20244F 1 HEGET B L)

g?ﬁ%ﬂé 3%1;5@@ ?)'"_l,[[]]’] \*ﬁﬁu EIZEF’_EE‘:ﬁi];gZO
=g ORISR .
20E R L Ib&25mgirre
(X R\ N
20ER2 UL Ilbg75mgirep)
Clopidogrel Tablets [FFPJ
$25mg $¥75mg
L S, & 58 & = 22700AMX00465000 | 22700 AMX00466000
(7% - EMSOMSTEI L) fT 52 ) AR 55 B A 2015776

2. B (ROFBEICEBRSLEBEVI L)

2.1 i L Twa B (k. BN, HALE i,
PREGIIL, WEIML, A A IS [z Ry 5B h)
5]

2.2 AFN ORI LBBRE DB D & 5 B

3. #HRE - MK
3.1 #8R%
Wi sa ¥ K7L IVEE 70V K7 LIvEE
- 25mg [FFP 75mg [FFP
ER 70¥ R7 L)V 25mg 70 ¥ R 7 L)V 75mg
a mj; (HR 2 0¥ 7 LVERESE | (HR 2 0 87 LOVHREE
e L LT 3263mg) & LT 97.8%8mg)
WARINE, ~7uaT— v, TN T LTy T, e R
- o> 7ulkio—2A, ba7zu—)\, ¥ aERER
s IAFNV, b TaAT—R, BILFE . Iy, ATy
Ny
3.2 HHEIDMIR
Wi, 70Vt F7LIVEE 7Y N7 LIVEE
L 25mg [FFP 75mg [FFP]
o - FHE Ea~EEABD 7 A VAT —F 4 v T8¢
i HETH il il i)
e = =
[ERES EE & HAE i) =
YAX | w66 | #1200 %37 | 86 | #2690 | #47
mm mg mm mm mg mm

4. HMEEXIFHR
OEMERMEREE (REMNBISEZIRC) ROBFEMNF
ORRHBENRAZELHT (PC) @A E NS TR MM DERES
SMEERE (FRERDE. JE ST EFOBHER. STk
SRDEER)
REDE. FRIBEOEHER
OFRMEENIRE R (CH (T D MA2 - FALAZRLDHNH

5. FEENXFFNRICEEET DR

(RREEIRAZ AT (PCl) hERENZEMMSEEREE)
PCI 28 H 75 O R DR BEZE~NOHRE TR TH 5. &
BIIREZI &0 IR D 2 \WCISTBEIIR A 7S 2 AT IR

JE 5

SN, PCLA#A L2 WHAIZIE, DRo5E#Ez 52 &,

6. FiENUHAZE

(EMMRMERE (DREUMEREZIRS) ZROBFRIMED
WE. KAZIE, 2 RZLVE LT 7Bmg & 1 H 1R
5350, Fls. KE, ERICKY 7 E R 7L )L E LT
50mg % 1 H 1 [EO#H%5-3 %,
(BENESIRRZES (PClI) HERINSEMMIVES)
HE AL, GBI ZaE KL v e LT 300mg %
1H1IEREEOHRSGL, 2ok, #MfFas LC1H 1 75mg %
FOHS$ 5,

CGRIEBIIRERE IC S DM - EAZREOINHED

WE. RAICE, 7O FZLvE LT Bmeg % 1 H 1 EERO
53 %,

7. BERUBREICEEYT 22

(GhEEILE)

7.1 22O G ERET S 2 EHAEE L, BN 1 AR
2BV T AT G- R T LEHER DS A H LTV B

(EMERMERE (DEEREREZIRS) ZOBFIMGED

7.2 Bl % #5R$ 5 BENH L 0T, FIoHiEm,. Fo%
DHDHEBEEHEIZOVWTIE, 50mgl H1E25#%5 352k,
[9.1.1 &)

(BEHEEIIRAZ A (PCl) hERENSEMME RS

7.3 PL/ICEE R G HBE R, 7A€~ (81~100mg/
H) T2 2 8o PUiIMIESEZFIBEH e T thof%
Hl#zonwCid, BNNORHOTA FI4 0 E2BE 2T
Lk,

7.4 A7 v MREBENORFGE G L7 Y EIERE SR O BT
XrxnTEHIT LI L,

7.5 PCI{ATHIICZ7 B ¥ R L)L 7omg 24 7% < L b 4 %S
ENTWVBEAE, O—F 91 v 7 F=X#%5 (%5HKBEIC
300mg #4535 2 &) 1ZMIETIT ARV,

8. EREUEXNIER

(GhgELE)

8.1 AL IR A ESEBER (TTP) . MR ERAE, HEE 2 T
BELEDER LB 52 £ 035 50T, %5
2 7 HRIE.2 M 1 FIREE QMBSO FEE LET 5 2
£o[11.1.3, 11.1.4, 11.1.6 ]

8.2 AHINZ L A I/ IREREIIHIATHRE & 72 5 X 9 T o¥aic
. 14 BRGNS 20 1k3 2 2202 E Lv, 2B, T4
BRI A T 5 2 ERHR WA IEE R IO ) R 2
NEELZEPHEESNTVEIOTHSICHET L L, £
7o G- I R O AR E R ZEME D ) R 7 DFEVER] TR,
WY e SHEPIHRSE 2 L 5 2 b o TITRICAR OIS D5
AT, PWEM oI R L THhALHERT 5 2 &,
[11.1.1, 17.1.2, 18.2 &M&]

8.3 BIMLEAFHHE T 2 BENOHLGALEE AT, KA G-HiE
FonIEO T Pa— V527 2 &, [9.1.1 &R

8.4 HEEREOE VMMM EREREZ BN, TAE
VB, 2 0¥ RS LOVHENC AR R 2 IO 5
BIER OB THE SR TwBY , [10.2, 11.1.1 ]

8.5 il x e = FEMMEAE VL E X2 5N LA ITIE, ik -
A EETLIL, [11.1.1 BIR]

8.6 HRMIMAN GHEMALAS b a Y R7F 5 AF VHH (aPTT)
DL, 4 VII R TEERTE) 5o bhb bbb,
aPTT OERENRO b N2 HE12iE. BILOF 220 5
I BREMIGROWEEME Y B L. BME & #iET 5 7% L
YR uE 2479 2k, [11.1.9 ]

8.7 BHZIITBEHF LV IMML LI 252 L &FHL, BExR
IASFR D & N A R EAE T 5 L ) EEEIRT 2
Lo Fro Ml (A 2R3 ABNIIE. REIEIRAL W

32
L



L2REREMICLTmAS L) BEIERYRT I L, [11.1.1,
18.1 &)

(BEHEIRFZRS (PCl) DERINSEMMIVES)

8.8 U—7« 7 F—A#5 (#5-MIEHIZ 300mg #5345 2
L) RUOT7AE) Yy EOHIZE > THILO Y 27 25E F 0]
P HLZEEZTHEE TS £, [10.2, 17.1.2, 17.1.3
ZH ]

9. BEDESREEIHEEICAHTIER

1 GHHE - BIEEEDHDIEE

9.1.1 koBHE IO GHREIEL R bBENNH 5,
MR O FORROH 5 ER[T.2 B
BT DS ERR LT\ 5 BE# (8.3 &)

ARfAEOEE

9.1.2 fiDF T /EVUIVRER (FOOEIVERIESE) I
UBBEDEIEEDH D EE

9.2 BiEEEESEE

9.2.1 EELBEZEDHIEE
WO GRS T b BENDD 5.

9.3 FFEEEEEEE

9.3.1 EELHEZEDHIEE
WO GRS T b BENDD 5.

9.5 IT®
TR IR L T A RO & 5 e, EE EOFREE
Hfakitt% LRl LB SN DGEEICORKG 52 &,

9.6 1=ZIR
EEEOBFIEER OCRILREOR A ZE L. 2O
kARG A 2 L. BWER (5 v b)) THITHICBATT
LI ENRRESN TS,

o

9.7 INE
INRER IR &L BRERBRIEEM L Ty,
9.8 SinE

Wi L BB L, BEORBLBIS L 42050, HEICKS T
52 Lo i TIdEmigRe. FikRe. AR O A Bk RE D
BTTFLTWEZENEL, $EEPDRENIS Y . Wi
FORWERDH b3 v,

10. tHE{EA
AFNE, 212 CYP2CI9 12 X DiEMHEAHMWIRH SN D, £72,
KR D7V s RIA AL CYP2C8 & HET %5, [16.4 =
]

10.2 HAER (HRAICERISZL)

FEHI % BRI AR - 3185

Wy - fabriR T

A5

SN - WARES

Wiy - falriR T

5 KB m R
(CYP2C8) DIEE &

L7 ) = Kol H i
FEASHEIN L | U FE T 1

[16.7.2 2]

7 2 3 MY 2 B2n)
AV = Hbo
[16.7.1 2]
L XNy L F 8T DAL

# % (MRE-269) o
Cmax MO8 AUC #5H4
M7z & DWEDD 5,
KENEPRAT HH612
b L F ST O
REEBTHIL,

KEFND 7 W70 v
EfRI2 & 5 CYP2CS [H
EERICED . SN BHE
Fl o 1ML BE ASEE N
LEEZOLND,

i 73 72 CYP2C19 %
ELE
V77 EY Y

ARFN O 1L/ EE
MRS NS Z LTk
DI A2 HEE D
BENWDEDH S,
V77 ¥y EDR
73 7% CYP2C19 75 & 3
OB Sk
HEFE L,

sa ¥ F7 L VIEEIC
CYP2C19 |2 & » Tif
REWICRH SN D72
. CYP2C19 Bk % %
Y 53K & OIS
L0 ARH O A
O LA v FE A3 38 0§
%o

E kA

ARFH D IILEE i E A
TIe2BENDD 5,

E)V kA DOHLEES)
PIHNC X 0 ARF WL
MNREETLEEZONR
5o

O ANAY T~

KFH 300mg DG
O ANAYF D Crnax
2 1.31%5. AUC 22 1%
5L AH 75mg DI
EGH AN S F
YD Cmax 121X HER
3. AUC A 1.4 f5 L5
L7z OHERD 5o

AHENZ LD g ANZS
T DML EEE DS A
T 5

1. BER

WROBWER N S Sb b 2 LDdbHDT, BEE 51247V,
FLEISFRD S NI G- % kT 5 7 ) 2 i 2 AT

I
11.1 EXFEHER

11.1.7 Hiim (Bith M3 DFEZAIHIM (19 4) | BERR T IEE (0. 1%
A MO EEA) . T, SEBEm. REHM (W3h
b 1%A0i) . BIENIMAE (0.19%A0). EERIMAE (0. 19%4) «
RIERMIM GHEAY]) #F)

i S D BEHEE N I O HAEIR & LT B, Bl

M - |

HREEE, RRIEEDRH b DT DD L, MIMERET 5
FRARSERDBED N a3, G2 Pk L, 85 ImERE 2 S
DY) AR FERT H T Lo [8.2, 8.4, 8.5, 8.7, 10.2 &

A7 m A FREH A
(57 )
[11.1.1 2]

AEIE DB LY 0
L& 2 5 o Mimsy &
ENTZEDHEDD Lo

AFH I /N B 4 0 1
TERAGT 5720, 21
LA EGHT D LMW
fLEHmzmEST % &
ZZbNTwh,

PLgERESE (Tv77)
PERAYADIVZE I 1%
AREE LI HIEH % 5
LHFH (T ALY L)
AR RS (7 0 % F—
B, TIVF T T — P
(8.4, 8.8, 11.1.1 &
sy

I L 720, 2% B
TLEBENND Do B
FH R L2 A5 o B
RICIEET 52 &,

ARF L /N B £ 0 1
ERzHTH720, 21
DEHF LT B L
MmzdhRdsBLhn
b5

# R W R AR OB A |CYP2C19 #HET 2 2
(CYP2C19) #llET | BZNDLH %, LT XD CRF O
% $EF) A O LR T
FRXT T =) T 5,
Bt b=\ RS % B2 SSRI 04512 & 1 i)
D AHBER (SSRI)| %% 5. WSS S N AH]
(FVARFHI v~ A EOPERIC &Y iz
VR RV T Ui BhETLEEZLND,

PRI
[11.1.1 =]

Het ]
11.1.2 B - TZHRBESE (HEAH)

Mz ) B - T 2BBEEr S5 b b 2 id b,
11.1.3 FTH¥EERRE. =/E

ALT b5, y-GTP b5, AST LS. #, 2HHA%L O
EEARW) | BF9 CBEEARI) 555 5 b - L hidb 4. [8.1 B

iy

11.7.4 MARMIVIMRRIAMESEBR (TTP) GHEEEAH)

TTP OFHHEIR Th B2, EHRAIR. RIS O IR,
HARBEESE QR - AREIR, MG A, BERR IER O 3]
RO B S M E ML, FE2L, BB EE2 53 L 23611,
EHICH G A d Ik L, it ERmEk, siiRmEkoE e
RE) RHEML. B UM o B 2 LE F 1T 9
Z k. [8.1 BIE]

11.1.5 REAEEMERRR (0.1%K0m) . FEEERMERTR (B AH)
R, PRI AIEE . SR, S O BE SN 5N HE I,
TR IR X A B CT St 2 29 5 2 Lo B
ROLNIZGEITIE, S E Ik L, BB RERVE CHIOR
GEOBY) RUEEZITH Z L,



11.1.6 MUVRREI . BEEREREE. BEARARMEEMZ ST IMERH
EE CBEEEARBH)

(8.1 =]

11.1.7 BB HREFIRIERIERAE (Toxic Epidermal Necrolysis:
TEN). REHIEIREIREY (Stevens-Johnson fEREY). %
SR, SIERAREERTHRAELE (HE R

11.1.8 EEIMBBAEEIREE HEA)

FEER & LT3, DA S, HIZIFHEREREE, V) 2%
FBENR . PIImEREON. APERERMEL . WA LOoSERIMIAE A
BEEOEELRBBIEIREDHEDbNLEZEnDbH, ZDLH %
FEIRDSH B ONIE I3 G 2RI L, B REEZ1T) Z
Lo BB, B FALRZAYAIVA G (HHV-6) D 4V AD
FHEMAL 2D S 2% (L ik th b 5095, 2. ITHEE
EEEDOIERDV IR D 5 VITBEALT L LN H LD THERET
HT L,
11.1.9 #XMMRR HEAH)

[8.6 =]

11.7.10 #EINEARLARAE (HFUEANHT)

A, B, CK k&, mikRm I+ sraey L%
e & 3 BRERUBRUEIE DS S & b iv, AU E > CTAMEREE

FEOHEELERENHODNLZ DD,
MAMN A VZAVVECREEREE (HEEAH)

HEEORIMPELTIER T LD DD, [15.1.3 B
11.2 Z0HDEIER

0.1~5%Aif

0. 1% i

BEEA]

iR

Bz F i, i,
BBE (). SR
I, dkIiER, R
HAIM, B A I
R, Mk, %
IR L, AL
B, ~Ner 0
YA, ARk
HEZ NN |
v Mg, H Bk
WA IR
AL PRk S

HfE%, TIEN
L, g
HF—F OV
I, VS
i, WS, R
W, R ER
o

JliRTERTS

JFF R

Al-P k&, LDH
LR EE ) v
S

MHFESE, NHATEE.
HH

HALE

HbE A, H
Wade. IAZE, 18
L MRS, T
BAAIR, 5.
A gE, N

JEEER G HALAS
B, g, B
. oA (D
%%, AR,
W2 | R
HL, B I

Kl (EAPER
Wik, >/ SERE
IS PONS

R

it

(v

N

o R A
CK s, #aL
25 —)v 5.
HMEHKT.K -
H.T7TNVT I
KT

mHE L5, KT
B, I AP bR R 1
. T73I9—¥L
A, Cl FF&. Na
5. Na TR

S5, 2
IR 1 TN
HLIE

G #Lath f1 BE
%, IRBSHTIE

TFTATRY
—. BUR LB
B IMETEE. &
ES L

S EN A

TN
L

B g

MR Fei., R €
s 57« LR
L R
HLOAEEIE, R

S

PRI

0.1~5%Ai 0. 1% BRIEANTA
WS | BUE. SIE, ©| LU, e
QN B U52h. Fik
TG . Bk,
ANHRAE . 75 ik 58
Je, HEERL K
ME., TAD A
MRA R
. IR, R4
25 H)
TR IR AR, AN |EhIE. LR Mm%
R W M. DRIAEL
BT IR
i BUN E&. e 2R b d . R [SREkibe
yLVT7F oy b, HEHIR, R
S R\ RN, | Y
B R ik i 5
o RAERETE, B
FehERE
- 2% W, SNk
M7k, %%
Z DAt 1Ty, BHETZE. | SRR g5 W | . BIERR. 2
g, A Fluk. BELE | WILLE
Wi, ROARE) [ FLIT W
%, fLg. tBE
& . 25k
B2, B, M
B9 TR IE
#E. CRP L5

13. BEKRS
13.1 &
W B T AN S LT e g

14. BRALEDEE

14.1 BERIRMAFOER
PTP WEEDHEANI PTP ¥ — b 25 LTRSS L) 8
YL L, PTP ¥ — MOREKIZ LD, S A2 Al AL 5
AHIA L, EIZIZEIL2 B2 L CHRRAASOEE 2 AHEE
BT EDD D,

15. ZDMhDFEE

15.1 BRRERICES 1B

15.1.1 [EIN T S 7R & R & L 7z BRIRSE AR 12
BT, KHI 300mg % # A5G- 24 W5 o i K I IVCEE S g
(5uM ADP % maximum platelet aggregation intensity
(MAI) : %) (. CYP2C19 Ot fiE 128 U C. Extensive
metabolizer (EM) #£. Intermediate metabolizer (IM) #.
Poor metabolizer (PM) BEDIEIZ, 43.67+6.82, 47.17+5.71,
54.11+4.34 TH Y, ZDfk 6 HMIZH7> THRE| 75mg/H %
wH Ltko MAL (%) &, 212 32.87%£5.10,
39.41%+6.34, 47.48%3.60 & . PM 2BV TAREI DI/ KA
HFEIFIER M T L7222 5 [16.4 ]

15.1.2 MM BT 2 8K 1 BRI oAl i 17 %2 792 L 72 3 %
PR & L 72EREERY OB OBSEY D 12BWwT,
CYP2C19 ® PM & L <& IM Tix., CYP2C19 ® EM & Itz L
Ty RAFGHOLDMERA XY MEEROMMAHRE ST
Wb,

15.1.83 1 v A1) ¥ HUOSREEREE O 5L HLA-DR4(DRBI *
0406) & 58 < BT % L o#ERH 59, eB. HAANIL HLA-
DR4(DRBI * 0406) % t A 5 2 BHE DS H W L O G H 59,
[11.1.11 =]

16. EYENRE

16.1 MAEE

16.1.1 BEEi%5
EHER A 7 0 ¥ R 7 LVEERE (7 a ¥ FZ7L)LE LT 7mg) &
TRl AR 4% 5 L 72856 @ SR26334 (FEREY) OEMEIRE/ XS 2 —
FWRLUToEB) TH D0,



7 0 E 7 LOVERERIEHL RIHE (145 58 SR26334 DS ERE/ ST A — ¥

. AUCo4s (ug-
Trnax (hr) Crax <,Ug/mL> ti2 (hr) hr/mL)
1.9+0.8 2.29%0.46 6.9£0.9 8.46+1.36

(Mean*S.D., n=12)

Trnax 1% 25 ML P JEE 35 1

Cormax © ¥ o IME 2 1

trz -

AUCo-4s © IMLHE P LR AR P TERE (0~48 IER)
16.1.2 EYFHREISHHR

HENT A—S BEINTG A4
AUCo-24 Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
sua¥ K7L
JVEE 75mg 3.64£4.00 | 1.92+1.67 0.8+£0.3 2.5+x1.5
[FFP]
2787 A 3554335 | 1.941.84 | 1.0%0.4 | 2.9%4.1
$E 75mg
(Mean*S.D., n=30)
40

—e— JOERS LILER75mel FFP )

Oz u¥ N7 L )VEE25mg [FFP| & 77 ¥y 7 A4k 25mg &, 7 1A 3 35 o FSEyH AT
F—N—FllkhENEN3IGE (70 F7 L VEREREE LT 2 30 Maen=S.D., n=30
97.88mg) HEHERL AT T IZH AR HE IR L4 5 L C L i R AL ik B25
FEB L OCIEERHYREZNEL., BONTEYHE ST A—F ¥ 90
(AUC. Cmax) 22T 90% & MK B4 TREEHIAT % 47 o 72 45 2 B 15
log (0.80) ~log (1.25) OHFANTD Y . WiHH| DY) KR X 0
ﬁﬁ?géﬂf:o (2 05
D) MR L B o ‘ N
g XT A =% BENTA—F 0 6 B#F;]Z(hr) 18 #
AUCo-24 Cmax Tmax t2 [P VRPN
(ng - he/mL) | (ng/mL) (hr) (hr) 2) ISR IEE AR i
yal sl HEINT A—F BHEING A—F
VE25mg | 1.94=2.08 | 1.32+1.48 | 0.8+0.4 | 2.5+3.8 AUCot Cmax Tmax s
[FFP] (3 %¢) (g hr/mL)| (ug/mL) (hr) (hr)
778y A JUE /L
e 25mg (3 | 1.90£2.10 | 1.47£1.78 | 0.8£0.3 | 1.6+13 VEET5mg | 9.77£2.22 | 3.52%1.05 | 0.8%0.3 | 8.9%2.7
) [FFP)
(Mean=S.D., n=50) =
17877 9594015 | 3.28+0.93 | 1.0%0.3 | 8.8%2.1
35 $& 75mg
~ —e— JOERTLILEE25meFFP] (3f%) _
£ 30 ¢ +7’5t‘v7x-’ﬁ25mg<§ﬁ> (Mean+S.D., n=30)
) 95 L Maen=S.D., n=50 _ 50 -
"o g‘ 45 | —e— HOERY LILERT5Smel FFP)
% 20 2 40 L —o— JFE VY REET5me
é— 5 L & 3’5 i Maen=S.D., n=30
B : ‘
¥ 10 L g 30
& E 25
e 0.5 g 20 L
00 . o : o g 15 ¢
0 6 12 18 24 w10
B () g o5
2) MR IR A i 8 oo ] 0 " M
H3E 8T A= BHENTA—Y S
M3 P L N2 AUC, Cmax 0785 4 — (&, Bl oI 1K
AUCo-24 Cmax Tmax t1/2 " - e . .
(ug-hr/mL)| (ug/mL) (hr) (hr) OERIEEL - FER SO RERSMC L o TR 2RSS 26
sulFrsL 15'_3?3\*5,14 e . e
Vi 25mg | 10.68+1.86 | 3.88+0.97 | 1.0%0.5 | 8.4%2.3 7y MM BE K7L VRBE (70 kT L LT
[FFP| (3 %) 5.0mg/kg) #HEECHR S L7256 BUTREIRE X, KO0 OEdzic
TIE YA BWTHEG 0.25~2 RIS mREEIZE L7z, ORI L. LS
4 25mg (3 |10.69+1.93 | 3.81+0.97 | 0.9+0.4 | 7.7¢1.8 B FPROMCE L FAh IR ORHER TR ED o /220 12,
) BURH 512 & B B OB RO STty
16.4 X
Mean=S.D., n=50 = o . X )
(Mean n=50) 2 0E Y LOVREREIRTIL S N7, BFIRC RIS 2 D ORI THRE S
50 B [ .
e Nodo Thbb, (1) TAFT— 1LY EEHTCH 5 SR26334
JOERYT LILEE25me FFP) (388) [ § Y e .
. T oA oo (CERHY) % RN 20 e, (2) FWRBEET N 20— 24 P450

Maen=£S.D., n=50

MERERIEFERBEMRE (ue/mL)

0

6 12

B R (hr)
MAE I EEE U2 AUC, Cmax Z0/85 2 — 13, HERE ORI, Kk
OFIAIEL - B ORI L > TR DD D 5.
Or/ ¥ K7 L)VEE 75mg [FFP) SHE#EREHKIZ, 7 0 A4 — /"=
IyEneEn 14 (Fo ¥ F7LIVEERE S LT 97.88mg) MR AR
TFASHE AR AR PG L CL P R LIRS B X OIRE A H
BEZHEL, S5 NHEYERE/ NS A —% (AUC, Cmax) 1220V T
90 9% 18 X [ 7 12 THERTIAT 2 1T - 72464, log (0.80) ~log (1.25)
DOHFPANTH V) o 05 8H O WA i R S DR S Lz,
1) I R AR

18 24

(CYP) 12X 2FRALTURE % E T 2 CTH S o BB ORI % FEH
LC. ISR He R SN AW,
M BV TIE REIUE OB 13450 T < SR26334 25 AZHFAHE L
720 70 YE K7L IVORFEALRAHICEES 5% F b7 10— 24 P450 731
FEILFIC CYP2C19 TH Y . ZDfhlz CYP1A2, CYP2B6, CYP3A4 4
A5G4 51D, F 72, SR26334 1 CYP2CO #FHEL., 7 V7 0 Lk
AT CYP2C8 Z# fHET 21919 (in vitro). [10.. 15.1.1 &)

16.5 Pkttt
BERERAICMC-4-27 0 ¥ R 7 LOVEEE (7 0¥ 7 L)V E LT 75mg)
w HERRHS L2, %5 5 HiR T ToORSiED RRERR 3RS
BETRED ) 92%125% L. JRAICIEHY 41%. FEi 21349 51% 05kl S
7220 (MEANT—% )0

16.6 FHEDERZEFIDEE

16.6.1 BHEaEEEEE
BYUEEREEEE L TFZ 02 ) T I ALY EE (5~15mL/%)
LR (30~60mL/%F) @2 ZV— FIZ4F. 7 a ¥ RS L OVEREREE
(7B ¥ FZ7L)VE LT 7meg/H) % 8 HE KRS LR, &
FEEEEASBEEIIB W TSR AR 2 B E I SR26334
AUC 13EH» 722V AHEATF—% )0



16.6.2 FFiEEEEEE
JFREZE R S A 7 0 ¥ R LVEREREE (70 RZLLe LT
75mg/H) % 10 H MRS L 72455 RZEED Crax AIFTHIZE
BEIZBWCERER AR L TRE S EA L, FREORTICL 2 2
T Y RS LOVERERE O ACH A~ O SR SRIE S L7z, SR26334 O FEWH)
FERG A= FZR3ENRO SN o722 FHEANTF—%),

16.6.3 CYP2C 19 &IcFZREET2EE
fEHE N % CYP2C19 OREIEEIIG UC 38 (BEE9B)) 1240, 71
¥ RZLIVE LTHHIZ 300mg., D 75mg/ H % 6 H#%5-9 % itk
% FEh L 720 CYP2CL9 @ 2 DDiifrT-45 (CYP2C192. CYP2C197%3)
WOV TWINH % REBEAELTVWINIATFaEske LTLo
BERE (PM ) Tl GRS H4 © AUCo-21 2 ¥ Crnax A% BF2EHI
FEEAEEE (EM B - CYP2C19'1"]) &R L TICT L7220, B,
HANIZBIT S PM OFEIL, 18~22.5% & OWED H 52,

R NIZ BT 5 CYP2C19 BInF 2R ANGHIEAHY He DI BYRE/ <
A—=Z IR

pr CYP2C19 #fx7HED
o EM M FM
. 00me (L} 99 829,88 | 10.654.73 | 11.424.25
/mL
(ng/mL) 75mgﬁ><7H 11.1%4.67 | 7.00+3.81 | 3.90%1.36
300mg (1 H 309+16.8 | 25.7+6.06 | 15.9+4.73
AUCo-2 H)
- hr/mL
(ng - hr/mL) 75m%)<7a 11.1£3.79 | 7.20+1.93 | 4.58+1.61
(Mean=S.D.)
ED

EM : CYP2C19*1"1
IM : CYP2CI9*1/23% B \& CYP2C19°1/°3
PM : CYP2C192/%2. CYP2C19°2/°3 3 %\~ CYP2C19°3/*3

16.7 EYIHEEIER

16.7.1 LI\ UZ=R
BHERAICZOE R LVEERE A H 1IR3 HB, 2o 7L
L<C1HH300mg. 2~3 HH7mg) ##5 L. 1HHE3HHIZLY
7)) = F (0.25mg) #HEM L72f%E, L3Z) = FO Coax KO
AUCowldy L2837 ) = FEHMEZG L2 S L CIHAIZ2.5
B 5. 15, SHHIX2.0 ROV 3.9/ L7zs 72, e i3 1.4 2
1265 CThHho719 JHEANT—%), [10.2 2]

16.7.2 ELFVINT
BEFER AT 22 B1IC L L %3287 0.2mg % 1 H 2 [ 10 H B 4%5
L. 70t 7L va#5 4 HHIZ300mg (n=21). %55 HH»5 10
A HIZ 75mg (n=20) #f&EO3%5 L7z Bk 5 L LT, vL ¥
INT D Crax KO AUCo12 13, #4594 HHTIE 1.3 685K OV 1.4 f51280n
L. %510 HHIZ0.98 RO 1. 115 TH o720 FERIC, L F 87
OFEWEREY (MRE-269) @ Cmax & O AUCo-12 13, $85-4 HETIX 1.7

RO 2.2 05, %510 HE T 1.9 B RO 2.7 128 L7220, [10.2
Z:]

17. BRPRALEE

17.1 BMERURLMEICEET 5558

(EMERMERE (DREMREREZRRS) ROBFIMG)D

17.1.1 EARSEMAEER
R IR I A B S R 2 0 RIS, 2O R LIVIRERIE (7o e Ro L
LELT7mg/H) 122w TF 271 ¥y Uikl 200mg/ H % 1 HE 3 &
L AT b ZEERILEHE (1,151 f) 1281 2 MEEFOF
HREMHT L2 2 Ah, Fra¥y SR 2.6% (15/578 B1) 12xf L
7O ¥ F7 LV 3.0% (17/57361) TH Y. 71 ¥ 7 L VR
FASF 7 0¥y VIR & Ao M SR o) 2 7B RE G T
BT EDIRENT ONF—FI60.977) 0 F 72, MFRATHT R (M Eki
AL RFRERRA . MR . ARk, SEFME M H R OYF o
O EEZBMEAOKEOIRIE, 527 0y VIERRE 15.1%
(87/578 B) 1kt Lz a ¥ N7 L VEREEE 7.0% (40/57361) T&H 1 .
7 0¥ F7LVIVEREEIC BV THEICE 2 > 72 (p<0.001) %),
rya ¥ R7LVVREREO T2 EITERIE » -GTP EA-8.2% (47/575 1) .
ALT 5 7.5% (43/575 %)), AST 1-5-5.9% (34 1), Kz F il 4.9%
(28/575 ) . Al-P 5 4.2% (24/575 1), £l 3.0% (17/575 1)
TdHho72%),

(EREMEEIRAZATT (PCl) HYERSN2EMmMETRSE)

17.1.2 BRENERER (RMEERE (FREROEE. JE ST ERDE
EE))
JEST FRAWEREREEZ R, 7AEY ¥ 81~100mg/ H % 3
BHEL, 7O FZ7 L VEREBIE (70 R L e LCHE
300mg. #EFFE 75mg/H) 2oV TF 7 1 ¥y U iEERE 200mg/ H % %)

B L Cirb N “EEMIEGERER (799 61) (2B 2 H/RMEA N
NGB, SO, MTHEROT) ORBREMITL-E 2
AL Fra¥y CIEENE 9.52% (38/399 1) 12k L7 1 ¥ R4 L OVETER
1510.25% (417400 1) TH Y. 7 0¥ K7 LIVEEREDO A 5hEE T 2
OV Y UIERIE L RRETH D AR S 7 (BERZE S
fli-0.73% [ilitl 95% 5 HAX T : —4.87, 3.41])

—J7. BEHIZSEIERIE, F2 0¥y VIR 55.3% (219/396 f1) 12xf
L7V R7LIVIERE 44.9% (178/396 #1) & 7 0¥ R & LV
T - 7 (BRI 25 5328 10.35% [ 95% 2 HEIX [ : 3.43, 17.28])
7 0¥ F7LVIVIREE O 2R BIER L. ALT 31 15.2% (60/396 B1)
AST #41 11.6% (46/396 1),y -GPT #4410 9.3% (37/396 ), I
ALP ¥41 6.1% (24/396 ) T o720 F7z, AL MM, Mk,
P BERE & K O G- IR ICE - Z2EEM O FHEOREHL, Fro Y
v RWEYE 29.57% (118/399 #91) 12xt L7 B ¥ R 27 L VRG2S 24.25%
(97/400 1) T . FEEIR S A 7S AMTHEIT O A % 58 L 72 HsE Tl
0¥ F7 L IVERRIED G I AD > 72 (p=0.0358) . HIfLlE A <> b
(HEFR) OFBIEIT 7 O € F 7 LIVHERE T 7.75% (31/400 1), F
7 0¥ REEET5.01% (20/399 1) (Pearson's x 2 #i% : p=0.1135)
ThY ., it x> b @WER) OFEBEIL 7 ¥ M7 LV IVEEEET
2.00% (8/400 1), 7 1 ¥ »ME T 2.01% (8/399 ) (Pearson's
2 2HRE 1 p=0.9960) TH 7220, F/z, TG 1~7 HEIZREH L2
WA R b (FEHER) 370l K7 LIV T 3.50% (14/400
Bl Fruey CERRET3.01% (12/399 ) Tdh -7z TRz i
ORBEE, F7 0V Y VEEEIC B 2EBIR S A 7S AR IERFTHIC
13 2.62% (10/382 8) . EBIMR /S A 28 2 A HEAT BT l% 70.59% (12/17
Bl) Thozollal, 70V F7 L AGHRBRETIZZN21 1.88%
(7 /373 B1) . 59.26% (16/27 ) TH -7, F/2, 7O ¥ F7 LIVEE
FIE D TEBINR N A 7S ARHEATHNC 31 2 AL B0 ZBEZ, FEIR
INA IS AMEHEATRE ORI 25 7 H PLEOSERITIX 3/7 61 (42.9%) T
Ho7zDIZRF Ly [\ 7 HARGORER T 13/20 1 (65.0%) TH - 7229,
[8.2. 8.8 ]

17.1.3 ERS MR (REWE. FRIBMOEHER)

R B L BRI AT A3 ) & AL 2 22 78 B /B kUi 4 2 ER % )
FAZ, TAEY ¥ 81~100mg/ 0 #EMEIE L L, 7 0¥ K7 LIVERRE
(7o ¥ RZL)VE L THHE 300mg. MaFiR 75mg/H) I2oWTF 2
U ¥ YRR 200mg/ H & A FRIE & L Cirb s ZHE R ILEGAR
(931 1) I2BWTI2HB EFTOEELA R b (ETORE, Akl
AEZE, MATHEMRORAT. A7 >~ MIRIE) O BRI % T L 72
LA, Foruy JHEEEE9.7% (FHEIA - 45/465 1) kLo
YR 7 LOVEGERKE 9.0% (FEBLEIG © 43/466 B) Tdh -7 (ONHF—Fi
0.945 [Tl 95%EHAIX [ : 0.622, 1.436]) o F 7z, FEL - BRILE A X
U (ETo®t., AtOEE, mATHEROKT. AT i
SE. INZEd) OBRREEHEOEMIC, Fr oY VHEERE 10.4% (388
EIE 1 48/465 B) 12k L 7 0 ¥ R 7 LOVERERIE 9.0% (GEHIEIE 1 43/466
Bl) THY (ONH— FH0.886 [ 95%EHX R : 0.587, 1.337]). ~
OV F7LUVEREBIEOAREIZF 7 a ¥y viEmiE L FEETH L
EDTRIE S T,

—J7. BMEHIZEEEIGIZ, 727 0 ¥y U HERE 39.8% (199/500 1) 12
L2 a ¥ R LIVEERE 20.2% (101/499 1) & 2 v ¥ K27 L OVhiEk
WCBpo7ze Fz, mAZR MM, MRS, FFHERER &K OS54 1k
WE-RWEH2HE L2EED 12 8H F ToRBEHEFIL, F70
YU IR 30.9% (FEHIEIE 1 159/465 1) 12xf L2 0¥ K27 LV
FRIEAT8.9% (BEHEIA  47/466 1) TH VY. 7 0¥ ¥ LIVEERIED
BB Ao 72 (stratified log-rank test®V : p<0.0001, NHF— Fit
0.259 [l 95%EFAIX [ - 0.187,0.359]1) o HIfifk A x> b 12 HH
T TOBRMIEBIFRITZZ 0¥ P27 LIVEGERE 1.3% CGEBIEI4 1 6/466 ) |
Fru ¥y VIR 0.9% (FEHES - 4/465 1) THERZIIAD LN
7270 - 72 (stratified log-rank test®! @ p=0.5292, /¥ — FH 1.497
(W] 95% S HEIX [ : 0.422, 5.306]) 303D, [8.8 ZHH]

17.1.4 855 MAREER

I ST b5 2 EE BT 12562 6% 1% & L2 “E 5L it
(CURE) T, 7TAK) ¥ 75~32mg/HZHEEHE L, 7o Fr LV
R (7 0¥ R 7 LoV e LTl 300mg. iR 75mg/H) 122w
T I Raxtic, mEEFEE (GMEE. TR OREET) 38
FED Y A7 RAEEME L. 70 R 7 LIVEEREIE 19.6% Dt )
AV WAIEEETH I EAURENTZ (p<0.001)o F 72, MEF TS
CLMAEAE, AAEZE . A B ORI R 1) FSIED ) A 7 gl
BFZOWT L, 7 0¥ N7 LOVEERE L 13.7%DHIR 1) A 27 80w 5
AT A EAURENT (p<0.001) B, Az & Hh 3o sHE
WIZTRERNIC =IO SN o 72 (p=0.1251),

HERLOFEHEIL, 7 0¥ F7 L IVERERIEEE 41.7% (2,612/6,259 1)
77 2R 40.1% (2530/630311) THDH . W TIZIZFAETH -7,
TIERBELY L 70 RS LIOVERERERE O ED0.3% L& Ao
A ERRIL, FEIED T 2.4% (148/6,259 1) L 957 1.5% (93/6,259
B G5 1.4% (87/6259 1), 3895 1.1% (70/6,259 B) Tdh - 7232,



CRIYBIIRARE (CH (T DM - ELFZREOHNH)
17.1.5 ENEMERER
FHEBIREBEBREEZ SR, 70 F7LUVIRERE (7o F7 v
LC75mg/H) 122V TF 7 ¥y VT 200mg/ H % xfHigE L LT
IThN - “HEEMRILEGEER (431 1) (2B W 128 H T TOMmEMEA X
v b (g, L%, ZoMo LmET. Bimks N> Mok s A
be) OBREIEBBELAFN L2 2A, Fru¥ Yy VR 0.9% (388
EG 0 2/216 61) ISR L7 0¥ R L IVEREENE 0.9% (BEHEE 1 2/215
B Thh, 70 RV VIRBEOAEMEEF 70 Y B L[
BETHD Z LRSI,
—H EIEH @ 12 8 B £ CORRBIBIRGZ, 77 0¥y VIR 35.6%
(FEBEE 77/216 B) 12X L7 o ¥ R 27 L VRS 15.5% (G8BIE4 -
35/215%1) &7 0¥ N7 L IVERERIEAYE = 12472 > 72 (stratified log-
rank test®2 :p<0.0001, /NH— FIL 0.403 [l 95%15 HEIX [ : 0.270,
0.603]) 7T ¥ K7 LIVIREEIR O E2RIER (388 2% E) 1%,
y ~GTP 8K OY ALT BasZ 2 2.3% (5/2154) Tho7zo &
7oy BRI, MEREE . ARSI OV EEE 2 BIVEH 2 8A L7218
o 1280 FTCORBEEFR, Fruy VHEEIE 13.6% (5E3E
40307216 B1) 12xF L7 B € K7 LIVEGRERIRAS 2.4% (B&BiEl4 1 5/215
Bl) THY., ra¥ FZUIVERRED A I KA - 72 (stratified log-
rank test®2 :p<0.0001, /N¥— Kt 0.161 [l 95%ZHEX [ : 0.062,
0.4161). A FEFRD 128H F CORMEJFEI s u F 7L
RS 8.4% (BEBIEIG 1 19/2156)), F2ra ¥y U HEELE 7.0% (3¢
HEA 1 15/216 B) THE RISk ) > 72 (stratified log-rank
test®2 1 p=0.4478, /N — K 1.300 [FH] 95%15 #EIX [ - 0.659,
2.561]) 339,
(EMERMEREE (DEUMEREZIRK) ROBRIGIRURIEER
RRICHI(T B Mmie - EeRZAOHIHD)
17.1.6 ;BYSEMAERER
BYIRFEC R ORI A REE . SRR BIIREESE) 19,185 & %f 5
L L7 ZEERIEHE (CAPRIE) T, 7 0¥ F7 LIVEEEE (20
ERZLELT7mg/H) I29WTTAEY » 325mg/H %2512,
M PSR R A A B O EIE & OV SE) SSIED ) A 7
WA A L, 7 0¥ 7 VIUVERERE L 8. 7% D) A 7 i
WMEEETHIEIRENT: (p=0.045). F 72, MIEOH EFRIEHIR
(7 0¥ K7 L OVERERIERE 86.25%., 7 A K H#E 86.48%) 12713300
SNZiro7z (p=0.640) 3,
WH1) 7AYY U ORNEFIRT Z KT & L7z stratified log-rank test
¥ 2) EOMOPIMIEE DB OF 8, LiHZEH 2 IR I
BREEOBAIIAEIHEDOH I, HIRFOEHOFEERT & L
7= stratified log-rank test

18. FEEIE
18.1 {ERItERE

70 ¥R 7 VIVEREEE O WG A A5, A3 A2 /MR O ADP 524
hir 74 4 7 P2Y 139 I AEH L. ADP O &2 HET A2 L1240, I
ANROIEHALIZ LD VMGG 2 HIHI3 257, 72, v MIBWnT
HOHLNTZTT— 7V R OMRIEEE b1 > ¥ U2 & B IR E IR T
52 a¥ 7 UVVEREEOIFIER I, 245 ORI X > T
S &7z ADP IZ X A M/IMREESESS) 39 & Hifil 3 5 Z L 120 &%
Zbhb, [8.7 B]

18.2 M/JViREFEEINEIVER

7 a¥ R UVERERIRI in vitro TIE MU/ NEEPIHIVE I %2 Z6Bl1,
RO 5%, IFCREE 20 CEEREY & 20 . ADP IS & 4 1
IR OTEHEALIZ HeD ISR & B9 230,

Ty FTIET T =4 v R OMRIERE b0 > ¥ o X B IS4 o ]
LD LN TV BIN,

fEE ANB T 24 BIIC 7 0 ¥ R 27 L)V 10~75mg/H % 10 H B AER&E 1
5 U7z E, I/ MREESEEIHIEE O B 0N ILIRE ] O LR 5726 & 11T
b\%‘m)o

BEBA L0 B EZHRIC, 7aERZLboa—F ¥ 7 F—X (F)H
%5 300mg. #HLREZ 75mg % 1 H 1[5 0 KERI#%YS) &Jka
=74 7 F—=X (Tomg % 1 H 1016 HESAEROLS) oM - H
BTO7 OAF —/)N—2 L 585217 M/MRESEIIHITER IO W
T L7 ZO8ER, =714 v 7 F=ZAi, fo—71 v 7 F—
TR, W% 555 2 R 2 & M IMREREIIHIE T (i MGE P L
D) ZR L7720 300mg DI —F 1 ¥ 7 F—X|2X 0, %50 Ho
AN SE NI IEA) 30~40%% /R L, 775 /3R I B9 12 52 % IRAE &
£ 2 5N A M/IMUEEEITHIERO LAV IZHRGMH X VL Twizds, 1
—F A TR =X L WA TS H O /N4 B R34
15%TH - 721,

BHRERARF 156045 H5Ic70 FZ7LL (Tsmgh 1 HLE) % 10
H B AR5 iR IMEESERE (5 1 M ADP %5k maximum platelet
aggregation intensity (MAID)) ORI MR L7, To#%E, 70
YR 7 LV OREES% 7 HHI2IE MAT RS HIfE (7 rrLy
FE5-0 MAL=15%L0AN) 12EfE L 7212, [8.2 &R]

18.3 FIMIRZHR
0¥ R7LIVIREREEIL, #O%512 X ) /Mo LI 3o < o
IR IES 2, 7 0¥ 87 L VEER R RMEIR IS E T (5
v M) B BEIRS v PETOV (T b)) W0 EIRBIIR B TR
BETFN (4 R) 9, HER V- HNEBEET L (THF) O 2
T v MRBEBEIRY v o NETIV (THF) 012 BV IR & #
L. SR EIR AN AR & 7OV TR TEBIH DWW CHigE Y 1 X%
L7z SHBNIR NV — NG EET V. AT~ MEEEERS v~
b EFNICBT BIMAETEBIHR SE T A ) v B L7 & & 6k
L7720

19. B2 ICEAT SIE(EENAE

—fg4Rs - 2 0¥ R 7 L VIR (Clopidogrel Sulfate)

1b:4 : Methyl (25) -2- (2-chlorophenyl) -2- [6,7-dihydrothieno
[32-c] pyridin-5 (4H) -yl] acetate monosulfate

312 CieH1sCINO2S - H2SO04

i 419.90

R B ~EEE ORI R IIIH R TH S,
KIE AL 7= VITETR T T8 7 =k (99.5) IZR0RE
T3,
ko TRA IR E 2 5,
SRS RO b D,

bt

° HzSO4

AN 8 177C () o

20. BfRLV EDER
BEBILRA T B TRET 2 2 k.

22. g
(ZOERIUILEE 25mg [FFPD)
(PTP) 100 $& (10 & x 10)
140 $E (14 $E x 10)
(OERIVILEE 75mg [FFPD)
(PTP) 100 $& (10 & x 10)
140 $E (14 $E x 10)
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