202441 HEET (3510 BAZEFRIEES
873399
Bk ¢ SRR
25mg 75mg
BHEAME : 34 ASRES | 22700AMX00497000 | 22700AMX00496000
AR5cRta 201546 7 201546 H
i | AR %l
BAEFS ~70OFKJLUIIEFEERE

JOCERD LI 82 25mg MV K.
JOCErRD LI & 75mg MoV K.

Clopidogrel Tablets 25mg* 75mg [SANDOZ ]

LT
V) R - AT ORI & ) T 5k

2. B3 (ROBHEICEEELEVWIE)

2.1 LT a8 (AR, BHEEA I, L i,
PREGHL, BEIL, ST nSE) (B BiRT 2552
W]

2.2 KA OB L BEHE DBHERE D & 2 B#

3. #HR% - MR
3.1 fHm%
Wi, Z ¥ K7L J)VEE 25mg 71 ¥ K7L I)VEE 75mg
e M4 K] M4 K]
18 HRZ B E FZLVE | 1$EFHRZ B ¥ F7 LV
I fik¥ 32.63mg fik¥E 97.88mg
HRRIT | ae Ry e L (ueErLLE LT
25mg) 75mg)
MERASE, My TNVT 7 —ALT Ty, e FudsTuE
ta—2A, vz ad—)L 6000, BEMKT 1B, d-a-b 2
TIF | 7xa—=), TYNVRATTYIVF M) T AL Y a MR
IATN, b7aru—=A, BLFy v, SVr, vty
Ny
3.2 WEDHIR
Wi, 7 0¥ K7 LIVEE 25mg 7 0¥ K7 LIVEE 75mg
” (4> ¥ (> K]
FE TANLT—F 4 ¥ 75
i I~ I
w | ®@0s (&0
[ERES 6.7mm 8.7mm
JE S 3.7mm 4.9mm
B 120mg 269mg

4. EERIIHHR
ORMm4pmEREE (CREMMEREZRC) ROBRMF
O EMTEEIRFAM (PCI) A#EA S h 3 FREOEMmMES
KRR
SMTBERE (PREROE. JF ST LR UEHIEE. ST E
FOBEE)
REPOIE. BRIBMEOHESE
OXRMEEIRERE IC S 1T B 12 - TR OIH

5. MEERIHRICEET EE

(REMTERFAS (PC) »#EA S h3RmME-0RE)
PCI %358 H 7 £ O IBIMIE CHEEEZ O GIT R TH %o
EEIREZIC &0 BRIFRIGRR D B WIZEBIIR N A 7S 24570
RSN, PCT 2@ L2 WEaI2id, DiRo#513#2 %
Z &,

6. AZERUHE

(BIHERNERE (ODEEBMEREZR) ROBFRIF)
WHEL. AR, 7Y R LVE LT 75mg # 1 H 1Al
%54 255 k. AE, ERICEY 707 Lk L
TH0mg = 1 H 1 H#EEOHETT %,
(ERETEEMRFEN (PCIH) #EA S 3 R0 OERE)
WE . A, FEGBERICZ 0 R L)V E LT 300mg
% 1H1EROHES- L, 20%, #iFm s LT 1 H 1\ 75mg
RIS T 5o

CRIEEIRA RIS B 1 24 - BREEOME)

HE. EAIIE, 2 RZLVE LT 7Bmg % 1 H 1 [A#E
1459 %6

7. BERUAEICEEYT %EE

(heEH@)

7.1 R OHRGAIRTS 2 EEE L, ENE 1 HRRR
BRI B W B SR I A LEHER DS A B LTV B,
(EMMRNEREE (OEREMMEREZIRC) HROBFRME)

7.2 B % B30 2 BENAH 5 DT, FFICHILEN, F0%E
N5 EEEHEIZONTIE, 50mgl H1RA»S#%5552
L. 09.1.1 BIE]

BT ERF AT (PCI) A S h3EmM0RER)

7.3 P/ IMEEZFIBEREEI I, 7 A1) » (81~100mg/
H) &S5 2 & o Pi/MREEHI B R T o
BG5BT, BRNORTION A R4 v %% 5%E
[ NP

7.4 A7 v MEEBENORFI G IIR Y EEE R OET
WXELTBHT L L,

7.5 PCIGEATRIIC 7 B ¥ 7 LV 75mg # 47 { & 4 HRE#%
HBanTwaisag, u—74 7 F=X$%5 (E5RGH 2
300mg #5952 L) ZMETIE RV,

8. EELEANER

(GhBEHE)

8.1 IR/ I A RS 3E (TTP) . MR ERIE, HEE 7%
IEESEOERLEWERNENT L2 2 03550 7T, F5-6H
Mt 2 BIIE, 28I 1 AR oM RES 0 £ % %
Y5k, [11.1.3, 11.1.4, 11.1.6 =]

8.2 AHNZ X A M/ IMKEREIIHIATE L 72 5 £ 9 T o4
IZIE, M4 BYLERTNCRS 2 LT 22 22T L, 2B,
T 7 RSERI 2 3% 5 2 & AR WA IR E R Lo
VAZHEELZEPMEINTVWIOTHFICEBIET L2
Lo F7o, BEHRIEHE R OMAARTKERLERIED Y A7 DEW
SEBICIE, WY R FSERIEZ# L5 2 & PlTBRICAKIO
FGRLERGE T, FAEA O Ik 2 R L T2 55
452 &, [11.1.1, 17.1.2, 18.2 /]

8.3 BIMEAFERE T % BEANOFLGALEE ATV, AREE G-
o RmEoay ba— V&4 2k, [9.1.1 K]



8.4 MIEOfEMIEO R VIRIMEKMERERZIZBWT, T4
) e L2, 2 0¥ RS L OVEHNC _EE K 7 i
DOIBEOWIMAPHEN THE SN TWBHY, [10.2, 11.1.1
ZHi ]

8.5 MMz T ERMENIEVEZEZ LNLIGEITIE. Hik -
WEEEPEET LI L, [11.1.1 ]

8.6 R I (HMWALEE S b v KT T A F VI
(@PTT) DR, 4 VII W TR TE) 25dbbbh s 2
DB B, aPTT OILEEDFED SN2, Hiof
DD ST, BREMAFOTREN* Z R L. HME L
WS 2 % RO R E AT 2 L, [11.1.9 ]

8.7 BEIITEE LD WML I AT LA L. B£E
e HIATRED SN2 A IR ERICEHE S 2 X ) FEEE R
T ko Fro. MubE (BFH) 2R A, REIR IR L
TWLEFEMICLTIERSL L) BEIEEEZRT L,
[11.1.1, 18.1 &M&]

BB ERFZ AT (PCI) A S h 3@ 0RR)

8.8 U—7« 7 F— A5 (#5-MiGH I 300mg #4555
L) ROTAEY) v EDBHIC L o THIO Y A7 258 &
LUHEED H D L x T ERTH I &, [10.2, 17.1.2,
17.1.3 ]

9. BENEREEIHIBREICHTIER

A BHHE - BREREOH 5 8E

9.1.1 ROBETIMMOERHMEDE L 2B BTN D 5,
IMIER K 2 DFER OB 5 B (7.2 ZH]
SIS LT\ 5 B (8.3 2]
RAEOEE

9.1.2 aDF T/ EV I CREH (FUOEY VERIES) (I
*F UBBAEDBIEED & 5 BE

9.2 BREEEERE

9.2.1 ERLEBEREDHZBE
HMIMOERIEDE % B BENDD B

9.3 FFkeEEERE

9.3.1 ERLIFBEEDH 5 8%E
HMIMOERMEDE % B BENDDH B

9.5 1w
T AR L T 2 WTREED & 2 P2 1E, i LB
MEAfEl L LS S B SN EICORET T L

9.6 ®ilw
IR LEOAGER OCBFLRBO A Z ZRE L. 2Lk
ik 2 MEts 4 2 &o BWFER (7 ) TR
52 ENWESNT 5,

9.7 MR
MEERZ MR E L 72 IRRABRIIIER L TV 2w,

9.8 mEE
Wi EeZE L, BEOWRELZBIHEL 2075, HEIZKS
T 52k, mEnE TIdEmgRe. BiE. PR O b
HEDME T LT 5 2 3% (L FKES DR WHBINS D |

©

Bk

R N W RES

W - fafrA T

PrEEEZE (Tv7 7
PANRAVAR IV ST || VN

MBI HIEN 2 A5

M L7z, 2 xghiz
TEBZINNDH D BF
FH L0 1 55 oo B

AR 1L /N AR e 4 0 1
e eHT 5720, 2
SHEHIEPEHT B L

BEFH (TAEY) L) HICEET S L, MmzWET 2BZ0H0

M AR (7 a ) — 55,

Y. TNT T T — )

(8.4, 8.8, 11.1.1 =

il
B oR W B RBAFOMER ST 5 |CYP2CL9 2 HET 5 2
(CYP2C19) %#WHET | BENAD 5. LT D FHI O
B FEH A o iR E AT

F AT T =) 32,

BT b= 2 L
0 AHFER] (SSRI) (7
VWRFHI VLAY
[ S N R IV
HRE)

[11.1.1 /]

hmzPhES 25N
5o

SSRI D512 & 1 il
MBS HE S v, A
Lo LY %
BETEEZO5N5.

® W oR OB B kR
(CYP2C8) DILE & 7

LS 7y = Fo i
FEASREIN L o IUHERE T 1

KN IIOR 0/ u I L 5 )
AR L 5 CYP2C8 [

% HF) AW 2 B2 N0 | EEAICLY . ShbdE

L7 ) = R Hbo ) o> IfiL v 38 JE S B 9
[16.7.1 zH] HEEZBND,

L FI8y R AV XN IR /=g £ 1|

[16.7.2 Z]

¥ (MRE-269) @
Cmax KO AUC 230
L7z DWETD 5.
KA BT 25 A1
I, L F U7 O
*EETLHIL,

G2 & 5 CYP2C8 [
EEHICEY, s
Fl) 0D I v JEE 23 5 5
LEEZOND,

W 77 7% CYP2C19 #
A
V77 rET

o

ARF O /N A
MEERINDLZ LI L
DY) A7 e E A
BENWDD D,
V77 v EY VDR
737 CYP2C19 i3
DRI RS B S
LF L,

s F7 LV idEI
CYP2C19 12 & » TifT%
Rz R# 57
., CYP2C19 Wtk % #%
A2 HEH & oI
L0 RFN O A H
D T P FE 2SN
%o

E) kA

AFH O IMAE o i B 70
TI2BENDD L,

EN L A DOWELEED)
PN £ 0 o ARF DI
DBIES L EEZ 5
5o

HANRAY T~

AR H) 300mg D G-
" ANAE F 2D Cmax
251.3 4%, AUC %2 K%
AL ARH) 7T5mg DI
BIRGH, OANRY F
YD Coax 213 BB
F. AUC A% 1.4 15 15
L7z L D#iEDRD L,

AKENZ LY, maNZSY
F ¥ OIS A
35,

1. BER

ROBIWERN D Shb b Z LD DHDOT BEE 512470,
FLE SRR BN A IS R kT 5 A L) 2 L A

1.1 EXLKEER

1111 i (REmMEOEEREM (1%Ki;) . BET mE
(0.1%m) . rtil CGEEEARH) . T, SBEm. REHI
(W3 d 1%£i) . BIFMmEE (0.1%) . BEEBMmAE (0.1%
Kiii) . BIEEHm HEAH) %)

HIMEORIER S 5 b3,

10. HHE(ER

AHNE, FIZ CYP2CI9 12 & D inEAHWIAH SN b X
2 AKKO 7V 1 L BRIEAHRIE CYP2C8 # HET %, [16.4

£

10.2 HREE BRICERTS L)

ESEE

BERAEIR - S8

By - ek T

FEATOA NP RE
e (F7uFEL o8
[11.1.1 =]

KA E DHEFRICED L
LA 5 & 0 i 455 £
SN L OHED D B

AR F LS R B A 4 )
ERx BT 5720, 2h
SEEH LB T D L
LMy s &
EZHNT0h,

fisi tH 15 O BEZE P MO IAER & LT B, L - MM,
SR, HIRESLRS S bIND 2 EDh b, MIlERIET
LERRIEIRD S DN -1, G2k L, BHICMERE
EEEO MY AR ERT H I L, [8.2, 8.4, 8.5, 8.7,
10.2 2]
11.1.2 B - TZ#E&E&ES GHEAN)

izt H - TRBEEN DS bN D2 DB 5,
11.1.3 FH¥peRES. #E

ALT bEH. y-GTP L&, AST L&, #E., AMiFAs (F
BEARB) . P CHEARH) 2055 bh b2 &0d b, [8.1
2]
11.1.4 MM MURD SRR (TTP) (HEARH)

TTP OWMEIR THh 2 BEE. EHRIR, KBS O M iE
Ry ERREESE O - AREIR, /MG A Bk ek
DO A RO DI, F88. FRERESEI I L 72
Bk, EHICES 2k L, g ARk, fiw



FRIMMEROFEE 2 &) 25 L. LEIZ0 UM o
PRMEZT 2 &, [8.1 ]

11.1.5 BEEMME (0. 1%F0) . FERERMERMR (HERH)
WA, PR IR, FSEG M ORI bR A I,
R HIES X A, S CT ot i+ 5 2 b o B
MRS LN EIE, S ek L, BIERE RV E CH
O HEOMHY) R ILEEITH Z L,

11.1.6 /MR . EFBHEGE. BEARRMAEN % & ¢ A mEk
WAE CHEEEA)

(8.1 ]
11.1.7 hEMRKEIBIEBEFE (Toxic Epidermal Necrolysis :

TEN). BREHEIRAE(REE (Stevens-Johnson fERES) . %7
BHEMA. SMHARMRSHIRARE (HEARH)

11.1.8 EHFMEBAEERSE (FERH)
EHEIR & L TR, BN AL, FEIZFEEERE, U~
JNERNENE, FIMERMENN, GFEREREE L. FED) LONERBIIE A
9 BREOEE L2 BEUER DS HbNLE I EDNH DL, D
&9 IR D S b a3 T Bk U, EY) 2 LE
B, B, L hALRZAT A6 (HHV-6) Z0
AW ZDFIFEHAL RS S D% L TGP IEED 5B,
FEE FHRBERE EE O REIRD TR D 5 WITEL LT 5 2 LA
HLOTERET LI L,

11.1.9 HXMEIAR HEAH)

(8.6 =]

11.1.10 HEEHBARE (FERH)
WA, BB, CK &, MR ORM I 470 s B&
U DR RIRED D S b, TIPS TANER
BEEZEOEELFRENHLDLONLZ LD D,

AN AR HEREEREE (HEARH)
EEORIMEZF | SREZTZ DD, [15.1.3 2HE]

11.2 Z O OEIER

0. 1~5%ii

0. 1%

BHEEA

liikica

5720 NS L1 R = W 11
HBE (). S
1IN 1 (715 SN 3
i, B A I
FRibin, I, 2E
FERAL L, AL
i, N7
VA, ARILER
WA, ~Nv by
v MEA, HIMER
WA I BRI
ITEEER M %

HEBE% ., N
I A7 AR o
BT — T VEHER
AL, VS HY I
P i, PRAE
I, S EEER A

LilIRER

TPl

Al-P 5. LDH
b5 MiEE ) v
vy kA

Jlike SN

JIEAE

HALE:

HALG AP, H
Wige. FINZE, T8
LS NN
BRI, TR,
friige, Mgt

HEERRZ i AL
B, g, BTIR
L A () %,
PAIEIR, WS
Wil % R I
5 AL

Rimge GRAER
Wrde. V) >oNERtE

K9 BEge

I E

AR PRI L5 CK
EH. oL zs
o—)v k5, K&
HILT. K B&.
TIT I VKT

A% 15 K TR,
M REE EA. 7
I9—¥EH, C
TR, Na &
Na Tk

B
&
2

E. €9 FERK.
WIE RIS | KLEE

e TR B
2%, BT

TSNS

KIEVER %« T

521
i
B

WA, WA %,
LR . LTI
TN
g IR B
ok

PRILIH %

0 15%FE | 0.1%KiE AT
T WIUE. o] LOTL. B
20 gz . T
B . R
N RIRAE. e,
TRHER e R
Chth A
W e
e G
P IR AR | T R | R
e W IRAERE T
ik
BUN F-5. fih 7 |t i TR | Bk e
LT F oY LB R
B SR A A, R
R R R
W Wark. %
EC 0 . POE % | B SRR S | R PRA. &
Sedh, TN (F| e, BYEILE. | HEALTLR
o, SRR :
ot /
. W,
SHERIITIE. CRP
5

13. BERE
13.1 &&E
FERW BRI S T,

14. BRLEOXE

14.1 EFZAEOEE
PTP W03 ANE PTP ¥ — bS5 ML TIRHT A &9
g8 52 L, PTP ¥ — bORRKIZ LD TS A E
KiBEARTIA L, T3l B2 L CHEIBRAS0BEE L&
BHEZRIRTHZ DD D,

15. ZOMOEE

15.1 ERERfEAICE D 153k

15.1.1 FEIWN TEM S 7R 2 /5 & L7 R SEE R
2B WT, AH 300mg % #4574 24 R O F R /MR EE
#£48 (5uM ADP £ # maximum platelet aggregation
intensity (MAI) @ %) (X. CYP2C19 o #fEI1Zs LT,
Extensive metabolizer (EM) . Intermediate metabolizer
(IM) #. Poor metabolizer (PM) #EDNHIZ, 43.67+6.82.
47.17+5.71, 54.11£4.34 TH ) . ZDk 6 HHIZH7z- T
R#| 75mg/ H 2G5 L72%HBo MAL (%) 1. ZhEh
32.87%5.10, 39.41+6.34, 47.48+3.60 & . PM 2B\
TARFN O M/IMREEIFIEH 2T L7422, [16.4 ZH]

15.1.2 M2 BT A R M BIRIE Al 61T % 75 L 72 B
at R e L2 BRI O O BIEII3EY DI B W T,
CYP2C19 ® PM & L < 1 IM Tid., CYP2C19 ® EM & Ibifig
LC. ARG HOGIERA N> I FIEREORINARE &
n<Twb,

15.1.3 £ » X)) v HORIEEMRRE O 583 1& HLA-DR4(DRB1
*0406) & 5 S HIBE 9 % L OHMELRDH 58, B, HEAANZ
HLA-DR4(DRBI * 0406) % T~ § 5 HHE A\ & O A
H59, [11.1.11 =]

16. FEYEIRE

16.1 IMmehiEE

16.1.1 BE%E
B AIZ 7 0¥ F 7 LIVEEE (7u ¥ K7 L)Lve LT 75mg)
PRI ARG L 72354 0 SR26334 (EACH) o3EBhne
IRFTA—=FRILUTDEB) THHO,



7 0¥ N7 LOVERERIE H A 1955 R ) SR26334 0
HWERE ST A =S

) AUCo-18
Tmax (hr) Cumax (1 g/mL) Tz (hr) (4g - hr/mL)
1.9%0.8 2.29+0.46 6.9+0.9 8.46+1.36

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

tmax © By MUE AR EE B IR (] . Conax © S MAEFFIREE . tre o 20

AUCo-4s © IMILHErp e e g BT il AR T THIRE (0~48 i)

16.1.2 E£MEHIFEIEHER
sBYRZLUNVEETmg [V R &£ 758y 7 A8 TSmg & 7
OAF—N—I2E)ZERZEN1dE (7B ERFT7LLVELT
75mg) R A MEICHA T RO S L ik s u ¥ k7
LV ON SR26334 i #ME L7z, BoN/z27 0 FZLIVD3E
WEhEE/N T A —% (AUCh Cmax) (22T 90%EHHX 1 THE
FHEAT 2 4T o 72459, log (0.80) ~log (1.25) OHEFHANTH ) .
WA DA W T AR S L7z
71 ¥ R7 VIVEE T5mg [ > N 5% o miEhiEfEeg (7o
ERZ7LIV)

(pg/mL)
5000 ¢
I 40007’ %7°Dkil~°7l/)lx/§ui75mg [/
4% —— 7' 7Yy 7 A$ET5mg
f I (Mean +SD., n=39)
G 3000 |
v
72000
i
1000 |
0> o 2 © )
0 4 8 12 16 20 24
2 G- (hr)
HWEHENT A =% (yOaE R L))
AUC Cinax Tmax Tz
(pg - hr/mL) | (pg/mL) (hr) (hr)
i; 1;5;g Y 307455 2452 0.78 5.51
el +3330.72 +2683 +0.28 +1.91
Iy A | 3623.52 2425 0.81 5.91
%% T5mg +5046.86 +3523 +0.30 +£2.02

(Mean=S.D., n=39)

7 a ¥ K7 VIVEE Tomg [4 > F 1 &5tk o (5 i 3R
(SR26334)

(ng/mL)
6000
5000 —o—27 ¥ FZ L IVEETSmg T Ky
i —— 77 Y v 7 AEET5mg
#4000 - (Mean =S.D., n=39)
H
w
& 3000 |
&
X
2000 f
£
1000 A
0>
0 4 8 12 16 20 24
He 5145 (hr)
HWEIRE /NS X — % (SR26334)
AUC Cinax Tmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
9 ?5;,; Y| 1119230 4318 0.83 7.43
ESy +2413.41 +1214 +0.30 +1.43
T 7 A 11196.78 4493 0.90 7.55
$E 75mg +2342.20 +1401 +0.35 +1.50

(Mean=S.D., n=39)

B, MEEHEEL N AUC, Cnax SEOEMBIEE/ ST X — 513,
WeERE OFR, AR OFRIUAEL - B SF O BRSG I L > TR 2 5
THEMEAS D 5 o

16.3 2%
F vy MIUMCH4- 70 ¥ FZ7 U ERE (7o F7L e LT
5.0mg/kg) FHLAEEORS L4, BETREILEE X, K0 Ol
FRCBV TG 0.25~2 BRI R IR B 123 L 7ze HOSTREI AT 1%,
MHALEEE - RO < L 20, BRI B Tl -
7212, F o, ARG & D BN O BRI FEO ST
\131310

16.4 X3
7 0¥ R 7 LVERERIE I & 72t B T2 2 D 0% TR
WENb, Tbb, (1) TATFIF—FIZL ) IIHGFHEABWTH 5
SR26334 (FEAH) % AEMT 2 HmE ., (2) SRNRHEESRT ~ o
T — A P450 (CYP) 12X 2 LECH = 2T 2R TH %,
BB O AR L CL WEEAREY H4 AR S B,
MR B TIE, REE OB 13D T { SR26334 3312
TFIEL7ze 70 FZLIVORFFEBRLRARHHCEYS T4 M 70—
2 P450 43 F- M1 F 12 CYP2C19 T& ) . Z O ftiic CYPIA2,
CYP2B6. CYP3A4 738 54 519717, & 72, SR26334 1 CYP2C9
#MHEL. 7 Voo rBHARIL CYP2CS # HET 21819 (i
vitro)» [10.. 15.1.1 =]

16.5 Httt
fREFER AICUC4-7 0 ¥ F 7 L VIR (70 ERZLVELT
75mg) % MRS LA, 5 5 HitE CoRuthieo Sk
e 13 3% 5 RE DY 9291238 L. FRA 1138 419%. ot
% 51%A3HEE X 7220 (EANTF — %),

16.6 HENDEREH T 2EE

16.6.1 BiEEEEE
BUBREEEL LT F YT I AL )EE (5~
16mL/%3) &% (30~60mL/45) @ 2 7V — 712450, 7 a
FZUVERERE (70 ¥ P77 Lve LT 75me/H) % 8 HME
REOHES L7 EEREEA SRR I B OhSEEEE RS
HHE I SR26334 0 AUC 13- 7220 (HEATF— %),

16.6.2 FripeE=RE
PR S L EERAIC 7 O R LV (7o 7 Lvk
L 75mg/H) % 10 H B REROHS L2 d . REIRD Cnax
HIFREZE BE 2B W TR L TR E < EA L IFHiED
BEFICL D708 F7 L IVEERIEO RO BRI SN,
SR26334 OHEMBIHE/ ST X — F UL FEDZRD b N Do 722 (FLE
ANTF—=%),

16.6.3 CYP2C19 Bz F4H%sH T 2 EE
TR % CYP2C19 OACHBEIZIS UC 3B (B9 BI) 12470
s ¥ F7L)VE L TWHIZ 300mg. +D#% 75mg/H % 6 H %
S+ a#BAEERKL 7. CYP2CI9 @ 2 2 0 &% T % 1
(CYP2C19*2. CYP2C19%9) 12OV T W % R BT
FThiAToEshkE LTh o8& H (PMB) Tild. iSRSy
H4 @ AUCo2 O Crmax 75, BRI KR EHAMAE (EM B -
CYP2C19'1*) L lt# L TR T L 722, %&b, HAANIZEIT S PM
DI IE, 18~22.5% & DD H 52,

BRI BT 5 CYP2C19 I T2 R NG HEAHY He DY BIRE
8T A= F I RIFT R

. CYP2C19 itz F-HI®
5
EM M PM
300mg
Cone G| 29.8+9.88 | 19.624.73 | 11.44.25
(ng/mL)
75mg (7T HH)| 11.1+4.67 7.00+3.81 3.90+1.36
AUCoz1 gogmﬁ% 39.9+16.8 | 25.7+6.06 | 15.9+4.73
(ng - hr/mL)
75mg (7 HH)| 11.1%£3.79 | 7.20+1.93 | 4.58=1.61
(mean*S.D.)

i)

EM : CYP2C19'1"1

IM : CYP2C19°1/"23 %\ & CYP2C19°1"°3

PM : CYP2C19°2/°2. CYP2C19°2/°3% %\ & CYP2C19°3/°3

16.7 ZEMHEEER

16.7.1 LIXGY=F
RN O R LVERERE (10 13 HE, 7aEFsL
L ELTLHH300mg, 2~3 HH 75mg) %##%%5 L. 1HH: 3H
HIZL287 ) = F (0.25mg) #PFH L7248, L2sZ7 )= Fo




Cmax MO AUCo-wld, LX) = FEBMIEG L& & LB L
TI1HHIE25 K5 145, 3HBIZ2.0 RO 3.9 5128l 72,
T2, el 14 K121 CTH-7219 WHEAT— %), [10.2 =
He]

16.7.2 ELX I NG
fERER AR PE 22 B L F 2287 0.2mg % 1 H 2 [0 10 H H#&H
5L, 7u ¥ F7Lva$S 4 HHIZ 300mg (n=21). %55 H
H75 10 HHIZ 75mg (n=20) ZEEHRS L7z. By & ik
LT, L F T 7 D Cmax MU AUCo12 1, 854 HHTIZ1.35
RO 1. 44 512 L 4% 5- 10 H BIZ 0.98 R N 1. 14 5 Td -
Too FRRIZ, L 2T OWEEAHY (MRE-269) ¢ Cmax L OF
AUCo12 2. %54 HHTIZ1.69 RN 2.25 65, &5 10 HEH T
12 1.90 f5 ] 08 2.70 f5 1288 L 7229, [10.2 =]

16.8 ZDfth

JOERZLIVEE25mg [ K]
7 OY F7LIVEE25mg [ > B & [E A 8 7% 4 0 E A
DEWFIIRSERER T A T4 > (PR 244 2 F 29 H S
HI80229 45 10 5) | 1230 &, 2 u¥ K7L )VEE 75mg [H > V)
TR - L7z b &SI L L BRI L A
ENTB),

17. ERPRELIE

171 BHMROLRLMICE T 555k

(BOMBENEREE (CEMBEEREZR) BOBERDG)

17.1.1 EINE DR
R VER MR EEZE RIS, 70 R LIVEERE (70 K
ZLE LT 7mg/H) I22WTF 7y Uk 200mg/ H %
XPHRSE L LTI b “EEMLERER (1,161 #) 12817 51
BUEROBBEREMN LA, F70EY VIERIE2.6%
(15/578 f5) \ZkF L7 1 ¥ K7 LIVEREEYE 3.0% (17/573 B1) Td
.7 a¥ Ry UIVERERESST 7 1 €Y R & RS omE g
D) A7 R H TS EDRENT = FIL0.977),
F 7o, MEARATAT R (HIBkEA . kA, i Mgd) . B
FRAERLE  FEYME MO I T OV O B 2 BIVEH O#FT 0 388,
i, Frovy CHRRE 15.1% (87/578 1) I2xfLra ¥ K7
L OVEREEREE 7.0% (40/573 1) TH Y., 7B ¥ K7 L IVEEREIZ B
WTHEIKD > 72 (p<0.001) 2,
70 ¥ R7 L VEREREO E2EIEHIEZ y -GTP E5-8.2% (47/575
). ALT k5 7.5% (43/575%1). AST F5-5.9% (34/575 1) .
BT 4.9% (28/575 B1) . Al-P _E5H-4.2% (24/575 ). HH
M 3.0% (17/575 %) Td 7220,

REMWEERTZ KM (PCl) AHEA S h 3 Em4E KRS

17.1.2 ENELHEHR (RUEERE RREHRVE. JESTER
DHIEE))
JEST FASWEEREFEE 2 SIC. 7AEY ¥ 81~100mg/H
REERESEL L, 0¥ R/ L OVERERE (70 E R Lov e LCRIE
# 300mg. #MEFFE 75mg/H) I2DoWTF 27 u ¥ Y VIHEERE 200mg/
HA& IS L LT ZEERILERER (799 6)) 2B 56/
BEA XY N BB, SO, MATHEN ORAT) OB
BN L2 A, Fru Y IERRE 9.52% (38/399 #1) 1Z%F
L7t F7LOVEREER 10.25% (417400 ) TH D, 7R
LVVERERIE OB MMEIZF 7 0 Y U EBIE L FEETH L 2 LS
TR S 7 (TER 2= T HEENE-0.73% [T 95% S HEIX [ —4.87,
3.411),
—J. BWEHZHIZRIZ., Fru ¥y sHEEEE 55.3% (219/396 151)
xt L7 v ¥ R 7 LOVERERE 44.9% (178/396 1) & 7 ¥ K7L
IIRER YR T2 o 72 (B 2 s 3 sE M 10.35% [l 95% 15 #E X
i - 3.43,17.28]) 0
70 ¥ K7V VIRESEO 2 RER L. ALT 8h115.2% (60/396
). AST ¥4 11.6% (46/396 B1). y -GPT #§/1 9.3% (37/396
). Mg ALP 8501 6.1% (24/396 B) T -720 F72. AL
I, MRS IR RERE 5 M O G- IR 5 72 BIEH O SO
RN, Fr o ¥y UL 29.57% (118/399 ) 12k Lz o ¥
K7 VIVERERERAS 24.25% (97/400 1) TH Y, EEIIR/ S A 7S 24l
HATOHMEZE L-METIEZ 0 F 7 LIVIREREDH 124K
o7z (p=0.0358), MIMPEA X~ (FEHSR) ORI s O
YR 7 VIOVEREREG C 7.75% (317400 $1) . 27 0 ¥ ¥ VifEiEC
5.01% (20/399 $51) (Pearson's y2#%% : p=0.1135) TH 1. HIL
AN~ (EITER) O%BIZIE 7 0¥ F7 L OViREEE T 2.00%

(8/400 #1), F7u ¥y VIR T 2.01% (8/399 %) (Pearson's
X EPHE 1 p=0.9960) TH 7B, F7z, 5L 1~7THBIZE
HLZWImEAS Xy b (FEFESR) Z7 0l K7 LIVEEEE T
3.50% (14/400 B), 2 0 ¥ U HEEIET 3.01% (12/399 #) T
Holee BRABMOFHFIL, F27a ¥y VIEMBIEICBI 58
RN A 7S 2 IEFEATHI T 2.62% (10/382 1) . TEBIIR /S A 7S A7l
AT TIE 70.59% (12/17 ) THo72DIZkF L, 7 aE I L
VEREREE CTld 221 1.88% (7/373 B). 59.26% (16/27 Bl) T
Ho7z®, .70 N7 VIVEBIE ORI N A 7S A4 17 51
2B 2 KA IO FEI I EBIIR S A 7S A 54T BT O ARSI
f2s 7 HEL EOJEBITIL 3/7 B (42.9%) ThHo7zDIkF L, [H7
FRG O AERITLE 13/20 B (65.0%) Td - 7230, [8.2, 8.8 SlH]

17.1.3 RS MHEHR (RERCE. BRIBMOHIEE)

R W BRI AT 2838 & % 28 sE A0 Ve /B TEV P U A 22
ERHIC, 7 AEY) Y 81~100mg/H Z M3 L L, 7 7L
VR (7 0¥ K7 L)ve LCHEE 300mg. MiF& 75mg/H)
IZDOWTF 7 u ¥y VHEERE 200mg/ H 2 xRS L L CTfrb iz
CTHEEMRILEGREE (931 61) 2BV T 128 FTOERELA N
b (&ToRE., AMOMmEZE, MATHEROIT. A7 > bk
IE) OBRBBEHREMH LA, F7uby VIEHIE9.7%
GEBEE © 45/46561) 13t L2 0¥ F 7 L OVEGERIE 9.0% (G831
H G 0 43/466 B1) TH o7z (= NI 0.945 [T 959%1F HE X
f:0.622,1.436])0 F7/z. BT - NIE A X2 b (£TORT,
SV, MATHEMORAT. A7 ¥ MieE, HEEh) o
ISR L FRRIC, F27 0 ¥ Y U HERRE 10.4% (G8EIEI4 © 48/465
B Zxt L7 o ¥ RS L OVERERKE 9.0% (SEIEIA © 43/466 1) T
HY (NF—TFI0.886 [l 95%EHEX [ - 0.587,1.337]1). 7
0¥ R 7 UIVIRERIEO AR F 7 0 €Y IR & MEEETH
5T ENRBEE N,

—Ji. BMERZBIEA X, 77 ¥y s HEERIE 39.8% (199/500
B 2Rk L 7 a ¥R 7L OVEEEEYE 20.2% (1017499 f) &7 o ¥ R
7V IVERERE Tl o 7oe F 7, AR M. MEREE, ITFhERE
EROEGHILICE S -REH 2 A LBED 120 F To R
RSP, Fr o vy U 34.2% (SEBIEI4 © 159/465 )
Zxt L7 o ¥ K7 LOVEGREREE 2 10.1% (FSBLEIA © 47/466 ) T
HY ., 707U NVEEEE DY I KA - 72 (stratified log-rank
test®V 1 p<0.0001, /N¥— K1t 0.259 [WifHl 95% 1S #AX [ : 0.187,
0.3591) o HIMMEA XY Fo 12 HE T TORBEEBFZIZ OE R
7 UVIVERERYE 1.3% (B8HEIA © 6/466 B), 27 0 ¥y v HERE
0.9% (FEHEAE 47465 6)) THEZEZTZOON R o7
(stratified log-rank test®D : p=0.5292, /N¥— K 1.497 [l
IS IEHEIX M © 0.422,5.306]) 3V32), [8.8 Z:Hd]

17.1.4 BHE MARER

JE ST EHAMEREEEEE 12562 #l 2 xf R & L7z “HEMRILE
B (CURE) T, 7AYE ) v 75~325mg/H #3:mE8e L, 71
YR 7 LUIVERERE (7 a ¥ F7 Loy e LTHEE 300mg. MEdres
75mg/H) 122V T 7R e R R, mE s (OImEE., O
IR T O ZEA) FERED ) A 7 s EE L, 7un ¥ K7L
IVIRIESR L 19. 6% DA ) A 7 AR a2 FT 5 T EHRENT
(p<0.001)o F 7z, MAFMWSR (LML, CRZE, Ak o
HFERPUE RN FSED ) A 7 BAMEICOWTL, 7 uE F 7L
IVIRERYE S 13. 7% DR ) A 7 WA REZ AT 2 2 LR SNz
(p<0.001)o 7% 3. Afwz B A4 BIMOFEHLEIIT AR 1221352
OONEo7: (p=0.1251),

HEREFOBBHEIL, 70 F7 LV IVETERER 41.7% (2.612/6,259
Bl). 77 R HE40.1% (2530/6,303 Bl) TV . WETITIZFEE
THholee 7RI L 7O N7 L IVEERIEE OB E)
0.3% L E&E o 7B ER ST FEIE S F v 2.4% (148/6,259 1)
JE57 1.5% (93/6,259 B1) . #:45 1.4% (87/6,259 #1). 385 1.1%
(70/6,259 Bl) T - 723,

(CRIBBIIRAR R ICH (T B I04e - EARTEL DINH)
17.1.5 EP5 MAREER

FRBIIREREE 2RI, 70 PV VRERIE (7o K7L
Ve LT 75mg/H) I22oWTF 7 a ¥y R 200mg/ H % xR
L L UThb - ZHERLEGE (431 6]) 28T 12:8H £
TOIMEEA XY b (AR, OB, oo GiEe. Kl
PEA NV ML B ARE) OREERREL@I LIz ZA, FruE
VUG 0.9% (FEEES 1 2/216 B)) ICxL 2 o ¥ R LIVER
15 0.9% (FEHEIE - 2/21560) THH. 70V K7 LVEEEE



OFMEIGTF 70 Y VEBIE L FRETH D I EATRE S NI,
—J. BIEH @ 128 E F CORMEIRZ, 770 VIR
35.6% (BEHEE - 77/216 ) 12k L2 0¥ K7 LIVERERYE 15.5%
(BEBEIE 1 35/215 ) & 7 0¥ 7 L VIRERIED G I - 72
(stratified log-rank test®2 : p<0.0001, /N¥— FI 0.403 [Wijfl
95%fEHAIX I © 0.270,0.6031) 7 1 ¥ K7 LIVEERE © 2 BIE
H (BB 2% E) &, y-GTP #In Kk O ALT ¥hnasZEh i
2.3% (5/21561) THorzo T/, TR, MEEE, %
PEREEN OEEZAERA 2 A LR 1280 F COREREH
ik, Fro¥ Y UERRE 13.6% (GEBEE  30/216 B) kL
s 0¥ N7 VIVEREENEAS 2.4% (5BLEE 1 5/216560) THY ., ~
OYRF7 L VIREEE2YH 312K - 72 (stratified log-rank
test®2 1 p<0.0001. /N¥— K1t 0.161 [WifHl 95% 5 HEX [ : 0.062,
0.416]), HMmMMHAEEFSO 128H F TORBREHEFZ7OE P
7 VIVEERYE 8.4% (FEBEIA 1 19/21561) . 727 0¥y ViERRIE
7.0% (FEHEA 15/216 Bl) THELRZIZFZOON L o7
(stratified log-rank test®2 : p=0.4478, /"t¥— FI 1.300 [Wijfl
95%IEHEIX [ © 0.659, 2.561]) 393,

(RIMRNEREE (CREMBEREZERC) BOBFHRIMEIRUERH
EiRARRICH T M - BERFEEOME)

17.1.6 B85 MHEHER

B IREEA LA R ORI A e 2. RAS B IR A 5 55) 19,185 Bl %
AR E L ZEERLEGE (CAPRIE) T, 7 1 ¥ K7 LIV
W (77 LvE LT 7mg/H) I22WTT ALK ¥ 325mg/
H A& AP A (R e A B 5, o 288 L O I
BE) FERED) A7 WAMB K L, 70 € F 7 LIV ERE L
8T% DI A7 WP MPEEET LI ENRENT
(p=0.045) F 7z, WHEOFEFREHEBIZE (7 0¥ F7 LV IVEERE
T 86.25%. 7 A Y ) VT 86.48%) IO SN h o7
(p=0.640) 39,

E1) T7TAEY YORHGEIR Z KT & L 72 stratified log-rank
test

W 2) ZoOMoOP/MESEDBEHOF ., LHTEED L\ Ik
i L2 I 5 D B A BRI O A 2 B SRR O B O % [T
& L 7z stratified log-rank test

18. FEhEIF

18.1 1EAKF

7 0¥ R 7 VVREEEOTEEAE W S, A ¥ i1 MR ADP
ZERST 5 A TPV L. ADP OfEAZHET L &
W2 &0 MR EEALIZ D MRS % ]9 53, F 72,
Ty MIBWTRDON 2T T—7r Y RMREE N v E VI &
LIV ICR§ 5 7 0 ¥ R 7 LOVIEERIE OIIRIERIZ. 2 h b
ORNELNZ X - TH/MRI 2 & Jig it & 72 ADP 2 X % If/IMREE4E %
Wl 2 2 L1230 EEZBENLE00, [8.7 SH]

18.2 M/MREREIMHIERA

s ¥ R 7 LVIVERERYE X in vitro T I/ NSRS B ) % 388
9, BOES %, HFoR# 220 TEEREY & 720 . ADP i
B2 X 2 /MR O TEELIZ 25D < M/ IMREESE 2 #5239,

Ty M TR T ROMREE b v I LB I MREEE D
P& 780 5T 53940

R AR T 24 B2 270 ¥ K7 L)V 10~75mg/H % 10 H R4
RIS U 72 g I/ IVBCEE SR 3 38 0 B8 K OF H I AR ] oD BiE e 2052
HHENLTWDI,

fREEER AN 10 Bl 2 RIS, 7O E K7L VO —7 14 » 7 K= X (%)
%45 300mg. % HLIE 75mg % 1 H 1[0 5 H B ERL%S)
CIFFu—54 7 F—X (75mg % 1 H 1 [ 6 HMEREIH#%S)
ORFE - HETO 7 0 A4 —N—3EIC X 585217 MVMIEEE
PHFIERICOWTHGT L7ze 2088, 0—71 ¥ 7 F— X8,
o —7 1 7 F— B RS2 2 BER A © /R
WHEER  (/MGSELO#FIH]) 2R L7z 300mg DT —TF 1
7 R=22& 0 50 H oM/ NMIE SRR 30~40% % 7R
L. 305 /3ERIETIRE L% 2 515 M/IMUEE SR
DULNVZHEGHH LD EL T2 a—F 1 Y F—=X% L7
WA TG0 B O MM SR 134 15% Tdh - 7242,
EFERAEF 1520 RICZ2BE 7 LIV (7T5mg = 1 H 1 [[)
% 10 HB EHR G- %, RIS (5uM ADP #ike
maximum platelet aggregation intensity (MAI)) o [RIFEHIR % #
FL7ze FOREE, 70Y FZLVORKESH% 7 HEIZIZ MAI

FHEGHIE (706N 7LV MAT=15%BLA) (2| L
7249, [8.2 B

18.3 HiezhR

Zu ¥ R7VIVEREEE L RO 5 L) | MRS 3E D
MBI & W3 % . 7 10 ¥ B 7 LOVERERE T A ) IR s
EFN (T b)) W BEIRY Y NEFV (T ) B EIRE)
IR FEH B M A £ 70 (4 ) 10 SHBIR SV — > NG EE T
Vo(THF) D 27y MEEBERY v PETL (THF) D
(2 B\ THARTE A 2 30 L | AR MBI IR A A & 7V C U I Tk
PN DT 4 X &M/ L7z SHBHIR NV — > B
ETFTN AT Y NEEBFIRY ¥ ¥ N TV S IR TR
RRIET A P L2 E MR 72,

19. B2 ICEAT 22
—RZEY B FR
7T ¥ K7L OVEGERE (Clopidogrel Sulfate)
124
Methyl(2.5-2-(2-chlorophenyl)-2-[6, 7-dihydrothieno[3, 2-
clpyridin-5(4 A)-yllacetate monosulfate
SFR
Ci16H16CINO2S - H2SO4
SFE
419.90
27N
P~ T O TE OB R UIH R TH %
KINEAY 7 = WIZETFR T, 28 7 = (99.5) IZRREIT X
TV,
Wk o THRA BB E RS,
FERZTENTRD SN D,
1LEBERX

Y | N CH;
S 0

A
#9198C  (53f#)

20. BURVEDEE
FHI A ILRA A BT CIRET 5 2 &,

22. BIE
(7AERTLIVEE25mg [ R])

100 $& [10 & (PTP) x10]

140 $& [14 $& (PTP) x10]

500 $& [10 §& (PTP) x50]
(7OERTLIEET75mg [ K])

100 $¢ [10 § (PTP) x10]

140 %t [14$¢ (PTP) x10]

500 $t [10 $& (PTP) x50]

700 $& (14§ (PTP) x50]

500 & (/3]
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