2023F9A AT (BB1A)

Frn /iR A

WAHERERD
BXERS
JOERT LIV biltEse

DOERFD'LILs:25mgrh—71
DOCERD' LN s75mgrs—91
CLOPIDOGREL TABLETS 25mg “TOWA”/ TABLETS 75mg “TOWA”
Ity % EiRRE

AR ¢ 35
) B -EMFEONLZIILIVERTLIL

BAEERRNEES
873399
$£25mg $E75mg
HRFRFEE | 22700AMX00343 | 22700AMX00342
HR7E B G 20154E6

2. B2 (ROBEHEICII‘RELANIE)
2.1 L TwaE#FE (AR, EZFANEIM. MEE i, R
i, w2, ETFAREImSE) [HmZEBET28ehnd 5, ]

2.2 AFNDOIMTx UIBUE OBEIE D & 2 B

3. #ERK - MK
3.1 #RR
W5t 44 JOERTVIVEE2Smg [h="] |7 OE RS LVIVEETSmg [h—17)
HE 7OERJTVIEHEE HE 70 87 LIUEREE
Eho | 39, G3MG|  crreeeeeeeeeeeneeeees 97. 8Smg
Koo % N : N .
(JOERZLVIIVELT2mE) | (ZBERZLVIVEL T5mE)
HMEARY., EROF> 7o bllo—X, (EEHE
whiEl (e RoF> ol wlo—XZ, ik, B OAn—
A AT, BILFY >
3.2 "WHEIOMK
K744 JOERTV)VEE2smg [h=7) |7 0E RV IVEEBmg Th—"7)
PEIR - HIiE HEDT 4 )V Ad—T 1 > T
Aoph | & yOERTLIL rOE RV
#7 m 25 h—1 75 b1
)
I = —
B (mm) 5.7 8.2
£ & (mm) 2.8 3.6
B & (mg) 78 196

4. MMREX(IZNR
OEMMRMERE (LREMBREZRS) ROBRINF
ORRIIBEEMA AN (PC1) DEAS NS TROEMS KRS
SHEEMRE (FRERLCE. FESTEFOHEE, STERL
EREZE)
REKOEE. FRIBMECHHIEE
OFRHENRARE ICEB (1T B M1 - ER TR DI

5. MEEXIMRICEIET HFE
(ERMBEIRAZEMT (PC1) BRI WD EMELERE)
PCIA%i# T DRI DRBEE DR G TRETH 2, HEHlk
BHIZKD., RERNBED 2 WITHEBAR/N A /N2l 20GE IR E N,
PCIZ#EH LIaWiBEICIE, DBokEIIHEAS Z &,

6. RERUVAE
(EMERMERE (OREMEBREZIRS) ROBRIH)
W@, AT JOE R L)L EL TT5mgal ALFERE #5595
A3, AEdh, RE, JERICK D 2 O R L)L E L T50me# ] H Lk
H5-9 %,

(EEREBIRAZ AT (PCl) DEASNBEMMELERE)
W, A BEHEHICZ OE R L)L E L T300mg% 1 H1E
BOKGL, 2%, #HFrEE L TIHIEDGmgZ RO 53 %,
(CGRIEENRER S IC B 1 BI04 - FARTZR DI
WL AR, 70E R L)L E L TimgZz 1 1R O# 59 2,

7. AERVRAEICEAET 5 FE
(SheetiE)

7.1 ZEERF O GIGEET B Z ENEE LW, ENEIHEERRERICB N

T B GRICHEEHER DA SN TN S,
(EMMKRMEREE (OEMEMERIEZRS) BOBRIE)

7.2 i1 25T 2 BT NNH SO T, FCHMER., TORERDDH

HEFFICONVTIE, 50mglHIFEIN S #5952 &, [9.1. 1%#]
REHITEEIIRAZERST (PCH) BRSNS EMmEEE)

7.3 P/ MEZFIpERBEELFIZ. 7 AEY > (81~100mg/H) &
BT 5 2 & FUil/IMCEZFIDE BRI TR OG5 HIEICD
WTIE, ENADOERHIONA RIA1 L EE2BEICTH L,

7.4 257> NEBBRENOAFRGRIIIE Y EEREE OB TR E
WIBRT B &,

7.5 PCIafTHIICZ B E RZ7 L)L 75mg%/P»is< EH4HBHEKEG I TV
56, O—F 1 > J =25 FE5HIEHIC300mgE#57 5 2
&) AT,

8. EEALEANEE
(Shieti@)

8.1 IR ML /MR A MR BE  (TTP), MEERIERE, EERATREE
LOEKRBENVERNKRT S EMNHHDT, HE5HBH2H AR
Z. 2HEMICIEREEOMRRESZOEZEZET S I &,

[11.1.3, 11.1. 4. 11.1. 62H]

8.2 AANCT & 2 M/ NMREREMGI AR & 725 & S5 T OB AT,
4A ERTICEEZRIET 2 2 ENEEL W, 7B, ok
M Z&T 2 2 ENHRBVWERIRERSHLOY X7 EmES
ZEMWEINTVBOTHRICBERTSZE, £/2 591k
HAR o o I R FEARIE D U A 7 D WAER TUE. YA S
R ZH#/L D Z & FIRNRICAKOBEHGENLERLEITIE, F
MO LM ZMEL THhSHMT S 2 &, [11.1.1, 17.1. 2,
18. 2]

8.3 MIMEAFFi I 2 BENORGIIHEE TV, REFEGHIET
SRRIMECI hO—=)LE{TS5Z &, [9.1. 15H]

8.4 HROMBHBIEOEVEMEMNERERLFICBVWT, 7AEY
CEBEHLUZZRE, 0B RS LVIVEANZ L NE K H MO FEH R
DEMAWH TIHESNTNBY, [10.2, 11. 1. 1Z#)]

8.5 iz I ITRBmIENESNEEZSNDIHEAITIE. Tk - BE
AEEETSHIE, [11.1.15H]

8.6 BRMMmAWR (EMLHH ~O>RT T AF K] (@PTD) @
TR, BEIETEEE TS Rdobnd I ENd 5, aPTTOME
EEnFo o851, HitoFEIIAND ST, BRI
FIGDOTTREME 2B L, HME & Hi#ET 25 CMy L@ 217>
Z &, [11. 1. 95H]

8.7 BHFICIIEW LD OHIML 2T <2 LE2HBAL. BEAH
MRS 5N EICIIEMICEE T 2 I OBEEZRET &, £
7= ke (ED 222353, AFZEREALTHWEEZE
FICHSIRA D LD BEICERERZMT I &, 11 1.1, 18 121H]
REMBERFAS (PC1) PERAINZEMMEOEKE)

8.8 O—F 1 >F R—X#h5 (F%5HHAIC300mgZE#RET 5
&) MUOT7REY > EOBHICE > THIMO YU X7 23 E £ % ke
MWNHDEETHEETSIE, [10.2, 17.1.2, 17. 1. 35:H]



9. BEDEREFTHEEICHT I EE

9.1 BfHHE - BEBEEDHIEE

9. 1.1 ROBETIIHMOBEHEENR L RE2BENND D,
- HEM R OZDRNDH 5 EH (7. 251H]
- EIMEDSHERE L TWBHEE (8. 35 H]
RAEOHRE

9.1.2 HOFT/EUDURESR (F/OEDVIGHMIES) ITML
BEEORETEDH SEE

9.2 BiEREESRE

.21 EELBREEDHDEE
HimOBEBENE L D2 BENND 5,

9.3 FrikeEREERE

9.3.1 EELFEZEDHZEE
HinOEBEENE L RD2BENND 5,

9.5 {Ti@
IR SOTIEIR L TWABRIEEME D & 2 & Eicid. B LEOF RREN
fattz ER % EHE SN 5EICOAEE5T D &,

9.6 1X7LIF
B EOBERERORAEZEORREZEZEE L. BAORE I
FilEERET S 2 &, BER (Sv ) THHFIIBITTSZ
EMEINTVD,

9.7 /NR%E
INREZE R E U RBRRRBIIEML TR,
9.8 EhE

WREEEZZEL, BEOREBZBR LS, HEIKET S
Z &, milnE TIgmkRe, Bikee. AFEARSE O MR AME T
LTW2ZENEL, FREEDDBWEANS O, i O
TERD® 5 DTN,

P iR

HRARAEIR - $E 515

T - faBRIN T

B
Uo7y rETY

iR J175CYP2C19% 8 | A A O I/ AR B 4

ANEmING &
XD HmY XA
EELBENND B,
V77 ES %D
3% 172 CYP2C19#5 %
® L DO LT 2
ZENMEEL N,

JOERTZLIVIZE
IZCYP2C19iIc k> T
R av L L AV =)
ns7=%, CYP2C19
B 2 A8 T 2 #KFH|
EOBEAIC X DA
D5 HEACH Y O ifn 4
FRIRE ST B,

B EXR

2 O 1 5% v R BE A
BFSaBEnnd
2o

FMHIC L, KA
DM ELET B
EALNS,

=

BV b DIHE[LEE
&

OXNREYF >

AFI300mg DI 5.
OZANZRAEF D
Cuax?'1. 3f5. AUCHY
2 EH L. AH
75mg D K 1E % 514,
OXANZXY F D
CnaxICIZEERE T,
AUCHL. 4fF ER L 7=
EDHEND B,

AFlhzk0, OaN
2 HF DIt
MWEFRT B,

11. 8ER

ROBWERDN B 5DONS ZENHDHDT, BHEETHTITV, BE
RO SN HEIIH G P I 278 EEYBAEZETTD T &

1.1 EXZEHER
.11 Hin (BHMEOBEZA B (TR . BIRTIE (0. 1%

i), M GEEAE). Fh. BBHM RESD OFRD
Ui . BIERMAE (0. 1%:Aii) . BESBMAE (0. L), MmERE

10. #HE%EHR

AFNE, FIZCYP2CINT X DIGHER#MITH ST ND, £/,
KO 7B & HRI3CYP2C8Z HET 2.

10.2 HAZFE BHRICEETS L)

[16. 4ZHd]

ES

FEH 4%

BRAREAR « HETTIE

T - faprE T

JEZF oA REHE
#EmE (F7oFtk
D)

[11. 1. 1]

AFNEDOHRITED,
WALE 5 O H At
hEINZEOMmE
Ndh 5,

25 113 i /N A 2R
HtEMZ AT 270,
IS A PR S
5 EIHALE i % B
E¥oaLEXENT
W,

PBEESE (V)7 7
U AU A
i /I AR 45 £ 400 4l 4F
EHTDEA (T A

il L=k, zhz
BEITLZBETNND
%, Pf AR I
ifoj:%ﬂ{’lf)ﬂldiﬁff

AR FE i 7N AR BE £R 4
fERZH T 2720,
INSEAEHEAT
pEHmzBET S

EY %), MieiEmR Eo BENDD S,
#® (vyoFF—+F,
TIWNTTT—Y5%)

(8.4, 8.8, 11.1.1
2]
= R OB B E|AFOERNEET | CYP2CL9ZHET 2
(CYP2C19) #ME | 2BZFNNH 5, ek, AHO
ERSE S 15 VE A o 1 R
FATSI—) EMETT 5,
BROLtO M= | HMZEBET 28 % |SSRIOEEITLD
DA & E A NBHD, INREREE DS B 25 & A,
(SSRD (7 J)VRFH AFIEDHHITED
IOV LA B, HmzEhET2 &5
;t)l/ oV R AHN5,

)
[11. 1. 1Z:H]

® KM B #
(CYP2C8) DHE &

L)XV Z RO
IREEASEIN L . i B

72 % EH BN EH AR Y B
LT U= R BENNH %,
[16. 7. 12]

LFNT L F T D%

[16. 7. 22 1]

fR#4 (MRE-269)
D Cmax X FAUCH
mlzEoMmEnd
%, AEIEHHT S
A N A
NT D EEEZEET
5T &,

AR O T DO
&Iz k5 CYP2C8
FHEMEMHICLD, 2
15 FH O o
MWMT2EEXS
Nz,

m GEEARH) %)

M O EEEN M O GIRER & U T, B, Bl - gk, 2
HMIEE, FMESEND SN I END D, HillZERET DK
FERDEDN GG, HE5EPIEL, B ICMEREEEDOHY)
B AEEmRT ST &, (8.2, 8.4, 8.5, 8.7, 10. 2&H#]

11.1.2 B - +ZiEBER GEARH)

HimzfESHE - +HBBEERS SbND T END 5,

11.1. 3 FFigRERE S, BE
ALT kSR, v-GTPLR., ASTER. #E., 2EFRE HEETR
). W% EEARH) SEndobhdZEnd5, (8. 15]

1.1 4 mgtm/MMRED LR (TTP) A AR
TTPOHHER TH 2B R, ARAK, BHEOHIMER. &
RBEELE DRE I - SRR, /R, R AR ER O HH B % 5R
OHEMERM, FEE, BHERZFENRBELZH54I1C3. B
G EPpIEL, MERE (MR MER, SRk o RFE %23
) #FEEL. HEITIHUIMERBREOMEYRUEZTS 2 &,

(8. 1]

1.1.5 BIEMMK 0. 15K, FEEERMMRA (BEEAH)
nRuk, BRI R EE, FEEL T O RESSRED S NZGEITE. #H
PN MK, WERCTSE OREZERT 2 Z &, BENEDS
NEHEITE, B5EFRIEL, BIBRERIVE S OKGEDHE
Y iEZETS T &,

1. 1.6 M/MRiEA . BEREKE. BEARMENZ S AMERRD
fE (BEARHA)

[8. 15:Hd]

M 1L7 WEMREIZEFERMMBE (Toxic Epidermal Necrolysis :
TEN). EE#EIRAE(RAEE (Stevens-JohnsonfEIREE). LB H
. SMEARMERSERAE (WEAH)

11.1. 8 FEFIMEBBEAEREE (SRR
FHEIR & UTHS. RANA SN, BICHFHEAERE, U >/ Hi
JERE, BmERE. GFEEERIE . WA D ONERHBIZE A 0L S B
PHEOEERBBIERS D 5OND T END D, TDOELDRIERD
HE5ONEHBEIEHEEERILEL, BYRLEZT &, BB,
b RN RZTA)LZ6 (HHV-6) FED 1)L ZDEEMH L ZEED
ZEMEL, BHERIEBD TS, . FHEREREZS ORI H
DD NLBHT DI ENHHOTHERET S &,

1.1.9 #RMEMAR FEEARH)

(8. 62 ]

1.1.10 tEiERRAARAE (BEEEABH)

. &, CKER, M RORP A7 0 > LR 2R
ETBRERGRRIED D S, TS TRNBMESDE
ERBEENSGSDLNDIIENH D,

ML AR ACREEREE GHEARH)

BEORIMEEZSIERLITIENH D, [15. 1. 3BH]



11.2 20D EIEA

0. 1~5%Ai

0. 1%A i
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IfIRY3

R, #ifn, 48
BOOR) . S,
Ik AE L HR HE
M P H . R H
g, 28 A
i, QL@ i,
B/ 0OE CED. R
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Uy A, HIER
WD BRI A
IrEEERYE %

Aftiz, ORENH
M. fl i, A
T — 7 )V R B AL
JE, DU, B
i, FRGEH I, 4
P Bk >

ML

Mk

Al-P L%, LDH L
F. ML ILE >
E5

MHEER, HOE, #E

HILds

THIEERARER, B
2%, DN, JEH.
e, TH. 'R
. FERL. RIE %,
M -

G ERNEZ . AL A
B, O, BETRR
. A (D %,
AT, IR
B2, .

E RE I

7

P
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=

P

MR ER. CK
LR, BalL AT
o—)L E8. REA
®F, KER., 7L
TIVEKT

fHE b F . KR,
mREER. 73
—tYEH, CIF
Eg Na k5. NaF

i, T O i
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JIE # 1 FE B  %
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BiE. RERtR

USINEYE
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B B
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USCREEES
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LU, 8 s i e
(FZb. Fai
H) ., E#EE. £
HRAE, RGEkEeR. &
FAH, R, T
A, BRSBTS
B, WIE K
Vo AL

PRI, BEAR. ANEENR

BE, OB,
O SIER - S /i

JlIR=EA

BUNLS., fu#r L
TFZr LR RE
HEEn. MR, RIE
W REERG .
B REla S
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13. AEXRS

13.1 L&

R BB 7 REE AN S N TV,
14. BRALOFE

14.1 ERIMAEFDOEER

PTPELIZDFEFNIPTPL — bSO H L TR 2 X 5HET %
Z &, PTPY— b ORAREIC R D, BEWSUA A B R AFIA L
BIZRBEAZB L THERIAASFOEELGIEEZHHET S &

nNdHD,

15. ZOMDEER

15.1 ERER{ERICED < 1B

15. 1.1 BN TEBS N @#ERAZRRE L ZBREERBRICBV
T, AHI300mg & #] B2 555 24K [ D e K i /MR BESERE (B M
ADP#E fitmaximum platelet aggregation intensity (MAD : %) 3.
CYP2C19D X ##HEIZ IS U C. Extensive metabolizer (EM) 7.
Intermediate metabolizer (IM) #£. Poor metabolizer (PM) #D
G, 43.67+6.82, 47.17+5.71, 54.11+4.34TH D, F D6
HRIZH 7z > TAAKI7T5mg/ H &2 5 L= OMAL (%) &, =z
N32.87+5.10, 39.41+6.34, 47.48+3.60&L, PMEICHBWTA
O /MREFEIHIERAAMET U2, [16. 42H]

15. 1. 2 #RAMIC BT 2R EIEBIIRIE RN IETT 2 FE L 72 BE 205
& U BRI R OB OB ~ D23 W T, CYP2C19D
PM#b L <I1ZIMTl3. CYP2C19DEM & LhifigL T, AAFFHE5# DO
MERA RN MEROEMAHE TN TN D,

15.1.3 A > RV > H R B O 7 313 HLA-DR4 (DRBL1 * 0406)
EHMSHBETZEOWMEND BY, 5B, HAAIZHLA-DR4

(DRB1 * 0406) # £ 5§ 2HENE N EOHENH S, [11.1.11
28]

16. EMENHE
16.1 M9EE
16. 1.1 EEERAICZOE R LI)VEEgE (JOERZLILELT
75mg) ZRBICHERRO#KE L /-5EHA DSR26334 (FER#) D3
MIEREIN T XA —F U FDEBD TH B, 10
2O R L)V E 1% 452 5 O SR26334 D MBI RE )X 5 A — 5
tmax (hr) Cmax (/£g/mL) tiz (hr) AUCp-48 (1 g+ hr/mL)

1.9+0.8 2.29+0. 46 6.9+0.9 8.46=+1. 36
(mean*S.D., n=12)

b © 2 ML SR BRG], Cona ¢ SRS I UE R IREE .t/ 000

AUCo-4s : I8 i B P bR T (0~ 48]

16. 1. 2 E¥ZRIE R
(RE RS VIVESNg Th—71)
7O RTLUIIVEET Mg Th—") &7 5w 7 ZglbmgZ., 70O
AF—=N—jEickoznznlgE (VOERZL)IVEL Thmg) f#
FERRA B TICHAEERE OG5 U Tl RE(CARIRE 2 /IE L.
HBoN=HEYBHRE)NT A—4 (AUC, Cmaw) 12DV TI0NE AKX
W CHEHBRNT 2175 7255 8. log (0. 80) ~log (1. 25) D&IFHNTH V.
W D AW R S AR S 7z, 1D

(ng/mL)
154 X
—o— JOERT LIVEETSmE [Th—"7)
A —— S AEETomg
12 mean+S.D., n=24
I
L
i
s
B
0 2 4 6 8 10 12
5% 0K (hr)
HIEINT A—H BENTA—F
AUCo-12 Cinax tmax tie
(ng + hr/mL) (ng/mL) (hr) (hr)
270OE RTLIVEE
75mg [h—17) 29.26+10.96 | 11.09+4.94 1.27+£0.73 | 4.71+£1.42
Ty 7 A§ET5 mg | 29.47+10.62 | 10.92+4. 72 1.10£0.31 | 4.67%0.98

(mean=S.D., n=24)
MR ENETNCAUC, Cuad DX T A =213, #BE ORI, (RIKR ORI -
ReE DRBRS AT & > TRIRD WHENED D 5.
16.3 9
T MIUC-4-7 D E RT VIVEEER (V0 RJ L)L &L Tomg/ke)
ZHEROKREG UGG, MEHRIRER, KBy OlEHFIcB N RS
0. 25~ 2T BBl E L 7z, BOHRERES. THILEEE - HIEDIEI
m<, EM BHKOERHGTIMEN 572, iz, RE#GICLSE
RN DOEREITRD 5N TR, 1219



16. 4 {3

7O BT VIVEREEEIITIN S Nz, TR TRIC2D OREE TR
N5, $hbst, 1) TATF5—HITX D IHEMEABY T DH 5SR26334

(TR 2AERT RS, Q) EYAHBEET S 0—LP450

(CYP) [Tk 2EAIIRHE LR T 5 ThH 5, BEDORKER
HL T EHEREHADER I NS,
MIEFICBNTIE. RE(ARD RIS TE < SR26334725EICFIE L
Jzo Z70OE RTVIVOEBCEARHICEE T 5F N7 00— AP4505F
FEIZEICCYP2CIOTH D, ZDIZCYPIA2, CYP2B6, CYP3A4%:73E4
53%, /2. SR263341ZCYP2COZHEL. ZIL» O ek
CYP2C8ZFET S (in vitro),~19 [10., 15.1. 1%H]
16.5 HEtt

EERANICHC-4-7 08 R VIVEEER (Z7oERZLIILELT
75mg) EH[EEO#KEL LHA. #55H%E TORSEED REHE
HRIT P G HETREDRINNTE L, RHPICIZKAL%, FEARITIZRSLEA
Pt x Nz GHEAT—4),.20
16.6 HEDEREFT2EE
16.6. 1 BikpelEEEE
BB EBEEZ LT F 27U T S AICEDEE (5~15mL/
) EWEEEE (30~60mL/4y) D27)— TG, 7o RT LIV
s (PO RZLILELT75mg/H) ZSHKERO#RE L -
R, EEEEBRAZBEFCBVWTHEEREEAZBFITHN
SR26334DAUCIH &N > 72 FHEANT—%).2D
16.6. 2 FFikpelE=EE
JFREZS R E S EERAICZ O R VIVEREE (JaERI LIV E
L T75mg/H) #10HMIKER OGS LR REIMAKD Craxh’
JFREA BB T B W THBER AT L TRELS ER L. FHEDKR
TIREB27OERTLVIVHBEORBNOEZENRB I NI,
SR26334 D FHMBHHEE)N T XA —F IZIZENBO s Niaho 7=z GrEA
F—4),2
16.6.3 CYP2C19BIGTF LB EF T HEE
f@EERR A %2 CYP2C19DAHHREIC i U T3/E (B BEIF) 12/rF. 0
ERZLIIVELTHHIZ300mg. ZD#%75mg/H %6 H %59 5k
BizEmLE, CYP2CI9D2D DMz T2 (CYP2C19+2 .
CYP2C19#3) \ZDOWTWINMhZEREREAEKRIWVTN O AT O
HERELTHDOEER PMED) Tld. EMHEAHHHLOAUC)- 24 T
Cmax?s BAERUREEAAE (EMEE : CYP2CI9#1/#1) &Eb# LT
BT L. 2B, HANTBIT ZPMOBEL, 18~22. 5% & D
NH 5,229
TERERR AN 1 B CYP2C193i 5 T2 BIASE AL HAD
EIMBHEN T A — 5 T RIET HE

CYP2C195i fr 74D
5
EM ™ PM
300mg
o Py 20.8+9.88 | 10.6+4.73 | 11.4=4.25
(ng/mL)
(;%mﬁg) 1.144.67 | 7.00+3.81 | 3.90+1.36
300mg + + +
Ao o 30.9+416.8 | 25.7+6.06 | 15.9+4.73
(ng * hr/mL)
(;Emgg) 1.143.79 | 7.20+1.93 | 4.58=1.61

(mean=+S.D.)

1)

EM : CYP2C19%1/+1

IM : CYP2C19%1/#2 & % \\iZ CYP2C19#1/#3

PM : CYP2C19#2/#2. CYP2C19%2/+*3 & %\ & CYP2C19+#3/#3

16.7 FEMBEIEHA

16.7.1 L/SFU=R

R AIC7 O R V)VEREEE (LHLREIBHRM. ZOERZLILEL
T1HH300mg. 2~3HH7mg) ##45L. 1HHE3HHICL/NZUZ
K (0.25mg) ZBFAL7fER. L /X7 VU = ROCuw& TFAUC)-ld. L
N Z REBMPE Lz & & i UTIH B2, 5% USs. 15, 3H
HIZ2. 0K 3. 91z L 7z, £77. o3l 4R UL 2fETH 7= Gt
EATF—4).19 [10. 220#]

16.7.2 ®LFI /S

fRERk N B 22611z L 27870, 2mg w1 H2E10H B O 5. L. 2
oY RZ7LIVEZES54HHIZ300mg (h=21). #55HHM510HHIZ
75mg (n=20) ZROLG L7z, BMEES Sl T, vLF T
D Crmax FAUC) 1213, $%54H H Tl31. 355 M L. 445128 . #%5
10H H1Z0. 8% K UL 145 TH o 7=, FREIC. B L F 8T OFEMER
# (MRE-269) D Cruad PAUCo-1213. %54 H H TIZL. 69£5 K U2. 25
£, $:510H B TIEL 90f5 K% U2, T0f512 ML 7=, 29 [10. 2]

16.8 ZDfth

(BRI LIVEE2Smg T =7 1)
JOERTLIIVEE25mg Th—"7 &, ZVOE KT LIJV§E75mg
Th—17) ZEEAERAE LS, BHEEHNFESE W IN, &
WA [F4S E ATRE N 1D

17. BEERAIE
17.1 ARV ZLMECET S8
(EMMHERMNERE (LDEMENERELZRS) BOBRIDE)
17.1.1 ENEDTEHER
MRS EEEE 2RI, 7O R UIVikEE (JOE R
JUIIELTImE/H) IZDOWTF 7 oY EEEE200mg/ H 2 %t
SR E U Cfrlab - HEEMRILERE (1, 15161)) 2B 5 imE
FRORBEREMRNT L I2&ZA, FrOoEy  EEE2. 6% (15/578
Fl) Tt Lo RT VIVEREERES. 0% (17/5736F)) THO., ok
R VIVIREBENF 7 0 E D VIR & RS o mEEEROY 27
REIRZET D ENRI NS ONF—KRE0.977), /-, MR
MR (BERED>, G ek, /R . RS ReRE, Ik
S D H i K O DO BEREIER ORGOREFKIX, Fr0
YU U HEE15. 1% (87/578%) 1Tkt Ly O R LIVERESHET. 0%
(40/573%1) THvD., Z7OE RTLIVEHEIEIZBWTHEIZE,N >
7= (p<0.001) .29
7O R LI)VERERE O X772 8IfEME v -GTP 1. 58. 2% (47/57561) .
ALT LR7.5% (43/57541). AST_L55.9% (34/5754). J&F i
4.9% (28/575(51). Al-P_L5F4.2% (24/575f%1). SHim3. 0% (17/575
B THolz.20
EEMBERAAM (PCl) DERAINBEMMS KRS
17.1.2 ENELERR (BMEERE FREROE. JESTEROH
EE))
JEST B2 M EEMBEERFE 2RI, 7AEY >81~100mg/ H 2 3
WEE L, 7O RTVIVEEE (JOoERITLILEL THEE
300mg. #EFFE75mg/H) ICDOWTF 7 OE Y U HEEH200mg/ H 2
KR E U Tirb = EE R G (79961) 2B 28501
N> b Gets, 2vhOmiEsE, miTEEfomT) DOFRBIRZE T
L7z&Z A, FrubEy 9. 52% (38/39941) 1KLLy ot R
7 VIVEREE10. 25% (41/400%1) Td b, 70Ot R LVIVEEEED
HHMIF 7O EY UEBESRABRETH D Z LRI N B
P 22 s B -0. 73%  [{95% (5 FEX T © -4. 87, 3. 41]),
—%., BWERREBRLIZ., F7 O D HHREHES5. 3% (219/39641) 12
FLUZOY RTLVIVEGEEE44. 9% (178/396%1) &7 0¥ RJ L IVER
B TR > 7= (BETE 22 SUHEE 6 10. 35% [ f195% 15 X [H] :
3.43,17.28]).
27 0E R VIVERREE O F /2 @IEMIZ. ALTHMNLS. 2% (60/39641)
ASTHE/N11. 6% (46/396%1). v -GTP¥4iN9. 3% (37/396%1) . M
ALPH#ANG. 1% (24/396%1) TdH o7z, F/=. BEARRHIM. MikEE,
IFHERERE = & O 5 IHIC B > 2 BIER O RBEOKRENE. Fo 0
v 29, 57% (118/399%1) 1ZxtL 7 O E RJ L I)VEREEIE A
24.25% (97/40061) TdH 0. EEMR/ N /ST OFEESZEL
FEMRETIEZ 0E R LVIIVRBENAEEITEN > 7= (p=0.0358),
Hififkr X> b (BEFER) ORBERII/ZOE RTLVIVHKEET
7.75% (31/400F) . Fr OB Y > TS5, 01% (20/3994))
(Pearson’s x %M : p=0.1135) TdH 0. Hintk+1 N> b @IE
) OFBRITI OE KT VIVEEE T2, 00% (8/40041), FroOE
D U T2, 01% (8/399%1) (Pearson’s x MR : p=0.9960) T
Hol. -, BEGHBI~THBICEHR L2t x> b (BE
L) B/ OE RTLVIVEEE T3.50% (14/400%1), FroEY >
WG T3.01% (12/399%1) THo/z. BBARLHIMOFBEHEIX, F7
O Y IS BT 28RN /S 23R 51751 Tid2. 62% (10/
38261 . EBIARINA IS A HEITHITIE70. 59% (12/17%1) Td->7=0
L, Z70E RTVIVEEE TIEZnThl. 88% (7/37341).
59.26% (16/27)) TH o7z, £z, 7OV RJLIVikEEEOEBINR
INA S A HEFTHNIC BV 2 BRSO FIREKIL, FEER/NA /82
1T G ORI 7 H LA L OIEFITIX3/76] (42.9%) THo7=D
Wt Uy (87 H R OFERTIE13/20641] (65.0%) THo 72,20 [8.2.
8. 8% 1]
17.1.3 EINE N (ZEFOE. FRIBEOHEE)
R R BIIRE B 258 & % 22 PO /B IA M O R 22 R 2
R, 7AEY >81~100mg/HZ2HMKE L., 70OE RZ LIV
fgt (7o RZ L)LV EL THIEIE300mg. MEFFE75mg/H) 12D
WTF I OED HE#EE200mg/ HZ MR E L TiThbN/z_EER
teEgEkER (93141) ICBWTIL2HB EF TOFERELA N K (2 TDHE
. 2O mEZE, nfTEEmoiEiT. A7 > MRE) ORER
RREMFTL-EZ A, FrOE D M. 7% GEBIEIE 45/
465f41) 1TxtL 7 0¥ R LI)VERELHES. 0% (GEBIEIG @ 43/46661) T
Hol ONYF—RL0.945 [iMI95%EHE X : 0. 622, 1. 436]), =
oo EEL - LB N R (BETORE. 2 OMEZE, nfTE
B ORETT. AT > MIAE. WMEAEH) ORBEHLSFEEKC, F
70D IR0, 4% (GEIREG © 48/465(1) 1oL 7o RT L
IVERFEHES. 0% CREIEIE : 43/466f) TdH D ONT— KLK0.886 [
I95%{EHEK [ 1 0. 587, 1.337]1). 7 O E RJ LIVREEE OB
FrOEY UEBEEFEETH D I AR I N,
—7. BIERRBEIEE. FrOoE 2 U HEmEE39. 8% (199/5004)
Wt L7 O K7L )UTERE20. 2% (101/49941) &7 ¥ R LIL
MBI TN 7z, £/2. EAAHIM, MgFEE, FFHEERE RO
BESHRIEICESZRER 2EA LEEEOL12EH £ TORERER
3. Froey B30, 9% GEHEIG - 159/46561) Il O



ERT LIVERIR A8, 9% (RBIEIG : 47/466%) THD, VDOER
7 VIV A Z I o /2 (stratified log-rank test®D : p
<0.0001, /\H— RI0.259 [FifI95%{ZFEXM « 0. 187, 0.359]). Hi
mPEA N> hOI2HEHE TORBREEARII I OE KT LVIVEEEE
1.3% GEHEEIG - 6/466f1). Fr Ot D HEREIE0. 9% GEHEIS 4
/465%1) THERZIERD 5N o /= (stratified log-rank
test®D : p=0.5292, NY— RI1.497 [HE95%EHEXM :
0. 422, 5. 306] ),28.29 [8 8% M]
17.1. 4 /B EMABER
JEST EH 2 e i i RE R 12, 56201 2 5t G & U /= —E B M Hhiid i
(CURE) T, 7AEU >75~325mg/HZEMHKEL, 7oL Ry
LIVEESE (VOERZLIILEL THEE3NOmg. #HFFE75mg/
H) iZ2WTTIRERRIC, mEEFR (DMEE. LHEE
KOz H) FEREOU X7 EARERF L. 7 O0E R LIVEE
H1X19. 6% DMt U X 7 AR REF T2 MR nk (p
0.001), FE/=. mEEER DMESE, OIHEEE, T K OTREE
PR M) FIED U AT AR ICONTSH, JOE RT L IVEL
13, TR DY A7 MAMBEEZET D ENREI N (o
0.00D), 728, E£@mzE&Hd HiOFERRIIIHEFICZEITRD S
Nniznhoiz (p=0.1251),
BEFRLORIRZ, /OE RT LIVEEEERA4L 7% (2, 612/6, 259
). 75 tRE40.1% (2,530/6,303%1) TH D, WMEETIEIEFRZET
Holze TTEREELD B OE RT VIVIREEIERE ORI R 0. 3%
Pib@Eho = GEERT. FEED F 2. 4% (148/6, 25941) . & 57
1.5% (93/6, 259%1) . #f5E1. 4% (87/6, 259%1). F51. 1% (70/6, 259
Bil) TdHoiz.30
(CRMEENREEICH (T 5 - BEFEROINF))
17.1.5 EWNEIARER
RHEIIREBEEZWNRIC. JOE RTVIVEREEE (VORI L
JLELTImg/H) IZDWTF o/ 0D VIE#EE200mg/ H % ki HEEE
ELTUTbN e —EERILEGSR 4314 ITBWTI2EE T
BN (WEEZE, DEZE. 20O LmES, ik N
Mk B AR DRBERBAREMTLIEIA, Fr/OED VE
fe360. 9% CREBIEIG @ 2/21661) oL 7 0¥ RJ L IVEREEHEO. 9%
(GEHEIG  2/21560) THD. 7 O¥E RT LIV OHMIETF
JOED VIR EREE THh D T EAVRE I Nz,
—%. BWEAOI2EE £ TORBREERIT, FroEd VR
35. 6% (FEIE|G :77/21660) WLy OE KT LIVEREEELS. 5%
CRBIEIS : 35/21561) &7 0E RV VIVEREIENAEZRITEN S
(stratified log-rank test2 : p<0. 0001, /N — KEE0. 403 [[i{H195%
fEFEIXR © 0.270,0.603])., 7 OE RV LI)VEREEE O E/281ER G&
BR25LL B) 13, v -GTPH¥ K CALTH MM E iz n2. 3% (5/215
Fl) Thol. iz, ERAHIM. MEESE, FEERERCEE
REIERZEG U012 E £ TORERBE LT, FruoEY
CIGEEHE13. 6% (GRIREIS - 30/21641) XL 7 O RJ LIVEEEHE
M2, 4% GEHEG :5/2156) THhO., 70OE RTVIIVEHEBENEE
WKMo 7z (stratified log-rank test®2 : p<0.0001, NY— KLt
0.161 [F{EI95%EHEX [ : 0. 062, 0. 416]), HIMHEAEEFRDOI2EE
FTORBRERIII OE RT LIVEREES. 4% GEHEISE - 19/215
B, FrOEYIERET. 0% GEBiEIE @ 16/21661)) THE/MAAEX
D H5NMBMMo 7z (stratified log-rank test™ : p=0. 4478, /\Y'—
R 300 [Wif195%{SHEX R : 0. 659, 2. 561] ), 30,32
(EmMMEKRIERES (LDEMMEREZR) ROBRINFIRVRE
EiREEICES T 51042 - ERFZROIH)
17.1. 6 B 86 MARELER
BRI AR O it i P R BRI R SE) 19, 18541 %
HWRELZZEHEHRILEE (CAPRIE) T. 7/ OE RJLIVEEE
(ZBERZLIVELTHBmE/H) IZDWTY XAEY >326mg/H %
SRR, ME A R PEAK I R, O T R 2R E T NI 5 5E)
FIED Y A7 PR ZEREF L. 708 RT VI)VEREEIRIZS. 75D
Y R WONRERT D LIRSz (p=0.045), £/, M
HOREERFEHL (yO¥ RJLVIVREERES6. 25%. 7 AED >
BE86. 48%) ITZEITFBD 5NN 7z (p=0. 640) .3
D 7 AEY > ORiAEEIRI % KT & U /zstratified log-rank test
1¥2) Z DA DU /NREE D DFFH O B, D FEFE 35 2 AR I P4 AN 1 A8 P D BE
AT EOHE DFH M, R O & 0F O M2 K+ & U /ostratified log-rank
test

18. EHER

18.1 E R
7 OE RT VIVEREIE OIEERH P, A el /MR O ADP
AR T4 1 TP2Y 120 EJH L. ADPO#EEZET S Z &I2&D,
M /NR DIEHEALIZ D < M/MREEZWIHIT 5, £iz. Ty MIH
WTRDENZIT—F O MOMKEE O > E 2L 2 M/ IMEEE
ZxT 5708 R VIVIEBEOMEEMIZ. 25 oRligick->
T /RN 5 B 1 72ADPIC K 5 Ifit /N R SE 2 Il 9% & &2k
DL EEZBND3P3D 8. 78]

18.2 M/MREEEINFIER

7 OE R VIVEEE S in vitro T /MREREMHITER 2 IR
T, ROES%. FoREz220 TEER#Em &0, ADPHIKIC
&£ 2 i /MR OIF LI I D < i /IREESE 2 HIi1 3 2, 39 30)

Ty hTIRIT—F 2 ROMERRE h O > E 2K D l/MREEE D HI
HlHEDENTIND,D

f@FER N B T246ic 7 0¥ R L )L10~75mg/ H 210 H M X E & 0
5 U7z E, I/ INEESE S 2R D 38 i B OV HE i R R D JE e 23589 5
nTtns,®

TERERE LB 2 K RIC, ZOERTLIOO—F 127 K=X #)
[E1#%5-300mg. % HLARIE75mgZ 1 H1[m5HEKEROES) &3k
O—5 4 > R—=X (7T5mgZ1H1E6HMEKERO#&KS) DOFE -
FABRTOZ OZAF—N—iRIC L 285270, /MBS I 7E
CDOWTHRE L, ZTO#E, O—F 1 > 7 R—XFIX, Fo—
T 2T R=XBRTIL, F)[E3G 20 R0 S if /MR EEE IS 1E
(fn /MRS OMED) ZR U7z, 300mgd O —F 1 > 5 K—XIZ
K0, #E5HHOM/NMUEEEIH#RIT30~40% 2 R L, HEIj#/3
HERMICERIRE EE 2 5N 5 M/MUBEENHIRD L N)LickE
FHEODELTWED, O—F 1 > F R=X%& LRBWEETIIES
1 H D ifn /MR EEE I HIZRIZ AL, T dH > 72,39

fERERR A BT 15612 Gic 7 0 E RZ7 L)L (7Tomgw1H1E) Z10H
HIKEH G %, RAM/AREESEGE (e M ADPEEmaximum
platelet aggregation intensity (MAD) D[EEHIK ZRaTL 772, FO
R 7 OERT LIVOE#KEE#ZTH BIZIZMALIR EhifE (7O
ER7 LIV GRIMAIE 15%LAN) 1CEE L7240 [8. 22 /]

18.3 HiMEHMR

70 R7VIVERRBREIR. BORGICED. mMIOTEEICHED
MR ZNGIT 2, 7 0OE K7 L)VEiEREIE P KINE) IR iz £
T (Fv B B#ERS v > FETIV (S v b)) EIREIRE B
MEADETIV (f X)), SEEIRNLV— > NEEEETIL (T5F),
A7 FREBEHERS v > FETIV (THF) BV TIRIERE
HHI L PRINEIARG IR € 57)) TR MR T BRI EE D TREZE
BA REMEN L. SHBIIRNL— > NEHGEETIV. AT > ME#E
RS v > M ETIVITB Y 2 MBREEMEIRIRIE T 2D > LHf
AU 7z & EHIBRL 7= 40~

19. A% ICEAT 3 EEHNME

Mg

cl
H

(jON “CH;
. 0

—i&4 7o ¥ KT VI)VEREE (Clopidogrel Sulfate)

{b*:4 : Methyl (2S) -2- (2-chlorophenyl) -2- [6, 7-dihydrothieno
[3, 2-c ] pyridin-5 (4H ) -yl] acetate monosulfate

7T+ CieHisCINO2S - H2S04

T 419,90

R B~ ARORFBEOM R XIIM K TH D, KT A
5 ) —=)NEFRT L, TF /=)L (99.5) ITOREITR
TV, HICE> TR ICEE LIRS, BEREENRRD SN
5,

* H>SO:

22. A%

(UBOERSLIVEE2S Mg Th—7 1)
10082 [10%£X10 : PTP, #1&HIA D]
5008 [108¢X50 : PTP, ®&HIA D]
1408 [1488X10 : PTP, #J8KIAD]
7008% [148¢X50 : PTP, BAEFIA D]
30088 [NT. #EFIAD]

(OB RS LIVEETSMg Th—D1)
100 [10%£X10 : PTP, ¥ KIA D]
5008 [10%EX50 : PTP, #4&XIA D]
1408 [1488X10 : PTP, #J8KIAD]
7008% [14%%X50 : PTP., #4&%IA D]
3008 [NT. HRFIAD]
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