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TEN=EMERS , Bt CoPlavix

o HEMR S REAREHBRE,

- BRERIIBET2E,

o ERMFREMHMREE | 4S5 BMRMER L,

Bto , RAEEMAE ASA , AT ERARUTRAR :

o HWIFBEBWRBAREY (NSAD ) BEBE , RERWER, A
LKEMBERE, BHEKMIZESEmastocytosis) FE AL
A ASA TEESIRBRENBBR M EREREAKT , HEEE
i, EmR, OEBRE, ).

o REENRTLE (IMEFERE CrCl <30 mi/min) .

o MBEE I (B (EFR WMEREY]).

ERARTIMER :

BEMEEEE

H 00 R IR 5 TR A

HAFHOROESETFRREZRR , BibEAREH , HiF
FREERMERA MM R B4 |, Y 25 IBREBR/RAEST
HiEENRE (88 FTRRM] ). BA CoPlavix ARRMER
m/pREEY , BHRBRRTHAR R T8 it mEAKRE , 6
R/, filgn , A, FiF, REMHERRR EEIHME
EEERHAEY (NSAID ) BFF Cox-2 MWHEIE, EEEMER
B B4 (SSRIs), FF¥, glycoprotein lib/llla #8#i%=R i &
BREY AR E. BENIAHOEKIBENOMSUER |, T
FEREM N , B RARMBENE —BR/HETRALED
BRERFH 2 H, CoPlavix FEBMEDORHBMBGHA , BR
ERAEREMEnYBRERE (88 (XEEA]).

R BEHEEEMF WA R IR A E AR EWE , BEERRAR
FERAREERA CoPlavix. HEMETERBMETFN , AEER
BRERTEESWERID/MIRWARZVAE  YTERIGT
—Ehm/MREY., EREXAEELROMIEN AR, B
CoPlavix S EEFMHT 7 XKEHK,

CoPlavix RERHMNRE , HE2EES HMzHA (KHEI2HE
EHmMREARD ) , RIEHEENN,

FEEHEHBRA CoPlavix # , HIEMRHELFTEEX , &
HREEMEZFEHHmMARR ( HOSPeRHmeEE ) |, EXZER
HEA.

I SRR EBAE (TP )

£/ clopidogrel BHIEHEE R K M4 m/MRE D4 EHEE Z
#E  ARERBETALBREE, HEARL/ MRS RHBR
HRIER, WIHRETLRBHBERNMOERBEBR MR,
mng /MR EHER - EBENBa RS , kXA
f&F U EIHER AR | BIERIMSAER ( plasmapheresis ) o

- 293123

BRA clopidogrel #BAE#RXMMRFNHEAWRE. HRER
RERNDoBROEBRMPTERYES/REONEE , &



BEBREXMEMEF, HRZDABXEOZFENHEEEEHE

MEMEERAR , YHEE LA clopidogrelo

BT M 4 BT ik i BB A

FERECROISHABETHMRnBERTE , BAERE

NEBEEEESBROMESEL , BEAGH ASA M copidogrel

SEmAHmMERRE. Bit , FEGHREWNEREY , BOORE

ERREERENSRE,

RAFABFE P450 2C19 ( CYP2CT9 )

EYERS : £ clopidogrel ZEBMEMBIT CYP2C19 KRETH

BEFEEHE , HEL clopidogrel FHERBMUNBRESRE , Hit

R pRRTREEEE, BEESMSOEREZEETRBARN

AMBRER P20 REDEFENEE , S

clopidogrel 2 BRBIRAR , AR4ELOEEHNHHMEIER

CYP2C19 RMNBEEREE, BAiE —LRBRTAREEEEN

CYP2C19 BEEE ; EERRABNERLFANRE, BRESE

R CYPC9 REDETEE  TEBLRTERSAERD

clopidogrel (S BIRNAZINZENERR ),

RERRET , HitbE2 RO - H2 EE. 5w

T clopidogrel Hll/MREREM TEIE,

Clopidogrel EE&EiB cytochrome P450 BEERFRBBIELENR

Y AHRBHFEER CYP2C19. ARKEBRETR , EMU

clopidogrel Z—fEBEIBIRTIFEEER CYP2C19 RETBET

#E , HE4% clopidogrel FEEARB Yz MPREREE , i

PR ZIEETRRE,

BAR2MEOIEAcute Coronary Syndromes,ACS) S iESZER &

HREDARST A 3B (Percutaneous Coronary Intervention;PCl)BLE

FFREEESR CYP2C19 RAShEEFEB A , HIES clopidogrel —#&

ERARAR  ERLELOEEHACABRRSRITHEER

CYP2C19 RN ERE &,

BEiEERRAETARBERBAZFEER CyP2C19 ER

B, ERRDFARTEER CYP2C19 RBIERESE , TR

B clopidogrel BmEIR SR EHMAETR,

Thienopyridines SEHH XX R (cross-reactivity)

BF thienopyridines BEW MR X REHENRE , B

BEYHM thienopyridines Y ( 10: ticlopidine, prasugrel )

HIBEsE ( BBFBKRM] ) . Thienopyridines XE#EY T #EE R

BHERENBHEFENIS, NEYKE, OERRETS

m/MRED R ERERMERED . BHE— thienopyridines

BYBEABHRER/HMNERRENEETEAEENER

EEHHAM thienopyridines YN (F)HRRE. EREER

TRXRE,

B ASA 9 ERER

s ARGRBHAFLENEE  ARELEBZEHRBHKIEN R
BE.

o HEEE , AAEEIRA ASA BiR 8RB A MES 8,

o JE¥E : AR CoPlavix &7 aspirin K% , JEXEF aspirin RREIR
FATEERINBIRERE , At , WARA aspirin FEME/NUME
FIERE, BA CoPlavix IEZEEmBREGY, EEERERAMN
Fa i mELER .

o ABWAHEFEAR 2RUTRE, ATFEFEAR B RUTRE
EEVPFEZKESRTEBRTERZBER. BERDZ— ASA
(aspirin) ATRER —HEF R B E 2 HK-B KEMRE (Reye's
syndrome ) H1HBIM.

o BT (-HMWEMMEREIRZAE , Glucose-6-Phosphare
Dehydrogenase Deficiency) @& &H H MW A , RItRAAX
BERTZEH,

EBELE

CoPlavix SEFARE BMEHEER B R+ =15 H Mm=RAEHN £

EREER (AARETAREASHELTHNHEHMm ) WE

EB D, BENTRERBBEERE. BN&, B0, BHK

BREH M. ¥AEHNBBEEER (FMHLTFR ) RERE

EEMARBMSBETERE , EFBFEEREHR LN

MEREER , BANHEYHRERHnERRSER. H2E

WEABRETEREHNERRAK , ARtLETHRTERER

ERERRN SR,

B S levothyroxine FIKBBRERGEA. (28 [REFA])

BHEBHA nicorandil F NSAIDs BEHE ASA Fl LAS , BEREHF

B0 B BRRE , SFILA it A EL AR A -

B

CoPlavix REHRE. HEEEEZANREUEXIABETTE. Lapp

ARBRZESWNEE- YARREEENEE , AITERASE

-1/

AEPASHM{CLERE ( hydrogenated castor oil ) , BT AEE

RBBETERER.

XEER

EHmmEEERZ Y : B ETE b T AT 4L 18 o0 i Y &
B, RHmEREEZEYAREDD,

Nicorandil: &6 nicorandil 1 NSAIDs #y@3E ASA H LAS ,
B4 R OFRCEE 0 B B | SF LA i i R B -
ORGEmB : CoPlavix FEEBHEORIEME warfarin £ ,
RAETESM@ MmN R (S0 (WEREESE]) ),
Glycoprotein Illb/llla #0#/H : CoPlavix B2 glycoprotein llb/llla #0
HIBGARE N (SR (WEEESEHE]) .

FF&(Heparin) : ARBEEREZHERE RN —HARKARETR ,
£/ clopidogrel FRERENZNER , tFEKEFENH
BRIER. StAFETRTRKER copidogrel #H1HI M/ MR EE,
Clopidogrel MIFRZEMREEEM LNXEER , ERWME
MmNy EE. RiLotFARE N (S (RRFOEEEE) ),

e EAES  SMONEENBENA clopidogrel REAMME
ARG FREEARENOEBRBANFREN TS CET
BifE, EREAREEEHmMATERN ASA tANEERER
RO BERAIE (BB (FREE] ). CoPlavix RHEfMmAEE
FRANTEHAINKREY , ALERAREN (BH BF
REEEE]),

HEEELBHEBY ((NSAIDs ) - DERESESEERHERN
HITHRKRARERETR |, clopidogrel M naproxen #f &M N
BEMSBE M, Hit, S Cox-2 MEHMERNIEBEEER
BRRBYTERREEYHA (S0 WERIESE] ).




BIEMMERERUAHEMSSRIs) : B SSRIs BRI/ ME
R mayERE , S£A SSRIs M clopidogrel BEEE/M
WEBIBRET |, buprofen BEEEERK aspirin StATHEEMNE
aspirin I/MRERER. AT, BAREERAUBARR
AEERERMARRRELTREM , Bt , ibuprofen BER
MR EAEEER , WA ibuprofen BEMEHCITEERSIBE
TR IS (S50 FEMBRM] ) o

Clopidogre! BER Y GF GG A -

Clopidogrel B —898#H CYP2C19 REEFHARY |
I, FHENSIEREENEY TRESREIE clopidogrel EE
KREWHRE , KRXEEAZRKERSERSREY, CYP2C19 B
BB AP0 EIE ( HlI omeprazole ) THBSHZ ( FBE"
REEANR EBRSE MBEYWERR ) , HER 7B
HIBER clopidogrel BtH , BERSEAY CYP2C19 FEHEMHIEE
DB SR 7 M HH &M , HI20 pantoprazole,

0 CYP2C19 BYBEYIBHE omeprazole & esomeprazole.
fluvoxamine, fluoxetine, moclobemide, voriconazole,
fluconazole, ticlopidine. ciprofloxacin, cimetidine,
carbamazepine. oxcarbazepine & chloramphenicolo
FEFRFAHEY : £E—BXXBEBERERD , BT copidogrel
EFLAN (BBANMEX 300 mg, ZHBEHKE 7S mg) M
BtA omeprazole (80 mg , 88 clopidogrel EIERFBREE ) #5%& 5 X
BAETHB., BBRERMETR , copidogrel M omeprazole SfAR
B , clopidogrel MBEMHRBURETHRT 45% (B 1 X )R
40% (%8 5 X ) o Clopidogrel fl omeprazole BfFkK , EHRAIPH
5 uM ADP Z I/MRESRERAFIGTRT 39% (24 M) & 21%
(B 5 XK), EE-EXEERAMFER , omeprazole 80 mg M
clopidogrel MRERBGHR , (EREFHMERE 12 MR, BER
HEzuWRERELC , ELBRER , BDNFE copidogrel
omeprazole EFEIREEREE , tEELAMEEN ZEANRE
{EA , BD omeprazole ¥ CYP2C19 BHI4IEA. E=EXEEH
WFRAIREL omeprazole 80 mg StABEEIRM clopidogrel (
WEB/A 600 mg, ZHBBAKE 150 mg) , HXEFANEE
BHT omeprazole REFAMENBER—B. E£—ERXXEK
et BESEEES copidogrel BEAE (ERARA
300 mg , 2% T AKEE 75 mg ) BHFA pantoprazole ( 80 mg ,
B2 clopidogrel EIRSAREE ) #4588 5 REVETHE. SRERE
&, clopidogrel M pantoprazole BfBREF , clopidogrel IR
HUMER TR 20% (B 1K) & 14% (%5 K ) . Clopidogrel
M pantoprazole SARE , RIS 5pM ADP zii/MRSESEER
FIETHET 5% (24 ME)R "% (&S5 X) ., EEERE
7~ , clopidogrel AT BABE pantoprazole $fF.

CURRENT RBRRIZ LLE clopidogrel MEFGEIBRAER (ER
HE% 600 mg, 2% 150 mg/day #¥ 6 X , 2 BB 75
mg/day E& 30 X ; AREEA 300 mg , Z#EL 75 mg/day #&
BEF0K). FEREDI (18432 EHEE ) stHER
S TFRHNHE (E£EXR omeprazole B pantoprazole ) E2FE
BOERHEELNBMESMETRY  HERET ,
clopidogrel REBMFNENHBNXEEABTERURT

( SMERFBPIERNIET, CIEZERPE ) REMIERN
R (SREERE ) BsaRE.

HMGHHREY : BTHR clopidogrel TGt AWz Ay
HBNEHBEXEEA , CETTREHEBOEKRTE.
Clopidogrel M atenolol, nifedipine , B atenolol+nifedipine #f
RAYEA RN ERERNBIEER. I, clopidogrel FIEEK
FEUEFRTEEGEH phenobarbital, B oestrogen Tl EIEE/Y
2 5

Digoxin 3% theophylline MBI BT ERBEA clopidogrel T
e, HBEMTEME copidogrel BRIKERE,

HARBES warfarin SARNEE , BT clopidogrel 75mg
YFEYE S-warfarin (CYP2CO MZH ) WREBBRISH , 8F
SNEEHRMBEXZEMEMLE (INR) , BREXA clopidogrel &
warfarin $IEMEFEBIAEEYE  EREWESFARRMNLE N
WA, R, BEEMN copidogrel ERABRFTSHE
CYP2C9, Clopidogrel WTHEF MEE T HIRWARM , Hln
phenytoin, tolbutamide MIFHEBHBLAEY (TARKH
Cytochrome P450 2C9 X ) o CAPRIE AR BIRER ,
phenytoin & tolbutamide BTEAR clopidogrel R2 1,
CYP2C8 WZHEY . ERBEFZHENHFEFHMET , clopidogrel
WD repaglinide RE. WMARRBE |, clopidogrel ZHHY
glucuronide W#P&I CYP2C8 TN repaglinide JREE, AREHm
MBS DNBYELBY | clopidogrel EBEEH CYP2C8 RBIERR =&
W (I , repaglinide. paclitaxel ) Bf F B FE/ o

E MY ASA BEFEH

ASA BT3Bz MERXEEANRE.

HEFRERE ( benzbromarone, probenecid, sulfinpyrazone ) : ASA
BERBREAEIEER , Bt ASA TR GIHERBE N E
A, AkEER RN,

Methotrexate : R CoPlavix W& ASA , FTELE methotrexate By
BB AR 20 mg/week EEAEDEARE/ND , BE ASA R4
methotrexate ' EMEER , KBNS L.

Metamizole : Bt metamizole ATRERIFRIE ASA Hifn/MFRESRH
. At , HRRRBLOEMERAERE ASA BREHAR
;. GNP

Acetazolamide : StFAKBBRER Acetazolamide TTAEI AN Bt
mENZRE 2RO HA,

KEEE EREEEEAEEEANEBATEFEAKBR. B8
HER, EEEAERERCEAKBRERSEFERERE
( Reye's syndrome ) BI%EHI.

Levothyroxine : K%M , ®BIEBMRAR 2.0 5=/XK , A4 R
MIRREMBEARES , AR BSHEHRTRIREBREE N, @
#HEREFREEED. BEAUFREE.

Valproic acid : 2k #EBBEH Valproic acid $tFH TBERRIE Valproic
acid BAKATM4H Valproic acid {CE , MBrm & iR &
Valproic acid #4f.

Tenofovir : tenofovir disoproxil fumarate 828 NSAIDs [& & ER A Al
BB N B R IBEE,



ASA MEMRERR : THRYRBEHR (8% )M ASA
ZHBERXEFANES , OfF OERERERE (ACE) D
HH ., acetazolamide, HLEEME Y ( phenytoin B valproic
acid ) . B-PELERH. RIREK O AR OEEY,

A BB aspirin AREA TR MEMESE , Bt , &/
ABRA aspirin B &/ OV FATE XS

Clopidogrel F ASA ZEIBRMXEER - ESHBRERS ,
HAEHB 30,000 FEHEMA clopidogrel 58 ASA MAREZER 325
mg ZMGHER , At TEERGASETENEY , FN
R, p-BHETE, & WMEREREs (ACE) IEIR, SRtTMH
Bl BRREEEY. SRBIROERER, RERFEY (T
FERBR) . HURAEER GPlb/lla HHE , BYRBERERHE
ERKEERENTRZERR.

BT LRERRWEERHRBEYZZEFAI , CoPlavix M—EH
FARA A B Bh ASIR 43R T { L 75 o2 40 10 32 B 4 A B o4 R OB A 9E.

£8h, MREREY

w2z

BElEMRER LR CoPlavix MEEKRER. MZRH ¢ @A

(first two trimesters ) ARG CoPlavix , EEK LB EEE

3 clopidogrel/ASA SABRMIBZERN. ARAE ASA, FIEAER

% 3 A RERA CoPlavixe

Clopidogrel :

WMIPIRLAMERA clopidogrel MMEHANER., BURBNERYE

RETHELEEREITEEIMENSYE (S0 BRITRSH

'H) .

ASA :

{EEIR ( 7%E 100 mg/day ) : EREREAERS , BIRE 100 mg/day

BRAERMER , BXARBIFIER,

IR AH 100-500 mg/day : BIRSTH 100-500 mg/day ERKLE

RERANCERARR, Bt , UTHRERKR AR 500 mg/day

MERRE.

BIRSERERR 500 mg/day : HEIFISIRENE R TeERHE R

IR /HERK/BROBREERTANEE. ROFEHHERE

=, B ERTIIRE SR EIB SIS0 TRE, ORI R

ERGEHERR, COERTENESRRILERE < 1%EMEXN

1.5%. ZAREEASMERRRARGENENMEN. BYW

BRASRRERNHBSBBEEEYE (BH HRIZeH

B ). RIEWERMSE , RAEERE 5 BANSHTEET

ZRKBR, EERWENELERAZHKER , AWMRE S @

BRzERz#ERAz  HARRARREERYD (8 ) BiF.

BERZNE ¢ BABMK , IENAISIRESRODEMRBERET

BEER TREH :

o B4R :

- WEY (DREERAMEARGBREDE ) ;

- BT  ETHRELCKERBAMFEKIABD ;

o MBRBWBERMER :

- TRESERHMEE , IERENARBETHESEBRES
R ;

- EFEREEBGERS RN R ERER,

#Z

Clopidogrel R RYESERAMATH B TERE. BH ASA
FOREIERARMATP, 8BS CoPlavix ABME , BEEW
B8%.

“£EL

BEIRBEER CoPlavix RARMRETNER. BURRYD ,
clopidogrel 4B aE D XM E.

ASA RESNMBREEEDBINETRE.

HEEREEEmEL R
CoPlavix HEHRERREFEMBNELRAERARALELT THE
B&o

FREE

Clopidogrel HZR2MEREER 44,000 EBHRBKREARNEE
& L TR , EHPIFES clopidogrel BEA ASA SAMH
BEEE 30000 & , REE 12,000 §BEREIABNEERE
—F (&) Lk, LUFASE M CAPRIE ( clopidogerel #l ASA 2
H® ) . CURE. CLARITY B COMMIT ( clopidogerel+ASA
ASA ZHE ) MBEAERRVABEINEREIETRRE, &
BE , CAPRIE BB clopidogrel 75 mg/day Ml ASA 325
mg/day WIEKRTRRERSCI ERSEE,. HARERERN. K
THERERNERZ , FTEREBLITET EDERNER.
BRRERE ETENEARRY  BERNTRREAHME X
SEEZARENE—BARRE,

A rEER

¥ CAPRIE BB , HBAAREEN A clopidogrel T ASA , ELFf
FHIAEBERIAE , B%H 93%. Clopidogrel 1% ASA fHAY
BEBERBERDFR 1.4%HM 1.6%.

¥ CAPRIE BB , HBAAEEN A clopidogrel T ASA , B
BHMAEBERE 93%, Clopidogrel f#i% ASA AN REMRE
BERNEE,

Clopidogrel #B&E#EBBEH MM LR 2.0% , BEERHN
AR 07%. ER ASA BNBHLLHNSBK 2.7%8K 11%.
HithHmEERNRRERS clopidogrel B ASA #8(7.3% vs.
6.5%)0 MM , MAABRANBREHmMEFHERBEM (06%
vs. 04% ) » BERNBERER/BERRRANL, HEBRTER
WEARSOE, ORXBHIOD (EER&FEEMm ).
Clopidogre! #HRIBER H M EREK 0.4% , ASA #EH 0.5%.

£ CURE RRBRF , clopidogrel+aspirin 4B 8 Kt rfn & /s i i Ho 451
E®R placebo+aspirin #8 ( AHMELAIE 3.7% vs. 27% , M
mEeBI% 5.1% vs. 2.4% ) o A H MK EE IR TIE B IR E R B AR
FRARL. WEDEAFRBHEZHD , EHRERS
clopidogrel+aspirin 8 & B placebo+aspirin # ( 2.2% vs.
18%) , BFEAGRIR EESE, WAERFEEHmAY LS E
YRER (MEFR 02% ) . FEEGREMH A HMm , H8
£ EA clopidogrel+aspirin #ABB T ®m B placebo+aspirin #
(1.6%vs. 1% ) , MALMBEAHMBAEREE (01%) o



MR ERE clopidogrel+aspirin A& FEE aspirin KH
&R 0@ A’ (<100mg: 2.6%; 100-200mg: 3.5%; >200mg:
4.9%) , ¥ placebo+aspirin #IRMEE(<100mg: 2.0%; 100-200mg:
2.3%; >200mg:4.0%)0

# clopidogrel+ASA M B EEETEARE ARG EF M50 5 X
EREE  AFHR 7 XAALMBESH X HMBERL4%
clopidogrel+aspirin vs. 5.3% placebo+aspirin)e & HBHELEITHE
REDAREEE FAHTRIAY 5 KAMIFMISHE , Al clopidogrel + ASA
MR MRS 9.6% , ZHE+ASA HEHIMBRE 6.3%.

1 CLARITY BB , clopidogrel + ASA AR HIMBER ASA
Ho KHMWBER (HERAMAHMRMATSE (Hb ) TE
> 5 g/dL WM ) BIAMEIEE (1.3% clopidogrel+aspirin vs.
1.1% placebo+aspirin ) » EBEAREARIN MBS, R
NEEORRENcERRERARFRREER, MENBIEEH
M4 (0.8% clopidogrel+aspirin vs. 0.6% placebo+aspirin )
EEA LM 4EER (05% copidogrel+aspirin vs. 0.7%
placebo+aspirin ) KB E.

£ COMMIT RERT , MIAE i 3R S M P X H i = BB P HH o Fr 48 3%
ARBPAE , MELLHIEE.

Vil L L=t

# CAPRIE BABR# , clopidogrel # % ASA 9 BIE 4 &
(0.04% ) & 2 & (0.02% ) BEHRABRENE DM QMR IE
(< 0450 G/L) o ¥ clopidogrel M 9,590 EBEH , F2
EFERBNHEPEAMIREERT , ASA HHI 9,586 HEBERAIE
AP &

Clopidogrel SABEFEHE —BBETRERMBOER,
BEm/PMMRUBDE (< 80 G/L ) WEEER clopidogrel #K ASA
HoBEIB 02%% 0.1% ; m/PMRE< 30 G/L HEE R ERTFRY
&R,

TRAMSIHHT R R EDIEE RREE T R L6 BB
BENTREEREDERNER, AREFRRNERNT : ¥
R (21100, <1/10) , %R ( 211,000 , <1/100 ) , ¥R
(=1/10,000 , <1/1,000 ) , fBEER ( <1/10,000) , KA ( BEWE
BEEME ) . ATFERBREKBRHRERMARSE , YUBRE
EBENAARER,

RERESHE R

FER FR

FEFER, KA

I AR B R

/MR R D EE

B I 3R B D i , 18| P R mER
PS FAMRIBSE , | WIE, BF
BERER
H MR A E

Mg MM /MR D EEBEE(TTP), #XMEnERE (S5 (&
BRAESEE) ), BETRMAEN, £H0NREDE, B
WM R MIRERZE, REM/NMRBRZE, FhfmiRE L
fE, WM. BMEHM-FEREE , N, B8, B (&

[E R, REE) IeREHm , s, fERAFHED
Hi ; EANGHHNRS (FBRER , BBREREREE
i ) o

ASA: I/MRRADIE , BREE - BRAERRENRIE ,
Glucose-6-Phosphare Dehydrogenase Deficiency) B Al #E
BRERMERD (SR (WENEEREE) ) , £0XED
YmERE D (bicytopenia) , BERBMEM , SRR (bone
marrow failure) , R AMERED , FPEQLIRED ,
A Mk

DEEE

Kounis FEfRE ( MMERPH BB LMEE, vasospastic
allergic angina )

ASA: BEUR FES| 82 Kounis FEIRBE

RBERMRKLA

&R, BEERE, B thienopyridines &Y ( 1
ticlopidine, prasugrel ) IBBER X R 8 ( S8 (WRERE
EEE|)

BEERASAERAE , THHRERDE , AHER HLA
DRA4 RRIEE (HARBAXRALKE )

ASA: IBEMATE, RYEBHAYBEEER A

REREELR

Km¥E, HE (S0 WEREEEE))

RErERE

ASA: I8, BE

G CES PSS B, BRRE,

=

HERE, KREBPRLIBRE
ASA: BAHM(BERLERIIENES , KHREA)

REETE AR M (#5RR.
R, HERY

1 )




RGBESR ER FER FR FEHEER, KA
BRRXERiE 54— ASA: BH B KRR ER
mERS il | BEHM, FHEOREHND, nEL. EnE
ASA: INE S , ‘TIEB B KB
W, MERRAE | Ao FEOE I (oo, FiHim ), RRERE, BEELE,
A2z TFiE IEERARRR LR 42, BEF ASA BIRIBSUR MAERNIEORYE
[k fE
BRETE BREH BERBER+=1EH |BEESERHGD | HEEOBRREESRLm, REL, &BLEEE
m, BR., |ME. B E MHRMEIRMERLRA), D%
BEAS, SHIL |[RE, BB, R, ASA: RIE#, RIERE, ZFA., BEMEEL, BEHK+=
TR i3 BB, B-+-EBRE/FA. tEREERNER (8
B (WRERCEIEEIE) ), /NEE (ZBRAEN ) ABE
(RIRAERR ) BE, SBALNBRIZA , EERETER S
S MR , TREREETABMEN ASA URBER /B
HERRBEN BBEFESL. BBURESI 822 HEBRR
#o
FF IR 38 SRR, s
ASA: FFTHEERER T, FFEE , T ERTMEE, BMEFL
BERMEETHER |#h B% , B%, KR KRR E ( SUHRREFBFIE, BHE-REKE
FiE i (S8 ) &8, AN, SHRZH RS HEMMEAGEP) ) . IE
KEE, AHNRPEERD, BFP., BWSIENBRE , #
YRS HERERE AR SN SER (DRESS ) . RP
AREER
ASA: BB
AL & 88 B i i MeyEstm (PHmE ) , B , BEE, IS
HETE
BREERRRE mpR B RRaRE %
% ASA: SR THAEESZ R (RHIRFEREREZHE, VM
ARMMEERIR, BBERS  SGtAFRBARE ), o
NBERE 7. BEB
HERGERAE BHLUE
ZRRRME
2EMRERA |FRELH 25
EBMHER m ASA: BRRERRE R ASA BKERHR
rn=E HmEER ,
g mERED |
m/MREE B

A aspirin 100 mg BEEFHY aspirin 100 mg FBEH Crax ,
ATEEE AR i A MR | BB )5 BRAEE aspirin BA

CoPlavix , RITTgESrie hnfs B FiEA MR,

in

Clopidogrel : BRA clopidogrel BRTRMEHmMEEER , #
Z R MM OHREE. BB HMMER , AT IEEN AR,
BET¥RHBFE Clopidogrel WIEEN, MRBENZIFIE HmEF
EERMER , A/ DR clopidogrel B4EA.
ASA : FREERRPEREEE : Mz, BEE. HR, BEHER
EBBEER (B, BHEEE) .

BRETPSSUIBRENBISCE, FIBDMSAYIRRIS R &k TR
HRRE, 2RARFRPES BN ERTPRERPE,
AREKBREENFE Akt EARERABERTE, BF
RE, BR, HREHBR, FOEAPENLBRER , ERE
HFCELSMHRTBNER,

THHERBAEHLE  BBERET , EXUBMRK,. &
BRAR, BE, IR AmEBE, PRREZIENTEEN
HEX, DOERBRFREL. CEKEROBEHER 25-
30 go MEEPAKBREEESRK 300 mg/l (1.67 mmol/l) B
AHBERPET .
KEREARTAERKBUBENEORANBECNBGETE , %
FIRRE,



S ANS Y A9IR I 68 2 Bl KR B T RE B 4 3E OV K
(BRITRRIE])

EERTHEAR , MXAFRAR. PEPSTRENELEY
FRERE  MREY , AXAKE. FER (RAHE ) RTRHA
(BRE ) TEZRIETF. BREARYL ( TUARKREH 250
mmol 7 3 MERIMET )  XRHRERRR pH E. BREPE
K, MBETRBFOEREE. B4, TRPENERETH
foEy SRR

Fmg g

Focs i

ISk A NE L 2YFE g o) R B P4 - ATC Code :
BO1AC30 -

Clopidogrel ¥ - B % 5s%# (prodrug) - v ehd @ — RBiEHN
B € Frple ] HE TR E o Clop|dogre| & Ed CYP450 pE#
RS A N E 0 A S Frdl ] R S o Clopidogrel s 1
P € E 4 P4 adenosine diphosphate (ADP) g o
A P2Yp X A8 A AN e ADP B4 S T pE v GPIIb/IIIa
A &R e AT 0 PTIL A A *Frﬁzf-z% Yﬂhe{%

ERF o T kB clopidogrel H ) 26 % TR
(9 710 %) ’ifj‘ﬁxéai'ﬁﬁﬁﬂ#‘ﬁﬁ? ifm#i
#F -k HE ADP ﬁﬁh‘(#é}?%}*i/}%ﬁ@&mﬁ f@a € X Dlr

#]0 iFE FE ADP B i i ] eni®d £ PR EraTR o
Clopidogrel /& dr4= 3 7 & CYPAS0 px % > Am 3 &
CYP450 5 % 304> & ¢ A4 H s Fgp arfrd] > FPL AL vty g
ERALR R Rt TS
£ H%4 & p clopidogel 75 mg sHH & - G F g - X B
ADP 3 o | 5§ cniT ,Tag UM st I O T R
EaRBIH 4 0 B F 3-7 2T %w@ ERGKRET - &
75 mg & E T PR G5 40%-60% ° x| FEREF BE
M PR ABEES AN BT K o
e gk AF e E 2 T g in ] 7| “'$% Ty pF o Tt g Frdl
thromboxane Az éh# & (4 | 4 3§ frs § Jc4 1ﬁm FEF) o ®
»?E#P#'Ji'l‘iifﬁﬂéﬂi%"i%%lﬂ*§#$i§¢n' P 5o
P S Ep gt 0§ ibuprofen e aspirin # * p¥ > ibuprofen ¥ it
€ Fr4) B R aspirin Ha ) E enFUR K TEr o - TR SRR
5t 0 fid »xd] aspirin (81 mg) %%
M % PR ibuprofen 400 mg H - #H £ § "% i< ASA Fr 4
thromboxane 4 & & 5 M ¥ts | wendg b (7% o 2R > F4
TR R uAp b e i kiemTRA R IRT B 2 mEE o T
# o ibuprofen £ F v ik ¥ @ * & & ¥ 0 @ ¢ ibuprofen @
IRV A WA SRt STRx=3, -} I
Clopidogrel & # ASA ¢ 2 Frxe Sk 3 BHER %S
61900 ¢ R ¥ riefvi=fh i 3 BiE& A W5 CURE -
CLARITY =% COMMIT w0 1 & fot & clopidogrel+ASA r
ASAHZE L2 A8 > n«FK* ok B AR LR o
CURE %8+ 3 » 12,562 =% 22 ST £ AL%rivurf:: (748
TS R {2t Q R Al “’“ﬁ%) e 4 ) pEp Y N IRE
B A R R o g e TR L AT G ATehas
s E 2 & euEREE & troponin | & troponin T ek A P 2t
Fieenad 5 (7)) F o A AW~ el clopidogrel+ASA e
(clopidogrel 2 g §-# £ % 300 mg vzt p AR S 75 mg ; ASA
OB E 5 75-325 mgo - X - =5 & 6259 it ) & ASA &
(75-325 mg> - = - =% » ¥ 6,303 x*ﬁrﬁ& ) TS H s RS
Boo RESERESHPE L - & o & CURE 2% 7 » 5 823
(6.6%) iy 4 @ * GPlib/llla = 434l hipf o A28 90%
A fis IR G L s 4 0 clopidogrel +ASA e fe ASA Eihdp ¥
:113_#51 Ef {pq&g‘ IRCE ﬂ-T—-%erg ﬁ%

8] BEN R AE 30 Adn

SR & foredpth (v FREFRT = RS R ) B
& 4 #ch clopidogrel+ASA = § 582 (9.3%) + » ASA =7
719 (11.4%) + - CIopidogreI+ASA e gtk R TR 20%
(95/o % #E % A 1 10%-28% ; p=0.00009) (&% %= 05 e 4
HAR R G TE M 17% ; fﬁ**ﬁea’»%#ﬁem F o3k A R
(PTCA) ipfrenp A [F h L F & 5 8 F L F]H AR "6 8 1S
129% 5 i@ﬁ%}%fn”” &%zﬁiﬁ‘v (CABG) =i 4 H Ap$th " v
11 10%) e e WAL 0-1-1-3+3-66-9 v 9-12 B 2
PEo B ARSTR G T Ml B w2 22% (Cl 8.6, 334)
32% (Cl:12.8,46.4) ~4% (Cl:-269,6267) ~6% (Cl: -335,
343) 40 14% (Cl: -316,44.2) o Fpt > jnm Az 3 B 7 2
+ P > clopidogrel+aspirin g 22 § £ 34 o fe A g e g
tivig e (FR [EF2LL%H] -

% CURE 32 ¥ > # * clopidogrel @ "% M x £25% f2 %] (404
bt M 433% 5 Clt243%, 57.5%) % GPllb/llla #4114 (4p
$Hh g LT 182% 5 Clt 6.5% 283%) 2§ &

Z I % i & focdpth (oik ’F}?ﬁ%%}(?* LU R ¢
B 2 EE ISRy endk o :)?3:/;1) g 2 A i clopidogrel+ASA 5
1035 ( 165% ) * » ASA = 3 1187 ( 188% ) +
clopidogrel+ASA fmefp$th "t T % 7 14% (95% G & @ ¢
6%-21% : p=0.0005) o i & el R 4F Jep o S VO 3 4 53 st
%  Bg ¥ e '% [clopidogrel+ASA e i 287 (4.6%) % 0 ASA &
5 363 (58%) *]e 2 F 2 Ee R a f Lant Fa)
APBI G ER L

7 e % (B4

ol ARG Q Al E
FRATR O R LT R FR I B
)] AR E el B AP hE R - R oo U4 2172 &

(#k CURE &% #eh 17%) *c® 5 & F £ % (Stent-CURE #2% )
mé,—‘ﬂk SriTen® (8 A 178w > clopidogrel sp#>t % A s A
B ofrckght (i *}f-‘)ﬁ%%ﬁ”" SRV R ¢ R ) PR

BB AR R T 262% 0 X R hE A Bpoock gt (w
i E RRERS S IR ‘J&‘Lﬁﬁ-'/m)ﬁ‘mﬁrﬂ_/}iﬁ)ﬁ:)m
AR G PRI AT PR 23.9% o 2t ¢h o clopidogrel shE i RiE

BRHRE S X A
WiESk g% - ko

ST £t =2 G vl ey 4 42X clopidogrel ipf chd 2
Eofeve Shd BAEAS X AR - R %k (CLARITY
2 COMMIT #85 ) &7l = -

CLARITY 38 % dcip 1 3491 L& ¢ > e BF & 12 [ pph § 3
4 ST b2z il i ¥ 33 #e%if}_‘}%ﬁﬁél]% el e é.i‘#c
% eh#¥ P 5 clopidogrel + ASA (clopidogrel z_Az4: f a4 &
300 mg: 2t p&EE 75 mg; ASA Azde f F AR G 150—325
mg > 2 {5 p HE £ 1752 4 & ASA H &

FIP o BB I EHROE S EE

% 75-162 mg s
R (%:a;g A £ 5 150- 325 mg - z & pAE L 75-162

Mg % 1739 i 4 ) o o JERM I B A hf BT
e bR oop R R 30 R i g @Rl & gondp iR
Mpew cha B FRERG AN EAM AP ELFE R
F o uifﬂr#f"“‘\L ?% T R R o B
g7 ?%E U ERE R I;fpﬁ?an SR AR
éﬂ Fean 40 S U B o }ﬁiﬁ,c’ 3 197%% &1 EdL
b0 29.2% © 99.7%<hupE B G He X B R0 B AR hin
B (£ B FEMH D 687% 0, e FB M
311%) > xR F b 89.5% > FeX P-rLutAIH & 787% 0 Fx
ACE Fr4]#]fe statlns a%;’r?viﬂua\ujg 7 547%% 63% -
Clopidogrel + ASA 22 ASA lenf 4 iE 3|1 & fridg fhant bl
Aulh 15%% 217% 0 & % clopidogrel " <7 6.7%:1% ¥ b
ok 2 36% A H R &t (95% iR R R 1 24%-47%
p<0.001) -~ i & &b i 2R M DP RFE Mk
FOM oo BBEALAT SCERT (FRpRDER Y
PAT R DIt R R B RB AN R TR E T ) B
"ﬁ - R

(\U«

P

v %&EW%‘F.*‘FJ
[o0]
lm\ﬂ*r,\-xm*m)f

(o)}

5 k%
¥y

=P




B 2X2 P K3 COMMIT sk @ > £ i 7 45852 L & o
B 24 P PER R DRER G VT RE (F o B2 S TR
B F AL (Blde s ST B 2 S ST B B> & 2 dA L 4e
#) o R4 clopidogrel + ASA (clopidogrel ¢3p # & % 75
mg > ASA hp AR 5 162 mg - & 22961 =g 4 ) & ASA E%
e (p AR S 162 mg» £ 22,891 s 4 ) o £is 28 X 8

° &I hd & ocdpth s FlE R R F 0E ‘a?—
MR ERFE PR A ol 278%5 A &
#2260 g &7 584% (26%Jpk 270 ) 2 S45%E K %
R SRS % | ESPEY -3

Clopidogrel # * ASA i B ¥ M Fxie h Fla = afp it b “ﬁ
wig 7% (p=0.029) » T ML A »ME% N
Foo AR S A G i 9% (p=0.002) o iE kA B Hh e
At 05%2 0.9% - B AL T SR EHE (R L
hEds s ME 2 R R R REEkY EN) B - ko 2 A
R ts e 24 pER T LIk

ER ARGk

&g (ACS) 11 P2Y12 M1 FEi s

AT (ACS) & 2 18 KBefoag s P2YT12 £ R e ik
# = clopidogrel = & * aspirin ipf ¢ e AL~ A RRF
3 A= eh2E 25 (ISS)- TOPIC 325 2 TROPICAL-ACS #Z% ¥ & 73¢
fo @ B~ {7 iRk By o
fsg 2k P2Y12 #r 44| (ticagrelor % prasugrel)2. f@/ 32 & e tf e
WEHRY LRI AEFRCORATLA L TR (cRERE T ERL
ZE o 42 (ST) ~ e & (M) 2 Bﬁ»”gn FEATEI) o BAAES T
EHPFETR L FRaF L - R BRAFRFS ACS 2
[Seik e B Aa R B st el o 193%%&4 2 ?;b%%;;—i‘_-? ,
g P2Y12 Fr ) B € B FH e hn P e 0 A RBP4 R
o AT s mACS)F 4 8- B 218 o 3 % TOPIC
% 25 TROPICAL-ACS 7 % 7 #F3t4rie fadd R raahfFinT » R

Sl F e A oo

TOPIC #5% (517w s 4 (S ¥rila - 45 chpF fF 8E)
A - R d RS F AL~ Bl 0 p MRS F
B FIEA B E  isg (PC) ik 13 < R (ACS) & ¥ ©
B % aspirin 2 - fa#iErn P2Y12 FEETHIS K T - B2 R
FPEARAATE LR G (HEF S ATHEL
aspirin se b clopidogrel (B € $s. -] 4% 2 = (DAPT) ™ P o ) & 3
TR mﬁfr"m% (DAPT 2 %) -
%f*gipn. 646 &7 ST Bt 22 w5 (STEMI) S 25 ST £
J A2 vt & (NSTEMD R 7 fE 2 R s &7 645 £ie ~
47 (DAPT " reinR 2322 &) DAPT 7 % 2323 %)) - DAPT
FlEiek ey 316 rléﬂf‘f(98.1%)5 DAPT # %235 318 fﬂéﬁf‘f
(98.5%) A E B &£ o 15/ M PEPFRF Y #ci 359 % o @
iRk P gE ARt o
Bl Q#g%ﬂ—i&'?’) W FEESS P~ BEL g EAES
2 ACS f8 1 & pgd I B 7 15 € (BARC)#f 2 Hehdg ¥
222 28 8% > BT EF A DAPT Hrbink s 43 &
(13.4%)% DAPT 72 235 85 %(26.3%) (p<0.01)« g+ & PR A
2ZHFABIL kp “ﬁ Sl B kg Phikr g LR
(p=0.36) » BARC & %22 endia F 28 4 5 5 DAPT “Frbinkh e
(4.0%)<*> DAPT 2 %2 (14.9%) (p<0.01) - #3 BARC T H 2N
F g4 ot DAPT % rbinfk 25 30 £(9.3%) » DAPT % %3
76 £(23.5%)(p<0.01) «

TROPICAL-ACS #% (A5~ g4 < £ P 4an -
Pl F Rt B

Bd - ;‘%%?E’Vf Az cPRE M B Rk 0 A 1 G
2610 Z s md Bk % A4~ 5k (PCHE 4 F 482 ur% r+
hg g (ACS) R  Jp kST~ feip 5 prasugrel 5 &

[ Fisf 2 a ]

mg/d (0-14 =) (1309 %) & %= prasugrel 5 &
2t ERERT S clop|dogre| 75 mg/d (8-14 =) (1309 % i

# @ % ASA (<100 mg/day) - & 14 = B**’ﬁ GRS AT |
(PFT) - & * prasugrel shg ¢ 4 115 & 7 prasugrel 2
e

: 10 mg/d (0-7 =)

REE Y

FAER IR DOFEMNETE L FRF BIEHPRR R - F
HPR246 & = » A & = 1f ‘I‘?“i{-;» prasugrel 5 & 10 mg/d 11.5
7 2 isf ; F HPR<46 ¥ i Rl 4% 4= clopidogrel 75
mg/d isF 115 B2 oo F) gt o 31 HE v R meflia.ﬁ.-i\‘ PER
prasugrel (40%) # # % clopidogrel (60%)2_i¢f © #73 :),%&%’K#.%
@ aspirin ¥ gl & o
AR B Eaee g
32 BARC i %522 2 g4 5 o« BEr Pty
‘%:}ﬁ%%—— 2RI es 95 L(T%)Z pdled 118
9%) (#-% f}’i P &=0.0004) - 51 &% L.E’_l A FHLFEaD
Eh (Gl Sres: 25% 4l s 32%; 2294 P &
=0.0115) » BARC & % % >2 mh&%—« kit :}]E bR A ﬂ,:}%_%
(GlgEmsrprel 5% ¥4l 6% 225 P ©=023). #75 &

F 2 (BARC & 1-5)nh g 2 vl i e s 9% (114 %
EVA R e E %137 £ &) (p=0.14) -

P TR (M) ¢ R

"&‘7- e e

7—; »—,J_I
BV ESE R L0 F & CoPlavix i@ * 2t i2d & H ety Sk
Fo ey TR BRI A T 3R Bk R R o MY IR R Y TG
SR[* 2 E]

Fe gl

=44

Clopidogrel # p 75 mg © JRA|E & H X2 5 X E LR E AL
i# %z  Clopidogrel & 3| # % cnT 5% 3 & 'J]%;‘}éf;‘: (¥ v R

HE 75 mg i85 22-25 ng/ml) + X APRE (S 45 L haiE T o

PRIt R A k3-8 o clopidogrel 2 >3 50%
& AT o

AR 3

Clopidogrel fed 3 R FRAHY (RFE) AW REKE 04
Ljﬁﬁ‘” Tv ot > B 585055 98%fr 94% - il
PREREA SRR FRP R AEEIORE -

/4;»?]"

Clopidogrel ¢ A& "F5R £ N 3B - ZHPN v P E% %%
Clopidogrel = & 5 2 B f#f#a /i : # — ;%%‘r) fin fi¥ (esterase) ¥
A Mok fE A S carboxylic acid #7244 (F IR S
1 85% ) o ¥ - Rl E b4 CYPAS0 pE F OIF R4
Clopidogrel # & ¢ 4% #= 2-oxo-clopidogrel ¢ & &4 » 4%
% 2-oxo-clopidogrel ® B X #rd & 4L S F FE LR By >
clopidogrel &7 thiol #=2 4 o B 2 & 4 CYP2C19 ot &
CYP p¥2% ¢ 7 CYP3A4 -~ CYPIA2 4r CYP2B6 iT44 - 7=+ thiol
Rt e AREAR A K o v frh | FE R EEFRLET R T
Woegkly o Ft A drdle [ IR oo
#7 clopidogrel 300 mg ¥ - g §# & 14 » HiE 4 R B rid 1)
kB kR (Cmax) 5 %4 75mg aiF#E 4 X (82 B ~A
Pk R end B o Cmax % 4 § A% 1530-60 A 4P E T -
b
A gg e R MC 2 zzihiclopidogrel 120 /) p#is - 5 50%0%
¢ 5 d Rk % 0 4 46%+d % { HIE o Clopidogrel 75 mg v IR
HF-FENLFYPH5 6/ B -F-FELIHBLEE > H
IR FEHRABHS (REE) & “f‘ i 8
w»z‘é( e
CYP2C19 &5 (R 3td 2 ¥ Y (X 34 -2-oxo-clopidogrel 4 =
% B e 3p CYP2C19 A %142 k> Clopidogrel & i dt» & 8



Biedid i > A3 Paip ] FREZERPIE? TR
Bk iy o CYP2C19%T % is & Fldp £ 2t 2 # it R ¥ > @
CYP2C19*2 fv CYP2C19*3 #tig A FIR| 7 £ # & & o CYP2C19*2
fo CYP2C19*3 #tis AL F1 fd 48 4 7 5t % 0 chgfig A 719 B4 5
#ic (85%) 0 AT i B R fi—‘ﬁ ¢k 99% - H s A B N i
2N s iy wg;m}f g A FIRERA ¥ R0 & 35 CYP2C19%4, *5, %6,
K748 (f2 A ATV ) o R g A BORE LA Baod iE
STRE 2 LA agtin A F) o CYP2CT9 RpH i A 2 BF eh
A FE quL*ig«—f o fEA P XL 2% B2 AP
4% > ¢ BIARIE T K 4% e B e § R TRIN R K T e
CYP2C19 A 714
B- B 40 PR R EE AH RN ERY 0 B FEY D
CYP2C19 it # (FmPeid R#r~ B L # ¥ B R332 R 87
F)A 54 EBw 104 > BB NL AL 300mg s 215 E
%5 75 mg/day o 122 R A 600 mg ooz s £ %S 150
mg/day » #HE 5 X (EIETRE) NEGEEHE 2 Fug
DHEF s o R R BT o i S )%./ilj“ &fa RSP
e clopidogrel 7 #d B R 2 T iafrdls o AF s R g 4
(IPA) T mBf¥2 48 o Ra > M»fﬁ w7 i ‘%‘m/r'f'} 3 ik
Bovt RBOASHE R 63-71% o F R AL D K TR
£ 5 300 mg/75 mg > # Fiw o) ’}Fm}; e i 0 T adedls o]
#E (5 uM ADP gplzE) hF k5 24% (24 1) 2 37%
(% 5 %) »Apse B g » B T odr gl | RS F
%4 39% (24 /) 2 58% (% 5 %) » ¢ )ggxéﬁ,]tizaqi,e;;f;pﬂ
B E 2 5@137%(24 )3!60%(%‘15%) E
;&fﬁ ! 13"3‘ iR Rl E 5 600 mg/150 mg o H R PSR
Pk R € asﬂk FR-* 300 mg/75 mg 2 kR o ¥ b (R A

#g T odrdle PR ELF B 32% (24 ) 2 61%
(% 5 %) 4 > R?* 300 mg/75 mg ehk i@ 3% F e d @

CYP2CT9 #fan 4l w2 24 JR* 300 mg/75 mg hF i
e e RipHE L b AR n} AW KARR kS : @D T

2% o
i CYP2C19 chitzifar 4 7 b k483458 11 S 3t chi 5 5 2 $s
TRk
A2 Topeid | R LRE| PR | R i
# (10 £% | (10 &% | (10 &%
(10 &£ | #4) ) )
#E)
AUCast 300 mg 33 (1) 39 (24) 31(14) 14 (6)
(hg.h/mbL) (% 1 =)
600 mg | 56 (22) 70 (46) 56 (27) 23 (7)
(% 1=x)
75 mg 11(5) 12 (6) 9.9 (4) 3.2 (1
(% 5
<)
150 mg 18 (8) 19 (8) 16 (7) 7 (2)
(% 5
=)
T 33411300 mg | 40 (21) 39 (28) 37 (21 24 (26)
LR R RS
% F Bl600mg | 51(28) | 49 (23) | 56(22) | 32 (25)
*(PA) (5 1=x)
75 mg 56 (13) 58 (19) 60 (18) 37 (23)
(% 5
)
150mg 68 (18) 73 (9) 74 (14) 61 (14)
(% 5
=)

FiEF > THE (RFL)
*r1 5uM ADP il dr L o] 47 G it 4
WS i 4 g5

DR g4 R el

Ryp- LA 247 (&4 6 BEHR > = 335 ERBFERR
clopldogrel e E R ERE) TER SR RET 0 ¢ R B
F A AR K R R R A SRR L B
3 28%5 72% > Frdl s | R i 4 (12 5uM ADP #pliE )
EUE R ;P»j-—‘fg‘/»\ g7 59%% 214% 0 H 2% b b % -
R e
% clopidogrel 755 2. é.ﬂ“ 1 CYP2C19 A F1A| ik sk % %
PN E o I LA R " AR MR A B2 G R g
AR o KA o ?iﬁf’ - LR l“im‘»\%‘r PN =
clopidogrel 5% 2. & Jﬁ A F1 A vt R e ) Bk
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1. NAME OF THE MEDICINAL PRODUCT
CoPlavix 75 mg/100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 75 mg of clopidogrel (as hydrogen
sulphate) and 100 mg of acetylsalicylic acid (ASA).

Excipients:

Each film-coated tablet contains 8 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 (tablet).

Light pink, oval, slightly biconvex, engraved with «C75» on one side
and «A100» on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

CoPlavix is indicated for the secondary prevention of

atherothrombotic events in adult patients already taking both

clopidogrel and acetylsalicylic acid (ASA). CoPlavix is a fixed-dose
combination medicinal product for continuation of therapy in:

e 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

e ST segment elevation acute myocardial infarction in medically
treated patients eligible for thrombolytic therapy

For further information please refer to section 5.1.

4.2 Posology and method of administration

Posology

e Adults and elderly

CoPlavix should be given as a single daily 75 mg/100 mg dose.
CoPlavix (clopidogrel plus ASA fixed-dose combination, FDC) is
used following initiation of therapy with clopidogrel and ASA given
separately replaces the individual clopidogrel and ASA products.

— In patients with non-ST segment elevation acute coronary

syndrome (unstable angina or non-Q-wave myocardial infarction):

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). If
the use of CoPlavix is discontinued, patients may benefit with
continuation of one antiplatelet medicinal product.

— In patients with ST segment elevation acute myocardial
infarction: 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). For patients
older than 75 years of age, therapy should be initiated without a
loading dose of clopidogrel. If the use of CoPlavix is
discontinued, patients may benefit with continuation of one
antiplatelet medicinal product.

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.

e Pharmacogenetics

CYP2C19 poor metabolizer status is associated with diminished
antiplatelet response to clopidogrel. Although a higher dose
regimen in poor metabolizers increases antiplatelet response, an
appropriate dose regimen for this patient population has not been
established in clinical outcome trials.

e Paediatric population
The safety and efficacy of CoPlavix in children and adolescents
under 18 years old have not been established. CoPlavix is not
recommended in this population.

e Renal impairment
CoPlavix must not be used in patients with severe renal
impairment (see section 4.3). Therapeutic experience is limited in

patients with mild to moderate renal impairment (see section 4.4).
Therefore CoPlavix should be used with caution in these patients.

e Hepatic impairment
CoPlavix must not be used in patients with severe hepatic
impairment (see section 4.3). Therapeutic experience is limited in
patients with moderate hepatic disease who may have bleeding
diatheses (see section 4.4). Therefore CoPlavix should be used
with caution in these patients.

Method of administration

For oral use.

It may be given with or without food.

4.3 Contraindications

Due to the presence of both components of the medicinal product,

CoPlavix is contraindicated in case of:

e Hypersensitivity to the active substances or to any of the
excipients.

e Severe hepatic impairment.

e Active pathological bleeding such as peptic ulcer or intracranial
haemorrhage.

In addition, due to the presence of ASA, its use is also contraindicated

in:

e Hypersensitivity to non-steroidal anti-inflammatory drugs
(NSAIDs) and syndrome of asthma, rhinitis, and nasal polyps.
Patients with pre-existing mastocytosis, in whom the use of
acetylsalicylic acid may induce severe hypersensitivity reactions
(including circulatory shock with flushing, hypotension,
tachycardia and vomiting).

e Severe renal impairment (CrCl <30 ml/min).

e Third trimester of pregnancy (see section 4.6).

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 a
dual antiplatelet agent, CoPlavix 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 other NSAIDs including Cox-2 inhibitors, heparin,
glycoprotein IIb/I1la inhibitors, selective serotonin reuptake inhibitors
(SSRIs) or thrombolytics. Patients should be followed carefully for
any signs of bleeding including occult bleeding, especially during the
first weeks of treatment and/or after invasive cardiac procedures or
surgery. The concomitant administration of CoPlavix with oral
anticoagulants is not recommended since it may increase the intensity
of bleeding (see section 4.5).

Patients should inform physicians and dentists that they are taking
CoPlavix before any surgery is scheduled and before any new
medicinal product is taken. Where elective surgery is being
considered, the need for dual antiplatelet therapy should be reviewed
and consideration given to the use of a single antiplatelet agent. If
patients must temporarily stop antiplatelet therapy, CoPlavix should
be discontinued 7 days prior to surgery.

CoPlavix 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 also be told that it might take longer than usual to stop
bleeding when they take CoPlavix, 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.

Acquired haemophilia

Acquired haemophilia has been reported following use of clopidogrel.
In cases of confirmed isolated activated Partial Thromboplastin Time
(aPTT) prolongation with or without bleeding, acquired haemophilia



should be considered. Patients with a confirmed diagnosis of acquired
haemophilia should be managed and treated by specialists, and
clopidogrel should be discontinued.

Recent transient ischaemic attack or stroke

In patients with recent transient ischaemic attack or stroke who are at
high risk of recurrent ischaemic events, the combination of ASA and
clopidogrel has been shown to increase major bleeding. Therefore,
such addition should be undertaken with caution outside of clinical
situations where the combination has proven to be beneficial.

Cytochrome P450 2C19 (CYP2C19)

Pharmacogenetics: In patients who are CYP2C19 poor metabolizers
clopidogrel at recommended doses forms less of the active metabolite
of clopidogrel and has a smaller effect on platelet function. Poor
metabolisers with acute coronary syndrome or undergoing
percutaneous coronary intervention treated with clopidogrel at
recommended doses may 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. Consider the use of higher
clopidogrel doses in patients who are known CYP2C19 poor
metabolisers (see Pharmacogenetics, Dosage and Administration).
The effectiveness of Plavix is dependent on its activation to an active
metabolite by the cytochrome P450 (CYP) system, principally
CYP2C19. 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.
Consider dosagae adjustment or alternative treatment strategies in
patients identified as CYP2C19 poor metabolizers.

There is no evidence that other medicinal products that reduce
stomach acid such as H2 blockers or antacids interfere with
antiplatelet activity of clopidogrel.

Cross-reactivity among thienopyridines

Patients should be evaluated for history of hypersensitivity to another
thienopyridine (such as ticlopidine, prasugrel) since cross-reactivity
among thienopyridines has been reported (see Adverse Reactions).
Thienopyridines may cause mild to severe allergic reactions such as
rash, angioedema, or haematological reactions such as
thrombocytopaenia and neutropaenia. Patients who had developed a
previous allergic reaction and/or haematological reaction to one
thienopyridine may have an increased risk of developing the same or
another reaction to another thienopyridine. Monitoring for cross-
reactivity is advised.

Caution required due to ASA

e In patients with a history of asthma or allergic disorders since
they are at increased risk of hypersensitivity reactions

e In patients with gout since low doses of ASA increase urate
concentrations.

e Alcohol - Due to the presence of aspirin: alcohol may increase the
risk of gastrointestinal injury when taken with ASA. Therefore,
alcohol should be used with caution in patients taking ASA.
Patients should be counseled about the bleeding risks involved
with chronic, heavy alcohol use while taking CoPlavix.

e This medicine is not recommended in children under 12 years old.
It is not recommended in adolescents under 18 years old for the
symptom relief of chickenpox and influenza. Since ASA is
possibly related to Reye's syndrome, a rare but severe disease.

e This drug must be administered under close medical supervision
in patients with glucose-6-phosphate dehydrogenase (G6PD)
deficiency due to risk of hemolysis (see Adverse Reactions).

Gastrointestinal (Gl)

CoPlavix should be used with caution in patients with a history of
peptic ulcer or gastroduodenal haemorrhage or minor upper GI
symptoms as this may be due to gastric ulceration which may lead to
gastric bleeding. GI undesirable effects including stomach pain,

heartburn, nausea, vomiting, and GI bleeding may occur. Minor-GI
symptoms, such as dyspepsia, are common and can occur anytime
during therapy. Physicians should remain alert for signs of ulceration
and bleeding, even in the absence of previous GI symptoms. Patients
should be told about the signs and symptoms of GI undesirable
effects and what steps to take if they occur.

Concomitant treatment with levothyroxine and salicylates should be
avoided.

In patients concomitantly receiving nicorandil and NSAIDs including
ASA and LAS, there is an increased risk for severe complications
such as gastrointestinal ulceration, perforation and haemorrhage.

Excipients

CoPlavix 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 also contains hydrogenated castor oil which
may cause stomach upset and diarrhoea.

4.5 Interaction with other medicinal products and other forms of
interaction

Drugs associated with bleeding risk: There is an increased risk of
bleeding due to the potential additive effect. The concomitant
administration of drugs associated with bleeding risk should be
undertaken with caution.

Nicorandil: In patients concomitantly receiving nicorandil and
NSAIDs including ASA and LAS, there is an increased risk for
severe complications such as gastrointestinal ulceration, perforation
and haemorrhage.

Oral anticoagulants: the concomitant administration of CoPlavix with
oral anticoagulants is not recommended since it may increase the
intensity of bleeding (see section 4.4).

Glycoprotein lIb/ll1a inhibitors: CoPlavix should be used with caution
in patients who receive concomitant glycoprotein IIb/Illa inhibitors
(see section 4.4).

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 CoPlavix 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). The safety of the concomitant
administration of CoPlavix with other thrombolytic agents has not
been formally established and should be undertaken with caution (see
section 4.4).

NSAIDs: in a clinical study conducted in healthy volunteers, the
concomitant administration of clopidogrel and naproxen increased
occult gastrointestinal blood loss. Consequently, the concomitant use
of NSAIDs including Cox-2 inhibitors is not recommended (see
section 4.4).

Selective Serotonin Reuptake Inhibitors (SSRIs): Since SSRIs affect
platelet activation and increase the risk of bleeding, the concomitant
administration of SSRIs with clopidogrel should be undertaken with
caution.

Experimental data suggest that ibuprofen may inhibit the effect of low
dose aspirin on platelet aggregation when they are dosed
concomitantly. However, the limitations of these data and the
uncertainties regarding extrapolation of ex vivo data to the clinical
situation imply that no firm conclusions can be made for regular



ibuprofen use, and no clinically relevant effect is considered to be
likely for occasional ibuprofen use (see section 5.1).

Other concomitant therapy with clopidogrel:

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. Concomitant use of strong or moderate
CYP2C19 inhibitors (e.g., omeprazole) should be discouraged. If a
proton pump inhibitor is to be used concomitantly with clopidogrel,
consider using one with less CYP2C19 inhibitory activity, such as
pantoprazole.

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): In a crossover clinical study,
clopidogrel (300-mg loading dose followed by 75 mg/day) alone and
with omeprazole (80 mg at the same time as clopidogrel) were
administered for 5 days. The exposure to the active metabolite of
clopidogrel was decreased by 45% (Day 1) and 40% (Day 5) when
clopidogrel and omeprazole were administered together. Mean
inhibition of platelet aggregation (IPA) with 5 uM ADP was
diminished by 39% (24 hours) and 21% (Day 5) when clopidogrel and
omeprazole were administered together.

In a second interaction study with omeprazole 80 mg administered 12
hours apart from the clopidogrel standard regimen, the results were
similar, indicating that administering clopidogrel and omeprazole at
different times does not prevent their interaction that is likely to be
driven by the inhibitory effect of omeprazole on CYP2C19.

In a third interaction study with omeprazole 80 mg administered with
a higher dose regimen of clopidogrel (600-mg loading dose followed
by 150 mg/day), a degree of interaction was observed similar to that
noted in the other omeprazole interaction studies.

In a crossover clinical study, healthy subjects were administered
clopidogrel (300-mg loading dose followed by 75 mg/day) alone and
with pantoprazole (80 mg at the same time as clopidogrel) for 5 days.
The exposure to the active metabolite of clopidogrel was decreased by
20% (Day 1) and 14% (Day 5) when clopidogrel and pantoprazole
were administered together. Mean inhibition of platelet aggregation
was diminished by 15% (24 hours) and 11% (Day 5) when
clopidogrel and pantoprazole were administered together. These

results indicate that clopidogrel can be administered with pantoprazole.

The CURRENT trial compared 2 dosing regimens of clopidogrel
(600-mg loading dose, then 150 mg/day for 6 days followed by 75
mg/day up to 30 days vs. 300-mg loading dose followed by 75 mg/day
up to 30 days). A subanalysis (n=18,432) correlated PPI use (mainly
omeprazole and pantoprazole) at randomization and hospital
discharge and demonstrated no interaction between clopidogrel and
PPI use for the primary endpoint (CV death, MI or stroke) or any
secondary endpoints, including stent thrombosis.

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 (PK) 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.

Although the administration of clopidogrel 75 mg/day did not modify
the pharmacokinetics of S-warfarin (a CYP2C9 substrate) or INR in
patients receiving long-term warfarin therapy, coadministration of
clopidogrel with warfarin increases the risk of bleeding because of
independent effects on hemostasis. However, at high concentrations in
vitro, clopidogrel inhibits CYP2C9. It is unlikely that clopidogrel may
interfere with the metabolism of drugs such as phenytoin and
tolbutamide and the NSAIDs, which are metabolised by Cytochrome

P450 2C9. Data from the CAPRIE study indicate that phenytoin and
tolbutamide can be safely co-administered with clopidogrel.

CYP2C8 substrate drugs: Clopidogrel has been shown to increase
repaglinide exposure in healthy volunteers. In vitro studies have
shown the increase in repaglinide exposure is due to inhibition of
CYP2C8 by the glucuronide metabolite of clopidogrel. Due to the risk
of increased plasma concentrations, concomitant administration of
clopidogrel and drugs primarily cleared by CYP2C8 metabolism (e.g.,
repaglinide, paclitaxel) should be undertaken with caution.

Other concomitant therapy with ASA:

Interactions with the following medicinal products have been reported
with ASA:

Uricosurics (benzbromarone, probenecid, sulfinpyrazone): Caution is
required because ASA may inhibit the effect of uricosuric agents
through competitive elimination of uric acid.

Methotrexate: Due to the presence of ASA, methotrexate used at
doses higher than 20 mg/week should be used with caution with
CoPlavix as it can inhibit renal clearance of methotrexate, which may
lead to bone marrow toxicity.

Metamizole: Metamizole may reduce the effect of ASA on platelet
aggregation when taken concomitantly. Therefore, this combination
should be used with caution in patients taking low-dose ASA for
cardioprotection.

Acetazolamide: Caution is recommended when co-administering
salicylates with acetazolamide as there is an increased risk of
metabolic acidosis.

Varicella vaccine: It is recommended that patients not be given
salicylates for an interval of six weeks after receiving the varicella
vaccine. Cases of Reye’s syndrome have occurred following the use
of salicylates during varicella infections.

Levothyroxine: Salicylates, specifically at doses greater than 2.0
g/day, may inhibit binding of thyroid hormones to carrier proteins and
thereby lead to an initial transient increase in free thyroid hormones,
followed by an overall decrease in total thyroid hormone levels.
Thyroid hormone levels should be monitored.

Valproic acid: The concomitant administration of salicylates and
valproic acid may result in decreased valproic acid protein binding
and inhibition of valproic acid metabolism resulting in increased
serum levels of total and free valproic acid.

Tenofovir: Concomitant administration of tenofovir disoproxil
fumarate and NSAIDs may increase the risk of renal failure.

Other interactions with ASA: Interactions with the following
medicinal products with higher (anti-inflammatory) doses of ASA
have also been reported: angiotensin converting enzyme (ACE)
inhibitors, acetazolamide, anticonvulsants (phenytoin and valproic
acid), beta blockers, diuretics, and oral hypoglycemic agents.

Alcohol: Alcohol may increase the risk of gastrointestinal injury when
taken with ASA. Therefore, alcohol should be used with caution in
patients taking ASA.

Other interactions with clopidogrel and ASA: More than 30,000
patients entered into clinical trials with clopidogrel plus ASA at
maintenance doses lower than or equal to 325 mg, and received a
variety of concomitant medicinal products including diuretics,
beta blockers, ACE Inhibitors, calcium antagonists, cholesterol
lowering agents, coronary vasodilators, antidiabetic agents (including
insulin), antiepileptic agents and GPIIb/Illa antagonists without
evidence of clinically significant adverse interactions.

Apart from the specific medicinal product interaction information
described above, interaction studies with CoPlavix and some
medicinal products commonly administered in patients with
atherothrombotic disease have not been performed.

4.6 Fertility, pregnancy and lactation

Pregnancy

No clinical data on exposure to CoPlavix during pregnancy are
available. CoPlavix should not be used during the first two trimesters
of pregnancy unless the clinical condition of the woman requires
treatment with clopidogrel/ASA.

Due to the presence of ASA, CoPlavix is contraindicated during the
third trimester of pregnancy.



Clopidogrel:

There are no adequate data from the use of clopidogrel in pregnant
women. Animal studies do not indicate direct or indirect harmful
effects with respect to reproductive toxicity (see section 5.3).

ASA:

Low doses (up to 100 mg/day):

Clinical studies indicate that doses up to 100 mg/day for restricted
obstetrical use, which require specialised monitoring, appear safe.

Doses of 100-500 mg/day:

There is insufficient clinical experience regarding the use of doses
above 100 mg/day up  to 500 mg/day.  Therefore, the
recommendations below for doses of 500 mg/day and above apply
also for this dose range.

Doses of 500 mg/day and above:

Inhibition of prostaglandin synthesis may adversely affect the
pregnancy and/or the embryo/foetal development. Data from
epidemiological studies suggest an increased risk of miscarriage and
of cardiac malformation and gastroschisis after use of a prostaglandin
synthesis inhibitor in early pregnancy. The absolute risk for
cardiovascular malformation was increased from less than 1%, up to
approximately 1.5%. The risk is believed to increase with dose and
duration of therapy. In animals, administration of a prostaglandin
synthesis inhibitor has been shown to result in reproductive toxicity
(see section 5.3). Until the 24™ amenorrhea week (5™ month of
pregnancy), acetylsalicylic acid should not be given unless clearly
necessary. If acetylsalicylic acid is used by a woman attempting to
conceive, or until the 24™ amenorrhea week (5™ month of pregnancy),
the dose should be kept as low and duration of treatment as short as
possible.

From the beginning of the sixth month of pregnancy, all

prostaglandin synthesis inhibitors may expose:

o the foetus to:

- cardiopulmonary toxicity (with premature closure of the ductus
arteriosus and pulmonary hypertension);

- renal dysfunction, which may progress to renal failure with oligo-
hydroamniosis;

e the mother and the neonate, at the end of pregnancy, to:

- possible prolongation of bleeding time, an anti-aggregating effect
which may occur even at very low doses;

- inhibition of uterine contractions resulting in delayed or
prolonged labour.

Breastfeeding

It is unknown whether clopidogrel is excreted in human milk. ASA is
known to be excreted in limited amounts in human milk.
Breastfeeding should be discontinued during treatment with CoPlavix.

Fertility
There are no fertility data with CoPlavix. Clopidogrel was not shown
to alter fertility in animal studies. It is unknown whether ASA alters
fertility.

4.7 Effects on ability to drive and use machines
CoPlavix 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
30,000 patients treated with clopidogrel plus ASA, and over 12,000
patients treated for 1 year or more. The clinically relevant adverse
reactions observed in four major studies, the CAPRIE study (a study
comparing clopidogrel alone to ASA) and the CURE, CLARITY and
COMMIT studies (studies comparing clopidogrel plus ASA to ASA
alone) are discussed below. Overall clopidogrel 75 mg/day was
similar to ASA 325 mg/day in CAPRIE regardless of age, gender and
race. 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 the post-marketing experience where it was
mostly reported during the first month of treatment.

Haemorrhagic disorders:

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

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

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

The incidence of intracranial bleeding was 0.4% for clopidogrel
compared to 0.5% for ASA

In CURE, there was an increase in major and minor bleeding between
the clopidogrel+ASA group compared with the placebo+ASA group
(event rates 3.7% vs. 2.7%, for major, respectively, and 5.1% vs.
2.4% for minor). The principal sites for major bleeding included
gastrointestinal and at arterial puncture sites.The increase in life-
threatening bleeding in the clopidogrel+ASA group compared to the
placebo+ASA group was not statistically significant (2.2% vs. 1.8%).
There was no difference between the two groups in the rate of fatal
bleeding (0.2% in both groups). The rate of non-life-threatening
major bleeding was significantly higher in the clopidogrel+ASA
group compared with the placebo+ASA group (1.6% vs. 1%), and the
incidence of intracranial bleeding was 0.1% in both groups.
The major bleeding event rate for clopidogrel+tASA was dose-
dependent on ASA (<100mg: 2.6%; 100-200mg: 3.5%; >200mg:
4.9%) as was the major bleeding event rate for placebo+ASA
(<100mg: 2.0%; 100-200mg: 2.3%; >200mg: 4.0%).

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 (4.4%
clopidogrel+ASA vs. 5.3% placebo+ASA). In patients who remained
on therapy within five days of bypass graft surgery, the event rate was
9.6% for clopidogrel 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 group taking ASA alone. The
incidence of major bleeding(defined as intracranial bleeding or
bleeding associated with a fall in hemoglobin >5 g/dL) was similar
(1.3% versus 1.1% for the clopidogrel + ASA and the placebo + ASA
groups, respectively) between groups. This was consistent across
subgroups of patients defined by baseline characteristics, and type of
fibrinolytic or heparin therapy. The incidence of fatal bleeding (0.8%
versus 0.6% in the clopidogrel + ASA and in the placebo + ASA
groups, respectively) and intracranial hemorrhage (0.5% versus 0.7%,
respectively) was low and similar in both groups.

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

Haematological disorders:

In CAPRIE, severe neutropaenia (<0.450G/L) was observed in 4
patients (0.04%) on clopidogrel and 2 patients (0.02%) on ASA. Two
of the 9599 patients who received clopidogrel and none of the 9586
patients who received ASA had neutrophils counts of zero. One case
of aplastic anaemia occurred on clopidogrel treatment. The incidence
of severe thrombocytopaenia (<80 G/L) was 0.2% on clopidogrel and
0.1% on ASA; very rare cases of platelet count <=30 G/L have been
reported.

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), not known (cannot be estimated
from the available data). Within each system organ class, adverse
reactions are presented in order of decreasing seriousness.

System Organ Class

Common

Uncommon

Rare

Not known

Blood and the
lymphatic system
disorders

leucopenia,
eosinophilia,
neutrophils
decreased

Neutropenia,
including severe
neutropenia

Serious cases of bleeding, mainly skin, musculo-skeletal, eye
(conjunctival, ocular, retinal) and respiratory tract bleeding,
epistaxis, haematuria and haemorrhage of operative wound;
cases of bleeding with fatal outcome (especially intracranial,
gastrointestinal and retroperitoneal haemorrhage),
agranulocytosis, aplastic anaemia/ pancytopenia, thrombotic
thrombocytopenic purpura (TTP), acquired haemophilia A
ASA: Thrombocytopenia, haemolytic anaemia in patients with
glucose-6-phosphate dehydrogenase (G6PD) deficiency (see
precautions, section 4.4) , pancytopenia, bicytopenia, aplastic
anemia, bone marrow failure, agranulocytosis, neutropenia,
leukopenia

Cardiac disorders

Kounis syndrome (vasospastic allergic angina).
ASA: Kounis Syndrome in the context of a hypersensitivity
reaction due to acetylsalicylic acid.

Immune system
disorders

Serum sickness, anaphylactoid reactions, cross-reactive drug
hypersensitivity among thienopyridines (such as ticlopidine,
prasugrel)

Insulin autoimmune syndrome, which can lead to severe
hypoglycemia, particularly in patients with HLA DRA4 subtype
(more frequent in the Japanese population)

ASA: Anaphylactic shock, aggravation of allergic symptoms of
food allergy

Metabolism and
nutrition disorders

Hypoglycaemia, gout (see precautions, section 4.4)

Psychiatric disorders

ASA: Hallucinations, confusion

Nervous system
disorders

headache,
paraesthesia,
dizziness

Taste disturbances, ageusia
ASA: intracranial haemorrhage may be fetal, especially in the
elderly

Eye disorders

Eye bleeding
(conjunctival,
ocular, retinal)

Ear and labyrinth
disorders

Vertigo

ASA: Hearing loss or tinnitus

Vascular disorders

Haematoma

Serious haemorrhage, haemorrhage of operative wound,
Vasculitis, hypotension
ASA: Vasculitis including Henoch-Schénlein purpura

Respiratory, thoracic
and mediastinal
disorders

Epistaxis

Respiratory tract bleeding (haemoptysis, pulmonary
haemorrhage), Bronchospasm, interstitial pneumonitis,
eosinophilic pneumonia.

ASA: Non-cardiogenic pulmonary edema with chronic use and
in the context of a hypersensitivity reaction due to
acetylsalicylic acid..

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.

ASA: Oesophagitis, oesophageal ulceration, perforation. Erosive
gastritis, erosive duodenitis. Gastro-duodenal ulcer/
perforations, upper gastro-intestinal symptoms such as gastralgia
(see section 4.4). Small (jejunum and ileum) and large (colon
and rectum) intestinal ulcers, colitis and intestinal perforation.
These reactions may or may not be associated with
haemorrhage, and may occur at any dose of acetylsalicylic acid
and in patients with or without warning symptoms or a previous
history of serious GI events. Acute pancreatitis in the context of
a hypersensitivity reaction due to acetylsalicylic acid.

Hepato-biliary
disorders

Acute liver failure, hepatitis
ASA: Abnormal liver function test, liver injury, mainly
hepatocellular, chronic hepatitis

Skin and subcutaneous
tissue disorders

Bruising

Rash, pruritus, skin
bleeding (purpura)

Maculopapular, erythematous or exfoliative rash, urticaria,
angioedema, bullous dermatitis (toxic epidermal necrolysis,
Stevens Johnson Syndrome, erythema multiforme, acute
generalised exanthematous pustulosis (AGEP)), drug-induced
hypersensitivity syndrome, drug rash with eosinophilia and
systemic symptoms (DRESS), eczema, lichen planus

ASA: fixed eruption




System Organ Class Common Uncommon Rare Not known
Musculoskeletal and Musculo-skeletal bleeding (haemarthrosis), Arthritis, arthralgia,
connective tissue myalgia
disorders
Renal and urinary Haematuria Glomerulonephritis
disorders ASA: Acute renal impairment (especially in patients with
existing renal impairment, heart decompensation, nephritic
syndrome, or concomitant treatment with diuretics), blood
creatinine increased, renal failure
Reproductive systems Gynaecomastia
and breast disorders
General disorders and | Bleeding at the Fever
administration site puncture site ASA: Edema has been reported with higher (anti-inflammatory)
conditions doses of ASA.
Investigations Bleeding time
prolonged,
neutrophil count
decreased, platelet
count decreased

4.9 Overdose

Clopidogrel: 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.

ASA: The following symptoms are associated with moderate
intoxication:  dizziness, headache, tinnitus, confusion and
gastrointestinal symptoms (nausea, vomiting and gastric pain).

With severe intoxication, serious disturbances of the acid-base
equilibrium occur. Initial hyperventilation leads to respiratory
alkalosis. Subsequently a respiratory acidosis occurs as a result of a
suppressive effect on the respiratory centre. A metabolic acidosis also
arises due to the presence of salicylates. Given that children, infants
and toddlers are often only seen at a late stage of intoxication, they
will usually have already reached the acidosis stage.

The following symptoms can also arise: hyperthermia and perspiration,
leading to dehydration, restlessness, convulsions, hallucinations and
hypoglycaemia. Depression of the nervous system can lead to coma,
cardiovascular collapse and respiratory arrest. The lethal dose of
acetylsalicylic acid is 25-30 g. Plasma salicylate concentrations above
300 mg/l (1.67 mmol/l) suggest intoxication.

Overdosage with salicylates, particularly in young children, can result
in severe hypoglycaemia and potentially fatal poisoning.

Non-cardiogenic pulmonary edema can occur with acute and chronic
acetylsalicylic acid overdose (see Adverse Reactions).

If a toxic dose has been ingested then admission to hospital is
necessary. With moderate intoxication an attempt can be made to
induce vomiting; if this fails, gastric lavage is indicated. Activated
charcoal (adsorbent) and sodium sulphate (laxative) are then
administered. Alkalising of the urine (250 mmol sodium bicarbonate
for 3 hours) while monitoring the urine pH is indicated.
Haemodialysis is the preferred treatment for severe intoxication. Treat
other signs of intoxication symptomatically.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: platelet aggregation inhibitors excl.
Heparin, ATC Code: BO1AC30.

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,
receptor and the subsequent ADP-mediated activation of the
glycoprotein  GPIIb/IIla 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 clopidogrel 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 75mg 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.

Acetylsalicylic acid inhibits platelet aggregation by irreversible
inhibition of prostaglandin cyclo-oxygenase and thus inhibits the
generation of thromboxane A,, an inducer of platelet aggregation and
vasoconstriction. This effect lasts for the life of the platelet.

Experimental data suggest that ibuprofen may inhibit the effect of low
dose aspirin on platelet aggregation when they are dosed
concomitantly. In one study, when a single dose of ibuprofen 400 mg
was taken within 8 hours before or within 30 minutes after immediate
release aspirin dosing (81 mg), a decreased effect of ASA on the
formation of thromboxane or platelet aggregation occurred. However,
the limitations of these data and the uncertainties regarding
extrapolation of ex vivo data to the clinical situation imply that no firm
conclusions can be made for regular ibuprofen use, and no clinically
relevant effect is considered to be likely for occasional ibuprofen use.

The safety and efficacy of clopidogrel plus ASA have been evaluated
in three double-blind studies involving over 61,900 patients: the
CURE, CLARITY and COMMIT studies, comparing clopidogrel plus
ASA to ASA alone, both treatments given in combination with other
standard therapy.

The CURE study included 12,562 patients with non-ST segment
elevation acute coronary syndrome (unstable angina or non-Q-wave
myocardial infarction), and presenting within 24 hours of onset of the
most recent episode of chest pain or symptoms consistent with
ischaemia. Patients were required to have either ECG changes
compatible with new ischaemia or elevated cardiac enzymes or
troponin I or T to at least twice the upper limit of normal. Patients
were randomised to clopidogrel (300 mg loading dose followed by
75 mg/day, N=6,259) plus ASA (75-325 mg once daily) or ASA alone
(N=6,303), (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/IIla receptor antagonist therapy.
Heparins were administered in more than 90% of the patients and the
relative rate of bleeding between clopidogrel plus ASA and ASA
alone 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 plus ASA group and 719 (11.4%)
in the ASA group, a 20% relative risk reduction (RRR) (95% CI of
10%-28%; p=0.00009) for the clopidogrel plus ASA 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% (CL: 12.8, 46.4),
4% (CI: -26.9, 26.7), 6% (CI: -33.5, 34.3) and 14% (CI: -31.6, 44.2),
during the 0-1, 1-3, 3-6, 6-9 and 9-12 month study intervals,
respectively. Thus, beyond 3 months of treatment, the benefit
observed in the clopidogrel plus 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 for thrombolytic therapy (RRR = 43.3%; CI: 24.3%, 57.5%) and
GPIIb/IIa 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 plus ASA group and 1,187 (18.8%) in the ASA group, a
14% relative risk reduction (95% CI of 6%-21%, p=0.0005) for the
clopidogrel plus ASA group. This benefit was mostly driven by the
statistically significant reduction in the incidence of MI [287 (4.6%)
in the clopidogrel plus ASA group and 363 (5.8%) in the ASA 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 clopidogrel
compared to placebo, demonstrated a significant RRR of 26.2%
favouring clopidogrel for the co-primary endpoint (CV death, MI,
stroke) and also a significant RRR of 23.9% for the second co-primary
endpoint (CV death, MI, 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.

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) plus ASA or ASA alone
(n=1,739), (150to 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 plus ASA group
and 21.7% in the group treated with ASA alone 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) plus ASA (162 mg/day), or ASA alone
(162 mg/day) (n=22,891), 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 plus ASA 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.

De-escalation of P2Y12 Inhibitor Agents in ACS

Switching from a more potent P2Y 12 receptor inhibitor to clopidogrel
in association with aspirin after acute phase in ACS has been
evaluated in two randomized investigator-sponsored studies (ISS) —
TOPIC and TROPICAL-ACS — with clinical outcome data.

The clinical benefit provided by the more potent P2Y12 inhibitors,
ticagrelor and prasugrel, in their pivotal studies is related to a
significant reduction in recurrent ischaemic events (including acute
and subacute stent thrombosis (ST), myocardial infarction (MI), and
urgent revascularization). Although the ischaemic benefit was
consistent throughout the first year, greater reduction in ischaemic
recurrence after ACS was observed during the initial days following
the treatment initiation. In contrast, post-hoc analyses demonstrated
statistically significant increases in the bleeding risk with the more
potent P2Y12 inhibitors, occurring predominantly during the
maintenance phase, after the first month post-ACS. TOPIC and
TROPICAL-ACS were designed to study how to mitigate the
bleeding events while maintaining efficacy.

TOPIC (Timing Of Platelet Inhibition after acute Coronary syndrome)
This investigator-sponsored, randomized, open-label trial included
ACS patients requiring PCI. Patients on aspirin and a more potent
P2Y 12 blocker and without adverse event at one month were assigned
to switch to fixed-dose aspirin plus clopidogrel (de-escalated dual
antiplatelet therapy (DAPT)) or continuation of their drug regimen
(unchanged DAPT).

Overall, 645 of 646 patients with STEMI or NSTEMI or unstable
angina were analyzed (de-escalated DAPT (n=322); unchanged
DAPT (n=323)). Follow-up at one year was performed for 316
patients (98.1%) in the de-escalated DAPT group and 318 patients
(98.5%) in the unchanged DAPT group. The median follow-up for
both groups was 359 days. The characteristics of the studied cohort
were similar in the 2 groups.

The primary outcome, a composite of cardiovascular death, stroke,
urgent revascularization, and BARC (Bleeding Academic Research
Consortium) bleeding >2 at 1 year post ACS, occurred in 43 patients
(13.4%) in the de-escalated DAPT group and in 85 patients (26.3%)
in the unchanged DAPT group (p<0.01). This statistically significant
difference was mainly driven by fewer bleeding events, with no
difference reported in ischaemic endpoints (p=0.36), while BARC >2
bleeding occurred less frequently in the de-escalated DAPT group
(4.0%) versus 14.9% in the unchanged DAPT group (p<0.01).
Bleeding events defined as all BARC occurred in 30 patients (9.3%)
in the de-escalated DAPT group and in 76 patients (23.5%) in the
unchanged DAPT group (p<0.01).

TROPICAL-ACS (Testing Responsiveness to Platelet Inhibition on
Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

The investigator-sponsored, randomized, open-label trial included
2,610 biomarker-positive ACS patients after successful PCI. Patients




were randomized to receive either prasugrel 5 or 10 mg/d (Days 0-14)
(n=1309), or prasugrel 5 or 10 mg/d (Days 0-7) then de-escalated to
clopidogrel 75 mg/d (Days 8-14) (n=1309), in combination with ASA
(<100 mg/day). At Day 14, platelet function testing (PFT) was
performed. The prasugrel-only patients were continued on prasugrel
for 11.5 months.

The de-escalated patients underwent high platelet reactivity (HPR)
testing. If HPR>46 units, the patients were escalated back to prasugrel
5 or 10 mg/d for 11.5 months; if HPR<46 units, the patients
continued on clopidogrel 75 mg/d for 11.5 months. Therefore, the
guided de-escalation arm had patients on either prasugrel (40%) or
clopidogrel (60%). All patients were continued on aspirin and were
followed for one year.

The primary endpoint was the combined incidence of CV death, MI,
stroke and BARC bleeding grade >2 at 12 months. The study met its
primary endpoint of showing non-inferiority - 95 patients (7%) in the
guided de-escalation group and 118 patients (9%) in the control group
(p non-inferiority=0.0004) had an event. The guided de-escalation did
not result in an increased combined risk of ischemic events (2.5% in
the de-escalation group vs 3.2% in the control group; p non-
inferiority=0.0115), nor in the key secondary endpoint of BARC
bleeding >2 ((5%) in the de-escalation group versus 6% in the control
group (p=0.23)). The cumulative incidence of all bleeding events
(BARC class 1 to 5) was 9% (114 events) in the guided de-escalation
group versus 11% (137 events) in the control group (p=0.14).

Paediatric population

The European Medicines Agency has waived the obligation to submit
the results of studies with CoPlavix in all subsets of the paediatric
population in the treatment of coronary atherosclerosis. See 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Clopidogrel:

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. Invitro 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. The active metabolite is formed mostly by
CYP2C19 with contributions from several other CYP enzymes,
including 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 C,,.x 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. Cy,, 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 white (85%) and Asian (99%) poor
metabolisers. Other alleles associated with absent or reduced
metabolism are less frequent, and include, but are not limited to,
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 poor CYP2C19 metaboliser 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 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) 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 poor
metabolizers 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.

Active Metabolite Pharmacokinetics and Antiplatelet Responses by
CYP2C19 Metaboliser Status

Dose Ultrarapid | Extensive | Inter- Poor
(n=10) (n=10) mediate | (n=10)
(n=10)
AUCy,, | 300 mg | 33 (11) 39 (24) 31 (14) 14 (6)
(ng.h/m | (Day 1)
L) 600 mg | 56 (22) 70 (46) 56 27) | 23(7)
(Day 1)
75 mg| 11(5) 12 (6) 9.9 (4) 3.2(1)
(Day 5)
150 mg | 18 (8) 19 (8) 16 (7) 7(2)
(Day 5)
IPA 300 mg | 40 (21) 39 (28) 37(21) | 24(26)
%)* | @4h)
600 mg | 51(28) 49 (23) 56 (22) | 32(25)
(24 h)
75 mg| 56 (13) 58 (19) 60 (18) | 37 (23)
(Day 5)
150 mg| 68 (18) | 73 (9) 74 (14) | 61 (14)
(Day 5)

Values are mean (SD)
* Inhibition of platelet aggregation with 5uM ADP; larger value
indicates greater platelet inhibition

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 pM 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,



randomized, 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), and
TRITON-TIMI 38 (n=1477), 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, and one of the cohort studies (Trenk), no
increased event rate was observed based on metaboliser status.

None of these analyses was 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.

Acetylsalicylic acid (ASA):

Absorption

Following absorption, the ASA in CoPlavix is hydrolyzed to salicylic
acid with peak plasma levels of salicylic acid occurring within 1 hour
of dosing, such that plasma levels of ASA are essentially undetectable
1.5-3 hours after dosing.

Distribution

ASA is poorly bound to plasma proteins and its apparent volume of
distribution is low (101). Its metabolite, salicylic acid, is highly
bound to plasma proteins, but its binding is concentration dependent
(nonlinear). At low concentrations (<100 micrograms/ml),
approximately 90% of salicylic acid is bound to albumin. Salicylic
acid is widely distributed to all tissues and fluids in the body,
including the central nervous system, breast milk, and foetal tissues.
Metabolism and Elimination

The ASA in CoPlavix is rapidly hydrolyzed in plasma to salicylic
acid, with a half-life of 0.3 to 0.4 hours for ASA doses from 75 to
100 mg. Salicylic acid is primarily conjugated in the liver to form
salicyluric acid, a phenolic glucuronide, an acyl glucuronide, and a
number of minor metabolites. Salicylic acid in CoPlavix has a plasma
half-life of approximately 2 hours. Salicylate metabolism is saturable
and total body clearance decreases at higher serum concentrations due
to the limited ability of the liver to form both salicyluric acid and
phenolic glucuronide. Following toxic doses (10-20 g), the plasma
half-life may be increased to over 20 hours. At high ASA doses, the
elimination of salicylic acid follows zero-order kinetics (i.e., the rate
of elimination is constant in relation to plasma concentration), with an

apparent half-life of 6 hours or higher. Renal excretion of unchanged
active substance depends upon urinary pH. As urinary pH rises above
6.5, the renal clearance of free salicylate increases from <5% to >80%.
Following therapeutic doses, approximately 10% is found excreted in
the urine as salicylic acid, 75% as salicyluric acid, 10% phenolic- and
5% acyl-glucuronides of salicylic acid.

Based on the pharmacokinetic and metabolic characteristics of both
compounds, clinically significant PK interactions are unlikely

5.3 Preclinical safety data

Clopidogrel: 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 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.

Acetylsalicylic Acid: Single-dose studies have shown that the oral
toxicity of ASA is low. Repeat-dose toxicity studies have shown that
levels up to 200 mg/kg/day are well tolerated in rats; dogs appear to
be more sensitive, probably due to the high sensitivity of canines to
the ulcerogenic effects of NSAIDs. No genotoxicity or clastogenicity
issues of concern have been found with ASA. Although no formal
carcinogenicity studies have been performed with ASA, it has been
shown that it is not a tumour promoter.

Reproduction toxicity data show that ASA is teratogenic in several
laboratory animals.

In animals, administration of a prostaglandin synthesis inhibitor has
been shown to result in increased pre- and post-implantation loss and
embryo-foetal lethality. In addition, increased incidences of various
malformations, including cardiovascular, have been reported in
animals given a prostaglandin synthesis inhibitor during the
organogenetic period.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Mannitol (E421)

Macrogol 6000

Microcrystalline cellulose

Low substituted hydroxypropylcellulose
Maize starch

Hydrogenated castor oil

Stearic acid

Colloidal anhydrous silica

Coating:
Lactose monohydrate



Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)

Red iron oxide (E172)

Polishing agent:
Carnauba wax

6.2 Incompatibilities
Not applicable.

6.3 Shelf-life

2 years

6.4 Special precautions for storage
Store below 25°C.

6.5 Nature and contents of container

Aluminium blisters in cardboard cartons containing 14, 28, and 84
film-coated tablets.

Aluminium perforated unit-dose blisters in cardboard cartons
containing 30x1, 50x1, 90x1 and 100x1 film-coated tablet.

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 NUMBERS
EU/X/XX/XXX/008 — Cartons of 14 film-coated tablets in aluminium
blister packs

EU/X/XX/XXX/009 — Cartons of 28 film-coated tablets in aluminium
blister packs

EU/X/XX/XXX/010 — Cartons of 30x1 film-coated tablet in
aluminium blister packs

EU/X/XX/XXX/0011 — Cartons of 50x1 film-coated tablet in
aluminium blister packs

EU/X/XX/XXX/0012 — Cartons of 84 film-coated tablets in
aluminium blister packs

EU/X/XX/XXX/0013 — Cartons of 90x1 film-coated tablet in
aluminium blister packs

EU/X/XX/XXX/0014 — Cartons of 100x1 film-coated tablet in
aluminium blister packs

8. DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

9. DATE OF REVISION OF THE TEXT
Detailed information on this medicinal product is available on the
European Medicines Agency website: http://www.ema.europa.eu/

Ref. CCDS v17_24 May 2018 + v18_31 May 2018
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