L2 E MRS (CURE #BR) 121
T, TAEV VEOHAT., 77 RICHERICED MEHEROBMOMESHR SN ), Z o8k
BE D &I BMWEEGRICIT 22EEEME TV, BEKE, BKMNEETe 86 » ETERRBEIN TV,
AR E 2. ERLEHE - SMHEEGEEE MR E LBEREHEIC OV TRBREREZITV., BFE,
RO EBIREERNT (REEA SN EBWBEE AT > N 2ET) 2T TFEDIH ST LASMRIER
HExg e LB IEERRR (EBF /oy r 2B L _EEREERER, BEEHIEK : 800
Bl) B L OFEMEERARBRSKRT LIEAZSRE LR SRBR B o K7L g 24 8#
B354 —7 8Bk, BIEEGE : 5004)) 2EHEFTHD,

«5.2.2» FiHMERSE

R MEF TIX, BHEEIRPAZEES X O T RmMATERGIC N U CRRRER L i L7, EmMEE
ROBEICH T, FBRERR L O EIEREM U MRIER 2 e r A2 75 VUl
e LI X 2I6ROERBREN &<, —HMEEERORR TFHHRERIET 5 72D DRBUEERR
RER O Ef 1 IREE L B SNz, AR OBRRITFUT L L7,

<5.2.3>» mESH (BHEETLL)
BHEBERR2ODICIEENT 217> TV BEERRIC, BNERAOENEIEE BAE L%
BT 1208, BTSSR X OB OEAIC X 0 BIRNOEN ORIEIRNE S, FHIOERELOE
BEYTRTIENER LTSN, BERE P L,

PLED XSz, M7 e R VAOBREELZEKICO > TR LR, BE. ATl
PRI B EE (25| X ft & SMEREEERICT 2B EHED TV 5D,
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1.6 AEICKITSERRRFICEAT H5E8H#
L1>» SHETOHFITE L UCFEAKRIZDONT

WA CTHEBIN TV E0EE - RBIOCHEREL X 1.6-1 17T, &KL 2005 %9
ABAE, £ 1621577 106 DELHIECABH TSN TS, Eo, £ 163107 S
AECEBHFTRHFTH S, 2B, ABTOTHOBICBNTH T5mg fEDHTH 5,

& 1.6-1 SHETDREE -

NEELUVRE - BE

ZheE - HE FERE
PATF OBREE (LI BT i) 3 S Fs OB
« JE A AN i B R E
- D FAFEESE 1 B 1E75mg
 SRHEBAREE L IER A
- A EIE R 1 B 1[E 75mg (FIE 300 mg)

& 1.6-2 S ETOEFANRR

AR A

i R ol R . L A
EE, RHBIREE (LR R

BRI REE

1997411 A 17R

20024 2H 27H

19984 4 H 14 8

20044 4A 12 H

19984 5H 1H

20034F 4H 29 B

19984F 5 H 19 H

20034 9H 2H

19984 6 4 5H

20034210 3 B

19984F 6 H 22 H

20034 3H 26H

E4 - Hiik4 i
1 KE PLAVIX
2 s e PLAVIX
3 A RF T PLAVIX
4 TI VN PLAVIX
5 FU PLAVIX, ARTEVIL
6 U H R PLAVIX
7 F—APIUT
8 AL F—
9 Fre—
10 T4 7 K
11 77 A
12 KA
13 XYy
14 TANT R
15 AZVT
16 e A /4
17 Z5 5
18 BB H L PLAVIX
19 ARA
20 ATz —F
21 ®KE
22 EQr =03
23 Fra
24 TR =T
25 INVH Y —
26 ZhET
27 VL r=7
28 < F

19984 7H 15H

20024 9H 9H
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KA A

E4 - Hilks 7 54 K P B R, L A e R R
R, FHBIRELERE

29 R—F K

30 AaNRFT PLAVIX 19984 745 15A 20024 98 9H
31 Z2aR=7

32 AF¥ o PLAVIX 19984 9 8 14 H 20014E 128 6H
33 il PLAVIX 19984108 7H 20024 44 108
34 Fik PLAVIX 19984104 7 H 20034 28 7H
35 an vy PLAVIX 1998 411 A 25 H 20024 78 19H
36 N—==TF PLAVIX 1998 4£11 A 25 H 20034 24 27H
37 A=A RNFUT PLAVIX 19984128 2H 20024 7H 11 H
38 TAELF PLAVIX 1998412 8 4H 2002410 A 18 H
39 ma—P—F R PLAVIX 1998412 4 17 H 20024 68 27H
40 AA A PLAVIX 19984612 A 17 H 20034 7H 25 H
41 ZA PLAVIX 1998412 8 25 H 20034F 8H 7H
42 2 PLAVIX 19984E 12 A 29 B 20034 38 7H
43 TTTFwT PLAVIX 19994 18 4B 20034 2 4 27 H
44 azxZY A PLAVIX 19994 173 26 H 20024 9H 11 A
45 Y I = HEFE PLAVIX 19994 28 17H —

46 Z74) Y PLAVIX 19994 2 8 24 H 20034 1 H 27H
47 U7 TAT PLAVIX 19994 4 A 16 H 20034 2H 11 H
48 FrPaT R PLAVIX 19994 4 3 26 H 20024E 128 4 H
49 77 R PLAVIX 19994 5B 14 B ik

50 R TT7A PLAVIX 19994 6 4 3 H —

51 IV x— PLAVIX 19994 6 H 21 A 20034 1A 31H
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PLAVIX®

clopidogrel bisulfate tablets

DESCRIPTION
PLAVIX (clopidogrel bisulfate) is an inhibitor of ADP-induced platelet aggregation acting by
direct inhibition of adenosine diphosphate (ADP) binding to its receptor and of the
subsequent ADP-mediated activation of the glycoprotein GPIIb/Illa complex. Chemically it
is methyl (+)-(S)-o-(2-chlorophenyl)-6,7-dihydrothieno[3,2-c]pyridine-5(4 H)-acetate sulfate
(1:1). The empirical formula of clopidogrel bisulfate is C1¢ H;CINO,S*H,SO4 and its
molecular weight is 419.9.

The structural formula is as follows:

I
- 0CHy
He & ¢l

e
N
| || | \© * Hz504
S

Clopidogrel bisulfate is a white to off-white powder. It is practically insoluble in water at
neutral pH but freely soluble at pH 1. It also dissolves freely in methanol, dissolves sparingly
in methylene chloride, and is practically insoluble in ethyl ether. It has a specific optical
rotation of about +56°.

PLAVIX for oral administration is provided as pink, round, biconvex, debossed film-
coated tablets containing 97.875 mg of clopidogrel bisulfate which is the molar equivalent of
75 mg of clopidogrel base.

Each tablet contains hydrogenated castor oil, hydroxypropylcellulose, mannitol,
microcrystalline cellulose and polyethylene glycol 6000 as inactive ingredients. The pink
film coating contains ferric oxide, hydroxypropyl methylcellulose 2910, lactose monohydrate,
titanium dioxide and triacetin. The tablets are polished with Carnauba wax.

CLINICAL PHARMACOLOGY

Mechanism of Action

Clopidogrel is an inhibitor of platelet aggregation. A variety of drugs that inhibit platelet
function have been shown to decrease morbid events in people with established
cardiovascular atherosclerotic disease as evidenced by stroke or transient ischemic attacks,
myocardial infarction, unstable angina or the need for vascular bypass or angioplasty. This
indicates that platelets participate in the initiation and/or evolution of these events and that
inhibiting them can reduce the event rate.



Pharmacodynamic Properties

Clopidogrel selectively inhibits the binding of adenosine diphosphate (ADP) to its platelet
receptor and the subsequent ADP-mediated activation of the glycoprotein GPIIb/IIla complex,
thereby inhibiting platelet aggregation. Biotransformation of clopidogrel is necessary to
produce inhibition of platelet aggregation, but an active metabolite responsible for the

activity of the drug has not been isolated. Clopidogrel also inhibits platelet aggregation
induced by agonists other than ADP by blocking the amplification of platelet activation by
released ADP. Clopidogrel does not inhibit phosphodiesterase activity.

Clopidogrel acts by irreversibly modifying the platelet ADP receptor. Consequently,
platelets exposed to clopidogrel are affected for the remainder of their lifespan.

Dose dependent inhibition of platelet aggregation can be seen 2 hours after single oral
doses of PLAVIX. Repeated doses of 75 mg PLAVIX per day inhibit ADP-induced platelet
aggregation on the first day, and inhibition reaches steady state between Day 3 and Day 7. At
steady state, the average inhibition level observed with a dose of 75 mg PLAVIX per day was
between 40% and 60%. Platelet aggregation and bleeding time gradually return to baseline
values after treatment is discontinued, generally in about 5 days.

Pharmacokinetics and Metabolism

After repeated 75-mg oral doses of clopidogrel (base), plasma concentrations of the parent
compound, which has no platelet inhibiting effect, are very low and are generally below the
quantification limit (0.00025 mg/L) beyond 2 hours after dosing. Clopidogrel is extensively
metabolized by the liver. The main circulating metabolite is the carboxylic acid derivative,
and it too has no effect on platelet aggregation. It represents about 85% of the circulating
drug-related compounds in plasma.

Following an oral dose of '*C-labeled clopidogrel in humans, approximately 50% was
excreted in the urine and approximately 46% in the feces in the 5 days after dosing. The
elimination half-life of the main circulating metabolite was 8 hours after single and repeated
administration. Covalent binding to platelets accounted for 2% of radiolabel with a half-life
of 11 days.

Effect of Food: Administration of PLAVIX (clopidogrel bisulfate) with meals did not
significantly modify the bioavailability of clopidogrel as assessed by the pharmacokinetics of
the main circulating metabolite.

Absorption and Distribution: Clopidogrel is rapidly absorbed after oral administration of
repeated doses of 75 mg clopidogrel (base), with peak plasma levels (=3 mg/L) of the main
circulating metabolite occurring approximately 1 hour after dosing. The pharmacokinetics of
the main circulating metabolite are linear (plasma concentrations increased in proportion to
dose) in the dose range of 50 to 150 mg of clopidogrel. Absorption is at least 50% based on
urinary excretion of clopidogrel-related metabolites.

Clopidogrel and the main circulating metabolite bind reversibly in vitro to human plasma
proteins (98% and 94%, respectively). The binding is nonsaturable in vitro up to a
concentration of 100 pug/mL. :

Metabolism and Elimination: In vitro and in vivo, clopidogrel undergoes rapid hydrolysis
into its carboxylic acid derivative. In plasma and urine, the glucuronide of the carboxylic
acid derivative is also observed.

Special Populations

Geriatric Patients: Plasma concentrations of the main circulating metabolite are significantly
higher in elderly (=75 years) compared to young healthy volunteers but these higher plasma
levels were not associated with differences in platelet aggregation and bleeding time. No
dosage adjustment is needed for the elderly.



Renally Impaired Patients: After repeated doses of 75 mg PLAVIX per day, plasma
levels of the main circulating metabolite were lower in patients with severe renal impairment
(creatinine clearance from 5 to 15 mL/min) compared to subjects with moderate renal
impairment (creatinine clearance 30 to 60 mL/min) or healthy subjects. Although inhibition
of ADP-induced platelet aggregation was lower (25%) than that observed in healthy
volunteers, the prolongation of bleeding time was similar to healthy volunteers receiving 75
mg of PLAVIX per day.

Gender: No significant difference was observed in the plasma levels of the main
circulating metabolite between males and females. In a small study comparing men and
women, less inhibition of ADP-induced platelet aggregation was observed in women, but
there was no difference in prolongation of bleeding time. In the large, controlled clinical
study (Clopidogrel vs. Aspirin in Patients at Risk of Ischemic Events; CAPRIE), the
incidence of clinical outcome events, other adverse clinical events, and abnormal clinical
laboratory parameters was similar in men and women.

Race: Pharmacokinetic differences due to race have not been studied.

CLINICAL STUDIES

The clinical evidence for the efficacy of PLAVIX is derived from two double-blind trials:
the CAPRIE study (Clopidogrel vs. Aspirin in Patients at Risk of Ischemic Events), a
comparison of Plavix to aspirin, and the CURE study (Clopidogrel in Unstable Angina to
Prevent Recurrent Ischemic Events), a comparison of Plavix to placebo, both given in
combination with aspirin and other standard therapy.

The CAPRIE trial was a 19,185-patient, 304-center, international, randomized, double-
blind, parallel-group study comparing PLAVIX (75 mg daily) to aspirin (325 mg daily). The
patients randomized had: 1) recent histories of myocardial infarction (within 35 days); 2)
recent histories of ischemic stroke (within 6 months) with at least a week of residual
neurological signs; or 3) objectively established peripheral arterial disease. Patients received
randomized treatment for an average of 1.6 years (maximum of 3 years).

The trial's primary outcome was the time to first occurrence of new ischemic stroke (fatal
or not), new myocardial infarction (fatal or not), or other vascular death. Deaths not easily
attributable to nonvascular causes were all classified as vascular.

Table 1: Outcome Events in the CAPRIE Primary Analysis

PLAVIX aspirin
Patients 9599 9586
IS (fatal or not) 438 (4.6%) 461 (4.8%)
MI (fatal or not) 275 (2.9%) 333 (3.5%)
Other vascular death 226 (2.4%) 226 (2.4%)
Total 939 (9.8%) 1020 (10.6%)

As shown in the table, PLAVIX (clopidogrel bisulfate) was associated with a lower
incidence of outcome events of every kind. The overall risk reduction (9.8% vs. 10.6%) was
8.7%, P=0.045. Similar results were obtained when all-cause mortality and all-cause strokes
were counted instead of vascular mortality and ischemic strokes (risk reduction 6.9%). In
patients who survived an on-study stroke or myocardial infarction, the incidence of
subsequent events was again lower in the PLAVIX group.

The curves showing the overall event rate are shown in Figure 1. The event curves
separated early and continued to diverge over the 3-year follow-up period.



Figure 1: Fatal or Non-Fatal Vascular Events in the CAPRIE Study
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Although the statistical significance favoring PLAVIX over aspirin was marginal
(P=0.045), and represents the result of a single trial that has not been replicated, the
comparator drug, aspirin, is itself effective (vs. placebo) in reducing cardiovascular events in
patients with recent myocardial infarction or stroke. Thus, the difference between PLAVIX
and placebo, although not measured directly, is substantial.

The CAPRIE trial included a population that was randomized on the basis of 3 entry
criteria. The efficacy of PLAVIX relative to aspirin was heterogeneous across these
randomized subgroups (P=0.043). It is not clear whether this difference is real or a chance
occurrence. Although the CAPRIE trial was not designed to evaluate the relative benefit of
PLAVIX over aspirin in the individual patient subgroups, the benefit appeared to be strongest
in patients who were enrolled because of peripheral vascular disease (especially those who
also had a history of myocardial infarction) and weaker in stroke patients. In patients who
were enrolled in the trial on the sole basis of a recent myocardial infarction, PLAVIX was not
numerically superior to aspirin.

In the meta-analyses of studies of aspirin vs. placebo in patients similar to those in
CAPRIE, aspirin was associated with a reduced incidence of thrombotic events. There was a
suggestion of heterogeneity in these studies too, with the effect strongest in patients with a
history of myocardial infarction, weaker in patients with a history of stroke, and not
discernible in patients with a history of peripheral vascular disease. With respect to the
inferred comparison of PLAVIX to placebo, there is no indication of heterogeneity.

The CURE study included 12,562 patients with acute coronary syndrome without ST
segment elevation (unstable angina or non-Q-wave myocardial infarction) and presenting
within 24 hours of onset of the most recent episode of chest pain or symptoms consistent with
ischemia. Patients were required to have either ECG changes compatible with new ischemia
(without ST segment elevation) or elevated cardiac enzymes or troponin I or T to at least
twice the upper limit of normal. The patient population was largely Caucasian (82%) and
included 38% women, and 52% patients >65 years of age.

Patients were randomized to receive PLAVIX (300 mg loading dose followed by 75
mg/day) or placebo, and were treated for up to one year. Patients also received aspirin (75-
325 mg once daily) and other standard therapies such as heparin. The use of GPIIb/IIIa
inhibitors was not permitted for three days prior to randomization.



The number of patients experiencing the primary outcome (CV death, MI, or stroke) was
582 (9.30%) in the PLAVIX-treated group and 719 (11.41%) in the placebo-treated group, a
20% relative risk reduction (95% CI of 10%-28%; p=0.00009) for the PLAVIX-treated group
(see Table 2).

At the end of 12 months, the number of patients experiencing the co-primary outcome (CV
death, M1, stroke or refractory ischemia) was 1035 (16.54%) in the PLAVIX-treated group
and 1187 (18.83%) in the placebo-treated group, a 14% relative risk reduction (95% CI of
6%-21%, p=0.0005) for the PLAVIX-treated group (see Table 2).

In the PLAVIX-treated group, each component of the two primary endpoints (CV death,
MI, stroke, refractory ischemia) occurred less frequently than in the placebo-treated group.



Table 2: Outcome Events in the CURE Primary Analysis

Outcome PLAVIX Placebo Relative Risk
(+ aspirin)* (+ aspirin)* Reduction (%)
(95% CI)
(n=6259) (n=6303)
Primary outcome 582 (9.3%) 719 (11.4%) 20%
(Cardiovascular death, MI,
Stroke) (10.3,27.9)
P=0.00009
Co-primary outcome 1035 (16.5%) 1187 (18.8%) 14%
(Cardiovascular death, MI,
Stroke, Refractory (6.2,20.6)
Ischemia) P=0.00052
All Individual Outcome
Events:t
CV death 318 (5.1%) 345 (5.5%) 7%
(-7.7,20.6)
MI 324 (5.2%) 419 (6.6%) 23%
(11.0,33.4)
Stroke 75 (1.2%) 87 (1.4%) 14%
(-17.7, 36.6)
Refractory ischemia 544 (8.7%) 587 (9.3%) 7%
(-4.0, 18.0)

* Other standard therapies were used as appropriate.

T The individual components do not represent a breakdown of the primary and co-primary outcomes,
but rather the total number of subjects experiencing an event during the course of the study.

The benefits of PLAVIX were maintained throughout the course of the trial (up to 12

months).



Figure 2: Cardiovascular Death, Myocardial Infarction, and Stroke in the CURE Study
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*Other standard therapies were used as appropriate

In CURE, the use of PLAVIX was associated with a lower incidence of CV death, MI or
stroke in patient populations with different characteristics, as shown in Figure 3. The benefits
associated with PLAVIX (clopidogrel bisulfate tablets) were independent of the use of other
acute and long-term cardiovascular therapies, including heparin/LMWH (low molecular
weight heparin), IV glycoprotein IIb/Il1a (GPIIb/IIIa) inhibitors, lipid-lowering drugs, beta-
blockers, and ACE-inhibitors. The efficacy of PLAVIX was observed independently of the
dose of aspirin (75-325 mg once daily). The use of oral anticoagulants, non-study anti-
platelet drugs and chronic NSAIDs was not allowed in CURE.



Figure 3. Hazard Ratio for Patient Baseline Characteristics and On-Study Concomitant

Medications/Interventions for the CURE Study

Percent Events

Baseline PLAVIX  Placebo
Characteristics N (+aspirin)* {+aspirin)*
Overail 12562 93 1.4
Diagnosis Non-Q-W 3295 12.7 16.6
Unst Ang 8298 7.3 8.7
Other 968 15.1 19.7
Elev Card Enzy No 9381 8.8 10.9
Yes 3176 10.7 13.0
ST Depr >1.0mm No 7273 7.5 8.9
Yes 5288 11.8 14.8
Diabetes No 9721 7.9 9.9
Yes 2840 14.2 16.7
Previous Mi No 8517 7.8 95
Yes 4044 12.5 15.4
Previous Stroke No 12055 89 110
Yes 506 17.9 224
Concomitant
Medication / Therapy
Heparin/LMWH No 951 4.9 7.7
Yes 11611 9.7 11.7
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>200mg 3201 9.9 137
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Beta-Blocker No 2032 9.9 12.0
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The use of PLAVIX in CURE was associated with a decrease in the use of thrombolytic
therapy (71 patients [1.1%] in the PLAVIX group, 126 patients [2.0%] in the placebo group;
relative risk reduction of 43%, P=0.0001), and GPIIb/IIIa inhibitors (369 patients [5.9%] in
the PLAVIX group, 454 patients [7.2%] in the placebo group, relative risk reduction of 18%,
P=0.003). The use of PLAVIX in CURE did not impact the number of patients treated with
CABG or PCI (with or without stenting), (2253 patients [36.0%] in the PLAVIX group, 2324
patients [36.9%] in the placebo group; relative risk reduction of 4.0%, P=0.1658).

INDICATIONS AND USAGE

PLAVIX (clopidogrel bisulfate) is indicated for the reduction of thrombotic events as

follows:

¢ Recent MI, Recent Stroke or Established Peripheral Arterial Disease
For patients with a history of recent myocardial infarction (MI), recent stroke, or
established peripheral arterial disease, PLAVIX has been shown to reduce the rate of
a combined endpoint of new ischemic stroke (fatal or not), new MI (fatal or not), and

other vascular death.

¢ Acute Coronary Syndrome
For patients with acute coronary syndrome (unstable angina/non-Q-wave MI)
including patients who are to be managed medically and those who are to be managed
with percutaneous coronary intervention (with or without stent) or CABG, PLAVIX



has been shown to decrease the rate of a combined endpoint of cardiovascular death,
MLI, or stroke as well as the rate of a combined endpoint of cardiovascular death, MI,
stroke, or refractory ischemia.

CONTRAINDICATIONS
The use of PLAVIX is contraindicated in the following conditions:
e Hypersensitivity to the drug substance or any component of the product.
e Active pathological bleeding such as peptic ulcer or intracranial hemorrhage.

WARNINGS

Thrombotic thrombocytopenic purpura (TTP): TTP has been reported rarely following use of
PLAVIX, sometimes after a short exposure (<2 weeks). TTP is a serious condition requiring
prompt treatment. It is characterized by thrombocytopenia, microangiopathic hemolytic
anemia (schistocytes [fragmented RBCs] seen on peripheral smear), neurological findings,
renal dysfunction, and fever. TTP was not seen during clopidogrel’s clinical trials, which
included over 17,500 clopidogrel-treated patients. In world-wide postmarketing experience,
however, TTP has been reported at a rate of about four cases per million patients exposed, or
about 11 cases per million patient-years. The background rate is thought to be about four
cases per million person-years.

PRECAUTIONS

General

As with other antiplatelet agents, PLAVIX prolongs the bleeding time and therefore should
be used with caution in patients who may be at risk of increased bleeding from trauma,
surgery, or other pathological conditions (particularly gastrointestinal and intraocular). If a
patient is to undergo elective surgery and an antiplatelet effect is not desired, PLAVIX should
be discontinued 5 days prior to surgery.

Due to the risk of bleeding and undesirable hematological effects, blood cell count
determination and/or other appropriate testing should be promptly considered, whenever such
suspected clinical symptoms arise during the course of treatment (see ADVERSE
REACTIONS).

GI Bleeding: In CAPRIE, PLAVIX was associated with a rate of gastrointestinal bleeding
of 2.0%, vs. 2.7% on aspirin. In CURE, the incidence of major gastrointestinal bleeding was
1.3% vs 0.7% (PLAVIX + aspirin vs. placebo + aspirin, respectively). PLAVIX should be
used with caution in patients who have lesions with a propensity to bleed (such as ulcers).
Drugs that might induce such lesions should be used with caution in patients taking PLAVIX.

Use in Hepatically Impaired Patients: Experience is limited in patients with severe
hepatic disease, who may have bleeding diatheses. PLAVIX should be used with caution in
this population.

Use in Renally-impaired Patients: Experience is limited in patients with severe renal
impairment. PLAVIX should be used with caution in this population.

Information for Patients

Patients should be told that it may take them longer than usual to stop bleeding when they
take PLAVIX, and that they should report any unusual bleeding to their physician. Patients
should inform physicians and dentists that they are taking PLAVIX before any surgery is
scheduled and before any new drug is taken.

Drug Interactions
Study of specific drug interactions yielded the following results:



Aspirin: Aspirin did not modify the clopidogrel-mediated inhibition of ADP-induced
platelet aggregation. Concomitant administration of 500 mg of aspirin twice a day for 1 day
did not significantly increase the prolongation of bleeding time induced by PLAVIX.
PLAVIX potentiated the effect of aspirin on collagen-induced platelet aggregation. PLAVIX
and aspirin have been administered together for up to one year.

Heparin: In a study in healthy volunteers, PLAVIX did not necessitate modification of the
heparin dose or alter the effect of heparin on coagulation. Coadministration of heparin had
no effect on inhibition of platelet aggregation induced by PLAVIX.

Nonsteroidal Anti-Inflammatory Drugs (NSAIDs): In healthy volunteers receiving
naproxen, concomitant administration of PLAVIX was associated with increased occult
gastrointestinal blood loss. NSAIDs and PLAVIX should be coadministered with caution.

Warfarin: Because of the increased risk of bleeding, the concomitant administration of
warfarin with PLAVIX should be undertaken with caution. (See Precautions—General.)

Other Concomitant Therapy: No clinically significant pharmacodynamic interactions were
observed when PLAVIX was coadministered with atenolol, nifedipine, or both atenolol and
nifedipine. The pharmacodynamic activity of PLAVIX was also not significantly influenced
by the coadministration of phenobarbital, cimetidine or estrogen.

The pharmacokinetics of digoxin or theophylline were not modified by the
coadministration of PLAVIX (clopidogrel bisulfate).

At high concentrations in vitro, clopidogrel inhibits P4s0 (2C9). Accordingly, PLAVIX
may interfere with the metabolism of phenytoin, tamoxifen, tolbutamide, warfarin,
torsemide, fluvastatin, and many non-steroidal anti-inflammatory agents, but there are no
data with which to predict the magnitude of these interactions. Caution should be used when
any of these drugs is coadministered with PLAVIX.

In addition to the above specific interaction studies, patients entered into clinical trials with
PLAVIX received a variety of concomitant medications including diuretics, beta-blocking
agents, angiotensin converting enzyme inhibitors, calcium antagonists, cholesterol
lowering agents, coronary vasodilators, antidiabetic agents (including insulin),
antiepileptic agents, hormone replacement therapy, heparins (unfractionated and
LMWH) and GPIIb/IIIa antagonists without evidence of clinically significant adverse
interactions. The use of oral anticoagulants, non-study anti-platelet drug and chronic
NSAIDs was not allowed in CURE and there are no data on their concomitant use with
clopidogrel.

Drug/Laboratory Test Interactions
None known.

Carcinogenesis, Mutagenesis, Impairment of Fertility

There was no evidence of tumorigenicity when clopidogrel was administered for 78 weeks to
mice and 104 weeks to rats at dosages up to 77 mg/kg per day, which afforded plasma
exposures >25 times that in humans at the recommended daily dose of 75 mg.

Clopidogrel was not genotoxic in four in vitro tests (Ames test, DNA-repair test in rat
hepatocytes, gene mutation assay in Chinese hamster fibroblasts, and metaphase chromosome
analysis of human lymphocytes) and in one in vivo test (micronucleus test by oral route in
mice).

Clopidogrel was found to have no effect on fertility of male and female rats at oral doses
up to 400 mg/kg per day (52 times the recommended human dose on a mg/m2 basis).

Pregnancy

Pregnancy Category B. Reproduction studies performed in rats and rabbits at doses up to 500
and 300 mg/kg/day (respectively, 65 and 78 times the recommended daily human dose on a
mg/m” basis), revealed no evidence of impaired fertility or fetotoxicity due to clopidogrel.
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There are, however, no adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of a human response, PLAVIX should
be used during pregnancy only if clearly needed.

Nursing Mothers

Studies in rats have shown that clopidogrel and/or its metabolites are excreted in the milk. It
1s not known whether this drug is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse reactions in nursing infants, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking
into account the importance of the drug to the nursing woman.

Pediatric Use
Safety and effectiveness in the pediatric population have not been established.

ADVERSE REACTIONS

PLAVIX has been evaluated for safety in more than 17,500 patients, including over 9,000
patients treated for 1 year or more. The overall tolerability of PLAVIX in CAPRIE was
similar to that of aspirin regardless of age, gender and race, with an approximately equal
incidence (13%) of patients withdrawing from treatment because of adverse reactions. The
clinically important adverse events observed in CAPRIE and CURE are discussed below.

Hemorrhagic: In CAPRIE patients receiving PLAVIX, gastrointestinal hemorrhage
occurred at a rate of 2.0%, and required hospitalization in 0.7%. In patients receiving aspirin,
the corresponding rates were 2.7% and 1.1%, respectively. The incidence of intracranial
hemorrhage was 0.4% for PLAVIX compared to 0.5% for aspirin.

In CURE, PLAVIX use with aspirin was associated with an increase in bleeding compared
to placebo with aspirin (see Table 3). There was an excess in major bleeding in patients
receiving PLAVIX plus aspirin compared with placebo plus aspirin, primarily gastrointestinal
and at puncture sites. The incidence of intracranial hemorrhage (0.1%), and fatal bleeding
(0.2%), was the same in both groups.

In patients receiving both PLAVIX and aspirin in CURE, the incidence of bleeding is
described in Table 3.
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Table 3: CURE Incidence of bleeding complications (% patients)

Event PLAVIX Placebo P-value
(+ aspirin)*  (+ aspirin)*
(n=6259) (n=6303)

Major bleeding f 3.7% 2.7§ 0.001
Life-threatening bleeding 2.2 1.8 0.13
Fatal 0.2 0.2
5 g/dL hemoglobin drop 0.9 0.9
Requiring surgical intervention 0.7 0.7
Hemorrhagic strokes 0.1 0.1
Requiring inotropes 0.5 0.5
Requiring transfusion (=4 units) 1.2 1.0
Other major bleeding 1.6 1.0 0.005
Significantly disabling 0.4 0.3
Intraocular bleeding with 0.05 0.03
significant loss of vision
Requiring 2-3 units of blood 1.3 0.9
Minor bleeding 5.1 2.4 <0.001

* Other standard therapies were used as appropriate.

t Life threatening and other major bleeding.

I Major bleeding event rate for PLAVIX + aspirin was dose-dependent on aspirin: <100
mg=2.6%; 100-200 mg= 3.5%; >200 mg=4.9%

§ Major bleeding event rate for placebo + aspirin was dose-dependent on aspirin: <100
mg=2.0%; 100-200 mg= 2.3%; >200 mg=4.0%

9 Led to interruption of study medication.

Ninety-two percent (92%) of the patients in the CURE study received heparin/LMWH, and
the rate of bleeding in these patients was similar to the overall results.

There was no excess in major bleeds within seven days after coronary bypass graft surgery
in patients who stopped therapy more than five days prior to surgery (event rate 4.4%
PLAVIX + aspirin; 5.3% placebo + aspirin). In patients who remained on therapy within five
days of bypass graft surgery, the event rate was 9.6% for PLAVIX + aspirin, and 6.3% for
placebo + aspirin.

Neutropenia/agranulocytosis: Ticlopidine, a drug chemically similar to PLAVIX, is
associated with a 0.8% rate of severe neutropenia (less than 450 neutrophils/uL). In CAPRIE
severe neutropenia was observed in six patients, four on PLAVIX and two on aspirin. Two
of the 9599 patients who received PLAVIX and none of the 9586 patients who received
aspirin had neutrophil counts of zero. One of the four PLAVIX patients in CAPRIE was
receiving cytotoxic chemotherapy, and another recovered and returned to the trial after only
temporarily interrupting treatment with PLAVIX (clopidogrel bisulfate). In CURE, the
numbers of patients with thrombocytopenia (19 PLAVIX + aspirin vs. 24 placebo + aspirin)
or neutropenia (3 vs. 3) were similar.

Although the risk of myelotoxicity with PLAVIX thus appears to be quite low, this
possibility should be considered when a patient receiving PLAVIX demonstrates fever or
other sign of infection.
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Gastrointestinal: Overall, the incidence of gastrointestinal events (e.g. abdominal pain,
dyspepsia, gastritis and constipation) in patients receiving PLAVIX (clopidogrel bisulfate)
was 27.1%, compared to 29.8% in those receiving aspirin in the CAPRIE trial. Inthe CURE
trial the incidence of these gastrointestinal events for patients receiving PLAVIX + aspirin
was 11.7% compared to 12.5% for those receiving placebo + aspirin.

In the CAPRIE trial, the incidence of peptic, gastric or duodenal ulcers was 0.7% for
PLAVIX and 1.2% for aspirin. In the CURE trial the incidence of peptic, gastric or duodenal
ulcers was 0.4% for PLAVIX + aspirin and 0.3% for placebo + aspirin.

Cases of diarrhea were reported in the CAPRIE trial in 4.5% of patients in the PLAVIX
group compared to 3.4% in the aspirin group. However, these were rarely severe
(PLAVIX=0.2% and aspirin=0.1%). In the CURE trial, the incidence of diarrhea for patients
receiving PLAVIX + aspirin was 2.1% compared to 2.2% for those receiving placebo +
aspirin.

~ Inthe CAPRIE trial, the incidence of patients withdrawing from treatment because of
gastrointestinal adverse reactions was 3.2% for PLAVIX and 4.0% for aspirin. In the CURE
trial, the incidence of patients withdrawing from treatment because of gastrointestinal adverse
reactions was 0.9% for PLAVIX + aspirin compared with 0.8% for placebo + aspirin.

Rash and Other Skin Disorders: In the CAPRIE trial, the incidence of skin and appendage
disorders in patients receiving PLAVIX was 15.8% (0.7% serious); the corresponding rate in
aspirin patients was 13.1% (0.5% serious). In the CURE trial the incidence of rash or other
skin disorders in patients receiving PLAVIX + aspirin was 4.0% compared to 3.5% for those
receiving placebo + aspirin.

In the CAPRIE trial, the overall incidence of patients withdrawing from treatment because
of skin and appendage disorders adverse reactions was 1.5% for PLAVIX and 0.8% for
aspirin. In the CURE trial, the incidence of patients withdrawing because of skin and
appendage disorders adverse reactions was 0.7% for PLAVIX + aspirin compared with 0.3%
for placebo + aspirin. Adverse events occurring in >2.5% of patients on PLAVIX in the
CAPRIE controlled clinical trial are shown below regardless of relationship to PLAVIX. The
median duration of therapy was 20 months, with a maximum of 3 years.
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Table 4: Adverse Events Occurring in >2.5% of PLAVIX Patients in CAPRIE
% Incidence (% Discontinuation)

Body System PLAVIX Aspirin
Event [n=9599] [n=9586]
Body as a Whole— general disorders

Chest Pain 8.3(0.2) 8.3(0.3)

Accidental/Inflicted Injury 7.9 (0.1) 7.3 (0.1)

Influenza-like symptoms 7.5 (<0.1) 7.0 (<0.1)

Pain 6.4 (0.1) 6.3 (0.1)

Fatigue 3.3(0.1) 3.4 (0.1)
Cardiovascular disorders, general

Edema 4.1 (<0.1) 4.5 (<0.1)

Hypertension 4.3 (<0.1) 5.1 (<0.1)
Central & peripheral nervous system disorders

Headache 7.6 (0.3) 7.2(0.2)

Dizziness 6.2 (0.2) 6.7 (0.3)
Gastrointestinal system disorders

Abdominal pain 5.6 (0.7) 7.1(1.0)

Dyspepsia 5.2 (0.6) 6.1 (0.7)

Diarrhea 4.5(0.4) 3.4 (0.3)

Nausea 3.4 (0.5) 3.8(0.4)
Metabolic & nutritional disorders

Hypercholesterolemia 4.0 (0) 4.4 (<0.1)
Musculo-skeletal system disorders

Arthralgia 6.3 (0.1) 6.2 (0.1)

Back Pain 5.8 (0.1) 5.3 (<0.1)
Platelet, bleeding, & clotting disorders

Purpura/Bruise 5.3(0.3) 3.7(0.1)

Epistaxis 2.9(0.2) 2.5(0.1)
Psychiatric disorders '

Depression 3.6 (0.1) 3.9(0.2)
Respiratory system disorders

Upper resp tract infection 8.7 (<0.1) 8.3 (<0.1)

Dyspnea 4.5(0.1) 4.7 (0.1)

Rhinitis 4.2 (0.1) 4.2 (<0.1)

Bronchitis 3.7(0.1) 3.7(0)

Coughing 3.1 (<0.1) 2.7(<0.1)
Skin & appendage disorders

Rash 4.2 (0.5) 3.5(0.2)

Pruritus 3.3(0.3) 1.6 (0.1)
Urinary system disorders

Urinary tract infection 3.1(0) 3.5(0.1)

Incidence of discontinuation, regardless of relationship to therapy, is shown in parentheses.

Adverse events occurring in 22.0% of patients on PLAVIX in the CURE controlled
clinical trial are shown below regardless of relationship to PLAVIX.

Table 5: Adverse Events Occurring in 22.0% of PLAVIX Patients in CURE
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% Incidence (% Discontinuation)

Body System PLAVIX Placebo
(+ aspirin)* (+ aspirin)*
Event [n=6259] [n=6303]
Body as a Whole— general disorders
Chest Pain 2.7 (<0.1) 2.8 (0.0)
Central & peripheral nervous system disorders
Headache 3.1 (0.1) 32 (0.1
Dizziness 24 (0. 2.0 (<0.1)
Gastrointestinal system disorders
Abdominal pain 23 (0.3) 2.8 (0.3)
Dyspepsia 20 (0.1 1.9 (<0.1)
Diarrhea 2.1 (0.1) 22 (0.1)

*QOther standard therapies were used as appropriate.

Other adverse experiences of potential importance occurring in 1% to 2.5% of patients
receiving PLAVIX (clopidogrel bisulfate) in the CAPRIE or CURE controlled clinical trials
are listed below regardless of relationship to PLAVIX. In general, the incidence of these
events was similar to that in patients receiving aspirin (in CAPRIE) or placebo + aspirin (in
CURE). -

Autonomic Nervous System Disorders: Syncope, Palpitation. Body as a Whole-general
disorders: Asthenia, Fever, Hemia. Cardiovascular disorders: Cardiac failure. Central and
peripheral nervous system disorders: Cramps legs, Hypoaesthesia, Neuralgia, Paraesthesia,
Vertigo. Gastrointestinal system disorders: Constipation, Vomiting. Heart rate and rhythm
disorders: Fibrillation atrial. Liver and biliary system disorders: Hepatic enzymes increased.
Metabolic and nutritional disorders: Gout, hyperuricemia, non-protein nitrogen (NPN)
increased. Musculo-skeletal system disorders: Arthritis, Arthrosis. Platelet, bleeding &
clotting disorders: Gl hemorrhage, hematoma, platelets decreased. Psychiatric disorders:
Anxiety, Insomnia. Red blood cell disorders: Anemia. Respiratory system disorders:
Pneumonia, Sinusitis. Skin and appendage disorders: Eczema, Skin ulceration. Urinary
system disorders: Cystitis. Vision disorders: Cataract, Conjunctivitis.

Other potentially serious adverse events which may be of clinical interest but were rarely
reported (<1%) in patients who received PLAVIX in the CAPRIE or CURE controlled
clinical trials are listed below regardless of relationship to PLAVIX. In general, the
incidence of these events was similar to that in patients receiving aspirin (in CAPRIE) or
placebo + aspirin (in CURE).

Body as a whole: Allergic reaction, necrosis ischemic. Cardiovascular disorders: Edema
generalized. Gastrointestinal system disorders: Gastric ulcer perforated, gastritis
hemorrhagic, upper GI ulcer hemorrhagic. Liver and Biliary system disorders:
Bilirubinemia, hepatitis infectious, liver fatty. Platelet, bleeding and clotting disorders:
hemarthrosis, hematuria, hemoptysis, hemorrhage intracranial, hemorrhage retroperitoneal,
hemorrhage of operative wound, ocular hemorrhage, pulmonary hemorrhage, purpura allergic,
thrombocytopenia. Red blood cell disorders: Anemia aplastic, anemia hypochromic.
Reproductive disorders, female: Menorrhagia. Respiratory system disorders: Hemothorax.
Skin and appendage disorders: Bullous eruption, rash erythematous, rash maculopapular,
urticaria. Urinary system disorders: Abnormal renal function, acute renal failure. White cell
and reticuloendothelial system disorders: Agranulocytosis, granulocytopenia, leukemia,
leukopenia, neutrophils decreased.
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Postmarketing Experience
The following events have been reported spontaneously from worldwide postmarketing
experience:

e Body as a whole:
- hypersensitivity reactions, anaphylactoid reactions
e Central and Peripheral Nervous System disorders:
- confusion, hallucinations, taste disorders

o Liver and Biliary system disorders:

- abnormal liver function test, hepatitis (non-infectious)

e Platelet, Bleeding and Clotting disorders:

- cases of bleeding with fatal outcome (especially intracranial, gastrointestinal and
retroperitoneal hemorrhage)
- agranulocytosis, aplastic anemia/pancytopenia, thrombotic thrombocytopenic purpura
(TTP) — see WARNINGS.
- conjunctival, ocular and retinal bleeding
e Respiratory system disorders:
- bronchospasm
o Skin and Appendage disorders:
- angioedema, erythema multiforme
o Urinary system disorders:
- glomerulopathy, abnormal creatinine levels
e (Collagen disorders:
- vasculitis
e Gastrointestinal disorders:
- colitis (including ulcerative or lymphocytic colitis)
OVERDOSAGE '
One case of deliberate overdosage with PLAVIX was reported in the large, CAPRIE
controlled clinical study. A 34-year-old woman took a single 1,050-mg dose of PLAVIX
(equivalent to 14 standard 75-mg tablets). There were no associated adverse events. No
special therapy was instituted, and she recovered without sequelae.

No adverse events were reported after single oral administration of 600 mg (equivalent to 8
standard 75-mg tablets) of PLAVIX in healthy volunteers. The bleeding time was prolonged
by a factor of 1.7, which is similar to that typically observed with the therapeutic dose of 75
mg of PLAVIX per day.

A single oral dose of clopidogrel at 1500 or 2000 mg/kg was lethal to mice and to rats and
at 3000 mg/kg to baboons. Symptoms of acute toxicity were vomiting (in baboons),
prostration, difficult breathing, and gastrointestinal hemorrhage in all species.
Recommendations About Specific Treatment:

Based on biological plausibility, platelet transfusion may be appropriate to reverse the
pharmacological effects of PLAVIX if quick reversal is required.

DOSAGE AND ADMINISTRATION
Recent MI, Recent Stroke, or Established Peripheral Arterial Disease
The recommended daily dose of PLAVIX is 75 mg once daily.
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Acute Coronary Syndrome
For Patients with acute coronary syndrome (unstable angina/non-Q-wave MI), PLAVIX
should be initiated with a single 300 mg loading dose and then continued at 75 mg once daily.
Aspirin (75 mg-325 mg once daily) should be initiated and continued in combination with
PLAVIX. In CURE, most patients with Acute Coronary Syndrome also received heparin
acutely (see CLINICAL STUDIES).

PLAVIX can be administered with or without food.

No dosage adjustment is necessary for elderly patients or patients with renal disease. (See
Clinical Pharmacology: Special Populations.)

HOW SUPPLIED
PLAVIX (clopidogrel bisulfate) is available as a pink, round, biconvex, film-coated tablet
debossed with “75” on one side and “1171” on the other. Tablets are provided as follows:
NDC 63653-1171-6 bottles of 30 |
NDC 63653-1171-1 bottles of 90
NDC 63653-1171-5 bottles of 500
NDC 63653-1171-3 blisters of 100

Storage
Store at 25° C (77° F); excursions permitted to 15°-30° C (59°-86° F) [See USP Controlled
Room Temperature]

Distributed by:
Bristol-Myers Squibb/Sanofi Pharmaceuticals Partnership
New York, NY 10016

sanofi~synthelabo Y Squibb Company

PLAVIX® is a registered trademark of Sanofi-Synthelabo.

51-021345-04 | Revised July 2003
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75 87 14%
LR (1.2%) (1.4%) (-17.7, 36.6)
" 544 587 7%
Rt i (8.7%) (9.3%) (-4.0, 18.0)

EE, TOMOEERIELZIT T,
THANY MU, EEB L ORIRKEHEER OREF 2 20B L2 boTidid #HBRHMT
(AN M ERE LTERBERETRT,

PLAVIX OB BMEL, RBRHBZE L THREL W2 (12 % A7),
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Bj 2 : CURE RBRIZB T 5.0 EE, OHFEEE., BLUMES

- CARDIOVASCUCAR DEATH, MYOCARDIAL INFARCTION, STROKE

"
~

FLAVIX (* asginny”

L

CUMULATIVE EVENT RATE (%)
-

Pd.00009

g 1 2 3 4 85 & 7T & & W 1 N
MONTHS OF FOLLOW.AP

KA SIS IO SCE USed B8 MOIOROE

CURE HBRTCit, M3 IZRT LI, HEV TN —FIZB W T, PLAVIX # 52XV, O
B LIEERE., IMAEPRBERMET L7z, PLAVIX 2 X 5 F B, ~%Y “/LMWH(E
43 F~%0 ), IV BEE E Ib/Ia(GPIIb/a)fAEEE, fEEIE TI., BIEWIE, ACE FAERY
LIz X328 L OEM LM EREOAE & ITERERIZED i, PLAVIX OZFRIL,
TAEY SR (75-325mg, 1 H 1[E]) (2K RO LI, CURERRTIX, #OH
BEE, BRELSOFIM/MIEEOMEH, BLUNSAIDs DERHERZEE U,

3:CURE RERICBIT 2 BEEEB L UEBHE P ORAR/A 4 —_va VIZET5
NYF— R

Barcson Svants

Baretine PLAVIX  Piacpno
Chmnciorisiics N {xaspidng {cospiring BLAVIE Gothrr  Pracabiy Botne
vermt 252 b3 114 i
Dhagnoals Nom(3 W 3206 127 158 e
Unsikng B208 73 8.7 el
Otlsar M8 1%t 197 -
Blew Cong Engy Moo 9381 &8 W9 e
Yes M6 0T 130 ——
ST0epe>tlOmm Mo T3 TS5 8D el
s 3WE 18 ME R
(o Mo S 1R 4% el
Yes MO W2 WY R R—-.
Pravious Ml Ne  85IY rS 05 el
You 408 125 154 R —
Prervious Sleoke: Mo 12085 88 MO — -
) i 2. —
ok ws  B0% 18 224
Madication.? Thare
Haparnd AvH M o 4% 17
Yes i8It 9T 1y i
Asghin <itomg 1KY 8BS  Ar e
Wodmg I 92 WE T
" W 99 T i
GPiinstile Antay o MTR 8% 08 sl
Yes 823 157 182 —
Bits-BaRet (VR T T 1 B ————
ey WG P2 113 e
AGEL Ko 4813 63 8.1 ——
Yes TNMG 12 1S e
Lipi-Lewering Mo 4608 108 133 B -
Ygg AW B4 W5 .
PICACABG: Mo  MIT 831 100 P —
Yy 4588 114 138 e——
ore 3 00 g4 06 08 10 13

Harard Ratis (25% Cij
CURE B2 CiZ PLAVIX fFRIC X v, MteiEfEgE (PLAVIX 8 71 6 [1.1%]. 75 &R
BE 126 61 [2.0%] ; FHxt U 2 7 IR F 43%. P=0.0001) . 3 X O GPIIb/Illa fEEZE DM H (PLAVIX
369 5] (5.9%]. 77 EAREE 454 B [7.2%] ; fBXt Y R 7 KT 18%. P=0.003) A3 L7z,
CURE HER Ti. PLAVIX fEfIZ L % CABG BLUPCI (AT hIFEAT b)) HITEHEE~
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DEEIIRD Lo (PLAVIX B 2253 5l [36.0%). 7T B REE 2324 B [36.9%) ;
XY R Z{ET 4.0%., P=0.1658),

¥ IE
PLAVIX (WiBRZ m ¥’ FZ L )V) OBEINEL. AT oMetEs N2 FOffTh 5,

s BORREL-DHEEE., BoRERELMED, L JIXREBIRER
RIERE L OHREERE Rl BE LZMEPBRE BLUOFRHEBREREBRZFIIH LT,
PLAVIX 13, & rEMmEEE (BFEHED U IXFEESEN) . FHLHEEE (Bottk
L <ITIEBFEM) . BLURFOMOMEFICETIEET Y KR4SV FRERARZETIE
B ERREDLNTWVD

- Rl EERE
EMRIEERANEZ bW DBEBLUORENEBRS v F—_vary (AT VIR
L). b L<Ii% CABG BRAMREZONDBER L, BHFERE (REEHRLESE Q K.l
FRfEZE) BEIIR LT, PLAVIX 28D IESE, ODBFEELE, BIUNEFOEEST Y FRA
VIRBERPETIVSZ L, YNTOLMEFE, OFEEE, MEP, B8 OEEEEN O
BHETY FRA VUV MREARLETIELZEIRBDONTN D,

=

PLAVIX /. AT ODIREE - REEIZIIEZTH S -
- AEIY U < IEAFI QRS I BBUEDE,

- VAL MEIE RO P E‘ DIFEIFEEME 1,

i M=
=)=

oAt fn /R I HESEBES  (TTP) : PLAVIX ORA#IC, THIZTEH 505, TTP OREMN
@&éhfwé(zﬁﬁuT@E%ﬁwﬁﬁﬁ)’mpi\ﬂﬁtﬁﬁ%%gkﬁéik&
KETHD, REBORFRIL. I/ MRBE, wmmﬂrﬁwm@ﬁm(xmmxx7mﬁ
ZURIMER (WA LRIMER] 5D LN D), HRFEMETR, BHEEE, BIUREATHS,

B R aRBR I wf&ntb&vw%%ﬁbt$%irmm%%t@é#'Hpi O bR
Motz, LxL, 2RI 2T IREGRRTIX, BREEE 100 5HYU7-0R44], HL<
1 100 FH-EHT-0# 11 FIOEIE T TIP PHE I T35, BRFEHFEIX, 100 HH-FY
oRaflEEZ LN TS

FRALEDER

—BREE

Lo/ IMEEE & Bk, PLAVIX iR 2 EE S 5720, SME, FIiF. Zothoimig
(BB B L OIRA) (X YHOE KDY 278355 ¢E 2 515 BEIZIE, PLAVIX
FEBEIIRETHIE, FIHROTFENDY ., HUL/MUERBEE L 2WEFII L TT
#7RT 5 ARIX PLAVIX 251452 &,

7 R7LMCEBHMS LIFEE L RWILRFRZENBES SND 2 b, 15
M, ZOROBEKRERSEDONZEAIE. EDICRLEKEEE., £OMOBEIRBRESE
iz oZE EHERZZROZ c‘:)

L& i - CAPRIE R TIT., H{bEHM OFREWERIL PLAVIX #£2.0%, vs 7T ALY U8
2.7%T¥H o7z, CURE RER T, LB KHMMOFEHEREL, PLAVIX+T A V8 13%vs
TIER+T A VEE0T% Tholn, HILMERE (BERY) 2FTHBEICE, /et
RZVNVEEEICHES TS 2 L, PLAVIX EFHOBEIZ, HOLMWREEZFRT L8N DH
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LEMEFERTHBEICIE. EECRETDHZ L,

FREIETRE~OMER : EEFRABBREIL. HORERH D LEZZONDB, ZThbDHE
FAIIRTT AERRRIID 2, LIzRo T, 2RO DOBREIZIZ PLAVIX 2 EEICHRET S
&

BHERIETRE~OFEH | EETEEETEE T A2ERARRIIVRY, LEEd-T, Z
NHDBREIZII PLAVIX #EEICRETDHZ L,

e RN

PLAVIX #iRA L7cH&1Cid, M E TORED, BEICHANERIRDZ L, £, BFE
Mm%k LzHEEE. BCRET L IBFICHALE TR E, FFFENELELES,
FFCERERARGT 256, BEITERNC, EMBIOHEAIEIZ, HIE. PLAVIX &
RGP CTHIEZHOEDZ &,

EWHREER
ERYOMEERARBRTIE, UTORBRBF/LATVD ¢

TAEYV : TAEY Uit 7 R LAl kb ADP B I/MREMEMFENICEEE RIE
X7ph o7z, PLAVIX IZ & 5 HMUEREERIZOWT, TAE Y 2 500mg, 1 H 2 [ElE OFH
T, BRDHDBBRERIIRBD ORI oTc, PLAVIX X, TAYY D2 T —7  FRME
M/ MREEERZE L, ZNETICHEIN TS PLAVIX £ 7 A Y L OftRHES
WX, B 1EHTHD,

~ARY v BERAR SRR S LBERRBRICBWV T, PLAVIX 512X 5~ VR E5EEBOD
EEIIARE CThoTz, T2, ~NY VOVEBREIERA~OEEIZIRD LN o Tz, ~N)
EOHAICL - T, 7t R LD I/MREEMRIERICEEIRD bR o7,

AT oA FHEHEREHEE (NSAIDs) : BERAICB VT, 7 e %t & PLAVIX % H+
LA, HEERMAEM LT, L7=25-> T, NSAIDs & PLAVIX & OffHIZ. EE%
TTBZ L,

ILZ77 Yy HBILOY R BEEAED, UNLT7 7 Yl PLAVIX AT ABEICITEER
T352L, (FREODFE——BNIELZSROZ L),

ZFOMOBERAREE : PLAVIX &, 7T /u—b, =72V, LT T/ n—+=
72 PRIV T, BEEEELREAZMBEERTBEREIN o, EbIZ, 7
=/ NNEE =N VAF VY IR b rs L OBBIZT, PLAVIX DR FEHIE
HAICEEREEIIRD badoT,

PLAVIX (FifgZ bt RFZ L) $ERICT, OI3% o0y LT A 7 4 ) v EYEE~D
BEEIRD NN T,

invitro IZBWT, BBEDOZ o K7 LUIE Py (2C9) 2FET S, Lz - T, PLAVIX
7 z2=br A, ZFEXY T2y, MATEIFR, ULT7 Y2, MBI R, TARRHZ
FUrBLUEL DFERAT oL FEBREREONRBLEAETILEEXLONDA, ZAHDIE
HEERNEOBREN 2 TR LET—ZI3E 0T, 2 bD3EY L PLAVIX & = 03tH
THEEE, HEEELTHI L,



51-021345-04

FROBEERICET 3ERABRITNZ, PLAVIX BERRBRBMES CiL, FIRE, 8E
W ToOFTF U UERBERILER, ALV U LRERE, 3T u— VETE, EhE
R, BRFREEE (1 RYVE2E0), UTADPAE, AVEVBRERE, ~Y v
(FEHER LT LMWH) 3 X ) GPIIb/la fEH13E42 Eik 4 228 & ORI T2,
RENCHERMEERIIRD bR -7, CURE RBRTIL, BROVIEEE, 1BRELSNO
U/ IMREOER, BXONNSAIDs OERHFEHEZZEIE L-720, ZhboDEpLI/n’ KT
LV EDHRT— 10,

XY/ BERREREEEER
MO TV

REE. TRRE. E2MEOET

b R ULEKR TTmgkygH CRE5EIX. b 1 BHERE 75mg © 25 (FOBREEI
) AR 78 BE. BIUT v M 104 8BEH%E L&A, BEBEHEEIRDLNAR
ot

Z7at K7 LVIT invitro 3852 4 T (Ames 7 A b, T v MFHRIZE T 5 DNAEET A b,
Chinese /NA A X —RHEFEMPIZBIT 2B FERERT v, BLOE MU /38R [
D] PEAGEAESHT) BL W invivo BB 1 FE (= 7 AR OB EIZ X B/MERBR) I8V T,
BEEHIRD SRR T,

Ju b RI LA, EOREERK 400mgke/ B IZBWT, BT v MEZEMEIZEEIIRD
bRRH o (mgm* BET, b k1 BHEER RO 52 65).,

HR~DFER

FRSHE B, 7 v PRI HFIZEHKZK 500, 300mgky/ H 285 L, AEBESHERBR L
TollZ? (mgm®HBET, b b1 BHBRREEBOE 65Z, 781%). Zub K7Lz k
HEZMEETRB I OIRIEEEIIERD SR doTz, L L, 8EETlE, BY)7 it B ERER
I Thn Ty, EMEFEREFEERBRERIZ. L TLLE MY TRELRWVWEZD, &
gRHX, PLAVIX DB LM MERBEOR, HHTSZ L,

BRILB~OER

Sy FRRIZBWT, Z7ub FLABIWEZIZEOREDIZ. Sitdictshs o
EBFBOLNTVD, b FLHPIZEEt I E I NZmbh TRy, LirL, B M
HPIZHE SN AR NE N L, T, DR COEEREWEROFREEREZ NS Z &
Do, BHEPIET I, HAWVITEREEZF LT A00E, BB THIRAOEEHREE
BLIET, BRETHZL,

INRAD{ER
WNETIR, BB L UOEEIEL I TV,

ElER

ZAIVETIT 17,500 FILL E (5 HEEHR 1 L0, 9000 i) T, PLAVIX OZ&MEIRE
I T3, CAPRIE REROEMMIZAMEIX, Fln, MR, ANEIZERLRS, TRV &
FIFELL, £, BERAR LA EHIEHIZIFRRTH 7= (13%), CAPRIE RERE L Y
CURE BRER CEBEBIN-BER FEELRFEREL LU TIZET,

Hifi : CAPRIE 3E2 Cid. WLEF M2 PLAVIX 58 ICB VT 2.0%ICHKE L., 9. ABx
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BUETHSTELDIFE07% Tholr, TAEY VEETIE, £2.7%. 1.1%ThoTz, HEN
Hifix. PLAVIX 2 0.4%, 7AEY V8 0.5% Th o7,

CURE RER TiZ. PLAVIX+7 A Y 2T, 7T BHR+T ALY A, HifnAs#mL 7z

(£ 3 5MR), PLAVIX+7 A Y VBT, RHIOOBREN S TR+ T7 A U#% LE
0. HEEALiZ, FICHEELERIOEN (EF) HALThok, EEAHM (0.1%). B&L
OEIEMEH M (02%) 13X, MERIERTH- T,

CURE RERIZBITAPLAVIX+T AV VEB IO I BR+T A Y VEHOHMOBER L
#3231,

# 3 : CURE RRICBIT 2 HMOFBHRE (BE%)

PLAVIX i
A~ b FTAEY Yy (T A Y L)* PiE
(n=6259) (n=6303)
K T 3.7% 27§ 0.001
iy H i 22 1.8 0.13
3t 0.2 0.2
~EZaEART 5g/dl 0.9 0.9
B A v F—R g
E 0.7 0.7
JiEfantiiil 0.1 0.1
LI E 0.5 0.5
ML E (=4 B 1.2 1.0
Z DoKX 1.6 1.0 0.005
ERARBEE 0.4 0.3
WAOBEEZ £ 5 R ML 0.05 0.03
B (2~3 BAL) 13 0.9
/NH i g 5.1 24 <0.001
*MISE U T, % O oEHEFRIE 2 FE i,
T BB LG oo K,

IPLAVIX+7 A Y VEEO KM EIT, TXEJ/;OwTﬁiﬁTﬁ%TLL <100 mg=2.6% ;
100-200 mg=3.5% ; >200 mg=4.9%

§ 77 ER+T7T A VEEOKHMEIE, 7TAEY I OWTHEKFESEEZ R LK 1 <100 mg=2.0% ;
100-200 mg=2.3% ; >200 mg=4.0%,

TIEBRERIE L ool r—2R

CURE RERTIX. N%OBEN~RY VIMWHZERLTEBY ., 2 5DBEOHMERT,
SEERLIZIRETH - T,

EEIR/ S A 7S AMTHEITR. PEHEL 5 BEILA EdiE U7 B ik, % 7 BUAOXHIREER
RIZHOWT, MEMICERZR LN o777 (PLAVIX+T A Y B, KHEHMABEIRE 4.4% ;
FSER+T A VEE 53%), —F5. EEINR A S AWTHEITRT S B AP bR 2 ke LT
BETOHA Ry NRIT, PLAVIX+7 AU VB 9.6%, 77 2HR+T7T A Y Vi 63% ThH o
7.

3 BRIV B RRIERAE : PLAVIX &ALEMEDELIT 2527 o © 00 T, BEEFPERE

E (BFHERE 450/ u L LAT) 75 0.8%I28238 b TV 5, CAPRIE 3Bk Cid, EIEHF PEMH
DEEMN 6 BNCBE SN (PLAVIX B4 4], 7AE Y VR 2 ), FPEkEcE o (EIEERIEK

10
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fE) 1Z. PLAVIX #% 5 8% 9599 i 2 ffil . 7 2 v° U L #: 5. FBE 9586 il 0 5l Td - 7=, CAPRIE
HERIZISI1T B PLAVIX ¥ 5.8 COLFRERB/AME 4 B9 1 B3, MIRREEEO S 2L FEET
Thotlz, iz 1 Flix, PLAVIX (FifgZ o K7L L) 2—BRicdhlt Lz & 2 ARHE L,

HER(Z5)HB L7z, CURE RER T, I/MRIBAE (PLAVIX+T A Y'Y V8 196 vs 75
BR+T AV B 24 B)), BEOL FHEREBAE (FHEL 3 6) IEECIZIERETH

27,

PLAVIX IZ X A BHEM Y X7 138D TEWEE 2 b b0, PLAVIX #BE5&8EIC, BEY
L1 Z DD RRYBENZRD b BT, FOREEEEET L Z L,

VH{L3% : CAPRIE REBRIZBW T, £ bEA <> MR, BIERR. B4R, @R )03
BRI, PLAVIX B (BRER 7 R LV) T27.1%, TAE Y VBT 29.8% Tdh - 7-, CURE
HERTIX, PLAVIX+T7 A Y VEET 11.7%., 7 B8HR+T A VBT 125%TH o=,

CAPRIE RRERIZET 2L/ B/ —EIBIBE O RHERIT, PLAVIX # 0.7%. 7TAE Y 8
12%Cd > -, CURE REATII. PLAVIX+7 A Y U 04%. 7TF7ER+T7 AV V8 0.3%
ThHol-,

CAPRIE B2 TlE. TFTHIA PLAVIX B 4.5%I2% LT, T AU VB 3.4%I08%5 Xk,
FEFIIF TH o7 (PLAVIX=02%. 7 AU =0.1%), CURE RETO FHRERII,
PLAVIX+7 AV VEE2.1%, 7T BR+T A U 22% Th -7,

A LER RRITER IZ L A5 9 1Eid. CAPRIE B2 TiX.PLAVIX #£ 3.2%. 7 A &V B 4.0%.
CURE RER TlX. PLAVIX+ 7 AV U 09%., 7T BR+T AV VE08% Th o7,

BZ - OO B EREE : CAPRIE RER CTid. FER L O EM BIRREEDORBR R, PLAVIX
B 15.8% (FEJE : 0.7%). 7T AU VB 13.1%((EIE : 0.5%)TH -7, CURE RBRCOHEEE
T3 F DO R EREEDRKBLRIIPLAVIX+ T A Y U #4.0%. 77 R+7 A Y VEE3.5%
VG&)’) f:o

& - BEMRARBIERIC X A5 I1ER T, CAPRIE RER T, PLAVIX ## 1.5%. 7 RXt'Y
“Ef 0.8%. CURE RERTlI. PLAVIX B+ 7 A Y VEE0.7%. 5 ER+T7T AU B 0.3%
ThHoTr,

CAPRIE HEERRBRIZB VT, PLAVIX BE COFEESREBERN 25% U L2 R LIz A X

k% . PLAVIX & ORFEBRICEBZRRSUTICE L O, BREHBIITR@E20 v B, BE 3
ERTHoT,

11
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3% 4 : CAPRIE RBRIZI31} 5 PLAVIX BE CORBE 2.5% U L FEES

BER (%)

gé&%‘q:‘t‘zf’:%) R
e s PLAVIX B FZ TR
aERIA b [n=9599] [n=9586]
— e HEE
K% 8.3 (0.2) 8.3 (0.3)
EHyHEE 7.9 (0.1) 7.3 (0.1)
A 7N FRRER 7.5 (<0.1) 7.0 (<0.1)
P 6.4 (0.1) 6.3 (0.1)
i 3.3(0.1) 3.4(0.1)
i - MEEE (—K)
I 4.1 (<0.1) 4.5 (<0.1)
2 i FE 43(<0.1) 5.1 (<0.1)
X - R REE
5 7.6 (0.3) 7.2(0.2)
R 6.2 (0.2) 6.7 (0.3)
HLEEE
o 5.6 (0.7) 7.1 (1.0)
MR 5.2 (0.6) 6.1 (0.7)
A 4.5(0.4) 3.4(0.3)
Q) 3.4(0.5) 3.8 (0.4)
RFE - SREREE
LR oL 4.0 (0) 4.4 (<0.1)
5 - BRREE
BREE 6.3 (0.1) 62 (0.1)
159 5.8 (0.1) 53 (<0.1)
M/pHR - g FEE
ST 5.3 (0.3) 3.7(0.1)
B0 2.9(0.2) 2.5(0.1)
BEE
15> 3.6 (0.1) 3.9(0.2)
ERIR 28 R EE
SRR 8.7 (<0.1) 8.3 (<0.1)
I R 4.5(0.1) 47(0.1)
B 42(0.1) 42 (<0.1)
Y 3.7(0.1) 3.7 (0)
L 3.1 (<0.1) 27 (<0.1)
BifE - G IB#kEE
5 42(0.5) 3.5(0.2)
O 33(03) 1.6 (0.1)
WIRERREE
R R 3.1 (0) 3.5(0.1)

FIAIE, EPIER (BREL ORRBERICERZL) 277,

CURE HEEERRBRICEB VT, PLAVIX HETORERN 20% L L2 R LE-AESEL %,
PLAVIX & ORBEFRICEAGBRRLUTICE DT,

12
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% 5: CURE RBRRIZB1T % PLAVIX HETORBER 2.0% U LDEEES

RER (%)
(B E5FIEE%)
PLAVIX 7Z &R
BWERIA XV b (+FT7 AEY )R (+7 AU )EE*
[n=6259] [n=6303]
— e EE
K 2.7 (<0.1) 2.8 (0.0)
X - RIEMREREE
b 3.1(0.1) 3.2(0.1)
54 2.4(0.1) 2.0 (<0.1)
HILEEE
R 2.3(0.3) 2.8 (0.3)
HIERR 2.0 (0.1) 1.9 (<0.1)
TH 2.1(0.1) 2.2 (0.1)

MBS U T, MOREEREZIT o T,

CAPRIE 5 & 1" CURE HEEEFRRER ICB W T PLAVIX B 5 TOHEEFEREEE 1%~2.5%
O (FEKRE) BEELZZ DDA b%, PLAVIX & ORREBEHBICEFRZRL, UUTFIcE
Hir, T bDA Xy MREERT, B, TAE YU B (CAPRIE #5%). b Lix7o7%
A+7 A ) VB (CURERER) LRI%EThoT,

B MR REE M, B

— R EHEE . BHE. BB, ~ =T

D MEEE . LA

PR - RASHIRRIESE : M TAEE, MERE, #iRE, 2FERE. o0
HLERESE - {Ef, NEH,

O LY XLEE  DEMS

FFig - RS RREE  ITRER LA

RE - FBEE . BR. BRELE. FE-AIECESE (NPN) EH,
- B REE Bk, BIEE.

/AR - e S : b E M, miE, fm/RED

FEEE  RE, TR

FRILEREEE : BAm

MR B REEE - ik, BISMER

R - B RS B2, KERE

WIRBREE  BEhR

RWEREE : ONE, BEX

% DA, CAPRIE B2 1 L U'CURE RERIZEB W T PLAVIX EE TOHEIIHE TH - 7208 (<1%) .
R FEELEZ DNAIEERAEES S, PLAVIX & OREBMRICBEERERL., Ttk &
Dir, THODOHEEFESRFRRIL, B, TR YU B (CAPRIERR)., BXO7 TR+
T7TAEY B (CURE#HBR) LRIZETH-oT,

— R EEE . 7 LLX—RIG, BRI

i MEEE : 25FE

HLEREE : 28BS, HnEFR, EEEEEREL L
PP - JEASRREE . U LB UM, FFRYL. AEARTF

13
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/R - HlEEmEEE - HfAEREEE, MR, WEm, SREAHM, REBHM, HF8IH .
BRI, B, 7 LR — MRS . I/ MRIEAE

RIMERFESE : BARREEM, KERMEEM,

RPEATERREE - ARE%

PRR AR RIEE - ML

B - REMREEE  AEERE. MRS, BREZ. RS
WIRERIESE : BRERE. SMHFrL

BMER - BPREE - EREREE, BRERBOE, BIR, AMmERBE, FHERED,

AR R EER
SHROHRERBRNOUTOA Ry "R EEHRE STz,
- —BRHEFEE
- BRBUERIS. TFH7 4 7% —Ri
- PAX - RIEMRRRES
- SEEL. LIE. WREEE
- FFiR - BB RREE
- FPEERERE. PR GEEGuE)
o /R - H L i fEE
- BEMERIR oM — X (RRiZ, BN - HLE - REEL D)
- EFERIERAE, FAR B mARMEREE, AR MR EREER (TTP) — %
ErsBoz L,
- FERE. ERPNES I OVEREH
- FER AR RS
- [E RS
- B2 - RIETREEE
- MEVHE, S
- WREBRRES
- RERIKIE, Z VT F=EHORE
- BRIR :
- mER
- HILEREE .
- KBk (BEHEXRBEX. VU BREXRBREET)

BRERs

KB BEE R AER Tdh 5 CAPRIE RERIZIBWV T, HEIC L % PLAVIX BE®REN 1 il
LENTm, 34 8%&ctE, 1 ENC PLAVIX 1050 mg Z R (BHERYZR 75mg 88, 14 SEICHEY),
BEFELIIERO LN o T, BRIRLBIIITOR o0, BBEEZHED Z&R2<EHEL
Vol

fEEER ARV T, PLAVIX 600 mg EEIR O G L7end, BEFREIRE SN 2d ol (1
HER972 T5mg . 8 SEICAEY), HMFFREIIE 1.7 fFER L7, Z O, 155 & PLAVIX 75
mg/ H C—fRICBBINAE L IFFE LV,

BRI 70 R LVLVEREROREICIZEREEIZ. v VABXUT v T 1500 F

721X 2000 mg/kg, t b T 3000 mgkg ThH o7z, REPHERITEL (B b)), £HKH. F
WEEE, IO EHL (£8%) Thol,

14
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BRESICHT S0E
PLAVIX OFREIERZELICHEEIEILERH LTI, TOEMFHIERNL AT,
M/REBRN2SES & EZ B 5,

Ri% - A&
BORFRE LoD EREEE, RARE L -REP. BLUKREBRER
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ANNEX1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Plavix 75 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Clopidogrel hydrogen sulphate 97.875 mg (molar equivalent of 75 mg of clopidogrel base)

For excipients, see 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet.

Plavix 75 mg film-coated tablets are pink, round, biconvex, film-coated, and engraved with «75» on
one side and «1171» on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Clopidogrel is indicated for the prevention of atherothrombotic events in:

J Patients suffering from myocardial infarction (from a few days until less than 35 days),
ischaemic stroke (from 7 days until less than 6 months) or established peripheral arterial disease.

. Patients suffering from non-ST segment elevation acute coronary syndrome (unstable angina or
non-Q-wave myocardial infarction) in combination with acetylsalicylic acid (ASA).

For further information please refer to section 5.1.

4.2 Posology and method of administration

U Adults and elderly
Clopidogrel should be given as a single daily dose of 75 mg with or without food.
In patients with non-ST segment elevation acute coronary syndrome (unstable angina or non-Q-
wave myocardial infarction), clopidogrel treatment should be initiated with a single 300 mg
loading dose and then continued at 75 mg once a day (with ASA 75 mg-325 mg daily). Since
higher doses of ASA were associated with higher bleeding risk it is recommended that the dose
of ASA should not be higher than 100 mg. The optimal duration of treatment has not been
formally established. Clinical trial data support use up to 12 months, and the maximum benefit
was seen at 3 months (see section 5.1).

. Children and adolescents
Safety and efficacy in subjects below the age of 18 have not been established.

4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients of the medicinal product.
. Severe liver impairment.
Active pathological bleeding such as peptic ulcer or intracranial haemorrhage.



. Breast-feeding (see section 4.6 ).
4.4 Special warnings and special precautions for use

Due to the risk of bleeding and haematological undesirable effects, blood cell count determination
and/or other appropriate testing should be promptly considered whenever clinical symptoms suggestive
of bleeding arise during the course of treatment (see section 4.8). As with other antiplatelet agents,
clopidogrel should be used with caution in patients who may be at risk of increased bleeding from
trauma, surgery or other pathological conditions and in patients receiving treatment with ASA, non-
steroidal anti-inflammatory drugs, heparin, glycoprotein IIb/Illa inhibitors or thrombolytics. Patients
should be followed carefully for any signs of bleeding including occult bleeding, especially during the
first weeks of treatment and/or after invasive cardiac procedures or surgery. The concomitant
administration of clopidogrel with warfarin is not recommended since it may increase the intensity of
bleedings (see section 4.5).

If a patient is to undergo elective surgery and antiplatelet effect is not necessary, clopidogrel should be
discontinued 7 days prior to surgery. Clopidogrel prolongs bleeding time and should be used with
caution in patients who have lesions with a propensity to bleed (particularly gastrointestinal and
intraocular).

Patients should be told that it might take longer than usual to stop bleeding when they take clopidogrel
(alone or in combination with ASA), and that they should report any unusual bleeding (site or
duration) to their physician. Patients should inform physicians and dentists that they are taking
clopidogrel before any surgery is scheduled and before any new drug is taken.

Thrombotic Thrombocytopenic Purpura (TTP) has been reported very rarely following the use of
clopidogrel, sometimes after a short exposure. It is characterised by thrombocytopenia and
microangiopathic hemolytic anemia associated with either neurological findings, renal dysfunction or
fever. TTP is a condition requiring prompt treatment including plasmapheresis.

In view of the lack of data, in patients with acute myocardial infarction with ST-segment elevation,
clopidogrel therapy should not be initiated within the first few days following myocardial infarction.

In view of the lack of data, clopidogrel cannot be recommended in acute ischaemic stroke (less than 7
days).

Therapeutic experience with clopidogrel is limited in patients with renal impairment. Therefore
clopidogrel should be used with caution in these patients.

Experience is limited in patients with moderate hepatic disease who may have bleeding diatheses.
Clopidogrel should therefore be used with caution in this population.

4.5 Interaction with other medicinal products and other forms of interaction

Warfarin: the concomitant administration of clopidogrel with warfarin is not recommended since it
may increase the intensity of bleedings (see section 4.4 ).

Glycoprotein IIb/IIla inhibitors: clopidogrel should be used with caution in patients who may be at
risk of increased bleeding from trauma, surgery or other pathological conditions that receive
concomitant glycoprotein IIb/IIla inhibitors. (see section 4.4)

Acetylsalicylic acid (ASA): ASA did not modify the clopidogrel-mediated inhibition of ADP-induced
platelet aggregation, but clopidogrel potentiated the effect of ASA on collagen-induced platelet
aggregation. However, concomitant administration of 500 mg of ASA twice a day for one day did not
significantly increase the prolongation of bleeding time induced by clopidogrel intake. A
pharmacodynamic interaction between clopidogrel and acetylsalicylic acid is possible, leading to
increased risk of bleeding. Therefore, concomitant use should be undertaken with caution (see section
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4.4). However, clopidogrel and ASA have been administered together for up to one year (see section
5.1).

Heparin: in a clinical study conducted in healthy subjects, clopidogrel did not necessitate modification
of the heparin dose or alter the effect of heparin on coagulation. Co-administration of heparin had no
effect on the inhibition of platelet aggregation induced by clopidogrel. A pharmacodynamic interaction
between clopidogrel and heparin is possible, leading to increased risk of bleeding. Therefore,
concomitant use should be undertaken with caution (see section 4.4).

Thrombolytics: the safety of the concomitant administration of clopidogrel, rt-PA and heparin was
assessed in patients with recent myocardial infarction. The incidence of clinically significant bleeding
was similar to that observed when rt-PA and heparin are co-administered with ASA. The safety of the
concomitant administration of clopidogrel with other thrombolytic agents has not been formally
established and should be undertaken with caution (see section 4.4).

Non-Steroidal Anti-Inflammatory Drugs (NSAIDs): in a clinical study conducted in healthy
volunteers, the concomitant administration of clopidogrel and naproxen increased occult
gastrointestinal blood loss. However, due to the lack of interaction studies with other NSAIDs it is
presently unclear whether there is an increased risk of gastrointestinal bleeding with all NSAIDs.
Consequently, NSAIDs and clopidogrel should be co-administered with caution (see section 4.4).

Other concomitant therapy: a number of other clinical studies have been conducted with clopidogrel
and other concomitant medications to investigate the potential for pharmacodynamic and
pharmacokinetic interactions. No clinically significant pharmacodynamic interactions were observed
when clopidogrel was co-administered with atenolol, nifedipine, or both atenolol and nifedipine.
Furthermore, the pharmacodynamic activity of clopidogrel was not significantly influenced by the co-
administration of phenobarbital, cimetidine, or oestrogen.

The pharmacokinetics of digoxin or theophylline were not modified by the co-administration of
clopidogrel. Antacids did not modify the extent of clopidogrel absorption.

Data from studies with human liver microsomes indicated that the carboxylic acid metabolite of
clopidogrel could inhibit the activity of Cytochrome P45 2C9. This could potentially lead to increased
plasma levels of drugs such as phenytoin and tolbutamide and the NSAIDs, which are metabolised by
Cytochrome P450 2C9. Data from the CAPRIE study indicate that phenytoin and tolbutamide can be

safely co-administered with clopidogrel.

Apart from the specific drug interaction information described above, interaction studies with
clopidogrel and some drugs commonly administered in patients with atherothrombotic disease have
not been performed. However, patients entered into clinical trials with clopidogrel received a variety of
concomitant medications including diuretics, beta blockers, ACEI, calcium antagonists, cholesterol
lowering agents, coronary vasodilators, antidiabetic agents (including insulin), antiepileptic agents,
hormone replacement therapy and GPIIb/IIla antagonists without evidence of clinically significant
adverse interactions.

4.6 Pregnancy and lactation

. Pregnancy

As no clinical data on exposed pregnancies are available, it is preferable not to use clopidogrel during
pregnancy as a precautionary measure.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,
embryonic/foetal development, parturition or postnatal development (see section 5.3).

. Lactation
Studies in rats have shown that clopidogrel and/or its metabolites are excreted in the milk. It is not
known whether this medicinal product is excreted in human milk ).



4.7 Effects on ability to drive and use machines

Clopidogrel has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Clinical studies experience:

Clopidogrel has been evaluated for safety in more than 17,500 patients, including over 9,000 patients
treated for 1 year or more. Clopidogrel 75 mg/day was well tolerated compared to ASA 325 mg/day in
CAPRIE. The overall tolerability of clopidogrel in this study was similar to ASA, regardless of age,
gender and race. The clinically relevant adverse effects observed in the CAPRIE and CURE studies are
discussed below.

Haemorrhagic disorders:

In CAPRIE, in patients treated with either clopidogrel or ASA, the overall incidence of any bleeding
was 9.3%. The incidence of severe cases was 1.4% for clopidogrel and 1.6% for ASA.

In patients that received clopidogrel, gastrointestinal bleeding occurred at a rate of 2.0%, and required
hospitalisation in 0.7%. In patients that received ASA, the corresponding rates were 2.7% and 1.1%,
respectively.

The incidence of other bleedings was higher in patients that received clopidogrel compared to ASA
(7.3% vs. 6.5%). However, the incidence of severe events was similar in both treatment groups
(0.6% vs. 0.4%). The most frequently reported events in both treatment groups were:
purpura/bruising/haematoma, and epistaxis. Other less frequently reported events were haematoma,
haematuria, and eye bleeding (mainly conjunctival).

The incidence of intracranial bleeding was 0.4% in patients that received clopidogrel and 0.5% for
patients that received ASA.

In CURE, the administration of clopidogrel+ASA as compared to placebo+ASA was not associated
with a statistically significant increase in life-threatening bleeds (event rates 2.2% vs. 1.8%) or fatal
bleeds (0.2% vs. 0.2%), but the risk of major, minor and other bleedings was significantly higher with
clopidogrel+ASA: non-life-threatening major bleeds (1.6% clopidogrel+ASA vs. 1.0% placebo+ASA),
primarily gastrointestinal and at puncture sites, and minor bleeds (5.1% clopidogrel+ASA vs. 2.4%
placebo+ASA). The incidence of intracranial bleeding was 0.1% in both groups.

The major bleeding event rate for clopidogrel+ASA was dose-dependent on ASA (<100mg: 2.6%;
100-200mg: 3.5%; >200mg: 4.9%) as was the major bleeding event rate for placebo+ASA
(<100mg: 2.0%; 100-200mg: 2.3%; >200mg: 4.0%).

The risk of bleeding (life-threatening, major, minor, other) decreased during the course of the trial: 0-1
months [clopidogrel: 599/6259 (9.6%); placebo: 413/6303 (6.6%)], 1-3 months [clopidogrel: 276/6123
(4.5%); placebo: 144/6168 (2.3%)], 3-6 months [clopidogrel: 228/6037 (3.8%); placebo: 99/6048
(1.6%)], 6-9 months [clopidogrel: 162/5005 (3.2%); placebo: 74/4972 (1.5%)], 9-12 months
[clopidogrel: 73/3841 (1.9%); placebo: 40/3844 (1.0%)].

There was no excess in major bleeds within 7 days after coronary bypass graft surgery in patients who
stopped therapy more than five days prior to surgery (4.4% clopidogrel+ASA vs. 5.3% placebo+ASA).
In patients who remained on therapy within five days of bypass graft surgery, the event rate was 9.6%
for clopidogrel+ASA, and 6.3% for placebot+ASA.

Haematological disorders:

In CAPRIE, severe neutropenia (<0.45 x 10°/1) was observed in 4 patients (0.04%) that received
clopidogrel and 2 patients (0.02%) that received ASA. Two of the 9599 patients who received
clopidogrel and none of the 9586 patients who received ASA had neutrophil counts of zero. One case
of aplastic anaemia occurred on clopidogrel treatment.




The incidence of severe thrombocytopenia (<80 x 10%/1) was 0.2% on clopidogrel and 0.1% on ASA.

In CURE, the numbers of patients with thrombocytopenia (19 clopidogrel+ASA vs. 24 placebo+ASA)
or neutropenia (3 vs. 3) were similar in both groups.

Other clinically relevant adverse drug reactions_ pooled from CAPRIE and CURE studies with an
incidence > 0.1% as well as all serious and relevant ADR are listed below according to the World
Health Organisation classification. Their frequency is defined using the following conventions:
common (> 1/100, <1/10) ; uncommon (> 1/1,000 , < 1/100); rare (>1/10,000 , <1/1,000).

Central and peripheral nervous system disorders:
- Uncommon: Headache, Dizziness and Paraesthesia
- Rare: Vertigo

Gastrointestinal system disorders
- Common: Dyspepsia, Abdominal pain and Diarrhoea
- Uncommon: Nausea, Gastritis, Flatulence, Constipation, Vomiting, Gastric ulcer and Duodenal ulcer

Platelet, bleeding and clotting disorders
- Uncommon: Bleeding time increased and Platelets decreased

Skin and appendages disorders:
- Uncommon: Rash and Pruritus

White cell and RES disorders ‘
- Uncommon: Leucopenia, Neutrophils decreased and Eosinophilia

Post-marketing experience:

Bleeding is the most common reaction reported in the post-marketing experience and was mostly
reported during the first month of treatment.

Bleeding: some cases were reported with fatal outcome (especially intracranial, gastrointestinal and
retroperitoneal haemorrhage); serious cases of skin bleeding (purpura), musculo-skeletal bleeding
(haemarthrosis, haematoma), eye bleeding (conjunctival, ocular, retinal), epistaxis, respiratory tract
bleeding (haemoptysis, pulmonary haemorrhage), haematuria and haemorrhage of operative wound
have been reported; cases of serious haemorrhage have been reported in patients taking clopidogrel
concomitantly with acetylsalicylic acid or clopidogrel with acetylsalicylic acid and heparin (see
section 4.4 Special warnings and special precautions for use).

In addition to clinical studies experience, the following adverse reactions have been spontaneously
reported. Within each system organ class (MedDRA classification), they are ranked under heading of
frequency. "Very rare" corresponds to <1/10,000.

Blood and lymphatic system disorders:
- Very rare: Thrombotic Thrombocytopenic Purpura (TTP) (1/200,000 exposed patients) (see 4.4
Special warnings and special precautions for use), severe Thrombocytopenia (platelet count <30
x10%/1), Granulocytopenia, Agranulocytosis, Anaemia and Aplastic Anaemia/Pancytopenia.

Immune system disorders:
- Very rare: Anaphylactoid reactions

Psychiatric disorders:
- Very rare: Confusion, Hallucinations



Nervous system disorders:
- Very rare: Taste disturbances

Vascular disorders:
- Very rare: Vasculitis, Hypotension

Respiratory, thoracic and mediastinal disorders:
- Very rare: Bronchospasm

Gastrointestinal disorders:
- Very rare: Colitis (including ulcerative or lymphocytic colitis), Pancreatitis

Hepato-biliary disorders
- Very rare: Hepatitis

Skin and subcutaneous tissue disorders:
- Very rare: Angioedema, Bullous dermatitis (erythema multiforme...), rash erythematous,
urticaria, eczema and lichen planus

Musculoskeletal, connective tissue and bone disorders:
- Very rare: Arthralgia, Arthritis

Renal and urinary disorders:
- Very rare: Glomerulonephritis,

General disorders and administration site conditions
- Very rare: Fever

Investigations:
- Very rare: Abnormal liver function test, Blood creatinine increase

4.9 Overdose

One case of deliberate overdose with clopidogrel has been reported. A 34-year-old woman took a
single 1,050 mg dose of clopidogrel (equivalent to 14 standard 75 mg tablets). There were no
associated undesirable effects. No special therapy was instituted and she recovered without sequelae.
No adverse events were reported after single oral administration of 600 mg (equivalent to 8 standard
75 mg tablets) of clopidogrel to healthy subjects. The bleeding time was prolonged by a factor of 1.7
which is similar to that typically observed with the therapeutic dose of 75 mg per day.

No antidote to the pharmacological activity of clopidogrel has been found. If prompt correction of
prolonged bleeding time is required, platelet transfusion may reverse the effects of clopidogrel.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutical group: platelet aggregation inhibitors excl. Heparin, ATC Code: BO1AC/04.

Clopidogrel selectively inhibits the binding of adenosine diphosphate (ADP) to its platelet receptor,
and the subsequent ADP-mediated activation of the GPIIb/IIla complex, thereby inhibiting platelet
aggregation. Biotransformation of clopidogrel is necessary to produce inhibition of platelet
aggregation. Clopidogrel also inhibits platelet aggregation induced by other agonists by blocking the
amplification of platelet activation by released ADP. Clopidogrel acts by irreversibly modifying the
platelet ADP receptor. Consequently, platelets exposed to clopidogrel are affected for the remainder of
their lifespan and recovery of normal platelet function occurs at a rate consistent with platelet turnover.
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Repeated doses of 75 mg per day produced substantial inhibition of ADP-induced platelet aggregation
from the first day; this increased progressively and reached steady state between Day 3 and Day 7. At
steady state, the average inhibition level observed with a dose of 75 mg per day was between 40% and
60%. Platelet aggregation and bleeding time gradually returned to baseline values, generally within 5
days after treatment was discontinued.

The safety and efficacy of clopidogrel in preventing vascular ischaemic events have been evaluated in
two double-blind studies: the CAPRIE study, a comparison of clopidogrel to ASA, and the CURE
study, a comparison of clopidogrel in combination with ASA, to placebo with ASA.

The CAPRIE study included 19,185 patients with atherothrombosis as manifested by recent
myocardial infarction (<35 days), recent ischaemic stroke (between 7 days and 6 months) or
established peripheral arterial disease (PAD). Patients were randomised to clopidogrel 75 mg/day or
ASA 325 mg/day, and were followed for 1 to 3 years. In the myocardial infarction subgroup, most of
the patients received ASA for the first few days following the acute myocardial infarction.

Clopidogrel significantly reduced the incidence of new ischaemic events (combined end point of
myocardial infarction, ischaemic stroke and vascular death) when compared to ASA. In the intention
to treat analysis, 939 events were observed in the clopidogrel group and 1,020 events with ASA
(relative risk reduction (RRR) 8.7%, [95% CI: 0.2 to 16.4]; p = 0.045), which corresponds, for every
1000 patients treated for 2 years, to 10 [CI: 0 to 20] additional patients being prevented from
experiencing a new ischaemic event. Analysis of total mortality as a secondary endpoint did not show
any significant difference between clopidogrel (5.8%) and ASA (6.0%).

In a subgroup analysis by qualifying condition (myocardial infarction, ischaemic stroke, and PAD) the
benefit appeared to be strongest (achieving statistical significance at p = 0.003) in patients enrolled

due to PAD (especially those who also had a history of myocardial infarction) (RRR =23.7%;

CI: 8.9 to 36.2) and weaker (not significantly different from ASA) in stroke patients (RRR =7.3%; CL:
-5.7 to 18.7). In patients who were enrolled in the trial on the sole basis of a recent myocardial
infarction, clopidogrel was numerically inferior, but not statistically different from ASA

(RRR = -4.0%; CI: -22.5 to 11.7). In addition, a subgroup analysis by age suggested that the benefit of
clopidogrel in patients over 75 years was less than that observed in patients <75 years.

Since the CAPRIE trial was not powered to evaluate efficacy of individual subgroups, it is not clear
whether the differences in relative risk reduction across qualifying conditions are real, or a result of
chance.

The CURE study included 12,562 patients with non-ST segment elevation acute coronary syndrome
(unstable angina or non-Q-wave myocardial infarction), and presenting within 24 hours of onset of the
most recent episode of chest pain or symptoms consistent with ischaemia. Patients were required to
have either ECG changes compatible with new ischaemia or elevated cardiac enzymes or troponin I or
T to at least twice the upper limit of normal. Patients were randomised to clopidogrel (300 mg loading
dose followed by 75 mg/day, N=6,259) or placebo (N=6,303), both given in combination with ASA
(75-325 mg once daily) and other standard therapies. Patients were treated for up to one year. In CURE,
823 (6.6%) patients received concomitant GPIIb/Illa receptor antagonist therapy. Heparins were
administered in more than 90% of the patients and the relative rate of bleeding between clopidogrel

and placebo was not significantly affected by the concomitant heparin therapy.

The number of patients experiencing the primary endpoint [cardiovascular (CV) death, myocardial
infarction (MI), or stroke] was 582 (9.3%) in the clopidogrel-treated group and 719 (11.4%) in the
placebo-treated group, a 20% relative risk reduction (95% CI of 10%-28%; p=0.00009) for the
clopidogrel-treated group (17% relative risk reduction when patients were treated conservatively, 29%
when they underwent PTCA with or without stent and 10% when they underwent CABG). New
cardiovascular events (primary endpoint) were prevented, with relative risk reductions of 22% (CI: 8.6,
33.4),32% (CI: 12.8, 46.4), 4% (CI: -26.9, 26.7), 6% (CI: -33.5, 34.3) and 14% (CI: -31.6, 44.2),
during the 0-1, 1-3, 3-6, 6-9 and 9-12 month study intervals, respectively. Thus, beyond 3 months of
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treatment, the benefit observed in the clopidogrel + ASA group was not further increased, whereas the
risk of haemorrhage persisted (see section 4.4 Warnings and precautions).

The use of clopidogrel in CURE was associated with a decrease in the need of thrombolytic therapy
(RRR = 43.3%; CI: 24.3%, 57.5%) and GPIIb/IIla inhibitors (RRR = 18.2%; CI: 6.5%, 28.3%).

The number of patients experiencing the co-primary endpoint (CV death, MI, stroke or refractory
ischaemia) was 1035 (16.5%) in the clopidogrel-treated group and 1187 (18.8%) in the placebo-treated
group, a 14% relative risk reduction (95% CI of 6%-21%, p=0.0005) for the clopidogrel-treated group.
This benefit was mostly driven by the statistically significant reduction in the incidence of MI [287
(4.6%) in the clopidogrel treated group and 363 (5.8%) in the placebo treated group]. There was no
observed effect on the rate of rehospitalisation for unstable angina.

The results obtained populations with different characteristics (e.g. unstable angina or non-Q-wave MI,
low to high risk levels, diabetes, need for revascularisation, age, gender, etc.) were consistent with the
results of the primary analysis. The benefits observed with clopidogrel were independent of other acute
and long-term cardiovascular therapies (such as heparin/LMWH, GPIIb/IIla antagonists, lipid lowering
drugs, beta blockers, and ACE-inhibitors). The efficacy of clopidogrel was observed independently of
the dose of ASA (75-325 mg once daily).

5.2 Pharmacokinetic properties

After repeated oral doses of 75 mg per day, clopidogrel is rapidly absorbed. However, plasma
concentrations of the parent compound are very low and below the quantification limit (0.00025 mg/1)
beyond 2 hours. Absorption is at least 50%, based on urinary excretion of clopidogrel metabolites.

Clopidogrel is extensively metabolised by the liver and the main metabolite, which is inactive, is the
carboxylic acid derivative, which represents about 85% of the circulating compound in plasma. Peak
plasma levels of this metabolite (approx. 3mg/! after repeated 75 mg oral doses) occurred
approximately 1 hour after dosing.

Clopidogrel is a prodrug. The active metabolite, a thiol derivative, is formed by oxidation of
clopidogrel to 2-oxo-clopidogrel and subsequent hydrolysis. The oxidative step is regulated primarily
by Cytochrome P,s, isoenzymes 2B6 and 3A4 and to a lesser extent by 1A1, 1A2 and 2C19. The
active thiol metabolite, which has been isolated in vitro, binds rapidly and irreversibly to platelet
receptors, thus inhibiting platelet aggregation. This metabolite has not been detected in plasma.

The kinetics of the main circulating metabolite were linear (plasma concentrations increased in
proportion to dose) in the dose range of 50 to 150 mg of clopidogrel.

Clopidogrel and the main circulating metabolite bind reversibly ir vitro to human plasma proteins
(98% and 94% respectively). The binding is non-saturable in vitro over a wide concentration range.

Following an oral dose of '“C-labelled clopidogrel in man, approximately 50% was excreted in the
urine and approximately 46% in the faeces in the 120-hour interval after dosing. The elimination half-
life of the main circulating metabolite was 8 hours after single and repeated administration.

After repeated doses of 75 mg clopidogrel per day, plasma levels of the main circulating metabolite
were lower in subjects with severe renal disease (creatinine clearance from 5 to 15 ml/min) compared
to subjects with moderate renal disease (creatinine clearance from 30 to 60 ml/min) and to levels
observed in other studies with healthy subjects. Although inhibition of ADP-induced platelet
aggregation was lower (25%) than that observed in healthy subjects, the prolongation of bleeding was
similar to that seen in healthy subjects receiving 75 mg of clopidogrel per day. In addition, clinical
tolerance was good in all patients.

The pharmacokinetics and pharmacodynamics of clopidogrel were assessed in a single and multiple
dose study in both healthy subjects and those with cirrhosis (Child-Pugh class A or B). Daily dosing
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for 10 days with clopidogrel 75 mg/day was safe and well tolerated. Clopidogrel Cypax for both single

dose and steady state for cirrhotics was many fold higher than in normal subjects. However, plasma
levels of the main circulating metabolite together with the effect of clopidogrel on ADP-induced
platelet aggregation and bleeding time were comparable between these groups.

5.3 Preclinical safety data

During preclinical studies in rat and baboon, the most frequently observed effects were liver changes.
These occurred at doses representing at least 25 times the exposure seen in humans receiving the
clinical dose of 75 mg/day and were a consequence of an effect on hepatic metabolising enzymes. No
effect on hepatic metabolising enzymes was observed in humans receiving clopidogrel at the
therapeutic dose.

At very high doses, a poor gastric tolerability (gastritis, gastric erosions and/or vomiting) of
clopidogrel was also reported in rat and baboon.

There was no evidence of carcinogenic effect when clopidogrel was administered for 78 weeks to mice
and 104 weeks to rats when given at doses up to 77 mg/kg per day (representing at least 25 times the
exposure seen in humans receiving the clinical dose of 75 mg/day).

Clopidogrel has been tested in a range of in vitro and in vivo genotoxicity studies, and showed no
genotoxic activity.

Clopidogrel was found to have no effect on the fertility of male and female rats and was not
teratogenic in either rats or rabbits. When given to lactating rats, clopidogrel caused a slight delay in
the development of the offspring. Specific pharmacokinetic studies performed with radiolabelled
clopidogrel have shown that the parent compound or its metabolites are excreted in the milk.
Consequently, a direct effect (slight toxicity), or an indirect effect (low palatability) cannot be
excluded.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Mannitol (E421)

Macrogol 6000

Microcrystalline cellulose
Hydrogenated castor oil

Low substituted hydroxypropylcellulose

Coating;:

Hypromellose (E464)
Lactose

Triacetin (E1518)
Titanium dioxide (E171)
Red iron oxide (E172)
Carnauba wax

6.2 Incompatibilities
Not applicable
6.3  Shelf-life

3 years
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6.4 Special precautions for storage

No special precautions for storage.
Store in the original package.

6.5 Nature and content of container

28, 50, 84 and 100 film-coated tablets packed in PVC/PVDC/Aluminium blisters or in all aluminium
blisters in cardboard cartons.

Not all pack sizes may be marketed.

6.6 Instruction for use and handling, and disposal (if appropriate)

No special requirements

7. MARKETING AUTHORISATION HOLDER

Sanofi Pharma Bristol-Myers Squibb SNC
174 Avenue de France
F-75013 Paris - France

8. MARKETING AUTHORISATION NUMBERS

EU/1/98/069/001a - Cartons of 28 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/001b - Cartons of 28 film-coated tablets in all aluminium blisters
EU/1/98/069/002a - Cartons of 50 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/002b - Cartons of 50 film-coated tablets in all aluminium blisters
EU/1/98/069/003a - Cartons of 84 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/003b - Cartons of 84 film-coated tablets in all aluminium blisters
EU/1/98/069/004a - Cartons of 100 film-coated tablets in PV C/PVDC/Alu blisters
EU/1/98/069/004b - Cartons of 100 film-coated tablets in all aluminium blisters

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

15 July 1998

10. DATE OF REVISION OF THE TEXT

October 2003
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ANNEX I
B



1. EERKODEWH
Plavix 75mg 7 4 Vv A3 —F 4 VT §E

2. - R

WB/ m R L 97875mg (Z/ m b K7 LAHEL LT 75mg),
JRIEANZ DWW T, 6.1 2RO &,

3. FlE

TANDBaT—F 4T EE
Plavix 75mg 7 4 /L b a—F 4 Z8EiL, VU OmMEAR T, FEIC<<7s>>, B
WZ<<1171>> L ZIHIL Th 5,

4. ERERM9%HE
4.1 ek - R

UTOEFIZE 57 TO—LMMieEA4 R LOF
DIFEEE BE#KB»S 35 BURN) ., BhERLEEE (BEEZ 7 B1D 6
# BLUN)., TR EBRERDORE
JE ST L RAIBMTEEGER (REEWRMEE I3 Q IR LGHEE) BEIZRITHT
AU > (ASA) & DHEH

EMBRIL. B a5l 2BRBOZ L,

4.2 Rik-HBg
BAB L UEERSE
Ju b N7 75mg% 1 B 1EL BETELRBRRICRETZ L,

JE ST ERAGHREEN (REERET Z1I9E Q IR LHIFEE) BEFILIE, /ue R
JLNA300mg 20 —F 7 F—X¢& LTHIRIERE#REL, DWT, 7Smg% 1 B 1[H
(ASA 75~325mg/H & ftF) MR E5 45, ASABHETOHMY A7 LRABED L
N7z, ASA X 100mg ZBX VI EREE LV, Bk 5 HIMIZERIC I3RS

nTWiew, BERRBRT —Z Tit, 12 » BETOEABEMT O TS, . &
KEBIX3 » ACBEINTE (B2 a5l 28R,

INRE
18 U T DOBREICHTHEEMER LA MEIIHEL S TV,

43 %#EB

A E T AR ORRIANC 2T 5 BB O B
BRSO &S

LRI & 7o BRI 7 & ORI 72 TE By o F
BIFORA (€7 a2 46 2BH)

4.4 RBAGBESLIVERLOIE

Hif ) 27 B LIOLBRFHEWER OB ENWA S 5720, REHMP. Hmzr~ed 5
RERPHB L 725813, ELICOREOREL L CHEOD2REEZRIMTDHIL (7



alv 48 2BR), 7ot FI L, tobifMREE E Rk, ME. FIF. £OM
OFBICL Y HHILEKY 27 DHBHBE. BEIT ASA, AT a A FRAKIERE, ~
Y >, GPIIb/Ila FRER, FidmeEfREEFOBE T EEIERTLZ L,
By SoHMBES. FICREERE 1 B, FHRERRENLFE/FRICBEIRT
BAIT. BEEGEMTAZE, ZrE R L ULT 7 ) ORI, Hin %8
BMEERBFNRHHOTEE LR (7345 %258),

FWEITY TET., MULIMRIERZ BLEE LRWEFIZH LT, FF7 BENcZ e
RV ERRIETAZ S, 70 R UVAVHOEMZERTA DT, SHOLRE &
LB B L TIRN) 245 BEICIMEERICERTHZ &,

yuat RZUARRAY (BME7iT ASA & OFFA) ., IEMERNEE LY HEII< D
LWz &, F-, BEHM (DA E IR S TERECHRETS LS. B
FICELTEL T L, BEIT. T PFERNB L O EA 24 ARRtAT B aTic, BIE,
s RSV LVERARCTHAZ L%, EMBLUEHREIEZXSZ L,

D THIZ, 7 Bt R U2 EHHRARIC M m MR SRR (TTP) 238
HEENTWD, RRBIL, HRZFVFTR, BH#EET TR L 45 /B &
OV NS FE MR MR R M A 451 & 3%, TTP ISRt L Clid, m#Ess#ils L s - 4B
FEHLITHOVLERD D,

ST FABAMLHEERFIIRBITS 7 o KT VIVREDT — 2130wz, Ui
FZEERMER 1~2 BURICIEBRERB LRV &,

AN OEMENNEEE (BE7 BN L TL, T—F08b720niz), /et
FZUABEITEE LIV,

BHEEEREICBITAZ 0t R LILOIBERRIIV D, LT, ZTh 6D
FIZZ, AR EZEEICERTLZ &,

H i EE O FTEEMED 3 A PEEFRBEE T A ERRRIIDR D, LEBR-T, Z
NODOBEFIZXHLTIE, /et RAVAZERIRS T2 L,

45 fOEMEDREERSLUZOROBEEER

DILZFPYY:Z7ub k7L o7y U o tofffAi 2k SE2820H0
HHHEFE LW (B a 44 288),

GPl1b/111a FAEEE : 4ME. FiHF. TOMOIFRREIZLA2HMY A7 0 H B HEEIC
GPIIb/llla FEREEZ AT HEE. ZJub R VA ZEEERT ZE (B2 v a v
4.4 ),

FEFILHYFILEE (ASA) : Z7ut’ R LD ADP (2 & A /IMRIEEERICR LT,
ASA IZEEBEZRITERDoT=N, 7t K7 ULE, ASA O T —7 I X 51k
BPEMHEAHM L, Lo L, ASAS00mg, 1 B2[\I% | HREALEZEZA, /vl
RV L AHIMEBROBFEREREIIRO bhiehol, 7ub R LAV ETEF L
FUFARE OESZHEEEROTRESENH Y HLY R BEET2R8ENLEH 5,
LMo T, MAOHAITERIZIT 2L (Brvar 44 288), LL, 78t
N7 VA+ASA ERIZOWT, &R | FHOBEDNSH S (B7 v a v 5.1 88),



AN Y ERAEZRERE LEEERRRIZBWNT, 7o R LAGRIZE B~
VORBRASIIRE ThoTz, 7. ~N VOFEBEER~OEEIIRD b o
Tro ~2XY UHFRICT, 70 RV X AI/IMREEREER~OEEIIFE DO LN
Rholz, 7RI EANRY VL OENEREEERORREERSH Y, HiL ) R
I RERTAIRBENED D, Lo T, MEOHRAIERICIT>IZE (B7va v
44 #BH),

MiEARMIE . OHEERETLRVEAREFICBNT, 70t RIS L +t-PA+~Y U HEH
DEEEZBIT LT, BRMICEZEZREMRIT, t-PA+~Y V+ASA RO &
BERIRTH -T2, 7t RTLA+ZOMOMREMEN A ORI I TV
WS, BEIIERSTARZLE (v7 v a v 44B8),

EXTRA FHEHLEMIE (NSAIDs) : BERAEZNGE LERRARICBWT, 7
RSt axktr LoFAICTOEEERLAE K Lz, LA L, ild NSAIDs
LOMEERRRABE SN TWARWNWED, BIED L Z A, £TO NSAIDs IZBWTHE
BB Y 27 EENRED ENEDENEBHLNTRY, L5 T, NSAIDs+7 2 ' K
FTUNLRITEEIRT > (B7 v a v 44 B8),

FOMOBRAREE : LRRUSMNCL, Z7u e R VL e thoER L OFRBEE KR LEZ
BEERHREBENZHITON, BAZENE L OEYEEHHEAERPRN SN TS, Z7rE
KV ETT ) a—)b, =27V FRZ I/ RIS VA+T T/ a—N+=T7
PEUHRAICT, BRMICEERENZEOMAERIBEINR o7, DI, 7=
IR — )L VAFIr A hu Al OfFBIZTYZ o KT LLVOEERE
HIZBEBREEITRD N7,

VAR UBIOT AT 4 ) VEPEIREIZOWT, 7 ua b R VAGRIC L 2T
Do oTr, BIBEFICL D7 o R LIVIRINRIZEEITIZRD Do lz,

tE ARy —2BHWERRTIR, 7t K7 ULOINVE BRI S, F 7
0 — A Pysp2CO TEMZPAET A ERRO LN, 7 == A >, bV T # I K NSAIDs
REDEMIT, F I u—AbPis2C Il TRE#ENZ 2D, ZOEH (Frbv 7L
KRBT L DF b7 10— b Pys2CO TEHFRE) 13X, ZhooEHOMFEPREL LHS
HABFNRHS, CAPRIERBRTIX, V= VBIOIMTHZIFE, b’
TULNEDOHRIZT, BEHICHER R EBRROLN TN A,

ERUE=EHOREERBRUNA TR, 7T v — 2 MRMREBEICHEASINIED &,
sur F7Le oREERARRIZITHOH TWARYL, LML, 7 et RTLERRRER
ZEML-BEITIE, FIRE, BEKER, ACEFAER, #L v UK, oL AT
—VE T, BERIGERE, BRFAREREE (1R U2ET). PUEHE, St
VHFERREE. GPIb/IMa FHEHIRZ E Oy ARSI RS SN2, BRIICER T
XHELBEEREIRD N7,

4.6 RS S UVEE

- WER

RPORBICETHHEERT — 3G TV RV  HRPRZEZHALTI/e Y
FIVNLVEER LRI EBREE LYY,

BERTIL, IR, RIERE. O, £EREFTCOVT, EENIIIHBNLESE



FERIIRED LR TWARY (B a v 53 288),

RE
Ty MIBWT, Z7ua b RIULABIOCFOREIIA T RICHR SN B Z L NED L
T3, 7o R7LNE MEILEICHEE SN D DENIS - T,

4.7 BEEBIREES JUBHBERERICRITITES
7t R LVE, BENEIEEER L UMSRERIEREIZIXIZE A EBE L RIT & 20,

4.8 FFELIGLHER
B PREAER -

17500 BILL i3 T (9000 FILL ARG 1 FELLETH D), Z7a b I Larm
ZEMPRITIN TS, CAPRIEREBRTIX, 7ot FZ LV 75mg/H % ASA 325mg/
HEDHBIZBWT, DEMBRIFLBOOLNTZ, AREETIX. 70 N/ LADOERT
BAEME, Efp, MR, AFRICERZ2< ASA LIFIER% ThH o7z, CAPRIE RERE &
CURE RR CHEINZBERNICEELRAESERIILUTOBEY Th 5,

HmfEE :

CAPRIE REATIE. 7t R UL E 7203 ASA REBEIZBIT2L£EOHMOIEHRR
1X93% Tholm, HEEFIL., /JubE RI LI T14%,. ASA T1.6%ThH-o7z,
BEHME X OHMmIZ X A5 ABRIZ. 7 2 B K7 L LVEETH 2.0%.0.7%. ASA B CT%2.7%.
1.1%Th o7z,

FOMOBMOFKIRRIT, ASA BICH 7o R UVABTEN T (73% vs 6.5%)
Ll BEEA NV FOREBARITEREFITIFE L o7 (0.6%vs 0.4%), MG
BIFAERA RV M, SREAE/ME, BSLOREMTH-7, DWT, mAE, mpR.
ARt (EIZHEBE) Thot,

FEENHMIZ. 7u b P LLEE04%. ASAEE0.5% CTh o7,

CURE RERTid, 7R E RZLIL+ASA & 7T BR+ASA 2B LIZEZ 5, BMl
Hif (2 FEBLER22% vs. 1.8%) F 72X EFEHHM (0.2% vs. 0.2%) (Z2WT, 7
OB R UILHASA ICHB R ERIIRO SN0 o723, K, /M, oMol
MY A7, 78t RTLL+ASA THEICED -7 : EBEMOKHM (/e FF L
JL+ASA 1.6% vs. 75 AR+ASA 1.0%) ., EIZEE. BLUOZRHEMOEM. 8L UV
M (7 e R ULA+ASAS.1% vs. 7T EAR+ASA 2.4%), BEEANHMIZ. WL b 0.1%
Thoim,

7 at RTUA+ASA DRI A~ FEEE (<100mg : 2.6% ; 100~200mg : 3.5% ;
>200mg : 4.9%) X, 7T EHR+ASA ORMMA N FFEBEE (<100mg : 2.0% ; 100~
200mg : 2.3% ; >200mg : 4.0%) & FIEEIZ ASA ICEE L CHEKREM TH -T2,

MY 227 (B&d), KEm, /i, Zof) 3, REBERBEHITETLE  0~1
A [Z7abt KT LV :599/6259 (9.6%) ; 77 7R : 413/6303 (6.6%)]1, 1~3 » H [7
T RZ UL 276/6123 (4.5%) ; 7T &R : 144/6168 23%)]. 3~6 » A [Z7ubE R
J L)L 122816037 (3.8%) ; TR 1 99/6048 (1.6%)], 6~9 » A [Zut FI L) :
162/5005 (3.2%) ; 7”7 &R : 74/4972 (1.5%)], 9~12 » B [Zu b K7 L)L : 73/3841
(19%) ; &R : 40/3844 (1.0%) ],



TEBIAR S A S 2SR 5 B LA ERNZIER 2 1k L= B i, itk 7 BLANOXREm O k=
Ao ool (/7 at KT LIL+ASA4.4% vs. 7T EHR+ASA 5.3%), 7 A /XA
AT S BUUNE TRk L W2 BETIE, A XV b (RiMm) HHRFE, 7ut
K7 L L+ASA9.6%., 75 ER+ASA6.3% Th o7z,

miEFHESE :

CAPRIE KRB Tii., BEEFPIRBAE (<045X10°/L) 28, 70 FIUVAEREBRETA
il (0.04%). ASA HEBRET 2 #] (0.02%) [ZBEEINh, 7ot R VAR ERE
9599 5|51 2 5], ASA #5-HBE 9586 il 0 fI T, FHERIEEr bRoTe, /Y NI L
NFEEF 1 FICEEARBHEMAHER L,

EIEM/IMRRANE (<80x10°/L) REBRIT, 7ot KLV LREEE T 0.2%, ASAKE
BET01%ThHoT,

CURE B TiZ. M/ MRBDE (Za bt RZLIL+ASA 19 5, 775 ER+ASA24 ) B
FOGFRERBAE G H vs.34)) 3. MEIZIERKTH- T,

CAPRIE #83B LN CURE B % F & O Z OMOBERMICEE2EIER (ADR) T,
FIER>0.1%., WNTETOEFENDEE ADR %, WHO OSFRIZIEVELTIZEEHE L
77 BIERSEEIZUTORAZEZAWVWTER LR - LIZLIE (common) (>1/100,<1/10) ;
LB £ IS (uncommon)  (>1/1000, <1/100) ; FiLiZ (rare)  (>1/10000, <1/1000),

iR - RKIEHRREE -
— BTN ER. OFV, ERRE
— Fhiz: &

BHEEE
— LiELiE: HERBR. BB, TH
— HEHEC B, B4 BB, @ EY. BEE. T 2EBEE

/R - H IR
—  HhEWENC . KRR OER, /MR

B - BRI E
— HBHENC  BBBIUESE

Bk - RES fEE :
— HEENIC . BMERBAE. FHEREU . FEEEREINE
AR S #RER

HIRERER TIZ. BIfER & L THOAR L E L, FICHRE5HHE% 1 » ALRIKERE SN
776

HIM . —EROREF] TERIEEMEIF N RE Sz EICEEEN M, BB, SRR M) ;
REHIMm (3B, ek (BEfmiE, fmhE) ., IRHf GEE. BBk, M@K . &b
Mo, FERERHIM (i, FEHM) . fRP L OFHFAIEMmIC L 5 EEFASBEINLTY
5,70 R UA+TFAY Y FARBRESE. £33 70 R LA+T78F LY
Y FAEBE+~RY UHERBEICRBWC, EEHMLASRREZINTVD (B a 44,



Rl EER I UERALOEREZZR),

FERREARER O, CITOEWERPBERBEINL TS, BERISEA (MedDRA 577
) T, IO OEWERSE (RHL) k. “BHTENIC (veryrare) "IZ¥725,”
D TEIITIE. <1/10000 ([24B% 9 5,

MES LY VNRESE :

— B TENIC : mRMI/RBD LSRR (TTP) (1 FI/ZFESE 200000 #) (&
7 gy as BHIREER IR EOERESSR) | EEM/MREE (I/MrER<30
X 10%/L) . EERIERBUDE. SERERE, Af. BAETR BEE /LR E,

RERES
— BOTENZ : TFH7 4 FF 7 — KRG,

FMESE :
— BHTEIUT : g8EL. LI,

fRREE
— BOTENRI : KEEE,

mEFE :
— B TENIZ . TR, KLE,

FRIRER. MBS &L UHERRRES -
~ WO TENRI : KEKE,

BEEE
— B TENC : KBk (BEEIIRY VBRERBREET) . B,

FEEREE :
— WO TENT : FFL,

BRME LUK THEMES
— BHTEIC: MERE, KEERER FEEE) . LBERZ, Eks. 82,
R 5,

mEER. BEoER. BEE:
— WO TENIC : BEIRE. BfiR,

BE & URBEE :
— WO TENIC  REREFR,

LEMEEL L VRERAHRE
- @&)Tiﬂbl N %é%o

ERERIAE
— BOTENR  FRERERE, 07 LT F= kA



49 BERE

WEICLB 70 P LLVEERE | FINHREINTWS, 34 Rkt 7o F7 L
JL 1050mg % 1 ENCARMA (—f%$E 75mg 8 14 S812MY) . BIERIERRO bivieh o7,
BB TR oo, BBEZHED Z L A2<EE L, BERAZBITS70l
RZ UL 600mg BEFR OB E (—HREE 75mg 6 8 SEICHRY) ICCHEFEFRIIBESN
hotc, HmMEEMIT 1.7 FER L, BEE 75Smg/ B T—RIVICBE IR E
FiRTH-oT,

Zar R ULOEBERICHT AMEFIRR I TV, HLEROER Z#ES
MZRETALENRHDESIT, IVMRERIZ LY 7 K7 VLDIEREFMTE S
2 Lz,

5. EEER
5.1 EhEMER
EEhEE - U/ MREE (~R) U EERL) . ATC =— F : BOIAC/04,

suav RILAE, 75/ =Y VB (ADP) &Ifi/MR (ADP) &KL OREE L&
RECHE L, #EEMIC ADP 2 X 5 GPIIY/Ia BEEOERILEEET 5720, M/,
WERE LT 5, 7 1 7 UV ERNTRETE = CivIMRESEIMBIER 2R~
T, Za bt RZUAE, ADP LS OEEWE ORI X v i & 47z ADP I & 51
IMEDOTEMELERE 7 o v 7352 212k Y, ADP SN OERWEIZ X 5 /MRS
LT A, Z7a b RZULLE, /MR ADP S8/EZ REHRICEMT 52 LITXY
ER* RT3, 20D, 7ubt R LLOERIIIVIMEOEMORBEFR L. EFELM
/RESREEITE £ T O BRI M/ MRACH RIS EE I E L,

75mg/ B KEHREIZ T, ®|EFH» D ADP I X 5 fu/MREESE O KIEZ2HIHI 235580 61
72 ZOMEERITERERL, B3 H~F 7 BICEEREBIZEE L, TSmg/B&RE
B OEFIREIZEIT A2 EHEIRIT. 40%~60%Th o7, M/NEENFR L Ui
R OEE T —MRIc, B|EDIEE 5 BURNIZ, BikS—2F A AEICEE LT,

o RV ALOBMENLEA X NPT 2R X OEMER, 2 o0&
SHRE (CAPRIERER : 7o b R L)L ASA LDOHE, CURERER: 7ubt' N7
LIL+ASA & 75 ER+ASA & DEE) ICBWTHRFEILTWS,

CAPRIE REATi. LFFEER (<35 H) FroiBmiEMnEEES (78~6 » ).
T REBIRES (PAD) O7 Fu—AMBREEZ D BE 19185 il xtg L Lz, &
FEREEBIZI ORI LIV T5my BEE, F7213 ASA325mg/ HEEIZEI Y £H1F, 1~3 &
BER LT, DFEEREORET, BEOHEEE 1~2 HHE. ASA ZREShi,

7ut RZVIZT, BIHEARV b (BETY FRA b LU ZE+E o P %
BE+MEFE]) FHBERIT. ASA [CHNFBEIET L7z, Intention-to-treat Z3#7 DFE
B IOt RIUVNLETA N b 939, ASA BT 1020 A BE I (FExtY X7
IETF [RRR] 8.7%, [95%CI : 0.2, 16.4] ; P=0.045), ZiuiL. 2 EMOIAE THRE 1000
FdH7= 0 10 4 [CLO,20] OFHEMMEA X "R FHINDEHEICRD, BIRFMEE
Hé LU TRECREPMITLIEER, 70 R UVEE (58%) & ASAEE (6.0%) & D
BIZIIEEEETR O 2o T,



SpEE (LMFEE, BftEa <> b, PAD) BIOH 7 7/ —7fEHNT Tid, PAD BE T
BRAENE b E L BIOLHREERTEOD 5 BFE) (P=0.003) (RRR=23.7%;CI:8.9,36.2)
MR BE CIEMN -7 (ASA L DORIICEEZEL) (RRR=7.3% ; Cl: -5.7,18.7), &L
KIE LT DPEERE (REBDATREINTBEE) Tk, Z7ub K7 LA ASA
IZHARBEFEIZITIE > TR, HEHNAEZITIRD 629> 7 (RRR=-4.0% ; CI :
225,11.7) &SI, E#HHIY 7 7 —THEHT TIX, 75 BUTEEIC KA~ 76 BUA LB T,
7at RTVIVOFREMNMENT ERREBENT,

CAPRIE BRiZ. &4 OV 7T I N—TDHMEEZFMT DITIIRESNIDBARR L TW e
D, MHBEBBTOMEN Y RAZIETOBROBEERON, HDEWIBATH -0
B & TR,

CURE B T3, ELAOME X /I3EML 2 R~E 3 2ERORIER 24 RefELAPIZ kBT L
7-3E ST L BRI AMREER (REESEEI3IE Q W.OHEE) B 12562 Hlaxt
B Uiz, BREUET, FIROBMER & —BT 2 0BRFT R EZITER ERE 2 f£LA
Lo LmkpEERE, EiteR = 1 TOERE L, BEZEELAIZ/ oY NS
VAR (m—F 47 F—X 300mg. DWW T 75mg/H. N=6259), /X377 vAE

(N=6303) 12BNV fF+i)7-, E7-. MEEZIX ASA (75~325mg. 1 B 1 [B]) 3L TE DA
OERERERZ R Lz, RSYMIERER | £#ThH o7, CURE RERTIL. 823 ] (6.6%)
IZ GPIIb/Illa ZAEERENRKRE SN, ~3) 13 90% L EOBEIZRE I N5,
s RV ETTER EDROMEIOHIEREIZ OWT, ~NY URIEFRICE D
BEREEIRDONRN-TZ,

FEFEEE LOME (CV) FB+OFHEE MD HHEF] BEIX, 7o ML
582 5 (9.3%). 7T REETI94] (114%) T, B Y RZ7iE7 v N7 LIVEET 20%
ET L7z (95%CI, 10%, 28% ; P=0.00009) (FRIFHEIEBZE TR Y X Z7IKT 17%., PTCA

(A7 v VEERDT) Hi{THRE T 29%,. CABG MifTHRE T 10%), REREIRH 0~1 »
B.1~3%A8.3~6%A. 6~9 %A, BEU9I~12 » BIZBITHHHRLMEA S -

(ZEFEER) IX TS, (HFRBHMO) fixt U 2 7&K TFiX, £hEh 22% (CI:8.6,
33.4). 32% (CI: 12.8,46.4) . 4% (CI: -26.9,26.7). 6% (CI: -33.5,34.3), BLV 14%

(C1:-31.6,442) Thotz, Lo T, E3I AU nE FJLIL+ASA DFH
POERDILRIZRBO bieho7oh, Bl 273K E LTiWe (B7va v
44, BEBIUVER EOEEEZZR),

CURE RERTII. 7 v’ R LT, MREAERE (RRR=43.3%;Cl:24.3%, 57.5%)
& O GPIIb/Ila FEZEZE (RRR=18.2% ; CL:6.5%, 28.3%) DOfERANELD L1z,

BIREMEERE (CV ZE. ML, MZEdh, BEEAMEERM) OREIX. 7o T LLEE 1035
il (16.5%). 77 &REE 1187 ] (18.8%) T, Z7u ¥ RIT VA THYY X710 14%
BT L% (95%CL. 6%,21%. P=0.0005), ZDHRAMEIX., EICMIBEROFERET
WEBEDThoT- [Z7ut RIUVAEE 287 B (4.6%). 77 &ARE 363 ffil (5.8%) 1,
REEPIMEIL L 2B ARBA~OZEIIRD LR 5T,

BIREHETE B OBREEERR (FRERLE. FFQE ML, E~&m ) A7, ¥ERRK. m1T
BREFOLENE, FEih, 2 E) ORITRERIIFEMEEE OMITRERTIZE—&L
TWe, 70 RZLAOERAKER, TOMOERELIIRALLERE (~)
/LMWH, GPIIb/Illa 53R, FEEIETIE, PRI, ACEFEERR L) LIIEBRTH
olt, 7R RITUVADOEMERZ, ASABEERE (75~325mg. | A 1[E) CEEERETH



27,

5.2 Ehah

s ue BT LML I5mg B 2 RER DS LIcHE, E0niBRsns, LiL, &
5 2 BEILIEOMETIC BT 5 RELAREIED CES . ERBRAUTTHS
(0.00025mg/L), 7 B2 & K27 L AVRE O IR PHER R 53RO 7RI RIT 50%LL L Th
5,

st RSV EICIFECRB SN D, TOTRBWITIEEEO IR BET, oL
RO o R ULORBEMOR 85%% Hb 5, ARBEWIL. |5 | REZICERS
MEEPEEICEET S (TSmg RO KERE%. $93mg/L),

st RSV VETu RS v 7 Ths, EEREEYM THLFA—AFEREIL, 7’
7 L LD 2-oxo-clopidogrel ~DEEL, DWW T, MADRBIZE W ERIND, BIE7 ok
A2 FICF P a— AP TA Y TP A 5L2B6 BLU3A4, BLUET 1AL, 1A2,
2C19 IZHEIEE N TWB, TEMEF A —REMDIL. in vitro ICBWTHEBEIN TV S5,
RN/ IMRZ A L RAHMICES TS Z LI X 0 I/MREEEZEET S, Z0ofR
MR IR STV,

TEMNBREOEYEREIL. F e RS ULARER 50~150mg SN CTERETH
ot (MRFBREIRERICHFAL EF L),

s R LB I OXEMR R, inviro IZBW T, & MIEER & RIS HE
B35 (45 98%. 94%), Invitro ICBWTZOEABEIL. LEEEE T2
BRIZIT 7 B U,

t MIBWT, "CES 7 o v R LVROFKER 120 B E TIZ, R 50%BRF. &
A6%EFEPICHEE I, 7 o R UVVERER SR L ORER 5% OFE I PRH
O EERIIL 8 B TH o7,

7t RZ UL 75mg/ B REH 5%, TEOHRBHOMEPRETHESETRERE
(ZVvTF=v 7 YT TR 30~60mL/4y) . WONTEERRA (MOBRKRRER) 1Tk
R EEBERBE (VT F=r 7 VT TR S5~15mL/457) TEIETH -7, ADP
12 & B /MREEMEERIT. BERAMIEAEN -T2 (25%), HMFFFIERIL.
BERAN (Za b FZ L)L Ismyg A#H%E) LIZIEE Lo, 6, BBREAEMEIL,
2RETREFCTho T,

fRER AR L UFFEZEE (Child-Pugh 7 7 A A £7213B) IZBWT, Zutb F7 L
HAEBIUORKESEERRZITV., BEHAEBIUVCEDBELRFLE, /7o R L)L
7Smg/H % 10 AREBRRE L& 25, BEMBLUOREEIIREF ThH o1, IFEER
FCIE, HMERES., EFRELBIC. 78R LD Cuy td, BERANIHAKIE
WEhoT, L L, FEOFREHOMFFEE, W¥RZ7 ot K7 LD ADP 2
X B M/AMREERER L OHNERERIE, @HZIEEL»o7,

5.3 FFERERREMT—4

Sy PRIV L IR BIEHERRTIL, IR 2B RbE BRI, T
NODOFRMERSN-RBERIZ. BRAR 75Smg/ B 0 25 FLLRICHEE L, FFHGHEE
R~DOEBZLBLDOTHoT, —FH. BEARLIRA Lzt MW TIE, FFREHEE

10



R~DOEBEIRBDONRD 0T,

¥ 59 FEIVCL TR EBODTHEHARICBW . 7t R LLVDOELEREE (B
&K, BOUS A, RHE) BHEINTND,

sa b RIVLRER TTmgkg/ B (BBFEZEEE 75mg O 25 f£LL LORBEICHEY), <
2278 . Ty MZ 104 BREI®RE L-E 2 A, BEHIIED N7,

Z7ar RZ7UA%HAVTinvitro 3L Winvivo BieEHRBRE21To- L 2 A, BieEM
{ERIIRD bz T,

HEMES » MzBW T, 7 a b RV X DEZEME~OREIIR D 2o T, £,
S FBIOUHFIIRBNT, BHEEIIERED N o, BAFDOT vy M /n e
KAV EBRELFEZA, Ty MNAERICEEORER DV HIRD b, HEERY
o R LA EANTERBERREIT o2 & 2 A, REMEL IOZOREMOAH
HA~DBITHRD b, UEnD, BEEER ETOHESR . E3MBER G2
ETV) BHEETERY, ’

6. WHEIFEMHN
6.1 BEAR—%
ay o

<= h—/v (E421)
<7 13— 6000
PFES T LT — 2
ikt <=M
EE#fe Fuxi o lilo—2
a—F 4T
Hypromellose (E464)
HvE

rY 7EF (E1518)
—®fkF 2 (E171)

BhE — 8k (E172)
FoFima

6.2 EARE
ES

6.3 BHHHE
34

6.4 FFELORINOIEE

BB L CRICERIT A2V,
ORI TIBDZ &,

11



6.5 Q¥

T 4N a—TF 4 TEE28 BE. 50 $E. 84 £E. 100 EA VD PVC/PVDC/T /v X PTP @3k,
F7-1E 702 PTP 813, BBR—LFEAY,
beﬁé@%ﬁ%fmw%én&wo

6.6 EABLUMYEN., ¥VIZERELOZEE (BHTH88)
Krice L

1. s - RERE

Sanofi Pharma Bristol-Myers Squibb SNC
174 Avenue de France
F75013 Paris-France

8. RFTERIAES

EU/1/98/069/001a-7 4 VL a—F ¢ 7 E 28 828 A0 PVC/PVDC/7 VX PTP @i, R
— L5

EU/1/98/069/001b-7 4 L b2 —F ¢ L T BE28 BEA Y 7L PTP A3, R—/L5H
EU/1/98/069/002a-7 « V23— ¢ > 78 50 $EA Y PVC/PVDC/T V2, PTP @¥k, K
—IVE

EU/1/98/069/002b-7 4 )V 3—T ( v 7 BE 50 SEA Y 7V X PTP Bl A—/L5
EU/1/98/069/003a-7 « /L 22— ¢ > 7 8E 84 $EA 0 PVC/PVDC/T7 /L3 PTP Al¥E, R
— V5

EU/1/98/069/003b-7 4 Vb2 —T ( 7 EE 84 BEA Y 72 PTP BE, A—NVFE
EU/1/98/069/004a-7 4 /L L =2a—F 4 2 78 100 8EA Y PVC/PVDC/7 /X PTP A, &K
% ]

EU/1/98/069/004b-7 4 /L A2 —F ¢  F8E 100 BEA Y 7 /LI PTP A3, R—N5E

9. MEHEXRZRA/MERKBEHRH
1998 427 A 15 H

10. AFXOHETR
2003 4 10 A

12



1.7 ERERM&E—ER



171 FERAHR—ESZ —TSEvIRE SFLDUE - @H—(1)
—RRE94 FR B v v K7 L)V (clopidogrel sulfate) HBEEF 7 m Y (ticlopidine hydrochloride)
P IS5y 7 X% 25mg RPN T
e 75y 7 2% T5mg PP LD B 10%
&t H-BEHRASH BRI A
ARFEHH 1981466 A4 8 (58). 1989452 H 23 A (kD)
A A
BEEFEA 1989 4E 1 A
fEEEES (BE. WH 1g Has)
AN pzr =]
BBy | AHEAERE B, SSEEES (B 100g S35
BiER
S
! | ) ol
H” ™cocH
Cl T
0 Cl
- SE | 75y 7 REE25mg (T AN LA—F 4 VIR | WNFADUEE (TaNba—F o T8, 1 8T
18P 7o RFZ L 25mg §4) BAERBFERF I/ oy 100mg EF)
TIE v 7 REETSmg (T A ba—F 4 VTR, | ST T IR 10% (2T 0 o 7HBL, 1g P A
1880 Zuv® K7LV 75mg &4) AEBHFEBET 7 oY 100mg &)
ohEE - 2hE | BOMMOERE (DEEMEREZRL) %o | OmMEFHFE L MR EIMERICIE 5 g - £
BRH DORFER SN FEEDOSRE
ORMBINREAZEREIZFE 5 BE. BRI T UWER
& O ER OWE
OfEmEMmEREE (—BMEMELFEE (TIA).
BAREEE) ITfE D MR - ERDOIRER
O BT H AT o X f & 8512 AE 5 fLkFEE
DR E
A AR | @%. AT, ZubE RS e LT T5mg & | OMBEFHE L Mg EAERICE S M2 - e

1 B 1 ERAKBEST D08, 5, FE, ERICL
Wr7ub R7Le LC50mg % 1 B L EREOHE
545,

DiRFER b NI FTEE oSBT, HEET 7
uEYre LT, BEHRA 1 B 200~300mg
(&F : 2~3 SEE /=i MBhL - 2~3g) & 2~3 [EIZ
ST TRBIIEROBRET S,

OREBIRRBAEMEIZ AL 5 1B, KB L UmRe
L OMMEEHEROKRBICIL, HEF 7oy
e LT, @ERA LA 300~600mg (52 :3~6
SEE T ITMRL : 3~6g) & 2~3 EIZHITTRE
ROBET 3,

ORz P M BRI 2E 5 e - B OTRFICIT,
EEF 7o LT, EERA 1 H 200~
300mg (8% : 2~3 SEE /= ITHBRL : 2~3g) % 2~
3 ERZSTCRBCRORS TS, 2B, 1 B
200mg (§€ : 2 $EE 72 13A400L : 2¢) OBFFITIT
EIZHRETHZELTE S,

O P T i HT 14 oo B i & 8455 1 £ 5 MR
OXEFITIT, HEREF /oY L LT, BEK
A1 B 300mg ($E:3 SEE/-1IMKI : 3g) % 3
ENZ4y i CRZ IR OFET 5,

R, FEih, ERIZL Y EEEET 5.




= 1.7-1

RERM&E—ER

—FSEVHREE. RFLTUE - BH—(2)

— iR

iEE 7 o v KJ L (clopidogrel sulfate)

#HEEF 7 m P (ticlopidine hydrochloride)

R - AR
BES 2
FHEOEE

1. Wiz BT HRBFARH DO T, R
B, ToHREREOHIBEZIZOVTL,
50mg 1 H 1 E»sHERETHZE, (MEER
5] OEBE )

2. ZEHOBRERIBITZZENEELY (BN
BRI RBR IZ BV TR B 5B LR AER
BHRLENTND),

. BEBEE 2 AR, BRE LT E 2 8MH

RELFTHZ L,

(FH L 2EXRZEVERAZEEET 22D, A
HEEERSE, BN MERES EET S8
ERbHD,) (MEE) OESZR)
CFRoBEAICIE, Bl BT s8ERSH S
DT, 10~14 ARG EZRIETEHZ L, 2K
L., I/MREECMFIERN RSN IBEE
< (TEDFEE) OEBR),

of

AR /R YE B (TTP) . SERRIERAE .
FELAFEESEOERZBEARECREHG®R2
PALUNKERL RCICEAFALREINLTWVS

1

(TEXRZEHEM] OHEBR),

CBREBMER 2 »ARIE. FiC ERBIER OB
ERORRIHHEEL, FRIE LT 2 #EiZ 1
E, mMEREE (BMRSELZETe) . FFERERE
TV, EEBEHERAORBEABD bNIZHEIC
i, EbIcEEEPIL, BYRLEEITD
Z &, REREPIE, B MBREZITV.
LRBERORRICERETSZ &

2. AFRE R, BEORES L MRt mL/ MR

TEEREER . BRIERED . FFEEORBRSENED
nrgaic, Bs5edE L, LEISLCTM0
Wb U IIIFEm A 2 £l L. B R0E
ITHZ k.
EBHOBREIZH T TR, HOH LD LEEIE
ARRETIESRHE L EBEHATS
Ll Hin, FTRICOWTERE#rETA &,
1) #5112 A MiITENIC LiERE LT
HSMENRHLOT, JKAIE LT2EIT 1 H,
KT HZ L,
2) BER 2R+ 3 ERED bbhHiEI
3. EELICEMSIGER L, BRIZHES Z
&

4, BERMGE 2 AR, FRIE LT B2 EH

REWFTHT L,

#®
il

(KoOBHIZIFHRE LRV L)

. HELTW2EE (hAR. EHEFNNML, H
{CEFHMm, REHm, i, #7EHLE)
(HiLZBhETI2READH D, )

2. FHNDOERSCH VIBBIECBFERED H 5 BE

1

2.

3.

4.

5.

(KROBHFITITERELR2WVWZ &)

. HmLTWBEBE (LKR, BRI EEIE.
HEERE, REHM, i, H7FEHL%
(mAREZAR2D 2 EBFREIND, ]
BERITEEZEOHHBE
(FEERELICETIBENLEH S,

B BB ED BE

(A OBIER & L TAMERMAESBRE SN
TWBEDT, LVEERERIIZIBETIARS
%.)

WEETF 7 v ¥z & B BRI E O BEERE
DHHBEE
(FERSICE Y AR ELZRZ TREhM
H5B,)

WEEF 7 a P K LIBBUEDBEFEOH 5
BE

RRIEER

KOBEZIB/RE LRI LEFRE 525,

BICKE LT AESICIEEICRETSE L)
FEED0H LBE

FEESELT OB ENEH D]




%171 RERDE—ER

—FSE IR, RFILTUER - EE— ()

—RRAIE TR

Wil v v K7 L)L (clopidogrel sulfate)

HEEF 7 a P (ticlopidine hydrochloride)

FREOHRE

. RERS ROBFICIIHEERERETDZE)

KOBETCIHHMOBRESE 22BEN
BHHNOT, REEZS0mgl B1EETHA
FHEEICRETZZ &,

1))

2)

3)

4)

5)

6)

1) HoEmBLUCEFEOEROLHBE
2) EBEERITEEOHIBE

3) HELRBEEOHDIBE

4) BMESEEEL TWHBE

5) EEE

6) [BKEEEOBE

. EEGEXRMER

B clmittm/ MRS (TTP),
IR ERE, EERITEESOEXRZBIE
HA, ECBERE2 » BURICERLT
WHZ NS, BEBESAE 2 » AR, 2
AR | BREOLEREZOEREEZE
T3z &, ((BIER] OESR)

FHNC & B M/ REE IR L 725 X
S RFEWMOBEITIX, 14 BLLERIICHRES
thik35 2L, £, BEPLEERTOM
BEPERIED U X7 OB VVEF T, #
UIRREMBEELHE LD Z &, FHRBIIAR
HoOBBEERLBERBEITIX, FIREALO
RSB LTCHLERTZE, (TED
| OEBH)

fho B OB NI ¥ 2 EAZ L0
HEERICEET DL EBIT. BILESE
BT 2 BE~OBREIERIZITV. AR
it ahiEDary ha— 2752
L, (MEE#ES), HREER] OESBR)
BEOEBRMEDOEVEMMDEEERE
BWT, TRV Y L HALER, 70
E R UV VBANC B KA I OSSR E
OWMMBBATHEENTNWEOTC, HH
TAHAGEERTHREETDIZ L,

Hin OEBRER L CLEFHRIER OB %
nWEHaZ et HlLEEZ TERES
BWEBZLNAHEIIE, PL - BES
PEBTDHZE, T, HILZRBRT 36
FIERB DN BEIE, ELICmEREE
Lo RELERTH L, (RBIER)
DOIESM)
BHIZIBEFE IV LHOLLST 2B L
FPRAL, RELQHOLABD ONEHEIC
REMCHEET AL HOEE2RTZE, ¥
7=, bz (R 2227 22X, FA
ZPRALTWAIE#EMIISHTEHELDLD
BECEEZRT L, ((EHEHE) OB
2R)

HERE KROBFICIEECRETHIL)

1) ARHMFORE
(ARMABEMTHBENEH D, ]

2) KMl 5RCEDERDH D BE
(Hif%#EaT 280835 5,)

3) FFEEOREREOH HBE
FFEEZEZTRBEARDS,.)

4) AMKBECHABROHLBE
(AMEKBAMEZE - TBENEH D, )

5) BfLEDBE
(HfizEZTBENEH D, )

6) EEFELTWDEE
(TH% - ARICEET 2ER ELOTE] ©
HBH)

7) EE ((FEEE~ofE] OESHR)

. BEEGEXMER

1) FFZ=H I/ ERKT 2580, Ik
M I /MR AP SEBERR (TTP) , MEFRRIERAE
BEERFEESOBEAREMERR RS
BHEEE 2 DAL OB Z b D
DT, FEDEMEEREREZTHICERE
L. &ForEABEI LB DEEIC
BEIT5Z &,

2) MEEBE~DOREILH o TiE, thom
INOEREE & PNl A BRAIE L OB EMERIC
EETHLE L LI, BMENRRT 2EE
~OFEIEEICTV, EE5Pi+Haiim
Enaybu—Ae2iTH5 2 (MEERS],
FHEER] OHEBR),




#1711 FAERAMSE—ER —TSEVIRE. NAFILDUER - BH—4)
—RHIZ BR WiELZ v & K/ L (clopidogrel sulfate) HEeF 7 v Y (ticlopidine hydrochloride)
EHEOEE | 3. #HEEH 3. MEEH
BHAER (BERICEERTZ L) AR (BHRICEETSZ L)
BREREAK B - BRERSEAK B -
RHEFE | pmrz | pBET RAESE | wmrw | pERT
FgEE (U | B @ L &= | AFEim /MR FEBRE (VA (HmEmMmBEHEEICERE
77Uy, | B, EhE | EEMGIER Tr Y% M|ET A eS| METEES
~RYUE), | BIRTBARB | REF TS MREREIMEIE(H D, ZbhTWw
Mm/MREEM | T B H | H, ZAHE BxH353EA B,
HIERZET | 5, OFHR | AELHFRTS (72 Y v
HEH (TR | WEBn%gE | L EhEBhE %), mie¥EAEIE
VY UE) M| ORMERIIC | TABENDS (v axJ)—
RIERE (Vv | BETHZ | HD, ¥, TAFTFS
a¥xp—¥, | &, )
TNTTF— vrmARY | uARY|EKFBTZ0
%) VOEARR|ARY ol
BITBHZEB|FREZET
5, SHBEDOH
AT K| A& & O | AFNT /IR ERbHD,
HMASRE | Bick b, | EEMSEAR NAEY—VEB| I b OEAEKRBZND
(F7axk |HEE»S |2 HT 52 HEE, D VER % 158 | O FH O JT
V&) oMM |, ThbHE FFZ74V, |TEHZEBD|TOREZHA
Eanke | HEBHTS HEEFYV =T |5, ELT, i
ORERD | LIHLEHM BEY EHX
%, EBRTHE ¥HEEZDL
FExbhT» nTna,
5o Txz= AV Tz b V|EFR 7z =
hEER GE|bMroht
BRAE) B|RET LS
bhbobhaB|gdLoRE
ENHD, |B3hD,
4. EER 4. EltEH

BlERRERROBE

FREREEE COWE 1,881 FIPHE SN -BIfE
A (BEREHEREEZET) 11304% (571 #)
T, ERERIZ. ETHMm 22% (41 F) Fo
HILER T o 7o, ERBRBREMBERE L ALT

(GPT) L& 5.6% (106 ), v-GTP L& 5.1%

(96 fl) HOIFHEAEREE, ~TS b i
2.3% (44 ), AMERRBY 2.0% (38 Fl) o0
MmKEETH- =,

AN BV TEE, 17,500 filLl -0 BE & 5%
L LTHEBOBERRBRAERE SNz, EREIHE
A OEE 1% k) i, %5, 2HnSoNmn
HE., HERE, B, TRHZOMEEESES
THol,

ElERRERROBE
FAERTOFE 1,120 fip e S -BHWERIX
13.7% (153 ) T, ERBIERARBRTER 1.5%
(17 ). BRI 1.5% (17 4) SoiEbss
fER, BTHII 1.1% (12 4) LoHifiER T
Bol, RBRITIHIT A EARERE (6 /)
6,813 FIF L S N -BIfERIL 6.8% (461 1)
T, ERRERITEYR 04% (30 4). KT
HilfL 0.4% (27 {4) o> H M &), AR RIR 0.3%
(22 ), BARBE 03% (224), IBR 03%
(22 #) ZOHEBER, ALT (GPT) LEH
0.4% (28 {), AST (GOT) L& 03% (23 )
SEOFREEE Ch o1, £, BRIEREA X
0.1% (94F). BEIZ0.1% (@#) Tholz,




£1.71 FHREEADR—ER —TSEVIRE. /XTI UEE - HHL—(5)
—HREI% R WiBE” v ¥ K2 L (clopidogrel sulfate) HEeF 7 1 P (ticlopidine hydrochloride)
HEALOER | 1) BAGEER D BAGEIER GRERH®)

() B (GEEAHMm. §BHm%EoHm)
<M ImZEOEFAHM (1%F5) .
TmE (0.1%:#F%) %>
e mEOFEZENMM (FIHER : B, B
O - IEH, EIREEE, ARRES). ERTM
BERHLLNAZZ RSB, ZO X585
BlRBESEEPIEL, BERAEBEEFITS Z

RS

ko
<TFu, HiEHm, REHGD (WFhb 1%
K, BAEAMLAE (0.1%AKW) %>

T, Bigdd, RESD, BEEmiE %iE
B (BEERE P) S3bbbhd i &
Bhd, 2OXLI>BRBERICEBEEPILEL,
BYIRABEEZITOZ &

(2) FFHiaEiEE. &E
ALT (GPT) k5. y-GTP L&, AST (GOT)
LR HE, AMIFRE GEERED), §F
% (FERHED) ERHLDNDIERHD
DT, BERETH/ITITV., BEXRED LN
PEITE, BEEZDIEL, LECREUETR
WMEZITHZ &

) metEm/MREOHERE (TTP)
TTP (EERE ™) Kb bbb b5
DT, BEE STV, TTP OFRIER T
HHEER, RERMR, £HEoHmER,
EMEESORM - RER, m/MRED,
MR MEROMBE 2B D 3R Mg M, &
B B EENER L -EAITIX, 22
LickS &1k L, MERE (@ERnek, 7%
PeRMERDORIEEZSTe) ZEBE L. LEITS
Ui BEO@Y2ABEITH Z &

@)Tﬂ@ik&@ﬁ%(ﬁgx%m)mbab
NBEZENHBHOT, BEELHHITITV,
BERBDoNBEEaIRREEFIEL,
BYIRMBEEITH Z &,
O EERIERE
@ FAERBMEIM %S TR ERREAE
® KIS EERAEEERE (Stevens-Johnson JEME

), SBHMELE., PEERKEE
RRARIE

() muigtem/MRREADERBER (TTP) (FE

MR, BRERMERO BB 2R
D OEMMER N, BET 2R - PRE
®, BE, BRERE)
TTP "HobhbZ MR D (RS
Bis# 2 MALIA) OT, B85
TV, TTP OHERTHIBER,. &
BAER, EHEoHmER. EREESE
ORGP - FPRFERE S HE Lz 88T,
bl E2dIt L, MiEKRE (@R
MmER, BRRMROREZEL) 2 Eh
L. ZEZS UM #E o@EE R 0E
15z &,

Q)EEHRE (FIHER ; 8, WEHEHR,
HERE)
MEFERERERH bR LB3HE (B
R EBETE 2 A LA ©T, BEs
+532AT, TIHEERSBED OGS
Wi, EbiBEEEPIEL, LERE
(MEREES) BLUOEYRLELRTTS
&,

CEELIES (BURE%. BH S - BR

FEERHLLNDAZ ERDH D)
(FIEELK L - TBH, BRERTERE, #5
B, MREERR, IREREYR, HBEORR, B
BIRE)
L\ AST (GOT). ALT (GPT), vV
MEY, BalLAFo—LDOLEEE2H#S
FSEEEERLLDLNAZ ENHD (B
IZE5BRMAE 2 ALY OT, BEE
+H3ITITV, BEXRDONEHEIT
BEEZPIEL, FFSERETSEBEL, %
BEiIZS CEY R ABETIZ L

@) TREOBEXREWEA S obID Z &

HHOT, BEETZITY. RESR
DoNBEITEREEPIEL, EY2
WEEITS Z &,
OBAEFREHM Z ST RMBREDE
OFFERE
/MR E

@il (RRHmMEOIFEFNSM (FIHEER
SR, EIRREEE. ARRELEE) . JHAEEHM
SOEELHM)

OPHMREIRTEE (Lyel | FERE) . BN
YL SRR SE 1R B¥ (Stevens—-Johnson SEM&EE) .
fIRE. BHBHEIR

@HERE

OaKET2

® B 1k 9

(OSLE #ER (R, FAHifME. MHE. @
KEE. MEh&ELES)




*1.7-1 FAREESHSE—EER —TSEVHIRE. NFILD VLR - HHL—(6)
— R4 BR B s v v 7 L (clopidogrel sulfate) HEEF 7 a ey (ticlopidine hydrochloride)
EHEOEE | 2) EXLEIER @R

FECmgt i MR SRR (TTP) . E5H
BEE, BEERIFEESOEXRREWERN, £iC
BERE2 » AURICEBRLTWAZ L2 b &
ERMA% 2 » AR, 2 BRI | BIERE O mRR
BEEOEREZERTHZ L,

3) TOOEIER

THOBRERAB LN EBNHHOT, BE
PBED LN HERITRSEIS LRSS P IET
B EYRABEEITOIZ L,

BAOEIER
REURE
(TR ERE
DR

ER ORI ARREAKE
(REHETOREDRER)

2) £DHRDOEIER
TROBHERASRHObLNLD I LBEH DD
T, REPRDONEHEITIILETIEL
BeEEPIT3R EEYRLERZITIZ

0.1~5%:3k%

0.1%%k 55

x|

HTHIMm, %
B (). B
., 1k FEE
IR, #&E
Hif, S,
miR, ~%7
=R - TN
FRILER B>
~< IV
MR

A i BRI
R ERED
FEEERED
FRRERMEZ .
/R

ER®B%.
HifL, 0O
PR

IR BT

AST (GOT)
EH. AP E
5 LDH L&,
mryrye
v EH

HE, BE
fE. RRFEL

HiES

AL B AR
. Em. 85
T, ER.,
X, TR,
AR, A%

HT M.
we (&)
%, WHRIE
IR, +2%
Bmg. H
m# B #
B, WSy
B, B8
iR

K%k (#s
ERBL, Y
VU SERIER G
%), BER

HHRE

s R
. Bz
Fa— )k
H.. CK (CPK)
R ®RER
BEF. 747
TUET. K
FR. KTE

¥ 5.
7I5—¥
R, . C T
M, Na -5

BBIE

BB, TOE
WE, FLME

Je BB i
RER. MR
e

TF749%
—RERS
PR RSt
%, ETZHE,
K& g

B

KRB

5

&,
BIERRBERE
B 8 | GENECORELLUMREREOHER)
0.1~5%%#E| 0.1%%#% |F B|®
o & |(BmERBRD. |FEREES.
Adim, FT|@mR
i, @A
i, #im
BEGE | B5.RER, | B, L,
CARKE. | FIES
%
F B |AST(GOT) L LDH k&,
R ALT(GPT) U aAe
E&. y-GTP vEH. &
+&H. AP £ a L AT
A% o— k
A%
g B VT F=
+H.BUN E
5%
SHIES  |EO. @R, |k, BB REREE.
BRIER. T BEEE L
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o |ERH wEW, B
B, LB
E, 2HER
I

) HERECBWTRD ATV SRR OIDER

BERH,




£1.71 RAERAPDK—EEXR —TITEVIRE. NFILD U8R - BR—(7)
— A% BR WEeZ o v K7 L)L (clopidogrel sulfate) HEEF 7 n P (ticlopidine hydrochloride)
A LOER

B ORIER
BROE{EARBREE REVAE
B =5 (REHFTOREOER) | (hHRERE
DFER)
0.1~5%%%& | 0.19%%k% | F 8@®
mEs | RERR AR 2%
AR R 5 .
WHET.
e
HEEE.
BREET
o2 S TP S AN b 25N
mgm  [EME. EFEER.
LU, )=/
R, B SR,
BillsE EBmE, F
BEE, T
Ah i, R
K. KR
HiEE., *
IRAE. Wi
wER (9B, B |bE, fE | LT
LERRE [ FER. Ik
HEET
% B (BUN LR, M|& # B T HRERIKE
b7 Lr7F=|L, REA.
v ER, RE|HR
B, mR.
RICERF .
REEBYE
PEIREE (. KB E & M
%% %, Mk,
"
O 1IITYH, IEBR. |% B % 5B, .
%*. B
BWE. &
SWBE.
LRE . &
SRR, #
Bk

) BACBWTED OREWER O OHETHA,

5 BEE~OERS

B TG MBEE, BEEE, RS oLR
BEMETLTWAZ eBEL, $HEEND
RWMEBSSH Y, HOEORIERARH bbb
TVWOT, BEREE2EZEEL., BEOREZE
BLENL, HEIREFTHZ L,

5 SEHE~DOERS

ERE TS MSRE, RBEBRENET LTS
ZEREL, EREERPRVVEREHD D
T OENLBREERET R EBEDORESL
BRLLALEEICRET S & (BFE T
IR EIESOEMERBRE I D RT WV E DR
ExRHB),




#1.7-1 RAERDHG—ER —TSEVIRE. NFILD U - HHI—(8)
— R TR WiEE s v & K7 L (clopidogrel sulfate) HEeF 7 a v (ticlopidine hydrochloride)
6. . ER. BILREF~ORE 6. MR, ER. BILBE~ORERE
) HRERIIERLTCOSAEERODZBA | 1) EEERIERL TS FREEDH /AL
Wik B EOF RS RS RS LH FRELRWZ EREFE LY,
MENBZESICORBETH L, UHEEY (5 vy B) KX B3ERTREICH
EiRP R BT A EEMEIIMSLL T mEmAHE TN D, )
VAR, ] 2) BT oOBAIEARAREFIIEALEET S
2) BIF o ACIIARFRETITELE R ¥HZ L,
S®BHTE, (EmER (5 v b)) TAHPIBTTSZ
(B ER (T v M) TAHPRBTTS ERBEINTWS,]
ZEBHREIN TN,
7. MNRE~ADOEE 7. NRE~ADERE
NI A REEERESL L T2, NREITH T AR EMEITHEN LTV,
ERRBRBRW,)
8. BRIRS
FHOBEEREICLVEBRFBOERB IV
HmAEL2BENRH D, HLBIBEDH L
B4, BYLMBELRSZ L, B, BREAOR
RBANIMONTVWARVOT, BAKENME
RBAIN/MRENL S EET S &,
9. BALOZE 8. ERALOIE
FRNZZATEE PTP BLEEDEAIL PTP o — F b 1) AR : MRE ORAIC BT » TILERS
BYHLTRATALS>HEETHZ L (PTP ¥ KA TTEOBEIRZZE (BR<AY
— hOREEKIZ X Y | BEVSLA TR R BRI~ KETe b FIERAIBDZENBH D),
AL, BiZid2ilz B Z L THRIRREOEE 2) EEHIAfTEE - PTP B3O AL PTP — b
REMEZHET I ENFEINTVS), NEWMYBLTRAT L OEETSZ L
(PTP ¥ — FORBEIZ L Y, BWSATHR
BIERE~FIAL, BIZEFILEBILT
HBAREOEERAHEEZHRET L L
BERE SR TVD),
B XXED B
piglet 2004 42 8 AkET (BB
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%173 RERYS—-Ex - R - 55— 1)

— Y4 B vmRZY—A (cilostazol) R LR 7 L F — b (Sarpogrelate Hydrochloride)
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%173 RERns—5x -IE:. R - -

— x4 R a R & — (cilostazol) WY LR 7 L5 — b (Sarpogrelate Hydrochloride)
R EoEE




%173 REAHS—-5x -z B - 85— 3)

—RXRIG TR

a R &Y —) (cilostazol)

WEEY VRS L7 — b (Sarpogrelate Hydrochloride)

ERHEOEE




2173 mARyR—Ex — I B - 00— o)
A& = (cilostazol) HEeY LR 7 LT — b (Sarpogrelate Hydrochloride)
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—RREIA R

a A& — (cilostazol)

BV LR S L F— b (Sarpogrelate Hydrochloride)
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— R TR a R & —/ (cilostazol) HEs Y LR 7 L5 — b (Sarpogrelate Hydrochloride)
R EOEE
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FREDEE

B 3CED
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a A% —) (cilostazol)

HEeY LR 7 L5 — b (Sarpogrelate Hydrochloride)
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1.8 &HXE (F)



181 HMIXE (F)
2005 4E 11 AfERR (BB 1 /R) AR M EE S
873399
$€25mg | &E 75mg
fr % | |IBAE REBEE EAERE
ERAMAR | SEicRiR HEMURE
BRFEBAbE
BEXER HAEAER G
ERREE 1997 % 11 A
/MR
L5 AU R R 5
O e o
T2 E w9 XA® 25mg
O v N
TIE w9 X® 15mg
w7 AE KT LUILEE
PLAVIX®
(B B (ROEBFIZEFEBEBSELLGWLI L))
1. WL TWaABE (AR, FEENHM, WHeEHn, REHMm, rvgm, mFaEHns)
(Hm%#hE+a38F1xH 5, ]
2. ARIORSIIR UVIBBUEDBEROH 5 8F
CHERE - 144K
o 1o i3
g || EPIRERTVM g & EE | Ex | EE | @ma—F
=
(mm) (mm) (mg)
= e 25mg p— P, ;
iiég Mz ue k7L | Zorba— | A~ &)= D614
‘ & LT 32.63mg T AT B
25mg 6.8 | 3.7 %) 120
- 75mg TN
7;7;%/ RResoe RyL )| Z4vba— | BA~GE [ o ) | }okeed D615
e\ s o e
75mg | V& LT 97.88mg T4 TG He 57 T a5 | 36

Binme L, U, w7 AT77—bFr 7y, ERaxiraakiluo—X, w7 ad—/l,
Fazxo—n, B, YaEBRT AT, E ¥ a2 Fueiu—R, B{EFF
v, ANT, PAFARYuxVr, ZBUTAR, INFouevERERT 5,

(ZhEE - $hE)]
REM PRI EEE  (ORMEMERIEZERS) ROBRMH]




(A% - AE)

BE, RAICE, 7R L LT 75mg 2 1 B 1 BREA®RET DN, Fi, KE, E
RiZEvrzoe R7LArdLTsomg %1 8 1 EROKET S,

(A% - A=ICEET2EALOEE)
1. HZ2¥EET28ZhRH20T, FICHMER, FORROHBHBESIZOVTI,
50mgl A 1EAG®RETSZE, (EERS] OHEEBR)
2. ZEERFOREITRET A Z EBEE LV (ENBRRRICE WO TRERE 5 RICIHLEE RS
HHNTND),

(EALDEE]

1. HERE (ROBEHICKEEICERETSEE)

ROBE TIIHMOGEBRENREL 2B ZENRHEOT, HEEE S0mg1 B 1 [T 574
CHEEBEICRETB L, '

1) HimEmR L OFDOERDOSH 5 BE

2) BEERIEECH L BE

3) EERBEEDHLHBE

4) EHIMEIFRE L TWHBE

5) mlnE

6) IEEEDBE

2. BEELGEFRIER

1) FE R/ MR EEIR (TTP), HIEBRIEE, EBRFEESOENBIER
P, EICHERERS2 y AURIRE L TWAZ b, BEREB®% 2 » AR, 2EM
1 ERECMEREEOERE*ZBETHZ L, (REM] OEER)

2) AFNC K B M/ MREEMFIARIE S 725 & 5 RFEHOHEITIT, 14 BULAIZHRE2H
IET2Z k., £, BEPILHBFPOMRESCERIED Y X7 OFEVERTIX, @&/
BIEMFRZHE LD Z &, FINRICAROBER SN MLERGEITIE, TSR OLE %

RLTHroERTIZ L, ((EHEHR) OEBR) ,

3) M OMERMEEEMS & A2 EA% L OMEERICEET 5 & & bic, BNEIEE
THRE~OEREIFEEIITY, AfREF I+ hEDay ba—LE2ITH 2 &,
(MEE#®SE), FHEER 0ESR)

4) BEOFBBREOBWVEMMEMLEREBREICBWNC, TAEY VEHALER, 7ot
R 27 L VBANCHNE R B ORBRROEMMEN TRESNTWHOTY, AT
AEAETHEERTHI L,

5) il DOERMER X CMEFNEWER OB ZRRH D Z b, HlLEEZ TaRERS
WEEBZLNAHEIZIE, Pk -BEEE2ZBETAZ L, £z, HiluER~Ed 5ERKE
RBFELN-HAE, BEHIChREEEOFENLRELERTSZ L, ((BIER) DIE
Z )

6) BEICITRABE LIV bHM LT 232 L2HHAL, BEALHBMARD bhEEITE
EECEETD L IEER2REITZ &, £/, i (E) 22332, AF %R
ALTWAEREMIVLTELDL L) BHFICHEELRT L, (EHER) 0BESK)



3. BEEH
BEREE (BHRICEET S L)

A% % BARAER - FEEH B - fEBRE T
FRXT oA FEHREREE | AR EOGRICL Y, Hb | AANT L/ MUEEMEER 2 /1
(F7axt %) ErooHMABRIN| 27D, ZROEAEHHATIE
et DHERD D, HEEHmEZBhRET2EE20h0
W3,

PR (D77 U, ~ | Ml LR, ZR 28RS 5 | AR/ MEEMGIER 284
Y %), /MRESEIS | BEhBH D, SHARRCIIH | 5720, ThOERELHFRATI L
ERZHETLER (TAYY | MFORERICEET S | HLZBhRT 28T B H D,

V&), MREFRE (ve¥ | &,
F—¥, TATT7—EE)

4. BMER
EEARERROBE
SRRFE COFE 1,881 GG S N-RIER (BERREMEAEFZE5T) 1X£304% (571
F) ©, ERERIE, FTFHM 22% 41 4) EolhfER Th oz, ERERRAEMER
X ALT (GPT) L5H 5.6% (106 ), v-GTP L& 5.1% (96 ) SDOIFHEREEE, ~T/u
U 23% (44 6)), AMEEAD 2.0% (3841) HEOMmMEREETH- T,
HEIMZ BV TIE, 17,500 FILL EDBE &35 E UTEKOBKRRBRNE/R Iz, 728
ER (B 1%20E) i, %5, &HnZSoBmEr, HERR, B, TRZEOHLERE
EETHoT,

1) EXLEIER
(1) i GESAHM, SEHmEoHm)

<M ZEOHEBFEANHM (1%AKH) , ERTME (0.1%KH) >

Rt & OEEN MM (HPER : 58E, BO - EH, EEREE, ARE%) | EE
TIEERHOLNDEZENH D, ZOLIRBEICEERSEEZPIEL, #EY 0B E1T
5L,

< T, BiEHm, REHD T 1%KE), BEELE (0.1%K6E) %>

Tin, HEHIm, IREHIM, BIEMmiE, #EEEN EERHEDY) Exbobhd
ERHB, TOLIRBETIIT’ELPIEL, BULRAEBEZITI Z L,

Q) FFrisEEE, #EE

ALT (GPT) L&, v-GTP F&, AST (GOT) L&, #HJE, AaiFrL EEARAHD),
FFde (BEETRAD) E3x5H6bnbZERNHHDT, BEE DTV, RERREDL
NEBEEITE, HEEPIEL, HEZS CETARAERITO Z &,

(3) mistm/IMRRE SR (TTP)

TTP (EERHAD) RNHobhbZ DD T, BEL+/IZITV, TTP OFHIEE
RTHHIBER, BHRRER, RESOHMER, BHEESORM - RER, Mm/IMR
Wb, BReRIMERD HEB A58 AR MR N, B, BHRERESSRKE LRSI,
EbicEEAmIE L, MEHRE (RERMEK, BRROLEKROBES®ST) »EHL, &
B U BME OB B 21T H Z &,

@) TEROEKXLEWER GAERHD) 2Hobhd I tnbd0T, BEr+midiTy, &%

WERD DN ARG A PIE L, @ERLBEITY Z &,

QO EEERIERE

® BATRREME M &L ERAE

® REHEEIRAEMRE (Stevens-Johnson SEMRRE), ZHBHIMEAEE, P EMEREZEERHE
5iE

2) EXLGEIER (BH)
EEK AR ML/ MR PESRBER  (TTP), MEIERIERE, EELRIEEEOEKNZEBIEM
2, FIZERERB2 » AURICEBR L TWA Z Enb, &ERA% 2 » AR, 2 BEIC1
EIREOMKEREEDEME ZER T &,

3



3) TOMDEHER
TROBIEARSbbNDZLB3HDDT, RENBEDOLNHEITIILEIIS LRE

ZPIET DR EEYRLEBEEITI 2 L,

i, ibfnjER, MR, e
Wi, P, g, ~€7
o v s, ARERED, ~
< ;2 Uy MBS, BMERE
D, GFRERBD, SFRRERBD,
JFRRERIE %, i/ IMRID

B 8 EROEERRRERE BOORHERRREE
(REFETORAEDNHER) (MiREAEDHR)
0. 1~5%kifh 0. 1%k T
k3 KT, %3 (7)), B | AREL, Am, OPENHGD | O

AERE, AHoibidEs, FLk
%, ZHOTR, BEK

T Rk AST (GOT) &, Al-P L5, | #JE, JEA%AE, FEER
LDH k&, g vk
in
SEIESE | LR, IR, BIBA, | BTG, W (R &, | XKIBE (BBEHREX, U
®ELK, TH, E#H,, BK, | AEE, + 8BRS, Him | o BREKER), BEX
e, ORN%, 0B HEEE, EHROWRE, ks
R, SRR
R HHERERS ER, oL x5 we | LS, 7I5—¥ LR,
72 —/VEH, CK (CPK) EH, |CI FE, Nalt#H
BREAKT, TA7 VK
T, KEH, K FE
BEUE | B2, T OER, B85, K| ERBUERER, IRBFE | 777 10 7% RIS,
7, FBE BER B2, M EIE,
RE X e
4] KEWR S, RYER
RER | FER Rig, IRFEEY, HAOET,
BR, REES, WEET
B R, »FEW, BmE, L | &Rk, FFLH B2V,
#HER |, HER EREE BHEFEAR, EBIE, FHEE,
Thhh, IBR, EERER
B, RHRGE, iR
BEE | &, Ak LEXNEE faje, VRAE, TENR, IRk | hEFx
KT
BER BUN L&, s L7F=|2aMgre, RE, #EER SRERIRSE
v R, REAEM, MR,
IRICEERE, IRFEGE
FERER | %, KBk IR, MK,
FOMh [FTY, B, Bk ZRMHK, BEAK, B | B2, HF, BEE

1) #EATEWTRD ONZRIER O - HIEETH,




5. BEE~DES

BE CIIE AL, B, TPERSOAEBENMET LTV Z RS, ik
ERDPRVERRH D, HOLEOBHERSS bbhRTVOT, BRRELEREL, B
DOREEBELRNL, HECEETHIL,

6. iR, EEW BIRE~NOERS

1) R E IR LTV B ETBEM O B B 88 NI, 1B EOF SN ERMEE LE 5 &)
W XNABESICORBEET S L,
UERS OB EICRT 2 Z2MITMESL L TW 2R, )

2) BAPOWMNIIARBEEPIIRALLBIIED I L,
[BER (v~ TAHTRBITTD 2 EBAREINTN D]

7. INRE~ADHEE
INRERZ KT AREMEIIREY LT aw, [BERRERA 2V, )

8. BEkS
AFKIOBESREIZ L 0 EERBOIERE R LML CsFi3H 5, HLAEE0 bzl
&, BURMBERSZ L, 2B, BEOSFEEAITZAONTWRVWDOT, BERHESLER
BATI MR 2 EET5Z &,

9. BRLOZIE
HHIZZAHHE - PTP AIEOZEAIL PTP o — FbBRV B LCRAT L 5BETH 2 &
(PTP ¥ — FOBRKIZ LY, BOFHAMBRERE~FIA L, BIZIIFELEIBZ L THE
RAREOEERAHELZHRT DI LBBESHTND),

(EWERE]
1. ORYR - X3

WEEZ v v R UIRIRE N, B TER 2 2ORB TR END, Thbb, 1)
TRF 5 —PIC L IEEERBW TH B SR26334 (ERFHY) 24ERTIRE L, 2) Y
R#EERTF h 71— P450 (CYP) I X BAELEVREM 2 £ T HRE TH D, BEOR
Ak LT, EMERH HA BAER SRS D,

MEEFIZBN T, REMEOREIIMRD TR SR26334 A EICHFE LTz, ERKAAL
Wi/ ot FZLL (b RZ7 e LT 75mg) 2RBICHEIRAKRE LZHED
SR26334 O ML AEhBEHS I L OEMBEIE S A—FIIUTO LBV THB Y,

BE/OE RS LJVEERE DR 58O TR BYSR2633)O M TP IREEHD

25 r

—&— mean=SD. (n=12)

SR26334 fi §# P IR (1 g/mL)

0 6 12 18 24 30
5 5% RIEEFH (hr)



REE/ O RS LILEREOREBROEHEY (SR26334) OENEE/ S A—4
tmax Chr) Cmax (ng/mL) |ty (hr) | AUCg4s (ug-hr/mL)

1.9£08 2.29%0.46 69109 8.46X1.36

(mean=S.D., n=12)
toax | B MR IR BIERFR, Cou o BEMEEHRE, 1, FEH
AUCy4s : MSEPBEEFFRIMIR T (0~48 BER)

It R LOFBREREHIES T2 F b7 u—A P450 20 FFfilL, FEIZ CYP3A4,
CYPIA2, CYP2C19, CYP2B6 T 3 %, (invitro)
¥/, SR26334 1X CYP2C9 #FHET 2 9, (in vitro)

2. 5%
5E (=R

Sy Mz HUCAFiEm /7 rn e FLL (ZuE R LAt LT 5.0mgke) #HEEIROEZS
L84, BOHBEREIL, KESDBERICIBWTERE 025~2 %I ESEIZELE,
HORREIREE L, WLEEE - IFIROIEICE <, £, TR I OEBKRG TIEN -7 7,
$72, RERECLAEBB~OEHEIRD LN TVRNY,

3. HE Mt
sE (B T—42)
RERMNZ "CA-RBEs o FUL (ZabE RZLr e LT 75mg) ZHEEROKREL
7=8E, %55 BB E CORHEED RETER R EHITROK 92%IZEL, RHPIZITH
41%, FEPIZIIH 51%08 8RS hi 2,

4. FFeEEERE TOHRNRRE
8% (BNT—42)

FFEERE L EERACEBE o R LL (Zre R L e LT 75mg/B) %210 B
RREROBRE L RER, REMED Cop NIFBEEBREFIZE O CRER B L TXRE
K ERL, FBEDETIZEZHEEZ o K7 LVOREA~DEENRRE I N7, SR26334
DIEENRE T A — FITITERBD LR -7 19,

5. BHMAEEEEE TORRNEE
8% GenT—42)
BHERRLBEL I LTF=o 7 VTR WEE (5~15mL/4y) & P%EE (30~
60 mL/4Y) D 2 I A—FIZH5F, B/ R L (e K7 Lne LT 75mg/R)
* 8 BRIRGEROKE LI-HE, EEEBHERE2BE BV THEERBERRT2BEICL
~SR26334 D AUC IHEH -7 1Y,

(B& R RAE)

1. BN COSKE RS

MMM EERE LRI, B/ o R L)L (ZubE K7 Lre LT 75mgH)
IZHOWTHERF 7 a Y 200mg/H 2RI L L TITRbh - —EERIEBRER (1,151
B 12T A MEMERORBRREAFT LI A, HEEF 7P 2.6% (15/578 i)
WXt LA 3.0% (17/573 ) Th Y, KRBPERF 7oy tRIESEOMEEFHDO Y R
JIEBEEETDHZ LR ENTE (NF—FH 0977), T2, MEKREFR (HERRK
A, FHRERED, M/AMRED), FPSRERE, JEAMEM O MM X UE MO EEREIER
DEFTOREBRRIL, HBEF 7 oY 15.1% (87/578 #) 13t LAA] 7.0% (40/573 #il) T
HY, KRB THEERIUE - (P<0.001) D,



2. BN CORRKAE
BREE LR R (GEMMERM M EREES) 19,185 flE xR L L —HEERIEMER
(CAPRIE) P, B/t K7L (/7 ub 7L b LT 75mg/H) (ZOWTT RE
Y 325mg/ B & xRS, mEHEER (BtEknEEE, OHEEER LOMmEE) RIE
DY A7 BORERTL, AHNL 8T% DI A7 BOBREFTH I LBTENE
(P=0.045), *7z, MBOAEERREBARIEIAD OIr 272 (P=0.640),

(FEhEEE)

1. fwMRESEIHIER

Filsr v v K7 LU in vitro T IMREREIRIWER 2 RBH-3, Bo&kEk, FofR@Ez
S CEMERSEY L 72, ADP FIIIC X A M/ MROTEMEIZ S < f/IMRERE 23§19 5 19,

EERABRT 24 iz 7 o ¥ K7 LV 10~T5me/ H % 10 ARBIRER DS LRy, Wik
IR O L OHMEROER D BH 5L TN D 19,

Sy b CIRaT— U BIOIERRE F o Al LA M/IMREEOIIHI HERD LI TV 5,

2. fuffeshi

WiEsZ 0 v R7 LU, OB LY, M/IMROEHEIICEES < ARTRZ Il 5, A
P RIMEIRIARE TV (T b) 19, BEHRS ¥ MET (T2 b)) 10, EREHREHRIIL
TR ET IV () ORISR A IR L, SPRAMERAGNAR T 7 /L Tl AR TR
(ZEEDWTHREEE Y A Aafh Ui,

3. {EFRtF

WEe Y v v K7 LLVOEARSEN, RABEIcivMRD ADP S54Y 7 % A 7 P2Y " I2/E
L, ADP DA ZFMET A Z LIzL Y, M/MROEMAICEES  i/MREEZIIHIT 5 2, £
7, v MZBWTERS b2 75— B I OIREE b o v Bl X A VMBI 54
EOMHEWERIL, 45 ORNKIZ L > TH/MRA S it &3z ADP IS X 5 i/ IMRERE ' 23|
THZLIZESL EEZLNS,

(B ITEY S EBIEFHMR]

—f&4 : clopidogrel sulfate (HiEEZ =2 £ K7 LILJAN))

54 :

(H)(S)-methyl 2-2-chlorophenyl)-2-(4,5,6,7-tetrahydrothieno [3,2-c] pyridin-5-yl) acetate
monosulfate

(ST
S
©>/"CI |
H” ™ COCH,
CI 'H2304

I
0
53F3\ 1 Ci6H 6CINOSS * HySO;4
SFE 1 419.90
MR BE~MERAEDHKRTH D,
KEFIEAZ ) —NMICETRTL, =& /=) (995) - vy=F L7 a—n
2RI L, Tl FATEITIZ VY,
FIZ L - THRAICBA LD,



(%]

Ty AgE2Smg (1R 7RI LA L LT 25mg EF)
(/37) 500 & :
(PTP) 140 &€ 500 &€ 700 &€

TIEy 7 REET5Smg (1EF 7 R LA e LT 75mg &H)
(/X7) 500 §E
(PTP) 140 £ 500 &€ 700 &€

(EEH]
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1.8 BIXE (F) OBERH
(1) Zhhe-HROBERLL

WEETF 7 u Yy TACY yEI LD T HHM/MIANT, BIREELIZ S < EHEE
HMOFRY A7 £ERT 5HHE LT, ChORBOBEEEZAT REIEER ST
5 ', 20> b, WMT 7 v YV ENAORBIERRRTT ALY v 1Y A
(CEND & OBURARE Sh 0, BHEDH ENC F6U TR PR I B R R O L SR
DFERY A7 ERRA S TN BEAD—DOTH 5,

2T, BROBRRBICENC, BLEMLEREEHRE L, SHBETHDIERT 7
RE VKT HREE Y 1 € NS VAV OEPEICBIT HHELEERIES D Z LIT LY AH
DR EOBEIELRFE L 7o*, AT ICBRRRBORE &~ T

HIFERER A TIHEMMEMNEREED 5 bINEERE (ORMMERIEZBRLS) 749 612 %t
B2, “EHERIEICE YV 70 RS VIL 75 mg/ B EIERERF 7o ey 200 mg/A % 26
BR®RE L, TXTOMEEEROREIL, ks v 7 VU9 fil (RMEZESE 7 41,
TIA 14, WUREOBIAREAZE | B) ., HWERF 7 o €8 11 6] (MAEZESE 8 6. TIA 2 fl, L
BREEDOR FEEZE SN DHERE) ICLDET 14l) Thol, EHET
IEEE S v R LR 2.5% (9/366 Bi) . EEET 7 m BT U #E2.9% (10344 i) & ZEITFR
Do hote (ERHEREFIZEL., P=0.712, ¥ BRE), £, AEHFERTICEY
THBEBBERRBIZEIFRD ONRD -T2 (P=0.675. Log-Rank BE) (2.7.3.2 {5) ),

IR B CIIMFIEE (OREMEMERIELZR) 172 flzxRic, —EEREICK
DI RILIAT5 mg/BERITERF 7 o€ 200 mg/H & 52 BEEE Lz, Aitk
OEEFMME B ICHRE Uiz BB (MEEE, OFEEER LU 0o mEE) R
Bk, BB/ o R VAR 175136, EBF /a3 15578 Bl Th o7 (F~TH
FREEIE), MilRZ u & R VIBOERRT 7 o YV ICT 2 MEHEERO T — FHiX
0977 LHEEESN, Fiz., AEREMTICEBOTHRBEEBERBICETRD AR -T2

(P=0.948, Log-Rank BR7E),

MRS A TIIARBRO EEFME B ICHE L B 68T 2 BB ORI,
W7 u e RV TS, HRF /a8 HIThHY (T XTUHEREE), Fifts =
ERIUVABDOERTF 7 o P VI T2 — FHiE 0812 (95%EHEERH : 0.295,
2240 ; (EHEMEA ERERN) Thot, TOBREARBROBREHSMIT LR, Bk
7t R UVABOERT 7 oY U BICHT 206 — FEL 0921 (95%(F8IXRA :
0.520, 1.632) LHEE SN, TORE L7 5% EHEXME LB 2 LTFTE2MZLTWH T EMb,
Wil n v R VOEEET 7 a vy ixtT 2 BRI 2L ENRIES N (R
1.8-1) (2.7.3.2 (6) H),

*ERNTRENERR A, FMERRBO2BRETERL, ARF 7 oY i+ 2B o K7 LA0
EHMHEICRIT 2 ELSHORIETL, 02 RBROFEMITICLVITAR -7,



F1.8-1 ENOEMEFHRICSTINERSHORBEEDOHESHEMR
SEGIER (%)

=z ; T PE S AH—FEt Log-Rank
" ﬁﬁmw& 28 JERB  (OS%EHERE)  RE

: - WM O RZ LA 368 7(1.9) 361(98.1) 0.812 P=0.687
BIEARA™ limer oo gt 351 8(2.3) 343(97.7)  (0.295, 2.240)

- BBy o FFULAEE 573 17(3.0) 556(97.0) 0.977 P=0.948
BIRARD rardy 578 15(2.6 563(97.4 0.488, 1.957

e WS O R UAEE 941 23026)  917(974) 0921  P=0.778
- HEATF 7 1 UL B 929 23(2.5) 906(97.5) _ (0.520, 1.632)

R, DGRBS L OLOMONE L L EREEME L,
o EERMEE EMENOSME A\ e, GCPEMMZE RENEICE S BIERRA L » 125184 L,
oo SEMEAGT . B — FHO9S%IRE LIRS T & S I RBBO BB ERHES THE L,

T, A CIIE MR B RS, DR EER L OSREBINREE LR B 19185 fil & x5
W, TEEREBEIZIV /e R UL SmgBERIZT ALY »325mg/B% 1 £LLE3 &
¥ TG LiEME S (R M E R E | D RER L O oo MEE) 2Re L,
FORR BB o RIUVAOT A VEREIZ EE2 MEEFEHED Y X 7 KEENEH
R oM (2732 (8) H),

BB, BOENMDLEEED S HOUFMENMERIEIZOW T, £ OREBFICI U TiIME
BEOBER/NENWT & LENDERRBR TIIIRN OB Lz, #€-T, BARARE
i} B DFEMMERIEIC KT 2 AF OFER L ORSMITHER ShTWhin,

by, AFOZEE - REZUTO X IITRE LIz,

(Zh8E - R ()
i R RS (ORMEREREZERS) BOBIREMH
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(2) Rk - AEORERA

EWNOEREIERER B CIIMEESE 125 filz xR, 72 K7 L)L 10 mg/H . 37.5 mg/
H, 75mg/A, ¥-3EBRF /7 oo 200mg/B % 14 ARKRSE L, f/MREEEIHITER
ERET U7z, TORR, fUMREEEMBISEIL, s v K7 VALORBHEMICE v
ABICERLE (P<0001, ERAI), £72, 270 LA T5 myA L EBF /7 at
22200 mg/ BT & B i/ MREEMBEIERTIZIERSE TH Y . Mg o K7 LADEER
HRARI 7S myATHD EBExONE (M 18-1), 62, EARD 2 >OFEMAERERD
BEAMRITIZL D, Z7a ¥ 7 LA 75 mg/ B OEEEF 7 v P 200 mg/ HIZx 38 8
BT BIEH D RREE S Nz,

RE RS (RS 1)

] P<0.001 mean=*SD
.. 60 1
&
E_i_} 50 A
¥ n=28
ﬁ 40 A n=29
39.8
% 30 - n=28 34.9
B
Z 20 - =29 26.6
=]
10 A 140
0 L) T L) 1
10 mg 37.5mg 75 mg 200 mg
2aErILIL EEBFIaAETY

X 1.8-1 ENEHKEERRRB ICET2M/MERIGRORAERCHE

HIAERER A TIIE MMM EREED 5 BIMEERE (LDFREMMERIEZERL) 749 6%
MRIC, ZEBEREICIV 78 R LIV 75 mg/ B E 73BT 7 v £ 200 mg/B %
26 EAMIRE Lz, BER (BEMUER) REEBBICENWER (BRBREMERELD) REH
FROTNHERT 7 o P U BETENo = (P=0.052, P<0.001. * BE). FICHKE -
BB AREE ., — RS HEE, B B P ek T EREE £ F (AST(GOT),
ALT(GPT). y-GTP. Al-P) BELUR I L AT u—L EHMS, HEF 7 v Y U THREE
WD LN, UEXY ., B o K7L v, BT 7oy L b EeeEnEsn
BRITHD E@EROTONT,

HEIAERER B TIIMEEE (OREMRERELRS) U2 flzxtfic, ZEHERER
I 7 R LL T5mg/BERIIERF I/ oYy 200mg/H % 52 BMEE L, Z28
MO XEFMEE OB T, BB TF 7 u DU BIZH T AREES o ¥ KT LD
BRSNSz, BIER (BERHERE JOBERREREES) RERL, ks oy
K27 LIVEE 35.0% (201/575 B) . HEET 7 v v B 47.8% (277/580 fl) TH Y, Bl
Fru b BICEBICED o (P<0.001, ¥ BIE)., 209 bR - BHEMRGREE

(P=0.008. ¢ BE). MLEEE (P=0.017, ¥ BE). T - BEREE (P<0.001, ¢
RE) . R - FEEEE (P=0.002, ¥ ME) BILOHEMEK - FEPREE (P=0.019, ¥ &
E) IERF 7 n PV VBICERIZEL B b, UEED, suab I LV 75 my/
HIZERF 7 o Py CTHRIBE 2o TV A EERITEEEEZIILO LT IEIER O3
BY A7 BMEL, XVREREHATEIEATHLLELX LN,
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b, ERNEIHERRIZL Y 75 mg/H CORBEY 0 v R VALOFRME, ZEWSRIE
Eni-z b, FEIOREDRICH LT, TSmgBRRYTHD LHIE LT,

—%., BERAZRE LE AR T, AT TRELLEBEEICORER,. TH
R EDOHLBROBWER /6 6l) Ao LNiid, EEFEOKREIIMT S Z EREE
LWeEEx bk, (255 (3.3) H)

F 72, AFNEfLOFUIL/MRR & RIS H M % BiE T 5 FTREMIT R E TE RV 2D, KRz
Bt 22 & O BB R MORBUII+RER T HILENH D I LT L, Ak HEIC
[El, AE, ERICED Somg 28535, LRBLT, BREEHETHD 75 mg
25 S0mg ICIRBTAIEBUNETHHLEEZX LN,

PlEXy., AFoAE - AEZUTOLIIZERE LR,

(A%-RAE) & |
WE, RACEE, 7ab R v LT 75smg %2 1 B 1 EROBRET D8, £, KEH,
FERIZEV 7o R/ Lred LTsmg 21 H 1 ERAKRE T2,

(i - REICHEY SEALDER)
LM &I 2B TR H 20T, FCHn@n, TORROD HBEFIZOVTL,
Somg1 B 1 E2bHRET 2L, (HEERE] OHESR)
MR OBREIIEET 5 Z L AARE LY (ANEBRRARIZE W TR GRICHESRER
BHBRTND),
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(3) ERALOIEDRTEIRM

FRLDOIE(E)

SR EAR B

(# 22 (ROBEHEICE/RELEWVWIL)]

1. Hift LTWAEE (MAm, EBENHIMm, H
&M, REEHMm, MM, 7 AHm%E)
(HZBhETIRENEH B, )

2. AFIORS IR LiRBUEDBEERED S 5 B3E

fh o FII/ NMRA O BRMA XER L OVES OGRS
B RTLLVOBRMXER2E2EL LTHREL
b

(A& - AZICEET HERLDOIE)
LM # 8T8 FNBHDOT, FiHMER, %
DERDHDBEEIZOVTIE, Somgl B 1 EMLHFHS
T5H5ZE, (HEERE) OESR)
2RO E IR D I EREE LW (ENEERER
BV THRAERSFICHIESBERBA LN TVA),

1)

2)

AFNI M opf/ MRA] & kit % k4
HBENANRD D, FioHlEEm., FoRED
HDBEFZIIONTIL, BEMOBANLR
E LT, .

ERNOE THARIZCBWT, AF0OEEBLKR
LR, AT CTRELEBESIZORHE
{EBROBWERABRO LN TS, BE
HOBANSLHRE LR,

1. HERS (ROBFICIHEEICRETHE)
ROBETITHMOBRMENEL REBENBH DD
T, %&E5E%5S0mgl B1EIETARCERIIRGTS
ze&,

1) Him@m s L CEOERDOH 5 BE

2) EELRFEECHZBE

3) ERLREEEOHLBE

4) BIMERFHEL TV EE

5) EEE

6) IKAEORE

1)

2)

3)

4)

5)

6)

FHNZ OBl MRA] & B m % B E S
DBENNRD D, ENOBRBEKRRIZBWT,
RBETHIHERTF 7Yy L REBEOH
ETHhOBERSRDLR TSR, &
BT 7 o vy a2 g iehobim/ NMRA O BT
XEZBEL L TRELE,
BELQTFEESRLE T, BORFOETIZX
DM OERERETEENSH ST O
L7,
HELBREERSE TR, I/MUIEEREOET
L HMOBERERETBELRHSHT-D
BRE LT,

thoBl/ MEREI OGN XEESEZ L LTRE
L7z,

BN ORBEKRBRIZB VT, SEE coHiit
OEIERRIERBMA IS TEEARICRD D
N TeDRE LT,
EAROBEERRICBWNT, EKEEOBRETO
Hi O BIERA B EREROBEFICLATH
FEICRD bR E LT,
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HEHLDEE(E)

R ERBL

2. BEERERNEE
1) EIE Clet /MR ESRER (TTP), SEEKIERE,
BELFEESOENRZBIERS,
PIRICRBELTWSZ enb, BE5HHAE2 » AR, 2
BRI | EREONERESOEREZRTHZ &, (T8

fEf) DEBMR)

EickEBA 2 v A

2) AFNC & B MU/IMREREINFI SR & 72 D X 5 e FHD

BAEIZ

2, 14 BEALRANZ

BEEFIETDHI L, T,

&

SR O mRESLERED Y X7 OFVEES T

X, EERREMRRE#E LD Z &, FHRIC
B\AIZE, PN OLMEZHERZLTHD
(TEBhEE | DHSBH)
3) fLoo i ifn o> fE BRAE & B8N & & 5 AN

BENLER
HEETHZ &,

AHROE

& DEAEAERIC

EETHEEBIC, BILENRRRET2EBE~OREIIE

EE fTb\

AFI G F I

I+ ED Y ha— L ELT

(MEE\E#KE ], HMEEMR OESR)
4)E%®F@ﬁ®ﬁmﬁmﬁhmm
ALY EBER LR, Zub R LVEANZE~REX
7B OREBREORMANEN THRESNTVWEDOT Y,
AT AESIRHIERTH L,
5) i ofERER L CMEFNEER OB ERY»H D Z
Ehh, BRI THEREREVEZZLNDBEIC

X, Ik - BEREEER TS L, £,
HERKRER B E DI
BREEZFEBETDI L,
HEE L bHE LR <25 2L 2HHAL, &R
TIXERICEET D L O ER

6) BHFIT
oA ] iR

i ior BNP - 3 il

2D HIIHEIZ
bt (k) 2=24 DB

(TEIfEM

EREIIBWT, 7

Hif 2 SR 3

HBEE, BEHICOKEEEOEY

DIESR)

&, &

FERAL TS EXEMILTEAD LD %%LL?I.%?

zedZ &,

(TP ) DEBM)

1) IR cletkf /MR EEEER (TTP), 5
RERE, EELHEESOERZEMEMS, £
CEEBME 2 # AURNICREALTNWDZ L %5
ZLLTRELL,

2) AN LUMEANOFE 1 AR, f/MROFF
MR EEBEL LTRELE,

3) fLoo i D fERRYE Z BN X ¥ 2 K% L OME
ERICEETALERSDTORE L, i,
BMLEAE T 5 BE T, HiloERMES Y
TEEARD D, MEZ+7IC ﬂ/FU—WL
L TR EFERTOILERHDOREL
7o

4) TACY EHFRLERIC, Z7rE RS LLVE
N He~_E A7 L O R RO BEMAES TH
ESNTVWALDRELL,

5) AFNIFUL/MRIER A L, Wiz BT 59
BEMERTETERVWEDRELRE, £,
BENELN-BEOMLETLE LT,

6) AFNIHM/MRIERZA L. HinzBhkT 57
BEMRTETERVWEDRE LR, £/, H
BRIZOWTOREEZRTEDICRE~DOEER
R L.

3. #HE%H

GHRERE (BHRISIET S L)

KRB %E

ERARIER -
BT

B - faBRET

AT a A FHEH
KRR (F7n
X %)

AH L oAz &
D, BEEE»LD
HMA3Bh& iz
LOBRERH B,

A F 1 i /N AR BRI
HERZHET D20,
THROEREHFERAT
% & HAL®E H i % B)
BT2&EZLNT
W5,

mEEE (V7
7y, ~XY v
%), d/REEEM
HHERER T 5K
(7T AEY »
%), MBRHEEE
(vexit—+,
FNF ST
%)

Hifn L7, Fihg
BETABENS
D, PERRHZITH
mE&EORIERIZE
BETYaz e,

A K v o /N AR BE AR 3T
HERZAT DD,
IHOEREHFRT
HeHmEETD
BELHH D,

FER2AT A FHEHREREE
WADBEEKRRBRIZBW T AR LT Taxt 0
PR L Y  HEE»bOHMAhR SN LD
BERDDTORE LT,

POEER, fm/MREEMHEIER 28 3 554,

ik #3738
mwfmdﬁﬂbioﬁﬂwﬁﬁﬂntbﬁv
NOTMNXEEZSE L LTRELE,
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FERLDIEE)

SR TEAR B

4. BElER

EERARERROBE

AR E CORE 1881 flF#E INRBIER ERREMRTE
FETe) 1X304% (571 f) T, EREWRIE, RTHM 2.2% 41
#l) HoHMER Th oo, EREBRREMER X ALT (GPT) Lk
556% (106 ), v-GTP L& 5.1% (96 ) SEDOFHEEREE, ~
7B 23% (44 F), AMERED 2.0% (38 #l) Fom#EkK
EETH-T-,

AT BT, 17500 BFILA LD BE 234 & L THEEOBER
BRAER SN, ERBER GEE 1% 0) 1%, %3, SHn%
OWmER, HERE, BH, TRHEOHELEREE Tho7,

ERNOERRBRTRD 6N EHREED
BETERVWAEESR BEHER - BK
BREBERE) KEIERELE, £,
BN OBWERRBRRIIZ OV T, B
OWiE7 o RV ADRMNTELRE
LLTRERELE,

1) EXEEIEA

(1) Hin GEERNEMm BBHmEoHmm)

< MM oEENHD (1%FH)

T AE (0.1%AK5H) %>

MRt M 48 DTEZEAMIm (WIHELR B, B0 - g, EiREE,
FrRRES) B TOLEERNL DN ERHD, ZDXH7%
BAICEFREEPIEL, EERAEBETI Z &,

<TFim, BBHMm, BESD (T 1%K5),

FASHMAE (0.1%FH) %>

Fifn, BEH G, IREH M, BISmE, SERHLD EEARH *)
LERHLDLNDAIERNDD, ZOLIBRGEICEIEEEFIEL,
WEIRABEXITS 2 &,

Q) IFieEEE, #E

ALT (GPT) k&, y-GTP L&, AST (GOT) E&, #¥iE,
AMIFRE GEERH ), iFk EERHE P) E23hHobh
B ENRHBDT, BELZFSITITY, EEXARDOLNEEEI
it BE5EPIEL, NEZSUENRLERITIZ L.

(3) miztEi/MEEDERBEE (TTP)

TTP (BEEFRH ®) Bhbbbhd ZeBlbs0T, BEL s+
STV, TTP OMIHIGER Th A B ER, BECFE, BHEOH
MiER, EREEEORM - ARER, /MR, B mER
DOHERZRD HEmMERN, K2, THREBEESENPBELEES
i, EbiciEL2 Ik U, mMkeE (ERMER, MFIRimER
ORIEEET) ZFE R L, HEIDE CMERHES OB R AE S
5z &,

(4) FTROEKREWER BEEFRHY) BbbbhdZinibd
DT, BEEZ DTV, BEPRDONEHE IR EEF
IEL, #@YR0AEEZITI Z &,

O EERIERIE

@ BAF BRI % & e f Bk IE

® RIEHBIRIERRE (Stevens-Johnson JEMERE), B HMERT
BE, "PEMEREEERMATE

9]

(1) EROREERRER TR SR -BERIC
ESERE LR, ok, #ERHMIZ
LT, AOTRERAE TCORSE
BhHDH, WNOFEBE /v K7L
NOTNLEESEZ L LTERELE,

) BADEEKRRABR TR b ZRIERIC
EISERELE, i, 2HEFRL,
FF&ICBI LTk, A OTHIREFAET
DRENH BT, WHAOFM 7 o &
FAUVNVDRMNLEEZSEZEL LTRE
L7,

3) BB XUV OBEERRBR TOREIT
VA, BAOTREFAE TORE*
BB, EAOFBIuo R
NOFTFXEFBEL L TRELE

@ ENB LM OBERRBR ToOHEIX
RV, BAOTHKBHE CORE*
NhHDHI-D, OB o R L
NOBXEEZEL L TRE L,
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EALDFE(E)

B TEAR R

2) EXIZEHER (B
BEChREn/ MR EEBER (TTP), MERIERKE, &
BRFEESOERZBWERS, FICREMMB2 » AURIC
RELTWDSZ b, RERBE 2 » AR, 2 BRIC 1
EREOMBREEDERBEEEET D &,

3) ZDfLDEIER
TROBWERMRH LMD ZENHHDT, REIBOHLN
B EIIINETS UR G A I 272 EHEERMEET S &
o (RITHEW)

2) FEEChARM /MR SRR (TTP),
HERAEVE, BERLFEESOENLENE
B, EICEERH2 » AURICRERLT
WHIENDL, BELELTREL,

3) ENORKRR TRD b RARBEROE
ETERWEEFER (AER - BERE
HREE) CEISERFELE,

5. BEE~DORE
EERE TIEMgEE, THEE, ATHEES OATERENE
TLTWRZEREL, EREEBDRWVERRSHY, H
mECEWERRH b TVOT, BELRELZZREL,
BEOREBLZBELRZNL, HEIIRETLHZ L,

ENOERRRICH VT, g coHmtE
DOEIERORBEPIERRE ITHANFEHET
HoTrl=ORE LT,

6. R ER BEILBFE~ORS

1) FREIIFR LT AAREMO D B A, WE LD
BNkt E LR 2 L H I N 2B /IR ESE TS
Z ¢, :
UHRF ORI 2 REMHITET LTV, )

2) BHFOBRANIIARREPIIRAZBTIIED 2 L,
(EMER (T v ) TAHFIRBITTSZ &8s
EhTnsg,)

1) ENORRRRBR CIIiEm, Em. AT
PHEA LT BT, FHRERIRV, fE-o
T U OREE Y n v R LADFRM SCEE S
EZLLTHRELE,

2) 7y FTOHAHP~OBITHERINTND
T ORE LT,

7. IMNEFEADES
INREICHT AT LT,
ERARBM 2, ]

INRA~OERRBRY 2 <, REMIIHEL LT
WRWEBRRE LTz,

8. BE#RS :

AHEIOBEZREIZ L Y EEFROEEB L UCHLS£E LS8
Fhish s, HLARDOLNHE, BHORLBERDZ L, 72
B, BRSO THARNWOT, BEHEENLERE
Al MR BET 5 Z &,

EAB LS OBERRBR TOHEITRN
2. HENADOHREFHETCOREN D DD,
WBADORHB o FZVLORMNXELS
EZELLTHRELRE,

9. EALOIE
FHF) A0 PTP B OEAIL PTP > — b bV H LT
RATZ L 5¥ET3 2L (PTP > — FOBEKIZLY, BN
SLAEBRBEREA~TIAL, FIZEELEB I U THIRRARX
LOEEREGHELZHRET I LBHRESNLTND),

BT 7 1 Y EOMOFUIL MRFI OB ST
EEXBELLTRELL,

*BE WA TETEN 197411 A 17 A5 20035 H 31 BETIZ, TREFREIC L 3E5F2OREMEIILUATO

WY Thote (RITEE 53.6-11),

WA OHIRERE TRE SN ERREIER

BEBIK

Rtk i /MR A ESRBER  (TTP)

TEERIRTTBRE

D L L T e i e e e e e ccciccc s et e e s e ———

H 5
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1.9 —fEMEHICEHLEIXE
AEO—RHILT JAN) IZ2OWTIE, FRR6F 1 A 17 BRABEFZITV. T 6 F
2H 10 BB SN -AHPESIC TEBINHER. BERL HB/7 o P L) |
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WHO Drug Information Vol. 1, No. 4, 1987

International Nonproprietary Names
for Pharmaceutical Substances

In accordance with paragraph 7 of the Procedure The inclusion of a name in the lists of recom-

for the Selection of Recommended International mended international nonproprietary names does
Nonproprietary Names for Pharmaceutical Sub- not imply any recommendation for the use of the
stances,' notice is hereby given that the follow- substance in medicine or pharmacy.

ing are selected as recommended international

nonproprietary names.

Recommended International Nonproprietary Names

(Rec. INN): List 272

Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

acidum piridronicum
piridronic acid

acitretinum
acitretin

adibendanum
adibendan

albendazolum oxidum
albendazole oxide

aloxistatinum
aloxistatin

ampiroxicamum
ampiroxicam

[2-(2-pyridyl)ethylidene]diphosphonic acid

C;HNO,P,

(all-E )-9—(4—methoxy-2,3,6—trimethylphenyl)-3,7-dimethyl-2,4,6.8-
nonatetraenoic acid
C24H360;4

5,7-dihydro-7,7-dimethyl-2-(4—pyridyl)pyrrolo[2,3-l]benzimidazol-S(SH)-one
CISHltNCO

methyl 5-(propylsulfinyl)-2-benzimidazolecarbamate
C12H|6N30:IS

ethyl (+)-(2S,3S8)-2,3-epoxy-N-[(S)-1-( isopentylcarbamoyl)-3-
methylbutyl]succinamate
CI7HJDN205

(1)-4-(1-hydroxyethoxy)-2-methyl-N-2-pyridyl-2H-1,2-benzothiazine-3-
carboxamide ethy! carbonate (ester), 1,1-dioxide
C!0H21N307s

; Off. Rec. Wid Hith Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 1973, 10 (Resolution EB43.Rg).
Other lists of recommended international nonproprietary names can be found in Cumulative List No. 6, 1982.

241



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

anaritidum
anaritide

arbekacinum
arbekacin

arnololum
arnolol

artemisininum
artemisinin

azumolenum
azumoiene

baquiloprimum
baquiloprim

bazinaprinum
bazinaprine

bemarinonum
bemarinone

benexatum
benexate

beperidii iodidum
beperidium iodide

bermoprofenum
bermoprofen

bifemelanum
bifemelane

biteprofenum
biteprofen

bisfentidinum
bisfentidine

brefonalolum
brefonalol

242

L-arginyI-L-seryI-L-seryl-L-cysteinyI-L-phenyIaIanylglycylglycyl-c-arginyI-L—meth-
ionyI-L-aspartyI-L-arginyl—L-isoleucylglycyl-L-alanyI-L-gIutaminyl-n.-serylg lycyl-
L-Ieucylglycyl-L-cysteinyl-n.-asparaginyl-n-seryl-L-phenyla!anyl-L-arginyl-
L-tyrosine cyclic (4—20)-disulfide

C, \ansNasoasS:

O-3-amino-3-deoxy-a-o-gIucopyranosyl-( 1-—+4)-0-[2,6-diamino-2,3,4,6-tetra-
deoxy-a-o-erythro-hexopyranosyl-(1 -»6)]-N’-[(28)-4-amino-2-hydroxybutyryl]-
2-deoxy-i-streptamine

szHuNcow

{ £ )-3-amino-1-[p-(2-meth oxyethyl)phenoxy]-3-methyl-2-butanol
C14Hx3NO,

(3R,5aS,6R,BaS,9R.128.12aR)—octahydro-3,6,9-trimethyl-S,12-epoxy-12H—
pyrano(4,3-f]-1,2-benzodioxepin-10(3H)-one

187 f22%s

1-[[[5—(p-bromophenyI)-2-0xazolyl]methy|ene]amino]hydantoin
C,,H,BrN,O,

5—[(2.4—diamino-5-pyrimidinyI)methyl]-B-(dimethylamlno)-?—methquuinoIine '
C17H20N0

3-[(2-morpholinoethyl)amino)-6-pheny!-4-pyridazinecarbonitrile
C17H‘IQNSO ]

5,6-dimethoxy-4-methyl-2(1H)-quinazolinone
C'l 1 HizN:O:

benzyl salicylate, trans-4-(guanidinomethyl)cyclohexanecarboxylate
C!3H21N304

cis-1-ethyl-4-hydroxy—1-methylpiperldinium iodide (+)-a-(hexahydro-1H-
azepin—1-y|)—1.2-benzlsoxazole-S-acetate, mixture with trans-1-ethyl-4-
hydroxy-1-methyipiperidinium iodide (t)-a-(hexahydro-1H-azepin-1-yl)-1,2-
benzisoxaxole-3-acetate (1:1)

CnHu'N:os

(£)-10,11-dihydro-a,8-dimethyl-1 1-oxodibenz[b,floxepin-2-acetic acid
Cquson

N-methyi-4-[ (a-phenyl-o-tolyl)oxy]butylamine
C,sH2NO

(£)-2"-chloro-a-methyl-4-biphenylacetic acid, ester with 1-glycoloyl-4-
methylpiperazine
C22H25CIN, O,

N-isopropyl-N’-[p-(Z—methylimidazol-4-yl)phenyl]formamidine

147 T18' %4

(+ )-6—[2'-[(1.1-dimethyl-a—phenylpropyl)amino]-1-hydroxyethyl]-3,4-dihydro-
carbostyril o
C,,H,eN, 0,

wd



e

Recommended international
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

budotitanum
budotitane

cefempidonum
cefempidone

cefepimum
‘cefepime

cefmepidii chloridum
cefmepidium chloride

cefpodoximum
cefpodoxime

clazurilum
clazuril

clopidogreium
clopidogrel

daltrobanum
daltroban

datelliptii chloridum
dateiliptium chloride

dembrexinum
dembrexine

detirelixum
detirelix

dexamethasoni acefuras
dexamethasone acefurate

diclazurilum
diclazurii

difloxacinum
difloxacin

disuprazolum
disuprazole

~ ditiocarbum natricum

ditiocarb sodium

diethoxybis(1-phenyl-1,3-butanedionato)titanium
C24H240, Ti

1-[[(6R,7R)—7-[2-(2—amino-S-thiazolyl)glyoxylamido]-2-carboxy-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct~2-en-3—yl]methyl]pyridinium hydroxide, inner sait, 7*-(E)-
[O-(2—oxo-3-pyrrolidinyl)oxime]

szHanOsSz

1-[[(6R.7R)-7-[2~(2-amino-4-thiazoIyl)gIyoxylamido]-2-carboxy-8—oxo-5-thia-1-
azabicyclo[4.2.0]oct—2-en-3-yl]methyn-1-methylpyrrolidinium hydroxide, inner
salt, 7*-(2)-(O-methyloxime)

CiOH24Nlolsz

4-[[[(6R.7R)-7-[2-(2—amino-4-thiazolyl)glyoxylamido]-2—carboxy-8-oxo-5-thia—1-
azabicyclo[4.2.0]0ct-2—en-3-yl]methyl]thio]-1—methylpyridinium chloride
7‘-(2)-[0-(1-carboxy-1-methylethyl)oxime] S-oxide

C23H25CINGO|SS

(+)-(6R,7A)-7-[2-(2-amino-4-thi azolyl)glyoxylamido]—3—(methoxymethyl)—8—
oxo-s-thia-1-azabiCyclo[4.2.0]oct-2—ene-2—carboxylic acid, 7%-(2)-(0-
methyloxime)

C1sH1NsO,S,

(£ )—[2—chloro—4—(4,5—dihydro-3,5—dioxo-as-triazin-2(3H)-yl)phenyl]-
(p-chlorophenyl)acetonitrile
Cnch,zNAoa

methyl (+ )-(S)-a-(o-chlorophenyl)—6,7-dihydrothieno[3,2-c]pyrldine-5(4H)-
acetate
C.eH,sCINO,S

[p-[2-(p-chIorobenzenesulfonamido)ethyl]phenyl]acetic acid
CisH,sCINO,S

2—[2—(diethylamino) ethyl]-9-hydroxy-5, 1 1-dimethyl-6H-pyrido[4,3-b]-
carbazolium chloride
C25H,CIN,O

trans—4-[(3,5-dibromosalicyl)amino]cyclohexanol
C.sH,,Br,NO,

N-acetyl-3-(2-naphthyl)—o-alanyl~p-chIoro-o—phenylalanyl-o-tryptophyl-
L-seryl-L-tyrosyl-N‘—(N,N'-diethylamidino)—n—lysyI—L-Ieucyl-L-arginyI-L-
prolyl-o-alaninamide

CnHmsc'NuOv:

9-fluoro-1 TB,17,21—trihydroxy-16a—methylpregna-1.4-diene-3,20—dione 21-
acetate 17-(2-fuorate)
C2aH3,FO,

{(+ )-(p-chIorophenyl)[2,6-dichloro-4-(4,5-dihydro-3,5-dioxo—as-triazin-2(3H)—
yl)phenyllacetonitrile
C,;H,CI;N,0,

6-fluoro-1 -(p-fluorophenyi)-1 ,4-dihydro-?-(4-methyl-1-piperazinyl)-4—oxo—3-
quinolinecarboxylic acid

CZ‘IHI!F!NS 3
2~[[[4—(ethylthio)-3—methyl-2—pyridyl]methyl]suIfinyl]benzimidazole

1BH11N3082

sodium diethyldithiocarbamate
C,H,,NNaSs,

243



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

dobupridum
dobupride

donetidinum
donetidine

dramedilolum
dramediiol

droxidopa
droxidopa

dulozafonum
dulozafone

ebiratidum
ebiratide

ebrotidinum
ebrotidine

ecastololum
ecastolol

edifolonum
edifolone

eltoprazinum
eltoprazine

elziverinum
elziverine

enrofloxacinum
enrofloxacin

eperisonum
eperisone

epinastinum
epinastine

epsiprantelum
epsiprantel

eptaloprostum
eptaloprost

244

4-amino-2-butoxy-5-chloro-N-{1-(1 .3-dioxolan-2-ylmethyl)-4-piperidyl|benz-
amide
C2oH30CIN;O,

5-[(1,2-dihydro-2-oxo-4-pyridyl)methyl}-2-[ [2-[[5-[ (dimethyl-
amino)methyl]furfuryl]thio]ethyllamino)-4(1H)-pyrimidinone
C!DHISNSOSS

acetone (+ )-[6—[3-[(3,4-dimethoxyphenethyl)amino]-2-hydroxypropoxy]-3~
pyridazinyllhydrazone
CZOHZDNSO‘

(—)-threo-3-(3,4-dihydroxyphenyl)-.-serine
CeH,1NO,

2-[bis(2—hydroxyethyl)amino]—4’-chloro-2’-(o~chIorobenzoyl)-N-methyl-
acetanilide
CaonzclzNzoo

L-methionyl-L-gIutamyl-L-histidyI-L—phenyIalanyl-o—lysyl-N-(B-amino-
octyl)--phenylalaninamide S,S-dioxide .
C48H73N1 10103

p-bromo—N—[[[2-[[[2-[(diaminomethylene)amino]-4—thiazoly|]methyl]-
thiolethyllamino]methylene]benzenesulfonamide
C..H,,BrN,0,S;

(+ )-4’-[3-[(3,4—dimethoxyphenethyl)amino]-2—hydroxypropoxy]-3’—(5-isoxaz-
olyl)butyranilide
C:BHSJNSOB

10-(2-aminoethyl)estr-5-ene-3,17-dione, cyclic bis(ethylene acetal)
CIJH37NO4

1-(1,4-benzodioxan-5-yl)piperazine
C12H16N202

6,7—dimethoxy-4-[[4—(o-methoxyphenyl)—1-piperazinyl]methyl]-1-veratryliso-
quinoline
032H37N305

1—cyclopropyl-?—(4-ethyl-1-piperazinyl)-G-ﬂuoro-1.4—dihydro-4-oxo-3-quinoline-
carboxylic acid
CIQHZIFNSOQ

4’~ethyl-2-methyl-3-piperidinopropiophenone
C,;H,;sNO :

3-amino-9,13b-dihydro-1 H-dibenz]c,flimidazo[1,5-a)azepine
C1GH15N: )

(+ )-2-(cyclohexylcarbonyl)-2,3.6,7,8.12b-hexahydrbpyrazino[2,1—a][2]benz-
azepin-4(1H)-one
CZOstNZOZ

4-[2-[(2E,3aS,45,5R,6a5)-hexahyd ro-5-hydroxy-4-[(3S5,4S5)-3-hydroxy-4-methyi-
1,6-nonadiynyi]-2(1H)-pentalenylidene]ethoxy]butyric acid

Cu s



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

erdosteinum
erdosteine

erythromycini stinopras
erythromycin stinoprate

esflurbiprofenum
esflurbiprofen

etanidazolum
etanidazole

etofenproxum
etofenprox

exametazimum
exametazime

tazarabinum
fazarabine

fleroxacinum
fleroxacin

flosequinanum
flosequinan

fosinoprilum
fosinopril

fotemustinum
fotemustine

ganciclovirum
ganciclovir

goserelinum
goserelin

guaisteinum
guaisteine

ibacitabinum
ibacitabine

ilmotosinum
flmofosine

(t )-[[[(tetrahydro-z-oxo-s-thienyl)carbamoyl]methyl]thio]acetic acid

C.H,,NO,S,

erythromycin 2’-propionate, compound with N-acetyl-i-cysteine (1:1)
CaoHyiNOy, - C;HNO,S 0r C5Ha,N,0,,S

(S)-2-fluoro-a-methyl-4-biphenylacetic acid
C15H13F02

N-(2-hydroxyethyl)-2-nitroimidazole-1-acetamide
C;H1oN,O,

a—[(p-ethoxy—B,B-dimethylphenethyl)oxy]-m-phenoxytoluene

25 283

(+)-(3RS, 3’RS)—3,3’-[(2.2—dimethyltrimethylene)diimino]di—.’l—butanone
dioxime
C13H28N402

4—amino-1-ﬂ-o-arabinofuranosyl-s-triazin-2( 1H)-one
CIH12N405

6.8-difluoro-1-(2-fluoroethyl)-1,4-dihyd ro-?-(4—methyl~1-pi perazinyl)-4-oxo-3-
quinolinecarboxylic acid
C17H1IF3N303

7-fluoro-1-methyl-3-(methylsulfinyl)-4(1 H)-quinolone
CiH,,FNO,S

(48)-4-cyclohexyl-1-[[[ (RS)-1-hyd roxy-2-methylpropoxy] (4-phenylbutyl)-
phosphinyl]acetyl]-.-proline propionate (ester)
C30H40N07

(+)-diethyl [1-[3-(2-chloroethyl)-3-nitrosou reidojethyl]phosphonate
C.H,,CIN,O,P

9-[[2-hydroxy—1-(hydroxymethyl)ethoxy]methyl]guanine
CeH.aN;0,

1-(5-oxo-|.-prolyl~L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-O-tert—butyI-o—seryl-
L-leucyl-L-arginyl-L-prolyl)semicarbazide
CSIHMN1!014

thioacetic acid, S-ester with (+ )—3—(mercaptoacetyl)-2-[(o-
methoxyphenoxy)methyl]thiazolidine
CysHiNO,S,

2’-deoxy-5-iodocytidine
C,H,.IN,O,

choline hydroxide, (i)-3—(hexadecyIthio)-2-(methoxymethyl)propyl hydrogen
phosphate, inner salt
C.sHssNO,PS

245



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

indolidanum
indolidan

iobenguanum (31})
iobenguane (')

iprotiazemum
iprotiazem

itazigrelum
itazigrel
lacidipinum
lacidipine
levofenfluraminum

levofenfluramine

levoprotilinum
levaprotiline

limaprostum
limaprost

liroldinum
liroldine

lixazinonum
lixazinone

lodaxaprinum
lodaxaprine

loperamidum oxidum
loperamide oxide

lorcinadolum
lorcinadol

lorglumidum
lorglumide

lovastatinum
lovastatin

loxiglumidum
loxiglumide

mafoprazinum
mafoprazine
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3.3-dimethyl-5-(1,4,5,6-tetra hydro-6—oxo-3-pyridazinyl)—2-indoli none
CunNaoz

(m-iodo-"¥'-benzyl)guanidine
C‘H«‘o'J‘INa

(+ )-(R)-2-isopropyI—4-methyI-2—[o-[4-[4-(3,4,5-trimethoxyphenethyl)-1-
piperazinyl]butoxy]phenyl]-ZH-1 ,4-benzothiazin-3(4H)-one

CJ7H49 -}

4,5-bis(p-methoxyphenyl)-z-(trifluoromethyl)thiazole
C,¢H,.FNO,S

4~[o-[(E)~2-carboxyvinyl]phenyl]-1,4-dihydro-2,6—dimethyl-3,5-pyridine-
dicarboxylic acid, 4-tert-buty| diethyl ester
CZGHSSNOS

(— )-(R)—N-ethyl-a-methyl-m-(trifluoromethyl)phenethylamine

12 16F3

(=)-(R)-a-[( methylamino)methyl]-9,10-ethanoanthracene-Q( 10H)-ethanol

2023

(E)-7-[(1 R.2R,3R)-3-hydroxy-2-[(E )-(3S,58)-3-hydroxy-5-methyl-1 -nonenyl]-5-
oxocyclopentyl]-2-heptenoic acid, compound with a-cyclodextrin

22" "as\s

2,2’-[(3.3’-di1luoro-4.4’-biphenylylene)dinitrilo]dipyrrolidine

C20H20 INC

N-cyclohexyl-N-methyl-4-[( 1,2,3,5-tetrahydro-2-oxoi midazo[2,1-b]quinazolin-7.
yl)oxy]butyramide
CZIHch‘OJ

1-[6—(o—chlorophenyl)—3-pyridazinyl]—4-pi peridinol
CisHCIN,O

trans-4-(p—chlorophenyl)—4—hydroxy-N.N-dimethyl-a,a-diphenyl-1-piper-
idinebutyramide 1-oxide
Cn HsJCINzoz

(E)-3—chIoro-6—(4-cinnamyl-1-piperazinyl)pyridazine
C,;H1,CIN,

(+ )-4-(3,4—dichlorobenzamido)—N,N-dipentylglutaramic acid
C22H32C|2N204

(S)-2-methylbutyric acid, 8-ester with (4R.6R)—6—[2—[(18,28.6R.88.8aR)-
1,2,6,7,8,8a—hexahydro-a-hydroxy-2,6-dimethyl-1-naphthyl]ethyl]tetrahydro-d-
hydroxy-2H-pyran-2-one

Conssos

(i-)-4-(3,4-dichIorobenzamido)-N-(3-methoxypropyl)-N-pentyIglutaramic acid
CI1HJOCIzN205

4’-[3—[4-(o-fluorophenyl)-1-piperaziny|]propoxy]—m-acetanisidide
C22H20FN303



Recommended International Chemical Name or Description and Molecular Formulae

Nonproprietary Name (Latin, English)

methylprednisoloni 7-[methyl(2-sulfoethyi)carbamoyl]heptanoic acid, C-21-ester with 115,17,21-
suleptanas trihydroxy-6a-methylpregna-1,4-diene-3,20-dione, monosodium sait
methylprednisolone C,3H,,NNa0,,S
suleptanate ’
metrenperonum 3-[2-[4-(p-fluorobenzoyl)piperidino]ethyl]-2,7-dimethyl-4H-pyrido[1,2-a}-
metrenperone pyrimidin-4-one

mezacopridum
mezacopride

midaglizolum
midaglizole

modafinitum
modafinil

molfarnatum
moltarnate

mometasonum
mometasone

nanafrocinum
nanafrocin

nerbacadolum
nerbacadol

niguldipinum
niguldipine

nilutamidum
nilutamide

nonathymulinum
nonathymulin

nuclomedonum
nuclomedone

orbutoprilum
orbutopril

ornoprostilum
ornoprosti}

024H25FN302

(£ )-5-chloro-4-(methylamino)-N-3-quinuclidinyl-o-anisamide
C1SHIZC|N301

{£)-2-[a-(2-imidazolin-2-ylmethyl)benzyl]pyridine
CieHirN;

2-[(diphenylmethyl)sulfinyllacetamide
C,sHsNO,S

3,7,11-trimethyl-2,6,10-dodecatrienyl 4,8,12-trimethyl-3,7,11-tridecatrienoate
cli HSDOZ

9,21-dichloro-118,17-dihydroxy-16a-methyipregna-1,4-diene-3,20-dione
CZIHIBClzol

(1S,3R)-3.4,5,1 O-tetrahydro-9-hydroxy-1-methyl-5,10-dioxo-1H-naphtho-
{2,3-c]pyran-3-acetic acid

CyeH1.0,

1-{(5-methyl-4-isoxazolyl)carbonyl]piperidine
CioHuN,O,

(+)-3-(4.4-diphenylpiperidino)propyl methyl 1,4-dihydro-2,
6-dimethyl-4-(m-nitrophenyI)-3,5-pyridinedicarboxylate
c:ﬁHaiNIOB

5,5-dimethyl-3-(a,a,a-trifluoro-4-nitro-m-tolyl)hydantoin
ciZHﬂ!F!Nlod

N’-[N-[N—[N—[N’-[N-[N’-[N-(—S-oxo-L-prolyl)~L-alany|]-L-Iysyl]-u.-seryl]—
L-glutaminyl]gchyl]gchyl]-L-seryI]-L—asparagine

33" "54' V1215

+
1

(£)-
C,:H\,CIN,O,S

(28.3a5,7a8)-1-[(S)-N-[(S)-1 -carboxypentyl]alanyl]hexahydro-2-indoline-

carboxylic acid, 1-ethyl ester
CzDHMN!OS

methy! (—)-(1R.2R,3R)-3-hydroxy-2—[(E)—(SS,58)—3-hydroxy—5—methyl-1-
nonenyl]-s,s-dioxocyclopentaneheptanoate ‘
C23H3806
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6-(p-chIorobenzyl)—2,3-dihydro-5H-thiazoIo[3.2-a]pyrimidine-5,7(6H)—d ione



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

oxaliplatinum
oxaliplatin

pantenicatum
pantenicate

pazeliiptinum
pazelliptine

pelanserinum
pelanserin
perindoprilatum

perindoprilat

pimonidazolum
pimonidazole

pirtenidinum
pirtenidine

pravastatinum
pravastatin
prinomidum
prinomide
quinaprilum

quinapril

ramoplaninum
ramoplanin

ranolazinum
ranolazine

retelliptinum
retelliptine

rilmenidinum
rilmenidine

rilopiroxum
rilopirox

rimoproginum
rimoprogin

risperidonum
risperidone
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[(1R.2R)-1 .2-cyc|ohexanediamine-N,N'][oxalato(2-)-0,0’]platinum
CsH,(N,O.Pt

[R-(R',R')]-3-pyridylmethyl hydrogen succinate, tetraester with N,N'-
[dithiobis(ethyleneiminocarbonylethylene)]bis[2,4-dihydroxy-3.3-dimethy|-
butyramide]

CsanNaozoSz

10-[[3-(diethylamino)propyl]amino]-6—methyl-SH—pyrido[S’.4’:4.5]pyrroIo[2.3-
glisoquinoline
CzaHar N,

3—[3-(4-phenyl-1-piperazinyl)propyl]-2.4(1H,SH)-quinazolinedione

21H24 42

(2S,33$,7aS)-1-[(S)-N—[(S)-1Qcarboxybutyl]alanyl]hexahydro-2-indoline-
carboxylic acid
C17H20N205

(+)-a-[(2-nitroimidazol-1-yl)methyl)-1-piperidineethanol
C“HlﬂN403

1,4-dihydro-1-octyl-4-(octylimino)pyridine
CaiHyeN,

(+)-(BR,8R,15,25,65,8S,8aR)-1 .2,6.7,8,8a-hexahydro-B,8.6,8-tetrahydroxy-2-
methyl-1-naphthaleneheptanoic acid, 8-[(2S)-2-methyibutyrate]
CasH360;

a-cyano-1-methyl-8-oxopyrrole-2-propionanilide
C15H13N302

(S)-2-[(S)-N-[(5)-1 -carboxy-3-phenyipropyl)alanyl}-1,2,3,4-tetrahydro-3-
isoquinolinecarboxylic acid, 1-ethyl ester
Cl5H3°N205

factor A, of the antibiotic complex A/16686 produced by Actinoplanes sp.
ATCC 33076
empirical molecular formula Ci15H154CIN,4 O

(+ )-4-[2-hydroxy-s-(o-methoxyphenoxy)propyl]-1-piperazineaceto-2',6'—
xylidide
C..HyN,0,

1-[ [3~(diethylamino)propyl]amino]—9-methoxy-5.1 1-dimethyl-6H-pyrido[4,3-b}-
carbazole
Cstaz N4O

2-[{dicyclopropyimethyl)amino]-2-oxazoline
C‘IOH18N20

6-[[p-(p-chIorophénoxy)phenoxy]methyl}—1—hydroxy—4-methyl—2( 1H)-pyridone
C,oHsCINO, ‘

5-[(3—iodo—2—propynyl)oxy]-2-(methylthio)pyrimidine
C,H,IN,0S

3-[2-[4-(6-fluoro-1 .2-benzisoxazol-3-yl)piperid ino)ethyl]-6,7,8,9-tetrahydro-2-
methyl-4H-pyrido[1,2-a]pyrimidin-4-one : -
CasHarFNLO,

|

i




Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

ritiometanum
ritiometan

rocastinum

rocastine

ronactololum
ronactolol

rufloxacinum
rufloxacin

sabeluzolum
sabeluzole

saterinonum
saterinone

savoxepinum
savoxepin

sedecamycinum
sedecamycin

seganserinum
seganserin

seglitidum
seglitide

sequifenadinum
sequifenadine

sermorelinum
sermorelin

sertaconazolum

sertaconazole

setiptilinum
setiptiline

sevitropii mesilas
sevitropium mesilate

siagosidum
Slagoside

(methylidynetrithio)triacetic acid
C‘IHiDOBsJ

( +)-2-[2-(dimethylamino)ethyl]-3,4-dihydro-4-methylpyrido[3,2-f]-1,4-0x-
azepine-5(2H)-thione
C1aH,eN,OS

(+)-4’-[2-hydroxy-3-(isopropylamino)propoxy]-p-anisanilide
C20H26N20,

9-fluoro-2,3-dihydro-10-(4-methyl-1-piperazinyl)-7-oxo-7H-pyrido[ 1,2,3-de]-1,4-

benzothiazine-6-carboxylic acid
Cy7H,sFN;O,S

(+)-4-(2-benzothiazolylmethylamino)-a-[{p-fluorophenoxy)methyl}-1-
piperidineethanot
C,.H.sFN,0,S

(1)-1,2-dihydro-5-[p-[2-hydroxy-3-[4-(o-methoxyphenyl)-1-piperaziny)-
propoxy]phenyil-6-methyl-2-oxonicotinonitrile
C,7H30N,O,

3-(cyclopentyimethyl)-2,3,4,5-tetrahydro-1 H-dibenz[2,3:6,7)oxepino[4,5-d)-
azepine-7-carbonitrile
C.sH26N,0O

(—)-N-[(1S,2R,3E,5E,759E,11E,135,1 SR,19R)-7,13-dihydroxy-1,4,10,19-
tetramethyl-17,18-dioxo-16-oxabicyclo[13.2.2]nonadeca-3,5,9,11-tetraen-2-
yllpyruvamide 13-acetate

Cz'lHasNon

'3-[2-[4-[bis(p-fluorophenyl)methylene]piperidino]ethyl]-2-methyl—4H-
pyrido[1,2-a]pyrimidin-4-one
CzDH27F2N30

cyclo(N-methyi-.-alanyl-.-tyrosyl-o-tryptophyl--lysy!-.-valyl-.-phenyl-
alanyl)
CCQHSGN807

a,a-di-o-tolyl-3-quinuclidinemethanol
szHnNO

growth hormone-releasing factor (human)-(1-29)-peptide amide
C1IDH248NIIOAQS

(+ )—1—[2,4-dichIoro-ﬁ-[(7-chlorobenzo[b]thien-s-yl)methoxy]phenethyl]-
imidazole
C,oH4sCIN,0S

2,3,4,9-tetrahydro-2-methyl-1 H-dibenzo[3,4:6,7]cyclohepta]1,2-¢c]pyridine
CisHyoN

(1 )-3a-[(6,11-dihydrodibenzo[b,e]thiepin-1 1-yl)oxy]-68,7-epoxy-8-methyl-
1an,5an-tropanium methanesulfonate
C2.H2eNO,S,

N-(lI’-N-acetylneuraminosylgangliotetrasyl)ceramide, intramolecular ester
C73H129N3030



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molacular Formulae

sibutraminum
sibutramine

sizofiranum
sizofiran

somatorelinum
somatorelin

somatropinum
somatropin

spiraprilum
spirapril

talipexolum
talipexole

tameridonum
tameridone

temozolomidum
temozolomide

teniloxazinum
teniloxazine

tetronasinum
tetronasin

tienoxololum
tienoxolol

tifuracum
tifurac

tigemonamum
tigemonam

tilisololum
tilisolol!

tilmicosinum

tilmicosin

tiospironum
tiospirone

tiprotimodum
tiprotimod
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(+ )-1-(p4chIorophenyl)-a-isobutyI-N,N—dimethylcycIobutanemelhylamine
C,;H2CIN

Schizophyllan or Poly[3-s(0-B-o-glucopyranosyi-(1—3)-O-[B-o-
glucopyranosyl-(1- 6)]-O-B-o-glucopyranosyl-(1— 3)-0O-B-o-glucopyr-
anosyl)— 1]

(CzaHAoozo)n

growth hormone-releasing factor (human)
CzlsHJSBN‘IZOBGS

growth hormone (human) or somatotropin (human)
CD'DH152lNZSZO3OOS7

(85)-7-[{S)-N-[(S)-1-carboxy-3-phenyipropyl]alanyl}-1,4-dithia-7-
azaspiro[4,4]nonane-8-carboxylic acid, 1-ethy| ester
C2.H1N.0sS;

6-allyl-2-amino-5,6,7 8-tetrahydro-4H-thiazolo[4,5-d]azepine
CioHysNsS

7—[2—(4-indol-3-ylpiperidino)ethyl]theophylline
CzZstNGOZ

3.4-dihydro-3-methyl-4-oxoimidazo[S,1-d]-as-tetrazine-8—carboxamide
CeHeN,O,

(£)-2-[[{a-2-thienyli-o-tolyl)oxy]methyljmorpholine
C.eHisNO.S

4-hydroxy-3-[(28)-2-[( 1S,2S.6R)-2-[(1E)-3-hydroxy-2—[(2R,3H.68)-tetrahydro-3-
methyl-6-[(1E ,3S)-3—[(2R,3S,5R)-tetrahydro—5—[ (18)-1-methoxyethyl]-3-
methyl-2-fury|]-1-butenyl]—2H—pyran-2-yl]propenyI]—6-methylcyclohexy,l]—
propionyl]-2(5H)-furanone

38t 154\

{1)-ethyl 2-[3-(tert—butylamlno)-2-hydroxypropoxy]-s-(2-
thiophenecarboxamido)benzoate
C..H,N,0,S

7-[p-(methylthio)benzoyl]-5-benzofuranacetic acid
1!H1404

[[[(Z)-(2—amino-4-thiazolyl)[[(3$)-1-hydroxy—2,2—dimethyl-4-oxo-
3-azetidinyl]carbamoyl]methylene]amino]oxy]acetic acid hydrogen sulfate
(ester)

C12H15N50982

(+ )-4-[3-(tert-butylamino)-2-hydroxypropoxy]-2-methylisocarbostyril
C17H24N203

4A-O-de(2,6-dideoxy-a-C-methyl-a-L-ribo-hexopyranosy|)-20-deoxo-20—(cis-3,5-
dimethylpiperidino)tylosin
C4l HlﬂNzoll

N-[4-[4-(1,2-benzisothiazol-3-yi)-1 -piperazinyl]butyl}-1,1-cyclopentanediacet-
imide
CuHsanozS

2-[(3-carboxypropyl)thio}-4-methyl-5-thiazoleacetic acid

C'0H13N04 2

P




Recommended International Chemical Name or Description and Molecular Formulae
Nonproprietary Name (Latin, English)

tomoglumidum
tomoglumide

topiramatum
topiramate

torbafyllinum
torbafylline

trigevololum
trigevoloi

triptorelinum
triptorelin

ubenimexum
ubenimex

ulinastatinum
ulinastatin

urofollitropinum
urofollitropin

vadocainum
vadocaine

vesnarinonum
vesnarinone

vinorelbinum
vinorelbine

zidovudinum
zidovudine

( £)-4-(3.4-dimethylbenzamido)-N,N-dipentylglutaramic acid
C24H35N204

2,3:4,5-di-O-isopropylidene-B-o-fructopyranose sulfamate
C|2H21NOQS

7-(ethoxymethyl)-1-(5-hydroxy-5-methythexyl)-3-methylxanthine

C16H10N40l

(+)-5-[2-] [2-hydroxy-3—[p-(2—methoxyethoxy)phenoxy]propyl]amino]ethoxy]-
salicylamide
sz H26N201

5-oxo-L-prolyl-t-histidyl-.-tryptoph yl-L-seryl-.-tyrosyl-o-tryptophyl-.-teucyl--
arginyl-.-prolyiglycinamide
CSQHDZN1BO13

(=)-N-[(2S,3R)-3-amino-2-hydroxy-4-phenylbutyryl]-.-leucine
C1GHZ4N204

a glycoprotein of molecular weight about 67,000 isolated from human urine,
inhibiting mainly proteolytic enzymes

a preparation of menopausal gonadotrophin extracted from human urine,
but possessing negligible luteinising hormone (LH) activity

(+ )-6'~methoxy-2-methyI-1-piperidinepropiono-2’,4'—xylidide
CtaHzaNzoz

1-(1,2,3,4-tetrahydro-2-ox0-6-quinolyl)-4-veratroylpiperazine
022H25N304

3'.4’-didehydro-4’-deoxy-8’-norvincaleukoblastine
CA!HSANIOB

3’-azido-3'-deoxythymidine
C1°H13N504
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AMENDMENTS
TO PREVIOUS LISTS

WHO Chronicle, Supplement to Vol. 35, N. 5, 1984
International Nonproprietary Names (Rec. INN): List 21

p. 4 defibrotidum the description should be replaced by:

defibrotide Polydeoxyribonucieotides from bovine lung or other mammalian organs with
molecular weight between 15,000 and 30,000

p.. 8 omoconazolum in the chemical name replace “(E)” by “Z)"
omoconazole

WHO Chronicle, Supplement to Vol. 38, N. 6, 1984

International Nonproprietary Names (Rec. INN): List 24

p. 1 ademetioninum the amendment in List 24 rec. is superseded and the chemical name should
ademetionine be replaced by:

(+)-5-[(A")-] (R')-S-amino-3—carboxypropyl]methylsulfonio]-5’—deoxy—
adenosine hydroxide, inner salt
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