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i5S & FHEEDES
ADP: Adenosine 5'-diphosphate (77 / 2> 5' U “FR)
PCI: percutaneous coronary intervention (&R 1 LB AR AKAIT)
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1 ERXERROEBRURARDER

rya v RZUAFREEE (TR, TZ7ab RZ L] L)) 3. B2 7404 (75 2) CAIE
SN TZ /Y DB EAETAROOHM/IMEETH Y . ADP ZEK (P2Y,) (CARRHIIZIE
M9 % Z & T ADPIZ X DI/ MR OTEHEAL & R B BHE T 5,

WA Tl 7 m e 7 Lbid, INEEZE, OfpfEZE, RMERERIZRIT 27 7 v —AlfetE 1~
v SO ENEE - BhFE LT, 1997 4F 11 AIKETHIO THRR S L, EOBKINEE A E T 120
PLEOEE il CRBINTWD, £7o, BINFRETH S, IE ST EAGVERERRE, ST EA AL
FEITENZA 200242 A, 2006 4 8 AN KETHEGR I, £ OBKIN[EZ 5 Te[E & ik THAR S
IWTCW5, 723, 201141 A, BT, 2 b 12 EomEEA X MO R 7 EHF L,
EX I KIEHEE (VKA) IZ X ADIERAAEYCHfL Y 2 7 DRV DL BB :EMNEE L L
THARB SN,

ENTIX, 7o K7L WEF7a U iiE (LT, [Fr7aevy) Lvw)) Bz s
925 R MR I A 5 (ST A BR 24TV, £ OIRERIEER Th 2 I SEIE & x5 & L 7 BRAREER C.
F I AKHT DA (EMEA X2 FOFELY X7 KRR 1281 2IFELMER LM
B D EBEZ &b ICHEEE L7 RS 2 2512 2006 4E 1 A T2 MMM [ OO RN ZE R
ZER<) HOBEHRME) 2508 - SR L LT E Nz, TO%, Bl OEEICRT 2B EITO,
2007 4= 10 A2 TRREZAEBNRIZ AR (PCD 238 H S 2 GMeiE et (R EPa0iE, FE ST EA
DARFEZE) | . 201148 12 HIZ TRREZAeEEINRIZAN (PCD) 238 S 4L 2 EPE, BIRMELf)
FEIE] | 20124 8 T R MEEBIRIZAAN (PCD) 23 S D ST EA-LBEZE | 2 BINZhAE -
MR E L THERBI NI,

A, RIHENIRE BEE 2 x5 & L ENSIHEERRHER (SFY10810) ([2BW T, Z7rE K7L
NDF 7 a eV NELREENPRGES N2 &, T/ rbE Y U ERIBEOENENRBRINTZZ &,
IHIZ, Z7rERTZTVADOZEMELOEGERREIICOIZ > TIRIEATWS B2 N2 LTS
&, o, 7rE R VLVORBEMER., R, KO OMOERNIMNIIT D ERIREABR AR
HiEE 2, [RIEEIIRE RIS T 2 Mte - ZEREROME] 227 R Loz - 2R & LTa
MDD OHFEEITI Z L & LT,

R¥B. 7a RZ7LAO REBIRERD 7 T 10— AEREA X2 k03] OBIFEIZ OV T,
ARG A 2 —_ v g VIRIFERIC KV AT CEENH S TWD, AEZEL TERE
DLENED B WRAAGEHE « BSOS TR SRR, ER EOLBEERE W Ll S,
200012 A 13, ¥/ 74 « TXRUT ¢ ARSI H L, ERBG CREFERAN T 5 L9 H
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N T DO ARES % 3R 6 5 B 255 [Module 1.13.4.2-1] NEASBE R ENT-, £7-. 201149 H
ICHAIRE 720 TRMEARE RIS 2 HU/IMEE 7 o v K7 LVo BEIEH (7 77— Alfife
JEA X2 b o) 1B 2 ER] [Module 1.13.4.2-2] . [F4E 9 A2 HARMAE SRS THif/)
WER 7 v v R 7 LILORBENERO T 7 7 — AMARIEA > b O o B B B4 2 %
2] [Module 1.13.4.2-3], 2012 4F 1 2 HATEBRER T2 KO H KM e by T THEE i
M/REE 7 0 & R 7 LIV ORKREEINRE RO T 7 1 — A MARTE A X2~ OIIHNI T 5 8L RKIZ D0
T [Module 1.13.4.2-4]1 A3 JEA 5B K 5E (- H S iz,

1.1 REBARERICE T D042 - ERBAOHIF ] ([CHHSERDRERE

1.1.1 BB T SHFEDOREE

e Ty a e R L, 19 E0 S 1 FICBIIREE LR B EE 2 x5 L LIciRER
(P1404) IZHBWT, Z7 v ¥ RZ L/ 10, 25, 50, 75, 100 mg/H % 27 H 5 L 72RFo i/ MR EESE
PO 2 M OV I s R O FE AR R B3 2 B SE D RET S L7z [Module 2.7.6.2.6], F£72. 1992 15
1996 1T, 77 v — AMARAERFE 19,185 1 (I4AHZE 6,431 i, LAHTEZE 6,302 151, ARAHENRAE &
6,452 %) xR, AFI 75 mg/H X7 AV > 325 mg/H 2% 5 L, B2 1~3FR- (CF%
191 4EfH]) & L THEMEA N b (WAEZE, DAFEEZE, Z Do .OimiESE) O R LR 2 Flah
L 72 B MAHER R (CAPRIE) 23 EHE SNz, TORE., WIFOME A <2 b OFER R BLE
7 mE R LAEES533%, TAEY UHE583% ThHY, Z7rE RTLARIIT AE Y UFICH LT
MAEMA X FOFRELY 27 PHEREITERN & (p=0.045) MRS, [Module2.7.6.2.9], Z Dk
BRAERIC S E | 1997 FKEAIL LD, EOBMMEEITIBW T, MEZE, OFEIE, RIEEIRE
BICBIT 27T 7 v — Akt < SOl & 2hhe - hF e L TRRE RS Lz,

2%, CAPRIE RBRODRERICHES S | HUE TIHIRMBARREEE OB BT 5 ERN LA B F
A > T& % Trans-Atlantic Inter-Society Consensus (TASC) ITIZISUT, JEMEMERMEENIRE BB T
L COMEGPHEFRAERK O CTRD Y 27 WA S EL L2 A E LTFEERFEE LT, /7rE
K7 LD PHEE ST D(1),

1.1.2 BRICTEIT5HFEDOREE

1.1.2.1 JEBGPRERER

AKHFEEAT O HTZ Y | - e FAEBEEBR I T T L Ty, SRAH IR A R i 1 b 1o 7 e
FL OEERGER & FERIC, BHICRIET 27 7 10— AMARIED—HIETH U | DI FEZE M ZE /e
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EDOT T m—AhilAetEA X hOFAERTFIL, BAREMEL AL ThL LB bND, BIAR
CTD |ZFCHk L 7 AN FEPEABR ARG R . Fr i i/ IMIE ML S B G- S 2 Dk €T /v (A X ek EhIR)E
PG E7 v, 7y MIBEE AV v > NET LV, Ty MRRIMEIRMAEET L, T3 FA
N—WEREEET IV, UFXAT 2 MEE AV Uy 2 NETAVSE) IZBWTZ v e R LouViddim
AMPERINC X 0 1A - /R Z ST 2 2 EEMRENT-Z E0nn, 7 v R7 LIVITRMENRE
BABF IR LAENHIFF CTE 5 £ & 2 b7z [Module 1.13 BEAGRFFE £} stroke CTD2.4][Module 1.13
REKGRIFEEEE ACS CTD2.4],

1.1.2.2 BEERHRER

1.1.2.2.1 BRIREEGHER

ARHFEEITHICHTZ 0 | H- BRI I LT v, BEARRIE G O BRI L - H
B OFBERIUZ AN i MM 8 B 5 B DI SR 52 32 B S OME MBI IR PA 2E0E ~C ifn 17 F it
itk DB Zxt% & LKA (DV7314-02, DV7314-04, DV7314-06, DV7314-12 & (X DV7314-
24) MHELNELFICRT Z 0 v R7 LM/ MUOEEIEIER S . RRYEIIRE B AT IC T
%7 m e K7 LVORRRIEHEFRE LRI RE E B 2 T,

1) 45 A & v F2hE Ui AR RS A e G & LT BB (DV7314-02) TiE, ADP 5pM
AL LB M/ MREEEMHI I 7 e R 7 Lr 10, 25, 50, 75 mg/ HEGIZBWTHEEMZ &b
RN 1523588 B 7z [Module 2.7.6.2.11, 19 4[] A & 0 52ht U 7= 1@ MEBHRPAZENE C i 47 PR %
DEBRFEERG L LT HERERER (DV7314-04) TlEX, ADP 5uM &I X 2 /MBI H] R 1T 7
7 RZ L 10 mg/HIZHAR 50, 75 mg/H CEfECd -7 [Module 2.7.6.2.2], 19} = 7 & v Fhi
U7z, REMPERM I R (— PR M98 M OVIMAR 28 E) TR 2 kb5 & L 72 ) ek i el
(DV7314-06) Ti, ADP 5uM T K 2 i/ MrREEMHIFRIZZ 2 ¥ R 7 LV 25 mg/H & 50 mg/H
WZIXZEN 2o 7288, 25mg/H LV 75 mg/ H 3N E & 2> 7= [Module 2.7.6.2.3], 19. E. XY
FhE U7 D E SR (222) BEEZ XS & L7 (DV7314-12) TliE, 10, 25, 50,
75 mg/ A &5 U7-RE i/ MREEEIHIGE L B2 fRE E L CEEARORF 21T o 12/ER. 75 mg/
H 2% & % 2 57z [Module 2.7.6.2.4], 2] &5 A & Ffi U7 i d8E (ORI ZEAE 2 Bk
) BEEXRE L1k (DV7314-24) TlX, ADP 5uM £EFLIZ K 5 IfiL/MREEEFIH =1 2
o RZLb 10, 375, 75mg/BEGORHEHEIMCE b 72WAREIC EA Lz (P<0.001, [EIFESHT) .
T/, /b R LA T5mg/H EF 7 v E Y 200 mg/HIZ K D M/ MEEEIEITER IXIZIEREECTH
- 7z[Module 2.7.6.2.5],
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1.1.2.2.2 FEMAEKHER

Ao LB, WHNTA RT7 A4 (TASCI) 1IZBWT, 7 vt K7 L IVITSEGEM R %R B
FITR L CODMESHERER KO TERDOY A7 2D S5 2L LI EmYEyGm e L CHE
FIhTns,

EWNDOTA FZ A Tlik, TASCI & FERICKMENREEEEBE TR 5 EMIFRIEDOFER BRI & LT
MAEMEA X bl 22 T2, EHN 9 FROAFRIIRE CH D TRMPAEEBIIRE DR
WHA BT A 2] (2)Tlx, RIYBREER (PAZEMEEIARGELE) (o3 2 RIEOER BN EZ, 1)
JER L O M ocE, 2) mATHEE - MENIERIC XL 2BFEEOm B, 3) 25 OmE A~ s
ELTRY, 20 bE2FOMEA Xy MIFIZOWTIHEAET A ) COEBL ZHZE L T
D, E£7z. BN BFEOARIIEIERE T 5 MEERAEEICIS T 2 HUEEE - Hl/ MORIEICB
HH0A4 RT74 2] G)TiE, DIVEESIIE DY 27 OKEZ BEY L L CEMRREIIRE BERE I T
AU 81~162mg/ HOEE %7 7 AT, TAEY VFENRRSOBREFIIZTFrneyy (7
RERZLL) OFEEZ7TA Ma lZHBLTWD (Z7Z 1: B/ AHTHLEVIRIARH Y |
WG THDZENBNICRE SN TND, 7T lla: Hi&/ AHTHDHEVIBERBEZNLD)
ERKTIET AV o, F7ubB P RN vt K7 LVEmEMEA <> ol 2 87 L CRME)
AR BBEICHEH STV D,

L L7es b, EN TRMBINIVE OIS 2 A7 2Pl MEEDOZEE « IR0, W bIEE,
PR S OB RGE O MR DUEZ HIN L LT b D Th 5,

FI/rEDUE, 7 RTLVERERRICT = BV VU ROEN U IMIEETH D, RibE)
RIS R 2 eb B2 & LT 5 OISR R BR(4)(5)(6) Tl DMFFEZE, AT M NESED Y A 7 %
WA SEDZENMESNTEY . BARNKRHEIRGEEEE T L THMIEMEA N2~ oMl bR
DI CX DA TH D, LoLans, F7ube vk, et Mot SEeem . BEERERE
HERHERESOERRBIERANRES N TEY ., B2t oY 27 &L, BRNOTA RIA4
YTET AE ) VRSN BEOBEICIRE L THE STV,

ZZT, Z7ubt R LV RBBIREEEE G L THRIGAREE T 2720, HRKEERE 2 %f
RLELIZ v R VLVOLRENER O ZTF 7 n ey LHEGRHMEL, £/ K7 LLOR
B G-I DA NIE N Oz e & R 2 E NS MR ERRER  (SFY10810) AR LT,

1.1.23 XHEBENE

I | 17 5 A
L EREASROEE (UL, T vwo) toxmihs (I %2‘
AL Rl . N |~ > C % L7z
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I~ >\ C I
.

o %O)WT

I —— -
His. I . [ —
s . [ .
I - 5 .
LOYE LY 2T,

[ N 2 |MHeliuersmy 0000000000 N |
%y B
________________________________________8 |

. &, &
I - = 5. | L OB AR L 0T,

zow, | 2 -l 7P oxEY S ) -
Fh L. I - 7

1.1.24 BRERT—%/1\vir—2

FIROKRHEBE ORER AR E 2. RBFEOIKT — % /8y r— U1, RBREBINCER 2 1301 K&
ORIl & LT, RMBIIREEESE 2 x5 L L-ENEIHHEERRSR (SFY10810) @ 1R 5%
FHIERLE Uiz, F72, 77 v — AMAIERE 2R L L RERRER (CAPRIE) O RiYEhRE
FEBE R O Rl & OMMFEZENE  (DJFMERNMEERRIE 2 BR <) B 238 & U7 [EWN 5 AR B AR 3R

(DV7314-23) DO life % AL V2o B E kL Lz,

Fio, BUEE TITAE LI TV DRI (i MEEEEEIIHIER 2 /it U 7o E N ER IR SR 5 35k

(DV7314-02, DV7314-04, DV7314-06, DV7314-12, DV7314-24) K OVESMEGARER 1 305k

(P1404) Dt 63kR) #SFEEIE L. ZHUTMZ DV-7314-23 3%, CAPRIE i, SFY10810 i
BREARICEE D X . BARNKMIINREBEZEICHT 27 v 8 R LLOHESERNE « HEOZY M4
T5HZ &L LT
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1.1.2.5 SFY10810 :RERTH' 1 >

iRk oxtmEBE (G5 TAHRERKE THRMER) ORREZEE X, SFY10810 3 BRDOT 1 1%, HAA
KHEEIREBERFE 2RI, Z7ubE K7L (I5mg/H) % 128#ES Lz L &0tk OER
HrFrreyy 200mg/H) & HEGHET 2 —EERHEER GE1H) . KOS 1 Hics Xz
BRIV NES—T TV TA MRS T 54— 7 535 (55 2H) kT 25 52 E M
ORER L LT,

Ja v K7 LVORE - AEE, BAMNGERRER (CAPRIE) OAGE. [ENA OGRS ER
(DV7314-O2 DV7314-04, DV7314-06, DV7314-12. DV7314-24. P1404) OfkiE. WONCENORE
PEINE T D TREMMEMMD SRS (DEENERIEZRLS) | OoEEHEZEIZ 75SmgH & L
77

1.1.2.6 SFY10810 HKER$E R
200942 H X0 2011 4 5 H £ T SFY10810 a2 Fita L 7=,

SFY10810 #ERO FE H IL, RIEENREBEF B W T rE R L vz 128 LZRED
BEMA X MBI AT NTF 7 BV AR THRIEWI EE2REET 52 & & Lis, EERHM
HEE UCHRE LA OLENA X b ( TERZ2 I, kS, kS 2 oo BE
BIVER ) OBE= RARA b)) OF1H (128M) 18T 2 RERERIX, 7 KT LR
24%, T/ URE136%THY, JubE R U THEILKLS, ZaE K7 LiroFruey

(ZRFT DRI 2B EAREES vz (a8l Log -rank FRAE : p<0.0001, FHEENP— R .
0.161 [95%CI : 0.062 t0 0.416] ) . # 18] (12[) (BT HHIHDOLENEA X2 O S FERIFEEL
WO TIX, FRIOIFERERE N T 7 n BV VBRI <BO b (Z v e K7 LVEE 1.4% [3/21561] |
Fru Y R 11.1% [24216 6171 ) | 12 £ TOHFE O FFHERERE O BRI B R O MR R Tk
Frub UL T Y RS V/Vﬁ“@%%ﬂ’?ﬁ‘]iiﬁ%é’ﬁﬁio 7= (&gl Log—rank FRE -
p=0.0001, FHFE NP — R : 0.160 [95%CI : 0.056 t0 0.462] ) . %5 1] (12#[H) 1TBIT HHEOH
EHEGORERBRIL, 70 R LAEE68.8%, 7 b Y U fE79.9%THY, 7 u ' K7 LILEE
THREIZIELS (BH Log-rank IR : p=0.0026, /¥ — Kkt : 0.719 [95%CI : 0.576 to 0.898] ) . #J%&
DI L ORPRRPEE TERWAEESR @EIEH) ORBERIEL, 7ot R7 LAEE 15.5%,
Foru v URE35.6%E 7 n e R LA CHEIZIKD 572 (@ Log-rank /& : p<0.0001, /~H—
R 0.403 [95%CI : 0.270 t0 0.603] ) . HIMMEREFR L NEE LA EFRIZONTIT, b\@“zh@
RAERBE ORI b WM ORI FNAEZTRD b0 o7z, Fo, H 1 (12:8E0) |
T DIRBREER S T TR LN AEFERESL (TEAE) ORBEIAIZZ n e R LT 69.8% (150/215
B) . FrEETURET 792% (171216 f5l) TH Y | JEEIEEGHIEICE 572 TEAE ORBLEIA X
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7 RZ7UAEES6% (1222156]) . 7T 8 19.0% (41216%4]) LT 7 a b U BEOHMN
=7 72 [Module 2.7.4.2.1],

Jua e R7LES2BEES Lz 2oRMZer (Mg EES, Zaethas X b, JEER
HEFES, FEFES. BWEM) T LT, B2 IR b h - 72 [Module 2.7.4.1.4.1.2],

BRPEIZDOWTIR, FIFEOMAENMEA X b TIEEZE /D22 Ofho L i8] 13X 12 @O
BHEHTF 7 o e R 2216 6 (0.9%) ICRO LNT-DITH L, 7 e R7 LIVERZITRD 5
Nipinole, PIFOMEEA X N [IEEIE/OFFESE /2 OO Ll ESE,/ A <2 MT XD
ABE] 1IZOWTiE, 78 RZVARET 22156 (0.9%) . 77 a2 fET 221641 (0.9%) (258
DT, FONRIL, 7 vt R VARECREIMMEA X2 M X2 AR 2 61 (FEERATOE L 1
B, —IBMEREEMAEIE 1B . F7 e e BETMEEZE (BEr) 23 1 IR OV e (GEEENE)
D1BITH-Te, 12BE TOYIEOMBENEA N2 b TIEZEDFZE /2 OMOOIESE] Y
[MFEIE / DMAEIE /= OO L& BE, RIMEA X2 M K D ABE) OV o BREREE G AR
ETHY, Z7rbE R UVARELE T 7 o BV U HETHREMFIIAEZITRD bivienote ( ThiEZE /O
iZE /= OO ESE] R~ — RE0.000 (95%CT : 0.000 to NC) | J&%I| Log-rank /% &
p=0.1539, [JXFHZE ~LFHIEIE /% OO LIESE, B IIMEA X MT XD APE] - fiE A — R
1.058 (95%CI : 0.148 to 7.581) . J&J5I Log-rank # & p=0.9553[Module 2.7.3.3.2.1.1.1]) ,

Flo, 7v ¥ R7 LA S2EMEES LIcREOWIFEOME A~ b THEEZE LAEZE /2 ot
DOMIEIE] O BFEFBIRIL 0.5% (95%CI : 0.0to 1.4%) SRR THFF SN TRV, #WIZOMmEMA
ARy TIMFESE DAEZE OO Ll & BE R A XY MZ X D AR O RFERBLERITE 1 1]
O 2 %8 L CTIEE—E L T /= [Module 2.7.3.3.2.1.1.1],

1.1.2.7 EHEERNEE - DR

YL b, EWNETAEERHER (SFY10810) ORI G ARMEINREEREE I L T v R7 LV,
FIa P NELLEENRIES N b, F Y U L RIEBEOAIMEN IR IR L, &
bz v R LV OREEKROFEIMEREINCDT > TRIEMWTWS EZE X BN Z LITES X,
Flo, 7 v R LLVOREMIEM, FERARREREGE,. &K O Do ENIMT IS 1T 2 B R RBR A & 1
Fx. [RMBRESRICKT 20t - BRIZEOMEH 227 o R LLoghhe - 21 e LRI
HZ b, Lo, 2hiE - IROERGLE TMAD LB L3528 & L (FHREEME
A1) o

BhRE ST R
o HEIMPEMGMAE IR (OEPEMIEE 2 FR<) % OIS
o RERZAYRENRZAN (PCD) 2% S 2 TR O R e LR
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H

SMERERERE (RZZEPE, FE ST EF-LFREZE, ST LA LiifeiZE)

b

LREPE, BRIAPE O 128
o  AAHBRZEAICI T DIt - FERRIERR DN

1.1.2.8 HFERE - AE

T, Edo By, ENEIHREERER (SFY10810) TiX, s EKRER (CAPRIE) DRAH.
ENA OIERSEE AR (DV7314-02, DV7314-04, DV7314-06, DV7314-12, DV7314-24, P1404) O
RRAR, W ONZ EN OBEAGRENE T 5 [ MK i s (DR ERMEERIE 2 BR<) | oK A&
ERIZ75mg/HE Lz, ZOHE - HEZMHVTSFY10810 3R T2 v & K7 L VO R OEL)
HERGTLIZRER, 708 7LV F 7 a P NEL BEERRGES N2 L, /eyt
FREOFGIMEN TR EINZZ &, &HIC7 vt R LAOLEEROEENELIC - - TR
NTWEEBZONTZ LICESE, Fo, ZOMOENIMIEBIT 2 EERARBRE I E 2. KAE)
IR BBRF T DL - ARZUTOLRY L35 1Lz, (FRREBEMESD) .

LR O &

o EBIMMERMIAERETE (LFMENIERIE 2 BR<) BOFERMEIO%E
WHE, RAIZIE, Z7abE 7L LT 75mg% 1 B 1 ERROBGT 23, Fn, (KE, Bk
WXV /e RILLELTS0mg% 1 H 1 EREROEKST 5,

o REZMHEBIREENT (PCD) 23 H S5 kOB B OSGE
WHL RAICIE, BEGBBEICZ e RZ L LT300mg % 1 H 1 ERAKRS L, Dk,
HEFFE L LC1HA 1A 75mg /05325,

o  EKHENRERIZEIT DIt - BRIEROMEIOBE
WE. BAICIE, 2 R L LT 5meh 1 A 1IEROKGT 5,

12 ZDORFE

BRIZZ2 L,
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1.3 FRORER

PHIE DREFEX 2 1177,
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2. PRERESE DLW EIBHICET D H A KT A > (2005-2008 4EFEA RIMFFEHEEE) AR BAZEM:H)
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5. Janzon L, Bergqvist D, Boberg J, Boberg M, Eriksson I, Lindgérde F, et al. Prevention of myocardial
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1 SETORERGEFA) R T EARER

7 ut R7 LVEEREE (LUF.

[7a B RZ7Lv] EV)) ITRRCKIZEWT, £ HIRTRhEE - 213

KLOHE - HETEREINTEY, 20114 12 HBTE 120 DL EOFE & Hillk CHFR I N TWD, FEHAR

ENCF 1T 5 KGR

A R E & 20T,

7 K7 LVE, KEFEOBIEGOMETH D, KIESIREBRBREEZ ST, MEZE, LR
. RMENREROBEIZBIT AT 7 o — A, A X b OIHENIZ OV T, 1997 4 11 AIZKET
WD THRE S TR, BN EZ & TeE & Ml CIA < AR STV 5,

&1 SNETOME - HIRRVAE - BE

PEe - HRRUVARE - AE

R - 58

KE

ZhRE - MR
1.1 SUEERE (ACS)

- EST LR ACS [FEREMIE./JE ST LREOHIEE] 25 (EE
FICKDEEAEASNIBEERVEBMITEEMICKYEET 2EE
ET) IR LT, Plavix [XDODMEE - DEFEE - BZEh - BREMEE
MOEETY RRA 2 bDHTHL, DIIER - DHEE - KNEDD
BEIVRRA U FORERFRTIEDHIENBHLEN TS,

- ST EROGHEESEFEICK LT, Plavix FERZMEAHLEVEERERY
BE - BEE - -NEFOBEEIVRFRAVIOREEFETSIES
ENBHOLNTINS, Primary PCl #2735 8FICHT H5RR T4y b
[ZDOWTIETBETH S,

ACS [2%F % Plavix DE#E RS HMETEATH 5.
1.2 RIEHIE L DFEE, RIERE L NZED. RIEBIREE

RERELE-ODHEEESE, RIARELENEDEEFTIEIRESR
KEEBFHICH LT, Plavix [IFHFEMEBRZES (BEHED L < EFEHK
M) - FROBHEE (BIEND L CIFEEENE) - Z0HmobmE
RICEAT2EEIVRRA U M REREZBTIEELIZENAEHOLNT
W5,
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#= 1 SETOREE « B KL OHIE - & (Continued)

AEE HEE - WRRUVAE - AE K-8

KE Ri= - A&

(DD%F) 2.1 BMEEER
Plavix [FB#%. ZRFOVTICEELTH &L,
- 3F ST LR MEERE (FREHKDEF ST LFLHEE) &
FIZIE, £9 Plavix300 mg #0—7T 4 5 F—X & L CTEREZO®K
EL. &8WWT1 A 1B 75mg #5935, Plavix EHFALT7 R
E> (75~325mg. 1 B 1[E) O&EE5ZH%E - #iKT 5,
- ST LRUDHEEEEICHT S Plavix O#ERAEX 75 mg1 B 1 [
#OvkETHBH, TRAEY > (75~325mg, 1 BH1[E) &LHHAL. m
BREAMELIHALTHLIWVEIHRAETICERST 5, Plavix FA—7F
A1V F—X&FERTLIHIVEERETICIRESHMIBT I ENTE
S
22 R RE L-DEEE, RAREL-KEPR. REEIRES
Plavix D#RAEX 1 B 1 @75 mg #OKS5THS. BEXIILERE
BOWTNIZIRELTH &KLY,
2.3 CYP2C9 Poor metabolizers
CYP2C19 M HHAENET L TLVS (Poor Metabolizer) IKEEIX., &
AERTLILOIRMMRIERDETEBEL TS, KBHEEENET
LTWSEEBICEREZRET S EMM/MRIERITEMT SN, Ch
SNBEFICHTIEULGAEL DA VITHEILSINTULVEL,
24 70 bR THEZEDEA
Plavix £ A TS V=L HEWNEITYA TSV —ILEDHRAITEITS
CE, AATSY—IRUIY A TS Y—)LI& Plavix Ofumn/hRyER
ZERICETEIE S, PPl EOHANBEGFEF. CYP2C19 IZ&
5V90EFJTLIILEERBYMOEELIZHT SEBERNGEZLLH DL
FRODMOFEFNOEREEZERT S &,

EUMBE - 8 - R 75 mgfE
TEO7TO—LlEEA R FOFH 300 mgHE
CDFAEE (RERKAMNS 35 BUA) | EOEKES (FER 7
AM5 6 A ALURN) . FERESFIREEDORAERE
- RUEEERBFEORAERE
-PCIEDRAT YV FBEEREZESTIE ST LRSUTEERE (FRER
DMEFEITFEQRLHEE) . TREYU Y (ASA) LHERT 5,
- ST LREBMDLHIEE, ASA LHAT S, MBRBREREZLFIRLE
MBENGENTWSESE,
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#= 1 SETOREE « B KL OHIE - & (Continued)

KEEE

e - MRRUVRE - RE

R -28

EU B E
(23%F)

DEMEBEECESITS7 TO—LMRMERVMEERESNRD DT
il

DECEDLTIDLULEOMEEARV FDYRVEFBL, EAS VK
MECLDABESAFEYTHL) RV DEVEADLEHREEEICS
VT, ASA LDHFRT. 7TH—LMEERURKES ZEO MIEER
FEA N2 DF

Ri& - AE

* RARUEERE

POERJLILTSmgZ 1 B1ERAT S &,
AMEERBEOEEICH LTI,

- JE ST LREAMEERE (FRERMEFLFEQRLMERE) &
FH:2OEKY LI 300mg 20—T 1 >45 F—X& LTHEERBE
EL, 2WT, 75mg % 1 B 1A (FAE) > 75~325mg/H & #
A) #HE&kE53 5, TAEY D ORENEWEEHEM) RIAE LKL
5z, TREUVIE 100mg #EBAGWVWIENEFELL, HERES
HRIFERXICIEHI SN TG, BEREBRT—2TIE. 125 A%FT
DEANEMFENATWLNDS, . RRADART 4y bE 3 n AR
THRINT -,

-ST LRAMDGFEESEE . VOEFKS LI 300mg #A0—T 1 245
F—X&LTHEERKZEL, #iFAELLTIVOERS LIL 75mg
#181E%B5TS, PTREY VIEGRAL. mMES@BIO6HIEED
B, 5 RULEDEBETIEIO—T 4 0 F—XEThRWNI ENEFE
LUy, SEABEKTERNEREIN-OARMEONBHBL, DL
&Y 4 BAREIMGET AL, 4 AMEBASIVRERILILETRE
ODBAICET AR T 4y MMEIREF SR TULVELY,
DEMEIRETIE PAEY Y 75~100mg/B &AL, YyOE RS L
IL75mgZE 1B 1RTBEETH L,

RABNTIHE -

- RATEREO 12 BERABHOZEBATHNIE, [AVKATRAY
%o

-12FEZBETCONEREBRARICEEEZRAT 5,
" IJ\JEL.%%

FOEADBENSNRADESF LGN &,
BEEEE
&

BT HAEZRIIELSN TS,

BiE
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#= 1 SETOREE « B KL OHIE - & (Continued)

KEEE HEE - MRRVAE - AE FIR - 58
EU B E - FEERE
(Do) HMREEZFHF > TWLAREDHIPEEOHETEEICHT 5K
BEERIIE N TS,
B’EAE #OKkE, BEICEHBRLGCIRATES,
=2 FELGETORR G KR
&2 (BF=) H
N BEE. Of | SHEEERE | ST LR OHE DEHE
g | B | REE | gk, kB | CRRERD =
k& B fE, ESTLR
DEFHEE)
bk *XE PLAVIX 1997 & 2002 4 2006 4 —
11 RA17H 28 27H 8R 17 H
AF 4 | PLAVIX 1998 £ 2002 2007 & 2011 £
10A7H 4A10H8 2HA2H 2A17H
Exg | EUBD | PLAVIX 1998 £ 2002 2006 & 2011 £
HE" 7H15H 9R9H 9R1H 1A 13H
A4 X | PLAVIX 1998 & 2003 & 2007 & —
12817 H 7H25H 8 H23H
/Ly | PLAVIX 1999 £ 2003 2006 F 2011 &£
— 6H21H 1A318 9R1H 1A 13H
74 X | PLAVIX 1999 4 2002 & 2006 & 2011 4
Sk 6H29H 12R 68 9R1H 1A 13H
Z++ | #4—X | PLAVIX 1998 £ 2002 & 2007 £ —
7= k3 12A 2H 7H118 8H21H
T 7
—a1— | PLAVIX 1998 4 2002 4 2006 £ —
=3 128 17H 6 A27H 8 A28H
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REFMNXE

Plavix®

(7 v ¥ R LR §E)

45 . Poor metabolizer (PM) RBEIZBIT 2 HEET

Plavix DFZMEIL, F b7 m—2A4 P450 (CYP) R, FiT CYP2C19 (T & BiEMEAL L IEHERBEH ~D
RENWCELFEEIND [BERUEH LEOEE (5.1) #2/] , CYP2C19 D PM BEDIGE, #EIEH
BO Plavix 285 U THERINDRBED D7 /MBI 2 1ERA IR T 5, #E
BHED Plavix &5 L - 2 EEREE PM BE . H25WVIIRROEBIRS > ¥ —Xvva vz
Z01772 PM BEOLIMEA X FRARIL, CYP2C19 OEENEERBEDOLO LY GV, BE
WCEDERED CYP2CY BETREZRETDIIENTE D ; TNOLOREIZIBEEBIK 2 ET DB
WCRESID [HFEEREE (12.5) #2M] ., CYP2C19 D PM Thb Z LR ENT-BEIZONT
IFBIDEBERUTIBREIE 2 AT+ D 2L [ - HE 2.3) 25/H] .,

1 BRGAE

1.1 SRR

- JE ST L5 ACS [RLELIE (UA) IE ST FH-OHEZE (NSTEMID) | #B#E CGEMpEEIC
X BEEE T S5 BE K OEIMATEEMIC L 0 EH+ 2854 5Te) 2% LT, Plavix 1%
DB SE « DAFREZE (MID) - IMZATh - HRMEEMOEET Y RRA V FOBZR TR, DIE
BE « DMHTHZE - MZETOEEZ Y FARA V FOBAREZIKTFTITAEZ ENRBOLNTVWAH,

- ST BFLRREZE (STEMI) HFE % LT, Plavix IZJFAZ MRV ETE R L OB LT « i
JE « WiEHDOEE T RARA » NORAEFRLZERTEIELHZ RO BTV S, Primary PCI
B T DEBEITHTHRIRT 4y MTOWTIIAHTSH S,

ACS |Z%F 9 % Plavix O E &% 5T ARA TS 5,

1.2 Bl S L DB, BB FE L=z, REBIRES
RTFIE LT DR REZE A | Bl RIE U 7o As /s 7o 13RI Eh IR /B8 1ok LT
Plavix [ZHMRE MR AR (BEEMES U <IZIEESENE) - FBLOmfEZEE (BoEthd L <13
FEME) - ZOMOLIERIZET 5EET Y FRA V FRAERZETIEDL 2 ERROLNT
[AYR

2% - A&
2.1 A IRR
Plavix (T8 H%, ZEMEOVTIICEG LTH LW [HAHEREF (12.3) 2H)

- I ST LR GMIEIEMERE (RLEEPOME /JE ST EF-LfEZE) B#FITIL, £ Plavix300 mg
u—7 47 F—=XE L THEREAKRE L, fit\ T 1 B 1E 75 mg ki 54 %, Plavix
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EOFHLTT A Y v (75~325mg. 1 H 1I8]) OFGZBMG - ke 2 [k (14.1)
=/

- ST EF-DAfHZEEAE X9 5 Plavix O#EREA &1L 75 mgl A 1 FRAKEGETHLH, 7 ALY
(75~325mg, 1 A 1[) EOFH L. MAREMIEEIIHFH L TH 2 WIEFHE IR ST 2,
Plavix (30 —F 4 V7 R—XZHT 2 H DV IERHETICEGRGT 22 LN TE D [HFK

A2k (14.1) =M o

2.2 BERE LDBHEE. RoERELNED, REBIRER
Plavix OHESEHEIX 1 H 1R 75 mg R OH G5 TH D, BEUIZEBEFOWNTIZESG L TH &

W BRI (12.3) 20T

2.3 CYP2C9 Poor metabolizers
CYP2C19 DACHHEREIME T LT 5 (Poor Metabolizer) JREEIZ. 7 v v K7 L L OFHLIM/ MR
TEHOIRT ERE L TV D, REHEREMET L WA EFICEHEL 5925 & hui/IMER
ZINT 20 [HRFEEE T (12.5) 2] . 2o ORBEFICHT 2@ e HE L Y A IS

I TV,

2.4 7o roROTHEEDER
mmm&ﬁff§f~w%éwﬂiyffﬁf~w&@ﬁ%mﬁﬁé:&Oﬁfﬁ§f~w&
Wz Y A7 Z  —)Ud Plavix OFLI/IMRIER 2 IR F S5, PPI & OB ME R
ﬁ\CYmcwackéamtfﬁwuwﬁﬁﬁﬁwafﬁﬁ:ﬂ#éﬁﬁ%ﬂ%ﬁ&b%%»aﬂiﬁ
Y OMOKIBR O EERT DL, [BHEEEH EOEE (5.1) . FEYHAEHN (7.1) .

HIRFEREZ (12.5) 2T

3ERRUEE
< 75mehE B OWMMYE MO T 4 VA3 —F 4 VU ZEET, FEC<<75>>, EiflT

<I171>>LHFILTH 5,
+300medE : L DEMEEBO T 4 Vb a—TF 4 U 7T, FHIC<<300>>, HEHIZ

<<1332>>LAIEHILTh 5,

4 8=

4.1 FSEH
Plavix [Z{HLPEIRTECHHEE P L 72 & OFATEEIE 25580 5 2 BEIZIIES TH 2,

4.2 BEUE
Plavix L7 7 ¥ K7 LV SUIARBIO Rk D88BUE (77 4 7% —5%) /T HE8F

W3R THD (A 6.2) 22
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ELELERLOERE

5.1 CYP2C19 MMEEE FIC &k A HM/MR{EA DTS
Ja b RV E7a R v 7 Thb, 7t KT LWL DI/ E R s P
ML DHDTHD, CYP2CI9 DEBIRINE S [Boxed Warning &244] O CYP2C19 % #jiil
THOHEIC L > TZ v E R LADIEERE~OREBE T T o821 nH 5,
T p A TR
Plavix OFUL/IMIERAMNFE IR T T 2D TERA T T =L HEHWNEIT Y AT Z ) — L Dff
MG D2 & [ AES (7.1) RO - Hd2.4) M

5.2 —ipGHmY) XY

Plavix Z /X U T 5F T/ ) DRI ) 27 28K EE5, Tz TELTWHHE
FCTHU/IMRIERI A £ L < o0 ad, Fraio 5 B Plavix 2 H11k32 2 &, JBIR S
NZZZ 7 MEORATHNC 5 AL E& G2 Tk L7z 8F 05E, KREmEBRRIFRRE TH
o7 (AR MRERERIIPlavix + 7 AEY 2 44% ; 778R+T ALY > 53%) , HERS
A INAZT 7 MERATATO 5 BLIA, #8652k L 72 83H Tl Plavix+ 7 2 B U > 0K i 5
HEHRIL9.6%, TTERET ALY UL 63% ThoTz,

Fx ) B VR MROFE R (7~10 A) % L CEELZ T 5700, RENTHE
K&ﬁmm4xy%Xmmmuxﬁ%%ﬁ#ék@m&g%¢¢bf%@%m@“ PETESAS
7LV OIEEAE) O RN 72, MR K o CIEMAEZ FIE S8 5 2 L3 T
&5 Linbe—7 1 7 R—=X1% 4 RFRILAIN . SUFHERF G-BARTEL 2 IRFRE LAY oD L ) i i
DAEDEFIRNZ LD D,

5.3 Plavix & EdIE
BEEIZZE A A U D L3k, —EERYIC Plavix 2 F1 1k L2 T 1T Ze & e W Ea b ATREZe
R0 LR 5 = komwm%$¢%¢é&®m%4&yL@Uxaﬁ%kﬁéﬁ%h
N5,

5.4 BRRFAEL-—@AMRELRE (TIAN) BEXXIXKNESESE
R MA N FDO U R 7 RE, Bl BAE Ul — @ rENE M IE (TIA) B IMNAE
BEIZHOWTIE, 7 AE Y L Plavix 2 0FH L7254 Plavix BES- L0 L &m0 RITEs5h
T, PFHIC K o TREMAENT 2 Z EBHLENTR> TN D,

5.5 mietm/MREDEEBR (TTP)
Plavix & 5-%\2 TTP (BUEMERGE L H D) ZFRIE LT ERHRE SN TWD, BREELIRKIT 2
WA & HOEE S &S5, TTP X plasmapheresis (LA H#4) %@ﬂﬁfiﬂ“{ﬁf LTS
HEREERTH D, NEEROFFIIL, m$ﬁﬁ¢\ﬁ$mgﬁﬁﬁmﬁ§m($%m2%7
EORIMER [Wr R (bARIER] NEROHND) | ARRFEAIRT AL, EHEEREE ., BETH D [FIF
M 6.2) =K

6 EI{EF
ROBEFEREWEMICHOWTILL T R OO EFTIC B W TR S TV D
- Wil [EE - EoE (5.2) 220
- AR MR SRBER [ - L OEE (5.5) 22
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6.1 EREREAER

B PR AR D SEHE S K ONBBRAE M IO TEETH D720, HHEMOEERAERIC L - T
BN RWERRBEBLRZ R O OEEARBR TH O b O L EELK T Z LT TET, F
7o ZORBBRNERIHONLIHT L e DAL H D,

54,000 FILL_ED B A %5 & LC Plavix OZ MRS AL, 205 5 21,000 1] 28 2 % H
FTIX1EU TV RE21To72, Plavix+ 7T A Y V&7 TRR+T A Y & #k L
7oikBR, MO Plavix B G- & 7 A8 BB G 2 g U723k o5 o v, BRRICE
FEREIERIZ DWW TR TFIZE L %,

Ml

CURE #B?

CURE#RBRTIZT AV > & Plavix DPFHD TN, 77 ARET AU »OfFH LY & KW
(EICIHLE & RN NEoTe (1 E22W) , BEENHM (0.1%) & B
(0.2%) ORBRIIMETHEE T 72, TOMOHIMLA X T/ R LAREICEY
ESEICRBL Lo b olZatim, miR, #ETH-o7,

# 12RO 3R EE R,
#1: CURE RBRIZBIT 5 HMFERE (BE%)

Plavix 7R
A~ b FT7 AEY )* FT7TAE Y )*
(n=6259) (n=6303)
PNl 3.7% 2.7§
iy A H i 22 1.8
38 0.2 0.2
~EZ 0B R Sg/dL 0.9 0.9
@ﬂ%4/&_A//H 0.7 0.7
HH A A < 0.1 0.1
YIS 0.5 0.5
i (=4 HA7) 1.2 1.0
Z DA K H 1.6 1.0
BRI HIEIE 0.4 0.3
T BEE 2 F 5 IR H i 0.05 0.03
i (2~3 Hifr) 1.3 0.9
AN 5.1 2.4
*YEIE U T, 2 OMOEERE % i,
T Hofv i B OV O A H L,

IPlavix+7 2 BV VRO RHIMERIT, 7 2 O THEEAEEZTR LT 0 <100 mg=2.6% ; 100-200
mg=3.5% ; >200 mg=4.9%

Plavix+7 Z &Y U RED K ML O LR L 5 ERENT © 65 mAiiti=2.5%. 65 Ll b 75 mAkit=4.1%. 752l k
=5.9%.,

§ 7T R+T7T ALY VEEOKEMERIL, TAE) S OWTHEEREEZ R L : <100 mg=2.0% ; 100-200
mg=2.3% ; >200 mg=4.0%,

T I eHR+T ALY CEEOR MM OFENT X B BN 65 mARm=2.1%. 65 m%LA k75 mAR=3.1%. 75 L
+=3.6%.,

TR RIE L fp e r—2
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N%DBHEMN~NY V/IMWH ZFEH L TEBY ., b oFEFOHMmEL, SR EIZIEF

ThoT-,
COMMIT e
COMMIT #BR Tl RHM ORI FRLOE 2 (TR Lo I WffEs bK<, FRETH
7,
7 2 : COMMIT RERIZEIT 5 HIA X2 FORBHEE (%)
Hi 1. D> FEFA Plavix 7I R p fE
=7 A YY) 7 AU V)
(N=22961) (N=22891)
SHEE NI LA O K H i * 8 5
I LEAZE N H i 0.6 0.5 0.59
SAZE N I LASR O K i 0.4 0.3 0. 48
M H i, 0.2 0.2 0. 90
HH i P A 2 v 0.2 0.2 0.91
BAHENE H 0.2 0.2 0.81
fthDIETAZE AN H M (FERH ) 3.6 3.1 0. 005
T OIFFAZE N I 3.9 3.4 0. 004

R MIREEZE N L, EAEE S D TR A MB35 K9 ARBEEE N I LIS D i & R,
*:GH PN H I LA D IS HH ifn B OVBEZS N H I O FE LRI TAR MR ISR L QR o 7z, Plavixt 7 A B Y U EETO4E
tﬁ%ﬂﬂ%éfﬁ%ix 60 AT T 0.3%. 60 L | 70 5K T 0.7%., 707l LT 08% ThoTe, T EA+T AL
U UBETCOFRBIFEBLEIL, 60 mEAH T 0.4%., 60 mkLL | 70 5K T 0.6%., 7053%LL ET0.7%Th o7z,

CAPRIE 7% (Plavix vs Aspirin)

CARRIE 3% TiX Plavix #£D 2.0% I E B HIMABE L 72D L TT7 A Y UHETIE 2.7% T
Holz ;s ANEEETAHMIZZENFINL07%E 1.1% Tho7-, EHENH M OIEFEIRIT Plavix £
MN04% THSTZDIZX L TTAE Y VBT 05% TH o7,

ZOMDO A X2 s D9 E Plavix BEIZ LD @SS ICHEBL L -oiX &t & ETH -7,
FDMDH EF52

Plavix+ 7 A Y &7 2 ) B & el L7~ CURE #5k & CHARISMA 352 TlX. Plavix
ET T ARBEOMICAEERES (HiLSy) FEEROEITR N7,

Plavix & 7 AtV o % il L7~ CARRIE #BR CTid. Plavix BE2 D L 0 S 2 Z 5 FEIENS A
ENTWD, ZHRUIMCAEEFES (HiUA) ORBEROZETRE I TR0,

6. 2 AR ERER
P2 Plavix MEH S5 TN ORIERDER SN TWD, 2O ORWERIZY A AR
HOBEERNL BERESINTZLDOTHH7=0, HEELRFEOHESIEY ~DOIREE & DR F
BICRDSLFENFIZAIRE TH D IR S 220,

o MIERCNY oL ERERIERAE, B4R BRI, P BRI E . g M s R ORI
PEERBES  (TTP)
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o FpkEE . BoEtEma & 2 BBk ORERH ., KEK GRSBIERIERSUZY >3
ERIERIGAR) ek, Nk, B+ 8BEg.

o PHEFROKRGEITEEE . SRR REAI

o JPMEFREEE . SEERTAA. ATR GREGME) | ATHRER AR

o BREREEE . BBUERIS. 7T 4 7RIS, MiEF

o HEER,. AEaAE AR ERCRIIm, FiAsE. B, BAMEIR

o MEEREE . WRREREE. SOMEsEEEANIm, EE

o REEFE IR GRERE. IRER. MBS i

o fEEE . SEEL. LI

o TFREE. JFES. mEREhEE . RUE SRS, TVEMENGSE . AKOE i

o BROREpEE: 7 V7F= LA

o KER OV THEE . BEREBIRES, ALBEERE ., 2. Katkifgk, ws, +
FERBEEICAARIE, AT 4 —T VA « Va v UEERE, METEIE, ZIACBE, RO .
B, S PEREE

o MEEA:  MAER. RMEE

3y
iy

il
A

\

1 EYHEEER

7.1 CYP2C19 [HEZ
7 mE R7LWE—H# CYP2C19 (2 & W iEHEREICRE S D, T OREROIEMEE LE 5 5
MEGHT L E, 7v e K7 LUVEHEREY O g h MR T L Chuf/ MRIER 238553 %,
[BEROEH LOMEE (5.1) L HEC 4922

7' A 7S (PPL)

FAT TS = NBHDNET Y AT T —)v OIS 5 Z &, BRIRRBRICE N TA AT Z
V' —)L & Plavix % [FIFF 5.3 5 % 12 BRI 2217 T#H 545 & Plavix OHUl/ MIER OIK T

N BNz, ARHAELY bEWHED Plavix &4 A 7TV — L2035 & Huf/ MvE
O EFAPRD BT - A EITHEL L TWRY, =Y AT —)L & Plavix Z0FH L72KRIZ
b FREZR UL IRAEF OIR T 2338 H vz, CYP2C191Z L 57 v v K7 L ATEMERE O RE
N T DIHEERAN WD D WD DM ORI OERZZBET 58, TI7AT Y
TS T I T TS =B DI T T —v LR L 72RO Plavix OHUML MR E
FANDEEBIIF AT T =V HDBWNNIT Y AT TS =)V L0 /Dieinoiz [k - HE 2 4),

B R OMEH EoME (5.1) ROEGHKFERET (12.3) #2204

1.2 FERTOA FEHKEMEE (NSAIDs)
Plavix L AT v A FRIHEREIFEZ BT 2 L BRHHNLO Y 27 B3RS 5,

1.37)L271) > (CYP2CY FHHE)
1A 75mgD 7 n e R LA ERELTHRHVLT 7 U U FEEZIT THWDBEDS U LT
7 U (CYP2CO DIED—2) OIFEPEHES INR IZEAL L2 > 72h3, Plavix E UL 7 7 U
YEGHT S L2 NI E RIE T oo Y A7 BT D,
LU S, miEED 7 o e’ K7 LUE CYP2C9 #FHET S (invitro) .
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8 BEBEICHEITHER

8.1 TR
4TI B
T v N RO Y RIEHK 500, 300mg/kg/ B &2 F 5L, AR ARERBREI T2 25
(mg/m*#H T, b b1 BHEER G RBOK 6514, 78(%) . 7 a bt RZ L K DHEZAMEET &
OMRIREMHITRD Do dz, L L, fH ik, #8722 el a3 T hiu T ey,
AR A RS L. LT L b e MOETIZES WD, EEFIE. Plavix 2381 5
MCHBRIGAEDOHR, FHTHZ L,

8.2 I®ELI%
T v FRERICBWT, 78 R LAKRWNERIZZORBIL, irhicHat s n s 2 L 23R
HHNTWD, b FEHFICHEHESN S0 E 9 Nidmm b Ty, L, b MLtk
MEINDIEMNRL N &, Fo, AR TOEEBRAWEHOATRBHENRZ X b D Z Lnb, 23
EHIET 20, HDWVIFEERE P IET 2003, RIS 2 AR OEEMEEZE Lz BT,
RETHZ L,

8.4 /NR
NRTIE, BEMER OB NEDTENL STV,
IVEZAL 77 B AR %GR (CLARINET) Tix, &2 — Bk v > M &ifrsni=F7 / —
PHIE R RBEZ AT HHERKROSIRICBNTZ a B R LLVOBRKRIIRR T ¢ v MIR
ENhotz, Z7ab R LLOMHE, 7TAE Y v EOBHKEY v v MMEOFEBRIGEHY O
FEIEZ i@ﬁ#%ﬁétt%@&%i%hto$$%ﬁmﬁmf@m®?f4yfﬁ%ﬁﬁb
NIz E . BRI 7 4 v ROVREND ATREMEIX R E TE 220,

8.5 BinE
CAPRIE } O CURE ek B EER D Plavix # 5-410D#) 50% 1% 65 LA EO & liE T, 15%I1% 75
WLl ECToHho7-, COMMIT ik Tl Plavix #5510 58%1% 60 5% LA B 96 26%1% 70 LAk
ThHol,
CURE #B & TN COMMIT RERICHOWT, 7R E R LA+TAEY VBRI T TR +T A
Voo A Xy ") R BEmREINIENT LT8R, ZnEnk1 LR 2R LT 5/
1EH (6.1) 2] . &l 1T 5HEREIIARAETH S,

8.6 BEE
N O P B OB RERR B H (S 9 D BRI D ey [ERAERES (12.2) 22

8.7 FFEEE
A RERE S BE T o M EREIIAETH D [ Z (122) 2]

10 B8ERE
Plavix |Z & 2 i/ IMREEEEINHNIA F[E R 7/ EH . /MO FHF 6 %W%Lbfﬁmﬁé A=
B R L VOmERGICE D HEAHENRE 2B2hnd 5, 8k iTs 7 R7 L
JVELEIRE O - O BE &I, v¢2&07/h1wmﬂiﬂmm@@\ttfwmmygf
%otoﬁ%_mb%htu@¢ﬂfﬁi%% IRV, PR INEE, B TH o7,
EWFHIER 5B 2 T/ MR IZ £V EEEREZ FE S5 2 L NEUITH 5,
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11 #85% - K
Plavix (7 B & RZ LIURRERKE) 135 =/ ©U Y2520 P2YI12ADP /MK EKTH D,
AHN DAL F4 13 methyl(+)-(S)-0-(2-chlorophenyl)-6,7-dihydrothieno[3,2-c]pyridine- 5(4H)-acetate
sulfate(1:1) TH 5, 7 v &' R 7 LVEREREE D55 7203 CigHisCINO,S » HaSO4, 43 T 513 4199 T
HD,
BERN IR LB TH D,

]

I
C - 0CH;
L

S

[tr:ri
I 1 * HzS04
5

7B Y R7UVVRBEITAE~MEEAEaOm R Th 5, AFNL, M pH TIIKITIZ LA ST
PR2OA, pHI TIHIAETROT VY, Fo, A X — M HIRITT L, AT L Ase0imiTicl
<, TFANZ—T)UTIEE A EET 20, REIOENE TN +56 ETh D,

Plavix ® 75mg $E1X7 v &° K7 L VRIS 97875 mea 5 H L TRV (/v R7 L ELTTT5
mg) . B AOmMMEHO T v ha— FETHY, 300medElLr v ¥ K7 LIk G
97.875meE G AL TEY (Zub K7Ll LT300mg) . B 70, EMEARMO T Lo
— METH D,

HEEANT, NEMERY E LT, Bk <, B Ry rrnelein—X v =h—/,
WrssatEE o —2, RV ZF Lo Z U a—L 600025 6T 5, L rDT (N ba—T 47
IE. BB 28k, e uAn—RA 7 b=k, “BILF AR RN TRFUEEGE
T 5. EEANT. AT ooa wCHIEEL TS,

12 ERERFEF

12. 1 ER#F
70 R7 LTI/ RO ADP ZBIED—2>TH D P2Y 1, AR & AR WHIFE A XL 0 I/

DIFEMAL R OREEZLE T 5,

12.2 Eh=

ML/ INHOEREE A 3 B IE A 2 BEH T 2 7201213, 7 B B R 27 L LA CYP 450 BE3E12 L 5
REEZ T 2T UIHR B, 7 e R LLOIEERSEWIX. 75 /> U it (ADP)
DML/ P2Y 12 %2 AR~ DFEA e O D% D ADP 3+ 585 # 237 & GPIIb/Ila A K DIE
PEAL Z BRI IRE U, 23U X0 i/ MkREE 2 35, ZOERII Rl Tth s, Lz
NoT, 7uabt RTLIVOIEHEMREWICIERE Lo/ MW, Famok o] (8 7~10 A)
WEZZT 5, Sz ADPIC X B i/ MRTE AL O B4R 25 lr4 2 Z L1 L v . ADP LISt
DOIERFKIZ L VR SNl MREE L IHl S b,

Plavix Z Himl#E OG- L7256, 2 RFHIRIC, HEMEEED I/ MREERIIGITER 23380 bt 5,

Plavix 75 mg/ B S)KEB 5Tk, #5498 (551 H) (Z ADP &R/ MREEERHI AED Hiv, =
OMFERIZ, & 3 B~ 7 HIZEFIRIEIZEIET 5, Plavix 75mg/H 5K E FIRAE TIL,
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SERHIHIFRIT, 40%~60%Tdh -7z, HEGH IR, M/ VREESE K OV i RE RS X . BSsH
T, Wik, BERT (R—RAT A V) fHIZREET S,

B

El (75 LA ) E EAEORRRERE CIX. M MR JERBILEREE ThH o T,
ERERENT [ HEE

Plavix75 mg/ B A &G LI &L 2 A, HEBERRRTEE (v 7F=v - 2 UT TIN5
~15mL,/4y) MO TERE (Z LT F=" 27U T T AN 30~60mL, %) O
ADP Z e /MR EESE ORI K2 > 72 (25%)

NFREREIR P
L FHSREIR T AT 12 Plavix75 mg/ H % 10 HRIER G- L= & 2 A, ADP &l i/ MR EEE O
R IR ERE DL O L RRRETH -7,

1R
e & ez bk U 72/ NEBGRBR OFE SR ADP AL I/ MREEEE ORI L MEDIFE 5 DMED -
776

12. 3 EWEE
JRE RZVVEIT R T v 7 ThHY | IHEREY & NEEREICR# SN D,

PR
1 A 75 mg Z#& 0 THER ORER 5%, 7a e R7 LnTid@sicliisnsg, 7o Ky
LARBIIOIRHEIET — 510 L B k| WIUEAR < & b 0% Th B,

ﬁ\%@ﬁ/}ﬁﬂ

Plavix [T &%, ZZMEFF L HICRETEX 5, @R BMWERE 2 x5 & LT, EUE A 0B E%
\Z Plavix75 mg/ A Z % 53 5 R Bk 217 > 72 /5 5L, ADP A i/ MR EREEVE FH O SEZ IR O T
FIL 9% R T -T2, EHEHY O AUC0-24 1T B TH AL LR Do TN O
Cmax X 57%1K T L7-, BiETEi B EREIZ Plavix300 mg D —F ( 7 R— A&7 72855
HRIBROFER BT BT,

Yav: 4
7 v ¥ K7 LIVEER 2 OOREHRIEIZ L > TR i#sNnND : =27 7—8 2N L TR
TSR VAR VR EIR (TEERIH O 85%) TR ENLHRE L, HEOTF 7 a—A
Mw% THRKCTHD, 7 K7L dEd2-4% Y7 o F7 LA BREICAH S
o WIZ2-AFXY 7 a b K7 LUHBRE AR S, RS chL 7/ rE K7L
@?ﬁwW%%Wﬁﬁﬁéﬂéo;@ﬁﬁﬁViCWmﬂ%(YmA(WHM&CWWQ%N
L Citbivsd, IEETF A — RIS Moz BERICE2E DS R ET 52 &1k D,
1N 0> i B 23 U C I/ MEEEE & fi3 5 ,

7B R7 L)L 300mg DHEI R —T ¢ 7 R—=RX%4T > T2 % OTEHERE O Cmax (£, 75 mg
DOMEFHEG-%Z 4 AT 122 IR0 b ODfFIZH 5, Cmax 13 5-1%4 30~60 73 THIFLS
%o 75~300 mg O FHE=HP T, {EEEOIEMERBIIHE & HEI LRy - &% 455107
% & Cmax & AUC IZZNEN 2015 & 2.7 %1272 5,

DEiE
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B MCMCHERRZ v e R LAEROKRE LIZE 25, RBEEHEDR 50% 23R . #I 46% 533
FICHE STz, 75 mg ZHEE G LIZBan s o v k7 Lo LRI 6 K TH 2,
TEAEPHI O T BRI 30 23 T B,

FEEAEH

7 m K7L VE—H CYP2C19 12 K D IEEMEMICRET S D, Z OEEROTEMARE T 53K
MEERT A &, 7 a R L ATEERENY O (S b R MK T LR MRER 23593 5,
7' B T ES (PPI)

7 AR TRRER (PPD) O Plavix 75mg KR 5% D 7 v v K7 L WG O 45 %%
BT HEEIZOWTH L ITR LT,

B 1 : Plavix Efld 5\ ME PPIs SRR RRICIS 1T 5 Plavix75mg KEF 5% D7 a v K7 LM

RmoLy BB
Co-administered PPI Effect on active metabolite AUC
Mean and 90% confidence interval
Dexlansoprazole, 60 mg —=—
Lansoprazole, 30 mg —a—]
Pantoprazole, 80 mg F—a—
Omeprazole, 80 mg =
[ ) I ) I ) ) I ) |
04 0.6 0.8 1.0 1.2 1.4

Change relative to Plavix administered alone

2B ORBRIZEB WD CTHER S V2 SREL 20 M OSSR B IE AR R T A — X — 2B W, fHAEEH
WIARAT TS =L TR RELS, TIAT I T T = TlbDRNZ EDNRENT,

12.5 EEREFE
CYP2CI9 IHiEMAEH I & 2-A4 % vV 7/ o v KT LIVHFRRE O fiE OAERRICEE L Tu\nb, Ex
vivo IZI VT 5 M/ MREEREMAEIC L > THIETX 2 7 v v 7 LIVIEMARHY o HipEhie & Hi
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M/ MRVER L. CYP2C19 OBfETFRIZ L v Br A, D CYPASO EEEZ DBEHAER G 7 R
T UV OIEVERE W AR 2 T T RIREE N & 5,

CYP2C19*1 7 L /L DOARHIZSEAITHERE L TV 523, CYP2C19*%2 7 L Lk CYP2C19*%3 7 L /LiE
FHEREMETH D, AN (85%) KOT V7T AN (99%) D PM EFE DREREIKN N7 L LD K313

CYP2C19*2 7 L)L & CYP2C19*3 7 L'V Th 5, MGG I L (reduced metabolism) (2B
Y57 LIUZIE Z OMIZ CYP2C19%4, *5, *6, *7, *8 /2 L BN, HBUAEFE 3R AR
W, PM BFIL BIZH TR T LA 9B 2 A2 L T\b, CYP2C19 PM - 0D

FBBEIIANTER 2%, BAT4%, FEATI4% TH D, MEZITWVEE O CYP2CI9 Eis
THRIERFEST D LN TE D,

TSR 40 il 2 Xt 5127 1 A4 — " —R R 21TV, CYP2C19 OREHERER D 4 BEIZ 10 #1157
DEEY FF, 300 mg (IZHEVNT 75 mg/ B, X% 600 mg (Z#EV T 150 mg/ H % 5 H G- LT,
SR ERE & HUIML MRS 2 3 L 72 PM BRI ORE & Fb X TIEPEE OB RN D72 <

M/ IREEES =R HAK > 72, PMBETIEL, 600 mg/150 mg & #5- L7238 D545, 300 mg/75

mg DA L O IEVEREY OWRGE NS < PUIMEEOR RN E -7z (F 4 2B38) |, BKRIRIFIZ
R 2 BRis RISV, ZOBRFEMO - OO 2 AEIXE L STV,

£ 4 : CYP2C19 OREHEEER] OIE MM O EKipEh R & Huiln/ MRS

& Ultrarapid Entensive Intermediate PM
(EM) (IM)
(UM) (n=10)
(n=10) (n=10)
(n=10)
Cmax (ng/mL) 300 mg (24 ) 24 (10) 3221 23 (11 11(4)
600 mg (24 FEfH) 36 (13) 44 (27) 39 (23) 17 (6)
75mg (35 5 H) 12 (6) 13(7) 12.(5) 4 (1)
150 mg (45 5 H) 16 (9) 19 (5) 18 (7) 7(2)
IPA (%)* 300 mg (24 FE[]) 40 (21) 39(28) 372D 24.(26)
600 mg (24 B#fiH) 51 (28) 49 (23) 56 (22) 32 (25)
75mg (35 5 H) 56 (13) 58 (19) 60 (18) 37 (23)
150 mg (55 5 H) 68 (18) 73 (9) 74 (14) 61 (14)
VASP-PRI (%) ¥ 300 mg (24 F[#) 73 (12) 68 (16) 77 (12) 91 (12)
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600 mg (24 Ff) 51 (20) 48 (20) 56 (26) 85 (14)
75mg (%5 H) 40 (9) 39 (14) 50 (16) 83 (13)
150 mg (55 5 H) 20 (10) 24 (10) 29 (11) 61 (18)

I3 (EfERE) ThD
*SuM ADP (2351 2 i/ IMREEEINIHIER ;5 AN K & WME & i/ IMRIEEEE PR A3
T PEIER T-HIN% Y & o 7 B — i MR BOGTERRER 5 23/ S VME E i OB M F SR A R

IM D & I IEHEAETED DR EE & 238D LI/ MU ER MR T L7z & v o B R b sk S
5,

CHARISMA B (n=2428) & TRITON-TIMI38 ik (n=1477) M OAE SN TV EEH:D =
A— FABRIZ X 5 T Plavix 2% 5 L 72 BB D% AR EfENT M THiL, CYP2C19 DE AT & |
Plavix D VEHERIF OB FEA S 7172, TRITON-TIMI 38 3R & K&y D 2k — R iRBR Tl

IM « PMIEBARED A, EMBEL D & .08 A X b BB, ODFREZE, MZaT) XIAT v b
MARE DFEBLZRN E > 72, CHARISMA iRk & 1 4D a2k — FREBRTIE PM BRI DO FA X2 b
BAERO EHNRD L,

13 JEERPREAER

13.1 =M., TRRAME, EZMHOET
7B RTLVIRKR 7T mgkg/H (KRG &1X. & N 1 BHESEH & 75mg @ 25 {5 OUgEE &I
M) BT AZ T8, KT v M 104 #EEES L& 2 A, BB bnehoiz,

7 a e R7 L iXinvitroidBR 478 (Ames 7 A b, 7 v MTFHIIRIZEIT 2 DNABET A .
Chinese /> A A # —fHESFMNIC BT DBR LR ERT v A KUt MY Bk [Br#]
IR HT) KN invivo iR 1 FE (= 7 AR OF 5T L 2/MEBR) 1B\ T, BB
TR bR o Tz,

Ja e R7LE, ROEE ERK 400mg/kg/ B IZBW T, HEHET » MEZEMEICEETRD D
Nighnol- (mgm® BT, b b1 AHESHREED 524%)

14 EREREAER

14.1 24 SRR
CURE #
CURE B Cix, ST EHRZMHDT (RLEEPIED L < 13FE ST EHOLAMESE) | o ImAT
RIC—&T 2EEORE S L < ITIERIEIER 24 BER LA kB U 7= A et o B 12,562
Bl a%tge L Uz, SRR T, FEm (ST ERZ2fED7220) 2079 ECG &b L < IFIEH
ERRAE 2 5 LA E DO RBIEEE D LI PRV TEIE TORR L Uiz, fSEEIZTIC
HA (82%) T, ZMED 38%, 65kl LS 52%Th -7,
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IS DOBE EENESIC Plavix BE (0—F 4 > 7 F—X300mg, 5l&HW\T75mg/H) &LL<
77 B ARBICEIS T, &R VERKS Lz, BFICE, 7A8 U (75-325mg, 1 H 11[E)
B G- O/R Y 7 EOREHERE AT o 7o, BEEZEILTIT AT 3 AMIX. GPIIb, Tla PHEZE O
HAEETT-,

FEFMIEE (LA REC, LI, M) OREFIEIL, Plavix 23 582 61 (9.3%) .
TR REEN 7196 (11.4%) T, Plavix BEOFEX U 2 7 i3 (% 20% TH->7= (95%CI,
10%~28% ; p<0.001) (5% 5 &)

# 5 : CURE RERFEEMITIZBIT 54X b

Plavix 77w R FEXE Y A 7 b
A~ b FT ALV GTAEYL)E R (%)
(n=6259) (n=6303) (95%(1E X )
A IE 0
(0 &%Liﬁﬁ Ekk S 582 719 20%
DMAESE, DARFRIE, N (9.3%) (11.4%) (10.3,27.9)
D) ' ' p<0.001
HA R MRIEF T
N 318 345 7%
I s
o 8 58 (5.1%) (5.5%) (-7.7,20.6)
. 324 419 23%
L (5.2%) (6.6%) (11.0,33.4)
e 75 87 14%
(1.2%) (1.4%) (-17.7, 36.6)

*WEH ., OMOIEERILE AT T2,
T&A Ry MR, FEROFEIREHMEH ORIES 2 2 L2 b o TidZe <, REBEMHIc A <> F23EL
T BRE B A T,

Plavix DRNRPFEH S5 DIZTIHEABLARE 2 » AR TH D28, 77 1R & DT
(RE 127 A) z@ LTt chlz (K222H)
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¥ 2 : CURE RBRIZBTH0LIMEFE., DHHE, KOKEH

" CARDIOVASCULAR DEATH, MYOCARDIAL INFARCTION, STROKE

12

PFLACEBO [+ aspirin]™

CUMULATIVE EVENT RATE (%}
™

[} 1 2 3 4 5 L] T B 8 10 1 1z
MONTHS OF FOLLOW-UP

*Othapr Slangand tharapios ware uEed 88 Sppropriaby
CURE #BaTI1E, K 2 IRT X912, &Y 77— 12B\W T, Plavix #5125 0, OIMESE,
DFPREZE, BMZETR I ERPME T L7z, Plavix (2 X2 FHAMEIX. ~ U V/LMWHAE S F-~/%
2. IV FEEE 3 1b/Ma(GPIb/IIa)fHESE, JEERTH, BEEWEE, ACE FHEH Lic L baMk
R ORI A RIEOF & X IERICED Divlz, Plavix OZRIE, 7AE) VL&
(75-325mg. 1 H 1[8]) (ZBAfR7Z2< B AL/, CUREFRBRTIX, RROPUEEE S, JHER3ELISL
OPLM IR DM, K OV NSAIDs OEHIE A 22 U7,

B 3 : CURE RBRIZBIT 5 BEEREUCABRIMF ORI/ A v F—_v v a MY

— Rkt
Parcant Events
Baseheen PLAVIX  Placeba
Chardctoralics M [spspinn)® [spspicn)® PLAVTE Batiar Plaidicy Badiar
Owvarall 12562 83 114 -~
Dignosis Non AW 1205 127 15.5
Unsthng  &208 7a ) ——
Cithar 968 151 17
Elev Gard Enzy Mo Qe BE 05 ——
AL TG 1y 130 ——
ST Dapr =1.0mm M 723 75 LR ——
Yios S288 118 4.8 —
Chabites. Ma a7 79 0.5 —1—
Yoz  ZB4D 142 16T S
Prenvicis Mo 517 7a 0.5 —il—
You 4044 125 15.4 —_—
Prervicaes Shoke Mo 12055 B3 WD ——
Vs 506 ir.a 224
Cancomitant
edication § Thirsgy
Hepann LY H Mo 951 49 1.7
Yos 11611 BT 11T B
Aspirin ciddmg 1627 85 0.7
100-200mg 7428 82 10.9 ——
=200y X201 53 137 o w
GPIibilila Antasg Me 11738 RS 108 B
Yas 823 157 9.z
Bata-Blotker Mo 2032 69 120 —_—
Yes 10530 92 1.3 ——
ACEL M 4813 G2 0.1 —_—
Yen TG 112 135 .
Lipid-Lowaring Mo A 1 EL] 134 —_—
You &0 B4 0.5 .
PTCACABG M3 ™ B 10.0 ——
Yes 4585 114 138 —_—
" Slandand IR0 Wene wad 88 appropralo I]j-1 DIG I:ITE- T 1T2

Hazard Raio (95% C1)

Property of the sanofi-aventis group - strictly confidential Page 15



REMTHMAXEOMROBPE
SR25590C - ¥ O F K4 L)L Bilgls PAD

CURE i85 T Plavix Off IZ X 0 AL ORI THIEL (Plavix #7161 [1.1%] . 77+

AHE126 651 [2.0%] ; FExE Y A 7803 43%) & GPIIb/Ia [REIEO B G-41% (Plavix £ 369

Bl [5.9%] . 77 2REE454 6] [72%] ; FxtU 22703 18%) M) L7z, CURE RERT

1% Plavix OG- ITGEBIR A /XA 7T 7 MU EEIRE AT (A7 > 8 FERT

k) OlfTHIEIC B A KT K72 hho 7= (Plavix B 2253 61 [36.0%] . 77 & REE 2324 )
[36.9%] ; ¥Axt Y A 7 /3 4.0%)

COMMIT 7%

HEVELAL T T AR R EEHRREBR COMMIT IZ X - T ST FA-UDEZEERE 2T 5 Plavix D
LAV EGER RIS TZ, COMMIT iRBRIX, DAFEZEDIEIRIEHE 24 FERILINICERE L,
DEXORE (ST LA, STIRT., £M~7 v v 7)) IZX 0 D EN R S L7 B3 45,852 1)
PRI TN, BEIE Plavix (1 B 18] 75mg) X7 Z78AR%Z, 7AEY > (162mg/H)
EOFH LT 28 B 2 WITRBED B F THRE T D RECIEIELIZE Y T bz,

R IE B R 2 B DRV E L ROFEREZE, AT H D WIIE T ORIEFEHR L L,

LML 28%, 60 7L LD 58% (T0mLL kid 26%) T, BH D 55%IC AR R L |
68%I\Z ACE fREHZ 5L, iR AEBIIRIE AN 2 1T L 72 BF 1T 3% Th o7z,

LUTFDFE 6 K3, 4127 L7-E 3B Plavix |2 X - TREZ ARV O Y 2 7 bR
7% (p=0.029) . FREZE, W&, SECOBEEG T RARA » FotExt U A 7 b 31% 9%
(p=0.002) Th-oTz,

% 6 : COMMIT RERIZEBIT B A X MEHT

PR VAN Plavix 7T R T v Xt p e
7 A YY) 7 A YY) (95%(5 #HIX i)
(n=22961) (n=22891)

BETVRFFRA b

WL, DD D\
B 2121 (9.2%) 2310 (10.1%) 0.91 (0.86,0.97) 0.002
1o 1726 (7.5%) 1845 (8.1%) 0.93 (0.87,0.99) 0.029
FEBIENE L P T+ 270 (1.2%) 330 (1.4%) 0.81 (0.69,0.95) 0.011
FEELIEMERN 2R 127 (0.6%) 142 (0.6%) 0.89 (0.70, 1.13) 0.33

AT FARA R R OSECHEBSEME D IR IR BRI A T G EHT BT 2 B D7E 9

Bl (ZVERTUARET2H, 7T BRRETTH) 13, FEBSEIEMAE T M OFEBSEIE O A 1 2E
O SGHRIEL TWDHINRHLHZ LK D,

ok IEBIEME DR EZE K OFEBEEMIM A F I B W TR 2 o 22 W ETHIE RS L T D,
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X 4: COMMIT RBRIZIBIT BT DR

1726 deaths [T.5%)

%, dead L

7% (SE 3) proportional rlek
batare redduction (p = 0-03}
firat
discharge

8 T T T T
Q 7 14 z1 il
Days since randomisation |up o 28 days)

¥ BHTARY U ERE I TWVWA,

X5 : COMMIT RBRIZBITAEATY RRA v+ (BEE, Mz, 1) o RFEHR

2121 with ovont (3.2%)

¥ (SE 3) proportional risk
% with danth, 7 rodluctian p = 0:002)
reintarction

ar stroke B
tbarn firsl
discharge

T T T
L] v 14 Hi] n
s since random|sation (up 1o 28 days)

¥ BAHTAY ERE I TWVWA,

K SIRLIEZLEIICTOHESNT-FEAx DY 7 70— Plavix OFEICET 2 HE AT/
Moty £, TORTE LMo TR, XU v 708, DHZEOEEREICL 597
TN—TICBIT LR LFRBETH-7= (M6 &5 , 29 L7 7N — 7Ok Sx
HEEIZFHMETXEXTH D,
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X 6: Plavix \C7 A Y U Z2 A LI2EBORIR LR L7z COMMIT RRICBIiT 5 EEE= v
RRA ¥ P TOR—=RF AV EOBEFRAEY 7 7V — 7T DR BRI HE R

Baseline Events (%) Odds ratio & C.l. Heterogeneity
Categorisation pidogrel cél Clopidogre cebo ar trend test
(22 961) (22 891) better :betier 1 (prvalue)
Sex: 3
Male: 1274 (7.1%) 146 (5% n [ETCE]
Femaie 87 (129%) A (147%] ‘"
Age ateniry {yearsk 1
|
<8) a5 (507 512 (4% » a0y
[ET] 45 {10.1%) B {11.2%) ]
0 A {1403 1 (162%) +—
Hours since onset: ]
28 30 (105%) — 5700
1ol BB (105%) — |
12102 72 (5% e
]
SBP (mmHg) !
<1 —a— 1003
120138 ]
140150 In
1 —
Heatt rale (bpmj: 1
<0 —r aaptn
8 ‘"
0106 —
16 .
Fibrinolylic agent given: ]
s 1008 (8% 1122 5% aTg)
No 1118 {83.7%) 1168 (10 3%) =
Prognostic index (3 equal groups)” !
Gioed 208 (a0 7 (7% _— 11008
Avorape B 3 (B —
Poor 121 {I7.2%) 132 (182%) |
h
Metopralol allocation: 1
fos 108 7% 1100 @7% i | 2401
M 1056 {92%] 1200 (10.5%) |} Proportional
! recuctian
[ el 2121 (8.2%) 2310 (10.1%) = 9% 53
! (p=0.002)
Global Heterogenetty Test: 3 T_: 164; p=0.4 }
x L L

W oswior <D 9s confdence imenve .
05 0.78 in

*3 DDEY A RADFHIeE T NV—T71% Cox MlIFET MIZ & %.’;%IJ DO LT MEEZBRIN LT T
BRTA—H—DR—=AT A U NLREHSNTZHEE TOTEEET Y RARA > MTB T Hiffixt
Y2712 o<,

X7 : BREICHE LR T2 T A —FI28) 5 Plavix & 7 AU OGFHZIR

(COMMIT &)
Events (%) Odds ratio & C.I. Heterogeneity
Categorisation Clopidogrel Placebo Clopidogre acebo or trend test
(22 961) (22 891) better : better y 2 (p-value)

Killip class: i
1 1273 (799 1415 (8295 M 0.6(08)
I 4l {15,000 TG {16,005 ——
Previous M| .
Yes 177 (8.09%) 204 (11.1%) —a—L 18(0.2)
o 1844 (810 2106 (10.0%) ~.—
Infarot location: !
Anterior 10683 (26%) 1247 (10.8%) —— 19(02)
e 1098 (8.89%) 1063 (8 .39%5) — Proportional

: reduction
Il Total 2121 (9.2%) 2310 (10.1%) < 9% sE 3

! (p=0.002)
Global Heterogeneity Test: j : =41; p=03 !
- s9% or <[> 5% confidencs interval L L L 1 I

0.5 0.75 1.0 1.5
14.2 SERELDHEE,. RERELKEFR, REBIRER
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CAPRIE 74k

CAPRIE ikB# (% Plavix (75mg/H) &7 AU > (325mg/H) % ik U7z [EEEA 7 MEVES | I
TTRER LA BR C 304 figk D 19,185 BN B L=, AT 2 HTHBREERRE L 1 1) Kkl
FAE LT DApEZE 35 HLLN) 5 2) HaltBIE Lo miEfidzad (6 » HUIN) BdH v, 7»o 1
UL AR PR 23 557 Lo/ 5 3) RIHERE R, 5 L6 FIchlc v (k3 M)
EAEZ 2B (T 728 52 BT - 72,

Z OFRO Z A B BB MR AR b (BOEME FEBOENE) | BTLOEE (BuErt
FEBGEME) | 2 OMOMAETED NSO YIEIFEI E TORHE & Lz, SERDIEMENETH D
LWIE TE WG EI T T EEIC B LT,

3 7 : CAPRIE RBRDOTEMITIZHITHA RV K

Plavix TAEY
B n=9599 n=9586
HELPERG AT (BIENE I . .
SOEHE) 438 (4.6%) 461 (4.8%)
‘Efﬁ@% (oLt E0t 275 (2.9%) 333 (3.5%)
Z O ML E SE 226 (2.4%) 226 (2.4%)
&5t 939 (9.8%) 1020 (10.6%)

KNHOMNDH LRV | Plavix [FFHEEE A X2 b (FICODHEZE) OFRRRLET IS, £
IR 72 k8% U A 7 Wb (9.8%vs10.6%) 1£8.7%. p=0.045 TH -7, FRINZMDRVEL L
JEUK % R D 72 O BR AR OIE IR b RS RITFERR CTh o 72 (XY A7 b3 6.9%) ., skBRHIR
VIR 2R R SO AR R IE 2 F8E L T2 B3 DF DB DA X2 NI Plavix B T 3ME - 7,

B 713 RO A N FEBRRZR TR TH D, 3 FER OBHIH T Z DA <o SRR
HNZABEL . 2 DB & 13k L7z,

X 8 : CAPRIE RERIZRIT AEFEMF - I1XFEB M ME R A X b

FATAL DR MON-FATAL VASCLULAR EVENTS

-
=

VEMT RATE (%)
2

oo

CLUMULATIVE
=

MIONTHE OF FOLLOW-LI?
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Plavix D7 A B U NI T HEN IR ERICIMENTH -7 (p=0.045) . LILT AEY
> EARD B FIE L 7o DA ZE ST A 0 BB DL L8 R A N F OIRBIZ AR TH D728,
Plavix D&Y RIFT+ 512 KE WV,

CAPRIE iR OXf G 81T 3 DO TSN TIRIRS L, BELICEID (T bz, HIES

WZEID AT SN2 EDOY T I N—FI2B 57 A Y v b ik L7z Plavix OFMEICIEZ%E
MDABH BT (p=0.043) . THDBEDEDN, & DHWITHEAR G ONZONTIIARHTH 5,
CAPRIE RABR IR D HEE D7 7 /—T12250\ T Plavix O 7 AE Y > & il U 7= F3%09 72 F H

PEZRRET DT OICT A ENT-H O TIEARWA, A RMEIIRMIMEES (B OfEZED

B OFERE D) BE OSSR bE < RIMPERM A B OSAITREW & B 2 Sz,
BT HIE U 72 DA PR ZE O A % FHEIZEABR IZ B G ST BE OYA . Plavix I3EERIZT A Y

NCHT BB E B TR T,

14.3 EHOVRIVEFEHEOBEH LI WNIMERBBREICH TS Plavix E7RE ) VHADOFRAH
[XHEIL ShTULVELY
CHARISMA #045#%
CHARISMA 5B 1%, #5RE 15,603 il & X G M E R BT T 7 v — APEBREE(LIED U 2 7
K7 285 b > BEOEMMEA <> FOTEHIZBE LT Plavix (75mg/H) &7 T7vREkEL
IS L, 2 HEM, WATHEREESBR Th 72, BHBRE 1T A > 75~162 mg N %5
iz, EHESHIEIL23 2 H Thot-, ZORBRTIZEEINER (O ME S, OihFEIE,
MR OBET Y RARA Vb)) ORAERIKFTENGET DI ENTE o T-, FEEER A
AR N ZFIE L7 DI Plavix B0 534 6 (6.9%) (Zxf L CF 7 2AREED 57341 (7.4%) Tho
7= (p=0.22) , FREA & DRI Plavix BEICHE/EZR IZEI D 1T SN RE T2 < A bR
776

16 A& Frit
Plavix (7 v N7 LVEREE) 13, ©r 7 GOmMEMMO 7 4 v ha—T ¢ 2 JHT, i
W 175) . EEIC 11171 EZEIENTW5D, A3EIRD LBY TH 5,

NDC 63653 - 1171 -6 .- 30 8
NDC 63653 - 1171 -1 &1 90 &
NDC 63653 - 1171 -5 £ > 500 &
NDC 63653 - 1171 -3 PTP100 %&

Plavix (7 & & R L UHiEEHE) 300mg S22 7 (DO EAEHBL D7 4 Vv ha—TF ¢ U THET,
Jrmiz 1300) . B M1332) EZEIE 0D, BEIIRO B Th S,

NDC 63653-1332-2  Hfii H & 0l3E 30 £E
NDC 63653-1332-3  Hif7 F &0l 2E 100

=
%?
R
O
=
S
(Y

i 7

Bt

25°C (77°F) TIRAFT D Z & ; FAHEEFHAIX 155C~30C (59°~86°F) [
1.

)
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17 BE~DIER

17.1 HAK%ELEIVRY

o Plavix DRNEOFHE L, K2V 5 HEIWEHZENT 5,

e Plavix 25 SN= LBV ICIRAT 2 X 5 BEICHERT D,

o WFEIZHBEETIZ Plavix ORAZH I LenWX 5 BFITIEET 5,

17.2 i
BEICLLTOREREIZ D Z &,
e HBEZTHEHMLLTLS 2D L,
o IRIMITHEE KV RN D Z L
o THILZW, BEMIMICHh%, KEOH M ITMAE « MIRITETHRE L2TE b0 2
L

17.3 AEREET 5 T OMOBIERR UAEK

e Plavix XDV T ADOFEMIZE LT TTP BNHE SN TS, HTIEHLINEERFETH
HZlEBADHI L

o ROIERNP—DOTHHEELL, BFERNPAHARGAITTSIIZZ2 T2 L) BHEIRE T2 L
FEEN WOIRG, R SR b, B OSRBE, B SUTIRD B iR b,

17.4 REULE
BEICUTICOWTHRT S 2 &,

o (REEALE A FHET D AN EER K O AHERIC Plavix Z#/RA L TS Z L& 52 5 2 L,

o [REBHLEZAT O ERHIC, Plavix O G &2 FIET LN LZEMEMERLTHESH Lo HE
ETAHI L,

17.5 BrAZE
ERf23, Plavix ODVERICREZ KT THOIEEE (VL7 7 U <0 NSAID %) Zi8i Tt 5 L
I, RATF DO, HDHVIIIRATEDNST I IITTIRIE DA A 7T — 12X U & DAL,

THREE, RBMELEZRTHET DL, BECEFE T L& [BERMEF LOEE () &2
]

1.6 AT47—2aVH4AF
AT4lr—avHAF
7SEvHY R (ZBE KT ULLRERIESR)

T8y 7 ADRIEE T DRIROFUASG 22 TR, KA T 4 r—>a oA RewiteZ
Lo FTREWRBFEHEINTNDZELDVET, KAT 4 r—Ta A RiIb R0
DARAED 5 WITTEEIZ DN T, RO YEAMORDVIZR Db DO TIEH Y £H A,
TSEVYRIZODVWTIDBHM > THELKLELRHIRELEELHERIE?

1. TS EVYIRIIUTOEETIEINRELAZVEZTANHY T,

- TSEVIRORBICEEEZEZL5HHECHERZET HIHEE. bRT-OMYEMIZT 7
By 7 ARG RTIAEDBERREZIT) EERH D £,

c HHEREGRTHIBE. BHIZHATSY—IL (Prilosec®) , 7T Y7 ZAERAL TS
i, FYEMITHIBAHZEE T2 E0nHD T,
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2. TS EVORIIEEL., LEICHEHEOHENESIERITEEINNHY ET,
7Ty 7 AFMAREE AT S LI L MiEEEEVICKLSTEHETT, YTV I A
ZIRA LTS EIROEZZIERDAE T D AlREERH Y 9 -

XM LT R0 £,

c BMAELRT LR ET,

- i8Nk F B F TORRINELS 220 £,
WO HIMIERIZZ DN HE BT Eﬁ_ﬁ%LT<ﬁéw:
%%L&mmm%émimmﬁﬁﬁwt

- JRI J]']l?j)/rzbofb\f_ & (RBv 7. j'fj%)él/\ KN D)

CENEE LT (f&évii@(&ww%))

-ﬁ&@?%&mm%b<i%®#k

- M S B XIS A £E 9 %

- MEH DN IET—E =T O L DRV

[ fili ~DEHG 72 LIS 77t/7x®%%%$mbfiwﬁiﬁho

ATV M ERAESINZEETIHEYB Y 78y 7 ZA0RAZSO TUIWITEHA, AT b
IR AET DY A7 BNEED . LIRELRIES D2 WV EIZEDLZ E3H Y £77, HifLlz X
DIy AEHIELEEES. DIBELBIEOY R REEIBENARH Y £7°,
TSEYORERF?

TIE w7 AFROEFITI T SNDHIETT

- DB X B e

- O MEIERRETE CRIEENIRER)

< L ifn A

fibi 2
7T 8y 7 AFBSEEO DRI REE, AT S D WA RICE D BZNDOH 5 Lgd 5
UMM ICEE 72 B ENA U2 REME 2R S 5 72 DI THHWIET A Y & —fEiC
HAnEd,
M/ INHR T MR 25 1585 W2 RS 3 5 72 DI B e ERER Y CTF, 77 By 7 AR/ IS s i
FIHZLicko, @%%7m/7¢é%ﬁmﬁhébé EEMHILES,
Ty 7 ZAO/NRICET A LM E BTSN L TV ER AL
77tjaxémmbr@uwau%%ﬁ?
WOBZET T8y 7 A&ERA L TUIWIT £ A,

- BIEE O i % ki = ¢f$%ﬁbfwéﬁA

- 7B RTLVEDWIEIARKIOMO B REE 2 T A, RTA REEEORINY U A
N2,

TSEYIRERAT HRICERMICIZR ZNEZLIE?

Ty 7 ZAERAT HRNCROEEEMIEZ T ESN,

-5 (HEE) BIEEOBEE

- iz B3 2 BETE

- BN THEEHERO TE, [EDRIZTSEVIRERATEM? ) OSSR

R L TWAHLWIEFDFERD D, TTE Y 7 ZDORREA~DEEI SN TIIHESL LT
ES .8

cRHFHL VIR ETEL TCND, T T 7 AR A~BITT D0 E ) DNIARP T,
ST R OHBERL T T By 7 2AERAT DRI ELT O 0RO T IEE VW, ERf & DR
LT Ty 7 ADORM ERHE —FEIZB 2> TIWIT EH A,
ETOEMBOHEREMICZZ 7y 7 2Z2BHAL TS Z L2 B2 T EEY, EMEOHER
ERIX TS I ORERNEREZI IR ORE, 778y 7 A% LTV LY E &g %
ES TR 8 A,
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WG AESREL, R AESRS, X IV, N—T R T A N EED, HEEICH

HARALTWALETOERIZDONTEHRAL TLFZELY,

Ty 7 ZAIMOEDOIEFICEEL X2 MOKIZT Iy 7 ADIEHICEEL B2 D%

nNRHuET, [TIEVIRIZODNWTIHDAH > TEL DLENHIRLEELFERIE? ) DA

EBBOZ L,

HOLFEOEE AT EHMO) R BEBZNRNH Y £7,

ROFEZFHT 56, HYUEMIEZTLEIL,

T AV v FRCMZEF R B S TGS, Ty 7 AL L BIZT A Y VEMHT S

ENEI D, MTHYEAMEHRL T EIN,

s AT O A RRPIRIESES A (NSAIDs) , NSAIDs 2> E 9 &R 7203 h b 7 W ERT &

HUNMTEAIRIC AT &0,

« 7771 (Coumadin®, Jantoven®)

IRA L TWDIIZOWTERE L, 5 LWIEDILS 21T 285603, 4 EH 25 WO IXEEFIEIR

ARV DOEZDO Y R M EFTRFL TN TLE S0,

EORIZTSEVY RERAT M7

Y EICHE RSN EBYRAL TS0,

CHME LR T D LR LICIRERZZE 2720, RAZFIELTEWTERA, T

2&HIET 5 & DHBEIMBEERMAEF D U 27 2T BENRH Y 77,

cHYEORERIENT A e EHICT Ty 7 ZZRHAL T ZEE 0,

- IIEy 7 RTRMTH, BEITH, BRTHRATEET,

cRAZENESA. BOHLZSEBICRHA LT ZEn, B L7223 %R o Ak A R

WCITWEAIFRA L2 THLIWTYT, OO RICIRA LT, Y EDfHERA

LTl —EICRAT 2 Z L3l < 7ZEn,

cZEBEOT Iy I AERHALTLE-7HGE, Y EICHEET 200 bIT W BEHBEICE S

I T2 TL &,

c FIROFNZ 7T 7 By 7 ZAOHIIZHOWTHYE L HR L T ZS W, FAT R o El e i &

ST HOICKETHLFNS HRNC Y 78y 7 2% FIEd5 X HHYENSIRRIND Z 2N

HoET,

TSEYHRDEIY S5 BEMERIK?

TS EYIRIRODEELRBERERITEEINAHY FT,
[TSEYIRIZODVWTIDPMN>THBELNHIZIEELRFERIE?) 0HEZSHROZ L,

- mARMEmM/NREAE (TTP) WS MiEREIICRET EEEZE LHAREMEAHY £9, TPP I

RRIZEHIE QEMLA) o778y 7 ADRHATEZA2Z:6H0D 3, TTPIIEANOED

EZATOMETCHREALZEDRH T, TIPZAULSGE, HICEHZLELHLHDT,

BEHIZHERETUAET L2MERH Y £5, IROIEROWNTINBE CHEIZBW T, oE~R

W2 L DFAR DR WRHTE DIZEREEE TR 22 T TS0

K TOMMIZEDEEH DT OH CHilE) OREaOBER SEEEE XN ET)

- i JE B D WIRIRERD A O FH Al GRIH)

CFNRT LK R EHEIZRD
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BRI BVERNE Y/ BB B MRS B

-5 () W
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- B OZEA

BWERANREAE LD, TRBNELRWEA, HYEICHE L T EEW,

B2TTFIE 7 AL HEIWER S IFR O FEADT, Eflid 5 VITEEAIE & FHE L T EE 0,
IS OREWERIZOW TH Y EIZHERE L TT RN, 22521 TL 72 &0, FDA IZRIVE % 8%
LT % U T3(1-800-FDA-1088),

TS EVYY RDREAREEF?

< 15CHH 30 CTHRE L T EE0,

T EVIREETCETDELEZFHOFOBIOEVWEZAIZRELTLLEELY,

TS EY Y RIZET 5 —HkHIER

BEIIAT 4 r—a A RICEHENTOWAUSNOBHTHOWONDZ ERH Y 3, AL
FREARLICT T 7 2B HANTIIWT £ A, HRT-EFR UIEREZA L TWTHiAICT
TE I AEELTUIWTERA, EE2EXDIBETRRHY 3,

AT A= ars A RET 78y 7 ACHEHTLEERERZEN L O TY, BR5HIER
MBI IY R LR L T E SV, EREEFFHICEEH SN 7 8y 7 ZOFHITHA
YD D WVTEEAIRC BRI, £, BRdERE2LELE T 555, www.sanofi-
aventis.com & 5 VM www.bms.com (27 7 & A9 5 ) 1-800-321-1335 (Z&EAE L T 72 &0,
TSEVIRIZEENTWLWEIERIE?

EMES : 7 v v RJ VKRR

&y -

BER L. B R raeible—R, vl = h—/L, MiEREE LT — R

L ARYTF LS Y m—)L 6000
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FAITHEH 201142 A,
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Bristol-Myers Squibb/Sanofi Pharmaceuticals Partnership
Bridgewater, NJ 08807
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1.

BR ) S it 2

EXGKDEFF
Plavix 75mg 7 4 /L b3 —T 4 > 7§,
Plavix 300mg 7 A /L A 2—T 4 > T §E,

#ARE - R

Plavix 75mg 7 4 /L A3 —T ¢ ¥ T HiE:

7u e N7 VARG (7 RZ7Le LT 75mg) .
FRERIEH © 27 F—Z 3mg, FEALIH 3.3 me,

Plavix 300mg 7 « /L A2 —F ¢ > JHiE:
7 R7UAERE (7ay K71 E LT 300mg) .
FRREA : 77 b—A 12mg, A LM 13.2 mg,

ETOMIER OV 2 ME, 6.1 HEZZROZ &,

FlHe
T 4NV Aha—TF 4 T BE,

Plavix 75mg 7 4 /L A3 —T ¢ ¥ T HiE:
v 7 ORI, FHIZ<<75>>, BEII<<I171>>E L L Th 5,

Plavix 300mg 7 « /L A2 —F ¢ > JHiE:
v 7 O HR T, FEIZ<<300>>, HEHEII<<I1332>>LHIFILTH D,

R PR A 451
4.1 $hee - R
FrlD T 7 —A M1~ FDFL
CDFREZE GRIEBE B NS 35 BLN) | Rl T (BIER 7T HH 6 4 ALN) | 72
XK ERE B O RN B
BMREIEREREO RN B
- PCI#ED AT » MNAEBRE 25 T0IF ST RA-SMERIEGRE (REEPOE £ 7213IEQ L
kEgE) . 72U (ASA) LHFHT %,
- ST ER-ABVELFHIEZE, ASA LT 5, MARTAMERIEZEIR LEMIFENR ST 5
S EN

LIEBIEZE 123517 5 7 7 72— A AR OVl R 1 X F D T

Pl EH 1O EOIMENEA X FDO Y 27 2L, BX I KiHIE (VKA) 1T XL 57E%
ARG THML Y 27 DKW O LERENEF IV T, ASA L O T, 77 r—2Almie
PR M 2 &G de AR FERRIE A X2 R DT Bh,

SEAEERIL. S1EEZSBROZ L,
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4.2 B - AE

- IR KR OVE

Jua BRI T5mg & 1 H LEIRATHZ &,

AR SEEE R O FRE L6 LTI,

- 3E ST L HAMERIEMRE (NEEPLIME E7ITEQIELAEIE) BE . /e R/ UL
300mg Z 2 —7 4 7 R—=XL L CHIEIEEFREG L, DWT, 75Smg4a 1 H 1[E (VALY
U2 75~325mg/ A EOFR) Mk 595, TAEY CORHENREWVIZEHILY 27 B35
Bz, 7TAEY 1T 100mg RNV ENEE LV, Rl 5 ERicix
TN STV, TRIREER T — % TlX, 12 » HETOMEHPEM TN TWD, Fio,
RO T 4w ME3 » AR TBIZE SN, (G1HSR)

- ST BHRAMLHMZERSE : 7ot K7 L1 300mg 20 —F 4 7 R—X & L CHEHERE
BeH L, #EREARE LT/ rE R LV T5mg 2 1 B 1 EEGT 5, TAEU A0 L.
MAREIEAIOOERIER D72, 75U EDOERE TIEn—F 4 V7 R—X &7\ &
MWEFE LV, JFRBEIDEESBIE I N DAl RAECOIZHA L, D7 &b 4 I
Wi b2 &, 4ZBEZ 70 RZ7LALETAE Y COFHICET 2% 7 1 v
RIS TV R, (5.1 TESR)

LDEMENEE TIL T A Y » 75~100mg/H &P L., 7 K7LV T5mg % 1 A 1 [E#E
T5HZ &,

KB ENTHE
- B PR 00 12 BRI OfE T H AU, KWl TR %,
- 12 B[] 20 & TR BRI R (Sl 2 IR 9%,

« N ERGE
BRSO ENB/NE~OEE I Lz &, (5.1 THSMH)

B
BT DIBFREBRITR O N TV D, (44 HEZM)

H I FE K 2 FF > T2 AJREME D & B W& O TR 3 B 12T DIRRRERIZR H T\ b,
(4.4 THEIR)

e 571k
Boks
BHFICEGRRIRHTE 5,

4.3 5
* AFNE TIAAN ORRTEAN % 2 i BUE O B3
- EAEATRRE OB
- HALMEDS £ 72 (ZEABE N L 722 £ ORGP fn. o B

4.4 BALGLELERUVFERALOIEE
i & TRt i 9 @) TE A
HIf Y 2 7 B OMLEHIEWER OB Z R 27, FGHRE, Hifn 2 R~ 3 2 EERER
NHB L25A1T, BEHICmEREORE K NES) emELs i+ os2L (B7va48%
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Z) . 7at K7 Luid, fMoFui/ MR & Rk, MG, T, ZOMOBEEIC X v Hin
WRUZ7Ddb5HEE, K, ASA, ~3VU > GPIIb/Ila PRERE F 7213 Cox-2 PRE A2 5T
AT B A RRPIRERZ H G R OEBFICIT, EEICHERT L Z &, M7 & o i
2N, FRCEREAE LR, ERENLTH/TMRRICBEINHAE, EERERSEWTS
L, 7R RV EROPEEIRKE OHIL, HZ2ERSE28ZnR’H DO TESE
L7y 45EEZR) |

PRSI TFIN 21T 9 TE T, PUIIMIERAE £ L < W EEISH LTk, FiF7 BRlicZ o

ERZLAERIET S 2 E, BEX, PP e & OB 7 (23855 24 HBRtA 3 DA, BITE,
JuabERTVAERAFTHLZ L&, EMEAOEREIEADZ L, 7 K7 LVEH

MR ZIER 32 0T, GHMmHRE FHCEE KOIRN) 2045 BEIZIEEICERT 5

z&,

7o R UVRAF (BFE721X ASA EO6FH) | IEMFEAEER LY L ESI< b Liu
RN &, F BEHIm (OEAEIIHE) 1IN T EREICRE TS L. BEICEEL
TELZ &,

PR PEML MR I ESEBTR (TTP)

D CHalZ, 7 a ¥ R7 LV Z2mIERA% Th > TH st i Mg MBS (TTP)
DE SN TS, REBIL, MRRFAIET R, BREREIK T £ 72133 11 O /s K OY
WML REME S MR L2 B & 95, TTPIISEICE S Z & b H 0 . MR & OB -
JLE HE BT H LERD D,

RATTAE L 7 S ML 1 ER
TSN ARRLTEY, SR MEMARRER 7 AT e R Lo b IHER T
fcil/\o

7F F 2 7 —.A P450 2C19 (CYP2C19)

HHERY: B BIIZ CYP2CIOBERENME T L7 BE IZBWTIL, 7 K7 LILOHESEHE
ZIRA LS E, 7 vt K7 LAERRE ~D LR DD 70 < . FUll/ MRS MK T35,
BRI L W BF D CYP2CI9 E\in TR ERIET 5 Z LN TE 5,

78t K7 L UL CYP2CI9 W2 X U —FATEEREI R SN D720, ZOREFEOEMEZFH
EFHEBBOMHICED, 7o RTLWTEEREIRENME T2 2 ERX RIS S,

Z OFAEAEH ORI FITAMEIZIIMR ST ey, EEFIHLE LT, CYP2CI9 % & E
ICE TP ET RS EOJFITRET D5 2 & (4.5HD CYP2CI9 BHEHRKD —&E K&
WS52HEZH)

ElgZa 2

BEEEEICB T A7 0 R LLOIRERBRIT D70, LIRS T, ZThbOEFITIE,
AR EEIEHT S Z &,

NHE R

H LSRR O FTREME D & 2 R4 FE P BE T3 D R BRIT D720, LR - T, Zhb
DOBRFIZHLTCIX, 7 R VAV EBICKRGT 2 L,

VIt
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AKENETZ 7 h—R&EEt, W77 b—ARFA4E, Lapp 727 h—AKEHLWT T Va—
AT T b= AWINAED L) e e R EEZ AT 5 BEIIIAF Z &KL LNz &R
PHE LV,

AFNIFE L2 GO TERRBELE N TR EZELDIBENURH D,

4.5 thDEMEDHBEERRVUZOMOHEEIERA
RODLGEES 7 v e R7 L L RObigeEAl & ofgf L, HinzBhR I8N0 H5
ORI (87> a v 44%25H) o 7u 8 R7LAO 75mg/ BRG1XT7—7 57U
DODEMEEZZ T TWEIERED S-U—T7 7 U o OMYEREDH D VMNT INR ICHELZ 52 550
T2V, IR ENENN L LT T 7O X 0 Hifno U 27 388035,

WS N2 B GPIIb/Ia fH 2 - §E 42 2 R 7 8 Tb/lla [RER Z &S L TWhW A BEIT Y
BRI LUVIEEICRGT 52 G4HESR)

T FH Y FAPE (ASA) -7 a e K7 LLd ADP I X A I/ IMREEFRZE/E A 1o s LT,

ASA VT L MIE X /o=, 7 a B RZ LUE, ASA D25 —4 02 X A I/ MR EREERH
EamL7c, LarL, ASAS00mg, 1 H2FEZ 1 HEFHLIZEZ A, 7o R7 LLC

X DM OFBERIERITRD DL hotz, 7 aE RZ LV E ASA & OISR B AE
HORREMENRSH Y | HILY 27 BRI 282 nd b, Lizii-o T, WAIOEHIFEEIC
To28 (B7varv44m8M) , LL, 7t K7 LA+ASA FHIZOWT, KE 14
MOMERDHD (B ar51%28K)

ANY 2 BERERR N G LTEERREBRICB W, 7 R VAL 2~ v
HAEREIIAECTH -T2, iz, ~NU COFUEBER~OREITTRD Lotz ~o%
UUPFHIZT, 78t FZ L &5 MIMRESELEER ~ORBIIR O b7, 7
a bt R7 LV EARY o EOETENHAEROEEERH D . i) A7 BRI 5%
nNnbs, Lizhl->T, WAIORIXEEICIT) 2 @4THEZSH) |

MFEIEAERE - DS E LR VWEFICBWT, 7RI LI+ 7 4 7 VRS 5
FERF A IMARTEIRE KA+~ O O M e Uiz, BRRANICEE 2 i =R 1T, Mmie iz
A~ XY UHASA EHE O Z N IFIERERTH -2 G-8HEA W) |

NSAIDs : BEFERR N 5t & LT-RABRICB W T, Z7a b R7 L 7axk s & ofiH
WZC, I EEHmMAE A Lz, Lo, oo NSAIDs & O E/ERZRERINHE ST
720, BEDELEZ A, £ TONSAIDs IZBWTCHGHM Y A7 EFIGZED 53D a0 38
SHINTRV, L7zA»> T, Cox-2 [LEHR A ETe NSAIDs+7 v v K7 L AABEAITEEICIT S 2
& (GamESR)

FOMDHEFRGS : 7 v ¥ KT L E—¥0 CYP2C19 (2 X 0 iR RS S b 7= 9,
COBEFROIEEELET D EELOMEHICLY, 7 a b K7 L WEHEEIRENME T2
ZEBRTRHIESND, ZOMAE/EHORKIERITIMREICITHER I TRy, EEFEE L
T, EEICEIIHFEEIC CYP2CI9 ZHET D RS & O HITET S 2 & 44HEDN5.2
HEZHR) |

CYP2C19 Z[HETAHEHKLIZIL, AT TV —)L, = I RXAT TV —)b TIRFHI, 7
NFXtFo, F7aXI N, R)aFy)—), 7irary)—, Fruredr ruaz

Property of the sanofi-aventis group - strictly confidential Page 28



REMTHMAXEOMROBPE
SR25590C - ¥ O F K4 L)L Bilgls PAD

4.6

oXYr VAFIUU, AR EBE Y, ARV KRNT e T AT 2 ma—)b
NH 5,

Fu hRFHERE (PP  AATFFY—L (80mg 1 A 1[R]) &7 vt K7Ll L ERHE
D WDIE 12 B 22 TR L2, 7 o B R L AER S o 2 IRE R, 45% (2
—F 4V R—=X) L 40% (HEFFHE) KT L7z, M/ MREEMHIL, 39% (a—F 47
F—=2X) &21% (MEEFHE) (KT Lz, =Y AT IV — b7 abe K7L E DR TREED
MAEERZRTZ ENRTHEIND,

Fiko3EpmEhier) (PK) /3717709 (PD) fEAAER OERERICE LT, HERLMmE
FA R MR EZAE L BIEN R OERRRBR ) O STV D 7 — Z IR — R
BoNbd, BEFHEHLE LT, FAT T —IVERF I AT — L OFRITRT S Z &,
(44 THZR),

N NI TS = VERIEZT Y T T = E DRI EB W TR BB DT OB B 6
Nice /N b7 7Y=L 80mg 1 B 1[H& O TIRMSETIEER#IM DA 0 —T 1 7 F—X
T20%. HEEFTE T 4%IET Lze ZAUT M IMREREE BN 23 F 200 15% KO8 11 %A%
FTLTCZEERIE LTV, ARERIZZ B R LGNS NS5 — LR TcEx 5 L
ZRLTW5,

H2 72w 1— (CYP2CI9PHEHKTH AV AF VU Z2<) & WITHIBAESED BiE 2 (KT
SHHMOEIELD 7 a v K7 LIVOFUL/IMAEMEZ 15T 5 &0 9 iR 7e v,

T DOMOER S,

R R OSREh e M BEH O RTREMEZ 572, 7 rE R LV EZOMOEIK
i 2 OFF L7 BERARBR DMIC H 2 E I N TWD, 77 /r—L, =72V B3
DOiF %7 v K7L L FRRICEG LIZBRIC, BRR EE RS FMEAER TR b
Mmole, IBHIZ, 7=/ 2V EX— VEREFE=A s roffficky, 7ae F7 Lo
HIVFITENEILE LW B L Z T o7z,

VARV ROT AT 4 U CFYEREICOWT, et R UVAPFRIC K 2 EITED b
ehole, HBHIZ L D7 o R VARIERIZBITRO bl ol

CAPRIE #BR TlX. CYP2CY9 TR ENA T 2= VKNIV TEZIRE, a7 L)L
EOFRIZT, BRMICHEN RN T2Z EDRED LN TWD,

AR U7 O BEAEREHRUSN TIE, 7T e —AMeERERFEICHEA I E L, 7
O v N7 U EOHAEMERRBRIAThIL TR, LL, 7 a bt K7 LVERRRERIC SN
Lo, PIREE, BUEWTHE, ACE FFHEH, AU AEREE 2 L 2T v — UK,
TETNARIEIRSE . BEIRPIEHRIE (R U2 ET) | JURREK, FLE HiFeRik,
GPIIb/Ila 5513 72 & Ok 2 22 FHSER G Sy, BRIICER XSG F M AERIX
R LN 5T,

I iRE OB

yod/3

IHEPORERZBICET AR T —Z 3B TWRWE, IERPITZLEH LTy RS
LVZEER LW Z EREE LU,
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YR TIE, IR, RRIESEEE, iR, AERREEICOWT, EENE T IIREN A EEM
FREO LTV (B3HEZSR) |

=2

b N CHIRBATHED D INEIZHOWTIZ D o TV, BiiRERicB W, Z7et K7L
VR OZF ORI ATPICHRE SN A Z EDBBO LN TWS, ZJrE R L)LV A RAn
v 7 a2 R A IR LA e 3R & TR,

HEZE
7 vt R7 LVITEMWRER CIE AR I B A2 5 2 7e o 77,

4.7 BBEEEERCSRRERCRIET RS
S RE R LT, BB SRR ORI IEREI R & A SR RIE S 2000,

4.8 BI¥EMA
44,000 FILL EIZ3VT (9 512,000 FICA EAGHIM 1 LI E) | 7o K7 LLroreetk
DRI SN TS, CAPRIEFRBR TIX, 7 ot FZ L /L 75mg/H X ASA 325mg/H & D EHgIC
BT, SEHEEMEICOWTHE, MR AFRICERZ2 < ASA LIZIERI%ETH - T,
CAPRIE 7%, CURE #&, CLARITY &k, COMMIT ik M Y ACTIVE-A ik CHIZ =i
ToERIRAICEERRIERIZLA T O#EY Th 5, ERRERE RN, BEHIZARHRE S &
nTunb,

HL S BRARRABR M OV IR R I B W Tl b HEBEIZHRE SN TV D EWER TH V| 13 L A LD
HBtG 1 2 ALURIZHE ST 5,

CAPRIEFRBATIL, 7t RZ LIV FE21E ASA BE-HBEFICBT 220 H il o3 ERT 9.3%
Thotz, BEIEHIL, 7 RZLLE ASA TR TH -7,

CURE #RBRCIL, wBIR NA XA Fi7RT S H L ERNZIEEZ IR L7 BEICB W T, it 7 H
PINORKHIM O EFITRRD o7z, 73 7S AT7HT 5 H LAN £ TR Z fkt L T =R
FCrE. A2 b RHM) =KL, 7o R LL+ASA 9.6%. 77 EHR+ASA 6.3%T
o7,

CLARITY #BRTix, HIIXZ 2 v K7 LA+ASA T 7 BR+ASA IZEE_E o T2, KM
I CRIBRE CHoT-, XN—AT7 A VEHETHEINZY 7 7 L—T7RTH, MieiEfEsk
DOFEEH DI~ VI OFET S [ THh - 72,

COMMIT #Br TILFEFEZB N R H I & 5 VN XEEZS N H L O 88 B 1 X R CRIBEICIR D) > 7=,

ACTIVE-A #BR Cid, KHIMLIZZ v & K7 LL4+ASA T7Z B HR+ASA IZHE_E o T2 (6.7%
vs4.3%) , KHMOIFE A EIFFEENEOLDOTHY (/7 K7 LIL+ASA T53%, 7
FEAR+ASA T3.5%) . EICHLEHIMLTH 7= (3.5%K vs 1.8% ) . FAZENHIMIZY v v
R 27 LV+ASA T7 T B R+ASA [ZHE_E Do 72 (1.4%vs 0.8% ) o BFEAZR I (/7o R
7 L AASA T 1.1%, 77 BHR+ASA T0.7% ) MO MMERMZEF (0.8% vs 0.6% ) 122U NT
IEHEECEIXA LN o T,

AR 3 B VTR O B 3 TGS SNZEWER 2 Tt o RITR Lz, BITERSEE T
PITFTORHEEZEHWTER Lz « O EIC (common) (=>1/100,<1/10) ; & &2
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(uncommon)  (=>1/1000, <1/100) ; FAUZ (rare) (=>1/10000, <1/1000) ; FEHFIZ FILIZ
(veryrare)  (<1/10000) , KFBUAEREN CTIT, EERIAICEIEN 2504 L7,

SRE RS HE OCEEEC - Fhiz FEFITENIC
MK &) v 3F /. AER | ek (B | AR
[ W, G ER SN EEte) SEEOR (TTP) (4.4

BEHR) | HARR
PEE I, L BRI
b MERERIERAE, &
7 /R .
RIERED . A
G R migw,. 77745
X O — kR
e SO, BEEL
TR T b FHEN I (BaEtkE IR
EIRE b ETe) | §A
T, SERE. OEW
(s MR GebisE, iR
Bk, 0D
H % Ok BE &= [l 8D F
A B L I, A
SO, Mm%,
ligiEe
R B IRl O | s IR SR L (VR I
bR fifiHHIn) | AR
i3 VR E 2%
H Mk B, TR, M| BIEE. e | SAERHn BOEIE 7 B K O

. HIERR

B BRI, IR
N UL TN

PRSI, g, R
Wade (EBIESTY

2 SERPE R AR)

JFRRE A APEFAR A, Tk,
JHF R 2 A S

B ROV Tl | P45 W5, FRFE. BEH IKIEIE B2 S ¢

PR i (SEEE) (TEN, SJS. ZJEHL
BE) | MAETREE, AL
BRI 2ERRS .
B35, T Vit

Ers R, A R E R I (b

e, EREE BAETE) | RSk,
BAER . AR

R R OVR I i i R SRERIEE R, s
V7 F =B

EEBEERORY | ZERERALH i FEER

SR TRk RE

HE R AR S Ik MR AR, 4

ERALD . /RS
4.9 BEKRSE

7B R7 LA QBRI X 0 EERE OER L OIS HENR - 5 BENRD 5.,
HM 23580 B e, YA E R 2 &,
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7 1 R L VOFPEVE 6 2 AT A STy, il FFH OIE & 2181000
FRIETDUENR S 2561, M/IMERILIZ LY 72 e RV ALOIEREZ R TE 5000 LiL
fcﬁb\o

5. EBE{EH
5.1 EHEMER
AL - HUl/ MR (~%U V& R<) . ATC =2— R : BO1AC-04,

7B R7LE, o 5> 5o 1 @Rl MiEE LIS+ 570 K7 v 7 Th 5, 1/
MOEEEE 2 I D IEMAEM 2 BEH T 2 7201212, 7 B B R LJLs CYP 450 B2 12 &k 1%
AT 2T D7V, e R LAOERREIE. 75/ U vk (ADP)

DML/ P2Y 12 2 BARA~DFEA B ONF D% D ADP 34 2B % o 237 '8 GPIIb/Ila A KD
TEMEL 2 BIRAYICPEE L, 20U K0 i/ MEEZ IR 5, fESIIAR T THh 5720,

PR L/- I MRIE, FHf (9 7~10 B) 0% ORI L2521 IE5% 7221/ MOsae o a8 R
1L MR OARHIEERRIC—Ed 5, i &7z ADP IS K B i/ IMRTE AL 0 BEE 2 B4 5
Z LTk, ADP UAAOIEHZEKIC L 0 5 S 7o IMREESE Bl S v b,

TEVEMGEIE CYP450 BESRIC & 0 AER SN2 28, Z OBERO—FIRUA T2, B DV A
DIEDNZ L DMEEZIT D720, BHEERD T 7R /M 2 789D TR,

75mg/ A E#HAZ T, 50 A5 ADP IZ K 5 Mi/IMEEE O KIE2 35 08B iz ; =
OIMFEWER IZMRIETR L, 553 H~5 7 HIZEFIRBICEIE L=, 75mg/ H & 5% O EFRE
(28 D EEINHIR L, 40%~60% T - 7o, /MR EESE BN K OV i RER O JE Bl d— k1
HHIEE 5 BUAIZ, #iRS—2F A4 AEIZEIE LT,

iy

y

7 e R7LVOVOREMMENE A X TRk 2 LR OE 2D, 80000 B LL LD &
FaEi 5 OO HEHMABR (CAPRIEFRE: : 7o' R L1 E ASA & DH#k. CURE Bk,
CLARITY 3B, COMMIT i&lt, ACTIVE-A ik : thOEHENEERLE O T, /e K7
LL+ASA & 7T BAR+ASA & DEED) IZBWTHREFT S Tns,

IRUTFNE L7 PEFE,  IRAUVTFIE L TE AT, KA B &
CAPRIE kB CiL, Ofd%E% (<35 H) FdEmiEmztg (7a~65A) . £EE
HERE R (PAD) O7 7 v — AMARAEZfE D B 19185 il Xt & Lz, BELZEIEAIC
7 at R7 LV 75mg/ BRE, £7203 ASA 325mg/ HERIZEI D £H1F, 1~3 45805 L7z, OfhFideE
BEORT, BYELHEESL 1~2 B, ASA # 537,

7B RT7 LT, BltEA X2 b (EET Y RARA b DO ZEHRE M AR Hh -+ if
] ) FHRISAETRIT. ASA IZLENHEEICIE T L7, Intention-to-treat BT OFEHR., 7o K7
UVEETA X2 b 9391, ASA BET 1020 fE3@lgd iz (FH%F Y 2 7803 [RRR] 8.7%,
[95%CI : 0.2,16.4] ; p=0.045) . Z UL, 24EMDIEH THE 1000 flH7-0 1014 [CLO,
20] OFBUEIMMEA N> MR PRESNDFHEICR D, BIRFHIEE & U TRIET SR A2 7T L
ToAER, 7 E R LR (58%) & ASARE (6.0%) & ORIZIIAEZAITRD LN
776

gt (ORREZE, EMmMENZET . PAD) BIOY 7 7L — 7 Tid, PAD & THMME

NikbmEm< FRCOHEZEREEDH HHEE)  (P=0.003) (RRR=23.7% ; CI: 8.9,36.2) . i}
EREE T o7 (ASA EORMIZAEZ72 L) (RRR=7.3% ; CI : -5.7,18.7; p=0.258) , #x
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VTRIE LT D ZERE (KRB DA TESSNZEBH) TiE, 7rE RZ LA ASAIZH
RETRITIEL - TOER, A BEZEITRO b h->7- (RRR=-4.0% ; CI : -22.5,
11.7; p=0.639) . S G2, FhpplY 7 7V — 7T ClE, 75 mbA PREIC L 76 3 DL E#ET,
7t R LIV RMEMEWNZ & RIB ST,

CAPRIE RER (%, H A~ OV 7 T N—TOFIEZFTMT DIITmE N LTz,
KRB TOFXT Y 27 WDOROENNEEZODN, HDOWVIIMEARTH > T=0OTH 5
/C\fcib\o

SEIE R

CURE #RBA Tl EIFOMIE £ 72138 MAT Bl —8 L7 SER O F-AES 24 BRI LA kB L7
I ST EHAMEIERRE (RETEPOIME F7213IE Q WL AHFEE) HB3E 12562 Bila ktge L Lz,
BPURHE T OB MER & — B 2 D ERIFT L E 7213 E R ERRAE 2 504 o O s i i

F,FLEF e R=1-TOEFE L, BELZEELIZZoE R VAR (—T 17
R—X300mg, 2T 75mg/H. N=6259) . F721E7 7 BHREE (N=6303) (ZHIV Hi)7=, £
7o, WEEIZIZ ASA (75~325mg, 1 H 1[8]) KOEOMOERERLEZ A Lz, #5HET

&E 14 Th o7, CURERBRTIL, 823 ] (6.6%) T GPIIb/Illa A IRFEFIE N 5 ST,
AU X 90%LL EDREFEICE G- &=, 7 e K7 L7 TR & OO i
BEEIZOWT, ~RY URIEFFRIC L DA BRI b o1,

FHEAFMEEE LOMmE (CV) B, LHEZE (MD) | BMAEH] RBIEL, 7 e e K7 L LRE 582
i (9.3%) . T ERBETIOM (11.4%) T, FxtY A7 AFIZ7 v e R7 LVEET 20%
KTF L7 (95%CL, 10%, 28% ; P=0.00009) (PRAFEIEBFE THxFY A 7 B3 17%, PTCA
(A7 > NEERTDT) fElTHE T 29%, CABG MifT/HE T 10%) . RERGIF o0~1 % H. 1
~3 5 A, 3~6 5 H, 6~9 3 H, LOO~I12 % AIZBIT 2HBOME A X2 b (FEFHMHIE
H) X riish, ERBRYIEO) fHxt) 270 RiE, TNt 22% (C1:8.6,33.4) |
32% (CI: 12.8,46.4) . 4% (CI:-26.9,26.7) . 6% (CI:-33.5,343) . &KU'14% (CI: -31.6,
442) Thotlz, LIEB->T, &5 3 5 ALK v B R LL+ASA OFHAMEO T 72 D 95K 1T
RO LN o Tz, I Y A7 13K E LTHeVW - Ga4THESR) |

CURERBRTIL, 7 v & N7 LVC T, MmtefafiERll (RRR=43.3%;C1:24.3%, 57.5%) KM%
GPIIb/Ila PHLESE (RRR=18.2% ; CI:6.5%, 28.3%) Offi 2N/ L7-,

FEFAMIEE  (LMESE, OAFEIE, BMA, EREMEEIM) OFRIEIX, ZrE RJ LLEE

1035651 (16.5%) . 77 BARRE 1187 %] (18.8%) T, Z vt KT L ARETHX U A7) 14%
KT L7 (95%CL, 6%, 21%., P=0.0005) ., ZOAMAMIX, FICOMEBEREROFERIKET
WCEDLDOThoTe [7ut R LAEE287THI (4.6%) . 774K 3636 (5.8%) 1., &~
LEPMEIZ LD FAPER~OEITTRD Lo Tz,

FEFHMIE R OB TSR] (RLEPOE, IE QIO ZE, (K~m Y X7 BRI, MmAT
PN OB Rl PERIZR &) OSSR EERHEIE B OfEFTRER S 1ZIE—FK LTy

77 BRZAT > MEFEA LT 2172 f5] (stent-CURE ; 4= CURE 2D 17%) DFHHEMNT T,
7 RT7VAOT TR 5 EEHMEEE (OMEE, OAEZE, M) oFExtY

A7 WD HIL262%, Fo, FH_FEFHMEEE (OMEE, OEZE, KEFH D WVITERE

PEEEIN) OFEXFY A 7 WO HRIZ 23.9% ThH o7z, I 51T, stent-CURE EMIZB W TEDOLEE

W7 a7 7 A VEERI R BEIE R o7, ZO X, ZoYTEMOERITEEOER L

—F LT\,
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s a e R7LVORRMER, EOMOFEHE TR OMAERE (~XY »/LMWH,
GPIIb/IlIa F5 3, NEEIE F3E, PuliWrdk, ACE [HERZR L) LI3EREFE CTH -7z, 7o' R
T U, ASA 5 & (75~325mg, 1 H 1[8]) CEBHRTH T,

ST FRAMLIEREICBITA 7 a0 R LLOEME L ZeMtIT. —OOmEEL B
77 v Rk EEER (CLARITY 8 &% OV COMMIT k) CTHigt &7,

CLARITY B Cld, MARTEMRIFIE A TE SV FIER 12 RERETLAN O ST - Bt O i Asi &
B 3491 Bl xtg & Ui, MAREFRIE R O BTG UAN Y C OLE 2 T TR Ic /7 a e
K7L 300mg D —T (7 K=K 75mg,/” H OHEFFH &, n=1752) HH5WI7 7%
R (n=1739) {2 ASA (150mg~325mg/ HDO v —F ¢ 7 K=K 75mg~162mg,~ H O
FFHE) 20 L7-, 30 BRBIZE21T-7-, T2 KA v MIEEZ Y FARA o b GEBR
AT IMAE &2 31T D LR EEN IR D PAZE, EEhRE R AT O C XULHRME O EIE) D3
Ble Lz, WEERER D EIT TE o o B Tk, ST H D WITIBFERFE TOE T T
FELFEEOFMEOFELZ T RRA v e L, MEBEIL 19.7%. 655kl B
Fl1L292% Th o7z, 99.7% DEFE M MARTRMERIEL TIT I (7 1 7 U VR BT
10 68.7%., 7 4 7V S RAEMIETE  31.1%) . 89.5%MN A~ N L 78.7%AN B WA
54.7%7 ACE PSR, 63.% 01N A X F L 20 S iz,

Fr o RARA U FORERITI/a e KT LARETIE 15.0%, 77 8RBT 21.7%, #xtV
ATAETFIE 6.7%, A v XL 36% ThH Y (95%IFHEX : 24, 47% ; p<0.001) | FI(TAFFER
HENROPAZEDHIC LD b D ThoTe, ZONKT v MIFH, M BEZEHA & O
AR OFEE S D VNI~ VOB E W -7 7L — TR TEITRD bR o T,

Tt E CiT i COMMIT kbR Tl OEX O RS (ST EH., STIK TH A WITAR T o v
7)) AT X0 DM ZE BT RIE 24 RERILIN O 45852 Bl DRF A xt4e & LT, BE X

ASA (162mg/ H) LOFHL T, 7ot R7Lb (75mg/ H, n=22961) HDHWLT TR
(n=22891) # 28 HRl®H HVMFRFEE COMKL-Sic, FEEGT Y RARA » MIFK %
DOIRVIET K ORI DO FFFEZE, MFEZED 5 VNI T ORI E Uiz, AL 27.8%. 60 7%
VL EDBFIL 58.4% (703 LL EIX 26%) TH Y, 54.5%0 BE M IMAR AR 2 UL E Sz,

7 a bt K7 LVIRREZBDRWIEC O A7 % 7% (p=0.029) . FEIE, HFEZEDH 5
VIIFELE OB AT RARA > FOFxTY 227 % 9% (p=0.002) . TNENAEITK T SH7=,
foxt U AZ K FIZZENE. 05%%TN0.9% ThH 7=, 24 BFHILIN TR SN Z D% 7
o4 MIFE, ML OMAREREDOF L Wolo Y7 F L — TR TEITEO bihvienro T,

LB

Wi EH—oDIMEA X N AT BHT HOEMENES & XS ACTIVE-W LT
ACTIVE-A 81X ACTIVE 7’12 77 AIEW TRl & IZFE N S 37z, B IEREIC WO [ERTITT AR
FEMT—T 7 O EZ I v KA (VKA) 285 L 9 5384 ACTIVE-W (/LA
Ni=e VKA OIRFIN TE WD E 220 EE T ACTIVE-A B BR A AT,

ACTIVE-W RERICBWTEX I UV KIEFANIZ e RZLLET A Y ol LY A
PENE DN T2,
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ACTIVE-A #BRIT (N=7,554) (3L M EAEL _HER T 7 B AREERTHY, 7 m' K7
VL T5mg/H +7 AU 0 (N=3,774) HHWET 7 ER+T A o (N=3,782) B#Eh I
Too TAEY OHESREH EIL 75~100mg/ H Th o7, BEITHRE S ERRA L,

ACTIVE iRBRIZHL A AT B 7 B 1B L EME B 5 W39 < 22 < &bk 6 A R
72 & 2R BIEA K Z LT IEME L EME) & 2l S BE Th R EBbRD I BH—2D
VAT % LT\ T15akLL B, 55~T74 ik DRI 2869 2 BEIRIFEE & 5 W IIBRIB ML AR
EDH DWW SR ERERE, ST, Meh, —@MERE S 5 EIEF
WM B PEMARIE, 2B RN 45% L FOEEAE, W S RN EREE, 7%
CHADS, A 27— 2.0 TH-7= (#PH : 0-6) ,

WO BEITRBR SRS T2 8 6 A MM b EES 22k S - B, BEHEN MmO
WED & % B, FW M/ M B (I/MRE <50 x 10°L) | Z7a e RZ7LLdh b0
IO O FLEEE A (OAC) ZMEEE L TWHEE, Z7rE R LAHALWNET AR Y |Z
BEMED 72 B,

ACTIVE-A 3ERICHAIA ENTZEBE D T3%ILEMIZE Y VKA ORHANKEECTH 5 & 7H S
7=, INR ORIENREETH 5, i85 D WITETIMEZ R = Lo, BlZpimy) 27
N DHEOHEZA L, o 26%I13HEE ) VKA ORRAZFHL LW L 2 E B LEAIA R
EL-Z Ltk b,

PRI AAN BT BRI L. 41.8% 03 E T, SEHAERNE 71 7% T 41.6% 08 75 kLA B
Th ol 23.0%DBEDTAIENRA 2. 52.1%D B HEWHIZ . 54.6%75 ACE FHEH % .
24 5% N AR F R ARA L T,

FHET L RARA b (AR, ODAEZE, FEFRMME RS MARIE & 5 VT E 5E 2 e WIS IE
TAHETORR]) ORAEIZIIZa R LA+T AU UEEC832 (221%) . IR+ 7
AE U URFET 924 (24.4%) THYH GFExtY 27D FEIE 11.1% ; 95%CI[2.2% - 19.1%].
p=0.013) | FITZEF DORAEROE FITEK L TWe, IMAEFIZZ o R LA+T A
VHEET 296 (7.8%) . TTRAR+T A Y LREET 408 (10.8%) Tholz (FHxtY R 7 bR
1% 28.4% ; 95%CI[16.8% - 38.3%]. p=0.00001) |,

s

MAIED Y 27 2425 86 BIDF AN KN 24 » Al E TOhIE A4 & L= AR
(PICOLO) TiE, HAERKOGE~NTZ o FZ L% 001, 0.1 LT 0.2mg/kg & B PERIIC
RS L O 0.15mg/kg DA &b Uiz, 0.2mg/kg $#5-0F 0O 351/ MREEE I %
1%49.3% (5u M ADP &I/ IMREEE ) TH Y| BAIZ 75mg/day # 5 LT=56 L Ak CTH
-7,

MEVEZAL —EEMRIPITEERFER (CLARINET) (28T, 906 fld2 —ffi#hfiks v > b %
AT SNTeTF T ) — B RELRB AR T /0 EE AERKOHIE) cr7re k7L
V02 mgkg (n=467) HHWMIT TR (n=439) ZFEHIERITINZ TH _BEO Tk E T
5 L, vv v MifTtho bR 55MERE TORHWMIZ 20 HTh o7, #88% D HEFE
E7 AV 2 L (1~23 mg/kg /day) o SEL + 2% & MIRSE® 5V M 120 H lsLLAT
(A U MAIED A Ry MEDLEEA v X —_ v g VOEBEHEAT L RRA » FOFRIE
RIZHETRD SN hrote (Z7 e RZ LIV 89HI[19.1%]. 77 &R 90 #1[20.5%] (4.2 %S
) ) . MERCRBWCHM i b BHEE TR0 L IZEWER TH - A B Z2EITR O b s
Moty ARBRICBT DEMEZEET ru—7 v 7, 1mOBER Ty Yy MBS T
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5.2

W2 266218 y HIE T/ e R L EREG L, ZOERHM7+u—7 v 7280,
=72 2 MRS FEIIIRRD bR o T,

CLARINET & TN PICOLO Bk I% 7 v v K7 VLRI & AW CHEli S vz, WiRERE Lok
NTOMKEINA T T A Z VT 0 REFERICB W T, 888 & RIRREND D WDIE00m
WETEER (RIEM) B ORI AFERD TV 5,

EMENEE

/214

1 B 75mg 2% 0 CHEI R ONKER 5%, Z7aot R Ln3aiciiisng, 7aee Ky
VIVARZAIRIE, 505K 45 3% O E s B PR (75 mg &% O HiE 5 544 T
22~25ngmL) IZELTZ, 7 vt KT LIUGEHPIORFHET — 212X 5 & W72
<EBH50%TH D,

T

7o K7 LK OFEEMAPREY CRIEME) 1. invitro IZBWT, b MIUEERE & w1
IZHEAT D (55 98%. 94%) o Invitro lZBWTZ OB AT, L EE Tl fafmk
RBIZIT e B0,

A

7 K7 VUV X0 IAEFICRE S D, Invitro KN invivo IZBWT, Z7a e K7
LVIZFEIZ 2 OB L W RBTEND « = 2T T —FP & L TRIEMED VR iy
R (PEEREF D 85%) (TR SN DR L, BE DT N7 v — L PA50 Z#9T H ki
Thbd, Z7rERZLMVIET2- XY 70 K7 L VHRREMICRE S D, RIZ2 -
FXV I R7UVAHRBRE AR S, IEEREm THL 7 e K7L LT 4—L
AN SV D, Invitro TIX, T OREHFREKIX CYP3A4, CYP2C19, CYPIA2 ¥
CYP2B6 #41 L TiToi b, 1HMHET A — AL in vitro THEBES TRV . i/ IMIZ AR
[ZEEDORAMNCHES L, AU & o Tl MREEE 2 Jiil4-5,

7 RZ7LL300mer 2 —TF 4 7 R=XLE=REOFEHAHEY O Cmax 137 2 B K7 L)L
75me% 4 HEHERF R G L7z & S22 & o272, Cmax 1T 5 30~60 5% TH o717,

B

b MZBWT, "CHEERZ 0 v R 7 LR O #5144 120 FEETE T2, §9 50%05 R T, K 46%
DM PICHEM S N7z, 75 mg 2R OB 5% O 7 o R 7 L L OJEREEENITK 6 REfH
Tholo, FEMRHY CRIEYE) O EEEN X R O E & 5% S CTh - 7=,

CYP2C19 1%, {HMERFHM L OV 2 - A% V7 u v’ R L AHFRRE O OLRKIZEES LT
Wb, 7ar N7 LIUEERGEY OEKMENRE K O ex vivo (2331 2 I/ IMRERE /3 ATIC X 0 JIlE
SN AP/ RIER X, CYP2C19 Bl FRIC L v B 5,

CYP2C19*1 7 L /L CIIARFRH N 72 ITHERE L TV D — 7T, CYP2C19*2 X TN CYP2C19%3 7 L
JLTIHGEHIAME T LT %, CYP2C19%2 J T CYP2C19*3 7 L b, HEEEIR T 7 LD 95 6,
HATIE85%., 7V T ATIL 9% % 5T\ 5, REHE TICEEd 2o 7 Lovicid,
CYP2C19*4, *5. *6, *7 KON *8 NH DN, ZH O D@InF 13— fREFNIC I TITHEE DMK
VW, ZIUHOBEREIK T T LLOWT I E 208 LTV 5 DS poor metabolizer & iEFE 4L
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%, CYP2C19 |29 % poor metabolizer DA STV AHBIR TRIOEE X2 — 127 TH
2%, BATHKI 4%, TEATK 14% TH D, BHED CYP2C19 Bin FRITHMAETE 5,

BEFEPLERE 40 (51 2 R IC 7 1 A4 — =3 BRZ ATV, CYP2C19 OAHBERER D 4 #£1C 10 1]
TOZHFEN AT, 300 mg (2T 75 mg/H . XL 600 mg [ZHEV T 150 mg/H % 5 HH#& 5

(EHIRRE) LT, FEhiE & fuill/ MBS 2 78 L7z, ultra rapid, extensive & O
intermediate metabolizer ] TITIEPEEH L ONEL M/ MEEEALE  (IPA) IZB W TAER
7272 XA BV D 5 T2, poor metabolize # 13 extensive metabolize #f & bb~= 7% & IEMHEAEHY) DI
BN 63~T1%IK T L7z, 300 mg/75 mgie 5:-4% Tld, M/ MRESEINHIZ HAX T L, poor
metabolize #£D IPA (51 M ADP &) 1% 24% (24 Kefil#) KU 37% (Day 5) Th o723,
extensive metabolize # TiX 39% (24 F¢ffi12) K1 58% (Day5) T&H Y. intermediate
metabolizer BETIE 3 7 % (24 Kff#lf%) &1 60% (Day5) T -7, poor metabolize FEIZ 600
mg/150 mg ZH& 5325 & 300 mg/75 mg & 5- L D IHHERE OGRS =)o T2, S BHIT
IPA X 32% (24 %) K1 61% (Day5) THY ., 300 mg/75 mg % 5-L 0 m <, o
CYP2C19 metabolizer #£ & [FIER T o7z, ABHEHLFNTISIT 2 #8907 HEITERR 2R A2 A7l
BRICEBW TR S LTV,

335 DEFRIED 7 v & R VAR GEENGTEND 6 tFOBKABRO A 27TV v A
BT, IEMEREH)S extensive metabolize #1Z H~ intermediate metabolizer # Tl 28%. poor
metabolize Ff TIL 72%{K T L, IPA TIZZZN LI 5.9% KT 21 4%(K T3 5 LRlORERISK
JETHRERD RS TN D,

CYP2C19 il L 7 o v R LV ERG SN BFIZBIT DEKREA~DEEIZ OV T
T ANRY T 4 T AR L IEGER CIXEHl STV, 2L DL ha AR T 0 THHTR
HDHN, CYP2CI9 B 1AL 7/ v & R LA GHER L OB OB EMEZ R T8 L LT
ftid A — MFSE & [REk72 . CURE [n=2721], CLARITY [n=465] . CHARISMA[n=2428].
CHARISMA-TIMI 38 [n=227]. TRITON-TIMI 38 [n=1,477]} O} ACTIVE-A[n=601]2% %,

TRITON-TIMI 38 X U* 3 5D =7 — MJF5E (Collet, Sibbing, Giusti) TiX. intermediate
metabolizer & % \ 3 poor metabolize £ CTiL, L&A X2 b BRI, DAGFEZE K ONMZAH)
HDHVEAT o MIARIE DR AR, extensive metabolize £ & it L CTEinn- 7z,

CHARISMA K OM—>® z7:— MMfF4E (Simon) TlX, extensive metabolize #f & Lbi L C poor
metabolize FE/S VT IZA X MREARD FEHN R ST,

CURE . CLARITY . ACTIVE-A kO —2® 27— MFZE (Trenk) Tix. AETAIC L 50
AR OB o T,

Z 15 OHFFE Tl poor metabolize B TOFER DA 2 KT 2 72 DICHE YN BE FN R E &
LTV,

B DI
REERIC R %7 1 E R LGRS ORI A Th 5,

Bl

7 m e K7LV 75mg/ B KRG, FE A O A R BT fR R Rk NSt~ EE
BRHREBE (ZLT7F=r s 72U T T A 5~15mlYy) TIRIETH - 72, ADPIC X B ifi/)
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5.3

MOBEEEHIVERIE, R AT~ E D o 7208 (25%) | HMEFRIIER %, @R A (7 1
ERZ ULV T5mg/ A#E) LIZFEFELI-T, SHIT, BROERMEL, 2EFTRIFTH

ST,

Vg
J e R7 L)L 75mg/ H % BEETEERERFICI0 AMERREG L2 A, ADPIZ LS
AIREEEPRE IR N L R CTh o7z, FHMMRERERE & W CIZEFRKTH - 72,

N
R I OMERUVY CYP2C19 it 2 & 72 59 CYP2C19 7 LV O AR RIT, ANFE - BEIC L0 B
0% CEHEEFOHEEZSMR) . 20O CYP OEETREEDNERESIE O HRC T TR
FORELZFMT A0, XN T T ABICE L TAFTEXAEAT—E2BEHN TN
%

EREREZEMT—4

Z v FROE vICBIT A IEEERAREBR T, FFCBIF 28 ki bE<BlEsnz, oo
AT RN SN - BT, BARAE 75mg/BH O 25 520 B U, FFREIEESR ~ 02 I
56D ThHotz, —H. BEAEEZIRA LZE MZBWTIE, FFHREIEEE ~DEEITERD
LI o T,

F72. Ty MEOEE TR, O TEHARIZBWT, Z7rE R LLOEERE (BX,
HOUS A, ) 23 ShTnD,

7 a e N7 LVERKR TTmgke/ B (BEIR$ - 75mg @ 25 (5L EORBERICHY) | v U X
W78 M. 7y M 104 EEEREG L& 2 A, BEEIERO bniRhoT,

Ja e K7 L& HWTinvitro & OV in vivo B @R 21T o728 2 A, BiamEERIX
WO BN oT,

HEMET ~ MIZBWT, 7 rE RTLVC K DM~ DRBITRO b iahole, £z, 7
Y P ROTHRIZEBNT, e BEEdw b nghole, WHATOT vy M7 F7 L
ERELIZEZA, Ty PHAERICEEORERD SO bz, BiE#7 ne R7 v
ZAWTEDEERHERZIT 12 L 25, REEROZONREM O T ~DBATHRD &
Nice PLbnS . EEEM GEFomEtk) | E3MEERN B EFV) BEETE R,

6. HFIPrtE
6.1 iH—%

=7

~ = h—/L (E421)

~ 7 13—/, 6000

Mok d e L m— 2

i

KE#H e Fods 7o lkilo—2

=T
v o xo—=A (E464)
FLAE
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KU 7EF> (E1518)
“W{kF % (E171)
b5 8k (B172)

SERTEAY
Vo %A =Ry

6.2 BEHER
1 4

6.3 HZhHAR
34F

6.4 IFR LEOEADITE
Plavix 75mg 7 4 /L L3 —F 4 ‘/7‘%
PVC/PVDC/7 /v 2 =7 57 ) A X —ALETIE 30°CLL T TIRTET D,
TINI = AT Y AKX —faL%E Tih@ R L CTHRRICHERIZ RV,

Plavix 300mg 7 A VA a—T 4 VT EE:
(2B U CHRRICHERIE R,

6.5 A%
Plavix 75mg 7 A /b L —T ¢ > 7 §E:
T4V a—T 4 UUEETHE, 1488, 28 BE, 308E. 84 £E. 90 HE. 100 HEA Y PVC/PVDC/T
JUR PTP A3, £72137 /02 PTPALSE, BRR—LEE AL,
T4 a—T 4 T8 50 8 X1 AV PVC/PVDC/7 VX PTP @#, 72137 /LI PTP @ik
BAR—ILFEAD,

Plavix 300mg 7 « /L A 32—T ¢ > 7 E:
TN —T 4 T EEARE X, 10 §E X1, 30§ X1, 100 & X1 7 /LI PTP @, BAR—L
AV,

VP LR TOWEEY A XIIARTE S TVRN,

6.6 FRARUIMY KL, HUVICEELDIEE
Rriz7z L,

1. ®E - REXRSE
Sanofi Pharma Bristol-Myers Squibb SNC
174 Avenue de France
F75013 Paris
France

8. RFERIES
Plavix 75mg 7 4 /L A3 —7 ¢ > T HE:
EU/1/08/465/001-7 4 /v b —TF ¢ 7§ 14 FEAY PVC/PVDC/7 /v X PTP w2
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EU/1/08/465/002-7 4 )V 2 —F ( 7 §E 14 $EA Y 7L 3 PTP Al
EU/1/08/465/003-7 4 /v .l —T 4 7 HE 28 BEA Y PVC/PVDC/7 /v PTP @3
EU/1/08/465/004-7 4 /v a1 —F ¢ L 7 BE 28 BEA Y 7 /L X PTP Al

EU/1/08/465/005-7 4 )V 2 —7 ¢ > 7 §E 30 5EA Y PVC/PVDC/7 /v PTP 4

R

EU/1/08/465/006-7 « /v 21 —7 « 7§ 30 5EA Y 7 /L X PTP @

EU/1/08/465/007-7 « /L A2 —7 ¢ > 7§ 50 #E x1 AW PVC/PVDC/7 /L' X PTP w2k

EU/1/08/465/008-7 ¢ /L 21— ¢ 7'8E 50 $E x1 AV 7 /L3 PTP ik

EU/1/08/465/009-7 ( )V 12— 4 7€ 84 €AY PVC/PVDC/7 /v PTP aldE

EU/1/08/465/010-7 4 )Vl 2—TF ( L 7 §E 84 §EA Y 7 )L I PTP @l

EU/1/08/465/011-7 ¢ )V 1 —F (¢  7'§E 90 $EA W PVC/PVDC/7 /L2 PTP Al

EU/1/08/465/012-7 4 )V a3 —7 4 ' 7 HE 90 $EA Y 7 /L X PTP @l

EU/1/08/465/013-7 ¢ )L =1 —F ¢ 7 §E 100 5EA Y PVC/PVDC/7 /X PTP 4l

EU/1/08/465/014-7 4 vl —7 4 V7 §E 100 $EA D 7 /L2 PTP @i
EU/1/08/465/018-7 4 /L ha—F ¢ 788 7T8EANY PVC/PVDC/ 7 /L2 PTP Al
EU/1/08/465/019-7 4 /v la—F ¢ L 7 HETEEAND 7V 2 PTP @

Plavix 300mg 7 « /L b 2—F ¢ > T HE:

EU/1/98/069/008-7 4 /L 1 —F ( 7 HE 4 88 X1 AV 7L X PTP Al
EU/1/98/069/009-7 ¢ /L1 —F ¢ > 7§ 30 88 X1 AV 7 /L X PTP fl%E
EU/1/98/069/010-7 « /L1 —F ¢ > 7§ 100 $E X1 AV 7 /L 3 PTP Al
EU/1/98/069/012-7 ¢ )L 1 —F ¢ 7 8E 10 88 X1 AV 7 /L3 PTP @&

9. MEEERZH/AEXREEHA
Rl EEAEE R - 1998427 H 15 H
RYEKEREETH - 2008427 H 15 H

10. AXDOHETH

ARFNCBE 2 FEM 72 1 1% European Medicines Agency @ website: http//www.ema.europa.eu (Z T A

FTED,
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use
PLAVIX safely and effectively. See full prescribing information for
PLAVIX.

PLAVIX (clopidogrel bisulfate) tablets
Initial U.S. Approval: 1997

WARNING: DIMINISHED EFFECTIVENESS IN POOR
METABOLIZERS

See full prescribing information for complete boxed warning.

» Effectiveness of Plavix depends on activation to an active metabolite
by the cytochrome P450 (CYP) system, principally CYP2C19. (5.1)

* Poor metabolizers treated with Plavix at recommended doses exhibit
higher cardiovascular event rates following acute coronary syndrome
(ACS) or percutaneous coronary intervention (PCI) than patients with
normal CYP2C19 function. (12.5)

» Tests are available to identify a patient's CYP2C19 genotype and can
be used as an aid in determining therapeutic strategy. (12.5)

* Consider alternative treatment or treatment strategies in patients
identified as CYP2C19 poor metabolizers. (2.3, 5.1)

RECENT MAJOR CHANGES
Dosage and Administration (2.4) 12/2011
Warnings and Precautions (5.1) 12/2011
INDICATIONS AND USAGE

Plavix is a P2Y ), platelet inhibitor indicated for:

* Acute coronary syndrome

- For patients with non-ST-segment elevation ACS [unstable angina
(UA)/mon-ST-elevation myocardial infarction (NSTEMI)] including
patients who are to be managed medically and those who are to be
managed with coronary revascularization, Plavix has been shown to
decrease the rate of a combined endpoint of cardiovascular death,
myocardial infarction (MI), or stroke as well as the rate of a combined
endpoint of cardiovascular death, MI, stroke, or refractory ischemia.
(1.1)

- For patients with ST-elevation myocardial infarction (STEMI), Plavix
has been shown to reduce the rate of death from any cause and the rate
of a combined endpoint of death, re-infarction, or stroke. The benefit
for patients who undergo primary PCI is unknown. (1.1)

* Recent myocardial infarction (MI), recent stroke, or established peripheral
arterial disease. Plavix has been shown to reduce the combined endpoint of
new ischemic stroke (fatal or not), new MI (fatal or not), and other
vascular death. (1.2)

* Acute coronary syndrome (2.1)

- Non-ST-segment elevation ACS (UA/NSTEMI): 300 mg loading dose
followed by 75 mg once daily, in combination with aspirin
(75-325 mg once daily)

- STEMI: 75 mg once daily, in combination with aspirin (75-325 mg
once daily), with or without a loading dose and with or without
thrombolytics

» Recent MI, recent stroke, or established peripheral arterial disease: 75 mg
once daily (2.2)

Tablets: 75 mg, 300 mg (3)

CONTRAINDICATIONS

» Active pathological bleeding, such as peptic ulcer or intracranial
hemorrhage (4.1)

* Hypersensitivity to clopidogrel or any component of the product (4.2)

----------------------- WARNINGS AND PRECAUTIONS-------mn-mnmmmmmmmeeem

* Reduced effectiveness in impaired CYP2C19 function: Avoid concomitant
use with omeprazole or esomeprazole. (5.1)

» Bleeding: Plavix increases risk of bleeding. Discontinue 5 days prior to
elective surgery. (5.2)

» Discontinuation of Plavix: Premature discontinuation increases risk of
cardiovascular events. (5.3)

* Recent transient ischemic attack or stroke: Combination use of Plavix and
aspirin in these patients was not shown to be more effective than Plavix
alone, but was shown to increase major bleeding. (5.4)

* Thrombotic thrombocytopenic purpura (TTP): TTP has been reported with
Plavix, including fatal cases. (5.5)

ADVERSE REACTIONS
Bleeding, including life-threatening and fatal bleeding, is the most commonly
reported adverse reaction. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb/Sanofi Pharmaceuticals Partnership at 1-800-633-1610 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

* Nonsteroidal anti-inflammatory drugs (NSAIDs): Combination use
increases risk of gastrointestinal bleeding. (7.2)

* Warfarin: Combination use increases risk of bleeding. (7.3)

Nursing mothers: Discontinue drug or nursing, taking into consideration
importance of drug to mother. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 12/2011
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FULL PRESCRIBING INFORMATION

WARNING: DIMINISHED EFFECTIVENESS IN POOR METABOLIZERS

The effectiveness of Plavix is dependent on its activation to an active metabolite by the
cytochrome P450 (CYP) system, principally CYP2C19 [see Warnings and Precautions
(5.1)]. Plavix at recommended doses forms less of that metabolite and has a smaller effect
on platelet function in patients who are CYP2C19 poor metabolizers. Poor metabolizers
with acute coronary syndrome or undergoing percutaneous coronary intervention treated
with Plavix at recommended doses exhibit higher cardiovascular event rates than do
patients with normal CYP2C19 function. Tests are available to identify a patient's
CYP2C19 genotype; these tests can be used as an aid in determining therapeutic strategy
[see Clinical Pharmacology (12.5)]. Consider alternative treatment or treatment strategies
in patients identified as CYP2C19 poor metabolizers [see Dosage and Administration (2.3)].

1 INDICATIONS AND USAGE

1.1 Acute Coronary Syndrome (ACS)

e For patients with non-ST-segment elevation ACS [unstable angina (UA)/non-ST-elevation
myocardial infarction (NSTEMI)], including patients who are to be managed medically and
those who are to be managed with coronary revascularization, Plavix has been shown to
decrease the rate of a combined endpoint of cardiovascular death, myocardial infarction (MI),
or stroke as well as the rate of a combined endpoint of cardiovascular death, MI, stroke, or
refractory ischemia.

e For patients with ST-elevation myocardial infarction (STEMI), Plavix has been shown to
reduce the rate of death from any cause and the rate of a combined endpoint of death,
re-infarction, or stroke. The benefit for patients who undergo primary percutaneous coronary
intervention is unknown.

The optimal duration of Plavix therapy in ACS is unknown.

1.2 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.

2 DOSAGE AND ADMINISTRATION

2.1 Acute Coronary Syndrome
Plavix can be administered with or without food /see Clinical Pharmacology (12.3)].

e For patients with non-ST-elevation ACS (UA/NSTEMI), initiate Plavix with a single 300 mg
oral loading dose and then continue at 75 mg once daily. Initiate aspirin (75-325 mg once
daily) and continue in combination with Plavix [see Clinical Studies (14.1)].




e For patients with STEMI, the recommended dose of Plavix is 75 mg once daily orally,
administered in combination with aspirin (75-325 mg once daily), with or without
thrombolytics. Plavix may be initiated with or without a loading dose [see Clinical Studies

(14.1)].

2.2 Recent MI, Recent Stroke, or Established Peripheral Arterial Disease

The recommended daily dose of Plavix is 75 mg once daily orally, with or without food /see
Clinical Pharmacology (12.3)].

2.3 CYP2C19 Poor Metabolizers

CYP2C19 poor metabolizer status is associated with diminished antiplatelet response to
clopidogrel. Although a higher dose regimen in poor metabolizers increases antiplatelet
response [see Clinical Pharmacology (12.5)], an appropriate dose regimen for this patient
population has not been established.

2.4 Use with Proton Pump Inhibitors (PPI)

Avoid using omeprazole or esomeprazole with Plavix. Omeprazole and esomeprazole
significantly reduce the antiplatelet activity of Plavix. When concomitant administration of a PPI
is required, consider using another acid-reducing agent with minimal or no CYP2C19 inhibitory
effect on the formation of clopidogrel active metabolite [see Warnings and Precautions (5.1),
Drug Interactions (7.1) and Clinical Pharmacology (12.3)].

DOSAGE FORMS AND STRENGTHS
e 75 mg tablets: Pink, round, biconvex, film-coated tablets debossed with “75” on one side and
“1171” on the other

e 300 mg tablets: Pink, oblong, film-coated tablets debossed with “300” on one side and
“1332” on the other

4 CONTRAINDICATIONS

4.1 Active Bleeding

Plavix is contraindicated in patients with active pathological bleeding such as peptic ulcer or
intracranial hemorrhage.

4.2 Hypersensitivity
Plavix is contraindicated in patients with hypersensitivity (e.g., anaphylaxis) to clopidogrel or
any component of the product [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

5.1 Diminished Antiplatelet Activity Due to Impaired CYP2C19 Function

Clopidogrel is a prodrug. Inhibition of platelet aggregation by clopidogrel is achieved through an
active metabolite. The metabolism of clopidogrel to its active metabolite can be impaired by
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genetic variations in CYP2C19 [see Boxed Warning] and by concomitant medications that
interfere with CYP2C19.

Proton Pump Inhibitors

Avoid concomitant use of Plavix with omeprazole or esomeprazole because both significantly
reduce the antiplatelet activity of Plavix [see Drug Interactions (7.1) and Dosage and
Administration (2.4)].

5.2 General Risk of Bleeding

Thienopyridines, including Plavix, increase the risk of bleeding. If a patient is to undergo surgery
and an antiplatelet effect is not desired, discontinue Plavix five days prior to surgery. In patients
who stopped therapy more than five days prior to CABG the rates of major bleeding were similar
(event rate 4.4% Plavix + aspirin; 5.3% placebo + aspirin). In patients who remained on therapy
within five days of CABG, the major bleeding rate was 9.6% for Plavix + aspirin, and 6.3% for
placebo + aspirin.

Thienopyridines inhibit platelet aggregation for the lifetime of the platelet (7-10 days), so
withholding a dose will not be useful in managing a bleeding event or the risk of bleeding
associated with an invasive procedure. Because the half-life of clopidogrel’s active metabolite is
short, it may be possible to restore hemostasis by administering exogenous platelets; however,
platelet transfusions within 4 hours of the loading dose or 2 hours of the maintenance dose may
be less effective.

5.3 Discontinuation of Plavix
Avoid lapses in therapy, and if Plavix must be temporarily discontinued, restart as soon as
possible. Premature discontinuation of Plavix may increase the risk of cardiovascular events.

5.4 Patients with Recent Transient Ischemic Attack (TIA) or Stroke

In patients with recent TIA or stroke who are at high risk for recurrent ischemic events, the
combination of aspirin and Plavix has not been shown to be more effective than Plavix alone, but
the combination has been shown to increase major bleeding.

5.5 Thrombotic Thrombocytopenic Purpura (TTP)

TTP, sometimes fatal, has been reported following use of Plavix, sometimes after a short
exposure (<2 weeks). TTP is a serious condition that requires urgent treatment including
plasmapheresis (plasma exchange). It is characterized by thrombocytopenia, microangiopathic
hemolytic anemia (schistocytes [fragmented RBCs] seen on peripheral smear), neurological
findings, renal dysfunction, and fever [see Adverse Reactions (6.2)].

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed below and elsewhere in the labeling:

* Bleeding /see Warnings and Precautions (5.2)]
»  Thrombotic thrombocytopenic purpura [see Warnings and Precautions (5.5)]



6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions and durations of follow up,
adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to
rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Plavix has been evaluated for safety in more than 54,000 patients, including over 21,000 patients
treated for 1 year or more. The clinically important adverse reactions observed in trials
comparing Plavix plus aspirin to placebo plus aspirin and trials comparing Plavix alone to aspirin
alone are discussed below.

Bleeding

CURE

In CURE, Plavix use with aspirin was associated with an increase in major bleeding (primarily
gastrointestinal and at puncture sites) compared to placebo with aspirin (see Table 1). The
incidence of intracranial hemorrhage (0.1%) and fatal bleeding (0.2%) were the same in both
groups. Other bleeding events that were reported more frequently in the clopidogrel group were
epistaxis, hematuria, and bruise.

The overall incidence of bleeding is described in Table 1.



Table 1: CURE Incidence of Bleeding Complications (% patients)

Event Plavix Placebo
(+ aspirin)* (+ aspirin)*
(n=6259) (n=6303)
Major bleeding f 3.7% 2.78§
Life-threatening bleeding 2.2 1.8
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
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 24

*  Other standard therapies were used as appropriate.

+  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 rates for Plavix + aspirin by age were: <65 years = 2.5%, >65 to <75 years
=4.1%, 275 years = 5.9%

§ 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%
Major bleeding event rates for placebo + aspirin by age were: <65 years = 2.1%, 265 to <75 years =
3.1%, 275 years = 3.6%

9 Led to interruption of study medication.

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

COMMIT
In COMMIT, similar rates of major bleeding were observed in the Plavix and placebo groups,
both of which also received aspirin (see Table 2).



Table 2: Incidence of Bleeding Events in COMMIT (% patients)

Type of bleeding Plavix Placebo p-value
(+ aspirin) (+ aspirin)
(n=22961) (n=22891)
Major* noncerebral or cerebral bleeding** 0.6 0.5 0.59
Major noncerebral 0.4 0.3 0.48
Fatal 0.2 0.2 0.90
Hemorrhagic stroke 0.2 0.2 0.91
Fatal 0.2 0.2 0.81
Other noncerebral bleeding (non-major) 3.6 3.1 0.005
Any noncerebral bleeding 3.9 3.4 0.004
*  Major bleeds were cerebral bleeds or non-cerebral bleeds thought to have caused death or that required
transfusion.

** The relative rate of major noncerebral or cerebral bleeding was independent of age. Event rates for Plavix +
aspirin by age were: <60 years = 0.3%, 260 to <70 years = 0.7%, >70 years = 0.8%. Event rates for placebo +
aspirin by age were: <60 years = 0.4%, 260 to <70 years = 0.6%, >70 years = 0.7%.

CAPRIE (Plavix vs. Aspirin)

In CAPRIE, gastrointestinal hemorrhage occurred at a rate of 2.0% in those taking Plavix vs.
2.7% in those taking aspirin; bleeding requiring hospitalization occurred in 0.7% and 1.1%,
respectively. The incidence of intracranial hemorrhage was 0.4% for Plavix compared to 0.5%
for aspirin.

Other bleeding events that were reported more frequently in the Plavix group were epistaxis and
hematoma.

Other Adverse Events
In CURE and CHARISMA, which compared Plavix plus aspirin to aspirin alone, there was no
difference in the rate of adverse events (other than bleeding) between Plavix and placebo.

In CAPRIE, which compared Plavix to aspirin, pruritus was more frequently reported in those
taking Plavix. No other difference in the rate of adverse events (other than bleeding) was
reported.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of Plavix.
Because these reactions are reported voluntarily from a population of an unknown size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

e Blood and lymphatic system disorders: Agranulocytosis, aplastic anemia/pancytopenia,
thrombotic thrombocytopenic purpura (TTP)
e FEyedisorders: Eye (conjunctival, ocular, retinal) bleeding



o Gastrointestinal disorders: Gastrointestinal and retroperitoneal hemorrhage with fatal
outcome, colitis (including ulcerative or lymphocytic colitis), pancreatitis, stomatitis,
gastric/duodenal ulcer, diarrhea

o General disorders and administration site condition: Fever, hemorrhage of operative
wound

e Hepato-biliary disorders: Acute liver failure, hepatitis (non-infectious), abnormal liver
function test

o [mmune system disorders: Hypersensitivity reactions, anaphylactoid reactions, serum
sickness

o  Musculoskeletal, connective tissue and bone disorders:  Musculoskeletal bleeding,
myalgia, arthralgia, arthritis

e Nervous system disorders: Taste disorders, fatal intracranial bleeding, headache

e Psychiatric disorders: Confusion, hallucinations

e Respiratory, thoracic and mediastinal disorders: Bronchospasm, interstitial pneumonitis,
respiratory tract bleeding

e Renal and urinary disorders: Increased creatinine levels

o Skin and subcutaneous tissue disorders: Maculopapular or erythematous rash, urticaria,
bullous dermatitis, eczema, toxic epidermal necrolysis, Stevens-Johnson syndrome,
angioedema, erythema multiforme, skin bleeding, lichen planus, generalized pruritus

e Vascular disorders: Vasculitis, hypotension

7 DRUG INTERACTIONS

7.1 CYP2C19 Inhibitors

Clopidogrel is metabolized to its active metabolite in part by CYP2C19. Concomitant use of
certain drugs that inhibit the activity of this enzyme results in reduced plasma concentrations of
the active metabolite of clopidogrel and a reduction in platelet inhibition [see Warnings and
Precautions (5.1) and Dosage and Administration (2.4)].

Proton Pump Inhibitors (PPI)

Avoid concomitant use of Plavix with omeprazole or esomeprazole. In clinical studies,
omeprazole was shown to reduce the antiplatelet activity of Plavix when given concomitantly or
12 hours apart. A higher dose regimen of clopidogrel concomitantly administered with
omeprazole increases antiplatelet response; an appropriate dose regimen has not been established.
A similar reduction in antiplatelet activity was observed with esomeprazole when given
concomitantly with Plavix. Consider using another acid-reducing agent with minimal or no
CYP2C19 inhibitory effect on the formation of clopidogrel active metabolite. Dexlansoprazole,
lansoprazole and pantoprazole had less effect on the antiplatelet activity of Plavix than did
omeprazole or esomeprazole [see Dosage and Administration (2.4), Warnings and Precautions
(5.1) and Clinical Pharmacology (12.3)].

7.2 Nonsteroidal Anti-Inflammatory Drugs (NSAIDs)
Coadministration of Plavix and NSAIDs increases the risk of gastrointestinal bleeding.

7.3 Warfarin (CYP2C9 Substrates)



Although the administration of clopidogrel 75 mg per day did not modify the pharmacokinetics
of S-warfarin (a CYP2C9 substrate) or INR in patients receiving long-term warfarin therapy,
coadministration of Plavix with warfarin increases the risk of bleeding because of independent
effects on hemostasis.

However, at high concentrations in vitro, clopidogrel inhibits CYP2C9.

8 USE IN SPECIFIC POPULATIONS
8.1 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, respectively, on a mg/m’
basis), revealed no evidence of impaired fertility or fetotoxicity due to clopidogrel. 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.

8.3 Nursing Mothers

Studies in rats have shown that clopidogrel and/or its metabolites are excreted in the milk. It is
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 from
clopidogrel, a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.

8.4 Pediatric Use
Safety and effectiveness in pediatric populations have not been established.

A randomized, placebo-controlled trial (CLARINET) did not demonstrate a clinical benefit of
clopidogrel in neonates and infants with cyanotic congenital heart disease palliated with a
systemic-to-pulmonary arterial shunt. Possible factors contributing to this outcome were the dose
of clopidogrel, the concomitant administration of aspirin and the late initiation of therapy
following shunt palliation. It cannot be ruled out that a trial with a different design would
demonstrate a clinical benefit in this patient population.

8.5 Geriatric Use

Of the total number of subjects in the CAPRIE and CURE controlled clinical studies,
approximately 50% of patients treated with Plavix were 65 years of age and older, and 15% were
75 years and older. In COMMIT, approximately 58% of the patients treated with Plavix were
60 years and older, 26% of whom were 70 years and older.

The observed risk of bleeding events with Plavix plus aspirin versus placebo plus aspirin by age

category is provided in Table 1 and Table 2 for the CURE and COMMIT trials, respectively
[see Adverse Reactions (6.1)]. No dosage adjustment is necessary in elderly patients.
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8.6 Renal Impairment
Experience is limited in patients with severe and moderate renal impairment /see Clinical
Pharmacology (12.2)].

8.7 Hepatic Impairment
No dosage adjustment is necessary in patients with hepatic impairment [see Clinical
Pharmacology (12.2)].

10 OVERDOSAGE
Platelet inhibition by Plavix is irreversible and will last for the life of the platelet. Overdose
following clopidogrel administration may result in bleeding complications. 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, prostration, difficult breathing, and gastrointestinal
hemorrhage in animals.

Based on biological plausibility, platelet transfusion may restore clotting ability.

11 DESCRIPTION

Plavix (clopidogrel bisulfate) is a thienopyridine class inhibitor of P2Y;; ADP platelet receptors.
Chemically it is methyl (+)-(S)-a-(2-chlorophenyl)-6,7-dihydrothieno[3,2-c]pyridine-5(4H)-
acetate sulfate (1:1). The empirical formula of clopidogrel bisulfate is CicH;sCINO,S*H,SO4
and its molecular weight is 419.9.

The structural formula is as follows:

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 either 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 or pink, oblong, debossed film-coated tablets containing 391.5 mg of
clopidogrel bisulfate which is the molar equivalent of 300 mg of clopidogrel base.
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Each tablet contains hydrogenated castor oil, hydroxypropylcellulose, mannitol, microcrystalline
cellulose and polyethylene glycol 6000 as inactive ingredients. The pink film coating contains
ferric oxide, hypromellose 2910, lactose monohydrate, titanium dioxide and triacetin. The
tablets are polished with Carnauba wax.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Clopidogrel is an inhibitor of platelet activation and aggregation through the irreversible binding
of its active metabolite to the P2Y |, class of ADP receptors on platelets.

12.2 Pharmacodynamics

Clopidogrel must be metabolized by CYP450 enzymes to produce the active metabolite that
inhibits platelet aggregation. The active metabolite of clopidogrel selectively inhibits the binding
of adenosine diphosphate (ADP) to its platelet P2Y, receptor and the subsequent ADP-mediated
activation of the glycoprotein GPIIb/IIla complex, thereby inhibiting platelet aggregation. This
action is irreversible. Consequently, platelets exposed to clopidogrel’s active metabolite are
affected for the remainder of their lifespan (about 7 to 10 days). Platelet aggregation induced by
agonists other than ADP is also inhibited by blocking the amplification of platelet activation by
released ADP.

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.

Geriatric Patients
Elderly (=75 years) and young healthy subjects had similar effects on platelet aggregation.

Renally-Impaired Patients

After repeated doses of 75 mg Plavix per day, patients with severe renal impairment (creatinine
clearance from 5 to 15 mL/min) and moderate renal impairment (creatinine clearance from 30 to
60 mL/min) showed low (25%) inhibition of ADP-induced platelet aggregation.

Hepatically-Impaired Patients

After repeated doses of 75 mg Plavix per day for 10 days in patients with severe hepatic
impairment, inhibition of ADP-induced platelet aggregation was similar to that observed in
healthy subjects.

Gender
In a small study comparing men and women, less inhibition of ADP-induced platelet aggregation
was observed in women.
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12.3 Pharmacokinetics

Clopidogrel is a prodrug and is metabolized to a pharmacologically active metabolite and
inactive metabolites.

Absorption
After single and repeated oral doses of 75 mg per day, clopidogrel is rapidly absorbed.

Absorption is at least 50%, based on urinary excretion of clopidogrel metabolites.

Effect of Food

Plavix can be administered with or without food. In a study in healthy male subjects when Plavix
75 mg per day was given with a standard breakfast, mean inhibition of ADP-induced platelet
aggregation was reduced by less than 9%. The active metabolite AUCy.o4 was unchanged in the
presence of food, while there was a 57% decrease in active metabolite Cmax. Similar results
were observed when a Plavix 300 mg loading dose was administered with a high-fat breakfast.

Metabolism

Clopidogrel is extensively metabolized by two main metabolic pathways: one mediated by
esterases and leading to hydrolysis into an inactive carboxylic acid derivative (85% of circulating
metabolites) and one mediated by multiple cytochrome P450 enzymes. Cytochromes first oxidize
clopidogrel to a 2-oxo-clopidogrel intermediate metabolite. Subsequent metabolism of the
2-oxo-clopidogrel intermediate metabolite results in formation of the active metabolite, a thiol
derivative of clopidogrel. This metabolic pathway is mediated by CYP2C19, CYP3A, CYP2B6
and CYP1A2. The active thiol metabolite binds rapidly and irreversibly to platelet receptors, thus
inhibiting platelet aggregation for the lifespan of the platelet.

The Cmax of the active metabolite is twice as high following a single 300 mg clopidogrel
loading dose as it is after four days of 75 mg maintenance dose. Cmax occurs approximately 30
to 60 minutes after dosing. In the 75 to 300 mg dose range, the pharmacokinetics of the active
metabolite deviates from dose proportionality: increasing the dose by a factor of four results in
2.0- and 2.7-fold increases in Cmax and AUC, respectively.

Elimination

Following an oral dose of '“C-labeled clopidogrel in humans, approximately 50% of total
radioactivity was excreted in urine and approximately 46% in feces over the 5 days post-dosing.
After a single, oral dose of 75 mg, clopidogrel has a half-life of approximately 6 hours. The
half-life of the active metabolite is about 30 minutes.

Drug Interactions

Clopidogrel is metabolized to its active metabolite in part by CYP2C19. Concomitant use of
certain inhibitors of this enzyme results in reduced plasma concentrations of the active
metabolite of clopidogrel and a reduction in platelet inhibition.
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Proton Pump Inhibitors (PPI)

The effect of proton pump inhibitors (PPI) on the systemic exposure to the clopidogrel active
metabolite following multiple doses of Plavix 75 mg evaluated in dedicated drug interaction
studies is presented in Figure 1.

Figure 1: Exposure to Clopidogrel Active Metabolite Following Multiple Doses of
Plavix 75 mg Alone or with Proton Pump Inhibitors (PPIs)

Co-administered PPI Effect on active metabolite AUC
Mean and 90% confidence interval

Dexlansoprazole, 60 mg =
Lansoprazole, 30 mg —a—
Pantoprazole, 80 mg —a—
Omeprazole, 80 mg =
[ j I j I j j I j |
0.4 0.6 0.8 1.0 1.2 14

Change relative to Plavix administered alone

Pharmacodynamic and pharmacokinetic parameters measured in these studies showed that the
interaction was highest with omeprazole and least with dexlansoprazole.

12.5 Pharmacogenomics

CYP2C19 is involved in the formation of both the active metabolite and the 2-oxo-clopidogrel
intermediate metabolite. Clopidogrel active metabolite pharmacokinetics and antiplatelet effects,
as measured by ex vivo platelet aggregation assays, differ according to CYP2C19 genotype.
Genetic variants of other CYP450 enzymes may also affect the formation of clopidogrel’s active
metabolite.

The CYP2C19*1 allele corresponds to fully functional metabolism while the CYP2C19*2 and
*3 alleles are nonfunctional. CYP2C19*2 and *3 account for the majority of reduced function
alleles in white (85%) and Asian (99%) poor metabolizers. Other alleles associated with absent
or reduced metabolism are less frequent, and include, but are not limited to, CYP2C19*4, *5, *6,
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*7, and *8. A patient with poor metabolizer status will possess two loss-of-function alleles as
defined above. Published frequencies for poor CYP2C19 metabolizer genotypes are
approximately 2% for whites, 4% for blacks and 14% for Chinese. Tests are available to
determine a patient’s CYP2C19 genotype.

A crossover study in 40 healthy subjects, 10 each in the four CYP2C19 metabolizer groups,
evaluated pharmacokinetic and antiplatelet responses using 300 mg followed by 75 mg per day
and 600 mg followed by 150 mg per day, each for a total of 5 days. Decreased active metabolite
exposure and diminished inhibition of platelet aggregation were observed in the poor
metabolizers as compared to the other groups. When poor metabolizers received the
600 mg/150 mg regimen, active metabolite exposure and antiplatelet response were greater than
with the 300 mg/75 mg regimen (see Table 3). An appropriate dose regimen for this patient
population has not been established in clinical outcome trials.

Table 3: Active Metabolite Pharmacokinetics and Antiplatelet Responses by CYP2C19

Metabolizer Status
Dose Ultrarapid Extensive Intermediate Poor
(n=10) (n=10) (n=10) (n=10)
Cmax (ng/mL) 300 mg (24 h) 24 (10) 32 (21) 23 (11) 114)
600 mg (24 h) 36 (13) 44 (27) 39 (23) 17 (6)
75 mg (Day 5) 12 (6) 13 (7) 12 (5) 4 (1)
150 mg (Day 5) 16 (9) 19 (5) 18 (7) 7(2)
IPA (%)* 300 mg (24 h) 40 (21) 39 (28) 37(21) 24 (26)
600 mg (24 h) 51(28) 49 (23) 56 (22) 32 (25)
75 mg (Day 5) 56 (13) 58 (19) 60 (18) 37(23)
150 mg (Day 5) 68 (18) 73 (9) 74 (14) 61 (14)
VASP-PRI (%) T 300 mg (24 h) 73 (12) 68 (16) 78 (12) 91 (12)
600 mg (24 h) 51 (20) 48 (20) 56 (26) 85 (14)
75 mg (Day 5) 40 (9) 39 (14) 50 (16) 83 (13)
150 mg (Day 5) 20 (10) 24 (10) 29 (11) 61 (18)
Values are mean (SD)
* Inhibition of platelet aggregation with SmcM ADP; larger value indicates greater platelet inhibition
+ Vasodilator-stimulated phosphoprotein — platelet reactivity index; smaller value indicates greater platelet
inhibition

Some published studies suggest that intermediate metabolizers have decreased active metabolite
exposure and diminished antiplatelet effects.

The relationship between CYP2C19 genotype and Plavix treatment outcome was evaluated in
retrospective  analyses of Plavix-treated subjects in CHARISMA (n=2428) and
TRITON-TIMI 38 (n=1477), and in several published cohort studies. In TRITON-TIMI 38 and
the majority of the cohort studies, the combined group of patients with either intermediate or
poor metabolizer status had a higher rate of cardiovascular events (death, myocardial infarction,
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and stroke) or stent thrombosis compared to extensive metabolizers. In CHARISMA and one
cohort study, the increased event rate was observed only in poor metabolizers.

13 NONCLINICAL TOXICOLOGY

13.1 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/m” basis).

14 CLINICAL STUDIES

14.1 Acute Coronary Syndrome

CURE

The CURE study included 12,562 patients with ACS without ST-elevation (UA or NSTEMI) 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-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 once daily)
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/Illa 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

(9.3%) in the Plavix-treated group and 719 (11.4%) in the placebo-treated group, a 20% relative
risk reduction (95% CI of 10%-28%; p < 0.001) for the Plavix-treated group (see Table 4).
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Table 4: 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, (103, 27.9)
stroke)

p < 0.001

All Individual Outcome Events:f

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)

*  Other standard therapies were used as appropriate.
1 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.

Most of the benefit of Plavix occurred in the first two months, but the difference from placebo
was maintained throughout the course of the trial (up to 12 months) (see Figure 2).
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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 were independent of the use of other acute and long-term cardiovascular therapies,
including heparin/LMWH, intravenous glycoprotein IIb/Illa (GPIIb/Illa) 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 antiplatelet drugs, and chronic NSAIDs was not allowed in CURE.
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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)* PLAVIX Better ~ Placebo Better
Overall 12562 9.3 11.4
Diagnosis Non-Q-W 3295 12.7 15.5
Unst Ang 8298 7.3 8.7
Other 968 151 19.7 -
Age <65 5996 5.2 7.6

65-74 4136 10.2 12.4
>75 2430 17.8 19.2

Gender Male 7726 9.1 11.9
Female 4836 9.5 10.7 —

Race Caucas 10308 9.1 11.0

Non-Cauc 2250 101 13.2

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 9.5

Yes 4044 125 15.4
Previous Stroke No 12055 8.9 11.0

Yes 506 17.9 22.4
Concomitant
Medication / Therapy

Heparin/LMWH No 951 4.9 7.7
Yes 11611 9.7 1.7
Aspirin <100mg 1927 8.5 9.7

100-200mg 7428 9.2 10.9
>200mg 3201 9.9 13.7

GPlIb/Illa Antag No 11739 8.9 10.8
Yes 823 15.7 19.2
Beta-Blocker No 2032 9.9 12.0 —
Yes 10530 9.2 11.3
ACEI No 4813 6.3 8.1
Yes 7749 11.2 135
Lipid-Lowering No 4461 10.9 13.1
Yes 8101 8.4 10.5
PTCA/CABG No 7977 8.1 10.0

Yes 4585 11.4 13.8

e

T T 1

0.4 0.6 0.8 1.0 1.2
Hazard Ratio (95% CI)

*Other standard therapies were used as appropriate

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%), and GPIIb/IIla inhibitors (369 patients [5.9%] in the Plavix group,
454 patients [7.2%] in the placebo group, relative risk reduction of 18%). The use of Plavix in
CURE did not affect 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%).

COMMIT

In patients with STEMI, the safety and efficacy of Plavix were evaluated in the randomized,
placebo-controlled, double-blind study, COMMIT. COMMIT included 45,852 patients
presenting within 24 hours of the onset of the symptoms of myocardial infarction with
supporting ECG abnormalities (i.e., ST-elevation, ST-depression or left bundle-branch block).
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Patients were randomized to receive Plavix (75 mg once daily) or placebo, in combination with
aspirin (162 mg per day), for 28 days or until hospital discharge, whichever came first.

The primary endpoints were death from any cause and the first occurrence of re-infarction,
stroke or death.

The patient population included 28% women, 58% age > 60 years (26% age > 70 years),

55% patients who received thrombolytics, 68% who received ACE-inhibitors, and only 3% who
underwent PCI.

As shown in Table 5 and Figure 4 and Figure 5 below, Plavix significantly reduced the relative

risk of death from any cause by 7% (p=0.029), and the relative risk of the combination of
re-infarction, stroke or death by 9% (p=0.002).

Table S: Outcome Events in the COMMIT Analysis

Event Plavix Placebo Odds ratio p-value
(+ aspirin) (+ aspirin) (95% CI)
(N=22961) (N=22891)
Composite endpoint: Death,
MI, or Stroke” 2121 (9.2%) 2310 (10.1%) 0.91 (0.86, 0.97) 0.002
Death 1726 (7.5%) 1845 (8.1%) 0.93 (0.87, 0.99) 0.029
Non-fatal MI** 270 (1.2%) 330 (1.4%) 0.81 (0.69, 0.95) 0.011
Non-fatal Stroke** 127 (0.6%) 142 (0.6%) 0.89 (0.70, 1.13) 0.33

*  The difference between the composite endpoint and the sum of death+non-fatal MI+non-fatal stroke indicates
that 9 patients (2 clopidogrel and 7 placebo) suffered both a non-fatal stroke and a non-fatal MI.
** Non-fatal MI and non-fatal stroke exclude patients who died (of any cause).
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Figure 4: Cumulative Event Rates for Death in the COMMIT Study )
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Figure 5: Cumulative Event Rates for the Combined Endp*oint Re-Infarction, Stroke or
Death in the COMMIT Study
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The effect of Plavix did not differ significantly in various pre-specified subgroups as shown in
Figure 6. The effect was also similar in non-prespecified subgroups including those based on
infarct location, Killip class or prior MI history (see Figure 7). Such subgroup analyses should be
interpreted cautiously.
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Figure 6: Effects of Adding Plavix to Aspirin on the Combined Primary Endpoint across
Baseline and Concomitant Medication Subgroups for the COMMIT Study

Baseline Events (%) Odds ratio & C.I. Heterogeneity
Categorisation Clopidogrel Placebo Clopidegrel Placeho or trend test
(22 961) (22 891) hetter :better 12 (p-value)
Sex: i
Male 1274 (7.7%) 1416 (86%) - 10103
Female 847 (13.3%) 894 (14.0%) —'lH
Age at entry (years): :
1
<60 485 (5.0%) 512 (54%) — i 00(0.9)
60-69 745 (101%) 835 (11.29%) ——
70+ 891 {14 9%) 983 (16.29%) Bt
]
Hours since onset: :
<6 709 (9.2%) 830 (10.6%) —I—L 5.7(0.02)
6lo<13 738 (9.6%) 808 (10.5%) B
131024 674 (8.8%) 872 (88%) —a—
1
SBP (mmHg): i
<120 797 (104%) 802 (11.6%) —B— 10{0.3)
120-139 693 (B6%) 770 (85%) |
140-159 366 (8.5%) 399 (5.9%) —
160+ 243 (9.2%) 249 (9.6%) —L
Heart rate (bpm): i
270 268 (5.3%) 315 (62%) ——= 00(1.0}
70-89 898 (8.1%) 952 (85%) ——
40108 632 (122%) 683 (135%) —
10+ 323 (19.9%) 360 (22.2%) —+ ]
Fibrinolytic agent given: 1
Yes 1003 (8.6%) 1122 (8.9%) i 07(04)
Mo 118 (9.7%) 1188 (10.3%) —
_— % i
Prognostic index (3 equal groups): :
Good 228 (2.0%) 282 (27%) — 31(0.08)
Avetage 574 (7.5%) 836 (8.3%) —a|
Poor 1319 (17.2%) 1302 (18.2%) —H
1
Metopreolol allocation: :
Yes 1063 (9.3%) 1110 (37%) 1 2401}
Mo 1058 {9.2%) 1200 (10.5%) —— Proportional
! reduction
. Total 2121 (9.2%) 2310 (10.1%) < 9% SE 3
] (p=0.002)
Global Heterogeneity Test: Ts= 164; p=04 !
W oo or <[> 95% confidence interval : — ' '
05 0.75 1.0 15

*  Three similar-sized prognostic index groups were based on absolute risk of primary composite outcome for
each patient calculated from baseline prognostic variables (excluding allocated treatments) with a Cox

regression model.
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Figure 7: Effects of Adding Plavix to Aspirin in the Non-Prespecified Subgroups in the
COMMIT Study

Events (%) Odds ratio & C.I. Heterogeneity
Categorisation Clopidogrel Placebo Clopidogrel Placebo or trend test
(22 961) (22 891) better : better y # (p-value)
Killip class: |
| 1279 (7.2%) 1415 (8 2%) - 0605
(1] B8 (1505 05 {16.0%) —H—
Previous MI
Yes 177 (5.0%) 04 (111 et 16(03)
No 444 855 2106 (10.0%) ~.~
Infarct location: :
Anderior 1083 {9 .6%) 1247 {108%) —— 19{02)
O 1036 (5.9 1063 (2.9%) —H— Proportional
! reduction
. Total 2121 (9.2%) 2310 (10.1%) <> 9% Sk 3
! {p = 0.002)
Global Heterogeneity Test: j =414;p=03 !
I L 1 |

- oo%or <[> 05% corfidence interval '
0.5 0.75 1.0 1.5

14.2 Recent Myocardial Infarction, Recent Stroke, or Established Peripheral
Arterial Disease

CAPRIE

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)
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 6: Outcome Events in the CAPRIE Primary Analysis

Plavix aspirin
Patients n=9599 n=9586
Ischemic stroke (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%)
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As shown in Table 6, Plavix was associated with a lower incidence of outcome events, primarily
MI. The overall relative 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 lower in the Plavix

group.

The curves showing the overall event rate are shown in Figure 8. The event curves separated
early and continued to diverge over the 3-year follow-up period.

Figure 8: Fatal or Non-Fatal Vascular Events in the CAPRIE Study
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The statistical significance favoring Plavix over aspirin was marginal (p=0.045). However,
because aspirin is itself effective in reducing cardiovascular events in patients with recent
myocardial infarction or stroke, the effect of Plavix 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.
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14.3 Lack of Established Benefit of Plavix plus Aspirin in Patients with Multiple
Risk Factors or Established Vascular Disease

CHARISMA

The CHARISMA trial was a 15,603 subject, randomized, double-blind, parallel group study
comparing Plavix (75 mg daily) to placebo for prevention of ischemic events in patients with
vascular disease or multiple risk factors for atherosclerosis. All subjects were treated with
aspirin 75-162 mg daily. The mean duration of treatment was 23 months. The study failed to
demonstrate a reduction in the occurrence of the primary endpoint, a composite of CV death, MI,
or stroke. A total of 534 (6.9%) patients in the Plavix group versus 573 (7.4%) patients in the
placebo group experienced a primary outcome event (p=0.22). Bleeding of all severities was more
common in the subjects randomized to Plavix.

16 HOW SUPPLIED/STORAGE AND HANDLING
Plavix (clopidogrel bisulfate) 75 mg tablets are available as pink, round, biconvex, film-coated
tablets 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

Plavix (clopidogrel bisulfate) 300 mg tablets are available as pink, oblong, film-coated tablets
debossed with “300” on one side and “1332” on the other. Tablets are provided as follows:

NDC 63653-1332-2 Unit-dose packages of 30
NDC 63653-1332-3 Unit-dose packages of 100

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

17 PATIENT COUNSELING INFORMATION
[See Medication Guide (17.6)]

17.1 Benefits and Risks
* Summarize the effectiveness features and potential side effects of Plavix.
» Tell patients to take Plavix exactly as prescribed.
* Remind patients not to discontinue Plavix without first discussing it with the physician
who prescribed Plavix.
17.2 Bleeding
Inform patients that they:
» will bruise and bleed more easily.
» will take longer than usual to stop bleeding.
» should report any unanticipated, prolonged, or excessive bleeding, or blood in their
stool or urine.
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17.3 Other Signs and Symptoms Requiring Medical Attention

* Inform patients that TTP is a rare but serious condition that has been reported with
Plavix and other drugs in this class of drugs.

» Instruct patients to get prompt medical attention if they experience any of the
following symptoms that cannot otherwise be explained: fever, weakness, extreme
skin paleness, purple skin patches, yellowing of the skin or eyes, or neurological
changes.

17.4 Invasive Procedures

Instruct patients to:

» inform physicians and dentists that they are taking Plavix before any invasive
procedure is scheduled.

 tell the doctor performing the invasive procedure to talk to the prescribing health care
professional before stopping Plavix.

17.5 Concomitant Medications

Ask patients to list all prescription medications, over-the-counter medications, or dietary
supplements they are taking or plan to take, including prescription or over-the-counter proton
pump inhibitors (e.g., omeprazole), warfarin or NSAIDs [see Warnings and Precautions (5)].

17.6 Medication Guide

Medication Guide
Plavix® (PLAV-iks)
(clopidogrel bisulfate)
tablets

Read this Medication Guide before you start taking Plavix and each time you get a
refill. There may be new information. This Medication Guide does not take the place
of talking with your doctor about your medical condition or your treatment.

What is the most important information I should know about Plavix?

1. Plavix may not work as well in people who:
¢ have certain genetic factors that affect how the body breaks
down Plavix. Your doctor may do genetic tests to make sure Plavix is
right for you.
e take certain medicines, especially omeprazole (Prilosec®) or
esomeprazole (Nexium®). Your doctor may change the medicine
you take for stomach acid problems while you take Plavix.

2. Plavix can cause bleeding which can be serious and can sometimes lead
to death. Plavix is a blood thinner medicine that lowers the chance of blood
clots forming in your body. While you take Plavix:

e Yyou may bruise and bleed more easily
e you are more likely to have nose bleeds
e it will take longer for any bleeding to stop

Call your doctor right away if you have any of these signs or symptoms of bleeding:
e unexpected bleeding or bleeding that lasts a long time
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blood in your urine (pink, red or brown urine)

red or black stools (looks like tar)

bruises that happen without a known cause or get larger
cough up blood or blood clots

vomit blood or your vomit looks like coffee grounds

Do not stop taking Plavix without talking to the doctor who prescribes it for you.
People who are treated with a stent, and stop taking Plavix too soon, have a higher
risk of getting a blood clot on the stent, having a heart attack, or dying. If you must
stop Plavix because of bleeding, your risk of a heart attack may be higher.

What is Plavix?

Plavix is a prescription medicine used to treat people who have any of the
following:

e chest pain due to heart problems

e poor circulation in their legs (peripheral arterial disease)

e a heart attack

e a stroke

Plavix is used alone or with aspirin to lower your chance of having another serious
problem with your heart or blood vessels such as heart attack, stroke, or blood clot
that can lead to death.

Platelets are blood cells that help your blood clot normally. Plavix helps to prevent
platelets from sticking together and forming a clot that can block an artery.

It is not known if Plavix is safe and effective in children.

Who should not take Plavix?

Do not take Plavix if you:
e currently have a condition that causes bleeding, such as a stomach ulcer
e are allergic to clopidogrel or other ingredients in Plavix. See the end of this
leaflet for a complete list of ingredients in Plavix.

What should I tell my doctor before taking Plavix?

Before you take Plavix, tell your doctor if you:

e have a history of bowel (gastrointestinal) or stomach ulcers

e have a history of bleeding problems

e plan to have surgery or a dental procedure. See "How should I take
Plavix?”

e are pregnant or plan to become pregnant. It is not known if Plavix will harm
your unborn baby

e are breastfeeding or plan to breastfeed. It is not known if Plavix passes into
your breast milk. You and your doctor should decide if you will take Plavix or
breastfeed. You should not do both without talking to your doctor.
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Tell all of your doctors and your dentist that you are taking Plavix. They should talk
to the doctor who prescribed Plavix for you before you have any surgery or invasive
procedure.

Tell your doctor about all the medicines you take, including prescription,
non-prescription medicines, vitamins and herbal supplements.

Plavix may affect the way other medicines work, and other medicines may affect
how Plavix works. See “What is the most important information I should
know about Plavix?”

Taking Plavix with certain other medicines may increase your risk of bleeding.
Especially tell your doctor if you take:

e aspirin, especially if you have had a stroke. Always talk to your doctor about
whether you should take aspirin along with Plavix to treat your condition.

¢ Non-steroidal anti-inflammatory drugs (NSAIDs). Ask your doctor or
pharmacist for a list of NSAID medicines if you are not sure.

e warfarin (Coumadin®, Jantoven®)

Know the medicines you take. Keep a list of them to show your doctor or
pharmacist when you get a new medicine.

How should I take Plavix?
e Take Plavix exactly as your doctor tells you.

e Do not change your dose or stop taking Plavix without talking to your doctor
first. Stopping Plavix may increase your risk of heart attack or stroke.

e Take Plavix with aspirin as instructed by your doctor.

¢ You can take Plavix with or without food.

e If you miss a dose, take Plavix as soon as you remember. If it is almost time
for your next dose, skip the missed dose. Take the next dose at your regular

time. Do not take 2 doses of Plavix at the same time unless your doctor tells
you to.

e If you take too much Plavix, call your doctor or go to the nearest emergency
room right away.

e Talk with your doctor about stopping your Plavix before you have surgery.
Your doctor may tell you to stop taking Plavix at least 5 days before you
have surgery to avoid excessive bleeding during surgery.

What are the possible side effects of Plavix?

Plavix can cause serious side effects including:

e See “"What is the most important information I should know about
Plavix?”

e A blood clotting problem called Thrombotic Thrombocytopenic
Purpura (TTP). TTP can happen with Plavix, sometimes after a short time
(less than 2 weeks). TTP is a blood clotting problem where blood clots form

29



in blood vessels; and can happen anywhere in the body. TTP needs to be
treated in a hospital right away, because it may cause death. Get medical
help right away if you have any of these symptoms and they can not be
explained by another medical condition:

e purplish spots (called purpura) on the skin or in the mouth (mucous
membranes) due to bleeding under the skin

e your skin or the whites of your eyes are yellow (jaundice)

e you feel tired or weak

e your skin looks very pale

o fever

o fast heart rate or feeling short of breath

e headache

e speech changes

e confusion

e coma

e stroke

e seizure

e low amount of urine, or urine that is pink or has blood in it

e stomach area (abdominal) pain

e nausea, vomiting, or diarrhea

e vision changes

Tell your doctor if you have any side effect that bothers you or that does not go
away.

These are not all the possible side effects of Plavix. For more information, ask your
doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects
to FDA at 1-800-FDA-1088.

How should I store Plavix?
e Store Plavix at 59°F to 86°F (15°C to 30°C).

Keep Plavix and all medicines out of the reach of children.

General information about Plavix

Medicines are sometimes used for purposes other than those listed in a Medication
Guide. Do not take Plavix for a condition for which it was not prescribed. Do not
give Plavix to other people, even if they have the same symptoms that you have. It
may harm them.

This Medication Guide summarizes the most important information about Plavix. If
you would like more information, talk to your doctor. Ask your doctor or pharmacist
for information about Plavix that was written for healthcare professionals.
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For more information, go to www.sanofi-aventis.us or www.bms.com or call
1-800-321-1335.

What are the ingredients in Plavix?
Active ingredient: clopidogrel bisulfate

Inactive ingredients:
Tablet: hydrogenated castor oil, hydroxypropylcellulose, mannitol, microcrystalline
cellulose, polyethylene glycol 6000

Film coating: ferric oxide, hypromellose 2910, lactose monohydrate, titanium
dioxide, triacetin, Carnauba wax

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

Revised December 2011
Distributed by:

Bristol-Myers Squibb/Sanofi Pharmaceuticals Partnership
Bridgewater, NJ 08807

sanofi aventis %X% Bristol-Myers Squibb

Plavix® is a registered trademark of sanofi-aventis.

Coumadin® is a registered trademark of Bristol-Myers Squibb Pharma Company.
Prilosec® is a registered trademark of AstraZeneca.

Jantoven® is a registered trademark of USL Pharma.
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1. NAME OF THE MEDICINAL PRODUCT

Plavix 75 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 75 mg of clopidogrel (as hydrogen sulphate).
Excipients: each film-coated tablet contains 3 mg of lactose and 3.3 mg of hydrogenated castor oil.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, round, biconvex, engraved with «75» on one side and «1171» on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of atherothrombotic events
Clopidogrel is indicated in:

. Adult 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.

o Adult patients suffering from acute coronary syndrome:

- Non-ST segment elevation acute coronary syndrome (unstable angina or non-Q-wave
myocardial infarction), including patients undergoing a stent placement following
percutaneous coronary intervention, in combination with acetylsalicylic acid (ASA).

ST segment elevation acute myocardial infarction, in combination with ASA in medically
treated patients eligible for thrombolytic therapy.

Prevention of atherothrombotic and thromboembolic events in atrial fibrillation

In adult patients with atrial fibrillation who have at least one risk factor for vascular events, are not
suitable for treatment with Vitamin K antagonists (VKA) and who have a low bleeding risk,
clopidogrel is indicated in combination with ASA for the prevention of atherothrombotic and
thromboembolic events, including stroke.

For further information please refer to section 5.1.

4.2 Posology and method of administration

Posology
. Adults and elderly

Clopidogrel should be given as a single daily dose of 75 mg.

In patients suffering from acute coronary syndrome:
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— 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 acetylsalicylic acid (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).

ST segment elevation acute myocardial infarction: clopidogrel should be given as a
single daily dose of 75 mg initiated with a 300-mg loading dose in combination with
ASA and with or without thrombolytics. For patients over 75 years of age clopidogrel
should be initiated without a loading dose. Combined therapy should be started as early
as possible after symptoms start and continued for at least four weeks. The benefit of the
combination of clopidogrel with ASA beyond four weeks has not been studied in this
setting (see section 5.1).

In patients with atrial fibrillation, clopidogrel should be given as a single daily dose of 75 mg.
ASA (75-100 mg daily) should be initiated and continued in combination with clopidogrel (see
section 5.1).

If a dose is missed:
- Within less than 12 hours after regular scheduled time: patients should take the dose
immediately and then take the next dose at the regular scheduled time.
- For more than 12 hours: patients should take the next dose at the regular scheduled time
and should not double the dose.

. Paediatric population
Clopidogrel should not be used in children because of efficacy concerns (see section 5.1).

. Renal impairment
Therapeutic experience is limited in patients with renal impairment (see section 4.4).

. Hepatic impairment
Therapeutic experience is limited in patients with moderate hepatic disease who may have
bleeding diatheses (see section 4.4).

Method of administration
For oral use
It may be given with or without food.

4.3 Contraindications

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

4.4  Special warnings and precautions for use

Bleeding and haematological disorders

Due to the risk of bleeding and haematological adverse reactions, 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, heparin,
glycoprotein I1b/111a inhibitors or non-steroidal anti-inflammatory drugs (NSAIDs) including Cox-2
inhibitors. Patients should be followed carefully for any signs of bleeding including occult bleeding,
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especially during the first weeks of treatment and/or after invasive cardiac procedures or surgery. The
concomitant administration of clopidogrel with oral anticoagulants 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 temporarily not desirable,
clopidogrel should be discontinued 7 days prior to surgery. Patients should inform physicians and
dentists that they are taking clopidogrel before any surgery is scheduled and before any new medicinal
product is taken. 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.

Thrombotic Thrombocytopenic Purpura (TTP)

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 haemolytic anaemia associated with either neurological findings, renal dysfunction
or fever. TTP is a potentially fatal condition requiring prompt treatment including plasmapheresis.

Recent ischaemic stroke
In view of the lack of data, clopidogrel cannot be recommended during the first 7 days after acute
ischaemic stroke.

Cytochrome P450 2C19 (CYP2C19)

Pharmacogenetics: In patients who are poor CYP2C19 metabolisers, clopidogrel at recommended
doses forms less of the active metabolite of clopidogrel and has a smaller effect on platelet function.
Tests are available to identify a patient's CYP2C19 genotype.

Since clopidogrel is metabolised to its active metabolite partly by CYP2C19, use of medicinal products
that inhibit the activity of this enzyme would be expected to result in reduced drug levels of the active
metabolite of clopidogrel. The clinical relevance of this interaction is uncertain. As a precaution
concomitant use of strong or moderate CYP2C19 inhibitors should be discouraged (see section 4.5 for
a list of CYP2C19 inhibitors, see also section 5.2).

Renal impairment
Therapeutic experience with clopidogrel is limited in patients with renal impairment. Therefore
clopidogrel should be used with caution in these patients (see section 4.2).

Hepatic impairment
Experience is limited in patients with moderate hepatic disease who may have bleeding diatheses.
Clopidogrel should therefore be used with caution in this population (see section 4.2).

Excipients
Plavix contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

This medicinal product contains hydrogenated castor oil which may cause stomach upset and
diarrhoea.

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: the concomitant administration of clopidogrel with oral anticoagulants is not
recommended since it may increase the intensity of bleedings (see section 4.4). Although the
administration of clopidogrel 75 mg/day did not modify the pharmacokinetics of S-warfarin or
International Normalised Ratio (INR) in patients receiving long-term warfarin therapy,
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coadministration of clopidogrel with warfarin increases the risk of bleeding because of independent
effects on hemostasis.

Glycoprotein IIb/Illa inhibitors: clopidogrel should be used with caution in patients who receive
concomitant glycoprotein I1b/ll1a 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
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, fibrin or non-fibrin specific
thrombolytic agents and heparins was assessed in patients with acute myocardial infarction. The
incidence of clinically significant bleeding was similar to that observed when thrombolytic agents and
heparin are co-administered with ASA (see section 4.8)

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 including Cox-2 inhibitors and
clopidogrel should be co-administered with caution (see section 4.4).

Other concomitant therapy: Since clopidogrel is metabolised to its active metabolite partly by
CYP2C19, use of medicinal products that inhibit the activity of this enzyme would be expected to
result in reduced drug levels of the active metabolite of clopidogrel. The clinical relevance of this
interaction is uncertain. As a precaution concomitant use of strong or moderate CYP2C19 inhibitors
should be discouraged (see sections 4.4 and 5.2).

Medicinal products that inhibit CYP2C19 include omeprazole and esomeprazole, fluvoxamine,
fluoxetine, moclobemide, voriconazole, fluconazole, ticlopidine, ciprofloxacin, cimetidine,
carbamazepine, oxcarbazepine and chloramphenicol.

Proton Pump Inhibitors (PP1):

Omeprazole 80 mg once daily administered either at the same time as clopidogrel or with 12 hours
between the administrations of the two drugs decreased the exposure of the active metabolite by 45%
(loading dose) and 40% (maintenance dose). The decrease was associated with a 39% (loading dose)
and 21% (maintenance dose) reduction of inhibition of platelet aggregation. Esomeprazole is expected
to give a similar interaction with clopidogrel.

Inconsistent data on the clinical implications of this pharmacokinetic (PK)/pharmacodynamic (PD)
interaction in terms of major cardiovascular events have been reported from both observational and
clinical studies. As a precaution, concomitant use of omeprazole or esomeprazole should be
discouraged (see section 4.4).

Less pronounced reductions of metabolite exposure has been observed with pantoprazole or
lansoprazole.
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The plasma concentrations of the active metabolite was 20% reduced (loading dose) and 14% reduced
(maintenance dose) during concomitant treatment with pantoprazole 80 mg once daily. This was
associated with a reduction of the mean inhibition of platelet aggregation by 15% and 11%,
respectively. These results indicate that clopidogrel can be administered with pantoprazole.

There is no evidence that other medicinal products that reduce stomach acid such as H2 blockers
(except cimetidine which is a CYP2C19 inhibitor) or antacids interfere with antiplatelet activity of
clopidogrel.

Other medicinal products: A number of other clinical studies have been conducted with clopidogrel
and other concomitant medicinal products 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 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 the CAPRIE study indicate that phenytoin and tolbutamide which are metabolised by
CYP2C9 can be safely co-administered with clopidogrel.

Apart from the specific medicinal product interaction information described above, interaction studies
with clopidogrel and some medicinal products commonly administered in patients with
atherothrombotic disease have not been performed. However, patients entered into clinical trials with
clopidogrel received a variety of concomitant medicinal products including diuretics, beta blockers,
ACEI, calcium antagonists, cholesterol lowering agents, coronary vasodilators, antidiabetic agents
(including insulin), antiepileptic agents and GPIIb/I11a antagonists without evidence of clinically
significant adverse interactions.

4.6  Fertility, pregnancy and lactation

Pregnancy
As no clinical data on exposure to clopidogrel during pregnancy 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,
embryonal/foetal development, parturition or postnatal development (see section 5.3).

Breastfeeding

It is unknown whether clopidogrel is excreted in human breast milk. Animal studies have shown
excretion of clopidogrel in breast milk. As a precautionary measure, breast-feeding should not be
continued during treatment with Plavix.

Fertility
Clopidogrel was not shown to alter fertility in animal studies.

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

Clopidogrel has been evaluated for safety in more than 44,000 patients who have participated in
clinical studies, including over 12,000 patients treated for 1 year or more. Overall, clopidogrel
75 mg/day was comparable to ASA 325 mg/day in CAPRIE regardless of age, gender and race. The
clinically relevant adverse reactions observed in the CAPRIE, CURE, CLARITY, COMMIT and
Version 1.0
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ACTIVE-A studies are discussed below. In addition to clinical studies experience, adverse reactions
have been spontaneously reported.

Bleeding is the most common reaction reported both in clinical studies as well as in post-marketing
experience where it was mostly reported during the first month of treatment.

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 similar for clopidogrel and ASA.

In CURE, there was no excess in major bleeds with clopidogrel plus ASA within 7 days after coronary
bypass graft surgery in patients who stopped therapy more than five days prior to surgery . In patients
who remained on therapy within five days of bypass graft surgery, the event rate was 9.6% for
clopidogrel plus ASA, and 6.3% for placebo plus ASA.

In CLARITY, there was an overall increase in bleeding in the clopidogrel plus ASA group vs. the
placebo plus ASA group .The incidence of major bleeding was similar between groups . This was
consistent across subgroups of patients defined by baseline characteristics, and type of fibrinolytic or
heparin therapy.

In COMMIT, the overall rate of noncerebral major bleeding or cerebral bleeding was low and similar
in both groups.

In ACTIVE-A, the rate of major bleeding was greater in the clopidogrel + ASA group than in the
placebo + ASA group (6.7% versus 4.3%). Major bleeding was mostly of extracranial origin in both
groups (5.3% in the clopidogrel + ASA group; 3.5% in the placebo +ASA group), mainly from the
gastrointestinal tract (3.5% vs. 1.8%). There was an excess of intracranial bleeding in the clopidogrel +
ASA treatment group compared to the placebo + ASA group (1.4% versus 0.8%, respectively). There
was no statistically significant difference in the rates of fatal bleeding (1.1% in the clopidogrel + ASA
group and 0.7% in the placebo +ASA group) and haemorrhagic stroke (0.8% and 0.6%, respectively)
between groups.

Adverse reactions that occurred either during clinical studies or that were spontaneously reported are
presented in the table below. Their frequency is defined using the following conventions: common
(>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare
(<1/10,000). Within each system organ class, adverse reactions are presented in order of decreasing
seriousness.

System Organ Common Uncommon Rare Very rare
Class
Blood and the Thrombocytopenia, | Neutropenia, Thrombotic
lymphatic system leucopenia, including thrombocytopenic
disorders eosinophilia severe purpura (TTP) (see
neutropenia section 4.4), aplastic

anaemia, pancytopenia,
agranulocytosis, severe
thrombocytopenia,
granulocytopenia,

anaemia
Immune system Serum sickness,
disorders anaphylactoid

reactions
Psychiatric Hallucinations,
disorders confusion
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System Organ Common Uncommon Rare Very rare
Class
Nervous system Intracranial Taste disturbances
disorders bleeding (some
cases were
reported with fatal
outcome),
headache,
paraesthesia,
dizziness
Eye disorders Eye bleeding
(conjunctival,
ocular, retinal)
Ear and labyrinth Vertigo
disorders
Vascular disorders | Haematoma Serious haemorrhage,
haemorrhage of
operative wound,
vasculitis, hypotension
Respiratory, Epistaxis Respiratory tract

thoracic and
mediastinal
disorders

bleeding (haemoptysis,
pulmonary
haemorrhage),
bronchospasm,
interstitial pneumonitis

Gastrointestinal
disorders

Gastrointestinal
haemorrhage,
diarrhoea,
abdominal
pain, dyspepsia

Gastric ulcer and
duodenal ulcer,
gastritis, vomiting,
nausea,
constipation,
flatulence

Retroperitoneal
haemorrhage

Gastrointestinal and
retroperitoneal
haemorrhage with fatal
outcome, pancreatitis,
colitis (including
ulcerative or
lymphocytic colitis),
stomatitis

Hepato-biliary

Acute liver failure,

disorders hepatitis, abnormal
liver function test

Skin and Bruising Rash, pruritus, skin Bullous dermatitis

subcutaneous tissue bleeding (purpura) (toxic epidermal

disorders necrolysis, Stevens
Johnson Syndrome,
erythema multiforme),
angioedema, rash
erythematous,
urticaria, eczema,
lichen planus

Musculoskeletal, Musculo-skeletal

connective tissue bleeding

and bone disorders (haemarthrosis),
arthritis, arthralgia,
myalgia

Renal and urinary Haematuria Glomerulonephritis,

disorders blood creatinine
increased

General disorders Bleeding at Fever

and administration
site conditions

puncture site
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System Organ Common Uncommon Rare Very rare
Class

Investigations Bleeding time
prolonged,
neutrophil count
decreased, platelet
count decreased

49 Overdose

Overdose following clopidogrel administration may lead to prolonged bleeding time and subsequent
bleeding complications. Appropriate therapy should be considered if bleedings are observed.

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
Pharmacotherapeutic group: platelet aggregation inhibitors excl. heparin, ATC Code: BO1AC-04.

Clopidogrel is a prodrug, one of whose metabolites is an inhibitor of platelet aggregation. Clopidogrel
must be metabolised by CYP450 enzymes to produce the active metabolite that inhibits platelet
aggregation. The active metabolite of clopidogrel selectively inhibits the binding of adenosine
diphosphate (ADP) to its platelet P2Y 1, receptor and the subsequent ADP-mediated activation of the
glycoprotein GPIIb/ll1a complex, thereby inhibiting platelet aggregation. Due to the irreversible
binding, platelets exposed are affected for the remainder of their lifespan (approximately 7-10 days)
and recovery of normal platelet function occurs at a rate consistent with platelet turnover. Platelet
aggregation induced by agonists other than ADP is also inhibited by blocking the amplification of
platelet activation by released ADP.

Because the active metabolite is formed by CYP450 enzymes, some of which are polymorphic or
subject to inhibition by other medicinal products, not all patients will have adequate platelet inhibition.

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 have been evaluated in 5 double-blind studies involving over
88,000 patients: the CAPRIE study, a comparison of clopidogrel to ASA, and the CURE, CLARITY,
COMMIT and ACTIVE-A studies comparing clopidogrel to placebo, both medicinal products given in
combination with ASA and other standard therapy.

Recent myocardial infarction (MI), recent stroke or established peripheral arterial disease

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
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risk reduction (RRR) 8.7%, [95% CI: 0.2 to 16.4]; p=0.045), which corresponds, for every

1,000 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 [p=0.258]). 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%; Cl: -22.5 to 11.7 [p=0.639]). 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.

Acute coronary syndrome

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 | 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 percutaneous transluminal coronary angioplasty (PTCA) with or without stent
and 10% when they underwent coronary artery bypass graft (CABG)). New cardiovascular events
(primary endpoint) were prevented, with relative risk reductions of 22% (CI: 8.6, 33.4), 32% (ClI: 12.8,
46.4), 4% (Cl: -26.9, 26.7), 6% (CI: -33.5, 34.3) and 14% (ClI: -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 treatment, the benefit
observed in the clopidogrel + ASA group was not further increased, whereas the risk of haemorrhage
persisted (see section 4.4).

The use of clopidogrel in CURE was associated with a decrease in the need of thrombolytic therapy
(RRR =43.3%; Cl: 24.3%, 57.5%) and GPlIb/ll1a inhibitors (RRR = 18.2%; Cl: 6.5%, 28.3%).

The number of patients experiencing the co-primary endpoint (CV death, M, stroke or refractory
ischaemia) was 1,035 (16.5%) in the clopidogrel-treated group and 1,187 (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 in 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. In particular, in a post-hoc analysis in 2,172 patients (17% of the

total CURE population) who underwent stent placement (Stent-CURE), the data showed that
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clopidogrel compared to placebo, demonstrated a significant RRR of 26.2% favouring clopidogrel for
the co-primary endpoint (CV death, M, stroke) and also a significant RRR of 23.9% for the second
co-primary endpoint (CV death, M, stroke or refractory ischaemia). Moreover, the safety profile of
clopidogrel in this subgroup of patients did not raise any particular concern. Thus, the results from this
subset are in line with the overall trial results.

The benefits observed with clopidogrel were independent of other acute and long-term cardiovascular
therapies (such as heparin/LMWH, GPIIb/I1la antagonists, lipid lowering medicinal products, beta
blockers, and ACE-inhibitors). The efficacy of clopidogrel was observed independently of the dose of
ASA (75-325 mg once daily).

In patients with acute ST-segment elevation MI, safety and efficacy of clopidogrel have been
evaluated in 2 randomised, placebo-controlled, double-blind studies, CLARITY and COMMIT.

The CLARITY trial included 3,491 patients presenting within 12 hours of the onset of a ST elevation
MI and planned for thrombolytic therapy. Patients received clopidogrel (300 mg loading dose,
followed by 75 mg/day, n=1,752) or placebo (n=1,739), both in combination with ASA (150 to

325 mg as a loading dose, followed by 75 to 162 mg/day), a fibrinolytic agent and, when appropriate,
heparin. The patients were followed for 30 days. The primary endpoint was the occurrence of the
composite of an occluded infarct-related artery on the predischarge angiogram, or death or recurrent
MI before coronary angiography. For patients who did not undergo angiography, the primary endpoint
was death or recurrent myocardial infarction by Day 8 or by hospital discharge. The patient population
included 19.7% women and 29.2% patients > 65 years. A total of 99.7% of patients received
fibrinolytics (fibrin specific: 68.7%, non-fibrin specific: 31.1%), 89.5% heparin, 78.7% beta blockers,
54.7% ACE inhibitors and 63% statins.

Fifteen percent (15.0%) of patients in the clopidogrel group and 21.7% in the placebo group reached
the primary endpoint, representing an absolute reduction of 6.7% and a 36 % odds reduction in favor
of clopidogrel (95% CI: 24, 47%; p < 0.001), mainly related to a reduction in occluded infarct-related
arteries. This benefit was consistent across all prespecified subgroups including patients’ age and
gender, infarct location, and type of fibrinolytic or heparin used.

The 2x2 factorial design COMMIT trial included 45,852 patients presenting within 24 hours of the
onset of the symptoms of suspected MI with supporting ECG abnormalities (i.e. ST elevation, ST
depression or left bundle-branch block). Patients received clopidogrel (75 mg/day, n=22,961) or
placebo (n=22,891), in combination with ASA (162 mg/day), for 28 days or until hospital discharge.
The co-primary endpoints were death from any cause and the first occurrence of re-infarction, stroke
or death. The population included 27.8% women, 58.4% patients > 60 years (26% > 70 years) and
54.5% patients who received fibrinolytics.

Clopidogrel significantly reduced the relative risk of death from any cause by 7% (p=0.029), and the
relative risk of the combination of re-infarction, stroke or death by 9% (p=0.002), representing an
absolute reduction of 0.5% and 0.9%, respectively. This benefit was consistent across age, gender and
with or without fibrinolytics, and was observed as early as 24 hours.

Atrial fibrillation

The ACTIVE-W and ACTIVE-A studies, separate trials in the ACTIVE program, included patients
with atrial fibrillation (AF) who had at least one risk factor for vascular events. Based on enrollment
criteria, physicians enrolled patients in ACTIVE-W if they were candidates for vitamin K antagonist
(VKA) therapy (such as warfarin). The ACTIVE-A study included patients who could not receive
VKA therapy because they were unable or unwilling to receive the treatment.

The ACTIVE-W study demonstrated that anticoagulant treatment with vitamin K antagonists was
more effective than with clopidogrel and ASA.
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The ACTIVE-A study (N=7,554) was a multicenter, randomized, double-blind, placebo-controlled
study which compared clopidogrel 75 mg/day + ASA (N=3,772) to placebo + ASA (N=3,782). The
recommended dose for ASA was 75 to 100 mg/day. Patients were treated for up to 5 years.

Patients randomized in the ACTIVE program were those presenting with documented AF, i.e., either
permanent AF or at least 2 episodes of intermittent AF in the past 6 months, and had at least one of the
following risk factors: age >75 years or age 55 to 74 years and either diabetes mellitus requiring drug
therapy, or documented previous MI or documented coronary artery disease; treated for systemic
hypertension; prior stroke, transient ischaemic attack (TIA), or non-CNS systemic embolus; left
ventricular dysfunction with left ventricular ejection fraction <45%; or documented peripheral
vascular disease. The mean CHADS; score was 2.0 (range 0-6).

The major exclusion criteria for patients were documented peptic ulcer disease within the previous
6 months; prior intracerebral hemorrhage; significant thrombocytopenia (platelet count < 50 x 10°/1);
requirement for clopidogrel or oral anticoagulants (OAC); or intolerance to any of the two compounds.

Seventy-three percent (73%) of patients enrolled into the ACTIVE-A study were unable to take VKA
due to physician assessment, inability to comply with INR (international normalised ratio) monitoring,
predisposition to falling or head trauma, or specific risk of bleeding; for 26% of the patients, the
physician’s decision was based on the patient’s unwillingness to take VKA.

The patient population included 41.8 % women. The mean age was 71 years, 41.6% of patients were
>75 years. A total of 23.0% of patients received anti-arrhythmics, 52.1% beta-blockers, 54.6% ACE
inhibitors, and 25.4% statins.

The number of patients who reached the primary endpoint (time to first occurrence of stroke, Ml,
non-CNS systemic embolism or vascular death) was 832 (22.1%) in the group treated with clopidogrel
+ ASA and 924 (24.4%) in the placebo + ASA group (relative risk reduction of 11.1%; 95% CI of
2.4% to 19.1%; p=0.013), primarily due to a large reduction in the incidence of strokes. Strokes
occurred in 296 (7.8%) patients receiving clopidogrel + ASA and 408 (10.8%) patients receiving
placebo + ASA (relative risk reduction, 28.4%; 95% CI, 16.8% to 38.3%; p=0.00001).

Paediatric population

In a dose escalation study of 86 neonates or infants up to 24 months of age at risk for thrombosis
(PICOLO), clopidogrel was evaluated at consecutive doses of 0.01, 0.1 and 0.2 mg/kg in neonates and
infants and 0.15 mg/kg only in neonates. The dose of 0.2 mg/kg achieved the mean percent inhibition
of 49.3% (5 uM ADP-induced platelet aggregation) which was comparable to that of adults taking
Plavix 75 mg/day.

In a randomised, double-blind, parallel-group study (CLARINET), 906 paediatric patients (neonates
and infants) with cyanotic congenital heart disease palliated with a systemic-to-pulmonary arterial
shunt were randomised to receive clopidogrel 0.2 mg/kg (n=467) or placebo (n=439) along with
concomitant background therapy up to the time of second stage surgery. The mean time between shunt
palliation and first administration of study medicinal product was 20 days. Approximately 88% of
patients received concomitant ASA (range of 1 to 23 mg/kg/day). There was no significant difference
between groups in the primary composite endpoint of death, shunt thrombosis or cardiac-related
intervention prior to 120 days of age following an event considered of thrombotic nature (89 [19.1%)]
for the clopidogrel group and 90 [20.5%] for the placebo group) (see section 4.2). Bleeding was the
most frequently reported adverse reaction in both clopidogrel and placebo groups; however, there was
no significant difference in the bleeding rate between groups. In the long-term safety follow-up of this
study, 26 patients with the shunt still in place at one year of age received clopidogrel up to 18 months
of age. No new safety concerns were noted during this long-term follow-up.

The CLARINET and the PICOLO trials were conducted using a constituted solution of clopidogrel. In
a relative bioavailability study in adults, the constituted solution of clopidogrel showed a similar extent
and slightly higher rate of absorption of the main circulating (inactive) metabolite compared to the
authorised tablet.
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5.2 Pharmacokinetic properties

Absorption

After single and repeated oral doses of 75 mg per day, clopidogrel is rapidly absorbed. Mean peak
plasma levels of unchanged clopidogrel (approximately 2.2-2.5 ng/ml after a single 75 mg oral dose)
occurred approximately 45 minutes after dosing. Absorption is at least 50%, based on urinary excretion
of clopidogrel metabolites.

Distribution

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

Metabolism

Clopidogrel is extensively metabolised by the liver. In vitro and in vivo, clopidogrel is metabolised
according to two main metabolic pathways: one mediated by esterases and leading to hydrolysis into
its inactive carboxylic acid derivative (85% of circulating metabolites), and one mediated by multiple
cytochromes P450. Clopidogrel is first metabolised to a 2-oxo-clopidogrel intermediate metabolite.
Subsequent metabolism of the 2-oxo-clopidogrel intermediate metabolite results in formation of the
active metabolite, a thiol derivative of clopidogrel. In vitro, this metabolic pathway is mediated by
CYP3A4, CYP2C19, CYP1A2 and CYP2B6. The active thiol metabolite which has been isolated

in vitro, binds rapidly and irreversibly to platelet receptors, thus inhibiting platelet aggregation.

The Crax Of the active metabolite is twice as high following a single 300-mg clopidogrel loading dose
as it is after four days of 75-mg maintenance dose. Cax 0ccurs approximately 30 to 60 minutes after
dosing.

Elimination

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. After a single oral
dose of 75 mg, clopidogrel has a half-life of approximately 6 hours. The elimination half-life of the
main circulating (inactive) metabolite was 8 hours after single and repeated administration.

Pharmacogenetics

CYP2C19 is involved in the formation of both the active metabolite and the 2-oxo-clopidogrel
intermediate metabolite. Clopidogrel active metabolite pharmacokinetics and antiplatelet effects, as
measured by ex vivo platelet aggregation assays, differ according to CYP2C19 genotype.

The CYP2C19*1 allele corresponds to fully functional metabolism while the CYP2C19*2 and
CYP2C19*3 alleles are nonfunctional. The CYP2C19*2 and CYP2C19*3 alleles account for the
majority of reduced function alleles in Caucasian (85%) and Asian (99%) poor metabolisers. Other
alleles associated with absent or reduced metabolism are less frequent and include CYP2C19*4, *5,
*6, *7, and *8. A patient with poor metaboliser status will possess two loss-of-function alleles as
defined above. Published frequencies for the poor CYP2C19 metaboliser genotypes are
approximately 2% for Caucasians, 4% for Blacks and 14% for Chinese. Tests are available to
determine a patient’s CYP2C19 genotype.

A crossover study in 40 healthy subjects, 10 each in the four CYP2C19 metaboliser groups (ultrarapid,
extensive, intermediate and poor), evaluated pharmacokinetic and antiplatelet responses using 300 mg
followed by 75 mg/day and 600 mg followed by 150 mg/day, each for a total of 5 days (steady state).
No substantial differences in active metabolite exposure and mean inhibition of platelet aggregation
(IPA) were observed between ultrarapid, extensive and intermediate metabolisers. In poor
metabolisers, active metabolite exposure was decreased by 63-71% compared to extensive
metabolisers. After the 300 mg/75 mg dose regimen, antiplatelet responses were decreased in the poor
metabolisers with mean IPA (5 uM ADP) of 24% (24 hours) and 37% (Day 5) as compared to IPA of
39% (24 hours) and 58% (Day 5) in the extensive metabolisers and 37% (24 hours) and 60% (Day 5)
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in the intermediate metabolisers. When poor metabolisers received the 600 mg/150 mg regimen, active
metabolite exposure was greater than with the 300 mg/75 mg regimen. In addition, IPA was 32%

(24 hours) and 61% (Day 5), which were greater than in the poor metabolisers receiving the

300 mg/75 mg regimen, and were similar to the other CYP2C19 metaboliser groups receiving the

300 mg/75 mg regimen. An appropriate dose regimen for this patient population has not been
established in clinical outcome trials.

Consistent with the above results, in a meta-analysis including 6 studies of 335 clopidogrel-treated
subjects at steady state, it was shown that active metabolite exposure was decreased by 28% for
intermediate metabolisers, and 72% for poor metabolisers while platelet aggregation inhibition (5 uM
ADP) was decreased with differences in IPA of 5.9% and 21.4%, respectively, when compared to
extensive metabolisers.

The influence of CYP2C19 genotype on clinical outcomes in patients treated with clopidogrel has not
been evaluated in prospective, randomised, controlled trials. There have been a number of
retrospective analyses, however, to evaluate this effect in patients treated with clopidogrel for whom
there are genotyping results: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1477), and ACTIVE-A (n=601), as well as a number of published cohort
studies.

In TRITON-TIMI 38 and 3 of the cohort studies (Collet, Sibbing, Giusti) the combined group of
patients with either intermediate or poor metaboliser status had a higher rate of cardiovascular events
(death, myocardial infarction, and stroke) or stent thrombosis compared to extensive metabolisers.

In CHARISMA and one cohort study (Simon), an increased event rate was observed only in poor
metabolisers when compared to extensive metabolisers.

In CURE, CLARITY, ACTIVE-A and one of the cohort studies (Trenk), no increased event rate was
observed based on metaboliser status.

None of these analyses were adequately sized to detect differences in outcome in poor metabolisers.

Special populations

The pharmacokinetics of the active metabolite of clopidogrel is not known in these special populations.

Renal impairment

After repeated doses of 75 mg clopidogrel per day in subjects with severe renal disease (creatinine
clearance from 5 to 15 ml/min), inhibition of ADP-induced platelet aggregation was lower (25%) than
that observed in healthy subjects, however, the prolongation of bleeding time was similar to that seen
in healthy subjects receiving 75 mg of clopidogrel per day. In addition, clinical tolerance was good in
all patients.

Hepatic impairment

After repeated doses of 75 mg clopidogrel per day for 10 days in patients with severe hepatic
impairment, inhibition of ADP-induced platelet aggregation was similar to that observed in healthy
subjects. The mean bleeding time prolongation was also similar in the two groups.

Race

The prevalence of CYP2C19 alleles that result in intermediate and poor CYP2C19 metabolism differs
according to race/ethnicity (see Pharmacogenetics). From literature, limited data in Asian populations
are available to assess the clinical implication of genotyping of this CYP on clinical outcome events.

5.3 Preclinical safety data

During non clinical 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
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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 monohydrate
Triacetin (E1518)
Titanium dioxide (E171)
Red iron oxide (E172)

Polishing agent:
Carnauba wax

6.2 Incompatibilities

Not applicable

6.3  Shelf-life

3 years

6.4  Special precautions for storage

In PVC/PVDC/aluminium blisters, store below 30°C.
In all aluminium blisters, this medicinal product does not require any special storage conditions.
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6.5 Nature and content of container

PVC/PVDC/Aluminium blisters or all aluminium blisters in cardboard cartons containing 7, 14, 28, 30,
84, 90 and 100 film-coated tablets.

PVC/PVDC/Aluminium or all aluminium perforated unit-dose blister packs in cardboard cartons
containing 50x1 film-coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local 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 50x1 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/002b - Cartons of 50x1 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/1/98/069/0044a - Cartons of 100 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/004b - Cartons of 100 film-coated tablets in all aluminium blisters
EU/1/98/069/005a - Cartons of 30 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/005b - Cartons of 30 film-coated tablets in all aluminium blisters
EU/1/98/069/006a - Cartons of 90 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/006b - Cartons of 90 film-coated tablets in all aluminium blisters
EU/1/98/069/007a - Cartons of 14 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/007b - Cartons of 14 film-coated tablets in all aluminium blisters
EU/1/98/069/011a - Cartons of 7 film-coated tablets in PVC/PVDC/Alu blisters
EU/1/98/069/011b - Cartons of 7 film-coated tablets in all aluminium blisters

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 15 July 1998

Date of latest renewal: 15 July 2008

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency: http://www.ema.europa.eu/
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1. NAME OF THE MEDICINAL PRODUCT

Plavix 300 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 300 mg of clopidogrel (as hydrogen sulphate).
Excipients: each film-coated tablet contains 12 mg of lactose and 13.2 mg of hydrogenated castor oil.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, oblong, engraved with «300» on one side and «1332» on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of atherothrombotic events
Clopidogrel is indicated in:

. Adult 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.

o Adult patients suffering from acute coronary syndrome:

- Non-ST segment elevation acute coronary syndrome (unstable angina or non-Q-wave
myocardial infarction), including patients undergoing a stent placement following
percutaneous coronary intervention, in combination with acetylsalicylic acid (ASA).

ST segment elevation acute myocardial infarction, in combination with ASA in medically
treated patients eligible for thrombolytic therapy.

Prevention of atherothrombotic and thromboembolic events in atrial fibrillation

In adult patients with atrial fibrillation who have at least one risk factor for vascular events, are not
suitable for treatment with Vitamin K antagonists (VKA) and who have a low bleeding risk,
clopidogrel is indicated in combination with ASA for the prevention of atherothrombotic and
thromboembolic events, including stroke.

For further information please refer to section 5.1.
4.2 Posology and method of administration

Posology
. Adults and elderly

This 300 mg tablet of clopidogrel is intended for use as a loading dose in patients suffering from
acute coronary syndrome:
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— 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 acetylsalicylic acid (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).

- ST segment elevation acute myocardial infarction: clopidogrel should be given as a
single daily dose of 75 mg initiated with a 300-mg loading dose in combination with
ASA and with or without thrombolytics. For patients over 75 years of age clopidogrel,
should be initiated without a loading dose. Combined therapy should be started as early
as possible after symptoms start and continued for at least four weeks. The benefit of the
combination of clopidogrel with ASA beyond four weeks has not been studied in this
setting (see section 5.1).

In patients with atrial fibrillation, clopidogrel should be given as a single daily dose of 75 mg.
ASA (75-100 mg daily) should be initiated and continued in combination with clopidogrel (see
section 5.1).

If a dose is missed:
- Within less than 12 hours after regular scheduled time: patients should take the dose
immediately and then take the next dose at the regular scheduled time.
- For more than 12 hours: patients should take the next dose at the regular scheduled time
and should not double the dose.

. Paediatric population
Clopidogrel should not be used in children because of efficacy concerns (see section 5.1).

. Renal impairment
Therapeutic experience is limited in patients with renal impairment (see section 4.4).

. Hepatic impairment
Therapeutic experience is limited in patients with moderate hepatic disease who may have
bleeding diatheses (see section 4.4).

Method of administration
For oral use
It may be given with or without food.

4.3 Contraindications

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

4.4  Special warnings and precautions for use

Bleeding and haematological disorders

Due to the risk of bleeding and haematological adverse reactions, 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, heparin,
glycoprotein I1b/111a inhibitors or non-steroidal anti-inflammatory drugs (NSAIDs) including Cox-2
inhibitors. Patients should be followed carefully for any signs of bleeding including occult bleeding,
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especially during the first weeks of treatment and/or after invasive cardiac procedures or surgery. The
concomitant administration of clopidogrel with oral anticoagulants 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 temporarily not desirable,
clopidogrel should be discontinued 7 days prior to surgery. Patients should inform physicians and
dentists that they are taking clopidogrel before any surgery is scheduled and before any new medicinal
product is taken. 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.

Thrombotic Thrombocytopenic Purpura (TTP)

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 haemolytic anaemia associated with either neurological findings, renal dysfunction
or fever. TTP is a potentially fatal condition requiring prompt treatment including plasmapheresis.

Recent ischaemic stroke
In view of the lack of data, clopidogrel cannot be recommended during the first 7 days after acute
ischaemic stroke.

Cytochrome P450 2C19 (CYP2C19)

Pharmacogenetics: In patients who are poor CYP2C19 metabolisers, clopidogrel at recommended
doses forms less of the active metabolite of clopidogrel and has a smaller effect on platelet function.
Tests are available to identify a patient's CYP2C19 genotype.

Since clopidogrel is metabolised to its active metabolite partly by CYP2C19, use of medicinal products
that inhibit the activity of this enzyme would be expected to result in reduced drug levels of the active
metabolite of clopidogrel. The clinical relevance of this interaction is uncertain. As a precaution
concomitant use of strong or moderate CYP2C19 inhibitors should be discouraged (see section 4.5 for
a list of CYP2C19 inhibitors, see also section 5.2).

Renal impairment
Therapeutic experience with clopidogrel is limited in patients with renal impairment. Therefore
clopidogrel should be used with caution in these patients (see section 4.2).

Hepatic impairment
Experience is limited in patients with moderate hepatic disease who may have bleeding diatheses.
Clopidogrel should therefore be used with caution in this population (see section 4.2).

Excipients
Plavix contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

This medicinal product contains hydrogenated castor oil which may cause stomach upset and
diarrhoea.

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: the concomitant administration of clopidogrel with oral anticoagulants is not
recommended since it may increase the intensity of bleedings (see section 4.4). Although the
administration of clopidogrel 75 mg/day did not modify the pharmacokinetics of S-warfarin or
International Normalised Ratio (INR) in patients receiving long-term warfarin therapy,
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coadministration of clopidogrel with warfarin increases the risk of bleeding because of independent
effects on hemostasis.

Glycoprotein IIb/Illa inhibitors: clopidogrel should be used with caution in patients who receive
concomitant glycoprotein I1b/ll1a 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
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, fibrin or non-fibrin specific
thrombolytic agents and heparins was assessed in patients with acute myocardial infarction. The
incidence of clinically significant bleeding was similar to that observed when thrombolytic agents and
heparin are co-administered with ASA (see section 4.8)

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 including Cox-2 inhibitors and
clopidogrel should be co-administered with caution (see section 4.4).

Other concomitant therapy:

Since clopidogrel is metabolised to its active metabolite partly by CYP2C19, use of medicinal products
that inhibit the activity of this enzyme would be expected to result in reduced drug levels of the active
metabolite of clopidogrel. The clinical relevance of this interaction is uncertain. As a precaution
concomitant use of strong or moderate CYP2C19 inhibitors should be discouraged (see sections 4.4
and 5.2).

Medicinal products that inhibit CYP2C19 include omeprazole and esomeprazole, fluvoxamine,
fluoxetine, moclobemide, voriconazole, fluconazole, ticlopidine, ciprofloxacin, cimetidine,
carbamazepine, oxcarbazepine and chloramphenicol.

Proton Pump Inhibitors (PPI):

Omeprazole 80 mg once daily administered either at the same time as clopidogrel or with 12 hours
between the administrations of the two drugs decreased the exposure of the active metabolite by 45%
(loading dose) and 40% (maintenance dose). The decrease was associated with a 39% (loading dose)
and 21% (maintenance dose) reduction of inhibition of platelet aggregation. Esomeprazole is expected
to give a similar interaction with clopidogrel.

Inconsistent data on the clinical implications of this pharmacokinetic (PK)/pharmacodynamic (PD)
interaction in terms of major cardiovascular events have been reported from both observational and
clinical studies. As a precaution, concomitant use of omeprazole or esomeprazole should be
discouraged (see section 4.4).

Less pronounced reductions of metabolite exposure has been observed with pantoprazole or
lansoprazole.
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The plasma concentrations of the active metabolite was 20% reduced (loading dose) and 14% reduced
(maintenance dose) during concomitant treatment with pantoprazole 80 mg once daily. This was
associated with a reduction of the mean inhibition of platelet aggregation by 15% and 11%,
respectively. These results indicate that clopidogrel can be administered with pantoprazole.

There is no evidence that other medicinal products that reduce stomach acid such as H2 blockers
(except cimetidine which is a CYP2C19 inhibitor) or antacids interfere with antiplatelet activity of
clopidogrel.

Other medicinal products: A number of other clinical studies have been conducted with clopidogrel
and other concomitant medicinal products 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 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 the CAPRIE study indicate that phenytoin and tolbutamide which are metabolised by
CYP2C9 can be safely co-administered with clopidogrel.

Apart from the specific medicinal product interaction information described above, interaction studies
with clopidogrel and some medicinal products commonly administered in patients with
atherothrombotic disease have not been performed. However, patients entered into clinical trials with
clopidogrel received a variety of concomitant medicinal products including diuretics, beta blockers,
ACEI, calcium antagonists, cholesterol lowering agents, coronary vasodilators, antidiabetic agents
(including insulin), antiepileptic agents and GPIIb/I11a antagonists without evidence of clinically
significant adverse interactions.

4.6  Fertility, pregnancy and lactation

Pregnancy
As no clinical data on exposure to clopidogrel during pregnancy 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,
embryonal/foetal development, parturition or postnatal development (see section 5.3).

Breastfeeding

It is unknown whether clopidogrel is excreted in human breast milk. Animal studies have shown
excretion of clopidogrel in breast milk. As a precautionary measure, breast-feeding should not be
continued during treatment with Plavix.

Fertility
Clopidogrel was not shown to alter fertility in animal studies.

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

Clopidogrel has been evaluated for safety in more than 44,000 patients who have participated in
clinical studies, including over 12,000 patients treated for 1 year or more. Overall, clopidogrel
75 mg/day was comparable to ASA 325 mg/day in CAPRIE regardless of age, gender and race. The
clinically relevant adverse reactions observed in the CAPRIE, CURE, CLARITY, COMMIT and
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ACTIVE-A studies are discussed below. In addition to clinical studies experience, adverse reactions
have been spontaneously reported.

Bleeding is the most common reaction reported both in clinical studies as well as in post-marketing
experience where it was mostly reported during the first month of treatment.

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 similar for clopidogrel and ASA.

In CURE, there was no excess in major bleeds with clopidogrel plus ASA within 7 days after coronary
bypass graft surgery in patients who stopped therapy more than five days prior to surgery . In patients
who remained on therapy within five days of bypass graft surgery, the event rate was 9.6% for
clopidogrel plus ASA, and 6.3% for placebo plus ASA.

In CLARITY, there was an overall increase in bleeding in the clopidogrel plus ASA group vs. the
placebo plus ASA group .The incidence of major bleeding was similar between groups. This was
consistent across subgroups of patients defined by baseline characteristics, and type of fibrinolytic or
heparin therapy.

In COMMIT, the overall rate of noncerebral major bleeding or cerebral bleeding was low and similar
in both groups.

In ACTIVE-A, the rate of major bleeding was greater in the clopidogrel + ASA group than in the
placebo + ASA group (6.7% versus 4.3%). Major bleeding was mostly of extracranial origin in both
groups (5.3% in the clopidogrel + ASA group; 3.5% in the placebo +ASA group), mainly from the
gastrointestinal tract (3.5% vs. 1.8%). There was an excess of intracranial bleeding in the clopidogrel +
ASA treatment group compared to the placebo + ASA group (1.4% versus 0.8%, respectively). There
was no statistically significant difference in the rates of fatal bleeding (1.1% in the clopidogrel + ASA
group and 0.7% in the placebo +ASA group) and haemorrhagic stroke (0.8% and 0.6%, respectively)
between groups.

Adverse reactions that occurred either during clinical studies or that were spontaneously reported are
presented in the table below. Their frequency is defined using the following conventions: common
(>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare
(<1/10,000). Within each system organ class, adverse reactions are presented in order of decreasing
seriousness.

System Organ Common Uncommon Rare Very rare
Class
Blood and the Thrombocytopenia, | Neutropenia, Thrombotic
lymphatic system leucopenia, including thrombocytopenic
disorders eosinophilia severe purpura (TTP) (see
neutropenia section 4.4), aplastic

anaemia, pancytopenia,
agranulocytosis, severe
thrombocytopenia,
granulocytopenia,

anaemia
Immune system Serum sickness,
disorders anaphylactoid

reactions
Psychiatric Hallucinations,
disorders confusion
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System Organ Common Uncommon Rare Very rare
Class
Nervous system Intracranial Taste disturbances
disorders bleeding (some
cases were
reported with fatal
outcome),
headache,
paraesthesia,
dizziness
Eye disorders Eye bleeding
(conjunctival,
ocular, retinal)
Ear and labyrinth Vertigo
disorders
Vascular disorders | Haematoma Serious haemorrhage,
haemorrhage of
operative wound,
vasculitis, hypotension
Respiratory, Epistaxis Respiratory tract

thoracic and
mediastinal
disorders

bleeding (haemoptysis,
pulmonary
haemorrhage),
bronchospasm,
interstitial pneumonitis

Gastrointestinal
disorders

Gastrointestinal
haemorrhage,
diarrhoea,
abdominal
pain, dyspepsia

Gastric ulcer and
duodenal ulcer,
gastritis, vomiting,
nausea,
constipation,
flatulence

Retroperitoneal
haemorrhage

Gastrointestinal and
retroperitoneal
haemorrhage with fatal
outcome, pancreatitis,
colitis (including
ulcerative or
lymphocytic colitis),
stomatitis

Hepato-biliary

Acute liver failure,

disorders hepatitis, abnormal
liver function test

Skin and Bruising Rash, pruritus, skin Bullous dermatitis

subcutaneous tissue bleeding (purpura) (toxic epidermal

disorders necrolysis, Stevens
Johnson Syndrome,
erythema multiforme),
angioedema, rash
erythematous,
urticaria, eczema,
lichen planus

Musculoskeletal, Musculo-skeletal

connective tissue bleeding

and bone disorders (haemarthrosis),
arthritis, arthralgia,
myalgia

Renal and urinary Haematuria Glomerulonephritis,

disorders blood creatinine
increased

General disorders Bleeding at Fever

and administration
site conditions

puncture site
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System Organ Common Uncommon Rare Very rare
Class

Investigations Bleeding time
prolonged,
neutrophil count
decreased, platelet
count decreased

49 Overdose

Overdose following clopidogrel administration may lead to prolonged bleeding time and subsequent
bleeding complications. Appropriate therapy should be considered if bleedings are observed.

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
Pharmacotherapeutic group: platelet aggregation inhibitors excl. heparin, ATC Code: BOLAC-04.

Clopidogrel is a prodrug, one of whose metabolites is an inhibitor of platelet aggregation. Clopidogrel
must be metabolised by CYP450 enzymes to produce the active metabolite that inhibits platelet
aggregation. The active metabolite of clopidogrel selectively inhibits the binding of adenosine
diphosphate (ADP) to its platelet P2Yy, receptor and the subsequent ADP-mediated activation of the
glycoprotein GPIIb/Illa complex, thereby inhibiting platelet aggregation. Due to the irreversible
binding, platelets exposed are affected for the remainder of their lifespan (approximately 7-10 days)
and recovery of normal platelet function occurs at a rate consistent with platelet turnover. Platelet
aggregation induced by agonists other than ADP is also inhibited by blocking the amplification of
platelet activation by released ADP.

Because the active metabolite is formed by CYP450 enzymes, some of which are polymorphic or
subject to inhibition by other medicinal products, not all patients will have adequate platelet inhibition.

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 have been evaluated in 5 double-blind studies involving over
88,000 patients: the CAPRIE study, a comparison of clopidogrel to ASA, and the CURE, CLARITY,
COMMIT and ACTIVE-A studies comparing clopidogrel to placebo, both medicinal products given in
combination with ASA and other standard therapy.

Recent myocardial infarction (MI), recent stroke or established peripheral arterial disease

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
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risk reduction (RRR) 8.7%, [95% CI: 0.2 to 16.4]; p=0.045), which corresponds, for every

1,000 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 [p=0.258]). 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%; Cl: -22.5 to 11.7 [p=0.639]). 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.

Acute coronary syndrome

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 | 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 GPI1b/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 percutaneous transluminal coronary angioplasty (PTCA) with or without stent
and 10% when they underwent coronary artery bypass graft (CABG)). New cardiovascular events
(primary endpoint) were prevented, with relative risk reductions of 22% (Cl: 8.6, 33.4), 32% (ClI: 12.8,
46.4), 4% (CI: -26.9, 26.7), 6% (CI: -33.5, 34.3) and 14% (ClI: -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 treatment, the benefit
observed in the clopidogrel + ASA group was not further increased, whereas the risk of haemorrhage
persisted (see section 4.4).

The use of clopidogrel in CURE was associated with a decrease in the need of thrombolytic therapy
(RRR = 43.3%; Cl: 24.3%, 57.5%) and GPIIb/llla 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 1,035 (16.5%) in the clopidogrel-treated group and 1,187 (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 in 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. In particular, in a post-hoc analysis in 2,172 patients (17% of the

total CURE population) who underwent stent placement (Stent-CURE), the data showed that
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clopidogrel compared to placebo, demonstrated a significant RRR of 26.2% favouring clopidogrel for
the co-primary endpoint (CV death, M, stroke) and also a significant RRR of 23.9% for the second
co-primary endpoint (CV death, M, stroke or refractory ischaemia). Moreover, the safety profile of
clopidogrel in this subgroup of patients did not raise any particular concern. Thus, the results from this
subset are in line with the overall trial results.

The benefits observed with clopidogrel were independent of other acute and long-term cardiovascular
therapies (such as heparin/LMWH, GPIIb/I1la antagonists, lipid lowering medicinal products, beta
blockers, and ACE-inhibitors). The efficacy of clopidogrel was observed independently of the dose of
ASA (75-325 mg once daily).

In patients with acute ST-segment elevation MI, safety and efficacy of clopidogrel have been
evaluated in 2 randomised, placebo-controlled, double-blind studies, CLARITY and COMMIT.

The CLARITY trial included 3,491 patients presenting within 12 hours of the onset of a ST elevation
MI and planned for thrombolytic therapy. Patients received clopidogrel (300 mg loading dose,
followed by 75 mg/day, n=1,752) or placebo (n=1,739), both in combination with ASA (150 to

325 mg as a loading dose, followed by 75 to 162 mg/day), a fibrinolytic agent and, when appropriate,
heparin. The patients were followed for 30 days. The primary endpoint was the occurrence of the
composite of an occluded infarct-related artery on the predischarge angiogram, or death or recurrent
MI before coronary angiography. For patients who did not undergo angiography, the primary endpoint
was death or recurrent myocardial infarction by Day 8 or by hospital discharge. The patient population
included 19.7% women and 29.2% patients > 65 years. A total of 99.7% of patients received
fibrinolytics (fibrin specific: 68.7%, non-fibrin specific: 31.1%), 89.5% heparin, 78.7% beta blockers,
54.7% ACE inhibitors and 63% statins.

Fifteen percent (15.0%) of patients in the clopidogrel group and 21.7% in the placebo group reached
the primary endpoint, representing an absolute reduction of 6.7% and a 36 % odds reduction in favor
of clopidogrel (95% CI: 24, 47%; p < 0.001), mainly related to a reduction in occluded infarct-related
arteries. This benefit was consistent across all prespecified subgroups including patients’ age and
gender, infarct location, and type of fibrinolytic or heparin used.

The 2x2 factorial design COMMIT trial included 45,852 patients presenting within 24 hours of the
onset of the symptoms of suspected MI with supporting ECG abnormalities (i.e. ST elevation, ST
depression or left bundle-branch block). Patients received clopidogrel (75 mg/day, n=22,961) or
placebo (n=22,891), in combination with ASA (162 mg/day), for 28 days or until hospital discharge.
The co-primary endpoints were death from any cause and the first occurrence of re-infarction, stroke
or death. The population included 27.8% women, 58.4% patients > 60 years (26% > 70 years) and
54.5% patients who received fibrinolytics.

Clopidogrel significantly reduced the relative risk of death from any cause by 7% (p=0.029), and the
relative risk of the combination of re-infarction, stroke or death by 9% (p=0.002), representing an
absolute reduction of 0.5% and 0.9%, respectively. This benefit was consistent across age, gender and
with or without fibrinolytics, and was observed as early as 24 hours.

Atrial fibrillation

The ACTIVE-W and ACTIVE-A studies, separate trials in the ACTIVE program, included patients
with atrial fibrillation (AF) who had at least one risk factor for vascular events. Based on enrollment
criteria, physicians enrolled patients in ACTIVE-W if they were candidates for vitamin K antagonist
(VKA) therapy (such as warfarin). The ACTIVE-A study included patients who could not receive
VKA therapy because they were unable or unwilling to receive the treatment.

The ACTIVE-W study demonstrated that anticoagulant treatment with vitamin K antagonists was
more effective than with clopidogrel and ASA.
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The ACTIVE-A study (N=7,554) was a multicenter, randomized, double-blind, placebo-controlled
study which compared clopidogrel 75 mg/day + ASA (N=3,772) to placebo + ASA (N=3,782). The
recommended dose for ASA was 75 to 100 mg/day. Patients were treated for up to 5 years.

Patients randomized in the ACTIVE program were those presenting with documented AF, i.e., either
permanent AF or at least 2 episodes of intermittent AF in the past 6 months, and had at least one of the
following risk factors: age >75 years or age 55 to 74 years and either diabetes mellitus requiring drug
therapy, or documented previous MI or documented coronary artery disease; treated for systemic
hypertension; prior stroke, transient ischaemic attack (TIA), or non-CNS systemic embolus; left
ventricular dysfunction with left ventricular ejection fraction <45%; or documented peripheral
vascular disease. The mean CHADS; score was 2.0 (range 0-6).

The major exclusion criteria for patients were documented peptic ulcer disease within the previous
6 months; prior intracerebral hemorrhage; significant thrombocytopenia (platelet count < 50 x 10°/1);
requirement for clopidogrel or oral anticoagulants (OAC); or intolerance to any of the two compounds.

Seventy-three percent (73%) of patients enrolled into the ACTIVE-A study were unable to take VKA
due to physician assessment, inability to comply with INR (international normalised ratio) monitoring,
predisposition to falling or head trauma, or specific risk of bleeding; for 26% of the patients, the
physician’s decision was based on the patient’s unwillingness to take VKA.

The patient population included 41.8 % women. The mean age was 71 years, 41.6% of patients were
>75 years. A total of 23.0% of patients received anti-arrhythmics, 52.1% beta-blockers, 54.6% ACE
inhibitors, and 25.4% statins.

The number of patients who reached the primary endpoint (time to first occurrence of stroke, Ml,
non-CNS systemic embolism or vascular death) was 832 (22.1%) in the group treated with clopidogrel
+ ASA and 924 (24.4%) in the placebo + ASA group (relative risk reduction of 11.1%; 95% CI of
2.4% to 19.1%; p=0.013), primarily due to a large reduction in the incidence of strokes. Strokes
occurred in 296 (7.8%) patients receiving clopidogrel + ASA and 408 (10.8%) patients receiving
placebo + ASA (relative risk reduction, 28.4%; 95% CI, 16.8% to 38.3%; p=0.00001).

Paediatric population

In a dose escalation study of 86 neonates or infants up to 24 months of age at risk for thrombosis
(PICOLO), clopidogrel was evaluated at consecutive doses of 0.01, 0.1 and 0.2 mg/kg in neonates and
infants and 0.15 mg/kg only in neonates. The dose of 0.2 mg/kg achieved the mean percent inhibition
of 49.3% (5 uM ADP-induced platelet aggregation) which was comparable to that of adults taking
Plavix 75 mg/day.

In a randomised, double-blind, parallel-group study (CLARINET), 906 paediatric patients (neonates
and infants) with cyanotic congenital heart disease palliated with a systemic-to-pulmonary arterial
shunt were randomised to receive clopidogrel 0.2 mg/kg (n=467) or placebo (n=439) along with
concomitant background therapy up to the time of second stage surgery. The mean time between shunt
palliation and first administration of study medicinal product was 20 days. Approximately 88% of
patients received concomitant ASA (range of 1 to 23 mg/kg/day). There was no significant difference
between groups in the primary composite endpoint of death, shunt thrombosis or cardiac-related
intervention prior to 120 days of age following an event considered of thrombotic nature (89 [19.1%)]
for the clopidogrel group and 90 [20.5%] for the placebo group) (see section 4.2). Bleeding was the
most frequently reported adverse reaction in both clopidogrel and placebo groups; however, there was
no significant difference in the bleeding rate between groups. In the long-term safety follow-up of this
study, 26 patients with the shunt still in place at one year of age received clopidogrel up to 18 months
of age. No new safety concerns were noted during this long-term follow-up.

The CLARINET and the PICOLO trials were conducted using a constituted solution of clopidogrel. In
a relative bioavailability study in adults, the constituted solution of clopidogrel showed a similar extent
and slightly higher rate of absorption of the main circulating (inactive) metabolite compared to the
authorised tablet.
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5.2 Pharmacokinetic properties

Absorption

After single and repeated oral doses of 75 mg per day, clopidogrel is rapidly absorbed. Mean peak
plasma levels of unchanged clopidogrel (approximately 2.2-2.5 ng/ml after a single 75 mg oral dose)
occurred approximately 45 minutes after dosing. Absorption is at least 50%, based on urinary excretion
of clopidogrel metabolites.

Distribution

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

Metabolism

Clopidogrel is extensively metabolised by the liver. In vitro and in vivo, clopidogrel is metabolised
according to two main metabolic pathways: one mediated by esterases and leading to hydrolysis into
its inactive carboxylic acid derivative (85% of circulating metabolites), and one mediated by multiple
cytochromes P450. Clopidogrel is first metabolised to a 2-oxo-clopidogrel intermediate metabolite.
Subsequent metabolism of the 2-oxo-clopidogrel intermediate metabolite results in formation of the
active metabolite, a thiol derivative of clopidogrel. In vitro, this metabolic pathway is mediated by
CYP3A4, CYP2C19, CYP1A2 and CYP2B6. The active thiol metabolite which has been isolated

in vitro, binds rapidly and irreversibly to platelet receptors, thus inhibiting platelet aggregation.

The Cpax Of the active metabolite is twice as high following a single 300-mg clopidogrel loading dose
as it is after four days of 75-mg maintenance dose. Cpax OCcurs approximately 30 to 60 minutes after
dosing.

Elimination

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. After a single oral
dose of 75 mg, clopidogrel has a half-life of approximately 6 hours. The elimination half-life of the
main circulating (inactive) metabolite was 8 hours after single and repeated administration.

Pharmacogenetics

CYP2C19 is involved in the formation of both the active metabolite and the 2-oxo-clopidogrel
intermediate metabolite. Clopidogrel active metabolite pharmacokinetics and antiplatelet effects, as
measured by ex vivo platelet aggregation assays, differ according to CYP2C19 genotype.

The CYP2C19*1 allele corresponds to fully functional metabolism while the CYP2C19*2 and
CYP2C19*3 alleles are nonfunctional. The CYP2C19*2 and CYP2C19*3 alleles account for the
majority of reduced function alleles in Caucasian (85%) and Asian (99%) poor metabolisers. Other
alleles associated with absent or reduced metabolism are less frequent and include CYP2C19*4, *5,
*6, *7, and *8. A patient with poor metaboliser status will possess two loss-of-function alleles as
defined above. Published frequencies for the poor CYP2C19 metaboliser genotypes are approximately
2% for Caucasians, 4% for Blacks and 14% for Chinese. Tests are available to determine a patient’s
CYP2C19 genotype.

A crossover study in 40 healthy subjects, 10 each in the four CYP2C19 metaboliser groups (ultrarapid,
extensive, intermediate and poor), evaluated pharmacokinetic and antiplatelet responses using 300 mg
followed by 75 mg/day and 600 mg followed by 150 mg/day, each for a total of 5 days (steady state).
No substantial differences in active metabolite exposure and mean inhibition of platelet aggregation
(IPA) were observed between ultrarapid, extensive and intermediate metabolisers. In poor
metabolisers, active metabolite exposure was decreased by 63-71% compared to extensive
metabolisers. After the 300 mg/75 mg dose regimen, antiplatelet responses were decreased in the poor
metabolisers with mean IPA (5 uM ADP) of 24% (24 hours) and 37% (Day 5) as compared to IPA of
39% (24 hours) and 58% (Day 5) in the extensive metabolisers and 37% (24 hours) and 60% (Day 5)
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in the intermediate metabolisers. When poor metabolisers received the 600 mg/150 mg regimen, active
metabolite exposure was greater than with the 300 mg/75 mg regimen. In addition, IPA was 32%

(24 hours) and 61% (Day 5), which were greater than in the poor metabolisers receiving the

300 mg/75 mg regimen, and were similar to the other CYP2C19 metaboliser groups receiving the

300 mg/75 mg regimen. An appropriate dose regimen for this patient population has not been
established in clinical outcome trials.

Consistent with the above results, in a meta-analysis including 6 studies of 335 clopidogrel-treated
subjects at steady state, it was shown that active metabolite exposure was decreased by 28% for
intermediate metabolisers, and 72% for poor metabolisers while platelet aggregation inhibition (5 uM
ADP) was decreased with differences in IPA of 5.9% and 21.4%, respectively, when compared to
extensive metabolisers.

The influence of CYP2C19 genotype on clinical outcomes in patients treated with clopidogrel has not
been evaluated in prospective, randomised, controlled trials. There have been a number of
retrospective analyses, however, to evaluate this effect in patients treated with clopidogrel for whom
there are genotyping results: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227),
TRITON-TIMI 38 (n=1477), and ACTIVE-A (n=601), as well as a number of published cohort
studies.

In TRITON-TIMI 38 and 3 of the cohort studies (Collet, Sibbing, Giusti) the combined group of
patients with either intermediate or poor metaboliser status had a higher rate of cardiovascular events
(death, myocardial infarction, and stroke) or stent thrombosis compared to extensive metabolisers.

In CHARISMA and one cohort study (Simon), an increased event rate was observed only in poor
metabolisers when compared to extensive metabolisers.

In CURE, CLARITY, ACTIVE-A and one of the cohort studies (Trenk), no increased event rate was
observed based on metaboliser status.

None of these analyses were adequately sized to detect differences in outcome in poor metabolisers.

Special populations

The pharmacokinetics of the active metabolite of clopidogrel is not known in these special populations.

Renal impairment

After repeated doses of 75 mg clopidogrel per day in subjects with severe renal disease (creatinine
clearance from 5 to 15 ml/min), inhibition of ADP-induced platelet aggregation was lower (25%) than
that observed in healthy subjects, however, the prolongation of bleeding time was similar to that seen
in healthy subjects receiving 75 mg of clopidogrel per day. In addition, clinical tolerance was good in
all patients.

Hepatic impairment

After repeated doses of 75 mg clopidogrel per day for 10 days in patients with severe hepatic
impairment, inhibition of ADP-induced platelet aggregation was similar to that observed in healthy
subjects. The mean bleeding time prolongation was also similar in the two groups.

Race

The prevalence of CYP2C19 alleles that result in intermediate and poor CYP2C19 metabolism differs
according to race/ethnicity (see Pharmacogenetics). From literature, limited data in Asian populations
are available to assess the clinical implication of genotyping of this CYP on clinical outcome events.

5.3 Preclinical safety data

During non clinical 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
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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 monohydrate
Triacetin (E1518)
Titanium dioxide (E171)
Red iron oxide (E172)

Polishing agent:
Carnauba wax

6.2 Incompatibilities

Not applicable

6.3  Shelf-life

3 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and content of container
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Aluminium perforated unit-dose blisters in cardboard cartons containing 4x1, 10x1, 30x1 and 100x1
film-coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Sanofi Pharma Bristol-Myers Squibb SNC
174 Avenue de France

F-75013 Paris

France

8. MARKETING AUTHORISATION NUMBERS

EU/1/98/069/008 - Cartons of 4x1 film-coated tablets in all aluminium perforated unit-dose blisters
EU/1/98/069/009 - Cartons of 30x1 film-coated tablets in all aluminium perforated unit-dose blisters
EU/1/98/069/010 - Cartons of 100x1 film-coated tablets in all aluminium perforated unit-dose blisters
EU/1/98/069/012 - Cartons of 10x1 film-coated tablets in all aluminium perforated unit-dose blisters
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 July 1998

Date of latest renewal: 15 July 2008

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency: http://www.ema.europa.eu/

Version 1.0
31



(A

sanofi aventis

CLOPIDOGREL

75 mg film-coated tablets
300 mg film-coated tablets

COMPANY CORE SAFETY INFORMATION

REFERENCED VERSION

Property of the sanofi-aventis group - strictly confidential Page 1

2~18
Version 1.0



sanofi aventis

Y74 - TRUT 4 AKX eH

TSEYI REE

1.7 ERERm—ER

Total number of pages: 31

Property of the sanofi-aventis group - strictly confidential Page 1



1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERMSE—ER (1)

— A& B9 48 FR 2 0E KT LILEERIE FHOED VIGEEE
AR5E4 7T By 7 AE 25mg 2V BE 100mg
7T ¥ w7 AHE Thng PRF RRE 10%

-k BT T RT 4 AR )T TR T ¢ AR

ABERA 2006 451 H 23 B 200946 H 26 B (§E) . 19894 2 H 23

B GHIkL)
BimE R - -
BEAEA — 1989 4 1 1 (#3591 2 8 100mg)
HEIX 5 L7 AU TR IR L5 AUESEAL (B 100mg, KL 10% 1g
SyEL)
SRR ALTT A AR AL (HIDKE 10% 100g 2
2E00)
BiER S
\ | ) Kl
Cl

KR - S2 ISy ARESng (T4 Nba— | RFADUEE (T4 ba—TF TR,
T4y T8, 18R /e RsL | 1EFTRRTZ vy R 100mg &
b 25mg &) )

TIE T REETEmg (7 4 bha— | 8P UL 10% (22— ¢ > 7
T4y, 1ET ZzovERZLy | kL g THET Y v e Y R 100mg
JL T5mg & A7) “A)

HEER (5 R OMEMAERMERE (DRIEMIELR | O Riifs £ OMIRIRSMEBIC S
ELBRS) BOFEMH | e Seomms b O MHE O
ORBREBNIE AT (PCL) DSEA | Ol BiRpIZER 1k 5 105, B L O
SIS FRIOMB AL LIRS R & OBLIMERER OB

SPETAEGRE (RETEROIE. I | O i R (— BN %6 1
ST) R, ST AL (TTA) \ BAEEE) \Zff:5 M - FERR IR
% e
LEPIE, BRIRLE LA O T H ML % o0 B f BB 4 5
ORI BRI DA - 24 | g
TERR O Bl

Property of the sanofi-aventis group - strictly confidential Page 2



1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RIFERMBE—EX (2)

_EQH"]%% 7 A to Pﬁ‘l/llf Jlbgﬁiﬁ 7‘7 A E:/Qiﬁgﬁiﬁ
THEER TN RIZEEEYT | ORKEBNIEAN (PCT) 33
AEALOXE Sh 2 EMIERBOSE
PCT A58 T & DRz i Do BB~
OFHIIFEETH 5, HENRERIC
X0, REMERS D WIEENR S
A PRAWTNEIR S FL, PCT Z3@H L7
WIGAIZIE, DB ETHEZ D 2
L,
BERUVES ORE M R (O IN IR O P H X OUIRIEIMEER £ 5 1

SEZBRS) BOBRIE OGS
WBH. RAIZIE, ZrE R LML
LC7mg % 1 B 1ERAOKESTS
25, P, (RE, ERICEY /e Y
K7L LTChomg &2 1 A 1[EFRA
®5ET5,

ORI B BIIRIE AT (PCT) 2338
SNBEMEEROLE

WE . AT, BERBRIZZ o
ERZLAELT300 mga 1 H1E
BOEL L, 20k, #MEFEE LTI
H 1A 75 mg #RRAO&FET 5,

OFMNERE BRI I31T 5 ke - 3844
TERL Ol D6

WE. KA, Z7rE R LV E
LT 7mg & 1 B 1ERAKETS,

¥ - R OIEHE b NI R E o i
2k, FHOREDUERIEL LT, B
BN 1 B 200~300mg (B : 2~3 $EF 7~
IR © 2~3g) % 2~3 A1) TA%
IR OEE3 25,

Ol PEEIIRPHZEAE I FE O 155, KB &
ORI 72 & BRI P FEE IR O S (21,
FOREDUERIE L LT, WAL
H 300~600mg ($E : 3~6 BEE 7-1LH
BRI : 3~6g) & 2~3 [ENI T TRZITKE
A543,

O R AN I 45 B 5 L 5 A - 2B oD
BRI, FOOES UIERIEL LT,
WHEARN 1 B 200~300mg (B : 2~3 ¢
F IR 2~3g) & 2~3 [ENZ4IT T
BIBICROEET 5, 728, 1 H 200mg
(BE : 2 BEE 72ITHIKL : 20) DEFEAITIX
LT TX 5,

O 7 W T H itk o I i 2 8406 L2 RE 5
MikEEDOWEICIZ, FIYRED VIERE
B LT, WAL H 300mg (BE:3
BEFE 72 ITHKL ¢ 3g) & 3IEICHIT CARE
IZREOEET 25,

2B, i, ERIC L EEHEET S,

RERUVEEICEET
HERALEDIE

ZENERF OB GITRET D Z ENEEL
VN (EWNE THRBRICS WD TR
GRFCHAESEIR A A BT
6) o

O/ PN ifn 8 s (LS E A FE A

FEZFRS) BOHEEMBIOLE
HilZ#ET 5k 23 H 5D T,

1. #&584% 2 » AL, FAEIE LT1
W2 W DELGTTHZ L,

[ARANC L B ERAEWER % BB 57
O, BELZERESE, EHNR kR
EEETIVNENRH D, [EBE] omEs
]

Property of the sanofi-aventis group - strictly confidential

Page 3



1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMAE—ER (3)

— AR E % R

H0OF R LILEERE

FoOED UIERIE

B MR, FOFEROH 5 BESE
[ZOWTIE, 50mg 1H1EDHEET 5
ZE&, [ M EERS) 0ESR]
O EENARFE Al (PCI) 233 A S
o Bt LR EBOSE

1. TAE Y (81~100mg,/ H) &Of
HAT5Z &,

2. AT v MNEBEBE~ORKIPE G R
135 R RIS AR O IR CE A LT B
THI L,

3. PCI MifTRfflcZ v K2 L /L 75mg
R b4 HEERE SN TWAE
f. a—T 47 F—=X%5 (&5
HHIZ300mg ZHET 52 &) IFMEH
T,

2. FioLaIci, Hillz ks 58
FNNHHDT, 10~14 HEMZ 54 F
T2k, 72720, M/ EEEE DI
TEHD RO b b 856 %R, [ [FER
ER] OHEBM]

[
I

Mgt /R ERE (TTP) | &
FRHIKE. ERCHESEFOEXRLEIE
RANEICRSRIG®ER 2 » AURIZER
L. RTCIZESHIHRESA TS,

[ TEXREIMER] NESE]

1. % 5RE% 2 » AL, I LEE1E
AoOMBERORERIC+HEEL. RE
ELT2E121 [, MREE (AMBRS
BEZEET) . F#EEREETL. LEE
EROEBENZEO SNT=BEIZIX, =1
LICEE5EFERLEL, BUBREETS
L, REIFTEDIZ, EHMICMERES
FU, LEEMERORBISEET S
&
2. REIFT G5, BEDOKRED S MM
INGRGB AR R . BERERED . FFEE
DEBRENFON-BARICIE, BE%EH
L. BECKELCTm®EES L IXRF#
BEREZEREL. EULBLEEITS
&
. AFDBEICHE=-oTIE. HOHMLSD
LEBMERLRET HBENHILE
BEICHRBATEEELIC, FRIZOWT
BEFRBETHL,

Property of the sanofi-aventis group - strictly confidential

Page 4




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMAE—ER (4)

— iR E 4 R

S 0OF R LILEERE

FHOED ViEEE

(D E5RRE 2 » ARITERMICMBRRE
EITOLENHSDT, REIELT2EI
1E., kT D&

QEMERZTRRYT SERNHoONHE
ISIE. ELICEMFIER L. BRICR
S3C2¢&,

4 ZE5RB® 2 » AR, RAIELTI1HE
2BEETERETHE,

(ROBEIZIFTRELBENI L)

1. it L WA BE (R, EE
P, AR i, RES I, v&
i, FETARMNSE) [(MihEBhET5
BEnZH 5, ]

2. BRHN DR A3 5E Ll iURE o0 BEAE E D
b5 HBE

(ROBEICIEEESE LBV L)

L i L TwaEa (Adm. EMiE i
F9E, VHALETEE, JREMM, vEif, f471
RMmEE) [EMARECREZ N TRS
na, ]

2. EEEEDD D BE IFHEENS S
WZELT D RENRH D, ]

3. A ERBAME D B [ARFORIWER & L
T HIMERPRAENHRE SN TNDHDOT, &
DEERERICRDIBENRD D, ]

4. F 7 v vV X D B EREE
DOYERED B 5 B

[(FBHEIC L AmERpAEER R Z 8%
BdH5b, ]

5. F 7 v vy MR I )T LiliiE O REE
B o % RE

(ROBEIZIFERS LEVWCEFRANET
. HICKHELTHIEEICIFEEICHRE
TH5IL)

FFEEDH D BE
(FEENELTIBEZNRH D, ]

FRLEDERE

1.EEHRS (ROBEIZITEEICHRE
T5I)
WOBETIIHMOGRIEREL 725
BENWRHLOTHEIZEEGTDHZ
L, ek, M vERMM A REE (LR
MHZERRIE A PR <) B OFRIE OGS
X, B0mg1 H 1A EE2EBETD
&,

(1) Hif g i K O DFER D 3 5 B
Q) EERFESEDH 5 EE

Q) EERFREEDH HHBE

(4) BIMER R L TV D B

(5) FilimE

) ILEEOBE

1.8EHRE (ROBEICIXEEIZKRST D
&)

() AP oBRE A ROLAENT 28
ENrndH 5, ]

) g 72 H N F DO ZERD & 5 B
[z R s28FZN00"H 5, |

() HFFESE DBEERE O & 5 B [IFIEE %
ZTRBENED D, ]

(4) A I EkE OBEAEE D & % B35 (A 1
HBIEZEZ T RBEANH D, ]
G)EMECRE [HilzE - TB8Ehid
%, ]

B) Fiz TELTCWHERF[<AZERUHA
EICEETAERALDEE>OESR]
(M EmEl BHE~DERS ] OHEER]

Property of the sanofi-aventis group - strictly confidential

Page 5




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RIFEZERMMm—EX (5)

— iR B9 & T Y 0OFE KT LILEERE FHOEDUIEEEE
FHLEOXE 2 BEEREAKRNEER 2. EELREAKRNEER

(1) tiAge P s RIS PR SEBER  (TTP)
METERIERE . EE e R ES O E K2R
ERNERTLZERNHDHOT, &5
A% 2 » HRE. 2 BRI 1 EFRE o
WREEOEREERTHZ L, [ T4
e DESME]

(2) AR R B A kG & U CARK % 3
AT 51ChlzoTiX, v—FT 47 F—
A (B EBIA HIZ 300mg 2595
ZE) ROT A v EDHHICE - T
HifLd U X7 RNEEDRREERH S 2 &
BT sZ L, [ [ERKREE] ©
THZ ]

(3) ARANZ X B I/ MK BRSNS A3 E &
25 X0 PR OLGEITIL, 14 B LT
B EFIET D2 EREE LW, A

B, TR AR 5 2 L3 HSK
VG AIFERZHMLOY 27 BNEED
T ENRPEINTNWDDOTHHITRIEE

HT L, Fio, BEHR BT O mARAE
RFEMFED Y A 7 DE VIR TIE, EY)
RRIEMFIRZHE T D2 L, FHRICAR
F OB LS NERIGEIT0E, FIFTNAL
DI EZHRE L THEHEETLZ &,

[ [ERERRK#E] . [FEEE] oEHBMH]
(4) flL o> H 1. o> A e % B8N & 1 5 34|
HLOMAERICERT D EEHIC, |
ME 29 5 BE ~DOE 5T EICT
(AN Nl B Al i A AN ARV N =
—nETHOZE, [ MEERS) .

3. #HEER DHEEE]

(5) F-F& D fEge it o i v R I i 1, 5 o
ERFIZBWT, TAEU AL
Kf, 7o R7 LVHANZH~RERZH
. OFEBAZR OB UFEI TG ST
LT, AT HIHAEFOEET DS
L,

(6) Hi 1L o> f it Ko OMLIR 2R BIE
BENAWRHDZ Lon, HILERZ 3E
BPEREEE 2 BNDBEAICIE, F

Ik - BEEEEZETL L, £/, Hil
VAN WY 1 SR N - T oY AW ek Ao E
5 2 M BRI E 5 O Ol 72 WAy & St
Lz e, [ TABMHER) oHESE]

(D) AFZHE-ITBRSHBT 55812
VL A SRR T SR B

(TTP) | MERERrEkAE, EEe/FREES
DOFEKRZBEVERN EICHREBIEE 2 » A
PINIZHLDONE Z ERHEDT, KH|
DEMELREMETFICEEL. KH
DEFENEY LHIBHINIEEIZKREST
HT E,

2) It FEBFE ~DOE G\ H 7= - T,
LoD i/ MR EESE A I 3 5 FEAI % & DFH
HEERICEET 2 L EbiT, miELFf
Bt D BES~OEGITEREIITV, &5
FixtakmEoay ha—La {75 2
Lo [ MEERE) . HHEER) oI
S ]

Property of the sanofi-aventis group - strictly confidential

Page 6




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERMAE—EX (6)

— A& B9 48 FR Y 0E RTLUIILERERE FHoOED VIEEEE
FALDIE (NHBRFICITER L0 bHI L3252 | 3. 8EER
LEMBEH L, BEA2BmNED SNGEIC N R -
BERCGEST S L5 Eaar oy, £ | Doae BIRICEETSS L)
7o, BT (RN 223 DB, AAlE
IRALCWE BREMCHSTEZ D L) EBE s 4, Fifh R AR B -
WEEERT &, [ [EDEE] oESH] CHEERE | ERET
SNy — | ZRHOHE | KRN
3. TEfER IS HoER%Z | b D3
AHNE, T CYP3A4, CYP1AZ, CYP2C19 KUY || {k, w2 = | Fo FFIE
CYP2B6 |2 & 0 {EHERFHBIC KB S D, FE7 40 | ERnBD, | ToOREH
= — sy - v, FHP= ZIHE L
GrREE (f#}ﬂ(_,z,;ji &) _ S <.
S 4 A BAAER oy - W
FARE | Cwmrr | pwmET gl
AT AR | RAEOHF | AANTI MR LEZL
MY | Aic kv, | BEEMEIER ncn
(F7mxt | HILENS | 2HTDH %,
) OHMDY | O, CWoE [ 2= | 7x=r1 | A#IN7
ranfce [AEOATD || o VHERER | 2= ko
OHEND | &R i GEBER | oM
e BRI %) Nbb | #EE L
HFAHATE bhoBr | Fx¢s
Do nnHs, | LoE
Bd D,
PUEE[EI3E HUMAE 23 | A AR
INT | T A | A
PRV LB D, T5LE
PukEESE (v | i L7z ARFNTMAR || i iR 25N T
N7y U | R g | BEEMEIER || mmivem 2 W5,
~RY WETLE | 28T 57 H4 7% A
%) | MR | Ehdd W, ZnbHik 72
BEERIEIEN | 2, OGP | OIS Iz
AATLHEA | IFHmE | L HmAER || s
(F2EY | ORWERIC | T28B2hn VASE S
%) . MmRE | EETLHZ | HD, —F. 7
A (Tax | b, NTFTZ
F—¥. 7T — P
777t T RAE | v aAE | AR
) DR U otEl | 7 AR
I T D | Vo
YRS | RFIOIER | CYP2C19 % ZERD R A
(CYP2C19) BT D | FEFHZ LI % SN
FHETLHE | BEARD | L. KA 2L D
palll % TR O HR B
FATTY . R EE DM %,
—/b T4 5,
Property of the sanofi-aventis group - strictly confidential Page 7



1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RIFEZERMMm—ERX (7)

_EQH"]%% 7 O to F")"L/)l/ Jlbﬁgiﬁ 7’7 A E:/Diﬁﬁgiﬁ
FRLOEE 4 EIERA 4 Bl{ER
EMERRLEKEOME EMERERTIKEOME

OB LTT A Y U AER LA
WA

(= PR B PR 5B 2, 268 5l s S 7= Fl
EA (ERRMAERE 2 51e) X
29.1% (660 f5) <, EAERIE.
THM 2. 0% (46 B1) ZEo> HfnfE T
bolo, E/RERRBRAERE I
ALT(GPT) k& 5.1% (115 %) .

y - GIP L5 4.6% (104 f5) .
AST(GOT) L5 4. 1% (93 f5) 25Tk
fefEE. AT e rEd 1.9% (44
F) . BfmEREA 1.7% (396 &
MiEkEEThH o7z,  (ZhAgBEMAR
FF)

Ol L7 A Y 2R LT
e Aoy

[ PR BERPRERBR 1, 243 il s S 7= El
EH (BRIRMRAMEE T 2 5) 1
35.6% (443 f5]) T, EAERIE. K
THM 5. 7% (71 61)) o i@ C
boT-, ERERBRAEMRER I

ALT (GPT) E&- 7.9% (98 #i) .
AST(GOT) I-5-5.6% (69 f31) . v - GTP
EH5.1% (64 ) EDFFHEREREE
HHERIA 0.9% (11 61) 45 o> ifn ik
EThoT,  (HREEINKEE)

WESMZ BN TIL, 17,500 BiILL Eoo g %
’G L U CTHEORERRBRD £t S
7o ERBIEA (BE1%LLE) 1T, %
BE, SO imgn, WhrR, 18
. THIEOHILERESE Cho T,

(1) EXLRIMEA

1) Hin GEEAHMmM. BEHmMEOH
Jiith)

(N mMEQEENHM, FEETMmE
(WFht 1% %]

A 2 O BEZE N il (FIIASELR - 8E
. D - R, EERREE. AR
&) . MR TIESERS Shihd Z &N
boD, TOLXDRGEIZITEEEFIL
L., @ERMEZITY 2L,

[ttfn GEEREIEV) | Fim. BiH
. BELD (WFhd1%RE . BE
HimAE (0. 1%k %]

i, P, HHm, IREHm, BRI

HGRATOFAA 1, 120 FlrP#E S = BIE
HIZ13.7% (153 f5) <, EZRHWEMIX
BARE 1.5% (17 1) | B AP
1.5% (17 ) o basiitk, KT
M 1.1% (12 #F) o if#Hm <& -
7o

TRFBZICIBT HEARERA (6 4/H)
6, 813 iR S L 7ZFIVEA I 6. 8%
(461 f5) <, EARIMER F S
0.4% (304F) . K FHiM 0.4% (27
1) o mifEr, BECRHE 0.3% (22
) . BB 0.3% (221F) | IER
0.3% (22 1F) S OHLIHEIR, ALT
(GPT) EH-0.4% (2814) . AST
(GOT) E5-0.3% (231F) HONFHne
EETH-oT-, £7-. MERERKEA I
0.1% (9fF) . #HIX0.1% (41F) T
o7,

MEXLEMER GEERHY)

1) Mg/ RiE D EEBER (TTP)
(GEB : /D . AR IER 0 HER
RO DERMMER M, BEET 2k - A
IR, FEEN, B HREREE)
TIPAHLONAZ ERnb D (Fricks
BAME#E 2 5 HUR) OT, 8L 451
1TV, TTP OFIHFER TH 2 B2, &
BRARE, SRS o H ek, Bk
OFE « MRERENS HBL L2355
X, EEBICEEERIEL, mikRE
(AR IMmER, AR ER O FE % & Te)
ZEHE L, MBI U IS HAE O3 1)
RAVERITO Z L,

2) |IARERE (FIHAEIR - REL. WHDH
N SN )
EIRIERIEN D Db D Z b5 (B
W EBLAR 2 5 ALIN) O T, s
F3ATO . WIHTER DB b 5E
Wi, e bicEGE IR L, iR
(MEREES) L Ol e L& 217 5
&,

3) EELRFEE GUEAFZL. S -
HRFEEND LN ENH D)
(IR« D - MR, AR, &
B, T O FERE, RERIEEYL, RO
Y 1BIRE)

Property of the sanofi-aventis group - strictly confidential

Page 8




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMAE—EX (8)

— iR B9 & T Y 0OFE KT LILEERE FHOEDUIEEEE
FERALOEE i, REERILAE (0. 1%AKm) . #RIEHE LU AST (GOT) , ALT (GPT) , B VUL

i EERBIEY) 3k bbhd L
WD, ZOLSRERICIkGEZ Ik
L. WYL EZ{TH Z L,

2) B t+ZiemES GEEFHEEY)
iS5 g - BRSNS b bh
HZERNHDHOT, BIEE IV,
HENRBO N GA TG 2 ikd
LY, WURMEEITY Z L,

3) FFHEEREE. &R

ALT (GPT) E&-. v - GTP L4, AST(GOT)
5 OEE, SR A (EE AR

D)y | & EEARRTY) LR35 Lbh
HZERNHDHOT, BIEETIITITV,
HENBEO b AT, &5 E2P I
L, YEIZS UG 22 0@ 51T 5 2 &y

4) migtEf/MREADELBR (TTP)
(BEEFBHED )

TIP NHEDLND I ENHDHDT, HE
T A3ATV, TTP OWHEIR TH 55
B, BRHAE, SRS HER, B
kb A O KB - AR, I/ MR
D ERRMLER O LA TR D R
i, FEEL, BERRERESE SR L2 GA
WiX, EHIC#EGEFRIE L, Mgk
(AR IMER, AR ER O FE % & Te)
Z N L, BRI G UM A HAAE o i )
VB EITO Z &,

5) FIEMEMZ (0. 19%KiH)
BN HEbND ZLRdH DD
T, Mt X ES 21T R EBIEL T
ITATV, BEDFRD b HE T,
BehaPIk L, WORMEEZTTD 2 &,

6) M/NRiEAD. E\EMEKE. BETRY
BMFSTNMmMBREDE GEERBREY)
/R, ERERIERE, AR B
1 % &M BRI EN S bbb Z &
N DT, BEEZ STV, BERN
RO BENIEEAICITEES 2 PR L, @Y
RIVEEITH 2k,

By, oL ATFa—Lo LR RS R
WRERENHLDLNDZ ENH D (FFIZ
BeHBR% 2 » ALN) o T, BlEgE 1+
IPTATV, BENRD SN GA I
HAaRpIE L, HFEERELEmL, M3
WO Uil B 72 L 2175 2 &

4) TROEBRREWEARN S b d Z &
N DHDOT, BEEHSITTH, BERN
RO LNTEAICIEREE I L, #EY)
TALEEITO 2 &

O BEFREMHAMNE SO N MEBREE
@ FRIFBRE

@ /MR E

@ Hm (KEMEFOESREMm ()
SR - BRUM. ERkMETE. ARREYE) | JH
tEHMEDEE 4 HMm)

® hEUREEFRE (Lyel | FEIREE) |
RIEFLIERRfEIXEE (Stevens—Johnson fiE
1=8) | fAIRAE. ZRBHMEIH

® HILHES

@ 2HBEFE

® FIE M2

© SLE #RAEIR (3EA. BAEIE. MIERfE.
MaKErE . A BESE)

Property of the sanofi-aventis group - strictly confidential

Page 9




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMAE—ER (9)

— BRI TR JO0ERSLIL i ER IS Fo0 E:/Diﬁﬁﬁiﬁ
FREDEE ) hEUREIFEEMAELE (Toxic

Epidermal Necrolysis:TEN) . RIEHEIE
ERfEIEEE (Stevens - Johnson SEIEEE) .
ZHRBHMEAB GEEFRHEY)

HHER SR R AE RS . R R RIS AE 7
B, ZIEBHMEARRS Lbis Z &)
H5HDOT, BEE STV, BENR
O oNTHEEITFEHRG AL, @R
WEZITH Z &,

8) MEIEEARE CEEARHEY)
e, Wi, CK (CPK) b5, i
EORBPIA ey FHAKRME TS
B RMES S S, Zhicfk- T
AEBARAEFOERERBEEND b
LIEMBHDHOT, ZOLIRIGAEITIT
EbHicEEa2PIE L, EUR0AEZITH
Z k.

D 9 H 2 WIZENTREZICBWT
RO HNTRIEH O - DEEEARH,

(2) ToHDEIERA

TROBWERANS bbb Z ENHDHD
T, BEIRO NS AICIT MBI
U5 ikd 5 72 Sl /e L@ 217 5
e,

(2) zoMoEI1EMA

THOBWERANRSG b ENHDHD
T, EENERD SNIZHEITIISLIIT )N
U5 2 W IET 5 e P A AL E 21T 5
zL,

Property of the sanofi-aventis group - strictly confidential

Page 10




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EZK (10)

— BRI TR Y 0F KT LUIILVEEEE FHOED UIEEE
FRLEDEE
B YA D EIE RIVE RSB AR EE
EINORIERFEBIAIE | o KGRI £ TR & O
Fshaes =5 S R
(hREBINAGERE £ C Sy HEORER]
DT i 0. I~5%F
DR R : i N0 1% | R
0. 1’\“500 N oy i
%/x 0. 1%l | ABI=Y oo | IERED. RN,
R, @ | AR, | I el B
N T I [T T )
OF) . S |, e FT o E
fiL, AAUE L S5 BEE | ok s
B Rm, |[FmEm et ‘
E‘;Eﬂjiﬁ% gﬂﬁ é BB AST (GOT) | LDH k5,
EREH |, R e S
i, LB [, 4 ARG pein
L, ~E 2 T | ek M v
CUE, # % Ta
MERED, ~ R
Wb i,:i BUN |-
Efiikz %R 5
B ERI
TR S " L. WGIL. | CIPIZE. N |G
AP F5. | Em. A RIER | agorsE, B . R
B o k5. |, Angess il H 5
EEYYULE Y FHE HFEV, FIE
b5 ZOth Sk, DAL
LA | Eas. | %k (B . EEE
RIEE | mmk. |WoRER. [MAB%. Y i

am%k, g 0. BT |7 Bk K B _
¥ ﬁfi‘ . il 28) | ek ) BEREICBDNTRO LA TWEARIWEROT-D4E
i, RN (hR) 2. FEAR,

PR, fERL, £ | EPIMEAR
B WEM | MHERR S WAE

%, R

i, B

1.
 [FERBLE B,
RERR |5 K TR, i

(CPK) RS I
.o Bavz|q 77
Tu—/)E  [—FEH,
H. MEBEK[C1 TR,
T, K EH, |Na bFH. Na
TINT AR TR
‘l:‘

Property of the sanofi-aventis group - strictly confidential Page 11




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERMMm—ERX (11)

_EQH"]%% 7 m} to F")"L/)l/ )Ibﬁgiﬁ 7‘7 m] E:/Qiﬁgﬁiﬁ
ALOEE
i = A DRI

[N ORIVE A FE S

e e B
P (iR
" B ORE R
~FO
IR o vk | e
] Fib. % 0P | JORBEIE |77 £ T %
BBIE | s, 3 |k R |2 —REES.
FRS. STHE |BiRAE BEIR 1R
5. M
W, G
”
B, 8 | BT,
BIH il T
. RFem. R
R e, MRS
W, W
BT, 18
N
gk
%, WRAER
#
, . ml | LOuL.
B o |EkEE
HIER =Rl
FiEm
B) | ik
Wi, RIR
S, ke
G, HHELE
. (Rl
JE. Thn
Ao, IRA
Pz R 3
. R,
SHNEH)
. EiR. B 0B B
(L PSS R,
. WA
EF. HIR
BUN b5, i |AMEEARE | SRERIKGE
BE  (poora= |
VR, RE R R
EHO. |
PR, SRV R
B RRER
. BN

Property of the sanofi-aventis group - strictly confidential Page 12




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMMm—ERX (12)

—REA T

S 0OF R LILEERRE

FoOED UIERIE

S OREINE
IEBUIE
(it
A O

£

EINOREIERZS B
(IREBAGER £ T
FEDORER)

0 15%R N o, ropteis | 2 myeo

it
Hf H@/k

R
Hmk

EC0. @ | 2R | B, B
T Ot Eﬁd% %ﬁ S, WE | Hi
\\\\ wER | A%k, B
wm PELEE
SRR | . #

T¢F£En
K. H
LGN
HRALAE
Ik, CRP
i=E2

1 2) st

5 EEE~NDIRS

A TR mAgRE, BERE. FERESE 0%
FRHSRERME T LTWA Z &%, E-/kHE
DOIRMERA B Y . HILFEORIERR & 5
bheT Vo T, BaEREEEEL, BED
ReEZBE L2086, HEICEGTHI L,

6. 147, EiE. RILBEEFE~DES

(1) AR SO TIEE LTV D ATREMED & D87 A
= %%L@ﬁﬁ%ﬁﬁ@&%k@ék%%
SNDHEEICORRETHZ L, HRP O
5z %iéfériﬁibfwﬁm ]

) B DI NI ARKIE 5 H 3zl 28
IHHZ L, [BWER (5> ) THLHFIC

BATT D Z et asnTnsg, |

7. NRE~ADEKRE
NS T 9 B2 M HENL LTV RV, [
JARRBRS 22, ]

BT HITZEIWER D 7= IR,

5 BE~NDERE

EEE TS MR RE, REERENMET
LTWbZ ENELL, EREEN DA
VAR B D DT, LENSERS
W27 PREOREZBEL NS
HEICRST D&, [FlE CIImE
KIERIESEDORIEANEZ Vo0 E D
WENDHD, ]

6. 1EIR. EiR. RILBE~OES
(G E 721 ER L TV D ATREE D &
DI MNITBRE L EREEL
W, UTHEEW (7o b)) Tk B ER
TRHYRICH MR AR E ST b, ]
@) Lok A iﬁﬂ&%$i&%
EWTIEHZ L, [BWER (T
) THAHFITBIT T Z EnmiEs
nTnd, ]

INRFEADEKRE
J%%LﬁTéfé@mﬁﬁbfwﬁ
Wy,

8. BRALMIEE
(D) IRHKs - fRZAI DRI &7 - TiE
HONZHATTLOERS®EDL Z
Lo [RAOHICETe & BITEERNES
DB, ]
(2) FEHIAZ AT - PTP ALEE D 3K KT PTP
U= FBEYH L CHIRAT S L 5 4R
M4 5L, [PTP o — hOBEAKIC L
DL R R N AR TE R~ L
WAL 2 L CHElRink %o E
BRAEIHEEZIRT 2 e nHEIN
T3, ]

Property of the sanofi-aventis group - strictly confidential

Page 13




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EZK (13)

— BRI TR S 0OF R LILEERRE FHOED
8. B=kE

ARFN OB ER 512 X 0 EEE R O IEE &K O
MAELBBENRH D, HINFED L
Yt MURAEEZIRD 2 b, Teks, RRRD
REEFANTI BN TRV D T, BAHEN
MBS R MR I 2 B E T D 2 &

9. @R LDEFE

FEFNZZAHEE - PTP A EE D FEANE PTP o — R
ORVHLTCIRAHT L8552 (PTP
— R ORRIT I D FEOELA LSRRG
~FIAL, B E2B 2 L CHEBRIM K%
DEBEREIHEZIR T Z LB WEShT
Ww5) ,

10. ZDHDEE
() S CEME SN BERER A SR L L
PREEHFBRIC IV T, AK 300mg & HI[EI % 5-
% 24 FE[ D 5 M ADP Ak ifiL /N BEEE (k9
PN (i MREEEIIHIE © %) 1%,
CYP2019 O E#HEIZ S U T, Ultrarapid
metabolizer (UM) Bf. Extensive
metabolizer (EM) #£. Intermediate
metabolizer (IM) #£. Poor metabolizer
(PM) BEDIJEIZ, 40+21, 39428, 37+21,
24%26 TH Y, ZDk 4 BTz > TRA
75mg,/ A % &5 L 7= o i/ MR EEE I =
(%) 1%, TNZh 5613, 58+19,
6018, 3723 &, PMBEIZIHBWTAHKID /)
WEEEMHIERME T Lz, [ [EHEhEE
DIAS ]
(2) MBS T BT B IR B W TR B IR B IR A4 T % T
ELIZEBEEZNR L UERERR L OEE D
BEMZEIZB T, CYP2CI9 D PM % L < 1% IM
TlE, CYP2C19 @ EM & fhillg L€, AHKIH L%
DL FRA R NRESROBIMAHE S
Tn5,

BRAXEDERER | — 2009 ££ 9 AekET (55 14 AR
g = — PIBCE S

4y

\I
B

i3

Property of the sanofi-aventis group - strictly confidential Page 14



1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMMm—ERX (14)

— i Ak i 1) FRAEYY, SEFAFXYTFILSIZIOLTI/TET
A9 2 3 TAEY > — k. Fﬂ;?’;*°/ﬁj_\/ 7
HR5E 4 NA T A HE 100mg N7 7 U CELGEE A8
St 4 NA VRS AL BEIETETE © T4 A S

G TE « = — A R Stt

ABEEAR 2000 4£ 9 A 22 H 2009 4 6 H 26 H

BiMEEAR — _

BEEHER — —

RHEX 5 — —

EiER

i
Pl (BHERERLE, FEERD
i)

D REZE
R PR i R (— R it

(TIA) | JNfEZE)
@JEEN IR/ A /ATl (CABG) & % W MT#E
Bt E BT R (PTCA) ifT# 123
T B ke - FEERTE RO
@)IliEF  (NFRIC L 20 ME%EEZ
i)

KR - &= BE100mg (74— 1oE 18ETHR | 8lmg$E (g 18T 7 AU 2 8lng,
TAEY L 100mg EH) EATNIF%—F33mg (P Rexo7
NI=TAT I T78T—b lng RO
e~ 7 %7 5 22mg) GH)
EEX TZHE @ FELERICE T D ke - FERTERLOI @ FEUR RIS A ks « TR AR DI

Bl (@ PEZ2E P OIE, R ESRIME)
Wi

R AR 8 P (— @M TR
(TIA) . finfsigg)

@ EEIR/ A /SAHT (CABG) & B\ TR
E EBARIZ AT (PTCA) MifTHIZI81T 5

Mk - FERRTERL O H]

@)11IEsF IR & 2 Do 8 4 BAE %
ir)

b

Property of the sanofi-aventis group - strictly confidential

Page 15




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EZK (15)

— gl TZEU‘/ FAEYY, SEROFXFOFILZIZHOLTI/ 7ET—
ey Ah b BB ROYL
AEREUVAE @ E (BPEZERIME., REZERL @k E (BPEZERIE., REZERL

fE) o DFEZE, MmN EEE (8
MEREE MAEAE (TIA) | REZE) 12k1T 5
M4z - FERRFEROME], FEIR S A /X2 fff
(CABG) & D\ TR R A48 T BhIRIE je it
(PTCA) MifTH#IZH1T D Ifte - RO
PR ER T 256

W, RATIZT A Y & LT 100mg %
1A 1ERO#%EST 5,

B, JERICE D 1A 300mg £ THETE
Do

@ )IlIE57 ORI & 200 M8 % 8T 2 5
) AT 256

AMfAERMME, TRV LT

A{EE 1 kg H7- 0 30~50mg & 3 B4y
RO BT 5, REVE OEEIN OB
P, 7ABEU & LT 1 HIEE 1 ke
H720 3~bmg & 1 [ARRAOEET D,

k. JERICE U CHEEHERGT 5,

fE) o DFEZE, MmN EEE (8
MERMEE M AE (TIA) | REZE) 12381T i
¥ - R OS], FEEIR S A ST
(CABG) & D\ TR R A T BhIRIE je i
(PTCA) MEfTH#IZH1T D iffe - RO
PR ER T 254

WH. A 18 (A& LT
8lmg) # 1EIEL LT, 1 H1EKRAOLKES
D, B JERICEY 1E48 (TR
V& LT 324mg) FTHETE D,

@ )1lIE57 ORI & 200 M8 4 8T 2 5
) AT 25

AVEMIABIIRIZ, 7AEY YL LTL H
KE 1 kg H7- 1 30~50mg & 3 [EIT/HITT
ROEET 5, FEEZORIEL SR
1T, 7TAEU L2 LT1 HIKE 1 kg H72V
3~bmg & 1 FEAORET 5, i, JERIC
& Ul 5,

RERUVAEICEE
THLEALDEE

(1) AL DR REZE 22 & ONC idFE ZE 2k oo
WHIEFIZ BT, FLl/IMRIER 0388 %
BEAITE., PIEERSRHIIAR Z T
ORLTEY, DHRBNTIRATHZ &,

[ TEGPRAAE 1. ERARIRER) OS]
(2) DA FE BT T OV R R e Bh IR 1l
it (PTCA) JfTHE OFENERICIB T
. HHEOHGEZHREGTLZENEEL
AN

(3) JRAI & U TR DOZMIN > X IRE,
WG EZBAT A Z ENEELL,

(4) JER CIERER S » AR, /MR
SERETLHE L TV B DT, RS o [3118 15
B WT, RAIERIER 2~3 » A RS
L. Zo%iE LT 2 — XS ORE MR
THERIIREENRD SN2 WEEITE, R
Hofhzhik+5 2 &, HEIREZERK
L7 JEBITIL, mBhRE OB R S
LRI E RS 2T D ENEEL
AN

5) JEFROERICE W, KARTIE+
4378 i/ SR RE D B 378D b IR WIS
HLH DD, EE. M/MREEEREONIESE
EEETDH L,

@ AR DR G ITET 2 Z ENEE LV,

@ 0 A5 2 e OV B2 A% A8 e Bh IR B AT Lkt
THRGICE L TiL, wIiRG & & LT
BEOBENPBELENTWEZ LICHE
THI L,

@il & U TR DBWIA>EIRE, &
Habltad 2 Z EBEE LV,

@) IIFF9% TIXFIES S » AR, /MR EEEE
FEMTTHE LTV A T, IR o BIE I
BWT, KRAIZFIES 2~3 » ARG L.
Z DO H%WIE LT 2 — X% SRR A T
FIREEE 23F8 8 B WAL, ARFID
BeHEPIET S &, BHIREEZ R L7
FEBICIE, TEENIRE O IRHE DS R S L B I
MECTRGEZMET D ZENEE LU,

@) IlERDIERICKE W, AR+
PRI IRESRE OIHIAFRD SRR VA D
HDHT, WH. M/MOEEEORIES %
EETHZ L&,

Property of the sanofi-aventis group - strictly confidential

Page 16




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RIERZ A —EZ (16)

5o k)

(DS OB T O H 5 B [T
(EHEEEEFR ST 2L 83H 5, ]
(2) Mg o Fog I ZF OO B 5
# Lo R 2B UIFRI T8
b b, ]

) i o FR O & 5 BF iz
IR XE2B8EZNRH D, ]

(4) FFREEXIIZ OO H 5 BE
(R 2 B S UT R ST BEN
b5, ]

(5) B T F DD H 5 B
(B 2 B IR S 80
H5, ]
O)REXMEDH 5 EFE [KE X hmE
DERZOHRIZIZT A VI EBEFE S5
FHTEBY., TNHOHBRE TIIEE R
BERIEEFRIEDIZLEND D, ]

() 7ha—nEERLTWHERE [T
Na— L ERFHCARAT 5 &, EILEH
MAFREIERT LR H D,

( T3.HHAEIEH) omEs) ]

— a2 F °1) s FREYY, SEFAFSTLI=ZILT I/ THT—
MB 7 TREY S ST E DL
% = (ROBHEICITH G LA 2 L) (ROBEIZFRE LEN &)

(D) RFNOAS EY U FABRRANS | (1) RF R OARFN Oy TV U FLEER
sb Ui BUE OBEERE O & 5 B RFN R VIBHIEOBEFERE D H 5 BE
Q) WItHBEO»HBE [Tuxy s | (2) HIikEEEOH8E (=720, L
TV VAESHMEERICLY, Bom | HERE) oESR)  [HHmoREHR T
TENEAD L, Mg B IS 2 | HbEEEN BT 2B8ZNRH 5, ]
ERHB, (L. TLEERS) 3) i fEHm O H 2 BE [HiLZHEET 5%
DIEZR) ] Tnnid b, ]
(3) HimEmoH % EE Ui/MaEiER | 1) 7AEY UigE GEAT oA REEE
WREZ DI ENH DD, HiLfEmZ | SEFEAISIC LD ERIEOFER) Xtz
BETIBENARH D, ] B0 S 588 [EEWBRIELFHRT
4) TAEY UEgB GEXTuaA NEY | 2B S, ]
RETFANE I LA ERIEOHER) ik | 6) HETER 12 @UNOEE [ 6. 4
FOBFROH HBE [EERT AV | &, ., FIESE~0®KkE ] OS]
VIBERIEEBREIEDL LB DH D, ] (6) MRHZAEMRER, FARIIALIE [FEH
(5) HEETEHR 12 BUNOER [ T6. THAIRFNOBET DA TH D, ]
s, PElG, BRILFEE~ORE ] OES
f]
(6) IR A RE IR, AR SUTAIR
[ 7. /NEE~0FE ) DESR]

FRLOIFE 1EERE ROBEIIERICKRET | 1.EERE (ROBHICITEEICERET S

&)

1) HEMEEOBEERED H 5 BHE Wk
PSR EET L BTN H 5, ]

(2) Mk FEH X% OBEERD H 5 BE
[BIERNBS Db ERnH D, ]

(3) HmfEm DK DD 5 ERE [Hif sz
WTABENRH D, ]

(4) MBEEXITZFOREREOS 5 EBE (R
TERM@ b bbb Z endb b, ]

(5) BEEXITZOREREOH 5 EE ([
TERRE bbb eRH 5, ]

(6) W EDBE [IME LIRS DREER
FrcHmAB 5208355, ]

(1) WBOEDOBEEED & % BH

(8) KEXM R DD HEHE M BIIENTE
REINIBENRH D, ]

9 Toa— kO RE [H ok
BRI 5 2 55, (T3 FEE
Al omEER) ]

(10) mi#E [ 5. mimE~0&L) OmES
il

Property of the sanofi-aventis group - strictly confidential

Page 17




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERMM—ERX (17)

—p gk R AEY: FAEYY, PEFOXSTIESZOLT I/ THET—
AeEIB R FREDZ b BRET IR L
FHRLEDEE (8) EilnG [ 15 EhE~oHE] omE | (1) @EF (=70, HETER 128N

S ]

) Tl (72720, HETER 12 LA
OWEmIEEE ) XOTHENR L T2 AlRerE
O oA [ T6. ki, FEfm, 3
~OFh ) OEER]

1oy /hE [ 7. /RS~ 0ES
e

(11) FH5, DED T — T AR T
AT 1 BERIDINOEE [ RN, D7 —
T VIRAE UL P I 0D S 1 B A 10 X
HEENEDHD, ]

(12) AT v A FIETEA SRR ORI #&
HIC X 2B O H 2 BE T, AH
DOEMEENLETHY, oIV T
A N = X DIEEBMT IV TW 5 B
(S YT A M—VTFERT oA RPETH
RETFANT L0 A U 7= E eSS 2 %)
HE - ZRELTNBEN, I VB R M=
T X B IR & 7R 3V b
b DHDOT, REEMKEES T 25612
X, o s Bl L, EEICEETS
e, ]

DOIEIRIFEER) TR LTV 5 ATREME D
HoIEN [ T6. flhw, PElw., BILFESE~D
Bh) oEBHE]

(12) /N[ T2, EEREAMNEE] DI,
(7. /NRE~ORE. ) OmEH]

(13) Fffr. CIED T — T VAR T R
1 ERUNOBE [KmEEZENSE5E
ENndH 5, ]

(14) 2T v A RYEEEAERAIOEHR S
WL BMILHEED H 5 EE T, AAlOE
HEGRMETHY, »OI VT e A h—
M EDIRBEMTbR TV D 8E (V7
B A b UIIEART v A RPEHRERANIC
KA TG 2 306E - 3R & LT
WAR, I VIR —UIC L ATREICH
PEZ R T LEIRE L H D5 DT, KFE
et 59 2 A ITIE. T RaE A g2
L, HEICES T2 L)

(15) Az oRE [ARLAEMT 5%
ENndH 5, ]

2. ERGERMIE

(1) WY F LR RA Off SRR TR
E &R D00, RKEIZBWTYH Y F
NEERIA & S A EIREE & o B A R
THELPTERENDH DO T, KA % 15
BMERBOKE. 1 VIILIVFDEEIC
BELGWI EERAET HN, bk
BPEEST28E8C%, EMEICES L,
Be5%OBEDOIRELZ I BETH 2
Lo [ TATEGRE - NRICBWTHED T
FHITKE, A I FED Y AL
AMEBBOIATH ., WL WIEM:, Bk
ot (SRS & FRRIE D E R
BRONENEEE. 2 Fa v R TAR,
AST (GOT) - ALT (GPT) - LDH- CK
(CPK) D& LR/, @7 rE=71
fE, KT T bw s B E, (RIS o
SER DN R BT 2 SE LR O RE
ThHd, ]

2. ERGERMIE

(1) YU FuieRBH o HERBITFR S E
ERD OO, KENZBWTH U FLEE
A & T A SEWERE & OB & IR TR
WG NS D DT, AHlZ 15 A DK
B, AV TINT U FOREICERE LN
EERFAIET 208, R0ESTRET Y
A, EEICREG L, #5570 EEOR
BE+DICBETH &, [ TAIERERE :
INEIZB DTS TEITKE, A>T
TUVEO T A NV AMEIRBORITHE, ML
VIEM: R, R (SPENEIE) &
g E D igas ORgEE, S = RY
T W, AST (GOT) -« ALT (GPT) -« LDH - CK
(CPK) D27 E5. ®7 v E =7 M,
K7 v ho v e s mE, I oER
BRI RBLT 2 EETEORETH
%, ]

Property of the sanofi-aventis group - strictly confidential

Page 18



1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EZK (18)

it o> 1L/ R EESE A ST B FEAIE & DF
HERICEET D L EDIZ, mMENEE
e d D BE~O®FEETHEEIITV, &5
i+ kkiEoay ha—Lu {79 2
Lo [ I3FHEAEH) oHEBM]

(3) RO AR L CHET 585
Gi2iE, HE, FERmAELEITV, BE
NRD LN BEIITEE. KEZDOHE
OB EZwT 5 2 &,

4) N3 BRE OIRRIC X 200 %
BWIEAET) O L CEBMKRS T84
Wi, EHRCEE R A (R, Mg
RAE R ORHEERES) 21752 &, &
7=, BENBDSNHAIITEE. 1K
EZFowY s EELHET 52 L,

—p gk R AEY: FAEYY, PEFOXSTIESZOLT I/ THET—
A5 B FREVZ ST PN
FHRLEDEE (2) RUFEZERE ~DEHI2H 7> Tit, (2) WFEFERE ~DOR G HT-> TIE, i

D IR EESE & $0HI H FAI%E & OFAAE
FICEET 2 L Ebic, B EREHET S
BEA~OFHGIFEEREICITV., FEFIT+5
RfEOa b —LEITH Z &,

(3) B G 256 I3 E MR KR
(RIS, MiRiR A & OVTFRERE MR A5 5%)
EITOZ &, Fil, BERBEOOLNIYE
W, IRREOMEY) e E 235 2
E,

@) JEROBEC S L TR ET 2546
Wi, EE. FERERAEEZITORE DR
DI AR, IRREOHEY) e i &
EETH L,

(5) MLy EIRA & OPERITRET T2
ZENREF LW, [ [ MEMER 0ES
iR

3. HHEERA
BrREE (FicEETL 2 &)

3. HHE#ERA
SRR (FicEETL 2 &)

. BRERAELK - | 4P - . BRERAELK - | 4 -
RALS | pmrz | prET RALE | pErz | pRET
sy | sevem | Asidmse FREHA | sRaase | AR
FyuEn | foEmAlo | Ak . | DREEEE | BREAOR
# fER K | L=z~ AVTA | R EES | Bkt
L. e | o Fbn TETY | swn W5,
V7 MomR, | Ak B AT
7V wemimh | L s 7R
mrEcd | w5, ¥ - F
ZERDHD | T, AANE
DT, 7~ | M/ REHE
UL RBUEE | IR,
A | WAL R
THREE | 1K DM
BB | EHEET
HZ kL, %o

Property of the sanofi-aventis group - strictly confidential

Page 19




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERMMm—ERX (19)

— pn FAEYY FAEYY, PERAFVTIIZVLTI/ THT—
kR S ST E DL
FRLDEE - X
gy BRERAEIR - | #EFF - gy BRERAEIR - R -
HEAE | BRET wESE | ARET
/eEREE | AR A | FHEIC/ER i/ MR Al HA i g ) 23 MAEIER %
MHER%Z | #maEhs | 28875 Sy HERT 5 2 WERT 5 &5
HTBEA | 2enb | 2eBb : T enbas, Z BT
VYRR
sone | 2 B, XUEH Sny %,
L 5L .
D= ABID. FHF T LI
V)V FrU UL
TR &
S FLvE Al
—+ L7yl
FVxT o8
— P ~oXY
AR A%
il iy ]
}‘ = \/7“:# 17 jwd agj—_‘
WA R B Al
i P LS
FHT A=Y &4
AN AN
T RIFI RO,
= A
Suasy B RS
F LUV E, BEREAAL | MR T | U FARRA
AR OT, P ek L Sy DS pERE T
At yé%l LZERe | ERHELO,
— 5 OTEE | T, MR
BRI | BORARA | KA G s | BOCRE s T
= NS DIEH %iﬁ R ER) [ &)%’Lli?ﬁ% ZLTR = VSR
A L, R | kfsEE A +3, =R M T
N Wzt d | AL R
3 P CEnBD | BERE A L vE bE
AW | e s AR
B3 ol 5, Fio. FR MBS T
BEICHE | AFITRE HIBUIT 5
T52 &, T pERE T LEZBNT
TER &9 5
%, °

Property of the sanofi-aventis group - strictly confidential Page 20



1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

EfERIZ M —E % (20)
LR 2y FREYY, SEROXFLFLIZHLT I/ PHoTF—
kR TREY S ST E DL
BRALEDEE , —
P BRERAEIK - | B - T ERERAEAK - B -
WEAE fEREF HEAE fEREF
ARRLF | AMFLUX (AH (EH AR BURY | RKBRRA N [ AEFIBRA R B
H— K HF— FOME | EHB 58 — k FL¥H—FhF [LE—FD
JH % B8 ML E A DOIER Z 58 [ & Pt 2 0
L. JLmEk [i2fEE L7z L. AMKL L, ABMFL
BWESEE AR RLF FH¥—hoOH [FH— oM
oo e |P—hEE FER D FEEL (PR N EH
N5, #aL ., il THZERD |TH0, F
w5, F Do 7=. A MM
7o AANX FH— ~DE
ABFLF HfE A AT
H— hDOF B L, b
B BEE DA NFLF
T5HEEZ H— R 23N
LT THZDLEE
%o Z BT
ST algE | ST ae | A (E >
FRUV A |FRY A | BEHRGE Vo ABA |fF Y F oL | RAIORICE
OERZHE  EmEEA WEL FRE |F5702%
ML, R (IS L T VFIL | FTPk
EEREZT | T ok AR T | AREnfER
ZEMD FTrU DA BENLH Zkv, VT
%o LEH L, 2 I NGLER? BTN
WedE S S N i1}
5, RN LA
THZDLEE
Zx=hA [R7==k A (@A 2615,
N A UWREE | B GHE) - -
EFsE2  |irmsEEs FT7VRBHFIR - BRIEE | AFOBICE
N IEES lIoEeLE PRA Mz Ts |7 urs
BT r=h |Zx=hrA BENWLH VAV
sumEs |Lemm 2, AR A
ErFEg (L., s 2k, K-
WEDOHE |5, FrUT LD
N DD B A 5
T BT ThH=HEE
= hA Z BTV
FEIC IS %o
THIRT - -
W12 1 a3 R, ([ AFORWER [&OYEIBAL
FEIRAE % TYEIR, | BNHEWRT DL |ITTRAE B
N L= F LD D, G475,
5 &,

Property of the sanofi-aventis group - strictly confidential

Page 21




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

FEfERZIMm—ER (21)
— pn FAEYY FAEYY, PERAFVTIIZVLTI/ THT—
AR Fh b REERTRIYL
FRLEDEE - X
mgpe | BRER - |- - BRERAELK - | HFF -
wEAE | BRET mEHE BRETF
R REA A% GER [HEER HATuAf R |FEATaA R [ExTFaAR
LEVH | EEER) |9, PE ORI | e BTRA [N % ORI
. L O o O FPIER | ORI
;?*y < R e BT TORAT g r L e | puiEneE
N I R
ShL|EMETD ;7%F; BB, Q% Ak TN
< e vy £ BT
AFNT b2 N
RO V% Sik 2 . Do
L=y Hodo L Jx /)70
= rml o e MY
ﬁ‘ﬁ&m é?}’b R A/ﬁ%:
T3, % UL — :
RRA Mz 8 (BRI
7=, {H1b%E B o Al
L. BHEREIR [H D,
HH i % H R .
: FTabbF
sto-k P
BEZ LR - °
%, AT 7a7 s |AROMIME |47 77 =
Vo am |V Ty ag | AR (A - BRAER | BiRO
- _ o P THE |[vrutFy
bl FAEIT | EERS5E) DHEDS B b Pl
S EARE | EHOTE 5. (COX-1) &
Shtw ABT T ° N
z o ) AR DR %
° U DAER e
g B % 72
ik A 4 L
L. Bk -
BEW & °
THILIZ FETALFE WA T | BEFEIERI T
AN WosyEA  |oEMOEIE |5,
PANGL3: o O S BUE EE
A T & ERFIT emmsts
B LR b BEARS
Zzbh %,
%,
TN Te Ty hOER |TAEY O
FTVRR | ZhbHDI | AFNTBD Y TTAEY > | BN 7
FRF HOEREZ | Faxy s OEEE AR | — BRI
Ckny HEEEs | Y0 MLIZEDH [TAI T
o b LR AR A =R D, 7= DHME
WA shTwn |#LT, E N el
e %, K. HOED B L. HME
JL—FHIR TRPATEE 2 FTHLEZDL
# T, FIR nNTn5,
A ok, H
JRts YL AE R
R (R
e ER
b5,

Property of the sanofi-aventis group - strictly confidential

Page 22




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

FEfERZIMm—E & (22)
— B Al 1) FARAEYY, PEROXSFIEZZOLTI /) 7ET—
kR TREY b REAT TR L
FRALDEE - -
EHR = BRERAEK - | B - T ERERAEAK - B -
B A BERET EEAE BErRRET
B e ISR | ARENT M —ruZ Ut |= e Yt | AFNME N
N AOMEMZ |l % Y U OfERE | B o
Sl WHSED T HET W ABE LS
o LB | RAS ST nd 5, M EATT
’é‘t\/’;m EhTwy VLD 57 u\xﬁﬁ
e 2, B, SV %
Vs ST TADN DA A
o SELHZL Z NI
TF77 BEZ BN A% JLIE1E A
Y=L %, RIS ED
A B TR X
% END,
BRI -
oy am oy S Fhords |7 b0 |mm
ﬂ%’i’?@i@ﬂé ‘.‘/V@E/ﬁ\ U \/%})'LE% U \/%})'LE% /I’ T/Viz‘-‘
b5, B llck ek |/ R R T TV
. = ho P NMMET | =%/ n R
SUey ¥ 5, PLEA & e
0)1’[—‘%%1& ‘@@fx‘ L— l\
AL &fE0, “h
LBEZD 5 DERAD
ns. WAL 5 6 0
WY % PR
REBHEIE |2 b3 [ A4 EH L., g
HER KIOMERE | R 5 MR TS 57=
P WHSED (FIAHO HEEZLN
LSy ZEND SRA O R W5,
g %, HERE 4 b
NN T 5.
A
FAFaA WK |#FEERe
NHREGE | BBEDIRT |
FRA (R
ks |EBRR
B
/A=
= F )
N
7z )7
| =R =g
Vi NIaar
N

Property of the sanofi-aventis group - strictly confidential

Page 23




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EK (23)

— AL Ak 2]~ FARAEYY, PEROXSFIEZZOLTI /) 7ET—
kR TREY S ST E DL
FRLDEE - X
g | WORER - | B - BRERIEMR - | R -
wEHE | RBRET BB RRET
A7z |KHlom, (7 FaT B RERN | mAREOERS |BIEREFRL
EaV2 MOEEIS | = > v/ £ LIhso |E=UANE, Y
fERZEMT o s sy |FADOERE, |V F B
St BEEDT ’ CRLOIA] B L FFH
ERbHD,  |—P-1 T |EEETS [eELL< s
(cox-1) & ST g AAom [, $) T
KA RERRTAT | e psn | meim e 2 108
BMET S ML YA (BRI S
ey ATV gz s | LobiCs
BN, g“/”/ FI e |0, BIREE
v ENTVWAED | KRALELHE
REARE |74V 5 | ARl <, G S ORI
REA | FopfE |BACES U L
. mEmm o |LeTes (HIEET 2. | MO G HE
TEXY L R, V53R WY Z s
7INE Agmmon |mm, b PHLOT,
WRRTIE [MES s, RIS R L
B (L T AR
T R— X iET %
Rt - L EIIEE
L0 B
HanTe BT R U | ARIORSHE | Y Y
2o X MEBINT 2 | 2AOTAHY
Wil RS [WERERSE |20 oA LEBEBD,  |(UfERICL
5% FRITC RS R
LbD,  |BAWIE ORI
ZBiLD,
pray s |BEERE |BEEOR
2R, BT Bz L SR VT RS v | T AEY
sz | Bes, (R S INURZEN MU U LAOIE | MAEEBICHE
Y BrELL MzgmL, (AL vy
na. RS AR [omrry Y
Forns  |ar@EmL,
Y7o | T 400 | BEFEARB, 2o BB S D,
RS 72 F O
BRI DS TJe=hgy |Tx=bray |TAEY LT
LTS 2 DRIBFEEW | 2237 it
EWDD, 5, Tx= kA
TEHRT D2
LB,
Property of the sanofi-aventis group - strictly confidential Page 24




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

FEfERXMm—E X (24)
— B DB FREYY, SEFOFSTFLI=ZYAT I/ THT—
kR TREY S ST E DL
R EDEE : —
T BRERIEWK - | % - s BRERIEK - W -
WEAE fERRF WEAHE fERRETF
FuRg 7 b MUEE | 2h 535 TEEYFGI | TEESTI | TAEY T
A% EREAITRE | DSARH & i N ROFRWERZ | f4EE QI
Dy bmY |TRHMHEME |HEEAME WL, ¥ | GLiT ke
REY A, | HOBE HRAL T R, $5ELS5 D [V NeiE
THREER | (in L. e HRRARRSRAE | HR L, RS
Fall vitro) 1CF | AP W, REHET |85,
= WC, A | ERTDE v R— U REE
Zj“ﬁ CEvIh |Eabh o i B
_ LOERD |5, DHE SN T
ETEE e ams VW3,
L EAIT T
5 L0k T UAT v |ACE BLEAID | ARKIIE ACE BE
2. VUEHMSE (BEERER | FAOT a R
FREEA] (ACE |8d 252 ey |25 P0
IRt R [REORE  |SSRI o E B 7)) b5, EARAERIC
F= R (i GERR i2X v ik 7 5,
VIAZPRE | HM, S8BE | AEREEHSPR
Al (SSRD)  |%) | Hifn |FIh, & B —EE T B-EWAID | ARAIDN T 7 R
. SEk (HB | A OOFH MEIEERMSE |27 TP
TARE e A |1 kv Him B L AR E
FIE gmanc B b5, L. Bl
W5, THrLEEL 0 e A )
S5, T 2,
ks e .
Toa— [EEHL |7 ra— lﬁ;; /R g@ﬁ%%i ;é;g;ﬂﬁf
N ~ " Y — 9 — 7T
ARSI DA b5, WA S
HREND |MEREE LA %
H5, Flo7 12 °
BTTY Zrul) AA | BEESEE |BEEORIE
A AR E KF, v7 |TBHZERH | ABSHEICH
ERIC & o ZRY %, mansEE
N EDII TS Z bbb,
(el E{a=gin N N -
L7 H BT UNNT |7 oV H | B,
na. B S
LHZEND
2o
Property of the sanofi-aventis group - strictly confidential Page 25




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RIERZA—EZK (25)

— AL Ak 2]~ FAEYY, SERAFVTFILIZOLT I/ TET—
AR Fh TAEY > b REERTRIYL
FRLEDEE I SO e
HBEAE fEREF
TuAX 7T |k MSEEREA | 206 EAN
LUUD, . KA D [ AH L MR
ey AR¥Y [HAEERAORKR |AEEHMT
VN ZREE |FE (in B L, bR
Bl vitro) 2k [ iR
(BZ be¥ |WC, RFIC | EH T3
2k, Sk |kvohbi |2bn5,
a/Ny) HloIERERTY
Sy LR
5L
%,
T a—) WAL LA |7 vz —ic
BN |k E R
b b, |EERFOT
4. Bl1EHA QAR TG
U UARRE
(DEXRGTEMER BHEEAH) EFIZ LY,
DYavy., 774 3F—HERK : FEANAYIZ 1k
La v sRTFT 4 TR — R (F Bt 235
PR, AW, I, S THLELD
) Ry bbhb Z ENbBDT, BlEk 12
H3IATV, BEARD O LEI
IS EHIE L, BYRAEEITS 2 _
4. Bl1EHA

L
2) i :

I MEE EEZ A - IS D iEEE
P (RIASER « B8, Dy - MEm:,
bR, RS RAbbbhb &
BdHHOT, BEELTHIITH, 2Ok
ORISR I S ASY oY tWik - Fe NI E e, a R
IEL, #WYREEITH 2L,

fitim, EtEHm, £4m, REHMD
% i, VA RE i, S, BRJE
HmMERH LD EnHDHDT, #l
BETDFIITO, ZOX I RIERPS 5
bIEEAICT RS2 PIE L, @y
BEITHZ &,

3) RIEFHIZAREIREE (Stevens-Johnson
JEIREE) . PEMRKIBIEE (Lyell fE
1E3E) . RUBSMERFE & - FREIEIRE 5
# (Stevens—Johnson JEMERE) | HFEEME
FEBIE (Lyell SEMERE) | HIBLIMER
ERBDH LD ERHDLDOT, HL
BTV, ZOX I RERRH B
NEGEAIITEE A2 L, wY) 2R
EITO 2 &,

AFNLRIE A B N AR & 72 DR %
Ehifi L TUVR,

(DEXRLZEMEAR (WFhLEETFHA)
DYavy, 7HI7453F—8EK: v
v IRTF T 4 T xR —RER (PR
W 2HEL, METRIE, SEREE) B
LD ERNHDHDT, BEE 45T
VY, BENRD b SAI T 5 2 Pk
L. BWYURLEEZITH Z &,

2)Hm :

M MEEDEEZ A XI5 OFEZEN
i (IR - A, D - EM, EGR
B L) RNhobhbd I ENnbHD
DT, BEEFHITAT. O LD Ifiedk
NH b3k G52 L, Y]
RAEEITHIZ L,

fitim, EtEHm, £4m, EREHMD
% i, VAR R, S, IRECH
MERHLDLNDZ ENHHDT, BlEL
FHZATV, O XS BRIERDRH S o
BAII® G 2Rk L, W0 E Z1T 5
Z k.

Property of the sanofi-aventis group - strictly confidential

Page 26




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RIER% A —E %K (26)

B BAARRMAEM, /MO, A
MERG L3S Db s Z ERNH D DT,
BEE 21TV, REIFEO N5
AlTiFEES 2R L, YRR 1T
ZE,
5)IMEFAE : MERIELZFHEHT DL 0
»H5b,

6) FFH#EEFES. FHJE : AST (GOT) . ALT
(GPT) . v GIPHDEL W EHAEMES
AR RERRESCEENH LD T ERH
DT, BEE DTV, BRENERD
LNFEHEEIEIHES 2RI 572, i
YIRILEEITH Z &,

7) GHIEMES. MME - XKEEE T
(A VLF) &5 B - + s
LOMLIEEBR S LbNDZ END
b, T, WLEHIM, BEEILE-ED
NG s KEGIEBERH LoD ERH D
DT, BIEET5IATV. BEDBRD S
NI=HAITEE IR L, w2 s
THZ &,

— A% EL /R 1) FREYY, SEFAFXFVFILSIZILT I/ 7ET—
REIB TAEY k. mﬁ;';“*wm 7
FREDOEE HBAEFBREEMD., /MR, BmEK | 3) RELIERERE. PEUHREIELE

(Lyel | SEIREE) R RERGIRARIE fht

(Stevens—Johnson SEfERE) | HFEIERE
HSEAE (Lyel L JEMERE) | FIMIMER 2N
HLoNHZEBHDHDOT, BEE+HIC
TV, 2O XS IERR & b DNTIHEIT
WG EPIEL, WU RAEEZITY L,

HBETREMEN, M/ RELD. BImBkiE
A FARBME M, f/ MR, B i ER
WONRHLLNDZERnHDHDT, BEE
F43I2ATV, BE DR DG A I
HZMIEL, #EeEEITY 2L,
HMEREDFER  mERIELZFHETDHZ
DD,

6) FTHSREREE . F|JE : AST (GOT) . ALT
(GPT) . v-GTP ZDZFE L\ 7 &4 JiF
HEEESLEEN L ORI ENHDHD
T, BlEE+HITTO. BEPIEO LN
LG 2 ik 572 L, )2 E
EITH T b,

) HEEEEE. ME - KIEES : T (2
L) ERES BIRE - - T HRIBEESE DM
{EEEER D b Z b b, Fio,
WAL I, I 22L& R 5 /NG - KIBE
ERHLDbNDZENHDHDT, BEL |+
SINTATVN, B DNFRD ST HA I
ZHIEL, WY RREEITO L,

Property of the sanofi-aventis group - strictly confidential

Page 27




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERMM—ERX (27)

— A B9 4 T FAEYY FAEY Y, PERAFVTIEIZVLTI/ THT—
MBY N ST E DL
FARALtOEE 2Q)F DD EIER 2)F Dt EI1ER
AFNOZNEE - hF. L - HETORENEH %Lt
BEEDS AR & 72 DIENTORA % FE i L T S R 5%~0.1% | 0. 1%
WRWDT, FEEBRIE A LT & NV I R
o] Sl - = y { ar H PR M FEAll AN
be\%’fxf ) BRI & 5B RBE oh, M. M| RIR, W
BTSN TRH LT, R ER, | R
R, fE
5%LL EXIE | 0. 1~5% %, DENE
/02 ST 0. 1% R, i,
HEE i xR
et R L, R
g, g AR
. Mo AR WEOE | RS 5. RN
U, EFL, 1% - -~
FAT. %ﬁ B 4§¢\ BUZ/\
I, oki, WO | oo, BE | o
i R
amoEt | s S N Il AST (GOT) -
i . ALT
(GPT) _E&H-
i Y i, i
AN T B sk B hEE
K
ML FERSE e | MTIET. | O
) e
B JEIE, K I W, RAE | sk
%, Wz, XAk, |
T i | Rk o,
AR AR OHFE VN, B By
fﬁfqﬂﬁ éf T i ¥ =i
£, ALT YA
(GPT) k5
B sk B
P ER A AR T DR
K7
B2 Er RAE IR B
T AR, Hug .
(273 i3
Zof* | @k, & | BEE | i
ET R
—v 2
HEDIERRS b HAcid k52 RIEd52 L,
H2) BENRO ONTHEA T ERE 2R IE L, )
WEAITH Z &,
H IR S b b A IR SR 5 & kT
HZ kL,
HEOBEIES 2 P52 (IPRENRELL
ERLTWRZENEZLND) o

Property of the sanofi-aventis group - strictly confidential Page 28




1.7 BERMAE—E

SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EK (28)

IR A I, FRATEGIE 2, 739 Fd gl
YER S BUERIET 73 4] (BIVEM R B
P 874 T, RMWEHIEBLEIZ 2.67%
Thot, BHEROIENSEONRT
. EIREREE (H. EEHM, &
) NEB%< 2.81% T, HifL - %L
B (mfE, MEBHMme) 0.15%., @i
SE (F92) 0.07%., FErhehEriEE (O
F) KOMERESE (Zif) 1Tvid
0.04% T o1z,

5. ElmE~DIKRE

— Ml TITE KRR, ITRRREZR £
AEFRSREAE T LTV A 72D, BEHS
HHPONRTVOT, BEOREZBIE
LR GEEICRESTH T L,

6. Him. ER. BILRE~OERE

(D) HETEHR 12 BN O 3% 5
LWz &, URHMOLEE, BIRE
OFHIPAH, T =IO, o WeREH
MO DIRNRDRBENNRD D, WS
TORBIE/EFRE T, TR OT
A IR &SRR ELE R PE O R 5LEE
RITTBENTH A, BYEA L6
X, RMROZE M, FERTER O MM, 5k
WEfflOFER, HEPE, SUPE, BAEVLORE
b - B EOfERNEL b BTN
ERETEXRNEOHRERD D, £,
bt N CHRERINC R G Sl BE RO
OFAETICHIM B FE RS 5 biviz & O
ENH D, DI, HERHOT v hC
Bl U7 EBRT, 55\ B o Bh RS U
BPEINTND, ]

@) s (72720, HETER 12 LA
OREIRIEER< ) TR LT\ % AlRetk:
DB Bl ML _E O REEN LR
Z EE D R XN DEA IO LT
L&, [BWER (T ) THERTE
MHERARD Sl OWERD 5, #F
IR OIE R, WWEIC SN b BE
N b, ]

(3) B DI NI ARSI 53zl
ERTIELZ L, [BAFR~BITTS
ZEMHE IR TS, ]

— fL i 1) 2 FREYY, DERRXVTILIZILT I/ THT—
REIEF TAEYZ b BT L ”
FRLDIE ek, ARNOTUM/MRIA L LT O

5. ElmE~DIKRE

EEE TITERE. IFHERE 7R & L PRk
PMMETLTCWAED, BHERALRD Hbise
TVWOT, BEOREZEE LN HEE
WEET 5L,

6. MEim. ER. BILBE~OKRE

(D) HETE R 12 BUANOERIZ TG L
PN &, UHRMMOIIEE, BiRE O R
WIPASH, 7= OB, S Weiee o . oD 3
MO REREBENNH B, MBI TORM
Wi B FRE T, HETOT7 A ViR
Fi & e KB T PE DR R BRIT S ER T
HHM, EWEA LA, BHRoE
i, PERTFE#H O, Sk O R, #
FE. FERE, FrAEWOERERMD - FECRED
ERPNE L RDBENERETER2NED
wEND D, T2, b hTHEREIICRS
SINBEROEOFHAERICHMEE N H
bl OHRENRH D, 5T, TRER
DTy ML LEZERT, HWIBED
FIRE GBS STV D, ]

@) 4w (772 L, HETER 12 @A
FI TR <) TER L CW D e D B
HUE NI, BRI E OB SIS ERRE & -
m% LHE SN HEICORTETDH D
L. [EWERR (T v b)) TREGEMEIER
NHLOLNTZEOHRENRDH D, TR O
TR, BHEIC OB EBENRH D, ]
(3) BHLH Dl NI ARKI B 5 H 352 3L %8
FswHZ &, [FAF~BITTHZEN
WEINTWD, ]

Property of the sanofi-aventis group - strictly confidential

Page 29




1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RERZA—EK (29)

—p gk FAEY Y FAEYY, SERAXYTFIEIZOLT I/ 7ET—
R b REET TR YL
FREDOEE 1. INREADES 1. INREADES

(DARH AR AREDL, BrAaR TR T
X, SEAICTHDIARANOWME TN ARETH D
ZEmb, HELRNT &,

(2) SRITIIARKOME FAAHER Z & &
B LT, HEICERGTHI L,

(3) /NRETIE, RIFERR & b b
WOT, BEOREZBIE LN HIEE
W52 2 &, JIIERHEOIEEIZS T
JFHERERE E DO W E R H DO T, WH., ITF
HERERAEZITW, EETHZ &, [ T2
EE AR OESHR]

D15 ERMOKE, A TNV HFD
BEICRE LW L 2RI E 3208,
R EATEE T AGAICE, EEICE
H L., #E#OBEOREL 5B
T52E, [ N2.BEEREARNEER] O
THZ M)

(56) AAHBEH-H D 15 %A O )R D
BENKE, AV TNV PERIE L
WEix, BEEERET A2 a2 FAE
T L0, RUEHGTREGEMET 256
W2, EEICRE L, #5%0EEFOR
r+olcBlgds b, [ 2. HEER
FEARMER ] OEBM]

8. BERE

iR EAEK - B, OFEV, B, IR
M, SRR, BRI O BT S O AT AER 2
5L EE O BRI, BE OB
W R LD b — A REHET
R—v R g S, PER 25038
Hoid, [ IEEyERE) OHESM]
m &, B EERES (2
72U, MR OB SR | iR
XD T7 YV R—=VARE, 7k Y RIETE
(=72 L, BHERENNIER OBA) | Ik
BT, EFEENTE MBS L TIT ),

(DR AERER, ARSI TiE, &
KITHLABIOW TN RETHD Z &
O, E LW &,

(2) B TIEAROBE TR FEER Z & & f
MLT, EEICEEF T L,

(3) /MNREETIE, BIEAA S B b n
DT, BEOREZBESE LN L EEICK
5452 L, BEEFLIIZOBAEROH
2 N5 O B 72 & ONAR AR E E o) 1|
W59 D FREIZIEE T 5 2 & IR OTRE
B W TFHSRERE E O#RE N H 5 O THE
FFRERE 21TV, EETHZE, [ 12
EEREARNEE] OHESHE]

(4) 15 EARMOKE, A v 7NV PO/~
FITEGE LW EEFEAIE T 508, e
PEPREGT AR, EEICEE L,
BB OBEOREEZ HICBET 2
Lo [ N2 EEAREANEE] OHESH]
(5) ARHFIFeH-H D 15 mEANE D) IFF7R O B
PG, A 7NV FERE LFEAI
i, BEETWT S EERFAIE T B,
RUERT RS kT 5561, HE
WG L, B#E#OBREZEOREL 5128
Bynz L, [ N2 BELREAMEE ©
THZ ]

8. BERE

(DFER - Bl WEE, N8, T#l, BA%.
HEWV, HUSY | HERE, B A, JHME
W, SHER & ORERE R, BRHE A TR
WLEMERENECDLZENH D, FE
EWKEDFT D, RO & X ERET
Nha—IAEEL, TICRHET VK
—ANAEL B,

Q) ¥ - gD U F LV ERHREIZBR AL A
HDHID, VU FABROMPRENEL 72
LHE70T T UANRD L, BN
T 5,

(3) AL e, BEeEEITV, £O LT
PR TR Z#ETLZEbFH, 7Ky
PERE 72 S\ X 0 IR & EBRRE DT A
DHEFRFEX D, /DNEOBBICIZ, AR Y
WEAT D, IRERAKFET b U 7 L OEIRES
REWCEVT Y F—3 R EMIET D &4k
IKOT NI VbER 5, EERGE., MK
BT, BRI C R BT D,

Property of the sanofi-aventis group - strictly confidential

Page 30



1.7 BERMMR—E
SR25990C - ¥ O F K4 L LEREEE PAD

RIERZ A — &% (30)

—p gk AEY: FAEYY, PEFOXSTIESZOLT I/ THET—
AREIB FREVZ ST PN
FREOEE 9. BRLDIE 9. ZTOMDIEE

(1) AR A8 - (1)in vitro BRI NT, 7 ALY

HOTNVTa AR S

0 OB LD L S
467 b OISR oy | 1T LA (7 RS2 BT
WHBELIME, FloTo b frniz S - °

FTVOSELEY LARNT, £OEENE | QAT oA FHEHKERAZ ZHHEE S

D AT SE TH D DT, M DAIE

TR EES Z L, SN TWBEMHIZEBWT, —BE 2 RN
S < HRD D,

o) AANL LIS DI A1 5 = &gz | B0 DL OREN DS

% Lo,

(2) ZEHIZZ T8 - PTP ALLE D HH1T PTP
— 2 BEY L TCHRAT S XD FRET
HZ &, [PTPY— hOREfRICE Y., §f
WA TR N BRI~ L, IS XER
LE o U CHERRIR R 2 O EE 2 G IHE
ORI DL ERHEINTND, ]

10. Z0fthdFE

(1) In vitro DRERIZBWT, TAEY
VEOTNV v CBERAICL 0 R#EE N
LIFN DT A NAF] (Y RTPY) O
TNy a rERAERE L & ORENR
H5,

(2)IERT v A RH:TH P80 A % &K Wk

FE STV DRI T, —RF7R
NENRD LT & DWERDH D,

RAXEOEMER | 200848 AR (F 8 i) 2009 4= 9 HEGT (55 2 i)
w %

Property of the sanofi-aventis group - strictly confidential Page 31




sanofi aventis

Because health matters

Y74 - TRUT 4 AKX eH

TSEYI REE

1.8 RfIXE (%)

gooobbboooooooobbd

Total number of pages: 20

Property of the sanofi-aventis group - strictly confidential Page 1



AT ER

A ARG i 0 0 5
873399

B & lAUR T TR
fERHARR « JME IR
WFHEAEER EE - EMSEOLTRHACIYHEHTLI L

i/ vixAl
75 t‘.‘J az@&;"E‘ZSmg
2359w I #£75mg

o0E R UIVFRERIERE]

TIEY IR | Iy TR
$r25mg $E75mg
KA | 21800AMZ10009 | 21800AMZ10008

ARG | 20064F 4 J 20064F 4 H
Wisehlh | 20064F 5 J 20064 5 1
AEgEm | 20124F@ ) 20127 @ 11
[ 19974F11H

sanofi aventis

B2 (ROBEICEBELEVIE) ]

LI LT w2 8% (M. B i, H1ess
ML, PRES I, VI, APk m ) [ % B
ETaB2hH5.]

2. KK DB HE U BBE O BEALIE D & % B

[ #ER% - 1K )

W 7% % 7T ¥y 7 A§E25mg 75 ¥y 7 AET5mg
s | 2 TEF7 L vsme 0¥ K7L V75mg
(1ﬁ¢3 (7a¥ FZLVEEEE | (2 0¥ F7LVRRRE

& L C3263mg) & L C97.88mg)
HEKFUBE, o7V T 7 —IbF YTy, e Rady
Jue¥nrtilua—A, ¥r7uId—)y, hI 70—
W w| v Ak, > s BETRIIER = A 7oV, e T a2 a— R,
BILF5 >, ZVy, YAFLE)YaFHF Ly,
WAL A 3, HvFoay

- H B P~ At - 74 Vv aa—5 4 v 7
vow| ® O=s |8 () =
i £ (mm) 6.8 8.7

JE & (mm) 3.7 49

i & (mg) #9120 #7269

ik — F sazs sa7s

[ #hEERVIIHHE ]
O L2 i L A5 < (o P TR AR % Bt <) TR D RSSO0
OREWEBIRLEAMN (PCD) A58 S h 5 F o i itk
LR
AVEEREERE (R EMOLEE. JEST LS U M 28,
ST LS LAl 22)
FSERAME BRIBYE O 22
OFMBIIRA LN BT 2 Mk - FERRTEL DB

(hEER (3% RICEHET B ERA LDEE)
OBz Mg BRI (PCT) 258 & 5 Rtk O
PO
PCIZ%#E I ¥ % O RE ML U EUEE ~ O F 5137 B
Thbo BEMRELIZL D, RIFWHERD 50 i
TEIIR N A 7S A AGERIRE N, PCTZEH L 722\
T DR G 3% 5 2 &,
[ BERUVHAE ]
ORE ML P 11055 R 8 O R R i R A e 2 B <) R D F 5
I 8 aey

HEHEL. A, 2rE R LVE LChBmgx 1 H 1
R4 59 % 25, 4. FE, ERICEI) 70
7LV LC50mg% 1 H 1 EEO#R5-3 45,
OfEBz B EIIRIZ A (PCT) 258 H S 2 ik O
DY
WHE RAZIE, BEERBHICZ e L Ve LT
300mg#x 1 H 1S L, 2ok, s LT
1 H1M75mgz #0459 %,
ORMEIIRERIZ BT 2 ke - FAREEOWH DY 6
M, AL, 7O RZ L)V E L Thmgz 1 H 1
BRGS0

(ARRUARICEET 5fEA LOZE)
RN ORGEHT S EAEE L (ENE T
 BRRBIC B TR SR E RS A b
Ted). |

O P M B 7 (GO R PR EEARIE 2 B <) 2D
L IO S

il 2 #iR$ 2 BENhH 50T, F IR,

ZOFENDOBH HEHEITOWTIE, 50mgl H 1

Po¥kb3sz e, [[MEEHRE | 0HEHBE]
Oz B BYIRTE AT (PCT) A%i#H X % g kO

REOYE

1. 7A€~ (81~100mg/H) LBHT A &,

2. A7 v MRBEBENORRN G REIIR5 Y E
BIERORNCEZLTBET L L,

3. PCIifTHIICZ B ¥ F 7 L V75mg% A7 < &)
4 HMEG IR Twa 4, =54 v 7 F—
APeE (F5 A HI2300meE 552 k)
FETIE R W,

[ FREDIEE ]

1LIEERE (ROBEICIIEEICHRSETEILE)
ROBHETIHMOBEREDIEL 22BFN0H DD
THEICEST5 2L, 2B, BMMEMImLERE
JEPERZEARRAE 2 B <) BOFEIHIOMA 1L, 50mg 1
H1mgG5 228352 L,

(D IE R S N2 D FE N D B 5 B

JEERIFEEDD 5 BT

BEELFREEDD L HE

(4)BS I ASRERE L T\ 5 3

(5) = HnE

(LA D B



2.ERLERNEE

WA N PSR B (TTP). SRR, T

BRI ESEOERZEVEHI BT 52 L0355 D
T, BGRMGEH% 2 » AR, 2 EHHIC 1 AR E O
BA&AFOEREZEET 52 L, [[4. BHER ]IS

CEMMECEREZN S E LTARZEHT5I12H725

Tk, B—=741 7 F=2H5 (&5 H12300mg
ERE5TLHIE) ROTAEY Y EDHHICE 5T
WD) 227 & E 202D 52 L x HrEE
T5Z L, [ EBERKE | OS]

AN & & M MESRIIHI A3 & 7 B X 9 2 Tl

OAEIIE. MA L ERCHES 2 k35 2 &Y
F Lo BB, IO RENHZERT 2 2 &k
ZWGBARERZBMO) 27 55 F 5 & HE
ENTVDLOTTHAICBETLI L, 2 5
1T v o AR HE 2 SERAE D V) R 7 DB WIERI T,
WY 2 MR EHE L 2 & FINBRICAR O
PG RUE LA TR O Ik % fERE L T
POHHTLI L, [ BRARKE ] [ BRHEE ]
DIHZH]

Mtz o> 1L oD fE BRI 2 B0 S & B 3R & oM EAEH

WCHERET 2 & B, SIED RS 2 BE~OHK
BRI AFARG R oREO 3 >k
O— V&) 2 & [[MIEEHRS | [3. HEEA]
DS

JEFSE O B 0 i v i LR o L 2 o T R LS B T

TAEY YEGH LK, 2 E R LIVHEANCR
NH A% MO FEBR ORI A5 THGE S hTw
20T, T 2HERTMEET L

IO fE B Je I AR RIE O B hhid 5 2

Epo, AR TEBEEIEVwEEZONEY;
HlZiEk, ik - WESEEZEET LI L, T4, MM
RIES B ERER D B b 72 A, B ER
RHESOMY Ak EHT 2 &, [[4. BMER]
DIHZ]

JEZITFEFE L) MM LR <252 E2HMIL,

FH R MM 2SERD b N 725 G IXE RN EME T 5 &
IEBRRT L. T2 Mk (BF) 22235
B3, AAZRAH L T2 B2 ERICL TR 5
O BBERE MRS Z Lo [| EHHEE |0mHBM]

3. HHEER

AFHZ, FIZCYP3A4, CYPIA2, CYP2C19J% UFCYP2

WH 75 WRPRAEIR - H i 5 i B - ek T
YT (CYP2 | ARAI O EH A%KE5 9 | CYP2C19% [H5E$ %
Cl19) ZHET LA | 2BZN2DH 5, NPl P ) BV N (7))

FAT =) 5 AR o i
JEAME T %,
4. 81EA
BMEARERAOHBE

ORBEBRFL LTT ALY VEMRAL WS

B6IZ & ) i PEACHI IS A#H S s,

FRAZFE (BRI

ABIBH_L)

A%

PR RER - il

Wy - faba-

FEATFa AL FHEH%
B (F 7O F L
)

ESiURAN I pSN)N
HALE 2 5 o W23
BEINhE oS
B bo

ARHN ML /INCSE 4 1
N Z AT %720,
IO EA LT
% &AL i % By
E¥aLtE2ZONT
Wb,

PLBEESE (V7 7
DRZINECAD IS N
AL /1N 5 S 450 ) 7 T
EHT HEHK (7R
Y ) RS
£ (vaFF— ¥,
TNT T T — L)

i L 728, Z2hz
MR BThIH
o PFFIREIC I T
FORMWERIERT
bk,

AR LA EE 4 B0
HEHE AT 5720,
LA LGS
b EiMmzBET %
BENWYD 5,

(2]

] A B R G52, 268 1 v i i S 72 RIE T (B R AR A
fERE 2 &) 13291% (66061) T, FA%EIRIE,
B R HM2.0% (4661) S5 MIMER Tdh - 72, £
BRI R IZALT (GPT) EH51% (11561).
y-GTP 1 546% (104%1).AST (GOT) F54.1% (93
Bl) SFORFREREREE, NEZ O Y VRA19% (4441).
FUMERRA L7 % (3961) SFOMERHE TH o720 (R
BEAB IR GEIE)

OXREERHE LTT ALY Y2 L0E

Il A B R RRIBR 1 24381 h i o S 72 RIFE A (B PR AR AT
R Z &) 13356% (44361) T, FEARIERIE.
B R HiI5.7% (7161) S MIMERTd - 7z, E b
IRMAE S IZALT (GPT) L579% (98%1). AST
(GOT) E556% (69%1). y-GTPLEFA51% (64%1)
FONRRERE T, 4P ERA09% (1161) 5o i
WHETHh o720 (RhREIBIMARIE)

EAMZ BT, 17500681 Lo 8 25 & LTk
DEFRRERAFE M S N Fzo EREIER HEEL % LI L)
(& RBE, ABIMSE o MR, AR R T
REOMLEREFTH - 720

(EXEEHER

1)l GEEAREMm. 55 Hn%oEm)

[Bsd ok 10 2 D BEEE P I RS R IMAE (VW $Hh 60.1%
Fi) ] WA O BB P I COIE IR ¢ 5
Fy M - MERE, FERARBEE, FRRES) . R i
JESEHObNDEIENDHL, DL REEC
G R, Y ALEZIT) 2 k.

[Mtin (SEEEARBE™). FiI. BisHE. BRESHM (L
Thd 1 %K) . EEMEE (0.1%KE) %],
T, B L, R RO, P L A
(0.19% i) PRI CBEEEARBIT) 538 5
bbb Enbb, TOLD LEEIIEERE % h
L. bR E TS 2 k.

28 - +-IBEE EEREY) - HmzE) Y -
+ BB EEL D bR I LN HLOT, B
ATV BEASED SN A I3k %
FIkd 5 7% 8, EYRLEEZIT) 2 k.

3) FF#%gEpE=, |E---ALT (GPT) L& y-GTP.LA.
AST (GOT) L5, i, ZVENFA 4 (BEEARIT)
I 96 CHEEARBIEY) 25233 5b 5 2 & H5d 5 DTy
B2 oV, BESED SR,
PG5 a Il L, RS DED R LE AT 2 &,

4) AP M/ R A 1 B3R (TTP) (BEEARBE™)
TTPOH HbN b I ENHLDT, BgE T4
A7, TTPOMIMHERTH 2 BEK. ARAIER,
SISO MR, ERREE SO R - AR,
MR A B AR LBk o Bl % 3200 % P 4
M. FEE. B ESSRB LB A IR, B



HIlHEG 2L L, M (AR IMmER, Bl
MERDFE % &) 2 FEM L, L2 Uil
HEDBEY) 2 WMEZITH T Lo

5)BIEMME (0.1%FKi) - MR &2 H 5 b b
CLENHLOT, WHXMRAESTEZIT) 7 LB %
Toicirv, BENPBOSNIEEICIE. 5%
kL, @Y R REZIT) T &,

6) M/ 4. |FENEKE. BEFARMEMZED
MR AAE BEERBE™) - MR, 0k
e, FAENRMEAIN % & T ILILERIRAREDS S &
bbb ENDHDLDOT, BlIgEL THIfTV, B
PO SN2 A3 &G 2k L, Y] %L E
2119 2 &,

7) hE MR R IESERIARAE (Toxic Epidermal Necrolysis :
TEN). BEXEIRFEESEF (Stevens-JohnsonfE f&
). SR8 HMAH (EERBEY) - thitk Rk
HEFCRUAE ., R RS I IRRE . £ 08 I P AL 3
BHoHbNd I ENHEOT, BEE 5TV,
BB o135 sk L, @Y%
WiEZATH Z &,

8) I RARAE (BEEAE™) - WiWdE. Bih&. CK
(CPK) k& MR ORP I A7 a ey L4
ML T HMBARRED S S b, ThfEsT
SUHEAEFEOREELERENH DML I LN
HEOT, TOLHLREECIEELICHESG 2L
L. @Y R0EZIT) T L,

1) it d 5 VIEENTIRZICBWTRD bk

B 0 72 60 S EE AW
(2)Z DL DOEER

TROBEERBH S bNE I LD DHDT, BEN

A LN AT EIIS UG 2Pk T AL

WY R ALEZATH 2 &,

[l A R T SE B L
URIREE IR GEI £ T OB A ORI

S ORI F B
Gl A DR

0.1~ 5 % il

0.1 % A

Z:mqﬂz)

R

PR NR G S
CK (CPK) L5t
®WIVAT O
LA, &N
F Kk #
TNT IV

i 4 b A KF
ey i PR R L
A T3I7=-%
LA, CIF B

5. %)
TSN 2N
KLBE

S A T B R
g5, MR N

TF747%Y—
BSOS, BER
B S, M
TR, SUE SO

Ak

BB BERHCIE

KRS W

2]
b
B

MR, ARG 2%,
WA 9 57, $
(A AN "R N S
HREE, R,

KRR

S e,
BI

2, LT,
5B

W, 5%

& IR a8

FNE, BUR, AN

Bk

PN
o W, IR 4

BURT., 1Rk

A% 7%

BUNLA., 1L
svrF=r Lk
I BREEHIN,
MpR. PR IE 5%
W R B T

HRRAERE

N

SEAL K
M OBUR. W

[ A > R T SE B
CRhREIB AR £ C DA DRG]

HINDRIESEBUHIL
Gl R A OFR)

W R %

= &
iy

0.1~ 5 %At 0.1% A3 REPH

B2 i, A,
BBEGH) . &
o, ok i 2E R,
AR M, o AR
I 3R P I X2
25 ] 5B 7 MY I
ALIE B ML~
L A=R - 7N
ARMER A A~
<~ k27U y MK
AL EERIRAD
GF BRI A, I
ki %

AL, 1k
PN I, AR H
M. #7—7WV
I R AV I
VS i, B2

AL, JRAE I
IF IR ERIRAD

LIRS

zZ Ot

1ETH. BIf%,
FER BHE (I
WG A R)

EZ 4T N )
wask, B
bs iy FLit i

foidia. BURTE

%, FLIR 2L
PR .
% 56 1 B i 4%,
A o TR B 2%
et SRS NA N

CRP L5

ALP L 5. LDH
A, e
A 5 A

JISE - LV
U

H 1t &

AL & AN B
Blade, LIAZ,
Lo e, Want

AR, DiE, 4
N )
My M 5 U
E2 1.3:: 11N
JZaEuA N

K9 GEBRER
Wsde. ) ¥ oS ER
PRI BESE

HE2) N B TRD S RZREWERH O 70 HEA I,

5. mEADERSE

EHEA TIIE MR AR, EARRE. R AESE o A B RE Y
BKFLTWEZEDNEL, TRARELID R VEINDED
D, MNHEOREHAZRD 5L T VT, WEkd
EEZEL. BHEOREBLZBIL LTS, HEIKSGT
HT L,

6. 118, FER. RILBEADERS

(DI g IR LT B W R 0 & & It A2, 6
FoOBEBEEERIEE BN S &SNS LEICO
AT L b UHRD OG5 243
LTV R, ]

I DI NIIZAFIR G IRz @ 2 ¢ 5 2
Eo [@WFER (5 v b)) THIHPICBIT T AT

MEENTW5D,]
(3)



7.

IWNREADEE
N RV LT e [T REER DS
R\, ]

CBERS

ARHN O H512 X0 Bl R ] O fE & O 73 A T
BTN H L. MMM FRO SNTYE, B R ALE
D L BB HRNLBEANIZMO N TV
DT, RS EAL R A XML % 2 E Y %
Z&

ERALEOEE

SEH LA - PTPEEEOFEFIIPTPY — M2 HHU) 1
LTIRHET 2 X988+ (PTPY — FOEKIC
0, WCHAMALBERBEA~RIA L, BEIZIZEL%
BIL TR FOREELREIMREL R T L L°
WMEEINTVD),

10. ZOfOZEE

—

—_

SR26334 I 4 T (g /mL)

(LA CHME S N7 MERER A 2 G & L 72 R RSE B AR
BRIZB W T, ARHAIZ00mg % #) 0l P 5- 1% 2415 [ D5 u M
ADPZ R I/ ICEESE 03 2 PRI (HfiL )N g S 3]
#%) &, CYP2C190 L g2t U T, Ultrarapid
metabolizer (UM) #. Extensive metabolizer (EM) #F.
Intermediate metabolizer (IM) #. Poor metabolizer
(PM) BEDNEIZ, 40+21, 39+28, 37+21, 24=26T
HY., FOHRAHMIIHZ > TAAT7me/ H 25 L
72RO/ ISR (%) 13, FILEN56+13, 58+
19. 6018, 37+23% ., PMHEIZB W TARA D /MK
FERIHIERAME T L7ze [ E9EIRE | 0EHB ]

(20N BT B BN TE BRI A 1T % 7 L 72 %
ARG L LR OB OBEmET 1k
W, CYP2CI9DPM 3 L < IZIMTlE, CYP2C19®
EME WL T, AHIHEGZOOIMERA X P EE
HOWMABHE SN T VD,

EMENRE

IRAR - AR

70V F7UVEREREIITIN S 7%, IR TEIZ 2208k
BTR#FENL, bbb, 1) =275 —FI2X ) IEmk
W TdH HSR26334 (FACHM) AT 2EKE. 2)
WP F 7 10— 2P450 (CYP) 12 X B ERAbAAC 3
WEERT LR CTH D, BEORBEEREE LT, WSS
WHAERESNEY,
MHEFIZBWTIE, KRR EE 1345 T < SR263347%
FAHEAE L7z BRI Z 0¥ P LVERE (70 R
7Lk LC7mg) %= EHICHMEEIRS L7284 OSR
26334 D ML A EEHERS N NS BRE/ N T X — F 1T T &
BYTH2Y,

JOERY LIVERERYE B E#E 1% S A DSR26334 0

MigEFREHR

20F —— mean+S.D. (n=12)

0.5 1]

(=)

L L )
12 18 24 30 ) oas
e - A IR ] (hr)

(=}
[=))

70E RN T LIVERERIE B ERE O 5 DSR26334NEMENE/N T X — 4
tonax (h1) Cuyax (ug/mL) t2(hr) AUCys(ug-hr/mL)
19+0.8 2.29+0.46 69+09 846 +1.36

(mean=S.D. n=12)

ey © I 1o MLEE PR BE R Cray  FIMAERIREEE . €5 ¢ 0]

AUC g © IMHE PR LR R T IRE (0 ~48MRFH])

70 ¥ K7 UV ORFEALRCHEIICE S35 F 7 02— 24P450
STk, FI12CYP3A4. CYPIA2, CYP2C19. CYP2B6T
2% (invitro) s F 72, SR263341ZCYP2CO% HES 2 (in
Vitro) o

2. 3%
BE (BYERER)
S MIMC4-7 B FZ U VEEE (Zul FoLae L
T50mg/kg) % HLMREIIHRYS LA, MyTmieEiz, KX
TR DBEEF I BV TH 5025~ 2 BRI RS IHICE L 72,
WO REE R L, AL RE - T ONICE <. 20, Bk
CERA TS 5 727 F72, HERGIC X 5 &2~
LRI SR Tw WY,

3. Bttt
sZ (BT —42)
TR AICC4-7 0 ¥ R LV (7 u¥ K7Lk
L C7mg) % HEAFKLHES Lga, %55 HE T TOMR
G O BRHEM SR B S EDR92% 1 E L. RAICIZH
41%. FEPII3H51% A5PRE S =Y,

4, FFEEEE BE TOHRANEIRE
£ (BT —%2)
BRAEZS B LR AIC 7 a8 R LVEREEE (7 u ry7
LvE LC7mg/H) #10H MIKEROHRG Lokg, RE
ALIRDC, A2 B IS B W TREFER A L TR & <
FRL. FEROKTIZL 227 0¥ F 7 LIVEREEO(CH~
DEBHTRIE S N7z, SR2633ADEYFHRE/ ST A — & 12137
AERD SN h o727,

5. BHEEEEERE TCOARRNERE
£ (BT —%3)
BUBEAEBEEZ 7L TF )T I AL EE (5
~15mL/%5) & WEEEE (30~60mL/4)) D 2 7 )V — FIZ50 T,
yuV R7UVERE (7u¥ FZ7Lue L<C7Bmg/H) %
8 HIKAERORE LR, EEEESAEEE BT
PP R RS 42 512 L RSR 263340 AUCIEAR A2 5 7219,

6. CYP2C19EIEF LRI A EYINEICRITTHE
2E (BHT—%)
T HE R A 401 % CYP2CTIOD AR BHRELC IS UC 4 BE (%BE10651)
W25, 7a € R 7Ly e LTHIHIZ300mg. & DF#%75mg/ H
% 4 M5 5 3RE % FEHi L 720 CYP2C190 2 D D #ifs
FL I (CYP2C19*2, CYP2CI9*3) IZ2oWTWENh% FE
BAKEZIwIhb AT aEsgke LTHoBEHE (PM
) Tl IEMECEH A O AUCKUC,, A5, A7k 4
SAKEE (EMBE : CYP2CI9*1/*1) L WL TIR F L7720 285,
HANC BT 2PMOBEE L, 18~225% & OEHDH 57,

M A ICH T 5CYP2CI9EEF SR A EHABMIHAD EMENRE
INTA—BICRIFTHE

o CYP2C1938fz 77
TR
UM EM ™ PM
300mg R . i )
Cunen Cnm | 2410 | 3221 | 2311 | 114
(ng/mL) T5mg
+ + L N
(5HE) | 12%6 | 1857 | 12£5 | 41
300mg | o | oot | siew | e
AUCq- 116t (1HH)
(ng-hr/mL) 75mg
=+ + + 4
(5pE) | 1E5 | 1256 | 104 | 31

(mean=S.D.)



1) ) OBRMIEBERYFEIC, Fra Y UV IEEIE1I04% (5
UM : CYP2C19*1/* 173 % \MECYP2C19717/%17 LA ¢ 48/46501) 12h LAKI.0% (SEBLEI4 © 43/46661)
EM @ CYP2CI9"1/*1 Tdhh (NHF— F 10886 [ f1195% 15 ## X [ : 0587,

IM : CYP2C19%1/*23 %5\ & CYP2C19%1/*3 13371 AAOEVEZF 7 0¥y o g & ARET
PM : CYP2C19*2/*23 % \3CYP2C19%2/*3 HD o EARE SN, . EWESEBESE. Fo 0
YD U HEEEHE39.8% (199/50081) 12k L AFHI20.2% (101/499
Bl) ERHI TR o 720 F72. AN, MEEE, IT
FERERE 2 K O G- IR R - 7-RITEH 2 84 L 72 18E 012
HHF CORMBBEHERIE, Fru Y VIEREN9% (5
B A 0 159/46561) 12k L ARKI 2589% (FHE A -

[ ERPRAHE ]
1. EIPI T OBRARA
(L) MR 5 P 2 2 i <)
ML 75 W S 2 X A, 7 | e R 7 LV R (2

TERFZLIVELT?mg/H) IConwTFraey i
200mg/ H Z 3B & LTI b7z —H 5 Mbbig
(L15140) 2B 2 MEWFIO MR L I L2 L 2 5,
Fru ¥y riEmE26% (15/57861) 128 LAHKIZ30% (17/
57361) TH Y., AFIATF 7 ¥y R & RS o s
Hgo) AL R EEH T H T EARENT (NF—F
10977) o F 7o MM R (FMERIRA, bR,
MR FEEBERE S, FEAMEETE O i J OF % DAt
HELZBEWEH ORI ORHRIE, Fruy ViEEEELS1%
(87/578%1) 2k LAHIT0% (40/57361) TH Y. KA
BWTHEIEA -7 (p<0.00D)?,

(2B MEIEERE (REEPLE, JEST RSO gE)
JEST EH-AMEIERBERE 2212, 7 A1) »81~100
mg/HZFEHHEL L, 7u¥ P LHEE (7 8y
LV LCHINIE300mg. MiFFE75mg/H) 22w TF 2
0¥ Y B 200mg/ H & A IR & L Cifibh - I ER
B ERER (79961) 2B DHEMEA RV b B, At
DFIEZE, MATHEM OEIT) ORHELZMITI LI 25,
Fra¥ Yy HEEES52% (38/39961) 12k LAHI10.25%
(41/40081) TH Y. RKHOEREIZF 7 0¥ Y v HEERNE
ERIRRECH D T L AR S 7z (BER 2 S i - 0.73%
(95 % EHEIX [ : —4.87, 3411). —J5. BIMEHIZEHR
X, Fru ¥ Y U HmEES53% (219/3966) 1%t LAFH]
449% (178/3961) & AHITHA o 72 (BERT 2 U il
10.35% [ H195% 15 B IX [#] - 343, 17.281). F 7. EK
Zo i, IERESE, IR K OB 5 H kIS o o EIME
HORBROKRENE, F 27 u ¥ Y v IEREE2957% (118/399
B) Wk LARHIA24.25% (97/40061) TH D, EEIIRN
A IR A AT DA % Z R L 720 TRAF A I
Motz (p=00358), HIltEA N> b (FEHR) OB
HIIARHAITT7.75% (31/40061) . F 7 1 ¥ ¥ V1 T5.01%
(20/399%1) (Pearson’s y*#isE : p=01135) TH . i
WA XY b (BIVEH) OFHZIZAHK]IT200% (8 /400%1) .
Fru¥ Y yHEmBET201% (8/39961) (Pearson’s y*#
£ :p=09960) TH-o7zo T/, HEHIB1I~7HHIZ
B LA X b (BEFER) 3AKHIT350% (14/
40061) . F 7 1 ¥ ¥ L 3EERIE T3.01% (12/399%1) Td - 72,
FARGHMORRHEEIT, F7 oy VEBEICBIT 2 EH)
TR /S 4 2% 24 JE Fi AT B T122.62% (10/38261), B IR 2
A X 24T Cl1E7059% (12/1761) TdH - 7zDixt L.
AKHNTIRZENZENL88% (7 /37361). 59.26% (16/2761) T
Hotze Fiz. KEIOEIR N A 28 2 FEATHIC B0 5
K MIMOFEI L, wEBIIR/ S A 7 ZAWTHEAT HT O RSE I
M7 HUL EOSEBITIX 3/ 7 61 (429%) TH - 72D L,
il 7 H A 0IEBTI1E13/2060 (65.0%) ToH -7,

(3)ZE R UE BRIH RO 52
FERZ By T BRI WAty 2338 ] & 4L 5 22 5 Ak DoRe / BRUTH 12O
BB A2 WRIC, 7 AYY »81~100mg/ H % Jepks &
L. Zu¥ FZ L VERBE (a8 F7 L e Lol
300mg. HEFFRT75me/H) 12DV CF 27 1 ¥ Y v ERER200
mg/HZx B3 L U Ciibn iz E MR (93141)
WCBWTIZEA FTOFRELI NV (&TORT., Atk
DMigE, MATHEM OMFT. 27~ M) O R
HRAN L2 2 A, Fruly UEmIE7% (G
& 45/46501) 1Zxt LAR0% (GEHIEI4E @ 43/46661) T
H otz (NH— FH0945 [ 11195% 15 W X 4 : 0.622,
1436])o F/z. EZL - WIME A XY b (2TOHLE,
SVROEZE, MATTREM ORAT. A7 >~ KR, BN

47/466%1) TH Y. RFIDAHBIMKD - 72 (stratified log-
rank test™ : p<0.0001. ¥ — F1£0.259 [ 195 % 15 #H
X 0187, 0.359]). HilfitEAf X>¥ FD128H FTHOR
FEFEBIRITAANL3% (FEBHEEG © 6/46661). Fruvry
VIEMEIE09% (FEHEE - 4/46561) THEREIIAD
5 N7 h o 72 (stratified log-rank test™ @ p=0.5292, /N —
FH1.497 [Wit95% S #X [ : 0422, 5.306]),

¥ 7 AYY) Y OFHEHEIRILE R T-& L 7zstratified log-rank

test

JHRIC, Zu¥ RV IVERREE (7
DY RZLVELCHhmeg/H) I2VwWTFr7uy Vil
B 200me/ H 2 o3k & L Cirb vz s b sl

DRMERLEIIT LI L S5, T2 0¥ D~ HilE0.9%
FEHH G 2/21661) Zx L AF09% (FEHEH G
THh, AHOAMERF 7 0¥y VIEMRIE

CHBETHL I EHRBRENT,

—7i, BIEH D128 £ TORBIEHREIG, Frury
> 3ERRIE35.6% GEBLEIE : 77/21681) 1%k LAHI155% (J
HENE - 35/21500) & AFHA I o 72 (stratified
log-rank test™™ : p<0.0001, 2>H — ¥ 1£0403 [ #195%
B :0270.0.603]) 0 F 7z, HAZ ML, ik,
ERREREE R O EE R 2 8E L EOI2BH £
TORBBIRIZ, Fruy U HEmENE13.6%
30/21661) 2kt LAAIA24% (GEBEE : 5/21561) T
0 ABRIDH I 5 72 (stratified log-rank test™™ :
p<00001, 2+ — 10161 [ f195%fZ i [X [ : 0.062,
0416]) o MIYEAH FHHL DI2AH £ TORBIEHREA
#184% (GEHLEIA - 19/21561), Fra ¥y VIEERIET0%
(GEHH G 2 15/2166]) THEGAZZRD LN Lh o7
(stratified log-rank test™™ : p=04478, 2># — F1£1.300
LW I95%EHEIX 4] : 0.659. 25611)* s

XK L FOMBoPI/IMEED oA, LHEED D
Vo kR I O I A R 5 D B AR S B PRE D A B
B R IE D & fF D A M 2 A & L Jostratified log-
rank test

2. B T DERFREAE
(ICAPRIEGASR

ARG A Rl P i 0 45 s, AN B IR % AR )
191851 &5t 4 & L 7z “HEE Mt B (CAPRIE) T.
ya¥ FZLUEEERE (7a¥ FZLve L<7hmeg/H)
IZOWTT7 AY Y »325mg/H 2% BIC, MmAaMEFi (F
MUPERR A R, DAl Z8IE ) N IS AE) FEIED ) A 7
ARG L. RENE8T7% DMAIY ) A 7 AR %
HTHIEIRENT (p=0045), F7-. MBOHER
SREBIERIEIHD SN 572 (p=0640)7,

(2)CURE Uit

JEST F 5 Ak RE e B 12562060 2 4 & L7- “HEW
Wik (CURE) T, 7AYY »75~325mg/ H % JAEse
EL. Zu¥ P L VERBE (Zae K7Lk Ly
#300mg. MEFE75mg/H) I22oWTT I RERIZ,
MAEMESR (OIMEIE, OFEZE L OIRE ) FERED Y A
7 AR MG Ly AHNZ19.6% DR A 7 KA w) 5
EHETAHIEDRENT (p<0001). F /o, MM
COIMAEEFE, O sE, BNZEd K OB IRPIME R ) FEAE
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FHAT V MREEET /IR T O MR f/MOokiE K O E B2 msl Lz, £72, & k
ex vivo BIIRIMAZE 7 TN TS MR ENSIER 2773 2 LB mESN TN 5,
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BE RV EF I ue Yo imET oMM A 128H G5 1H ZEHEEMREKRLE) L. £l
FlIEE /R E R LA EF—T 0 TV T408M (28 A—7 0 h) #5352 L10kD
7u e RV VEHS2EBKES Lz 20ROt b RET o2 & & Lz,

SFY 10810 #BRIZIX., RMEENRERRBEE 431 6] (ZF e R LVARE 2156, F7 a2 8 216
) N7 X MEEN, FNH2ETO/ETE (all randomized population) % X5 ERL MR OEZD
MEmEt Lz, £/, 2 TCORENRBIEER 5 %251F (all treated population) , & DD LMD KR
FHZHW BN,

FEFHMBEE CHLH 1 (128H) 1281 29O LREMA X b ORBIBEOHE
(Kaplan-Meier fi#R) %X 1ZR$, 12 @FS CTOYIEDOLENEA X OB ERL, 70 R
TUNHE24%, T7REVUHE13.6%THY ., 7 at KT VARG PFEHFIICH BRI - 72
(J& % Log-rank Fi 7€ : p<0.0001, FHEE Y — KLt 1 0.161 [95%CI : 0.062 to 0.416] ) . Sy ¥EBIFEBLIK
T, FRCTF 7 eV B ETREISNOMEREESEORIEL) A7 R/ o R7 LV TRWZ &2
RENT (8B Log-rank #iE : p=0.0001, FWHEE P — KL 1 0.160 [95%CI : 0.056 to 0.462] )
[Module 2.7.4.1.4.1.1.1],
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1-EDREMEA N2 FOD Kaplan-Meier RIEFHIRFMER (F 181 : 12:87/)
—All randomized population, SFY10810

0.201 Clopidogrel
——— Ticlopidine
i
0.154 :
© FHH-
[>) |
= I
< 1
= e e e e e
= i
E !
g 0.10 o
= -
= !
=] 1
= |
O |
1
1
0.05 1 fmm
rl_
1
1
: 1 L ll
L | 1 11 1 T
| T T
0.001 T T T T T T
0 2 4 W 6k 8 12
Number at Risk eeks
Clopidogrel 215 215 211 211 211 205
Ticlopidine 216 216 211 203 191 187

PGM=PRODOPS/SR25990C/SFY10810/CSR/REPORT/PGM/eff g_km_saf r_g_i.sas
OUT=REPORT/OUTPUT/eff_g_km_saf r_g_i.rtf (08JUN2011 - 10:01)

Bl AMREER & U728 18 (12:8/) (2R 200 it AEEFL O RBERIRIL, 7
BB R UARES4A%, T/ u b URE7.0%TH Y, BREBIHEOHRICHEN CHERZTRO D
e oie (85 Log-rank fiE : p=0.4478, FAEE AP — R 1 1.300 [95%CI : 0.659 to 2.561] )
[Module 2.7.4.1.4.1.1.2), £7=. # 18 (12:8M) B 20ROEELAEFROBREBRRT, 7
BERZUVARE3RY%, F/rEDUHEAT%TH Y BEBIROHERICHHER CTHERZETH D B
Nienro 7 (@R Log-rank fRE : p=0.6805, FiHE ~H— KLk @ 0.822 [95%CI : 0.323 t0 2.092] )
[Module 2.7.4.1.4.1.1.3], —77. FH 18 (128 BT D29 OEEFEFLLOWFORIVER O A FE%
HEROWBIITF 7 a P VBT o B R LV THEIZERNZ EVRENE (AEHS
[Module 2.7.4.1.4.1.1.4] ; J&%!| Log-rank f2 7€ : p=0.0026, FHEE W — Rkt : 0.719 [95%CI : 0.576 to
0.898]. RIYEH [Module 2.7.4.1.4.1.1.5] ; &3 Log-rank fi 7€ : p<0.0001, % ¥ — KLt : 0.403

[95%CI : 0.270t0 0.603] ) ., IRBRHE 5 ILICE - =I5B G T CRO LN A EHSL
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(TEAE) ORBEGIZ. 7ot RV AEES6% (122156) . F7 a2 #19.0% (41/216 )
EF I a T UREO T E N 72 [Module 2.7.4.2.1.4.2],

B (1280) OFECO DT, R2BERERTOYZFEOMBEMEA N2 b [IGFHZE /L5 %E
/OO LMETE, A X MK D ABE) ORBEBRET I/ v K7 LA 09%, T2 1
BV URE0.9%E AR Th -7 (@) Log-rank f7E : p=0.9553, % H— FEb 1 1.058 [95%CI :
0.148 to 7.581] ) . 12K CTOHFEDMAEMEA N b TIHEZE DARTEZE /Z OO .LIESE] O
BRERBLRICONTS, ZRE R VAR 0%, 7708 09% & FfRETH -7 (85 Log-
rank B : p=0.1539, FHEE P — Rk : 0.000 [95%CI : 0.000 to NC] ) [Module 2.7.3.3.2.1.1.1], &5
ICABEDHEEZ RO 72 N2 TORIMMEA R MTOWTIBIENT L7Zf5 R, 12 HEF S TOwI 04
TORMMEA R NORBEERALRT I o & R VIAEE33%, 77 8 Y B 6.6%E WL CRIRE T
& o7 (J85 Log-rank fiiE : p=0.0880, #HE Y — KEk @ 0.467 [95%CI : 0.190 to 1.147] )

[Module 2.7.3.3.2.1.1.3], F£7z. RIHERGEEIZME O B IR OFEL CEAL) D ROV TheET

LR, THROBIMMEA X FORAKL O ABIOLEEHI/ o R LAREEF 7 oY U B CH
FLECd o 7= [Module 2.7.3.3.2.1.1.4],

7a ¥ R7LVE SQEMES Lz 20X, 7 R LLTEBIZML TS EZROIX
N REHIR G CTRIBE L 72 2 FL0R IR G0 5 A EFLORBEIG OMEEED Lo T,
52 TH s v K7 L (CLOP-CLOP) REDHIFE D HIMMEA EHEL O BIERIERIL 19.1% TH
v, 2 (52EM) Z@ L CHnMEAEELORERBROHERITI—EL T\
[Module 2.7.4.1.4.1.2.1], F£7-. SFY10810 ik & DV7314-23 RERORERE T/ o ¥ K7 LL % 52
M35 L7 & & O Il TEAE @ 5 B b B& S 5 10 i J OFEZE N H i O 58 BUEI A 2 LR
L7, MakBRIIC R & 2 E W TER O H R0 o 72 [Module 2.7.4.2.1.4.1], AEFS. BIEM, &
BRAEFEGORIVRIUZ OV THWRBRMEICKE 2EWNTRD DR o T,

7 N7 LV S2EEEE LTz L & DFEHEICOWTIE, 52 BRFROFFEOMEMEA < b
[HAEZE /D AEIE /2 O L FE] D BB RIT 0.5% (95%CI : 0.0 to 1.4%) & KR THER
SNTEY, FFEOMEMEA N b TIEIE DI,/ 2 OO OESE, itk <> M2 X
ABE] ORBEFRIAROHRE S 52 HHOKRGHIMZEL CEE—ELTWeZl &hb, ZrE N/
NEREMEE (2 EEE) Liega b AEIRI-hTnd Bz bnl
[Module 2.7.3.3.2.1.1.2],

PLES | SFY10810 5BRICH VT, HARARMEBIREEEE CO/ v R LALOF 7ue Y
(B D LEEVEDREES L, D OF 7 Vv ERBEOH N RBI NI Z EnD, RIFBIIRZEE
ERICT 7 v — AARSE T 5 M ZEE B x5 & L7 DV7314-23 iR C o/ u v R L LD F 7
B EY AL BRWIEMEA N R DU ATERBEIRPREINTND Z L bESE X D &, RIHBIIRE
BOBEIZBWT, Z7rERZ LV (75mg 1 H 1E) (IF7vEY> 200mg 1 H 1[E]) & HRT,
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LRIMEHTE, DORREOMEEA X oY A7 EEEIREMfFCE D B2 b, £z,
AARNKEEIRE RS ICB TS0 K7 L)L (75mgl B 1[8) ORI GROZEMET B AR AMK
FEFESERF ICB T 2 REMOFENTH L EEX LN, 7 RZ7 L (75mgl B 1E) OEH
B HREOAZNEIL, SFY10810 FERCTEDAHMMENRIZNTND EEZ X Bz Z & CAPRIERER T
TAEY AEDLHEIMERRINTND Z & ROMNEZEE RS 255 & L1z DV7314-23 3R Tl
2/ T/ E R UVANRT 7 a By AHh bR WMEEA X hO U 27 RBEIR R S
TWHZLEBEEZDE, 7o FZ L (75mgl B 1) 13 EANKEBIRERBE T LT
B2 &8 A < b U A7 RBNREWFECE B2 b,

bERo LBy 7 et 7LD MREEERIHIERIZ LS < fde - FERTERL O IR AR
EEHOTEY DMENEA X FOMFNZHSRB Db D LEZLND, ERNTIE, Fh ] REMEDOBLR A
SRR BEH (SR D MAEVEA N2 F OEIFl 2 HERTFRICIIMREEL TV, Z7u e F7 L
NDILEE « FERIEEOMBI R RITASINTHLZ b, 7rE RZLAORRE « R E LT KM
BIRA RIS I D fAe - AR R OME]) Z1BINT 52 LIIR Y THD LERT,
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2 TAZERUVAZE] RERM

ARHFEICH DD HEROHE] OERRIILUTOLEBY THD, (THED : BINEHT)

O MMM A RS (ORMEMERIE 2R <) ROBRME| 056

WH ., RAIZIE, Z7eERZ L e LT75mg % 1 B 1 EERAOKEGET D08, Fin, KE, R
Ik Z7abE k7L LTS0mg % 1 B 1ERERAOET D,

O BIIRFEZ AT (PCT) 233 H & 2 Bl R B OGE

WL AR, BEBBEEICZ e K7 L)L LT300mg 2 1 B 1 EEOKE L, £k,
MEFFE S LT H 1A 75mg 2R AOEET 5,

ORMBWRAR BB D iz - FERTEROHH DS &

W, BEAICIE, 7 ERZ LA LT T5me A 1 B 1EROHET 5,

[ ZEAR AL

ARHFEICBWCGHMIEE L L7 R EIARE BEH x4 & U2 ENE GRS (SFY10810)

TiE, 77 v — AMARGERE &5l 5 & LM ER (CAPRIE) ORLHRL. [ /MEESEIHIEH %
Rt U7z N KOS PR 3R O plf . W QN B RREIE T D g M e M & s (ORI ZE
RIEZBRL) HOmREME) OmEHEEERIC, RFBREERE T L7 e K7 LLro Ak -
% 75mgl B 1ENCERE Lz, 2O - HEZ2HOTSFYI0810 B T2 n & K7 L VD74
PR OEMEZBE LR, 7a b R LLOF 7 a D U BEL LRI ESn-2 &, F7
B ERBEOFMEN RSN, S5 v R LLVOREEROESENEICH
o TRIEN TS EBEZX BRI Z D, ZOMOENIMIIS T 5 EERHBREGRE b E 2. RAYE)
ARy BB 1T D HESE L - EE D@, &A I, Z7rE R7 e LT 75mg &2 1 H 1 [ElfkE
N&G53%, | ERETDHZEE LT, LITIZ, EOREMRMIZOWTREHT 5,

21 I/MREEINGEERICE D < RE

RAEBIREERE T 57 m v R 7 LV ORERER B LT, BEARKEE CTD IZi#i s
T2 B PR SRR 2 O CRUBARTRE & 5 2. A [BIH 7= e B R SKER BRI 560 L 2o o 7o, KA
BREEBFICB T L7 v R LLORERHE - HEORERILAH5ET 572D, SFY10810 55k
D &EFR B O T2 i RGBS I E ) & fet U 7= [E R PR SR 5 38R (DV7314-02, DV7314-04,
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DV7314-06, DV7314-12, DV7314-24) K ONVESMEARRER 1 305k (P1404) OFt 6 B2 SB &k L L
7=

IO ORERZ AT, BARAOME MR AR E LS, O EARZ28E  (PAZEMEB) IR
LIERRE 25 Te) K OMEMEBIRPAZENE C i TN % OBEICBIT 27 v B N7 LV O IMREEE
FITERZE Lz, £72. BARANESNEADT 71— AMARERE 2 %15 & Ui MOEEI R %
HERET Lo, £ OFER, LTORBHBIMNE R oTz,

o AARANDOMEMAMAEMIMAEFEE LS, DiRLE A2 8E CAZESIREEWELE 25T &
OV MBI RPAZEIE C AT A # 0 B 1031 2 M/ MREEEIRIERICEW TR, 7 1Y
N7 LV 75mg/ A &G Uiz b & Ol MREEEINHIRITIRE DOENII )b b T IRIE R
T& - 7= [Module 2.7.2.3.1],

o FARONE M R i A8 R R LS Fo T 2 i/ NSRRI AR £ L BSOS E SRR BT
[Module 2.7.2.3.1.1],

o AARAMEIEEBREIZBWNC, /7 E R LV 75mg/ HRF 27 2 B2 200 mg/ H I i
W MREREIIHIE A 2 79 2 & A3 ERR S 4L72 [Module 2.7.2.3.1.1.3],

o HAANEHAEADOT To—AMMBERZICZ 0 K7LV T5mg/H Z2H& 5 Lz & & D/ Mg
BT RITIFIE FRFRE TH - 7= [Module 2.7.2.3.2],

Vb E 2 T, REBIREEEF T 2L - HEEL LT, W T7 7 v — A MIEDOFEEE
ZOTHRINTHOOENLTWOIHETH Y . A TERMOLMEMLETEEFICS T 2KEBHETH D
75mg/HAWEEITH D EE X T,

22 ERERHIEMDME - REMITED &G

HARNRIEEIRE BB A x5 & L7 SFY10810 3BR ClL, 7 r e R7LL (75mgl H 1[E) @
MEMEA X hDY 27 KNSR Z RBEMROBEGHHTF7ee ' 200mg 1 H 1[\]) &L
TR, WIBEOMAEEA N b ( [EZEDAEZE /2 OO LM EFE] KOV TINEEZE, /O i 2E
JE OO LEFE, BIEA X ML D APE] OFEAET Y RARA ) ORFEFRBRILEFECIA
BECTHoT, 7RI LV (75mgl H 1E) % S2 @& Lz & EOPP3EOmEM A <> b
[IMEEZE /DA ZE /2 DO LI E FE) O BREREBLRIT 0.5% (95%CI : 0.0 to 1.4%) & KR THER?
INTEY ., [HEEZE LI, ZOfmoLMmESE] (2 DEIEA N MTE 2 ABE] Z2NZ 728
By RRA V FOBRRRBEROHS S S2EMOBEHMZE L UIE-ELTNDHI b, 7
2ERZ LV 75mg 1 B 1R GIIREEIIRE EEF T3 L TEMEA <2 b U 2 7 (KGR 4
FFTExreBEZLNTE (13HESH) |
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HARNKIHEIREEBEE COZRMEIZRELTIE, Z7a e R L (T5mgl A 1E) [ ZFr7rey
> (200mg 1 A 1A &EH_TZEMA N b ( TERZRML iRkES TSRS £ OfthoE
BREIER OEAE= RARA U ) OB 27 PEBEIZRNZ E3RENT, £, EMEGEE
DEEMIZONTH, EHRG CREE 22 ERIRO N7 (13HBHR) , 7rE s L
v 52 G LT & & o itE TEAE O3 BIEIS X 65 Ll Lo mEind THEm B bz
OO, FEE EBAE SN D EERHMIZD 720> 72 [Module 2.7.4.5.1.2],

WAL CHEME ST T m— A RE B & %5 & LT- CAPRIE 3R 00 S5y S FRHT D6 5 T,
RHEIREBEEICBWTZ o E RZ L)L (75mgl B 1[E) 7 AU > 325mgl H 1[E]) (2H#
BIMEMA N> b ( TREZE D RESE 2 OO DIESE] OEE= Y REA > b)) OV 27K
BREATDZEDRENTZ (Y A7 B 0 23.7% [95%CI : 8.9 to 362%] ) (1.31H M) ,
E B\, KBRS B EF LR ORI OFE R Tl thoT 7 v — A fARSE (i i 2 5
ILDARREZE) ORBETE - G003 2 BE K OBEE - GFR 2 VWEBEEOWTNOBREREICH L TH 7 e
FZ L (75mgl B 1E) Z7 AU > (325mg1 B 1[E]) ([ THmEMA X2 DU 2 7 (K
FMNENZ L HIR &7 [Module 2.7.3.3.3.1],

KAENREE R & [ U180 7 7 1 — AR SE Cd 2 IFFSERE B H & x5 & L7z DV7314-23 iR ©
X, ZrERZ L (75mgl B LE) FF7vEP> (200mgl H 1[A]) (24 520 mEMEA <>
N THXFEZE /O AESE, & OO LESE] OEAETY RARA  N) OV 27 EREERN RS-
(NP — R 0 0.977 [95%CI : 048810 1.957] ) ., £72, Z7rE RZ L)L (75mgl H 1) 1ZF7
BEYY (200mgl H 11 &H_TLRetts Xy b ( TERAHIDMikEEHEEEREE, 2 o
fOEEZRBEMN] OEET RRA b)) OB A7 PFEITERWZ EaBitsne (13H 5
)

o

PLEMNS, REBREEEEICBNC, 7 R L 75mgl A 1EEEEX, F7rEY Y
200mg 1 A 1 [E4#% 5 & RRREDMEMEA X Fo U 27 KBRS HIFFCE, 722 200 mg
1H & GIcEIZetemT5EEx0Nz, $£72, Z7rERZ L)L 75mgl B 1 RO EHEE
IR R B I LT H B2 ME A X b A7 IRBIRE I CE D LB O,
B AR SKERABR T, RIMBIIREERZ ST 7 7 o — AMMIERFICB N T/ B E R7 L)L 75 mg/A #%
B2 X DM/ MREBEEIHIERSHGE SN TS Z L bk E 2 5 &, [RMEBIRE RIS 5 Mte - 2
IR OME ) OZIRRIBINARD NE - H&EIX, T, fAZE, 7ee Rl LT 75mg &
I H1ERAOEET D, | ERETDHIELIEIRATHDL EERT,
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AIXE (B) O TERLOERE] RERN

20124 8 AHLET (BB 1LAR) WSFHSCEL VBN « 2H LSO T FigEf L TR LT,

(25 (ROBHEICEESELGWIE) ]

LM L TWaEBFE (AN, SHENHIM, EEE Hi, REHm, i, - AmmeE)  [H
mEETLIEBENRH D, ]
2ARKND pl o3 Nk LIS BUE OBEERED & 5 B

<HEXIIHRIEHET HEALDFEE>

O REEIRZ AN (PCD 2% S 5 R MLk D E B D56
PCI 7318 7 7 DIRE ML IR BEHF ~DR G TH D, ﬂ@%ﬁ% FV . REFTER D

HUMTTHEENR S A S AR S, PCL 2 LW, g EGIIHEZz 2L,
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<AZRUVHZEICEEST HFEHRLDIE>

ZERERF DR EITRET 5H Z E A E L (ENE T FHRBRICE WO TR 3 57 IS I L EE IR S 22
b TWVW3) o

O MMM FEE  (FEMEMZERIE 2R <) BOBERME 0SS
Hi 2R 282003 H 5O T, FicHmER, ZORKROH 5 BFEEIIOWVTIE, 50mg
HilmlproET528, [ NEERES) OHEBE]

O B EBINRIZ AT (PCD) 2% H S5 E e LR B OSHAE

1.7AE Y > (81~100mg H) EHHTHZ &,

2.AT v NAEBESORFIREGRHIILE Y ERESRORM IEEZ LT SRT 52 &,
3PCLIEATRIICZ B B R L)L T5mg 07 < b 4 A E SN TWAHE, v—T 47 R
— AP (B 5BABIZ 300mg #5925 2 &) IZMATIEARN,

[RREAR L]

[ZENERF DFEAITRET 5 Z ENEE LV, | 1R, AR OYEIEKR OB RSN B EZ SR L L
ENE [ HRBRERICESWTRB L EEETH D, AEEITINET DEMMEMLERSE (DR
PEMMZERRIE 2 BR <) ORI ITRT2EE S LTRIM L TV, RHFEICEEL T, BIiE
ZBIfR 7 < RFIE BB SBRICEERE T RENETH DL B2, REORK EEICBE Lz, £z,
AEENENE T HRRICESS bOTH DL Z L 2WHMIcT572dic, TENEKRRR] 2 [EN
55 IR 22 HE LT,

AHEIZB T D ZDOMOERICONWTIEL 2 L,

[ERLEDEE

1. BERE (ROBEICFHEZRIZERETHIL)

WO BETIIHMOERMIENFEL 22 BZNNHL O CHEICKR G TS Z L, 72F, ik
EhEE (ORMENERIEZRS) ZOmRMHOLEEIX, S0mgl A 1[EHEEGREEZZETH
&

(1) HiffE B e O OFR O H 5 BE

Q) BEELESZEDOH 5 BH

Q) BEELREEEZEDOH LHBH

(4) mLEAF e L TV D B

(5) e v

(6) KA EDBH
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[R TE ARAIL]
EH2 L,
2. EEREARIE

(DA Ve R PESRSE R (TTP) | MERRIERIE, BB RITFEEFOERZ2EIEHAEIR TS
ZENHDHOT, BERME2 » ARE, 28I 1R O kA% O£z EET5 2
Eo [ T4 BER DEZM]

Q) it IR BERG L L CARIZEAT 2 1Ch-> Tk, v—F 4 v 7 F—X&5 (F5Rh
HIZ300mg 245952 &) ROT ALY VEDOFRHICE > THIILO U A7 A% 5 TRetEn &
L2t xtnBETLZ L, [ [ERBERBE] 0ES ]

GIARHFNC & A i/ IMREEEST S E & 72 5 &K 5 e FIROSGEICIE, 14 UL ERicE G217 5
TENEELY, k. TORKRELMAZRT 5 2 EAHRRWIERITERZREImMD Y 27 5355
EBHLNBESNTVADOTHYICBET S 2 L, £, &5 PR 0 M ERIE D
U A7 OEVERI T, YR RIEMFIRZ#EC D 2 &, PINBRICARIOFE G N LERE AT
X, T O I 2R L ChOERT 2 &, [ [BREKREE] . [EHER] oESB]

(4)fth. o> H i D FERRME 2 BEIN & B 2 FAI S & DM A/ERICER T 5 & &b, EmILEN -+ 5 K
FA~OEEIXEERE TV, AFEERII o RimEO = ha—vE2fro 2 &, [ NEER
5 . 3L#EMER 0mEEHK]

B)VFEFE D fEME OB ORI ML E R EREICB N T, TAEY VLR, Znve KoL
JVHFNC B R A I O R RO IMAUESN THRE S TWD TV, T 2881301
BTbHZ L,

()L DfEBRYE N IR FHIEER OB Z N o % Z &b, Hilla il Z 3 aRitpnmn s B x
LNDEEITIE, Pk - WMEEFEELZET D L, Fo, Hilzmed 5 RIRIEIR o256
F. ELICMmEREEFOMURBREL TS L2 L, [ T4 BMER) DESH]

(NEZTITEE L0 bHIM LS < 25 2 L2l L, BEQRHMATED SN G E I EMIC
G D Lo EREA e 2 &, £z, i (R 2%2T 5, AFAZRHL WS 5%
ERNCLTIRA D L BFEICEREZRT 2L, [ [EHFERE] oHSH]

[

FEARAL]

2

B L,
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3. HEEH

AFNEX. FIZ CYP3A4, CYP1A2. CYP2C19 KX CYP2B6 IZ L 0 iEMAEIcAH S 5,

FEARAL]

g

[

BRI L,

GrREE BRICEETSH L)

A4 S5 BERAEAR - 51 515 R - faliRlA 1
FEAT a4 FHEHEASERIE | AFEoFHIC XY, MBS | AR MREEEMEIER A
(F7Fuxt 5% MNHEOHMMAESNTZED | T4, ZHEAEHHHT
HwEND B, B EWMbERNLEZBETS &
2B TWA,

PUREE(T LT 7 U ol o~ | Hil L72ie, 2R Z2BhiRd 2 | AFNT i/ MrgEEms e = &
NY ) MREEER | BEAND D, OFHERCIIH | T5720. ZHB AL GRS
FERZHT 284 (72 | IFORIEHICERET 2 Z ARl IR By R SR gWRY: o

Y L) | AR L. %,

(vaxtF—€, 7177

5 —p)

HEMRHIEE (CYP2C19) | AAIDERANHEET 532 hn | CYP2CI9 ZIHET S5 Z &I L

% B 2 35 N2, V. AFIOIEEAF O i i
FENE 15,

FRA ST — )
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4. BIER

B RAZEERNRDOBE

O s LT A Y U 2A L nigEs

[ N BRI AR 2,268 Bl PR ts SN -RIER (RERM BT 2 5T) 13229.1% (660 i) T, &
RAERIE, BT 2.0% (46 1) O MMM Th > 7o, FERERARMRAEMEE X ALT(GPT) =
55.1% (LUSHI) . y- GTP L5 4.6% (10441) . AST(GOT) E5-4.1% (93 i) “EDNFEERERE
AT EUREA 1.9% G461 . BfmERED 1.7% Q96 FEomkEE ThH o7, _&h

REIE NN A GREE)
OHBEEE L LTT ALY VA LI5S

[ NS IRFABR 1,243 Bl S -mIEH (BRRIRAMEE T 2 5 Te) 1335.6% (443 f%1) <, &
RAERIE, T 5.7% (71 41) O MIMmER Th o7, ERERARMRAMEEE X ALT(GPT) =
7.9% (98 f51) . AST(GOT) L5 5.6% (69%1) . v - GTP L5 5.1% (64 f5]) &0 AFH&RER
FHOAFRERBD 0.9% (11 4) ZHomiglEEch o7z,  CGhEEBIMAGRR)

WM BT, 17,500 BILL B BE Z%t5 & L CHEBROBERABR N Eii Sz, FRmlER
(BEEE 1%LL E) 1%, Bt SHmEo @R, MbRrR, 8. FREOHLERESECTH

77,

0
2

[ AE AR L]

I

BRI E LT A Y U2 M LaanWGa ORIERZEAIRILICE LT, ARHEFEO 2015 L 7z
[P AR R RAER  (SFY10810) TRB HAVIZRINEM & R f P i 2 e (O ERMZEARE 2 B
<) BOBFEIMFOERFHERFORBIEMN 2 AR LI RICESSUGET L,
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1.8 ZIAXE (F)
SR25990C - ¥ O F K4 L LEREEE PAD

(1) EXZEIEA

Dl (BEEAHMm. B NSO Him)
[ mEDEERLMm, FETME (LWFhd 1%k F]

MM S OFAZE N ML (FIHER - B8, O - e, ERRFEE . FARRESE) | B i fE
ENDLOLONAZERHD, ZOXDRGEICITESZPIEL, WURMEERITH 2 &,
[t (BEREEFRBAZEY ) | T, BEHm, BBEHMD (WFhi 19%%KE) . BEEmE

(0. 1%kiH) %]

Moifn, R, B, AR, BIEImAE, EEMmAE (0.1%AK5) | R I (BEE
RHED) nNH LD END D, ZOXK D RGEIITREEZ R IE L, @Y AE LT
)T &,

)8 - +iEEEE EETH"Y)

HILZfEHSH - +HBEENL LDbILD ZENHDHD T, BEEL 71247V, BE SR
SNTHAIIIHR G 2RI 572 8, WURMEEITH Z L,

) FFaEEE. H|E
ALT(GPT) |-, y- GTP b5, AST(GOT) &, 8, 2MEfFR4E GEERIHEY) | iFk
BEERPED) R85 5bN5 2 ENRHDHDT, BEL 5TV, BENED LNHES
Wik, BEERIE L, LEIDS CEYRAEEIT Y &,

4) et m/ MR EBER (TTP) (BBEFREAZY)

TP R LD Z ENDHDHDT, BlEL I TV, TTP OYIHNER Th 2 B EE, B
AR, SREEE O MR, ek =S OR A - sk, /MR AR I ER O H B &
R VMG, FEE, BHREEEENBE LS EI2E, BEhIc&EG2RIE L, ik
A GERIMER, WRRMERORIEZET) 2%FEH L, BB UM O] 7 L E &
1792 &,

5) EEMRZ (0. 19%%kiH)

MEMENRZ D HbND 2 ENH DD T, M X RES 21T 5 72 CEEE2 +o0cfTn, B
WHARO LNTEEICE, BHEEFIEL, BUIRAEEZITY Z L,

6) M/MREA . REHBKE. BEFREAENZ SO AMKBE GEEFHARD)
/AR BERERIERSE . AR BRI 2 S 0L EEAER S bbb ZEndb 5D
T, BIBETSIATV, BEPEO NG A TR EE I L, #OR0AEEZITI L,

T hEMRBZIEFEAERIE (Toxic Epidermal Necrolysis:TEN) . RIERLIEABLEIERE
(Stevens - Johnson SE{ZEY) . ZSMBHMEMR (FEEFHAED)

HEEIE 2R B SO RRE . R G REEIRIE R, B HMEAEEN S b b Z L3 5 DT,
BIEAE 04T, BEPROONZHAIERGEFIE L, EURAEEZITY 2 L,

8) M AR ARE (BAEEFEARY)
P, W71, CK (CPK) E&H-. AR ONRF I A7 v vy BR 2R E 3 2 R0 R iEiE
DO, TS TAEBAEFOEERBREENHOLDLNAZ ENRHDHDT, Z0
LG AIITEDICEG E PRI L, @URAEEZITO Z &,

1) W H D WVIZENTTIRZICEB W TERO B V2 EIER O 7= OB E AR,

TEARPL]

2

[

AHFEO T 0IZFE N L 7= [EN B TR RER (SFY10810) TRA®D D v/ gIVE & i M i 2 e
#ODEERIERRAE & B <) #2 0D FPFEAMH] K OB BT il (PCT) 2338 H S 20 2 Kz O
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PRI BMEEIERRE (R LEPE, FE ST LALiEZE)

FRFICR T DRER 28R LR RICE S S UGET LT,

(2) T DD EIERA

« ZEE, BRIBMEOAFEEZE D ZhRE

TROBWERARH LD ZLRHLHDT, RENRD SNIZBEITITLEII S LR G A2 IET S

7o EEEI R AVEEITO Tk,

ENOREIERIZE BB BhREEINARREF £ TOM

S+ O BINE S A

A ORR] (P A A D i R
0.1~5% Al 0.1%Ajifk N
iirk: 3 B FHm, Bim, $ReE | ARREZL. QFENH JIRERLE]
GF) . B, ki | fn, R, T —
ER, IRHMm., wWAE | 7V EEAME, O
i, R, myE, % | B, EEHm, R
RO i, ALEH N | B, AFERERE
i, ~F7 v
A IRMERRAD . o~
c7 U ME, AL
BRI AFHRERDED
I EAERYE %
i Al-P 5| LDH k JRZELR . ARAE, ¥E
HomErvarvry k
=
JHIiEsR Hbas A, BBk | B, bR B, K (GEBMER
PR, 8. EK | DYe. B OFERE. BRI | &L U o ERPERAG
. D, BECRIR, {# (B 72, dh A REAR. R) | ER
Bb, BIER., W@t MR Sy WA 2 . KL HY
i, B R i
REEE HERIG 5 mopE EH. K PR, ifn
CK(CPK) R5, #=v | fREEH, 77—
AT7u—)L b5 #E | BEHA. CLFE. Na b
FIKF, K EHR, 70 | H. Na P&
TIVIETF
BEAE B, PR, SRRV SR, IR | T 7 4 TR

5. HRE. ALBE

Mg 7 e

I BEIRIBHERS,
BRI, S SO
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ENOREIWEMSEBAERE GhREBNARERE CoMl | A ORIV B E
2 OREF) (R T OFE R
0.1~5% Al 0.1% Al N
RE BB, R REm AIGHER S . Bt
RS ARFEIm, ARG, HRKS
. AR T., HR
. MR AR,
MR
FHMER SEUR . EE, HFEWV | LU, BB
J5Z V. F4amF
H) . EiEE. AR
JE. Bk, EFEE
i, ARIE, TAb
o BRE. SRR
B RIR. Ry A
RIRE TEIE, AEAR, AR g, DEXMEG, M | mEL
T WRFEAS T, Bk
B2 i BUN b5, 27 L7 | AMER4, R, 88 | REREAE
F=v bBRH. REAK | R, REEYL
n. iR, R R
WL RBERGME, EEERE
[EE
FEIR 33 %, RGBS Mgk
IR
FDit FTh ., BIFIK, % LM, WIREK | e, BIETR
B R R, . BHERHLER. Wity
KOARE) Wi, FLARK., AR
B, M. SRR
K. AR, BERSS. T
HECAERE, CRP L&

T 2) WM BV T bV RITER O 72 OB R,

[ EARL]

Property of the sanofi-aventis group - strictly confidential

Page 8




1.8 RIXE (F)

SR25990C - ¥ B E K4 LILEiEE PAD
ARHFED 7o DI FENE L 7= E A IAHER RS (SFY10810) TR B L= GIVER & i i P i 4
DR ZEERIE 2 R <) % OFFIME & O A EENRIZ AN (PCD A3 H S 412 g L
B AR (RLESOE, FE ST ESOARETE) | ZEPOE, BRIBIE AL FEZE D hRE
BT 2RIEM 2GR Lo RICESERET L,

5. BB ~DERE

B ClIE MARRE, BHEE. IFHEREEEOABREREME T L CWA Z ENEL, EEEN D7
VMBI H Y . B OBIERNH 5 boT VWO T, HEREE2EE L. BEORELZBIZEL
NG, HEICERETLHZ L,

TEARBL]

2

[

B,

6. iR, ER. RIBF~AOEKE

(1) 30 SO TSR LTV 2 ATREVED & D NI IE, i oA RER etz ElR D & Ersh b
Bl ET 52, URIRTOFREIZET 2 28T L TR, ]

@) AT O NIFIAF IR G IIRAL AT S E5 2 L, [BWFER (T v ) THIFPICBAT
THZLERHESNALTWD, ]

7. NREADEE

AN T DRI L TRy, [EHRRER D 2, ]
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8. BEREG

RHFNOWEERHIZ LD BEREOERE L OHILN AT A2BE00H 5, HIMLNEED 5=,
WUIRE AT D Z &, 2B BROBEHEANIII LN TWRWDO T, BalENVNERE AT

i 2 BES 5 Z &,

9. BRALDIEE

HRBNAZATHE - PTP al2EDFANI PTP > — F bV HHL TR T2 L 9 FET 52 & (PTP v —
F OB LY . BEOELAENEE AR L, FICXZEAET B Z L CHERIAA SO EERES
PHEZPFRT D Z ENMESHLTWD) |

TEARBL]

2

[

B,
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10. ZDHDFEE

(1) MEAh T I S AT RER N 2 Xt 5 & U T BRIRSEBERABRIZ 3\ T AHAl 300mg % F)[E1 s 574
24 IK£fE1 D SuM ADP AR I/ MREESE IS KT 2 8l (i MREEEEINHIEE © %) X, CYP2C19 @
RHAEIZ)IES U T, Ultrarapid metabolizer (UM) ¥, Extensive metabolizer (EM) #%, Intermediate
metabolizer (IM) £, Poor metabolizer (PM) HEDIEIZ, 40+21, 39428, 37421, 24+26 ThH

V. ZDO%4 AMIZHOT > TARHF 75mg,/ A Z 5 L - % O/ MREEMSEIER (%) 13, 2%
FUS6£13, 5819, 60+18, 37423 & PM BEIZ R TAAIOD i/ MREESEFIHITE MK T L 7=,

[ [EWEhi.] omEs ]

(2) MBS I 1T % R R BRI R AT M AT % T8 LT R 2 x4 & U= B RERER 2 K OV B D81
7% 3028V T, CYP2C19 O PM % L < 13 IM Tk, CYP2C19 @ EM & Fhls LC, AHIHE
H%OODMERA N MIEROEMMNHME ST,
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1 JAN

AFED 4 JAN) IZOW T, PR 64 2 A 10 A DEEGAFHER BN THE# S
v R 6 4E 10 H 3 BATEEREE 5 5 K v ST,

JAN: (BAA) 7 n v K7 LIVE R
(Z4) clopidogrel sulfate
b¥4: (AAR4) (H)-(S)2-2-7 v 7 = =/1)2-(4,56,7-7 b T KuF = /[3,2c]t

U D54 V) BER A FL 2T LR
(A4) (+)-(S)-methyl-2-(2-chlorophenyl)-2-(4, 5, 6, 7-tetrahydrothieno[3, 2

-c]pryidin-5-yl) acetate monosulfate

e
5.
N
-f". . '
¢ H COCH;
I -H3804
0
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clopidogrel

(r-INN List 27 WHO Drug Information, Vol.1, No.4, p243, 1987)
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1.9(1)

EEmAMAEREER



EXam—ROLHRGEHEE

(6 -/ -73]
¥y % B % £

. clopidogrel oo e
— BB HE R hydrogen sulfate WE7OE RSV
BOR
(& £&]
(+)-(S)-methyl-2-(2-chlorophenyl)-2-(4,5, 6, T-tetrahydrothieno[3, 2-
it % £ ¢lpyridin-5-yl)acetate hydrogen sulfate
X i3
A H £ #® [BAZ]
(+)-(8)-1h-2-(2-)007:28) -2- (4, 5, 8, T-7 5L FoF1) (3, 2-¢ JEYF2-5-4)
T - MHERRE
H ,,COOCH3
1t % 2 R ¢
X 2

73/ BRECSE ﬂﬁ304

ﬁ‘?ﬁ&Uf}?i ﬁ%ﬁ:CmHmCﬁNOzS‘HzSO4 ﬁ?il‘ilg. 90
clopidogrel (Rec. INN) _ clopidogrel (Prop. INN)

I NNZUB#3E | Supplement to WHO Drug Information | Supplement to WHO Drug Information
1087, vol. 1, No4 List 27 p. 243 1987,vol.1,No2 List 57 p.96
BHEMELEDINN I ELSEDINN

X B F B | IWNRESNSER.  Hmeses
CAS—-No. 113665—-84-2

{# %

HEMEL2F ST bHD

LEGHO—-BHEHORZIONT, BERBERLATHARLET,
T L% [ AI7HE

BEERERRE B

HREMhRRAAR=T HUEL0S

% — B kA H
.
et s

B miz



TR 6FE FHiE EERGRUAES (6F2H108)

BRBBICGHK
| BB EIRFBIR [6-1-13]
k23 £ A X %
s clopidogrel oo b
— B EHR CEE hydrogen sulfate A A
FR
FER
(& #£]
(+)-(8)-methyl-2-(2-chlorophenyl)-2-(4,5,6, 7-tetrahydrothieno(3, 2-
it % 2 c¢lpyridin-5-y1)acetate hydrogen sulfate
X &
A H i W [BA4]

(4)-(8)-##1-2-(2-)007:220)-2-(4, 5,6, T-T b3t Fofx) {3, 2-c JEY9-5-4%)
7¥)- iR

H_ ,COOCH,
1% s R ¢
X &
7 1/ BESE : H2804
SFR TR SFRX:Ci1eHisCENO.:S -H.S0, SFE:419. 90

FBREBERER

1. —BHZHRIc>WTizh#Eh &1 5,

BL. E&IL clopidogrel sulfate:d 3,

2. (LFBIEBRRIR--TRHETS L,

3. (EEMEXDOEBUIBHEERICE-~TRHETHI L,

4. 5FHR, 7RI, BRLLENONIEH TS L,




| BIEFiRER

BHRES [6-1-13]

—

n % H X £
— MR
clopidogrel sulfate 7o rsuvnL

[ £] .

(+)-(S)-methyl 2-(2-chlorophenyl)-2-(4,5, 6, 7-tetrahydrothieno{3, 2-
it ¥ % clpyridin-5-yl)acetate monosulfate

X &

A H B & [(A&L]

(+)-(8)-2-(2-yu07:21)-2-(4,5,6, T-7}3t Fusx) [3, 2-c 1EW9U-5-44)
FEBE 1FRIATH —BIBRHE

S
fo % # & X N | “H,S0,
X &
7T BENE *\
c H ﬁOCHs
0]
ﬁ?‘itﬁ}?i ﬁ?ﬁ:CneHwCINOzS'HzSO« ﬁ}%i 419. 80

I NNRUE#E

clopidogrel (Rec. INN)
Supplement to WHO Drug Information
1987, vol. 1, Nod List 27 p. 243

clopidogrel (Prop. INN)
Supplement to WHO Drug Information
1987, vol. 1,No2 List 57 p. 96

-

EHIRYIE & kD INN SHIRYE L D INN
CAS-No. 113665—-84-2 BHEMHEL2EIIHTAL0
EERUSEES | M/MREERNHEE. RIRER (333)
FEEE S |* x
FEF iF & # & | DALICH! PHARAMACEUTICAL Co., LTD F—REKRLH
:gga&mm;e N N
i % |SR25990C
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&

X B % 5 5
EHKEE1083H

EWMEREWEFERRE B

FLEERBERARARRRES

EXao—fNIHic>0T (B

S BERG—BNEHGEEHEO - YRR D&, Fhi—RNIHLAE 1 RY
ARZOLBVEDLOT, WTHOS X, LSO MEREMESN—BIEH + (L2
BFEOKE] L3464, BEAERBOSBEREVAV, 25, X1k, EXSSH
RESLBVTIANSAREE NS, sX INNEOBARRO N 3 TMEE DS s ME
K2V, T, ARZ2E, EXABHHEAT BV TIANMRRES L, »2INNE
OEG(IRONA I EAREINAYERDVWTZEBRBDTH B,



VE-3!

2 & B S
JAN (BF®&) BiEX
JAN (& ®)
4-8-2-
Y>rSS52 b H H 9H }:>
linazolast 0 MC-N-QH:C&*ND—O-C‘*
- K 3 8
~ l ol ! / N\
HsC:O%O —_
0
5-4-10
F o Vv : _ ﬁ _0
toprorinone CHJQ“(’I \\,. C"IZNH:"‘Z({.HCHZO@
ChaD
5-6-2
FTAOAr Sy
anelometasone
5-8-1
R/ 7oALY A KEY
wacinoprost calsium hydrate
_ y -
|
; ";>:::<\/\C,3:‘ | . s
‘s (9 FARE]
R raay
: 1y / A\
2 Teso Y
= 2



2 & F 5

JAN (B8%F4%)
JAN (% &)
5-8-4

gy 00y kg

takinocrine hydrochloride hydrate

6-1-9
ATS 7797 v THANAL

wepranoprofen arbame]

6-1-11
FIisNoFy

tamibarotene

6-2-1

Me TV VAR EEEToTY v

BiE=X

NRz

i~ CHTL - H20
S ] 2

L0 0
tu i - THy
- — CHCOZH, N
?\ﬂ\ | CHs
qe NTTO
Hail  CH, . ’lfiﬂfCDOH
t, Y ’\)\C Ny
= 0
HiC CH,

anti~human T-lymphocyte immunoglobulin, rabbit



g & F 5
JAN (BE®&)
JAN (% R)

6-3-1
AT =5=v

meferaven

6-3-3
ZATTF/o—=)

esatenolol

£-3-5
YUBS Toxs T v

iproxifene phosphate

8-4-1
BBV 2 KDY

lenapenem hydrochloride hydrate

ME

Il
S

1 A

——N
T
H OH 0

TH;3
i
OlCHszJzNC!'{_z

e

COOH
| oo RE_OH
RN § — N HNHCH s

o~
: :91

I —

T 7
{
x

- H2D



&2

¥ B B =
JAN (B%®)
JAN (£ 8)

b-8-2%
TV AVETANESEYS I

fluvoxamine maleate

5-9-5
[ AP

piracetan

5-8-8
VRS YF—brhnvyo

levofolinate calcium

5-8-8:k
ﬁvﬁ»£74»ﬁw97A

polycarbophil calcium

* % 5

rSC‘D‘ Cthr\z thu‘ OCHB

S

T\ O~ Cr’zu-'{z N"\Z
/N'\.CO
|
By
HZN’\‘/N\/N\ H
'\T\'," ﬂzNH-L_/'\‘——’ON‘* c CH2TH: 200
0 cHo N
C’JO -
= g
| e
—— (H,— TS ; T Ch2
DR
oo™ CH
t
R A R
L CHoH !
: I
— |
; i
’ CHZ T
. ib

#|iE

H~CO0H
i

= “Coon

RRER. TOBMER BRI DT I NNAZS LATLESETHE,
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2 B F S

JAN (BZF®)
JAN (38 £)
6-1-133%

BEJoErSvn

clopidogrel sulfate

6-3-2
EHNEY v

vigabatrin

6-3-6
Vil A A

zalcitabine

6-3-7
bLFISAY

tretinoin

BEX

2,3

3 \ N * HZ SO(_
CiH gocaa
0
NH:2
! )
H. (= CHCACH: CH,COOH
Nz
NJW
L
O/ N~
HIRL .
= =
CH: CH; C.‘:J CH 3
[ifg:ﬁb/4§>/<§y/§},/cooH
CHa

L RALUEEER. ZORBEZEKIOVT INNAEDSRTVWESHETS 5,
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JAN (B%F%&)
JAN (&% &)
B-3-83k

BB SN F

lazabenide hydrochloride

§-3-9
L7 4 Tud )N

gemfibrozil

6-3-10
Jotrysyv

bropirimine

B-3-11%
¥Errovsy v

alfuzosin hydrochloride

gEX

0
/ r;} h o [ Lt~
Ci‘@‘ UNHORCHaNE: - HC

HaC

CHs
|
OCH:z(H.Zm, CLO0H
|
':H; C'.‘:Z

~ ~-NH
or 1i
o)
CHs

I

CHIO\,//‘\//N\‘/NCHz:Hz {Ha NHCO*’/' 0 ]
l\ S

CH, 0N
NR;

Tl



% % & 5
J AN (BEA)
JAN (& &)

6-5-1
YAV R

apafant

g-5-2
o) 7354

rolipranm

6-6-3k
BRI VT T IV

milnacipran hydrochloride

B-5-5k
FRATSS=NFPY DL

omeprazole sodium

) < B
* %‘(‘ e 0T ':p‘ !.: ~ wl

My

=N

0
e

0
N/

£t
[ T
-t

mal .
- H

G At T T NN AR L T W EEBTEE
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2 &% ¥ S
JAN (BF2) #iE
JAN (& 2B)

6-6-6:k
EEENM LS Y Y

sertraline hydrochloride

- HCl

*EALERER. TORMERIMASIEDWT INNMED SR TVWERETS 5,
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A3

EER EE&

EHSELH 1 SAEHES 48 f
2-11 LSy S rasy sy

ronglizone troglitazone

YK 3EBHA I 2HEHEHE2028
3-18 AL TN HF IV N

saigrel satigrel

VYE3E1 181 8B¥EF¥E218
3-8-12 ~=vAvBEeTEIy VA vrEBEFFENL

monasedin maleate monatepil maleate

VHAF2A25ARFERL 1 S

3-8-2 Bt AZ7oxHr Y . U AVIAW A EX ST
tomefloxacin hydrochloride grepafloxacin hydrochloride

EHSETA2 8AXFEES3E

4-7-4 HBMIsALY Y BEBarrsryy ¥Fo—p
milaforsin hydrochloride coliforsin dapropate

hydrochloride
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WHO Drug Information Vol. 1, No. 4, 1987

International Nonproprietary Names

for Pha

rmaceutical Substances

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

in accordance with

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 ' Chemical Name or Description and Molecular Formulae
Nonproprietary Name (Latin, English)

acidum piridronicum
piridronic acid

acitretinum
acitretin

adibendanum
adibendan

albendazolum oxidum
albendazole oxide

aloxistatinum
aloxistatin

ampiroxicamum
ampiroxicam

; Off. Rec. Wid Hith O,

[2-(2-pyridyl)ethylidene]diphosphonic acid
C7H1 1 NOSPZ

(all-E )-9-(4-methoxy-2,3,6-trimethylpheny!)-3,7-dimethyl-2,4,6 8-
nonatetraenocic acid
CRleﬁoS

5,7—dihydro-7,7—dimethyl-2-(4—pyridyi)pyrroIo{2,3~f]benzimidazol-6(3H)—one
CieHiNO

methyl 5-(propylsulfinyl}-2-benzimidazolecarbamate
C12 ISN:! k<

ethyl (+ )-(28,38)-2,3-epoxy—N-[(S)-1-(isopentylcarbamoyl)~3-
methylbutyl]succinamate
Ci7H30N,05

(£)-4-(1-hydroxyethoxy)-2-methyl-N-2-pyridyl-2H-1,2-benzothiazine-3-
carboxamide ethyl carbonate (ester), 1,1-dioxide
CZDH21NJO7S

rg., 1955, 60, 3 (Resolution EB15.R7); 1968, 1973, 10 (Resolution EB43.R9).

Cther lists of recommended international nonproprietary names can be found in Cumulative List No. 6, 1982.

241
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Recommended International
Nonproprietary Name (Latin, English)

Chemicat Name or Description and Molecular Formulae

anaritidum
anaritide

arbekacinum
arbekacin

arnololum
arnolot

artemisininum
artemisinin

azumolenum
azumolene

baquiloprimum
baquiloprim

bazinaprinum
bazinaprine

bemarinonum
bemarinone

benexatum
benexate

beperidii iodidum
beperidium iodide

bermoprofenum
bermoprofen

bifemelanum
bifemelane

bifeprofenum
bifeprofen

bisfentidinum
bisfentidine

brefonalolum
brefonalol

242

c-arginyl-i-seryl-i-seryl-L-cysteinyl-.-phenylalanylglycylglycyl-c-arginyl-t-met
ionyl-i-aspartyl--argi nyl-bisoleucyfglycyf-L-atanyH-glutaminyl-L-serylglycyL
L—leucylglycy!—L-cysteinyl-L-asparaginyl-L-seryI-L~phenylalanyl-L-arginyl-
L-tyrosine cyclic {4—20)-disulfide

CHzHlTSNJSOJSS:! '

O-3-amino-3-deoxy-a-o-glucopyranosyl-(1—4)-0-[2,6-diamino-2,3,4,6-tetra-
deoxy-a-o-erythro-hexopyranosyl-(1 — 6)]-N'-[(2S)-4-amino-2-hydroxybutyryl]
2-deoxy-t-streptamine

CZ2Hl4N6010

{ & }-3-amino-1-[p-(2-methoxyethyl)phenoxy]-3-methyl-2-butano!
C14H23N03

(3R,5aS,6R,8aS,9R,12S,12aR)-octahydro-3,6,9-trimethyl-3,12-epoxy-12H-
pyrano[4,3-j]-1,2-benzodioxepin-10{3H)-one

157 1228

1-[{[5-{p-bromophenyl)-2-oxazolylimethylenelaminolhydantoin
C,,H,BrN,O,

5-[(2,4-diamino-5-pyrimidinylymethyl]-8-(dimethylamino)-7-methylquinoline
C17H20N6

3-[(2-morpholinoethyi)amino]-6-phenyi-4-pyridazinecarbonitrile
C17H19N50

5,6-dimethoxy-4-methyl-2(1H)-quinazalinone
C‘HHIzN?Oa

benzyl salicylate, trans-4-(guanidinomethyl)cyclohexanecarboxylate
CasH22N,0,

cis-1-ethyl-4-hydroxy-1-methylpiperidinium iodide {£)-a-(hexahydro-1+H-
azepin-1-yl}-1,2-benzisoxazole-3-acetate, mixture with trans-1-ethyl-4-
hydroxy-1-methyipiperidinium iodide { +)-a-(hexahydro-1H-azepin-1-y1)-1,2-
benzisoxaxole-3-acetate (1:1)

CzaHuleoa

(1£)-10,11-dihydro-q,8-dimethyl-11-oxodibenz[b,floxepin-2-acetic acid
CiaH1604

N-methyl-4-[ (a-phenyl-o-tolyl)oxy]butylamine
CsH2NC

{*)-2"-chloro-a-methyl-4-biphenylacetic acid, ester with 1-glycoloyl-4-
methylpiperazine
C,.H;sCIN,O,

N-isopropyI-N’-[p-(2—methy|imidazol-4-y!)phenyl]formamidine

14H|BN4

(+ )-6-[2;[(1 ,1-dimethyl-3-phenylpropyl)amino]-1-hydroxyethyf]-3,4—dihyd ro-
carbostyril
022H2BN202
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Recommended international
Nonproprietary Name (Latin, English)

budotitanum
budotitane

cefempidonum
cefempidone

cefepimum
‘cefepime

cefmepidii chloridum
cefmepidium chloride

cefpodoximum
cefpodoxime

clazurilum
clazuril

clopidogrelum
clopidogrel

daltrcbanum
dalitroban

datelliptii chioridum
datelliptium chloride

dembrexinum
dembrexine

detirelixum
detirelix

dexamethasoni acefuras
dexamethasone acefurate

dfclazuriium
diclazurii

diffoxacinum
difloxacin

disuprazolum
disuprazole

: d_itfocarbum natricum
itiocarp sodium

Chemical Name or Description and Molecular Formulae

diethoxybis(1-phenyl-1 .3-butanedionatoititanium
Ca4HzgO4Ti

1-{[ (6R,7R)—7~[2-(2—amino-5-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]

C22H,iN,O,S,

1-[[(6R,7R)-7—[2-(2—amino—4—thiazolyl)glyoxyIamido}—2—carboxy-8—oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-en-3-yl]methyl]—1-methylpyrroﬁdinium hydroxide, inner
salt, 7*-(2)-(O-methyloxime)

CnHzANcOsSz

4—[[[(61?,7R)-7—[2—(2—amino-4-thiazoIyl)glyoxylamid0]-2-carboxy—8-oxo-5—thia-1-
azabicyclo[4.2.0loct-2~en-3-yl]methyl]thio]-1—methylpyridinium chloride
72-(2)-[0-(1—carb0xy-1 -methylethyljoxime] S-oxide

C23HasCINgO,S,

{+ )-(63,7!7)—7-[2-(2—amino-4—thiazolyl)glyoxylamido]-&(methoxymethyl)-8-
0x0-5-thia-1-azabicyclo[4.2.0]oct-2-ene—2-carboxylic acid, 7*-(2)-(0-
methyloxime)

C15H17Nsossz

(+ )-[2-chtoro—4-(4,5—dihydro-3,5—dioxo-as-triazin-2(3H)—yl)phenyl]-
(p-chlorophenyl)acetonitrile
Ci;H.CIN,O,

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

[p-[2-(p—chlorobenzenesuIfonamido)ethyl]phenyl]acetic acid
CsH:CINO,S

2-[2—(diethylamino)ethyl]-Q-hyd roxy-5,11-di methyl-6H-pyrido[4,3-b]-
carbazolium chloride
C13H,sCIN,O

trans-4-[(3,5-dibromosa!icyl)amino]cyclohexanol
CmHnBeroz

N—acetyf—S—(2-naphthyl)-o-alanyt-p—chl0ro—o-phenylalanyl~o—tryptophyl-
L-seryl-a—tyrosyl-N‘-(N,N'-diethylamidino)—o—Iysy!-L-leucyl-L-arginyl-L-
prolyl-p-alaninamide

CrsH0sCIN,,0,,

9-fluoro-1 1B,17,21-trihydroxy-16a—methy!pregna-1,4-diene-3,20—dione 21-
acetate 17-(2-fuorate)
CZQHSJFOB

{(+ )-(p-chlorophenyl)[z,s-dichloro-4~(4.5-dihydro-3,5-dioxo-as-triazin—2(3H)~
yl)phenyllacetonitrile

C,sH,CI;N, 0,

6-fluoro-1-(p-fi uorophenyi)-1,4-d ihyd ro-7-(4-methyl-1~piperazinyl)-4~oxo—3-
quinolinecarboxylic acid

C21H19F2N303

2~[[[4-(ethylthio)-3-methyl-2-pyridyl]meth yllsultinyllbenzim idazole

C‘IBHI7N3 2

sodium diethyldithiocarbamate
C,H,,NNas,
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Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

dobupridum
dobupride

donetidinum
donetidine

dramedilolum
dramedilol

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-yimethyl)-4-piperidyllbenz-
amide
Ca2oH3CIN; O,

5-[(1,2-dihydro-2-oxo-4-pyridylymethyl}-2-[[2-[[5-[ (dimethyl-
aminoymethyl]furfuryl]thiolethyllamino]-4(1H)-pyrimidinone
CZDH25N5OSS

acetone ( )-[6-[3-[(3,4-dimethoxyphenethyl)amino}-2-hydroxypropoxy]-3-
pyridazinyllhydrazone
CIOHZQNsod

{—)-threo-3-(3,4-dihydroxyphenyl)-.-serine
CeHiNG;

2-[bis(2-hydroxyethyl)amino}-4'-chioro-2'-{o-chlorobenzoyl}-N-methyl-
acetanilide
C20H,C1LN, O,

t-methiony!-.-glutamyl-.-histidyl-.-phenylalanyi-o-lysyl-N-{8-amino-
octyl)-.-phenylalaninamide S,S-dioxide
C48H73N1IOIOS

p—bromo-N-[[[2-[[[2-[(diaminomethylene)amino}-4~thiazoly!]methyl}-
thiolethyllamino]methylene]benzenesulfonamide
C1.H,/BrN,O,S;

()-4-13-] {3,4-dimethoxyphenethyl)amino]-2-hydroxypropoxy]-3'-(5-isoxaz-
olyl)butyranilide
C26H33N3OS

10-(2-aminocethyl)estr-5-ene-3,17-dione, cyclic bis(ethylene acetal)
C.4H,NO,

1-{1,4-benzodioxan-5-yl}piperazine
C12H16N202

6,?-dimethoxy-4~[[4—(o-methoxyphenyl)-1-piperazinyl]methyl]-1-veratryliso—
quinoline
C32H17N305

1-cyclopropy!-7-{4-ethyl-1-piperazinyl}-6-fluoro-1,4-dihyd ro-4-oxo-3-quinoline-
carboxylic acid
CisH2,FN,O,

4’-ethyl-2-methyl-3-piperidinopropiophenone
C,;H.,NO

3-amino-9,13b-dihydro-1H-dibenz|c, flimidazo[1 ,5-alazepine
C!6H15N3

(+)-2-(cyclohexylcarbonyl)-2,3,6,7,8,12b-hexahydropyrazino[2,1-a}[2]benz-
azepin-4(1H)-one
C20H25N202

4—[2-[(ZE,3aS,4S,5R‘6aS)-hexahydro-s-hydroxy-4-[(3S,4S)-3-hydroxy-4-methyl—
1,6—nonadiynyl]-2(1H)—pentalenylidene]ethoxy]butyric acid

CZ‘ 345
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Recommended International
Nonproprietary Name (Latin, English)

" Chemical Name or Description and Molecutar Formuiae

erdosteinum
erdosteine

erythromycini stinopras
erythromycin stinoprate

esflurbiprofenum
esflurbiprofen

etanidazolum
etanidazole

etofenproxum
etofenprox

exametazimum
exametazime

fazarabinum
fazarabine

fleroxacinum
fleroxacin

flosequinanum
flosequinan

fosinoprilum
fosinopril

fotemustinum
fotemustine

ganciclovirum
ganciclovir

goserelinum
goserelin

guaisteinum
Quaisteine

ibacitabinum
ibacitabine

iimotosinum
itmofosine

(t )-[[[(tetrahydro-2-oxo—3-thienyl)carbamoyl]methy!]thio]acetic acid
C6H1| 0482

erythromycin 2'-propionate, compound with N-acetyl-(-cysteine (1:1)
CioHyNO,, - C,H,NO,S or C.sHaoN,O,,S

(S)—2-fluoro—a—methyl-4—biphenytacetic acid
C!SH13F02

N-(2-hydroxyethyl)-2-nitroimidazole-1-acetamide
C1H10N4Ol

a-[(p-ethoxy-B,{S~dimethylphenethyi)oxy]~m-phenoxytoluene

25" 283

{+)-(3RS, 3’RS)-3,3’-[(2,2-dimethyltrimethylene)diimino}di—2—butanone
dioxime
C‘IGH?BNAOZ

4-amino-1-f#-p-a rabinofuranosyl-s-triazin-2(1H)-one
CSH12N405

6,8-difluoro-1-(2—fluoroethyl)~1,4—dihydro-7—(4—methyl-1-piperazinyl)-4-oxo-3-
quinolinecarboxylic acid
C17H|!F3N303

7-ﬂuoro—1-methy!-3-(methylsulfinyl)—4( 1H)-quinolone
C,H,,FNO,S

(43)-4-cyclohexyl-1-[ [ [(RS)~1-hydroxy-2-methylpropoxy} {(4-phenylbutyl)-
phosphinyljacetyl]-.-proline propionate (ester)
CaoHuNor

{1 )-diethyl [1-{3-(2-chioroethyl)-3-n itrosoureido]ethyl]phosphonate
CoH,sCIN,O P

9-[[2-hydroxy-1-{ hydroxymethyl)ethoxy]methyl]guanine

C9135l

1-(5-oxo-L-prolyl-L-histidyI—L-tryptophy!-L-seryl—L—tyrosyl-0~tert-butyl-o»seryl-
t-leucyl-L-arginyl-t-prolyl)semicarbazide
CsDHDlN1IO14

thioacetic acid, S-ester with (i)-3-(mercaptoacetyl)-2-[(o-
methoxyphenoxy)methyl]thiazolidine
C15H|9N0482

2’-deoxy-5-iodocytidine
C,H,,IN,O,

chotine hydroxide, (-_t)-3-(hexadecylthio)—2-(methoxymethyl)propyl hydrogen
phosphate, inner sait
C,sHsNO,PS
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Recommended International
Nonproprietary Name {Latin, English)

Chemical Name or Description and Molecular Formulae

indolidanum
indolidan

iobenguanum (*1)
iobenguane ('*'1)

iprotiazemum
iprotiazem

itazigrelum
itazigrel

lacidipinum
lacidipine
levofenfluraminum

levofenfluramine

levoprotilinum
levoprotitine

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-tetrahydro-6-oxo0-3-pyridazinyl)-2-indolinone
C‘HH‘SNSOZ

{m-iodo-"*'Fbenzyljguanidine
CaHyo "INy

(+)-(R)-2-isopropyl-4-methyl-2-{0-{4-[4-(3,4,5-trimethoxyphenethyl)-1-
piperazinyl]butoxylpheny!]-2H-1,4-benzcthiazin-3(4H)-one
C17H49N305S

4,5-bis{p-methoxyphenyl)-2-(triftuoromethyl)thiazole
C,sH. FsNO.S

4-[o-[{E)-2-carboxyvinyi]phenyi]-1,4-dihydro-2,6-dimethyl-3,5-pyridine-
dicarboxylic acid, 4-tert-butyl diethyl ester
C26H33N06

{— )-(R)-N-ethyi-a-methyl-m-(trifluoromethyl)phenethylamine

C12H!SF3N

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

onzs

(E)-7-1(1R,2R,3R)-3-hydroxy-2-[(E)-(38,58)-3-hydroxy-5-methyl-1-nonenyl]-5-
oxocyclopentyl]-2-heptenoic acid, compound with a-cyclodextrin
C22H3505

2,2’-[(3,3'-difluoro-4,4’-biphenylylene)dinitrilo]dipyrrolidine
010H20F2N4

N-cyclohexyl-N-methyl-4-[(1,2,3,5-tetrahydro-2-oxoimidazo[2,1-b]quinazolin-7
yljoxy]butyramide
CleZBNAOJ

1-[6-(o-chlorophenyl)-3-pyridazinyi]-4-piperidinol
C,sHsCIN,O

lrans-4-(p-chlorophenyl)-4-hydroxy-N,N-dimethyl-a,a-diphenyl-1-piper-
idinebutyramide 1-oxide
C25H33CIN, O,

(E)-3-chloro-6-(4-cinnamyl-1-piperazinyl)pyridazine
C,7H45CIN,

(£ )-4-{3,4-dichlorobenzamido)-N,N-dipentyiglutaramic acid
szHBZCIINzol

(S)-2-methylibutyric acid, 8-ester with (4R,6R)-6-[2-[{15,2S,6R.8S,8aR)-
1,2,6,7,8,8a-hexahydro-8-hydroxy-2,6-dimethyl-1-naphthyl]ethyl)tetrahydro-4-
hydroxy-2H-pyran-2-one

CzaHasoﬁ

(+)-4-({3.4-dichlorobenzamido)-N-(3-methoxypropyl)-N-pentylglutaramic acid
CZIHSDCIZNZOS

4'-[3-[4-(o-fluorophenyl)-1-piperazinyl]propoxy}-m-acetanisidide
C22H26FN,O,
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Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formuiae

methylprednisoloni
suleptanas

methylprednisoione
suleptanate

metrenperonum
metrenperone
mezacopridum

mezacopride

midaglizolum
midaglizole

modafinilum
modafinil

molfarnatum
moltarnate

mometasocnum
mometasone

nanafrocinum
nanafrocin

nerbacadolum
nerbacadol

niguldipinum
niguldipine

nilutamidum
nilutamide

nonathymulinum
nonathymuiin

nuciomedonum
nuclomedone

orbutoprilum
orbutopril

ornoprostilym
Ornoprostil

7-[methyl(2-sulfoethyl)carbamoyl]heptanoic acid, C-21-ester with 118,17 21-
trihydroxy—Sa-methyfpregna-1,4~diene-3,20-dione, monosodium salt
CssHNNao, S

3-[2-[4-(p—fluorobenzoyl)piperidino]ethyl]-2,7-dimethyl-4H-pyrido[ 1,2-a]-
pyrimidin-4-one
C.4HzFN,O,

(+ )-5-chloro-4—(methylamino)-N—3—quinucIidiny!-o-anisamide
C,sH:,CIN,O,

(+ )-2-[a-(2-imidazolin-2-ylmethyl)benzyl}pyridine
CieHyiN,

2-[(diphenylmethyl)sulfinyl]acetamide

015H15 02

3,7.11-trimethyl-2,6,1 O-dodecatrienyl 4,8,12-trimethyl-3,7,1 1-tridecatrienoate

Ca 1 H5002

9,21-dichloro-11 ﬁ,17—dihydroxy-16a-methylpregna-1 ,4-diene-3,20-dione
szHzoCleA

(1S,3R)—3,4,5,10—tetrahydro-g-hydroxy-1—methyl—5,10-dioxo-1 H-naphtho-
{2,3-c]pyran-3-acetic acid

C1BH1400

1-[(5-methy$-4-isoxazo|yl)carbonyl]piperidine
CIOH14N202

(+ )-3-(4,4-diphenylpiperidino)propyl methy! 1,4-dihydro-2,
6-dimethy|—4-(m-nitrophenyl)—S,S—pyridinedicarboxylate
CSBHGGNJOB

5,5—dimethyl-&(a,a,a-trifluoro—4—nitro-m-to|yl)hydantoin
C|2H10F3N304

Nf-[N-[N-[N-[N’-[N-[N’—[N-(—S—oxo—uprolyl)—:.-alanyl]~L-lysyI]-L-se ryl}-
L-glutaminyl]glycyl]gchy!]-L-seryl}—L-asparagine

33" '54' V125

(+ )-6-(p-chlorobenzyl)-2,3-dihydro-SH-thiazolo[S,Z—a] pyrimidine-5,7(6H)-dione
C.aH(CIN,O,S

(2S,3aS,7aS)-1-[{S)—N-[(S)-1-carboxypentyl]aIanyi)hexahydro-z-indoline-
carboxylic acid, 1-ethyl ester
C20H34N;O;

methy! (—)-(1R,2R,3R)-3—hydroxy-2—[ (E)-(38,58)-3~hydroxy-5—methyl-1—
nonenyl]-s,5—dioxocyclopentaneheptanoate ‘
C2JH3806
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Recommended international
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formulae

oxaliplatinum
oxaliplatin

pantenicatum
pantenicate

pazeliiptinum
pazelliptine

pelanserinum
pelanserin
perindoprilatum

perindoprilat

pimonidazotum
pimonidazole

pirtenidinum
pirtenidine

pravastatinum
pravastatin
prinomidum
prinomide
quinapritum

quinapril

ramoplaninum
ramoplanin

ranolazinum
ranolazine

retelliptinum
retelliptine

riltmenidinum
rilmenidine

rilopiroxum
rilopirox

rimoproginum
rimoprogin

risperidonum
risperidone

248

[{1R,2R)-1 ,2—cyclohexanediamine~N,N'][oxalato(2-)-0,0’]platinum
CsHiuN,O,Pt

[R-(R*,R*}]-3-pyridylmethyl hydrogen succinate, tetraester with NN’-
[dithiobis(ethyleneiminocarbonylethylene)]bis[2,4-dihydroxy-3,3-dimethyi-
butyramide]

CSZH7GNBO2OSZ

10-[[3-(diethylamino)propyl]amino]-6-methyl-5H-pyrido[3’,4’:4,5]pyrroio[2,3-
glisoquinoline
CZZH27N5

3-[3-(4-phenyi-1-piperazinyl)propyl]-2,4{1H,3H)-quinazolinedione
C21H24N402

(25,3aS,7a8)-1-[(S)-N-[(S)-1-carboxybutyl]alanylJhexahydro-2-indoline-
carboxylic acid
C17H2aN, 05

{+)-a-[{2-nitroimidazol-1-yl)methyi]-1-piperidineethanol
C‘HH'IBN‘OG

1,4-dihydro-1-octyl-4-(octylimino)pyridine
CayHiyeN,

(+)-(BR,3R,18,25,6S,8S,8aR}-1 +2,6,7,8,8a-hexahydro-,5,6,8-tetrahydroxy-2-
methyl-1-naphthaleneheptanoic acid, 8- {25)-2-methyibutyrate]

C23H3607

a-cyano-1-methyl-f-oxopyrrole-2-propionanilide
CQSH13N302

(5)-2-[(S)-N-[(S)-1-carboxy-3-phenylpropyl]alanyi]-1,2,3,4-tetrahydro-3-
isoquinolinecarboxylic acid, 1-ethyl ester
CISH:IONZOS

factor A, of the antibiotic complex A/16686 produced by Actinoplanes sp.
ATCC 33076
empirical molecular formula Ci1sH1s4CIN,, Oy,

(+ )-4~[2-hydroxy-3-(o-methoxyphenoxy)propyl]-1-piperazineaceto—Q’,G'-
xylidide
CZ‘HSSN:!OI

1-[{3-(diethylamino)propyijamino}-9-methoxy-5,1 1-dimethyi-6H-pyrido[4,3-b]}-
carbazole
CzsHaN,O

2-[(dicyclopropyimethyl)amino]-2-oxazoline
C10 18N2

6-[[p-(p-chlorophénoxy)phenoxy]methyl]-1—hydroxy-4—methy|—2(1H)-pyridone
C H,,CINO,

5-[(3-iodo-z-propynyl)oxy]-2-(methylthio)pyrimidine
C.H;IN,08

3-[2-[4-(B-1luoro-1,2-benzisoxazol-3-yl)pipe ridinojethyl}-6,7,8,9-tetrahydro-2-

methyl-4H-pyrido[1,2-alpyrimidin-4-one
Ca3H,,FN,O,
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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

setiptitinum
setiptiline

sev_itropii mesilas
Sevitropium mesilate

siagosidum
Slagoside

{methylidynetrithioltriacetic acid
C,H1,0,S,

{t )—2-[2-(dimethylamino)ethyl]-3,4—dihydro—4~methylpyrido[3,2-f]-1 4-0x-
azepine-5(2H)-thione
CiaHisN,O8

(4)-4"-[2-hydroxy-3-(isopropylamino)propoxy]-p-anisanilide
C20H26N204

S-fluoro-2,3-dihydro-10-{4-methy}-1 -pipe razinyl)-7-oxo-7H-pyrido[1,2,3-de]-1
benzothiazine-6-carboxylic acid
C‘THIBFNZQOSS

{+ )—4—(2-benzothiazo!ylmethylamino)—a-[(p-ﬂuorophenoxy)methyi]-1 -
piperidineethanol
C,,H,,FN,O,S

{3)-1 ,2—dihydro-S-[p—[2—hydroxy-3-[4—(o-methoxyph enyl)-1-piperazinyl]-
propoxylphenyl}-6-methyl-2-oxonicotinonitrile

27H30N404

3—(cyc|opentylmethyl)-2,3,4,5-tetrahydro—1H-dibenz[2,3:6,7]oxepino[4,5-d]-
azepine-7-carbonitrile
CZSHZGNZO

(=)-N-[{(15,2R,3E,5E,78,8£,11E,135,1 5R,19R)-7,13-dihydroxy-1,4,10,19-
tetramethyH7,18—dioxo-16-oxabicyclo[ 13.2.2]nonadeca-3,5,9,11-tetraen-2-
yl]lpyruvamide 13-acetate

C27H:)5Noe

3—[2—[4-[bis(p~ﬂuorophenyl)methylene]piperidino]ethyl)~2-methyl—4H-
pyrido[1,2-alpyrimidin-4-one
CasHazFN,O

cyclo(N—methyl-L-alanyl-L-tyrosyl-u—tryptophyI-L-lysyl—L-valyl-L-phenyl-
alanyl)
CuHsaNsO;

a,a-di-o-tolyl-3-quinuclidinemethanol
C,.H,,NO

growth hormone-releasing factor {human)-({1-29)-peptide amide
CuDHusNuonS

{(+ )—1-[2,4-dichloro-ﬁ-[(7-chlorobenzo[b]thien-s-yi)methoxy]phenethyl]»
imidazole
C,oH.sCILN, 08

2,3,4,9-tetrahydro-2-methyl-1 H-dibenzo(3,4:6,7]cycloheptal 1 ,2-c]pyridine
019H19N

{+)-3a-[(6,1 1-dihydrodibenzo[b,e]thiepin-1 1-yloxy]-68,78-epoxy-8-methyl-
1an,5an-tropanium methanesulfonate
C.4HeNO,S,

N-(lP-N-acetylneuraminosylgangliotetrasyl)ceramide, intramolecular ester
C73H129N3030
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4-

249



Recommended International
Nonproprietary Name (Latin, English)

Chemical Name or Description and Molecular Formujae

sibutraminum
sibutramine

sizofiranum
sizotiran

somatorelinum
somatorelin

somatropinum
somatropin

spiraprilum
spirapril

talipexolum

talipexole

tameridonum
tameridone

temozolomidum
temozolomide

teniloxazinum
teniloxazine

tetronasinum
tetronasin

tienoxololum
tienoxolol

tifuracum
tifurac

tigemonamum
tigemonam

tilisclolum
tilisolol

tilmicosinum
tilmicosin

tiospironum
tiospirone

tiprotimodum
tiprotimod

250

(+ )-1-(p-'chlorophenyf)-a-isobutyl-N,N—dimethylcyclobutanemethyfamine
C1yH6CIN

Schizophylilan or Poly[3- (O-B-o-glucopyranosyi-(1— 3)-0-[B-o-
glucopyranosyi-(1-6)}-0-B-o-glucopyranosyl-(1— 3)-0-B-o-glucopyr-
anosyl)— 1]

(CuHaoozo)n

growth hormone-releasing factor (human)
0215H358N720663

growth hormone (human) or somatotropin (human)
COOOH152BN252030037

(83)-7-[(8)—N—[(S)-1-carboxy—S-phenylpropyl]alanyl]-1,4-dithia—7-
azaspiro[4,4]nonane-8-carboxylic acid, 1-ethyl ester
C22HoN,0:S;

G-alIyl-z—amino-5.6.7,8—tetrahydro—4H-thiazolo[4.5—d]azepine
C.oHyisN,S

7—[2-(4—indoI-S-ylpiperidino)ethyl}theophylline

C22H25 62

3.4-dihydro-3-methyl-4-oxoim idazo[5,1-d]-as-tetrazine-8-carboxamide
CanNnOz

(+ )-2-[[(a-2—thienyi-o-toIyl)oxy]methyl]morpholine

C10H19NOZ

4-hydroxy-3-[(28)-2-[(1 S,28,6R)-2-[(1E }-3-hydroxy-2-[ {2R,3R 6S)-tetrahydro-3.
methyl-6-[(1E ,38)-3-[(2R,38,5R)—tetrahydro-5—[ (18)-1-methoxyethyi]-3-
methyl—2—furyl]—1-butenyl]-2H—pyran—2~y1]propenyl]-s-methyIcyclohexyvl]—
propionyl}-2(5H)-furanone

35! 5438

{ £ )-ethyl 2—[3-(terl-butylamino)-2-hyd roxypropoxy}-5-(2-
thiophenecarboxamido)benzoate
C.H,eN.0,5

7-[p-(methylthio)benzoyl]-5-benzofuranacetic acid
1BH1404

[[{(Z)-(Z-amino-4-thiazo|yl)[[(38)-1-hydroxy-2,2-dimethyl—4-oxo—
3-azetidinyl]carbamoyl]methylene]amino]oxy]acetic acid hydrogen sulfate
(ester)

C‘IZH‘HNSOSSZ

(£ )-4-[3-(tert-b utylamino)-2-hydroxypropoxy]-2-methylisocarbostyril
C17H24N203

4A-0-de(2,6-dideoxy-3- C-methyl-a-L-ribo-hexopyranosyl)-20-deoxo-20—(cis-3,
dimethylpiperidino)tylosin
CuHuoNzou

N-[4-{4-(1 ,2-benzisothiazol-3-yl)-1 -piperazinyl]butyl]-1,1-cyclopentanediacet-
imide :
Cz‘HazN‘ozs

2-{{3-carboxypropyl)thio]-4-methyl-5-thiazoleacetic acid

C10H13 42
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Recommended International
Nonproprietary Name {Latin, English)

Chemical Name or Description and Moiecuiar Formulae

tomoglumidum
tomoglumide

topiramatum
topiramate

torbafyllinum
torbafylline

trigevololum

trigevolol

triptorelinum
triptorelin

ubenimexum
ubenimex

ulinastatinum
ulinastatin

urofollitropinum
urofollitropin

vadocainum
vadocaine

vesnarinonum
vesnarinone

vinorelbinum
vinorelbine

zidovudinum
zidovudine

{(+ )-4—(3,4-dimethylbenzamido)-N,N-dipenty!glutaramic acid
024H33N204

2,3:4,5—di-O-isopropylidene-B—o-fructopyranose sulfamate
Ci,H, NG,S

7-(ethoxymethyl)-1 -(5—hydroxy~5-methylhexyl)-3-methylxanthine

C'B 28" Y4 e

(+ )-5—[2—[[2—hydroxy-3-[p-(2-methoxyethoxy)phenoxy]propyl]amino]ethoxy]—
salicylamide
C.:H,N, O,

5—oxo-L-prolyl-L-histidyl-L-tryptophyl-L-se ry!—L—tyrosyI-o-tryptophyI-L-leucyl—L-
arginyl-.-prolylglycinamide

647 '82° %1813

{(~)-N-{ (28,3R)—3-amino-2—hydroxy-4-phenylbutyryl]-L—leucine

16 24N2 4

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~methyl-1~piperidinepropiono-2',4’—xylidide
CISH28N202

1-(1 ,2,3,4-tetrahydro-2—oxo-6-quinoIyI)-4—veratroy|piperazine
CZZH25N304

3’.4'—didehydro-4’-deoxy-8’-norvinca|eukoblastine
CA5H54N408

3’-azido-3'-deoxythymidine
C1oHisNSO,

251
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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:
detibrotide Polydeoxyribonucleotides 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 )-[(A*)-3-amino-3-carboxypropyl]methylsulfonio}-5-deoxy-
adencsine hydroxide, inner sait
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5.4-6

BRI R DM EARIZE T H2H AR5 12 (2005-2008 EEE & R IR )
REFAEMEBIREEDBEHARSA>. Circ J. 2009;73 Suppl 11:1507-69.

5.4-7

EBRBHROZEEARICEATE2HM1RS/Y (2008 F E S RA LIRS
RRBEEBICEITAPUEE - ni/NMREEEIZBEIT 251K 54> (20094 2 ETHR) . 2009;1-91.

5.4-8

Boissel JP, Peyrieux JC, Destors JM. Is it possible to reduce the risk of cardiovascular events in subjects
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therapy for prevention of death, myocardial infarction, and stroke in high risk patients. BMJ.
2002;324(7329):71-86. Erratum in: BMJ. 2002;324(7330):141.

Preperty of the sanofi-aventis group - strictly confidential

Version 1.0

Page 4



1.12 HZHEH—F
SR25990C - ¥ O F K4 L LEiELE PAD

Clagett GP, Sobel M, Jackson MR, Lip GY, Tangelder M, Verhaeghe R. Antithrombotic therapy in
5.4-11 |peripheral arterial occlusive disease: the Seventh ACCP Conference on Antithrombotic and Thrombolytic
Therapy. Chest. 2004;126 Suppl 3:5609-26.

WERM—, A £E, 6H E, 58 88, 25 &, /ME BsAE, .

5.4-12 |BARIZE T HEHEMBARFEILAE (ASO) EVARDIRRAE —1MEZOMENR CTERLETUy—MAE®D
£it&Y—. BRE%E. 2007;47:153-62.

5.4-13 |h B 2. 7TA—LMEIREL GRIREIIRIEL) DERESEHE. BA=EE. 2008;97(2): 277-83.

R, s RIC, FE A BH Rz, AR, b8 F, .

5.4-14 (FAEMEIREICELSVICESREIREEEICH T5BEIRZEREICET HRE. REE.
2002;42(10):791-5.

54-15 |RE E%E, Gh #. BE-HRARFEDLSIZEE T BH. Prog Med. 2002;22(12):3017-9.

van der Zee PM, Bir6 E, Ko Y, de Winter RJ, Hack CE, Sturk A, et al. P-selectin- and CD63-exposing

5.4-16 |platelet microparticles reflect platelet activation in peripheral arterial disease and myocardial infarction.
Clin Chem. 2006;52(4):657-64.

Bal dit Sollier C, Mahé |, Berge N, Simoneau G, Bergmann JF, Drouet L. Reduced thrombus cohesion in
5.4-17 |an ex vivo human model of arterial thrombosis induced by clopidogrel treatment: kinetics of the effect and
influence of single and double loading-dose regimens. Thromb Res. 2003;111(1-2):19-27.

Ohman EM, Bhatt DL, Steg PG, Goto S, Hirsch AT, Liau CS, et al; REACH Registry Investigators. The
REduction of Atherothrombosis for Continued Health (REACH) Registry: An international, prospective,
observational investigation in subjects at risk for atherothrombotic events-study design. Am Heart J.
2006;151(4):786.e1-10.

Cacoub PP, Abola MT, Baumgartner |, Bhatt DL, Creager MA, Liau CS, et al; REACH Registry
Investigators. Cardiovascular risk factor control and outcomes in peripheral artery disease patients in the
Reduction of Atherothrombosis for Continued Health (REACH) Registry. Atherosclerosis. 2009;204(2):e86-
92.

5.4-18

5.4-19

TASC Il Working Group. Section C: &I EE1T. In: BAIREZ L, IRE.

5.4-20 | 1ps pase th BIARKE LI D W - ARSI, B1R. BB AFAAILRJE 2—2:2007. p. 37-49,

Hiatt WR, Money SR, Brass EP. Long-term safety of cilostazol in patients with peripheral artery disease:

54-21 the CASTLE study (Cilostazol: A Study in Long-term Effects). J Vasc Surg. 2008;47(2):330-336.e2.

TEIRR R DM EARIZE T A2H AR5 12 (2002-2003 FEE S R R IIRE)

5.4-22 ERFAERBICH T DPUER - L/ NMREEICBET 5H A F54>. Circ J. 2004; 68 Suppl IV: 1153-219.

Yamazaki T, Goto S, Shigematsu H, Shimada K, Uchiyama S, Nagai R, et al; REACH Registry
5.4-23 |Investigators. Prevalence, awareness and treatment of cardiovascular risk factors in patients at high risk of
atherothrombosis in Japan. Circ J. 2007;71(7):995-1003.

Shigematsu H, Nishibe T, Obitsu Y, Matsuzaki K, Ishida A, Miyata T, et al. Three-year cardiovascular
5.4-24 |events and disease progress in patients with peripheral arterial disease: results from the Japan Medication
Therapy for Peripheral Arterial Disease (J-METHOD). Int Angiol. 2010;29(2 Suppl):2-13.

Preperty of the sanofi-aventis group - strictly confidential Page 5

Version 1.0



1.12 HZHEH—F
SR25990C - ¥ O F K4 L LEiELE PAD

WITITAREEMMNGZOEBUR b

5288 CTDOME (H<l—)

CTD&ES EE%
2.3 B (BT AR
2.6 ERERZBOBMEXRUVHBESR
$£38 REICEIIXE
CTD&ES EE %
3 WEICETAIXE
45 JEERRHBRBREE
CTD&ES BB %
4 JERG R EE
E55 ERREEBHREE
CTD&ES EE %
5.3.1 EMEFFRBRES
5.3.2 ErERSEHERAVV-EYEBEREDRBREE
5.3.3 BRER =B AE (PK) BRI E =
5.3.4.1 BREEREICHITHPDHER R UPK/PDEERIREE
5.3.5.2 JEx BRI EE
5.3.5.3 ERORBRBELHETHETLERES
5.35.4 ZTDMDEGKRABRIREE

Preperty of the sanofi-aventis group - strictly confidential

Version 1.0

Page 6





