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ZEE - WL EEIMHISHADPETHIGPIIb/ a8 SEEAVE(LIER - EMMBIIIWREE - RULERARTY - NiZ
B Zclopidogrel MM/ R - FEEERIEYE M (#I7-10R)ITEZ R E - ABRKEIESI/ WRIIEEAVERFM/ ) WRFTER
SRE— - BRTADPZSY + #IHRADPHHME! - clopidogrel B HIHIM/) MR EESEHIER -

d.}iﬁ%ﬁﬁ%ﬂ%ﬂEECYP%O@ﬁﬁﬁﬁi » EACYP450RE R BRI SR EMBEYIING - WIFFTBERALE B/ R
IR

e. BNEIEKREE - BHIGF75mglIclopidogrel - 7ERZERE—XKENIBHIIFIADPS REAVIN/) WREEIER - FITEEE3REISE
TR BEEIMFIERZEIBEREE - EIBEIRET - BH75mgBIEMINHIRZENINT1240%ZE60% 2/ © I/IWREEML
MISBEEEELRERWMREBIES - BENTESXRAVEE -

f BB B A EESREHVRRAES - EhItuNii 3 88,0002EE - IALE  fclopidogreliVEM R Z 214 - CAPRIE
BB LE B clopidogrelFllaspirin - MCURE  CLARITY » COMMITRACTIVE-ARERH ALt E clopidogrel Ml ZZ R EIFIRE
HAaspirin R EMIZER AN =R

2 RERSSEINIEE (M) ~ SEERSE A ~ SNEXBEESIRERE ©

a.CAPRIEEERAZE 19, 1853 IR ENREE L A1 B RAR BRI R L B RA S INITWEE(<35K) ~ FRIF 834 BRIM 14 /AL (
NHR7XEIEBN)HEESBEEARER(PAD)IIRA | WALBEHESESND WA - —HEXEA75 mghl
clopidogrel - S—#EE8XRFA325mghYaspirin - BE1~35F - FEINAIEZEE - KEDEIRATERIELVIEEREEXRA
BRtAERFaspirin © Faspirintb# - clopidogrelBEEERHEFTEVMETRMBAAYEEER(VIWEE ~ FRIDMEFESKE LRI
BRESHENILTZIEE) - BB EAREEER A 2 (intention to treat analysis) - clopidogrelfH3t 34 939{E MM
S+ aspirinfB 354 1020{EFRINSE 4 (AL BIRIEFRIK8.7% © [95%CI:0.2 to 16.4] ; p=0.045) ; HERRTEE 1000
ZREMEHRA DT BH51IE 10608 A 2 EFEVERIMEH[CI:0 to 20] - #IRTR DM EclopidogreliAEHE(5.8%)F
aspiriniAEHE(6.0%) B FREFFEER - CAPRIESEDEDMIFNIERE « BRIMMHEFBSSRER=ERAD
#8231 - clopidogrel¥1H BB ENR B A GFRI B R BIVNEEREHRA)ABENRRISCEEIHE LBEETN
P=0.003 ; 1H¥IBIEIEREE23.7% ; CI:8.9 to 36.2) + HHSERMIEPEARA B RN (Maspirin;aBHALLBEHRET L5
BREEZEE | MBEIRBIEIEREIK7.3% ; CI:-5.7 to 18.7) o EITAAEKERATIN /A RS EINITAEZERIRA - clopidogrel 2B
gigWz= - BEMEr EMaspirinaBEERERI (BEBIEIERE-4.0% ; Cl:-22.5to 11.7) o LS - IREEDHEDHT -
clopidogrel IR E1 7555 A THVWRALL 755 LAVRALE ©

bggg(APRlEE’JEﬁ?‘{I&K%E’r%ﬁHﬁ*ﬁ&kEﬁTB’J - HEMEt E2BAORE - BlbEEKI D A FiERKETERE

3. BETINE
a.CUREERERIAZR 12,5621 FF STER EF 2 St IWVE (RIEEMHINVEUEFIFE QR BN INEE ) B BRI ERMAE R 32 458

241\FERIREA - MABF SN EEEERETEFIERME A4 EEE =S troponin [Ftroponin THEEMZIERE
MRS L - mARBEDEEE clopidogrelia BHE (FREIBEIZ300mg - Z BEBXRIGEE75mg ; 16,259 TF A ) NEZRHEE
EHE(H6,303RA ) ; mitEE A HHBaspirin (—X—RX - BR75~325mg)FIEMIEELE - RARRAE—F - &
CURESREES - 55823(6.6% )R AEZGPIIb/aZEIENEINYAE - 8i890%MRATABHEE 5% - HHE
MK clopidogre i BHEN ZREIABERIAZHAR R HE -

b EEINMMEFRESERIET « INWEZEZ PR (primary endpoint)BI¥& A fEclopidogre S8 B #H1EH5582(9.3%)fiI - 7ELRS
BaEBHE719(11.4%)f1 ; Eclopidogrelia A ELAE$I B IR I4EFFIE20%(95% Cl of 10%~28%; p=0.00009)(¥IHL R
FaBENEAEEEGEERE17% ; SRERRIKERITaBENR AT RS S ZEBME ZF HBH BIEIEFK29%

7 EIRIREVE IR BN E T BAYR A 28 BISIER#E10%) o TEAEEEA0-1 ~ 1-3 ~ 3-6 ~ 6-9F19-12{@RK; - E48
YRR EDERDBIZ22%(C1:8.6, 33.4) ~ 32%(Cl:12.8, 46.4) ~ 4%(Cl:-26.9, 26.7) ~ 6%(Cl:-33.5, 34.3)F114%
(CI:-31.6, 44.2) » ALt - ;REHBEIERLL L - clopidogrel+aspirinfEHVEMNAREIZN - BHMMEREDEEGEES
ZEERIESIER) -

c. FECUREEREEEE A clopidogrel BIFHE M2 A BRE (ELAEEI B PR 14 FF{E43.3% ; C1:24.3%, 57.5%)RGPIIb/IailHIE(
HAEIBISIFFE18.2% ; Cl1:6.5%, 28.3%);B8EAVEX -

d.BEINDEREEHIT ~ INIWEE ~ hEESIRIMEH{EES (co-primary endpoint)iViE A fEclopidogrelia B #HEH 1035
(16.5%) fil - ELZEEBERTEE1187(18.8%)MI ; EclopidogrelSAEIAE AL BIFIEFEIK14%(95% Cl of 6%~21%;
p=0.0005)  #HAIMAIEESS 4 KAV FK FRBFEE[clopidogreiAEHHIE 287 (4.6%) - TR B AEHEEE363(5.8%)
fiI] o R RIEEMEINREI B R R R BRI BT IR 2 -

e ¥IRAERERAD © FEEMHVRESIEQEEINIVEE - RABEREENSE  BR% - EEEETMEBEFM -
F5 ~ MRS iEREBESITER— o RSB NEBME S (Stent-Curei i) AY2,172 B B E (I5CURE
HRIREEAY17%)FTHER SR DHTEER + clopdogreMBEI IS ZRBITER FINME RSB T ~ INIAEE ~ thE|(co-primary
endpoint)fIE L - clopidogrelZ tEEIBIGIEFFK T26.2% » FEINMERESEHZT ~ INUEE - hESERIMSHE
£3(second co-primary endpoint) I - clopidogrel ftE¥IBIEI4HH TFE 323.9%  LE5Y - clopidogrel IZ £ 418N
REBEENS LI ESRIEEIECR - Bt - EEFHRIERIRASMEENBIVER— - Clopidogrel {78
BERREEMNESNRAVNNSEYEEER Y - FRAEDFEFE - GPIb/IIailFIE - BEIMSEEY  betaPRER
EIFIACEINHIE) - ClopidogrelHV B EdaspirinHVEI & R (—K—X » HXN75mg-325mg) °

f.ClopidogrelfEFE IS TER EARIVIUEESENZE M REN - ERMEREEIE - BLREIHRE - RESHRE
BYBRARE AR (CLARITY R2COMMIT) R {iRiEER S o

g.FECLARITYS B HRRUIIN T 3,491 2 8E + fIF12/)\BFN S S STER EF2INIVEE - It BEt 8IiZZ MizARE
ZBE - REIEZHEY Bclopidogrel(FAEIEIEA300mg + ZEEXRIEEET75mg » H1,7520 % A) KL RHE (311,739
fiImA) » SEMTEEHHaspirin(FEEEIE43150-325mg + Z&BIBXIREE75-162mg) » B L —E#EERAME -
WMRBEBHEE - BEBNLE - FESFIEZI0XRMBH: - BN EEREABELRAINME RS P RFENSAR
BEFSURAENERR « AT « FETREIRMERZAIBTLINEERERNER - ERERIEENERS - BIEE
MEBRERBILT ~ FEAHNESKAISLRRIEIRIVIUEERES - MADRE19.7%RLE - Fi>655BASET
29.2% ° EZMIHEE N AREEABENREI ST 99.7%(fibrin specific: 68.7%, non- fibrin specific: 31.1%) » 89.5%1%
ZRTER - 78.7%1&Z betaPBERE - 54.7%1EZACEMHIBEILAK 63%1EZ statins YA

h.Clopidogrel;a EHE & Z B EIFEAVR A EE E SR ML B DB AR 15% K 21.7% » ERRABEHSZEEIE - clopidogrel

IRER EEHREMEH L BIRE T6.7% - tBILEER - MEZEEIEE4REMZER + clopidogrelfBLL ZRIBIHEREE T 36%
(95% CI = 0.53 + 0.76 ; p<0.001) - TRHEEAREEEFFSMEAENIRS: - EEFIHEVRBAVES - B  IVTUEZER
204 ~ EREHERARENEENERTRESITRER -

FE2x2PETRERETHICOMMITERER R - HLURIN T 45,852 R FF + HFIE24)\BFNHIRBRESIVIEEREIE - WHEINE
BIfRIESIER (HIZ0 - STER EFH ~ STERZE - NARD ZHWPEE - REZEZ clopidogrel(BHEIE4375 mg
22 961 iR A )L RE(F£22,89111KA) + FEISHRaspirin 8B (BHBIE5162 mg) » HAE28XHEEIERALE

HEANEERIBBTARERBEHRMET « S—XHRVIUEEES  hAIFET - ELRATE27.8%BTIE -

58.4%ELEF#D > 605%(> 705%E 526%) * 54 5% BIEZ it EAREISE -

j.Clopidogre {2 B B E RO RE FTERHITE U2 AR BIRIEE7 % (p=0.029) - IRHEILVIUEFERDESIFETHIE
BEARY BIEIEE 9% (p=0.002) - #ELILL I D BIFEE0.5%520.9% © EIBFIZHEDRBAVESS 117 - REAEERAMHIES
BEAREEIER - BIEaB®gM24/) BRI RRMER -

4 INEHEHEEEED
a.ATCIVE-WRACTIVE-AZ BIZRACTIVER A mERES - RN EEPEEEVTE—ENESHEREFIIINGE

IHIEERENEE - RIBREWHMEEE - ACTIVE-WEEAVEE AR UEZ M KIENE (Bl2lwarfarin)ia S ©

ACTIVE-ASREEAYEE R A REN A FEEZHEMMmKISNBAES o ACTIVE-WHEEET & #MKIENEIRaENRE

fiRclopidogrelE2aspirinZ AR -

b.ACTIVE-ASRER(1L7 55411 A ) ALt B clopidogrel 75 mg/day+ASA (3,772 R B &) BT IR ZRIBEI+ASA (3,782 B EH)
ZEMEZHIL) « BER B - RETEHIBIHE o AspirindIEEEIE575-100mg/day - BAEZRBENRERE
5% o ACTIVERECENRE D ENEERETEINEEIHEESEE - I ETERXA NS HHEES - SET8
ZeERRNEDV BRI IEE2 N EiEiEES) - BEEVDHEEBERTE - HIUIESS >755% - SNESHNHR55-745%
ZEEEEREABNERASCIREERNEENEETTREIRERS | BE2aESES  KREEaEH
& ~ EEFEISERIMEE(TIAFIEPBHIERTRE | ZINERER=BAINEFIHR< 45% ; HREEFEMERR
& o CHADS2[Y 393 81732.0(EEE/T120-6) ©

cEBREEHREGBIE | FENERBNE I ERCRE - SEEENLI « BRI/ WRIEME (/) WRETE < 50 x
109/ ~ FEBRF clopidogrel S AR FTERINEI(OAC) ~ #iclopidogrelXASARZE—E FEMZMEE © )

d.ACTIVE-ARBR R B 73%ME SR BT L% RANESEZH NMmKIENEIZAE - BASCEHMZERMSHELL

(INR)ZEH - BSUEISERELMNMEE - HELMEVFABIEESMBMALRLER | ERBN26%EEZREEANER

BIRA#NHKIENENEEE - AU BAESEERE -

e REDTA1.8% R - TIIFER715 - Hh41.6%MNEBEE>755% ° FIENEERT23.0%EZHNINEREE
IR + 52.1%3E% 2 BUFEENE (beta-blocker) A + 54.6 % EZ M E NNEEFRIZIRESINHIEI(ACE-)ZBE + 25.4%
1EZstatinfFEY) 2 BE ©

f.Clopidogrel+ASAEHEE ZR T BEMRE(EGEXNEEDE  INEE - FPEHISRFERESRMESHMIET
BVRS ) BV A 8123832 A(22.1%) » ZRIEI+ASATHA924 A (24.4%) (1H ¥ EPEFFE $11.1% » 95% Cl: 2.4%-19.1% +
p=0.013) ° Clopidogrel+ASAtEZ EEMESHF R ERIE TRENESRERPEMVESERKIENE - FEPRENES
A& TEclopidogrel+ASA#EHE296 A (7.8%) » ZRIEI+ASAKEEZ408 A (10.8%)(1EEI EPHIFIK $28.4% + 95% Cl: 16.8%-
38.3% + p = 0.00001) °

g.Clopidogrel+ASAfBRYERMMECRIE < 55 4 R AR RAME IR ZZ RIEI + ASARE(6.2% vs.9.1% ; HEEIEPERHE T32.4% + 95%
Cl: 20.2%-42.7%) °

h.}&%clopidogrel+ASAAEE fFE S E MR EE ZREAVEE L5 - clopidogrel+ASAIESS 4 IEBRBEIERENES
ABILEZEE+ASAED T46 A - EREEEEETE IR EAY A 28I B clopidogrel+ASAKELL Z R EI+ASAED T69A

i.Clopidogrel+ASA#EAVINIIEZE 84 RE T RFAVIBE (BT EPERFE 321.9% + 95% Cl: -3%-40.7% + p=0.08) o RyfATE
FEPEHIE R ENRMESHIXTHRER FEE -
(ZEENEIE ] IKSIRRECE
1R : EXNRZAEIEHEF ORI clopidogrel 75 mg  clopidogrelZ#5RRIRUT - FRZclopidogrelRa MEFRE (B0
fR75 mg#92.2-2.5 ng/m#ITEERE %457 18R - IRIBICHERRHEHINHEWETE - E0E50%HHIclopidogrel#ZIRUT

2.7 : ClopidogrelfIE X EMBIRR IR PEYFEEN) (LA EYTEN HEABMIREONES KT - HESX 55
#398%7%194% - FEEENREMENEER - HEEABIMREANESRIFETIER -

3.8 : ClopidogrelfERTEEETREZHI ! - 7EREMIFIEEN clopidogre k2B E BLHIFRE | —RFEHesterase/K RN
& carboxylic acidfTEM(IGBIRPNHENSS%) - B—EFRHABDECYP450EERH © Clopidogrel &7tk 2-oxo
-clopidogrelfRE{{14 - & 2-oxo-clopidogrel REXHMIAZBUEIENHD - Clopidogrelfi¥thiol§TEYD o SEIEHDE
EHCYP2C19FIEMICYPEEZRESCYP3A4 ~ CYP1A2 FICYP2B6EIRN o ILiEIEthioCHIEW E RN R D BEE R

- BRB RO SRS/ WRZEEHES - SRINBII/ ) WREREE - % FPclopidogrel 300 mgEE—TEEBEIZ % - EIEIHAHY
fgiéj?ﬂﬂﬂ%%i%ﬁ(cmax)ma%m moiESEIR4XR G EMHEYIRENMS - Cmax KIS TEFREERI30-602 W
33 EI °

4 BEBR ¢ AFBOIRR14CHEECHIclopidogrel « TEARZE120/)\1% - #UB50%+SEREHERR + #46%ASEHEEHERR - CIAREE—
BIE75mgi#GEE% + clopidogrel ¥ RHEIHI6/\EF - B—HIENBABIEHRER - HEXEREERIMRTIEEEHEY
(the main circulating metabolite) BEBR3-ZER A8/ \BF

(ZEWERZ] KBECE

1.CYP2C19E8E M 814 e RS X 8140-2-oxo-clopidogrel KV R B RS © {KIECYP2C19EREARE - ClopidogreliE I8
YIEENRFRI/IMRIER - EABMERI/WREFSEAEIET2IERAENRE - CYP2C19“1 HHBERIEEREINEE
X5 - MCYP2C19*2F1CYP2C19*3#HBE R BIREIIEENE - CYP2C19*2MICYP2C19* 3¢ BE R ERTEALIEER D H
$HEEREKXZE(85%) + FRIIMSHITIAEREB599% - Eft R ERBIIEE AR E=EHBEER BB RS
8 - 81ECYP2C19*4, *5, *6, *7, *8 (B RPRHLLL) - HHINEENMENEZEE EEMmEN DitFTE R AR BE
o CYP2C1OHITIEER EC EENERBBIRERTEEBADRAN S T2%  EREBARET4% - FEARSTH
14% - BRIEBEMOAILEEFETHNCYP2C19ERE -

2. E—BLA0B BRZFHEREZNRZXAED - KZHBHCYP2C19HBEN(IRIRRH « BEzH - PERHRA
HARE)DB4E - BHEI10A - FREFINABTTIRF300mg - ZEBIEF75mg/day - AR F600mg » ZEB#EF150
mg/day - ESFREES R (GERIEEARE) DIEMLEZE SR RINI/IMRRIE - SEERETR / ERERH - BZRHRPER
#1E& B clopidogrelFE ML IRE R MBI/ WR BRERVBE D (IPA) I EEEE o =2 - SR - (NHITIREREBZRENE
REVRELLEZKHBRFET63-71% - ERBIEERESFIEZHNBIE/A300 mg/75 mg - EFMIVRIIR R -
SESSHNHI I/ HREEEE (A5 uM ADPIRGEIER) B R FE 2524 % (24/)\B5) B2 37%(555K) + TBEIH 2 R#E - EF9Him
R EREE AU FE 73 39% (24/)\B%) K2 58% (885K) + HRERIB RV FIIINHIIN/ MR ERE 2 R /37 %(24/)\IF) 2 60%(555K)
o BERHTBERESFTIEZMEIZE43600 mg/150 mg - EEEPSEMHMINEE ESHIRA300 mg/75 mgZiBE - 3
N RBITIREREB T IINHII) WR SR EE 2 2 FE 23 32%(24/) V) 5261%(885K) B = hRBRFE300 mg/75 mgHIR fE + 5%

ﬁﬁééﬁiﬁﬂﬂc]mzmQﬁésiﬁEmHBUZ%it%ﬂEmoo mg/75 mglIR FELEL - (B EHTENREEIEEREE1ERRE
BRAVERSEIER -
34KCYP2C19MKEIEE ) 2 RESRIRESE MBI MRV RSN R AT/ ) IR R e
EIE TRIREH B hEAH IR E
(10BZHE) | (10BZHE) (10BZHE) | (108ZHE)
AUCast (ng-h/mL) 300 mg 33 (11) 39 (24) 31 (14) 14 (6)
(B1KR)
600 mg 56 (22) 70 (46) 56 (27) 23 (7)
(BB1R)
75 mg 11 (5) 12 (6) 9.9 (4) 32(1)
(585K)
150 mg 18 (8) 19 (8) 16 (7) 7(2)
(585K)
Y I/ W R EE Y 300 mg 40 (21) 39 (28) 37 (21) 24 (26)
RFE* (IPA) (581XK)
600 mg 51 (28) 49 (23) 56 (22) 32 (25)
(1K)
75 mg 56 (13 58 (19 60 (18 37 (23
(BsH) (13) (19) (18) (23)
150 mg 68 (18 73(9 74 (14 61 (14
(E5F) (18) 9) (14) (14)

EEFRTI9E (EEE)

*BA5 pM ADPBIER NI/ MR BREEAVEE D © BUERA K RIDFIM/) R EEERVBE RS

4 RIB—TEREDH (BIE6ERER - 335 BiEZ clopidogreiAEERIIE EIREE) TS EINIEREET - hERHIEEN
SRR IEREBNEEHYEE S BIRE SRS ERIK T28%K72% - KM/ MR EEERIEED (SA5uM ADPIEEI
H)BIREZ R EDBIRE 35.9%K21.4% » ELAERE FilifER—5 -

5.3%Z clopidogreli&E 2 BEMICYP2C1 9B R AHIIRIRERIERATEHNE L - ESHBETRIE - FElIEREY
TRAEAVERBR IR RS - SR - SIFEEH— LTIt D sREF 1% clopidogreliA T @ BEMER BTSN E | B
HEREIECURE(2,721A) » CHARISMA(2,428 A) ~ CLARITY-TIMI 28(227 A) ~ TRITON-TIMI 38(1,477 A\)RACTIVE-A
(601 ) R—LEE R AV TAZE (cohort study) °

6.7ETRITON-TIMI 385158 K2 3fE tH A FZS(Collet ~ Sibbing * Giusti)d » GBS RABINERENBESHIE—A
BISETA - BREREHBEVMESHGET  INEERGTR)FZERENLFISREZHE -

7 ARIBCHARISMAG B K — B tH X HAZR(Simon)AVEREET - RERHIEEREBSNSHRERSHREZNHE -

8.#£CURE * CLARITY ~ ACTIVE-AiEE R —IBHRIATTrenk) IUFERER - EHSERARZELHSIRENRRMmEN
o JELAENEEEEMNERE - At EERLAIERHIEREETRRENE=R -

(455 REE] ELe4F5AIRE N clopidogreliE MRV B HARA]

1.BIEEARR : BXIRAclopidogrel 75 mg » BHREELIE - BREBIEEARREE (creatinineBRiEZR5%]15 mL/min)f)E
EEBRIEPH RS EDNMEEEE L PEBINEERREE (creatinineB5ER30FI60 mL/min) RREEZHERE
o BERELHIFIM )R 5 E R ERREREREZ R EE25% - EHMSEIERBIFIZBE Fclopidogrel 75 mgHIERE
FESZEEIEM - 1S} - ESEHAENBRMZ I HBRS -

2 FFINEERR © B HMRAclopidogrel 75 mg - SE{BIRFE 10X - BREMIIGERREEEHIFIADPEES M) iR kS EERTINEE
[EEEED - METISHMERRREHAEL

3.iEM% - FiEmAHRESAHHIRIENCYP2C1 9 BERNEITRIKEBIRM BT = R(EESE EYMERS") - {RIESE

- REFEERNENEREIE T ARG CYPER B HI IR RV £ -
(BRARRIZEHER )

1 EARFSHBOMRT - REBERRANESATINEENE - LATIIEEN S BE R EEAEERBEIE (75 mg/day)i)
25184 EFF - B2 EIRTREE R - ASBDABEIE TR clopidogrel ¥t AJEMATIRE ZEHE -

2.%@EW@J%T(A%E%‘@@J%E’JZSO{E) + {3 clopidogrelid A R Al HIF S BB BMZIEENRE (B - BEEIE
i) -

3.ﬁéﬁiﬁsi%'77mg/kg/dayE’ﬂcIopidogrel)\ﬁﬁEl@']%(75mg/day)ﬂ'9251.‘:.‘ - ZRIRA7SEFARIRA 1048& I REFIREHE

4 BEFNEEN s BREERclopidogrel EERE H &1 (genotoxicity)

5.Clopidogrel$i ZE BRI M X AV TEN R 2 + SAR MR FINEESHIEA I (teratogenic)lFR - fAERIHILAEER AR
clopidogrel - EEMIEEEBR2HE - DINSIHEER clopidogrelZ2E) &K B8 RBEmclopidogrel AIEL XA EME 252
st - Rt EEZEMAS 1) FRIZ (O ZE) R HBR -

(fF 73] SBREBHIR25°CUT - TfENERSER -
(8 %] 2-1,000%¢ - SRSESEE - BB -

itk - 407ARH A EE TEE A5
BEE 1 04-23592576 (£53E)
[EH : 04-23590992 CLTD-2_01

@iﬁbﬁ%lﬁﬂﬁ“ﬁﬁﬁﬂﬁﬁl



