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& i Bk | H oA A
&£, <
A A, IR
EN
B9 . Ui
N e
mE (FZ
D, FIEM
H) ., [RyE
#, LU
HEER AR EE, AR BRIk Mo e . i
&, LDEKX
B R
BAR T .
/SR =N
DR
S Mk BUN E& | JRE|JR B | AMEEEE
B, SR, | Y. ifd | JREA. BEIR
JRICE R, & |27 V7 F | RERIE
FERERE = v Lk
FoO R b
5163
MR B SUE M | oK L R
R, % [E XK.
I SN 2
%
Z Dt AR, AL | ZRMEMIETY. £
CRP R & g, 8| B K.
AL BEES |V R A &k
K. HEH | BHLTERE.
WoAL BE | S e ad
IR, ®ZHE|Z, LRk,
B ilE | 2ot bR R .
B, Ay |ERE k. E
RE) i . R .
RA i
BEEE (%) X7 v R VAERBEE T A Y 20 L-E

WNEEERBR CRO LN bDER LT, o, Tl v
v R LIUVRREEE X7 A8 Y C ORARIZED b2 RITEA

ZHEARRE LTRLE,

13. BERE
13.1 &R

TAEY OMBERGICEY, BB, HEV, FUE, W, 8
T, RS OO AR S5 O HIIEIR 2> B i PR FE O BRI, E
FE DR . WERAET VA — v A REET v = A R
AgOSME, MR AEENEDLND,
13.2 g

ek, {UeE, EMERERE (L. R ONE ) .
TRIEAMCL DTV K=V ARE, TAHVRIEE (2720, &
BERENIER O%E) . MIRENT, MIEENT &2 L2126 U TIT 9,
7 a R VAT A ) o OB RE 2 BFEANT A STV
72U,

4. BARLOIEE

14,1 FFIZMFEHOEE

1411 KA ONE 2 GDAEETH LD T, Hlofzb,
etz 70 O8L7m) LanT, TOEENETITRAS
¥52 L,

14.1.2 PTPALEE OFERANIPTP S — RSBV H L CTIRAT 5 & 5
BT 52 &, PTPY— FORBEBKIC KV TS E 03 R iE ks
JEA~HIA L, ST E R 2 U CHERR A % 0 BB R 5 0HE
2ORTHZENH D,

15. ZDDFEE

15.1 EREREEAIZE D < 1548

15. 1.1 ENCEE SRR AZRE Lo/ a e K7Ly
OFERFIRBRICB VT, 7 2 ¥ RZ LL300mg % #)E1 % 51
245 R D e K/ MCEEEERE (5 u M ADPA dmaximum platelet
aggregation intensity (MAI) :%) I%. CYP2C19DACEHBEIZ i
U C. Extensive metabolizer (EM) #£. Intermediate
metabolizer (IM) Bf. Poor metabolizer (PM) BEDIJEIZ,
43.67+6.82, 47.17%5.71, 54.11+4.34TH Y . FD%6 H W
Wbl T/ uE 7 L Tomg/ B ZHE L% OMAT (%) 1.
ZHZ132.87+5.10, 39.41+6.34, 47.48+3.60%L . PMEEIC
BWTZ v T Lo /MOBEEMSNERMET LD,
[16.6. 35 /4]

15. 1.2 AN IS8T 5 IR B T Bh IR B AN B A T 2 T L 7 R &
ML Lizrae K7 VLKA K OE O BLE
783~ |2 33UV T, CYP2CL9DPM % L < IXIMTIE. CYP2C19DEM &
LT, 7a b R VARG HOLMERA R hIEERD
MR E S Tnd,

15.1.3 A RV v A & E R ORBLIZHLA-DR4 (DRB1 *
0406) LR HRT D L OWENDH DT, foB. BAAIHLA-
DR4 (DRB1%0406) Z{RATHHENT VL ORENDH DY),
[11.1. 13%M]

15. 1.4 JEX T v A RHEWERERAZ REIREG ShTuw btk
WIZBWT, —IFRARIENED b ORERH D,

15. 2 JEERPREABRICE D < fH¥R

15.2.1 In vitro OFRBRIZEBWNT, TAEY VEO T VT v R
BAICEOVREESNDIERBR T A NVRF (P RKTVY) oF
o a UBERGEIRE L EORERH D,

16. E¥EHEE
16.1 mchiBeE
16. 1.1 £YEpRSEH

L7 ARG Ear T I e VB ANEE, T u At —
N—klick v Enehisg (Ve RZ7 L e LTHhmgk O T
A Y& LT100mg) REEERA S TICHaARFERBIR O L L
T, 7 RTLAKRT A Y O A2 AR B % 1)
EL, BN EYEHRE T A —4& (AUC, Cpax) 12OV TI90%
fEE X MRS CHREHIIT 21T o 7ok R, 7B E RZ LLROT
Z2EY b blog (0.80) ~log (1.25) O#EFHNTHY . Wity
F O AW R D R S =9,
1) ZJabe R7 L

F16-1 FEPBHRE T A —H
HIENT A—H BENRT A=K
AUCo-24 Crax Thax T]/Z
(ng+hr/mL) | (ng/mL) (hr) (hr)
v L7 AR A 4.69 5.28 0.59 6.32
[A5HK) +7.19 +11.33 | +£0.29 | *+2.46
N 4.63 4.52 0. 65 6.95
N SN AN
ILTTEARER | o g +7.17 | +£0.28 | +3.53

(Mean=S. D. , n=85)



/mlL
(ne b ) —o— OL 7 REAFIEH)
—O—TSELEAR
12 H Mean+S.D., n=85
10 |
8 H

RS M SO MOV B E

16 20

0 4 8

12
%51% DR (hr)
X16-1 M7 v K7 LV RECIRIRE
2) TAEY v
#16-2 FEMBEHE T A —H

HTERNT A —H BERT A—H
AUCo-12 Crax Thax T2
(ng+hr/mL) (ng/mL) (hr) (hr)
0 L7 ABLEHE 1059 880 4.8 0.50
[ASHK +435 +433 +1.5 +0.78
— . 1034 908 4.8 0.35
e AN N . .
ArTTECReRE| g, +337 +1.4 | +0.09
(Mean=S.D., n=85)
(ng/mL)
900 —@— OL7REE&GRIEHI
—O-— AVFSEVEEE
800
g Mean=+S.D., n=85
373 700
%, 600
5 500
% 400
%E 300
®
E 200
= 100
0o - - 3
0 2 4 8 10 12

6
%51% DR (hr)
K16-2 MAEHF 7 AU o REIRREE
M AR BN ONZAUC, CraxSED /8T A —F X, PR DOBIN,
PRI OERIEEL - BFE S ORBR G L - TR Z RN H
)

16. 2 IRIR

R AN B (186)) 127 v R LVIVEERE/ 7 A ) i
AEELBE AR T XX RBICHEREOEE L, 7 K7 L)L
EOTAEY ORI G5 2 5 BFEORELY 7 v A4 —"—ik
THRFLEOZ o R VALK ORT ALY »ORyEIE S
A—=RIIREDEBY ThHhoT7219,

F#16-3 ARFEAERE N T ARG HERE O LR o KYy)
BE/RT A—H

Chax Thax £V AUC
(ng/mL) (h) (ng * h/mL)
) AT 1.39%+1.66 0.75 1.8442.09
VA=2= /a%
B4 1.08%0. 54 2.50 2.62+1.31
Ml R | 727+483 4.50 809411
TAEY v
B4 1010+372 5. 50 10504275
CEXfiE 1R 22)
L) FofE

16.3 &
16.3.1 »aEkrILIL
Z v MIHC-4-7 v ¥ R VR (Z7ebE RZ7 L e LT
Smg/kg) ZH[EIROEEE LI-GE, MG IL, K Ol
BN TG0, 25~ 2052 1T I B lIZ 2 L7z, B RE IR
. TEIRAERE - IFIROIBIZ & < E T, R OVERSA Tk
Koz, Eio, REHEGICE D FHESE~OEREITERD 5
NTVRNID,
16.3.2 7FREU >
TAE) ORI TH LYV FAMRIL, 25 O/ &L LR
HUZIRL S Aid 519,
16. 4 X35
16.4.1 Y aEFSLIL
7 a v K7 VVIRBEIIRIR S =%, B CTEIZ2 DR
TR END, Thbb, 1) =277 —I2L v IEEEAGH
YT HSR26334 (ERFHW) ZAEKRT DR E. 2) K
fsR T b7 v —AP450 (CYP) 1T X AELBEMREHY 2 A5k 7 5
R TH D, BEORKZREA LT, EHEASEN LR S
;.;)M)O
7t K7 UVOFBACRHICES 3255 F 7 v —AP450%)
FREIXFICCYP2CI9CTH Y . DMIZCYPIA2, CYP2B6, CYP3A4
SRR LG4 B~ F 72 SR263341HCYP2CORREL, S
o R A ARIZCYP2C8 2 P 518 19 (in vitro), [10.%
]
16.4.2 ZPREY Y
TAEY X, BBE TORBGETE &K OCAERN (L LTI
TH U FBITKSfREND, $ Y FRBIIEIAERNTS
U AR RO Vv v BiaE RS T, £, I iRk
itz 7 F T BB &N 520,
16.5 HEt
16.5.1 2 OfEFILL
R ANIZUC-4-7 a e R LILEEE (e R7Lrk L
T76mg) ZHEIKROLG LI-GE, #E55A%E TOMHRED
BRI RIS REOFI92%I T L, RAICIZ41%, #p
WIFFIB 193 S 72D (SAEAT —4),
16.5.2 7REY >
WA EH%, BHEEOKEIBY I FARELEOEORERE L
TRPICHEE S h 52,
16.6 HEDEREETHEE
16. 6. 1 BiEEERE CORNERE
BUEEREREL VLT F=o 2 VT 5 R0 EHE (5~
16mL/%y) & FFSHEE (30~60mL/4y) D27 V—TIZHp, 7"
BRI UAREEE (7ee K7 L)Ll LT7mg/H) Z8HMK
RO LfER, BEREERERE T THR%ERME
B L A [T~ SR26334 DAUCITIE N - 7223 AEANT —4),
16.6. 2 FFigREEE B E TORNEE
ArlZe i LR ANIC 7 o B R VARERE (7 rne R L
e L C75mg/H) Z10HBIKER S LIER, REE
D Crax DR BT B WD TR IR L TR E S R L,
FFHERED IR FIC L 57 v & R 7 LIV O~ DR UR
e S A7, SR26334DIRWENRE /X T A — X |ZITAENFRD B/
Nol= GHEAT—4),
16.6.3 CYP2C1 9 BEFEZENIOE RS LILOEMEREICRIFT
mE
TREEERLE N & CYP2C19 D FRHREIZ IS U T3RE (B HEIf) 1TH 1T,
s RZ7 L E LTHIHEIZ300mg, F D% 75mg/ H %6 H L #
H3 2R % EE L7-, CYP2CL9D2->DMETLZM (CYPacl9
#2, CYP2C19 #3) \ZOWTWIFNERTHEAERUTIH TR Y
~TaEAERE LTH oA (PMEE) Tk, IEMEREHAD
AUCo-24 % UXCrax 3, BFAERREEEAIRRE (EMBE : CYP2C19 *1/%*
1) LHELTIERT LAY, 2B, BANCRIT HPMOSHEE T,
18~22. 5% & DWENH 52, [15.1. 1BK]



F#16-4 {REERR AT T ACYP2C19B B+ MR s oy K7L
SRR D YT RE ST A —Z I RIF T A

CYP2C1938t {5 1T 2
155 =
EM M PM
300mg 29.8+£9.88|19.6%t4.73|11.4+4.25
Crax (1A H)
(ng/mL) 75mg
11.1%+4.67|7.00%+3.81]3.90*+1. 36
(TR H)
300mg 39.9£16.8|25.7£6.06 | 15.9+4. 73
AUCo-24 (18 H)
(ng * hr/mL) 75mg
11.1%+3.79|7.20%+1.93 | 4.58+1.61
(TR H)
(mean=+S.D.)

TE2)EM @ CYP2C19 *1 /%1
IM @ CYP2C19 *1 /*2 3 HUNXCYP2C19 *1 /%3
PM : CYP2CI19 *2 /*2 . CYP2C19 *2 /*3 & D\ NZCYP2CI9 *3 /%3

16.7 EYHEEER
16.7.1 L Y=F

R A7 v R Lkl (1H1E3AR, 7ev K7L
L& LC1H HB300mg, 2~3H H75mg) %45 L, 1HH&3HAE
2L X7 ) =K (0.25mg) ZOFFA L7-AER, L/37U = RODChax
KOACo-cold, L7 Y = REHME L L- & & L LTl
HiZ2. 5% 0. 1%, 3HEIZ2. 0% 3. ofF i L=, F£7-.
tipl L AN 2fF T - 7219 UEAT—4), [10. 28]
16.7.2 ELFINT

fERERE A BPE22611 21 L 332370, 2mg A 1 H 2[B110 H [ 0 3 5-
L., Zubt R Laz#b40 Bi2300mg (n=21), #5502
H10H B1Z75mg (n=20) Z&EOEE L7z, B G &bl L,
T LU X NI DCpax L PAUC)-121%, 54 H H TiXl. 35K
LoAdfEicigim L, #5100 Bi%0. 98f%5 L O, 1445 TH - 7=, [A
BRIZ, B L X T OIEMENRHY (MRE-269) D Cpax & OAUCo-12
1E. 540 B TIEL 6945 K T2, 250%, #5101 B TiE1. 90f% K
V2. TORFITHINN L7229, [10. 222 /]

17. BRER AR
1.1 FORURLHEICET 58
17.1.1 BRENARKHAR (RUHTEER (FRERDE.
STERDHEE))
FEST R EAE R BT 2 X812, 7 AE Y »81~100mg/ H
MBI L L, Ju b RIS VARREE (7o R7Lre LT
WEIE300mg, HMEFFETSmg/H) IZOWTF 7 v vy VIERRIE
200mg/ A Z 5 FRIK & L CiThh i “EE R (7994)
BT 28R N GET, SRR, mATHEM O
HifT) ORBREMMTLIZE A, F7 0y B9, 52%
(38/3994) 1Txt L2 v K7 L LRREEE10. 25% (41/40041)
ThV, 7ot KT UVARBEOAIMEITT 7 v vy o EEE
CRBRETHD Z ENRB SN (RER 28 HEE -0, 73% [
TI9BMEHEIX I : —4. 87, 3.41]), —JF. RMERAZBBERIZX, F7
0 v UMEREHES5. 3% (219/396M1) 12k LU r B R LILERER
544, 9% (178/396f51) & 7 v v’ R L IVHiEEE TIER» - 72 (BE
W25 HEEE10. 35% [MMI95%SHE X « 3. 43, 17.28]),
Fo, EARAeHm, mkEEE, FFERRREE R O G F IEICE -
FEIEA ORBROBIHEI, F7 v vy U HERE29. 57% (118/
399f) (Txt L7 v ¥ RS LIVERERHE AN 24, 25% (97/400f%) T
HY ., EEWRAA SAFHITOAREZSE LZRETIEZ 0
R 7 LV VRREEY N AT AR Dy o 72 (p=0. 0358), HAMfLE A~
b (FEFESR) OFHRITZ v N7 VIVEERE TT. 75% (31/
40061)) . F 7 1 Y UHEREYE T5. 01% (20/3994) (Pearson’ s
X 2RTE : p=0. 1135) TH v, HltkEa <>~ (FIEH) D%
BRT 7 v v RS LV T2.00% (8/400%1), F27 rEey
UYRERHE T2, 01% (8/399%]) (Pearson’s x 2fRE : p=0.9960)
ThHho71220, T, BEHHBI~THBICHRERE L HildEr <2
b (BEFESL) 1E7 0¥ RS LR T3.50% (14/4004)
F U m YR T3, 01% (12/3994]) T -7=28, #EKA
HIORIRIL, F7 1 & RIS BT 5 EEk S 1 32
HEFERMEATHITIE2. 62% (10/38241) . THBIAR A 7S A h {741 T
1£70.59% (12/174) Tho=olZxt L, 7 v v K7 LR
WCTIEZENEN1.88% (7/373641), 59.26% (16/274]) T -
2o F£T2. 7 0¥ KT UARBEEOFEENR S A S AUMTHEAT FIC
BT HEKRAREMOFBHREZ, FEENRSA S 2HFHEIT AT O IR
AR 237 B L L OJER TIEX3/76H1 (42.9%) THo7=DlTxt L,
[R)7 H AR OFEB]TIE13/2041 (65.0%) T - 71229,

7o K7 UVRREEE R 5RO R FEIERIL. ALTHINL5. 2%
(60/396%1) . ASTHENN1L. 6% (46/396%1]) . v -GTPHEEIN9. 3% (37
/3964) KON ALPEIANG. 1% (24/39641) T - 7227,
17.1.7 RSB MEEREREER (REPDE. EIAELHIEE)
R Rz ) S B IR AR 23 308 ) & A0 B 22 8 B OME / BB IH A 0 175 49 2
BELZARIC, TAEY 81~100mg/ A Z KL L, /oy
K7 LIVEiERE (7 a e K7 Lv e LTHIEIE300mg, MEFF &
75mg/H) IZOWTF 7 v &Y iR 200mg/ B Z2 6 iRER & L
TiThhiz: “EHEERLEFER (9316]) IZBWTI2BEHEETO
FHELARY b (BTORT, [EOHEZE, AT RN OE
7. A7 v MILRIE) ORBHRBEELMBI LA, Fo
v RO, T% (GEELEIL : 45/46561)) (I L/ u e K7L
IUERERYED. 0% (GEBIEIL : 43/466%1) TH-o7T- (NP — Kk
0.945 [[W{I95%ZHEX M : 0.622,1.436]), F£7-. FEL - %
MEA X b (BTORE, SELHELE, T &1 O E
17, A7 v MMiRSE, MAEH) ORBRBER LRI, 771
BRI 10. 4% (FEREES © 48/46501]) I L7 u b RS
VOVERERYED. 0% (GEEREIS : 43/466%1) THY (~Y— Rl
0.886 [MifHI95%EHEX[E : 0.587,1.337]), 7 2t K7 LR
PR OFIEILT 7 u BV U HRBIE L RIRRE TH D Z L DRE
Ehtz, —J. BERRBRESIX, F7 0y HRkE39. 8%
(199/500%1) (Zxf L2 v & K7 LILgHE20. 2% (101/499
) 7 av R VAR TR -7, F72, ERAHMm,
MRS, FFHSRERE K O 5 ILICE > R 2 A LT
FIEO12HE £ TORBBRRIL, F7 0 U HEREHES0. 9%
(FEBLEIG © 159/46561) (Zxf L7 v & K7 LIVERERHE 238, 9%
(EIREE - 47/4660]) THY, 7 ut KT VARMBENEE
WA o 72 (stratified log-rank test?™ : p<0.0001, ~H—
K 0. 259 [i{A195%(5 48X M : 0. 187, 0.3591), i1 <>
FO2EE £ TORBBEHEKIZZ v ¥ RJ LILEEREL 3% (&
BEIS - 6/466H1) . F 7 0 Y UHEEE0. 9% (GEHEIA - 4/
465%) THRERZIIRD b o7 (stratified log-rank
test™) : p=0.5292, NYP— FH1.497 [MAI95%15 8 X[ :
0.422,5.306]) 303D [8. 3%:14]
) 7 AE Y CORHEFIRIL A KT & LT-stratified log-rank
test
17.1.3 @5 55 M AEER RS ER
FEST A AR R 12, 5620 & k15 & L7- S ML
B (CURE) T, T AVE U L 75~325mg/ A A ML L, 71
YR UAEREE (7 K7 L e LCHIE&E300me, M
#/75mg/H) IZOWT T T RZuc, gt (o
B, MR OWMEEH) FBIED Y 2 7 BB ERF L, 7
2 v R 7 LOURREEHLIE19. 6%DFEXT U A 7 B s E /45 2
AR ENTE (p<0.001), F£7-. MEMEFS (LIMEIE, O
FEZE, 2R R R ONRERIRPUMERE L) FIED V) 2 7 BB HI>
WTh, 78 E RS VVRRBEEIX13. T%OMxt Y 2 7 b #
EHTHZENRENT (p<0.001), B, AdmrEgodHim
OFRBRIIIW I ZEITRD Sz ->72 (p=0.1251),
BEHGOFRHRRIL, 7o RIS VARBE/ 7 A VA
BEREAL. 7% (2,612/6, 259%1)) . 77 B AREE40. 1% (2,530/6, 303
) THY, WHETIEERISE THH-=, 7T RBFELD L0
YR VIVERERIE/ T A CELA SERED R BLR N0, 3%LL
Mol HERELRIT, FEIED E 2. 4% (148/6, 25941) . 55
1.5% (93/6,259%1) . #4451, 4% (87/6, 25941) M UFEIZ1. 1%
(70/6, 259%)) T - 7232,

18. ZEZhER

18.1 fEFAERF

18.1.1 7 o v R L ARRERE OTEMENEH A3, R AR i/
WOADPZFEY 7 5 A TPV HEM L, ADPOFE G % [l
2L X 0 MR ORI IS < i NREESE & )3
%3, [8.72M]

18.1.2 7RV U Fv 7 atx o7 —E1 (C0X-1) #[HET
HZEICEY, hrrRITY A (TXA) OAKREZEEL, I
IIRERSE 2 4 539, [8. TR ]

18. 2 ZE#=EA

18.2.1 7o v K7 VILhRERIRIX in vitro CTlLi/MREREINHI{E
AERBE, BO&E5%, TR0 TEEREY & e
Y. ADPHIBRIZ & B I/ MR OIS A 253 < i/ IMROEEEE % ikl -
5, Ty hTIEIT—F U RMERE b B i X Bi/h
MREEEE DI B 2D STV 5. 30 [8, 3]



18.

1 7 v RZVARBREE, PRAMEBRLEET L (T
R) 30 BEIRY v NETL (T b)) D ERIREIIRE 1

M ET L (f R) 40 @@mnwﬁ/m&@ 7L

(7Hx) O, 27 NEBEBFERY Yy hET L (VS

¥>wuﬁm1m&mm%mﬁb\*kw@%mm&%fwf

AR T RN FE S THEZE Y X fE/ N L, SHBRS

/u—/wr" GEETT N, AT NEEBFRY ¥ > hET VT

19
18.

T2 AT BIHEIEI RN T A U v EOFH Uiz & Z888R L7,

CAMESICEY SEEFHAR

1 Y0 EFJ LIVERME

—f&4 - 7 a ¥ R L VKRR (Clopidogrel Sulfate)
b4, : Methyl (25 ) -2-(2-chlorophenyl) -2-[6, 7-

dihydrothieno[3, 2-c lpyridin-5(4/4)-yl]acetate
monosulfate

452 1 CreHieCINOoS * HoS0q
Sy & 419.90

e s

19.

D AAA~TEE A EORERIEOBM R UIH R TH 5,
KXFAH 7 =TT, =&/ —/ (99.5)
IR T T,

HAZE > THRA I L 72D,
Bl RILTTC (1)
FEREZENRROEND,

® HoS04

1 7FREY Y

—f%4 : 7 AE Y (Aspirin)

54 : 2-Acetoxybenzoic acid

%TK : CoHgO4

431 1 180. 16

PR AEORR. RISUIMER T, B0k, Ericm

WRH D,

=& )= (95) NITE R ACEITROTL . YF
NVT— T ITRREIT 0T < KIZEITFIZ WY,
KEELT b Y U AR SUTREET B U v AR T
Do

1o 7 225 TR 2 IR G0 LT U 0 & OVE
fel27e %,

R 136°C

e s COzH

0
OACHa

20, MIFLEDER
BREHZ IR A AT CTRET D Z L,
2. A%
1005 [108E (PTP) X 10, WZERAIAY ]
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