2026 £ 1 AMERL (5 1 iR

% ¢ EIRRTE
BRI - 3 &
WFBERER  FR-EMEOMAFLBICLVERT AL

M)A
BAEFA 708 RJUIVEEESR

ORI LV #E25megrTckl
20RO L)V &E75meglTCK

CLOPIDOGREL Tablets [TCK]

HFRERRORES
873399
AEGRES ARoCREIE
#E 25mg 30700AMX00277000 2026 1 A
#E 75mg 30700AMX00278000 2026 %1 A

2. B2 (ROEBEBICF RS LBV &)

2.1 Bl TwaEFE (AR EENHIM. HLE .
PREGHIIN, WEIN. RETAHINE) [HinzBET 2 BZF1N
H 5]

2.2 FAEIDRIN UBBUEDBEED H 2 BE

3. #8RL - MK
3.1 #8R%
ok BRI (1 #84) ANl
WoKFLAE, AT I

o Za¥ N7 UIVE R 7734{:7—-*\;57"\/‘ v
7a¥ R UILEE (HR) 3263mg roxs 7ot
25mg [TCK/ (JOERILLELT g 2 2T,

25mg) BEEKT 8. d-a
-7 zu—0, 7
UV E L LR VBATT LT b
pavksuLs |(HR) 97.88mg | L 7hs ¥ MR
75mg [TCK] (yaeRZLLe LT | TAT WETHAT—
75mg) ABALF T FN D
v ay
3.2 SF|IDMER
o, 51 3 &

. E(mm) | EX(mm) | E8 (mg) AlTE
A=<y HEEa~MERE
JULE — Z4LA
25mg[ TCK ] 67 47 120 a-F1 VTR
A=<y HEE~MERE
7V IVEE @ T4 D
75mglTCKJ| 5, o el ERE S F

4. WMEEX(FZHR
OEMMRKMERE (DRMEMBIPEZIRS) ROBFEIH
ORRYWBERFZAI (PCl) MBEREN S TECORMME RS
SERERE (RREPDE. JEST EFRDOEMEE. ST ER
IDEREER)
TERDE. BRIBMEOEHIEE
OFRMEENREZRICHS T2 Miz - EAERERL DN

5. WEENEIHRICEHET BF=
(BENEEIREAIM (PC) MERSNZEMEIVEER)
PCI A FEDREIME VEEEENDREIARETH S, B
BIREZICE D RERRD 2 VIEBIIR N A /S 24 H5E IR
SN, PCI 2 Lz WHEIZIZ, DIBRoREIEZS 2 &,

6. AIERUASE
(EMERMERE (DREMEMEIREZRS) ROBFRIMGE)
BH. BRAICIE, 7 RZLLELT75mg % 1 H 1 [EF

A 59 525, Ei. AE, ERICKDZ70ERT7LILELT
50mg # 1 H 1 BEEO#59 5.
REHEEIIRAZ AT (PC) MERAS NS EMEOES)

WHE. A BERBAICZOE RZLILE LT 300mg
Z1HIEZEOKES L, Z0%., #FEL& LT H1[E 75mg
EROKET %,
CREBIIREER(CH T B Mmie - BRI

BWH. RAICIE, 7a¥RZLLE LT 75mg # 1 B 1 EREOD
B59 %,

7. FENUBZEICEET 2FR
GhaEHE)

7.1 ZEBOBRSIET S ENEE L. EINE 1 HERRER

BV THEERSEIOHLEERA A5 N TV 5,
(RMMAMMERE (DEMNEREZRRS) BOBFINE)

7.2 HZ¥ERI 2BFNDH 50T, FHICHIMER. Z0OER
DOHBHEEFICONTIE. S0mgl HI B2 685952 &,
[9.1.1 ZIR]

(RREMTEEIRFZ AT (PC) MSERSINSEMMEDER)

7.3 H/MEEE A G REERRE I, 7 A > (81 ~100mg/ H)
EHHT A & FU/IMRE ZAIF B EARS TR OBE S
FIZONTIE. BRNORFTONA R4 0 ER2BEIZTHT
s

74 A7 NEBEEANORFIESRIIEEREREEOE TR
ENTSETAHI L,

7.5 PCIMETRIICZ 0¥ R 7 L)L 75mg 20 7% < &b 4 HRH#
SEantuwaigs, u—5T4 v -5 (BE5HBHIC
300mg 235952 &) IIBETIEZE W,

8. EEREANIR
(GhREHE)

8.1 MMM/ MR ESEBERE (TTP) . MEBRIRE, HEZHFE
EEOERLZEWERAPRIET AN HHDO T HREHBE 2 »
AR, 28I ] IRREOMEMEEOELERET 5 &,
[11.1.3. 11.1.4. 11.1.6 BH&]

8.2 KA & A M/MEBEMGI S RIEE 25 X2 R FHOBEIC
E. 14 BULERTICHR G2 FRIET A ENEE LWL, 4B, +
D REARZ R S ENHERZVIEAITERRHIIO ) X
INEEDHCEPBESNTVADTHHICEBET S &, &
7o HBEHRIEHBP O MRESLERED Y 27 OFWEF T
2. BV RENHEZE LS . FRBICABFOFRSD
NEISEITIE, FIEAIO LM Z R L TASEHBT A &,
[11.1.1. 17.1.2, 18.2 [&]

8.3 BIMENFHtT 5 BEANOHREITEEITV. KEERESHIX
+oaRMEOI Y b a—LE{TH &, [9.1.1 BE]

8.4 BHOBKREOFEVWEMEMMERELZFIIBVWT, 7AY



Uy EHRA LR, 70 R VIVBEANC HARE AL IO 5
WROBEMAEH CHRES N TS Y, [10.2, 11.1.1 ]
8.5 HiZE I IEBREIBVEEZ SNABEEICIE. diIE - H

BE%rEEIHE, [11.1.1 BHE]

8.6 BEMIMKK (EMHALED ba>rRF52F R (aPTT)
DEE., B VIIHTFEEETE) ProbndI b s,
aPTT OEEENFTD 5NHEICIE. HIMOBFEICLHIP DS
T BREMKEOMEEEZEZE L. EMELEET S 4 O
YaMBEEITH> T &, [11.1.9 ]

8.7 BEICIIBEELVOHMLR I 25 & 2HHL. BEXR
HIMASERD 65 N7ZGEICIIEMICGERET 2 X HOFEEZMET I &,
F/o. flibE (Al 2RI AEICE. AFIZRALTCVWSE
FEMICHTELADLHOBHEICEREZEI &, [11.1.1, 18.1
%]
ERNBEIREZRMT (PCl) AERASN2EMmME RS

88 U—7 1 V7 R—=XfE (HEMIEHIC 300mg 259 % C
L) BRUTACY Y EOHRICE > THIIOY) X7 HEE 0]
HEPH B2 +REERT ST E,110.2.17.1.2.17.1.3 ]

9. ENHESRZEIIEREICHITIER

9.1 GHIE - BIEEEDH 2 EE

9.1.1 ROBETIHMOBEENEL B2BEFNPH 5,
- HIMER R ZOZREROH 5 8E [7.2 ]
- BIESRHE L TWAEE (8.3 BHE]
(RAEOBRE

9.1.2 IDF I /EVUIVRER (FIOLIVIERIESE) O
UBBHEDEIERED G B EE

9.2 BikpEESERE

9.2.1 EEREEZEDHDES
HMmoOEEEPEL B5BFNNH 5,

9.3 FHkpElEERE

9.3.1 EERIHEEDHDEE
HIMOERELIEL 22 BZFNDH 5.

9.5 1R
R IIER L T W ARTEER O H At iE, BRE LB
Atz EE 2 SHE SN A BEICOARFET HT &,

9.6 Fim
BB LEOBEHREROBARBOEREZZE L, ZAOMEY
WHIEZEST 22 &, BMER (Tv ) CHITHICRTT
HTEMPRESNT VS,

9.7 INR
NREE R E UT-BRHEBIEERL Tz,

9.8 k&
BEZEZERL. BEORKEZBEE L2y, HEHICKST
5T &, EiRE TIEEMERE. SR FRESOEEKREN
BETRLTWAZENZL, ELEENDZVWERSH D, HII
ZORWERNH 5bNP T,

10. {BE1ER
AAENE. EIZ CYP2CI9 I K D EHRBEICRB SN D, £720
KH DT 70 v EEa AKX CYP2C8 2 HET %, [16.4 BHE]
10.2 HAEE HAICFETDII L)

AR E BRARER - BT %

W - fEEE T

A7 E EERRAER - BEGIE W - fabER 7
PEEZE (7L 7 7 | BN U7-K. 21z BhE | AR #] & /N 4R 10 )
Yo AN VE) (T EBENN DD, HAMERZET A0, 2
M/NR BRI | RIS IMEORIERIC NS BRI E AT 2 &
HAEET2HEA (7| EEIT ST &, HIMZBET 52BN
AU V), Mg M5,

VAR (Va9 —

Y. 7T ST —

rE)

(8.4, 8.8, 11.1.1

ZHE]

By R E B R AFOERPETET 2|CYP2CI9O 2 HET 5
(CYP2C19) %2MH|BZNDH %, ZEickn, REOWE
E9 5EA| MR o 1 i R A
FRAXT T =) ETRT 5,

BRWto b= | HMZHET 2 BZNA|SSRI OF 512X 0 11/)
BERDAABEEAR H5. WREMNHES N, &

(SSRI) (7 LK F
FIvLA U
B ELESY

Al& DfFRIC & D Hi
EHRETHEEION
Do

IBRIES)
[11.1.1 8]
2R B BRI NoHFR| KA OV 0y BiE
(CYP2C8) OEAE B ML, MR~ &1k L2 CYP2CS [
& 75 % HEA| TERPHEBRT 2B TN |EMERICED, b
LS =R BH%o SRR o I R EE S A0
[16.7.1 8] TRHEEZOND,
L FI8T TUF ST OEERH | KA O VT 0
[16.7.2 28] # (MRE-269) @ Cmax| &1£IC & % CYP2C8 [H
KO AUC ML E|EERICED, s
DEEN D %o AH| A | FA O I R 2 1 N
RAd558I10E ELF|(T2LEFx26N5,
YT DEEREEERT B
Z&

3 71 72 CYP2C19
A
V77 ey

A O /N E F
HHEBE NS LI K
DHIMY X7 BEE 5
BENFDHB, VT 7
YV CVEO®mA R
CYP2CI9 A E#H & @
RE T2 ENE
F Ly,

JUubRTLUIIEEIC
CYP2CI9 I & » TIF
HER#WICRFE SN S
7= . CYP2C19 i %
AT A L Ot
XD KA OWEER
Y O I 5 R A
e %,

ELb R

A F O I 5 iR R A
TI2BENDH 5,

Lk xDELEES
mEhz kv, KE DMK
INAPEBET B EEZ D
Nns,

O ANZAEY F >

A Al 300mg D % 5 #.
DZ/Q‘X&%.\/@CmaX
M 1.3, AUC » 2 13
EF U, KAl 75mg O
REHEH. O ANRY
F > D Cmax ICIXHEY
3. AUCH 1415 LR
LizEDREDH S,

AENC XD, O ZANR
ZFrOIMBEEN
7295,

11. BIfER

ROBUWERPHODONB I ENHZHDT, BEEZ+FITTV,
BENPROONIHEICRKREeHhIET 5% B2 AEZT

5::&0

1.1 EXGEWER

11.1.1 i HEMmEFOIRZALEM (1% i)  EEE S mE (0.1%
i), TN (BEEREA). . BBHM. REED (WTh
b 1% oK), BIEAMAE (0.1% >Rif). PEEBMAE (0.1% Kif).
RIERHM (EEAH) F)

2T OA FHEWH
REEHE (770
Ft o)
[11.1.1 8]

KA EDOHAICED . H
fLE» o oHPHR
SN EDMENH %o

AR & /N AR g R 400 I
ER%2HBHT 5720, C
NoEFEMHT 2 &
HtBEHMZHET S
EEILENTWVS,

ot I S D BHER A UM D AHAER & LT B, Bl - MERE,
BREE, FHRESEPHOoDNDLEPH S, HllZRET S
BRERDPEDN 2GR BEZFIEL. BES5ICMBREESE
DB HEEZEMT 2 &o [8.2, 8.4, 8.5, 8.7, 10.2 ZH]
11.1.2 8 - +HEHES GHEARH)
HizH#ESE - +ZEBEErPH o bNHZ ENH 5.
11.1.3 FFEERE. =B
ALT E&. v -GTP L&, AST £&., #E., 24EFF 2 (H



ERER) R BEEARE) S0 h 5 bbb ENH 5. (8.1 BH]

11.1.4 MieHI/IREANESEBR (TTP) (BEARER)

TTP OWHRER TH B BACRIE, %O H miER.
BHEESORBM - MER, M/IMIED. BiRLRmBRo H IR
RO HFMEEI. FHE, BRERESISEELIBEITE
EbICEEEFRIEL. MEEE (FERMLER. B nEkoEE
&) ZFEBL. BDEICS CMEIIEE OB 2 0B %175
Z &, [8.1 ]

11.1.5 FAEMAMRA (0.1% Kiif) . IFEEERMERMRN (BHEAREH)
WM. PEIRREE, FE HEORESSRD 5 NLBEICE.
HRP I X AR WS CT SEomEBELEMRT 22 L. BED
BHOONTHZAITIE, BEzFIEL, BIBREFRILVE VAHORK
BEZ0HEY L NEBEEZITO T L,

11.1.6 MUIVREAN, HEFERIRAE. BAEARMENZSTNMEKE
e 2N )

(8.1 2]

11.1.7 B REIBFLRMAE (Toxic Epidermal Necrolysis :

TEN). FIEtLPRERAEIREE (Stevens-Johnson fE(&EY). %8

HMHATEE, SIENREUERBURBEE GUERH)
11.1.8 ERIHBEHAEAEIREE (SHEARHA)

MEER & LTHE. REDP AL N, BICTFRAEREE.

J N

HfERR. BBk, fFEEEkiE 2. B D ORBRBBEE LS
BHREOEELBBIERNSOONEIENHD, TOLI7%R
TR H S bNBHEICIEEEE2FRIEL, BYRABEZTS
Yo BB, BEFALRATA LA 6 (HHV-6) DAL AD
HEME(LEAES 2 enBL, BEFILERORE, RE. e
BEZODERPERD S VITBLELT A ENHI2OTERT

é:&o

11.1.9 #XMMm&kR (BEEARH)

[8.6 28]

11.1.10 +&EnRAEREE (SR ARNEA)
BiARE. AR CK L&, MHFERUCRFIF7aovy b7 %
R ET2MBRBEN D oD, Tt TREEESE
BEOEBLERENHOSDNSZEND S,

1111 A VAU VECREERE GEERR)
BEEORMELFIESEHITIENH S, [15.1.3 2]

11.2 Z0fDEIER

0.1 ~ 5% i 0.1% i SEEANER
WEBE 5. FOER M BABERE| TS 7 TF T —,
BB, ERVE. | K. IRERZE BEIR LB B
BE MEEE, &L
pichid
R 58 — BB, R | KEERE. B
EEE
IR — ARFS M. BREE 2. |BREETESA
RBEH. "
ETR BHE B
HIEE, %,
HRE R
FBaEER (R, SIME. ©| LU, BiEsE | —
Fu B (BZv. F
BHE), EEE,
TNHRAE B R LE,
BFEARVEIME,
ThPh. BS.
R R EEL T
R S9EH
TEERE TPIE. BEAR. R EIEDEBRER. |[MER
IR fg3% BRI B R
AR
& BUN L5, 1| SHEEE R, | RBREE
JLT7Fr R | BER. REGEG
PRE B M. M
Ry RILERE.
RIERGE. BH
HEfRE
EyE — . SEZMR. | —
Hazk. %
Z DAt ETCD. BEIR | ZREH K B R BEER 1
FE BER (F | wak. BEALE | EHE
BEE. [RAARR) B, it o mE
%, HBRKR. BR
B . ZRE
REEiZ. B, B
- ANIRE X T v
. CRP b&

0.1 ~ 5% Kiif

0.1% AR

SR

Mk

R H I, &,
E 37 ACCIN-Yautiil
IhMmE R, R
M. P, R
HiIm, IMmgE. 2]
BRI, LB
HiIfl, NEZ oy
A IR BRI
B ANT Ry
MEA . B ImER
D TFEREREAD.
TR Tk =

AfEEZ. DN
Hi I, A e
T —TILVHE
ERALIMAE. CEH
. BEZEHim, FR
&, 4F B ER
T

MiHE

JiF R

Al-P k&, LDH
LR, mELY
Ly ER

fEZ %, MBAE.
HH

HbER

HLERE B
fBoe. OM%, 18
L E Y i
BACRR. B,
BIER. MRt

FEERI G, HEAR
E. 08, MR
TR (BR) %8
AR, HER
M. FSEREMm

Kigse (BBEKXR
BB, U 2 SERIE
KEE#) BER

R

FERER B CK
EH Bav s
u—)VER, BE
HE& . K L&
FTILVTIER

Mg E5 K TR,
MR R 7
IT7—YEH. Cl
N F&. Na £ F.
Na RF

13. BE%kS
13.1 W&
BEALBEEAIIAS N TV,

14. BRLOER

14.1 FRIZZHFOER
PTP A DFEANIPTP ¥ — + 2 6BV H L TIRAT 2 L D18
B2 &, PTP ¥ — FORBREKICE D W HAERD RIEREE
ANFIAL, BIZREAZB I L CHERARSEOEE L EIHEE
HFETHIEDH B,

15. ZDfDER

15.1 ERARERICE D IEH

15.1.1 BN TERM S N7 BRI Z MR & U7 iR
BWT, KA 300mg =¥ EIH 5% 24 R O &K M/ MR EEERE
(5 © M ADP E# maximum platelet aggregation intensity
(MAD : %) &, CYP2C19 @ R #f g€ 1 J& U T. Extensive
metabolizer (EM) #f. Intermediate metabolizer (IM) #.
Poor metabolizer (PM) B¥DJEIZ.43.67 + 6.82.47.17 + 5.71.
54.11 £ 434 CTH0. #0% 6 HEICHz > TAA] 75mg/ H
EERE L7%O MAL (%) &, Z1#F7 32.87 £5.10. 39.41
+ 6.34, 47.48 £ 3.60 &, PM BEIC B WL TR O IL/IMF 5 £
MHEIERAMME R L7 2, [16.4 ]

15.1.2 BT BT 5 REAEB IR KM T2 FEL-EE
ENREULERARY ROEHOBREHEY 7 2BV T,
CYP2C19®PM % LK IZIMTIZ.CYP2CI9DEM & i L T,
RABGHZDODIMERA XY MREROENPRESN TN,

1513 12V v HERBEEBREEOFE X HLA-DR4 (DRB1
* 0406) LMHETHEOHRENDH S Y. B, HEAIZ



HLA-DR4 (DRBI * 0406) %=#E9 HHEN & EOMED
H5% [11.1.11 2]

16. E4EpEE
16.1 MEE
16.1.1 BERAICZUY R UVIERREE (7o R7LILELT
75mg) ZRBICHEEREORS Lz5E 0 SR26334 (ERH#H)
DFEYEREINT X —=F IO EBYTHB 19,
7 u¥ R 7 UIUEERIE R ERE O 5RO SR26334 O
HHBIRE)SS A — %

Cmax AUCO—48
tmax (hr) (pg/mL) ti2 (hr) (1g - hr/mL)
1.9 +£0.8 2.29 = 0.46 6.9 £ 0.9 8.46 = 1.36

(mean + S.D., n=12)
tmax * B MAEFIE B ENERFRE, Coax - R MEEFEE. tue @ FEUH
AUCou4s : MFEHRE R MR FEE (0 ~ 48 Kft)
16.1.2 £YFHEE MR
(ZOERIVIVEE 75mg [TCK])
BEERABHIC 70 R 7 LIVEE 75mg [TCK] &7y 7
A$E75mg DEFNEFNL§E (Zu RS LIV ELT 75mg) %.
MEERBEEEORS L CMER 7o R LIVBEZRIE L,
BonizEMERE/)YT X —4% (AUC, Cmax) 22T 90%
EHEXENE I TR 2 17 - 7 /5% log (0.80) ~ log (1.25)
DEHENTH D, WHOEMFHRSEEPHER SN (FO R
F—N—3E) W

HENST A=Y SEINTA=S
AUC Cmax Tmax T2
(pg-hr/mL)| (pg/mL) (hr) (hr)
Tome 1ok € 32753331 | 245242683| 0.8+03 | 55£1.9
G7a 77 362445047 242543523 08+03 | 5920

P L EEREE (n=39)

(pg/mL)

5000
4500
4000
3500
3000
2500
2000
1500 1 |bfs,
1000 1|
500
04

- ZORZLLEE75mg [TCK]

-o-  FSYwUA$ET5mg
Mean=£S.D.,n=39

WESCNZEONEES

12 18 24

RS [H] (hr)
MEEFEEL N2 AUC, CmaxZEn /S5 X —% 13, #EED
BAR, AR ORI - BESORBEGICE > TR S8
HndH 5,

16.3 o
T MIMUC-4-7u R VIIEREE (JubR7LLELT
5.0mg/kg) #BENROHRS Lz5E. METEEERE X, KD
fEERIc B VTG 0.25 ~ 2 B ISR EEICE Lz FUTEE)
i, ELEEE - FRROBEICEL . . BHAVCEBEGT
BB o722, E7o. REBRSICK 2 BEBAOEREMEIEIR
S5NTWRn B,

16.4 {3t
U R UVLERRBREIRNSN%. FETEIC2 DORE
TR#ENS, ThbE, (1) TRFT—PICL 0 IEEHERS
WTd 5 SR26334 (EREY) 2EKT 2L, (2) B
BWEEFET F 20 —L P4A50 (CYP) 12 & BEe{bBRIAR Y % £ B
TEHRETH D, BEORKEZZHEL T, BWEREY HA » 4
BENnB 9,
MEFICB W TIEREERDRE IFRD TR < SR26334 8 F (1
FEL. 7O R VILOEEEREICESET 2F F 7 a—

L P450 3 713 FE I CYP2CI9 TH V. Z DAz CYPLA2,
CYP2B6. CYP3A4 %5 9 5 917, % 7z, SR26334 i&
CYP2CO #HE L., 7L 7 u vigiaéa{Rid CYP2CS #HET
% 1819 (jn vitro) . [10.. 15.1.1 £H&]

16.5 HEtt
BERAIC YC-4- 7Ou ¥ R UILEREE (7o R7LLE
LT 75mg) ZHERFOKS LIGEA. RESHEETOR
HEED BT RIS ETREDRI 92% 123 L. RHFITIZHN
41%. EFITIFH 51% PRtz 20 (HEAT—%).

16.6 REDEHRZEIHEE

16.6.1 BrEgEEEEE
BHEBARLEELZ LT F VIV TIVAICLDEE (5~
15mL/ 4y) &HEE (30 ~ 60mL/ 5) @ 2 7 IIL—TFIZ531F
U R UVILERRE (7o RZ7LILELT 75mg/ H) % 8
HEKEROHRS LR, EEEEBA2EFICBVLTHE
EREER2BEICHANSR26334 ® AUC 3L - 722 (4
EATF—%),

16.6.2 FTHEpEfEEEE
FHEEEEBERAICZOE R VILERE (7uhs L
L& LT 75mg/ H) # 10 HERERO®RS LR, KA
{ED Crax PIFBEBRHF ICBVLWTEBREBRAICHE LTRSS ER
L. FFEDERTICE A 70 R LV IVEEEEORBADHE
MRS N7z, SR26334 OEYENRE)ST X —F ITIZEDFRD &
Nz -7-2 HEAT—%),

16.6.3 CYP2C19 EIGFZUZF I EE
R A% CYP2C19 ORFBEEICIS U T 3B (KRB oo
F. 7a ¥ RZLILE LTHHIC 300mg. £ D% 75mg/ H%
6 HEHE5 T 2B 2 EH L7z, CYP2CIO D 2 ODEETS
Bl (CYP2C19*2, CYP2CI19*3) IZDWTWIN» 2 SEES
BERIZWInbATFOEAEE L TLOBEER (PME) Tld.
TEHEAREY H4 O AUCo0-24 K O Cnax 75 BFAERIR T &858 (EM
BECYP2C19*1/%]) EHBIL TR N L7, 28, HEANICSE
75 PM OSEEIL, 18 ~22.5% X DWENH S 229,
BERRAICE T 5 CYP2C19 BT 2B EERHY HE ©

HMBRE)ST X — 7 I T T R

BAE TR
. _ CYchl?h;f{ﬁi -
o COURE 208+ 9.88|10.6 £ 473 114+ 425
(ng/mL) G 111+ 467|700 £ 381 |3.90 + 1.36
Ao (310%%% 39.9 + 16.8|25.7 + 6.06| 15.9 = 4.73
(ng-hr/mL) GHE 111 +379]7.20 % 193|458 + 161

(mean £ S.D.)

)

EM : CYP2C19%1/%1

IM : CYP2C19%1/*2 & % \\& CYP2C19*1/*3

PM : CYP2C19%2/°2. CYP2C1972/°3 &5 Wix CYP2C19"3/3

16.7 EYIHEBEER

16.7.1 UINJUZR
BEAICZ 0 R LLEEEE (1B 1E3HE, 7oEr
JUL)ELT1 HE 300mg. 2 ~3HHE 75mg) ##%5L. 1
HEE3HBIKL/SZ Y =R (0.25mg) Z0HH LR, LS
) ZRD Cmax X AUCo-wldy LS7Y Z RZ2BEMKRES L
CEEHEBLTIHEIX 25 XU5.1 £ 3HEIZ 2.0 XU 3.9
fEICHEIM Uz, 70 1l 14 RV 121 TH -7 19 (SLEA
T—%). [10.2 8]

16.7.2 ELFINT
BERABEE 226t L F2 87 02mg % 1 H21ME 10 H
MREOES L. 7Jub¥ R 7L ILE#5 4 HEIC300mg (n =
21). %5 5HEA»S5 I0HBEIC75mg (n=20) #&O&K5
U7zo RS EHE LT, L F 87D Cnax KU AUCo-12



3. BE54HETIZI35BRO 144 ZIcEmL. %5 10H
HIZ 098 BERU 1.14ETH o7z FMEIC. ELFINRTDME
R (MRE-269) @ Cmax XU AUCo-12 1&. ##5 4 HHET
3 1.69 KV 2.25 /%, %5 10 HETIX 1.90 B KU 2.70 1%
I L7z 29, [10.2 2]

16.8 ZDfth

(JOERZUIVEE 25mg [TCK])

70 K7 LIVEE25mg [TCK] &, [&EMVEZ2EOEE
BRI OEMENRSEERBET 1 I V] KEDE, 70R
ZVIVEE 75mg [TCK] %fR#ERA L L& &, BHEHICE
DEEMZENICEFE A SN P,

17. BREREGHE

17.1 BERULZLMEICET 2R

(EMMERIMEREE (DEMNEREZRS) ZOBRIEG)

17.1.1 EANE DEHER
EMENNERERZ 2 MRIC, 7O R 7 LVLEREE (7
Q¥ RZLUILELT75mg/ H) IKOWTFr7uly VIFHRE
200mg/ HEMIEEE L (iTrbh /- “EEMLEHE (1,151
Bl) ICBIIAMEEEROFREREZFT LA, Fr/uE
T UMEREE 2.6% (15/578 1) 13 L7 u R LILEEEE
3.0% (17/573 %) THH. YUV T UVIFKBENF 7o
VUEBRE RSO NEREHROY A 7 RBIREET AL
BRENT: ONF—FH0977), F/-. MEHERR (FMmEk
B FFRERED . /MR . FFRSEEREE. JESMEE O Him
EUOZOMOEELZBERORETORERARIZ, FruLy Vi
Bi15 15.1% (87/578 ffl) 12kt L7 a ¥ K7 L ILEREERIE 7.0%
(40/573 1) THV., Z7u¥ R 7 LVIREEICBLWTERIE
m o7z (p<0.001) 2,
JUERIUVIERBRED ELBIERIE Yy -GTP L7 8.2%
(47/575 1) ALT E5 7.5% (43/575 ). AST E& 5.9%
(34/575 ). FZ NHiIM 4.9% (28/575 ). Al-P L& 4.2%
(24/575 ). BHiIM 3.0% (17/57561) TH -7z 27,
(REMEBIIRAZ A (PCI) MBERSNSEIMMEOEER)

17.1.2 ERE LR (RMEEREE RFREMOEE. JEST £
SIDEHIESE) )

JEST EREMHEERBEREE 2RI, TAEY 8] ~
100mg/ HZEBEL L, 7O RV LEHBKBIE (7o Ry
VL& L CHIEE 300mg. #RiE 75mg/ H) ([cDW T F o
YO UIERE 200mg/ HAEXBHEE LTfThbhi: ZEEHT
BB (799 1) BT A2EMEA RV N FET. SHELHIE
%, MITHEMOKIT) ORBRREZMTLI-EA, Fr/uE
D UIEEEE 9.52% (38/399 ffl) 1cxt L/ u ¥ R LILEIEEE
10.25% (41/400 %) THV. 7a bt N7 L IBBEEOER T
BF7ubY VIERIECREETH S EARBES Nz (B
FHEHEEE -0.73% [FfRl 95% SHEX R 1 -4.87,3.411).

—F EWERARERIZ. Fr7u 'y VR 55.3% (219/396 f)
WXL a ¥ R 7 UVILEREEE 44.9% (178/396 1) & 70 bR
T VIVEBRIE TED» - 72 (BEZE ST 10.35% [Wifl 95%
EREXR : 3.43,17.28])

7a ¥R 7 UIVEBEE O E 2 BIER & ALT #i0 15.2%
(60/396 ). AST #H111.6% (46/396 ). v -GTP # N
9.3% (37/396 fl). Ififf ALP #406.1% (24/396 i) T& -
Too Fio. BEAGHM. MEEE. FEERERCRSHIEIC
B REEAORRROBEIZ. F7uy ViEEEE 29.57%
(118/399 ffll) Icht L7 0 ¥ R &7 L ILERERIE A 24.25% (97/400
) THO. BEINRN A SAMETOEEEEZE LI-HRE T
ra¥ R VLVHBESEEICES, -7z (p=0.0358). Hifl
MANRY N (BEER) OXBERIZa R VILKREBET
7.75% (317400 ffl). F7u vy L #EmEIE T 5.01% (20/399
%) (Pearson's x*#7E :p = 0.1135) TH . HIHEA R
b (BIfER) OFIBRIZZ OV R 7 LILVEEEE T 2.00% (8/400

B, Fr7uvy U HEEET 2.01% (8/399 f51) (Pearson's x 2
ME p=09960) Th-7®, £7z. HE5HMK 1 ~7HEH
IR LBt XY b (BEHRER) X700 N VILEHE
T 3.50% (14/400 f5l) . F 7 a ¥ »IE#IET 3.01%(12/399
Bl) THotze BERGHMOFERIE, Fruly VIEHRIEIC
B DHEEIIR A /S AMIEREITHITIE 2.62% (107382 fl) . 7
BRI N A 7S AW HETHI TIX 70.59% (12/17 ) TH-7zDI
FLU. ZabRITUVIERBIETIZZENZN 1.88% (7/373 ).
59.26% (16/27 fil) TdH -7, £iz. Z7a¥ R I LUIER
EOREIRN A S 2T HEITHNIC B B ERZ IO FERRIL,
TEEIAR N A 7S AT HEAT R ORZEIAR A3 7 H L EORERITIE 3/7
5l (42.9%) TH-o7-DIZRt L. |7 BAREBEORER T 13/20
5l (65.0%) TH-7z3, [8.2, 8.8 ZH&]

17.1.3 EBNENERER (RERE. RIBEOHITE)
RN B M A SN 2 RESDE / BIHE D EE
BEENRIC. 7AEY) 81 ~ 100mg/ HEEBEE L. 7
TR ULERE (7o R LV E L THEE 300mg.
& 75mg/ H) 122V T F 7 uy ViEREE 200mg/ H % %t
REE LTiTbn - —EEHHEHE (931461 icBWnwT 12
HEETOEELA RV (2TORT, S OHMEE. M7
HEMOWT AT >~ M) ORBREREZMIT LA,
Fruy UIERIE 9.7% (FHEG : 45/465 1) 1IcxfLr o
YR 7 VIVEREEIE 9.0% (FIREN & :143/466 ) TH - 7= (Y —
NI 0.945 [WhfH] 95% (EFEX[H:0.622,1.436]) 0 F 7z FEED-
MIE A XY b (2 TOET. S OFHEZE, MITHEEN O T,
AT v MMEEE. MEF) ORBHRARLFEMKIC, FruEy
VIEERIE 10.4% (RIENE : 48/465 %)) oL r7u K7L
LIRS 0.0% (FIREIA 143/466 ) TH D (T — RH 0.886
[WifH 95% {SHEX S : 0.587,1.337]). 7 0¥ R LILEEEED
BHHEF 7 ueY VEBIEEREETH L I ENTRBI NI,
—H. BIWERFIRE &L, F 7 u Y VEREIE 39.8% (199/500
Bl oL 7o R 7 UVILEERE 20.2% (101/499 ) &7
OV R UVLRBIE CE» > /20 £70. BERGHEIM. MKEFEE.
e ER R EHRIEICE > -BIEAZE & LZ4EED 12
BEHEF TORBRERIZ, 770y VIERIE 30.9% (FIRE
& 11597465 ) IR L 7 a ¥ R 7 LVILEERIED 8.9% (FIR
HE:47/466 ) TH .7 O R ULKRBESERICED >
7z (stratified log-rank test®! : p<0.0001. /\¥'— K} 0.259
[ {1 95% {5 #8 X [ : 0.187,0.359]), HIffE+A N> b 12
BEHETOBEBREERIIIZOY R VILEEE 1.3% (FIRE
& 6/466 ). FruY UIEEE 0.9% (FIFEES - 4/465
Bl) THEZZEIIRD SN o7 (stratified log-rank test
ED i p =0.5292, N — Lk 1.497 [ 95% {5 #E X R -
0.422,5.306]) 3132, [8.8 Hd]

17.1.4 B & MR
JEST LR SMEEREEERE 12,562 flextRe L —EEHKH
BB (CURE) T 7 AEY » 75~ 325mg/ HEEREEEL L,
JUu¥ RTUIERE (7o K7 L)LE LTHEIE 300mg.
b & 75mg/ H) 1o\ T I RZRIRIC, mEHES (D
MET. DHEZEROIEF) FEOY R 7 HDMREBET L.
7 ¥ R UVIVEREIEIL 19.6% O 27 ADMREET S
ZEmmREniz (p<0.001), F/-. MEWER (DIMEZE. O
FRTRZE, RXZRAR R ONRTEIRFUIEREIN) FRED Y X 7 BARRICD
WTH, Z7aERTUIEREE 13.7% OMxH) 2 7 FD%E
HTHIEMNRSNI (p<0.001). &B. EayxEH 9 HII
OFHFRICITHMEEICEIRD 5z r -7z (p=0.1251) ¥,
HEFEROFERARIZ, 7o NI VILERIER 41.7% (2,612/
6,259 f5l). 7 Z & REE40.1% (2,530/6,303 1) TH V. Wi
BTRIFASECH-o /. TTLRBLV 7O R LR
EEOKBERN 03% L EFEY» - EEBERIL. BHEOF 0
2.4% (148/6,259 fil). > 1.5% (93/6,259 fil). #45 1.4%
(87/6,259 ). #Z 1.1% (70/6,259 ffl) TdH -7z,



CREEIIREZCH T B Mz - EeRZOINED
17.1.5 BRI M8
KHEBIREREE ZNRIC, 7a R VILEEEE (J7oE R
LN ELT 75mg/ H) I2DWTF7uy v iERIE 200mg/
HzEWEEE L TUiTbhh “EEREEHEE (431 61) 2BW»
TI2EBETCOMBEMEA R+ (WEE, DHFEE, Z0fth
ODMEIE, Bt XY Mok 2 AR) ORBERIERZ BT
Licela, 770y VBRI 0.9% (FBEIS : 2/216 )
IZxt L7 a e R 7 LIVERERIE 0.9% (FIRE&:2/21561) TH D |
7a ¥R UVIEBEOEMEEF 7oy VIERIE L FEE
ThHdIENRBEINI,
—77. BfER @ 12 BB TORBHRIARIE, 770y ViER
1 35.6% (RHEEE - 77/216 ) 1oL r7uE R 7 LVILERE
1E 15.5% (FBEIE 1 35/21541) &7 7 LVILEREBIEA
HEIE D > 7o (stratified log-rank test®? : p<0.0001. 7\
H¥— N 0.403 [Wifll 95% FHEXME @ 0.270, 0.603]). 7B
RZVIVREBIEO E2EIER (FHR 2% LI E) &, v -GTP
Wik ALT s Zzhzhn 2.3% (5/215%1) ThH-o7-. &
7oy BERaMMm. MiKEE. FRERSNOCEELZENERZHE
ALEREO 12 BEE TORBRARIZ, Fr7uy VIEHEE
13.6% (F#HEIE 1 30/216 f) 1L 7o R 7 UILEREEE
M 2.4% (FEFEE 5/21561) THH. 7RI VILE
EPERITED 5 72 (stratified log-rank test™? : p<0.0001.
N —RH0.161 [WfAl 95% F#EXH : 0.062, 0.416]), HIfl
HEEERO 12 B TORBHARRII O NIV IVHRIE
8.4% (FIEE : 19/21561). Fruy VERRIE 7.0% (F
HEEG:15/216 ) THEEREIIRD SNEN» -7z (stratified
log-rank test®2 : p=0.4478. /N — Nk 1.300 [ 95%
fEHEXE © 0.659, 2.561]) 3.3,
(EMMERMERE (ORENEREZRS) ROBRMHHIRD
RAEERERIC ST B Mg - EAERZROIHD)
17.1.6 BASE MR
FIREE (MR R (RIMENME RS, RESIREESE) 19,185
Blaxg e Ul —EEMLEGEE (CAPRIE) T, Z7ut¥ Ry
VIVERERIE (Z7a ¥ RZLILELT 75mg/ H) IKDOWTTAY
) > 325mg/ HaMRRIC, MEMEHFH (BOEMDIERSE. O
IR ZERE K O IMETE) FEDO Y A7 HADMELMEE L, 7o
R 7 VIVERERIE 8.7% DX ) RV BAMREHET A L
PREhiz (p=0.045). F7-. MPEOFFHERREAR (Fuor
R 7 VIVEREEIERE 86.25%. 7 A K VBE 86.48%) 122178
5N h -7z (p=0.640) *,
E 1) TAEY CORNAEIRI A KT & L7 stratified log-rank
test
E2) TOMOFMNMEBEOHADHE, LHEED 2 VILE
I A 11 PR 2 0 B SIS & DFRE OB k. E PRI O & 0F
DERARF & L7z stratified log-rank test

18. ENEIE

18.1 1EFR

7 u¥ R VREBREOEERHTY A, AA eI /MR o
ADP ZBIET T4 A4 7 P2Y 123 IZ/ER L. ADP Of& % HE
TAHI LK M/MROEILIZEED < /MBS 2 I 4
%%, Tz, Ty MIBWTERDLONZIT—F Y EMKREE
OB IR B M/MUBEICNT 2708 KT UVILERRIED
WEIERIZ. 26 OREIC & > TIVIMED & i S 7= ADP
IC & BM/IMUBEZ NGS5 2 EICEDI EEZ 5N B 3990,

HEDD

[

DOFHBHFRD 5N TN B 3940,

BEBMAB T 240Ic70 ¥ R LIV 10 ~ 75mg/ A% 10 H
HIRAERE OIS U7z B, /)R 5 SR 01 =8 0D 38 K O H I B
DIEENRED SN TS 4,

BEMA 10 flZxRiIc, Zu R L iioua—5F4 07 R—X
(WE#% 5 300mg. BHBLEIE 75mg % 1 B 1 [\ 5 HERER
O#%5) &du—F4 > 7 F—X (75Smg% 1 H1E6 HEK
EROKE) ORE - AETOZ7uXF —N—FEICk5%5%
O M IMREEIMEER I D W TRET Lz, ZOER. O—F 1
Y R—=XBE, Fu—F 1 VR —XBHC AR, FIEHR S
2 [ & I/ MREEEIIFIEA (I MG IIF]) 2R L7z,
300mg DO —5 4 > 7 F=XI2 & 0, HE5XH O M/MREEET
HIRITK 30 ~ 40% ZR L. FE/ EEERNICETREE
EZ 5N 5 MV/IMIBEMHIRO LAVICEREMHEIDEZELTL
7D, O—F 1 V7 F—=X% Lz WA TIER S H O I/IMR
BEIIHIRIIR 15% TH -7z 2,

BERARETF 15l 05Ic7a R L)L(75mg % 1 H 1 [E)
% 10 HERE®R S %, RAM/MRESRE (5 4 M ADP &g
maximum platelet aggregation intensity (MAI)) o [E[{8#A
B2 L, 20OME. VU R LILOEKES5% 7 HE
I21Z MAL I3 SRIE (7 0 ¥ R 7 LIV SR MAL £ 15% BLRA)
ICEE L7z ¥, [8.2 Z]]

18.3 HiMMiLEHR

Ju R VLVERBEL. BOKSICXD. M/IMEOEEL
BEOQMBRERZMET 5, 70 7L UERERE Ik RE)
RIEETIL (Tv b)) 0 BEIRS Y>> FETL (T 1)
B FREBAREHO TR D ETIL (4 X) 9, FHEIR VL —
VAREGEEETL (VHF) O AT NEBEBRS v~ b
T (VHF) DB W TIREREIME U, SRk RE RN
A2 € 7L TIEIMRTERANFNIC E D W TEEY 1 X2 fig/h Uiz,
EERN L — > AREEET IV, A7 FEBHERS v~ b
ETNCBY B MRERITFHIIRIE T AEY D EA L E &
R L7z,

19. B (CEYT SELFHAR

—MRi%TE - 7o R LIVEESE (Clopidogrel Sulfate)
b % 4 :Methyl (2S) -2- (2-chlorophenyl) -2- [6, 7-

dihydrothieno [3, 2-c] pyridin-5 (4H) -yl]
acetate monosulfate

: C1sH16CINO:2S - H2SO4

:419.90

S H9198C (771R)

?.
?.

BTk D B

Cl

H
NN el
a e
s O

P HE~MEHCOEBREOMRIIMKTH 2.
IKXIE A ) = VIZEBETFR T L, T /=)L (99.5)
IZRRBTRT 0,

HICE > THRAIIBREL S,
EmSENRDENS,

-H2SO4

20. B4RV EDER
MR IESZ T TRET S5 &,

(8.7 Z:HE]

18.2 M/I\REREHDHI{ER
78 ¥ R VIVERERIE in vitro TIX I/ INRERENHI (B 2 53R
¥9, FORER. FoefEz20 CEERHEMELD. ADP
FREUC & B /MR OTEHELICE D < MV IMREESE % T1H] 9 5 30
Ty bTRIAT—F U RERBE O 2B IR 2 IVMRESE

22. @
(7O RIUILEE 25mg [TCK])
100 8¢ (10 8% (PTP) X 10, RAIAD)



(7O¥ RZLIVEE 75mg [TCK])
100 % (10§ (PTP) x 10, EIEAIAD)
500 4 (10 $% (PTP) X 50, EM2HIAD)
50088 (N, BYIFLUAE, BRAIAD)
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FAX 076-247-5740

26. BERFTRESE
26.1 SLEARFETT
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RE4AZHRKNEH

ERFTARITHA406F #h

® 2511 D



20244 1 AELET (B 1R)

HAEEER D EES
873399

Hrk - S IRAT

$E25mg $E50mg $E75mg

ARYEAR ¢ 3
WHEERR R -ERSFOUSECKUERTSIE

AFREF S | 22700AMX00610000 | 22700AMX00609000 | 22700AMX 00608000

HR7ERagn

2015%6H 2015%6H 2015%6H

P/ \iRAl

BxgREs J 0O RTU)VERESIREE
2OERD L)V 8E25meglTCK
20RO LNV #E50megrTCK
20RO LN 75megrTCKl

CLOPIDOGREL Tablets [TCK]

2. B2 (ROBEICFRS LBV L)

2.1 L TwWaBE (AR, EENHM. EEEHm. R
B HAML WS I B AR INE) [(HIZBET 282105 5.]

2.2 RFIDORA I UBEBIEOBHER D & 2 BEF

3. AR - R
3.1 #8R%
AR7E4 Bapksr (1 8E9+) NINA]
7 a¥ R T UIVERE
Juv¥R7ULEE|#HE (HF) 32.63mg
25mg [TCK]J (zu¥rrLLEL
T 25mg) D-vr= b= LAY
g 2T ST
sa R LIV | (HE) 65.24mg | o 77 L oD L
50mg [TCK] | (ZERZLNEL | grena” 200 70 22
¢ 50mg) AO—Z, FUTHEF .
ya¥ RJLVEE| BIEFS Y TLT
su¥ R VIVEE | (HE) 97.88mg
75mg [TCK/ (za¥rrLLEL
T 75mg)
3.2 "HROMIR
ASiz .
et BEE | BE& B 7
(mm) | (mm) | (mg)
Za¥ R 7 UIVEE — EI@;{%;;%\E@
6.6 3.3 112.0
Zu¥ R7 LIV — E@;ﬁiaé
8.1 4.2 220.6
p—" st mae
8.6 4.5 262.0

4. WHRENIFHHR
OEMMRNMERE (DREMUEMBIPEZIRS) ROBFEIH
ORRIBEIRAZAM (PCl) AERATNS FEEEMmEvER
SRR (FREPDE. JF ST EFDEEE, ST EFID
i)
TEPE. BRIBMEOEHIEE
OFRMHEENREZRICH T2 Miz - EAERAL DN

5. WRENEHRICEET R

(EREEEIRAZALT (PCl) DMBERTNZEMEEE)
PCI PEMATEDEME DRERENOKRSIATRETH 5. &
BIREZICE D RIFANEE D 5 WISEEIR N A /S 2l R IR S
N, PCLZHEA L2 WEEIcE, DBoOREIHEZSZ &,

6. ERUHAE

(EIMMARMMEBREE (DRMEMEREZRRS) ©ROBFINE)
BE. A, 70 RZLLELT 75mg £ 1 B 1 EED
B59 50, FEf AEIERICK YD 70 R LILE LT 50mg
1 H1EEORET 5,

(RRAEERAZ R (PCl) DNERESN S EMEIEE)
EE. RAICIE, BERBHICZOE R LIV E LT 300mg %
1 H1EREOKESL, £k, HRFEE LT HILE75mg %
EORET 5,

GREEIIRERC B3 B MM - FERRRZR DINH])
BE. AR, 70 RZLLELT 75mg £ 1 B 1 EED
BE59 %,

7. BERUREICEHET 3FR

(GhREHE)

7.1 EEBOBREIIBTSIENEE L, BN 1 HEERBR
BV TIEERESRIOHLEERP A 5N TV 5,

(EIMMERMEREE (DREEMEREZRS) BOBFRIDE)

7.2 %8s 2 BENHH 5O T, FICHIMER. ZOHRERD
HAHEHEZFICOVTIX., 50mgl H 1 E»5H&E5552 &,
[9.1.1 2]

(BRWBEIRRZ M (PCl) MMERASNSEIMEOEER)

7.3 H/MEE RO AZEEARIE. 7 AEY >~ (81 ~100mg/
H) &I 5 & MIMMEE—AIGFRABRERRE TROKRS
HECOWTIE BNNORFOHNA RIA v E2SEICT5HT
Eo

7.4 A7 Y MEHBEBREANOKRFIHRSRICIFEERREOBFR
XEBTSRTH L,

7.5 PCIHEATRIICZ B E R 7 LIV 75mg 2472 < & 4 HE#R S
ENTVWBBEE. O—T 1 > 7 F=2XH5 (5B HEIC 300mg
EHRETH &) BMEATIEE V.

8. EEREANIR

gD

8.1 MMM/ MR ERER (TTP). MERIGE. HE LR
EEOEALBWERANRRT AN HL0T, BEHBER 2 »
A, 2B | IEEOMBRESOEKZEET 5T L.
[11.1.3, 11.1.4, 11.1.6 ZHR]

8.2 AFNC & & M/IMUREINHIAEEE 725 &5 2Pl oBHEIIc
X, 14 B ERTICHR S 2RIET A2 ENEE LW, BB, 59
TREME 2T 5 ENHR LV IERGHLOY XY
BEELZENPRESNTVEDTHFRICBET S &, /2,
5 IR R o MARE L ERIED U 27 OEWERTIX, EY)
BREMFIREZHE LS L FNBRICAFOFREGPLELE
Hl2iE. FREAEOIEMZEELTISERT A2 &, [11.1.1,
17.1.2, 18.2 &H&]

8.3 ®BIMENFE T 2 BEANOHREITERITV, REHESHIE+
FRMEOIY Fa—)LETH T &, [9.1.1 28]

8.4 BRoEREOSVEMEMMEREREICSWVWT, 7TALEY
VEGRA LK, 7a Y R UILVEBERNCHANERZ HIMOFRERE
oEMMEHNTHRESNTWLAY, [10.2, 11.1.1 ZMHE]



8.5 Mm%z IaEEsEnEEZ SNBBAITIE. ik - FE
SrEETHIE, [11.1.1 BR)

8.6 BEMIMAR (EHALES ba >R S52AF VB (aPTT)
DEE. F VII HFEEERSE) "bobndIerd 5,
aPTT OEEENFFEO S NZHAHICIE. HIMOBFEIC»HIPDS
T BREMBROTEEEZEE L, HFE #5742 L)
BIBEITH &, [11.1.9 ]

8.7 BEICIHAE LV BHEMULL T 25l L 2FHAL. BRELH
MARDOENTHEEICIZEMICEETA2LOTFERZET &,
F7-. Mk (RN 2% T 5EICE. AFEZBALTVWSE%
ERICHIIEA D LD BEICERZET &, [11.1.1, 18.1 &
&)

EENBEIRFZRM (PCl) MMERSNZEMmMEOESR)

8.8 U—7 1 U R=X#%E (HE5HEEIC 300mg 259 52
L) ROT A Y EDOHRICL > THIMOY 27 P& % % AHE
WRHDHEx+HERTHT &, [10.2, 17.1.2, 17.1.3 &
fE]

9. HEDERZEIDEEICEHTZIE
9.1 GHHE - BIEIEEDH D EE
9.1.1 ROBETIHRIMOEEENEL 22BENDH 5.
- BIERR O ZOREOH 2 EE (7.2 SHE]
- BIEDS G LT W 5 EF[8.3 BHE]
EREORE
9.1.2 DF T/ EUIVRER (FIOEIYVIERIES) ICHUL
BEEDBHEEDSH 5 EE
9.2 BikEEEEEE
9.2.1 EEREBEEDHDEE
HIMOEEEAEL L 2BFNDBH %,
9.3 FFikREEEEE
9.3.1 EERFEEDHZEE
HIMOEEENEL L 2BFNPH %,
9.5 ¥R
IR AR IR L C W A FREE D B 5 etz id, 6B Lo BN
fafEtE s FES LHIESNBBEICOAEETEH L,
9.6 ZELIE
R EOBFRERUBIARBOERE2EE L. B O
HIEZMETT AT &, BER (T v ) THHTFICHETI S
EMRESNT WS,
9.7 INRZ
INREE R E U BERABRIEER L T,
9.8 EinE
BEEEEEEL, BEOREZBZE L ANS, HEKKRST S
Z &, BiE TIREMEEE. STHAE. RS OEIERENET
LTWABIZENEL, ELEEND R VEAY H D HIMZFOH]
ERH 5 HNLT 0,

10. *EE{EA
AANZ, EIZCYP2CI9 IC K D EHEAHEMICR# S NS, F-,
KEIDO 7o »EEfaaEl: CYP2C8 2lHET %, [16.4 &

HH 7% FRARAER - HEE SR B - fERET

= RO B R AFOERPEET | CYP2CIO 2 HE T

(CYP2CI19) %#[HE | 2BZFNHH 5, BT rizky., KElO

ERAE 51 R E Y o

FRAT5T—) EPETRT %,

BRMtuo b= F HEME2ET S2BZ|SSRIOESICLD I
B DA & BHZEA N NWDPHb, IMREEDTRE S .
(SSRI) (7 LARFH 3 BElIEDOHFAICED
LA VBBE. 'L HiMzB&RT 2 &5
b T VIERRIES) AbN%,

[11.1.1 ZH]

=YW B R
(CYP2C8) m#E

LS ) = Ro I
EEASEL., MR

EN=IfoR/ WAy
= N W

& 7x B HH| TER T 58 | CYP2C8 [HEEH I

LT =R FTNDDH 5, K. ThoERDIM

[16.7.1 ] FREESENT S &
EAb6N%,

tLFIT Lt LUF IR TOFERE | RO TV O R

[16.7.2 2] R#EY (MRE-269) |f8 & 1k I & %

@ Cmax & U AUC
MHEMUZEDORE
BdH s, KEl & A
T HEEICIE. ELF
IINTOREEERE
THI &S

CYP2C8 HEEHIC
£V, ThosEH DI
RIRENEMT 5 &
BEAb5N%,

i 71 72 CYP2C19
V77 ey

A o /N BE E
Ry #Emashs s
IEkodmy AT B
BELBENDDH D,

V77 EYVED
7] 72 CYP2C19 #
LI E O fF AT
BHIENEE LV,

7a¥RITLUILIEE
12 CYP2CI9 1T & -
TIWE A 1 R
S h b 72 o .
CYP2CI19 B % % %
BT HEAE DA
12 KD ARAHIOE AN
YO MR E D
BT %,

EIL LA

A F O 1 4 v BE A
ERNT2BLNDH
%

EL kX DHELEE
BN LD KAID
MNP BIES B & F
ZA5N%,

O ANAYF

AR H 300mg ® # 5
B, OANRY F
@D Cmax 1.3 &
AUC 2R LR L.
Al 75mg O K18 #
B, QANAYF
D Crmax I I EL
3. AUCH 1.415 L
RLIEDHREDPH
%,

RN LD, T AN
& F @I EE D
EFAT 5,

1. BIfEA

WROBWERDH 65bNBHT ENHAHDT, BEEZFDITTV., B
RO OENTHEIIRE 2 HIET 574 EEY) 2B Z1TO

&,
11.1 EXIREIERA

]

10.2 HAER (HAISEEISIIL)

A%

R RIEIR - BB

WP - falRE T

JER T O A R %
S (S SOFt
)

[11.1.1 B

KENEDHAICED
HALE 2 5 O H I 7
BRIh/-EO®RSE
BH 5o

AR 13 M /IR 5
HERZET B0,
INSEAEHAT
% CHALE Him 2 B
BdsL&&EZO6NT
Wdo

PgERE (L7 7Y
MNRAVARINZ S|
/INAR g SR A 1R F &
B LA (7 ALY
) MARTARREE (7
axF—¥, 7LTS
5 —Y)

[8.4, 8.8 . 11.1.1
2]

Him L 7-Rs, £hzehy
RILBENNDH 5.
PERRBICIEHINE O
BMERICERT A C
&

AN FI G I /N AR 2R 4
HIERZET B0,
INSEAEHAT
piimziiRy 2
BENDD B

11.1.1 M (AHMZFDOIRZALM (19%4) . B FImEE (0.1%

i), 0HM (BEEEREA). M. BEEHm. REEm (WIhd
19%AK%) . BIEAMAE (0.1%K%) . IEERMAEE (0. 1%AiH). &8
RRHM (BHEAH) F)
WM& QBN HMOMERE LT, Bk, &D - B, B
BEE. FRESEDPH5bNE I ENH D, HllZREY 2K
IERPEONGER, fE52HLEL. BESICAREEED#ET])
B2 EMYT S5 & [8.2, 8.4, 8.5, 8.7, 10.2 ZHE]

11.1.2 B - T=HEEES GHEAH)

HmzESE - +ZHBBEEPH o DNEIEHFDH S,

11.1.3 FFgeERRS. BB
ALT k5. v-GTP E&. AST ER. #|E., 2EFrE (HE
TE). R EERH) EP5H5bN5Z N5 5. [8.1 2]

11.1.4 MAMIVIVREAMESEBER (TTP) (EEAH)

TTP OERTH 2 BEEE. BAAAR, HEHE O HMER.
EREESEO/M - wEER, M/MURD . BERIERO IR %=
RO HBMEEM, FH, BREREEVERLIBEICE. B
Bl GEPIE L, MERE (RRMER, BRR RO RE 2 &



tr) ZFEML. NEIZS CMELMEOMY) LB A/TH &,
(8.1 &HA]

11.1.5 BEEMMR (0.1%K:0) . FERERMERN (BEE )
Hk, FRREE, FE MEOREZENRO 5 NBEITE. #
RPITHIER X AR IR CT S OMEL2ERT 22 L. BEIRD
SNTIFEITIE, \Ex2FIEL, BIBERERILVE VAOBREED
MY MEZ1TSH T &,

11.1.6 M/IMREAN. BENINE. BETRMEMZSONMEE
NE (BEEERNER)

(8.1 &HA]

11.1.7 hEMRIBIERERAE (Toxic Epidermal Necrolysis :
TEN). REBHEARERAEIREE (Stevens-Johnson JEIREY) . T8
HEATHE. SMENFEERZERRE (EEH)

11.1.8 EFIMBBEREIREE (BHEREH)

MHNERE UTHE., BEPS A SN, FEICHTHEERSE, U/ H
fEAR. BIMERIENN. FEEERIE . BED) D SIRBBRE % (£ 5 ER
HOBELBEERIP S SDONEZENDH D, ZDLDHIER
BHobNGHIIIERESEE2FIEL, BUALBZITS> L. &
By EEALRZIT AL 6 (HHV-6) DY 1L ADEEE
{bZ2fES 2 ENZL, BEFRIMBORE, R FREREED
TERPERD 2 VLB T A ENDHOTERT A &,
11.1.9 BXMEIM&ER (BEEAR)

(8.6 &HA]

11.1.10 HEERRIAREE (S RNEH)

HARE. B CK ER. MHPRCRPIA 7ue s B2
e T ARBBRENENS H S5bh, > TEEBRESZD

0.1~ 5%Kii 0. 1% N
TR . SME. | Lo, BEK
HEN BE (B2,
FEEE) . il
B, RHRE .
Bk, 55
. KM E.
TADPA. RS,
B T RS E 3
TR, S9EH
EEE IR, BEAR. A |3 DERE | mERX
IR W, OME. IR
BET. AR
B i BUN L&, M | &HEEE. K| REAEE
V7 F=r | SR, R
F REEIEN, | B
MR RILER
W, ORBESE.
B
2 . B2
7K. %
Z DAl ETO. AR, | ZHRMEMR. G| . BETE.
FE BER(F | WER. BEA | RE LR
B TAAR) | ERE. 2itaw
PEENE N N
BRI, B
% Fe M A 2%
B, B,
T 51 5007 AR
CRP L&

BELERENHOSDONLZENDH S,

NN AVRAYVECREEREE GEEARRH)
BEORIMEL25SHIITENDH 5, [15.1.3 SE]
11.2 ZODBIER

0.1~ 5%l

0. 1%k

BEEEANH

liikiz3

R H .
£33 OR). B
I, 1k ZE .
AR, B A
M, FFH . I
7. BRIFRALH
I, ALE S H I
ANEZOE VI
D FRMEREAD
ANTRTYw b
A H mEkE
DRI
IR ERIE %

Bfg®z, Ok
WH I, A7 A e
M. #757—7)
B & R AL i
OEHm, &=
HA I, PRIE HA I
T EEER >

&R

Ji M

Al-P E&.LDH
kR, mELEY
Lrey ER7

fHEE % BHARE.
HE

HIb3R

H bR AR,
Bias. OM%,
M. IER. T
A BRAIR.
A, BEX,
M

REERRZ . THAE
AR, OE, B
TR, A
() %, tRAE
HE PR o ik
%, KGR I
3 R I

Kig% (BEE
K7 )28
KRB %) .

[ %¢

REEE

R RE R B A
CK L&, #a
LZAFu—k
. REBKT.
KLE&HE,. 7L7
NP2

miELESE. KT
B, MM RER
B.73I59—-%
EH. Cl Tk,
Na EH . Na
TR

R BAE

RIS, € D FER,
HLBE

7%, ARBSFIE

TFI745F%Y
—. BRI
%, ME FEIE,
RESERE

B, BRI

KEERE. R

ARFE ML ARBRAS
RIS R
BN, HE, R
HREE, R,
TRER

USEREPS

13. BERS
13.1 W&
BENLBEAIIIS N TV,

14, BRAEDFE
14.1 FRIZMFOER
PTP @R DEANL PTP & — b2 S5W O H L TIRAT 5 & S 1EHE
F5Z&e PTP ¥ — b OREAKIC & 0 VBR800 BB R AR
AL, BIZ3E 2B L THIRARFOER T AHEZHHT
BIENDB,

15. ZDfthDFER

15.1 BRARERICE D 1EHR

15.1.1 BN TEME S N7 @RI Z R E U7 BREMHERICS
W, A 300mg = #[El1#% 54 24 K O & A M/ MR B 5 B2
(5uM ADP FEit maximum platelet aggregation intensity
(MAI) : %) &, CYP2C19 o R ##EICIE U T, Extensive
metabolizer (EM) B, Intermediate metabolizer (IM) #f.
Poor metabolizer (PM ) % @ JE I . 43.67+6.82 .
47.17£5.71, 54.11£4.34 TH V. €0 6 HEICDz>T
KAl 75mg/ HE2H G L0 MAL (%) &, £ ¥ h
32.87%5.10, 39.41+6.34, 47.48%£3.60 &, PMEfICB W
CARRBNO M MUEEIIHIER 2ME R U722, [16.4 ZH]

15.1.2 BINC B 2 R R BIRTERMIETT 2 T7E L7z B 20t
K& LBRRE R OEROBZEREY DIcB LT, CYP2C19
DPM B LLIZIM Tid, CYP2C19 @ EM & Wit L ¢ KA
S#OOIERA XY PEROEMARE SN TV S,

15.1.3 4 Y AV » HCRZEREE O IL HLA-DR4(DRBI *
0406) L < BT 5 L OWMENH Y, B, HARAL HLA-
DR4(DRBI * 0406) # (R E T 2 HEN BV EOHRENH 29,
[11.1.11 =]

16. EYIEIRE

16.1 MEE

16.1.1 EERAICZ O R VEEE (7o RZ7LILELT
75mg) = BHBICHENEO®RS Lz5E 0 SR26334 (ER#HH)
DEMFEEINT A —FZ I TDOEB D TH 510,



7 a R 7UVIVEERIEBERERROKR 5RO SR26334 OFEY eSS

A—%5
tmax (hr) Crax (ug/mL) t12 (hr) AUC}:]OI:;‘fnﬁjug ’
1.9+£0.8 2.29+0.46 6.9+£0.9 8.46+1.36

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

tmax © Ferm AP RER . Cmax - R PR, 12 @ PR

AUCo-4s © MR AR NEE (0~48 Bifd)

16.1.2 E£YMFHEIE R

(ZOERIUIVSE 25mg [TCK])
7a¥ R UIVEE 25mg [TCK] &7 Iy 7 A4E 25mg % .
JURF—=N—RICLDFNETN3E (VO RTLILELT
75mg) B AR FICHEEREROREG L TP RE( AR
EEHEL. Bon-EYgke/tF X —4% (AUC. Cmax) 1D
WT 0% EHEXENEIC THEHEIT 21T - 724652, log (0.80) ~
log (1.25) OHEANTH . WAHIOENZNEFEISER SN
7-10

HEIRT A =% BENRTA—F
AUCo-24nr Cmax Tmax T2
(pg - hr/mL) | (pg/mL) (hr) (hr)
Juv¥RI7L
JU$E 25mg 2812.4£3543.6 | 2089.19£3395.76 | 0.87+0.43 | 4.89+3.33
[TCKJ
VAR
§ 25mg 2769.4£3704.6 | 2276.42£3290.87 | 0.74+0.25 | 4.11£2.60
(Mean=+S.D., n=38)
(pg/mL)
6000
5000 |
Ig%l 4000 |
51;] | - ZUuVRZL LEE25mg [TCK]
a 17
g 3000 n -o- 7TV w 7 A§E25mg
; i Mean=S.D.,n=38
L 20004 i}
L
# ®
% 1000
9 12 24
B (hr)

(ZOERTLILEE 75mg [TCKI)

7a¥ R UIVEE 75mg [TCK] &7 Iy 7 A4E 75mg % .
TJUAF—=N—EILLDZFNZEN]LEE (ZJuRTLILELT
75mg) B AR FICHEEREREOREG L TP RE( AR
EEHEL. Bon-EYgRe/tF X —4% (AUC. Cmax) 1D
WT 0% B BIEIC THEHRIT 21T - 72 /&%, log (0.80) ~
log (1.25) O#HENTH . MAIOEYZNESEEPHER SN
7-12)

HEIRNFA—%

AUCo-24nr
(pg - hr/mL)

ZENTA—F

Cmax Tmax T2
(pg/mL) (hr) (hr)

su¥ R
JUEE 75mg
[TCK]

2636.0+3098.0 | 2255.29£3829.46 | 0.74+0.28 | 5.10+3.03

VA AR
$ 75mg 3328.94£5929.0 | 2206.77£3453.10 | 0.88+0.49 | 5.06+2.48

(Mean+S.D., n=40)

(pg/mL)

60007
50004 |+
% 4000 ||: ;
2 i  SUPRILLETSmg [TCK]
154 3000 i1t -o- 75w U AFET5mg
; i Mean=S.D.,n=40
L 2000471l !
L
B i
B 000l BRI 7

¢ T

6 9 12 24
g (hr)

MEEFEEN NI AUC, Cmax ED/3T X —# 13, #HERE DR
T AREOBRMEIEL - BESORBREFIC K > TEL RN
H5,

16.3 9t
Sy MIMC-4-7u b R UVLEBIE (7abR7LLELT
5.0mg/kg) #=HEREOHRE L7254, BETREEE X, KBS D
JEER I B VTS 0.25~2 BB ICRSMEIGE Lz, HETHEE
EiX. HLEERE - FROEICEL . oM. BREOCEKHTIX
B -7, £/, REZBEICEHRBEAOEBEEIIRD SN
Ty,

16.4 X3
7a ¥ K7 VIVERBRIEIXTUN S N7z, FFIBTEIC 2 DORKT
R#fsns, 9bb. (1) TATT—BIZ X DIEFEERBEY T
&% SR26334 (ER#Y) 2EMT 2L, (2) EBYRHE
#FF b ru—2L4 P450 (CYP) Ik BEALEIREMY 24 Md 54%
BThbH, BEOREZEAL T, BEREY HA PERS L
615)0
MAFICBVWTIE, RELEOBE 3O THE < SR26334 #5F
WHEE L7z, 7R VILOFBREBREICES T 5F ~
T — . P450 4 FREIZEIC CYP2CIO TH D . FDfhic
CYP1A2. CYP2B6. CYP3A4 5T 510718, F /-,
SR26334 & CYP2CO #FHE L. 7V 7 o v BEiad kX
CYP2C8 #[HET %1920 (in vitro). [10.. 15.1.1 K]

16.5 HEtt
BERAICYC-4-7 a0 R VLERBRIE (7o R LILELT
75mg) xHEEEORE L-5HE, %55 BERE TORNEDR
ORI S HETRE DR 2% L, RAICIZH 41%., #Erh
IZIZK S1% Rt s Nz (SAEAT—4).

16.6 HEDERZFIDEE

16.6.1 BiEEEEEEE
BUEBERLBELZ /LT F V)T IV AICLVEE (5~
15mL/%7) &ZE (30~60mL/45) D2 ZIV—TI23F, 7
O RZULERE (7o R LI ELT 75mg/H) % 8 H
MREROREG LR, EEREEA2EFIIBLTHERER
HEREBREITH A SR26334 O AUC 13EA - 722 (SHEAT
—%)s

16.6.2 FFigsEEEEE
FEEZBREEEERAICZO R VUREE (7o R7 UL
L LT 75mg/H) % 10 HERERZOHS LR REE
D Crax PHEEBEICBVLTRBRERAICEELTAEL LR
L. FFREDETICE S 70l R 7 VIVRBEORBADZE)
B S N7z, SR26334 OEMBIRE/ST X —F IZIZENSRD SN
Biro7z® (HEAT—%),

16.6.3 CYP2C19 EGFZHZETI 2 EE
R %2 CYP2C19 OREREICIE UTC 38 (BEEOHI) 1254
. 7o RZLLE LTHIAIZ 300mg. D% 75mg/H% 6
HRE#%E5 9 2 RE % FEWH L7z, CYP2C19 @ 2 DDEE TR
(CYP2C19°2, CYP2CI9*3) 12O\ TWInh % REEEEY
BWTNEATFOEAEE L THOEER (PMB) Tl&. &1
R#E H4 O AUCo-24 MU Cmax 75 BAER R TEAMKE (EM




B CYP2CI9*17%]) LHEILTERNLZY, %8B, HRAICS
7% PM OSE L, 18~22.5% & D& H 52,

(34 1) . N HiI 4.9% (28/575 fil) . Al-P _E5& 4.2% (24/575
Bil). B 3.0% (17/5756l1) TH-7:2 .

BEHAIC 515 CYP2CLO BEFSHAE RN HA oseyy  EROEEIGEAA (PC) DHBRIE NOBMILLARE)

FHEI S A — & | T B 17.1.2 ERNENEEE RMEERE (FRTIVME. JEST LR
CYP2C19 & {ZT A DEFEE))
s JE ST FRASMEEBMEZ ZMRIC, 7AEY » 81 ~100mg/

EM M PM

300“15)“5 29.849.88 | 19.6+4.73 | 11.4%4.25

Cmax
(ng/mL) 75mg (7 H
=)

11.1+4.67 | 7.00+3.81 | 3.90+1.36

BOomEg)“E' 39.9+16.8 | 25.7+6.06 | 15.9+4.73

AUCo-24
(ng + hr/mL) | 75ms (7 F
H)

11.1£3.79 | 7.20%£1.93 | 4.58%=1.61

(mean+S.D.)

*)

EM : CYP2C19%1/71

IM : CYP2C19*1/°2 3% %\ & CYP2C19%1/%3

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

16.7 E4HEE1EA

16.7.1 LINJUZR
BEERAICZ O R VIVEREE (1 H1E3HE, 7aErs
LLE LT 1 HE 300mg. 2~3 HE 75mg) %##%5L. 1 HA
E3HBIWILYZYZR (0.25mg) =HHA LR, LTy
ZR®D Cmax X AUCo-wold, LIST ) Z RZBMFE Lz X
CHELTIHBIZ2.5XU5.11% 3HEIZ2.0 R 3.94%
WUz, 2. 12X 1.4 R 1.2/ TH 7220 SEAT
—%), [10.2 BHE]

16.7.2 ELFIYNT
BERMABE22HIcLF2870.2mg % 1 H 2 [0 10 HRHE
BO/E L., 7o R L ILa#5 4 HEHIC 300mg (n = 21).
B55HE”»5 10 HEIZ 75mg (n = 20) #&O/E L7z, B
MRS EHE LT, ELF 87D Chax K AUCo-12 13, 5
AHETIE .35/ KU 1.44 ZicEmL. #5 10 HEI1X0.98
BRO1.14ETH o7z, BRIC. L F 87 OEENRHEY
(MRE-269) @ Cmax 20 AUCo-12 13, #5 4 HETIX 1.69 1%
N 225, %5 10 HETIE 1.90 KU 2.70 ZI12H#Em L
722, [10.2 28]

16.8 ZDfth

(O RZLILEE 50mg [TCK])
r7ua¥ K7 LUIVEES50mg [TCK] X, [&EVEL 2 FOEES
HlOEENREERBR T4 R4 > (PR 24 F2 H 29 B
BEEF0229%H105)] c&EDIE, Ju 7 L)L 25mg
[TCK] ZiEHeBIFIE Lz & &, IBHEFHNEL L EWENIC
Bl & Am Sz,

HeHEMEE L, 7O R VERE (7aRZLLELT
Wl 300mg. #MFFE 75mg/H) ICDWTF 7 uy VIERIE
200mg/HZMBEE L L TiTbhz “EEM e (799 )
BT BENEA RV b GEE. 2ED0AEE, mITHEER O
1T) ORBERZMTLA-EA, F70Y ViEREIE 9.52%
(38/399 i) Iz L7 u ¥ K7 LILEEEE 10.25% (41/400
) THY. 7RI VLRBEOENIEF /oY VIER
HEREETH S EPRBE N7 (B2 S HEEE-0.73% [
B O5%(EHEX M : -4.87,3.411]).

—7. BIfEARIERIZ, F7u¥Y V181 55.3% (219/396
Bl 1ot L7 a R I VIVERERIE 44.9% (178/396 ffil) &~ 1
R VIVEREBIE CEDY 5 72 (BRI ZE S EE 10.35% [l
O5%(EHEX [ : 3.43,17.28]1),

JUuE R UVLUERBRIEOEZEERIE. ALT #0 15.2%
(60/396 ). AST #40 11.6% (46/396 fl). y-GTP #n
9.3% (37/396 ffil). I ALP #h16.1% (24/396 i) T& -
Too Fiow BRGHIM, MERE. FHEREROESHILICE
S -EWERAOFRERROBEE., Fr7ubY VIERIE 29.57%
(118/399 ffil) 12t L 7 0 ¥ R 77 L IUERERHEAS 24.25% (97/400
Bl) THD. TEPRNA SAWHETOEEEER L HRETIEY
T¥ R UVLERBIESERIED? 572 (p = 0.0358) . HIfEA
Ry b (BEER) OXBERI /O R UVLBBRET7.75%
(317400 ). F7u ¥y v IEBEE T 5.01% (20/399 )
(Pearson's x2#E :p = 0.1135) TH V., HintEA <> + (8l
) OFRBERIZZ7OVE R UVILEBRET 2.00% (8/400 f).
ForuvY UIERET 2.01% (8/399 fii]) (Pearson's x 2 #7E :
p=0.9960) TH-7z2 , £z, HE5FHHB 1~7 HEICHEL
I A Ry b (BEER) 1370 R 7 LIUEEEET 3.50%
(14/400 1), F7u Y IEmREET 3.01% (12/399 ) T
57230, BAZHMOFERRIZ, F7uy VIEREICB T A0
BRI A /S ZHTFEREITHI T 2.62% (10/382 f5l) . TEEIIR/ N A
IS AMHEITHITIE 70.59% (12/17 fl) TH -0z, 71
VRZUVIEEBETIZZNEN 1.88% (7/373 ). 59.26%
(16/27 1) TH-70 Fi-. 7Y R UVILFHEEEOFTER N
A IS AMTHEITHNC BV B ER A BMOFEFRIL, FEIAR/ A 7R
HrHETRI ORI AY 7 UL EOEERITIE 3/7 B (42.9%) T
Holzoizxt L. | 7 BREOERF I 13/20 6l (65.0%) T
o780, [8.2, 8.8 BIE]

17.1.3 EASIEEER (REWE. FRIBEOFHIER)

17. BRERRGHE

17.1 BNERUCREMICET 5505

(EMEMMERE (DEMEMNEREZRS) BROBFIMEHE)

17.1.1 ERNE DB
MM S REEERE 2RI, VORI VIUEREE (7o
RZLLELT75mg/H) oW TFruby vigikE
200mg/H%&MIBE L L {Tabn /- ZEEMHERE (1,151
Bl) B 2MEEERORRRELMIT LA, Fr7uEY
VIEEETE 2.6% (15/578 ) Icxf L7 a &€ R 7 LUK 3.0%
(17/573 ) TH V. 7a ¥ R VIERBRESF 7 a vy Vg
BERAFEOMEEEHRO ) A7 RBHREZETHIENTRIN
72 N—=FRH0.977), 7z, MEHERR (AmBkED. 17
FREREAD, M/ MRED) . FFREERRE . FESMEEO IR 2 D
MOBEELBEEAOBETOREARII., Fr/u Y VIERIE
15.1% (87/578 ffl) o/ L 70 R 7LV ILEEIE 7.0%
(40/573 ) THY. 7a ¥ R 7 UILRBEICB W TERICED
-7z (p<0.001) 27,
JUub R UVLEBRIEDO EL2EIERIE v-GTP L& 8.2%
(47/575 ). ALT E& 7.5% (43/575 1) AST L& 5.9%

R AR IRFE R 25 A & 1B RESRDE/ BB DA ZE B
FEERRIT, 7 ALY > 81~100mg/BEEMBHEE L, 7a R
TUNEEEE (Z7uoER7 L )LE L THEE 300mg. HFE
75mg/H) IZDoWTF 7 u Y VIERE 200mg/H % fEgEE S L
TiITFbh-—EEmHERE (93141 I2B8WT 12;BEXTO
FELAARY N (£2TORE. BHOHEE. NITHEROE
I A7 v MIUREE) ORBRERLMT L&A, Fr7uE
VUERRIE 9.7% (FIREIE 1 45/465 6l) 1oL r7aE R 7L
JURRERIE 0.0% (FEFREIE 1 43/466 ) TH -7 (NF—FRH
0.945 [Mifil O5%IEMEXE : 0.622,1.436]). F7z. EHEID -
MM A N> b (2TOEE., 2HOHEE, MTHEROMK
17 A5 M. MET) OBRBEBERLFERIC, Fror
VRS 10.4% (FIFEIE : 48/465 1) ot LraE R oL
JUBRERIE 9.0% (38IRE| A :143/466 ff) TH D (VH— RH 0.886
[ fE] O5%(EHEXE © 0.587,1.3371). Z7u b K7 L ILEEEED
BYEIEF 7 u Y VIS FIRRE TH S Z ERKEE NI,
—7. BEWEARREA 13, F 70y U HEEE 39.8% (199/500
Bl) 1ot L7 a e R I VIVERERLE 20.2% (101/499 i) &~ n
YR UVLBRBE TR > 7. £7o, EALHM, MikEE, fF
HEHERE N, O S IEICE > BER 28 E& LZIE1E0 12388



FTOBBRBRRIE. F7uvY VEHIE 30.9% (R4
159/465 ) 12t L7 a ¥ R 7 UVILEREEEAY 8.9% (FIREIA -
47/466 ffl) THVO. 7u ¥ RITVLRBESERICE,P -2
(stratified log-rank test®1 : p<0.0001. N¥— Rt 0.259
(Wil 95%E#EX M : 0.187,0.359]), Ik N> b 1238
HE CORBERLIZ 0 NI VILERIE 1.3% GEREE
6/466 fil). Fru Y VIE#EE 0.9% (HHEE : 4/465 )
THRBRZEIIRD 5Nizir o7z (stratified log-rank test®) : p
= 0.5292. NH¥ — Nt 1.497 [ W@ 95% {5 #86 X R :
0.422,5.306]) 333 , [8.8 HME]

17.1.4 BN EMEEER

JE ST FRAMWTFEMRBRE 12,562 flzntR & L “EEHt
kB8 (CURE) T, 7AYYU Y 75~325mg/H A2 &ML L,
su V¥ R UVLKEE (7o 7 L)LE LTHEE 300mg.
Me¥hE 75mg/H) ICOWT T I RZRBIC, MEEER (D
MEFE, DFBEEROMEF) FIED ) 27 FEDMREZMET L.
7a ¥ R UVILEEEEIL 19.6%DHEM ) R 7AW REET S
ZERENT (p<0.001). F/o, MEEHEH (DMEFL. D
FRTEE, M2R AR R ONBTER IR ) FRED Y A 7 HADRIRICD
WTh, 70 R7LVIVEBIEIL 13. 7% ) 2 78 s R
AFTAHIEMRIN (p<0.001). 8. EayxEHd Him
OFFRIIMBEFICEIIRO 5Nk o7 (p=0.1251),
EEZEERORHARI., VOV R VUVIKEBRIER 41.7%
(2,612/6,259 ). 751 ARE 40.1% (2,530/6,303 i) TH
D, METCIIERSETH-7z. TILARELIVHL 7RI LIL
WEBERFORIAEN 0.3% L L@ > - AEFRIE. FHHEDF
WV 2.4% (148/6,259 )\ 5§55 1.5% (93/6,259 i) . #4415 1.4%
(87/6,259 ffil) . & 1.1% (70/6,259 fil) TH 739,
CREBIIRERIC ST B Mg - BRI
17.1.5 BRE MEEER
FHBIREEBREZNRIC, 7O R LLRRBIE (Z7uv¥ sy
LILE LT 75mg/H) IZ2WTF 7 uy ViE#kE 200mg/H
EXREE L TThN 7 “EEREEEE (43101 2B0»T
12 BB S COMBEEA N (WEE, DHFEE. OO0
MEFE, BIEEA XY Mk B ABE) OREHRHELZ BT L7z &
A, FrurY U HEEE0.9% (REEE 2/216 fl) 1TxtL
JUuERTUVIVERERE 0.9% (FIREIA : 2/21561) THD. 7
oY R7UVIVERBIEOBIEILF 7 u ¥y VIERRE L FREE T
B ENRBES NIz,

—7%. BWEA® 12 BB £ TCORBHRARIE, Fr/uby v ERE
15 35.6% (FHEE :77/216 ) it Lra e R 7V IVERERE
15.5% (RIHEE - 35/21561) L7 ub¥ R UVIERRBRENSER
I{& A2 - 7z (stratified log-rank test®2) : p<0.0001, N¥F— K
H 0.403 [ 9O5%EHEX R - 0.270, 0.603]), 7ut R 7L
IVEREBSE O E 2 IR (RIREK 2% ) &, v-GTP Eik
ALT s n2n 2.3% (5/21541) ThH-o7z. 7z, BEX
M, M7ERE. FSEEREROEEZEIERZES L7-1EiE
O 12HEE TORBREERIT, Fr/uY VIEREE 13.6% (5
HEE 307216 fl) 1ot L7 o R VILEREEIED 2.4% (3
REE :5/2156) THY. 7 0¥ R VIRBIESERICED
- 7z (stratified log-rank test®2) : p<0.0001. N — Nt
0.161 [Wifi] 95%(S#EXR : 0.062, 0.416]). HINMHHEEESR
D I2BEEEFTORBERFRIIZ O RV LILKEEE 8.4% (5%
HEE 1 19/21561), Fr7uvy U ERIE7.0% (RRE S
15/216 i) TERE % ZIERD 51z - 7z (stratified log-rank
test®2) 1 p=0.4478, NY— R 1.300 [l 95%FHEX M :
0.659, 2.561]) 30

(RIMMRMEREE (MEMMNEREZRS) ROBRIMHNEUR
HEIREER(CH T DM - BT DI

17.1.6 B E MAEFER

FiRELERER (RN ERE. KEERESRSE) 19,185
Bl R e L “EEMHEGEE (CAPRIE) T, Z7uE NI L
UEERIE (70 RZLILE LT 75mg/H) IZ2WT7 A
> 325mg/Hz2RRIc, mEMHESE (RmEMmERS. DFfE
FEREROMEG) KEDY A7 EDMRERE L, Ju k7L

_6_

IUBRERIE L 8. 7% DY AV BAMREEFT 5 EAREIN
7o (p=0.045), 7z, MEOHEERKEHAEL (FuLrsLiL
BiFRIERE 86.25% 7 A VB 86.48%) ICZEIIFRD 5Nz
57 (p=0.640) ¥,

H 1) 7AYY ORngERLE R T & L7z stratified log-rank
test

H2) ZoMoFMIMEEOHRAOE R, DAEZESD 2V IdE M
HERNMEREOBRENIEMEOER. BWREOSHOERER
F & U7z stratified log-rank test

18. ZEZHEIE
18.1 {EFAtERE

7u¥ N7 UVLUERRIEOFEERBM A AR /MR O
ADP 2B 7% 4 7 P2Y123IZHEH L. ADP & #HET
52 &K M/MROTEEICED L M/NMRESE % #1159
B9, Fl. Ty MIBWTROONLIT—7 Y RMEEE +
O E K BIM/MIEEICNT 57 08 K7 VIVERERED T
BIFERIZ. 26 OREIC & - TV IMED & i &7z ADP I
XA M/IMREBRED 2 HH T 5 LIcEI EEZL 6N 5
(8.7 &HE]

18.2 MM/JREEEEINFI(ER

7a¥ R VUIVERERIEX in vitro TIXIM/IMREESEIMEIEH = 3
HET, BOBRESH. FoR#220 OEERBEME 20, ADP
R K 2 /MR O TEE(LICH D < M/ IMREE 2 1119 23
Fv hTRAT—F Y RERE O > Y KB /MRS
DB FRD 5N T 204D

BEBAEF 24 flic7a R 7 L)L 10~75mg/H% 10 HiE
[RAERECH S U 7o e IL/)MREE SR R oD S AN R OF H I e P D 3
Er@RoonTwi?,

BREMA 10 flZ R, 7a 7L iou—F4 Y7 =X
(a5 300mg. FHLEIE 75mg 2 1 B 1 [\ 5 HRERER
O#5) Edku—F4 > 7 F—Z (75mg % 1 A 1 @ 6 ARKE
BOKE) O - BFETOZ 024 — NIl X 5 %5 %17
VL I MEEEEIMEIER I DWW TG Lz, FO8EHR, 0—T 1
Y7 R=XBE, EO—TF 1 7 K= B HA, IE#RE% 2
BEFE 20 & M/ IMREESEINSIER (/MRS L OfIH]) 2R L7z,
300mg dua—F 1 > 7 R=Xc k., B5HHOM/MEEEED
HZIIAK 30~40% %R L N 2/FBIERNICERREEE 2
5N 5 M/MREEIMFIREO L RV G H L DZEL TV 2D,
O—7« 27 F—=X% Lg WS T35 H o /MRS
FIRIZH 15%TH > 7%,

BERABRT 15H2MRICI/ O FZLL (75mg % 1 B 1
[|) %= 10 HERERG%. BRI/MigEERE (5uM ADP &g
maximum platelet aggregation intensity (MAI)) o [E/EHARH
ERE Lce ZORE. 70 R VILOBRKRESH 7 HEICIE
MATL 3B 5HIE (708 R7VILESE MAT+15%0IA) 12E
L7, [8.2 ]

18.3 HMAZZNR

JU¥RTUVVEREIEX, #OKSICKD . M/MEOEELICE
S MR EZINE T2, 70 RY UVILEEREIZHRNER
MRETIL (Tv ) ©0 FEIRS+ > FNETIL (v h) 9
TEREIRE MR D E T (1 X) D, EEIR N IL— N
BEETL (THF) B, 2570 bVEESHBERS v N ETIL
(75 F) BB W IRERCE IIE L. AR ENIRA 2 € 7
LTI MARTERINENICE D W THEEY £ X2/ Ui, EEiR
NL—2VHARBEET IV, AT Y NEBEHEIRY ¥+ > M ETILIC
BT B MRTERINEIRIRIE 7 ALY VR Lz & 1@ L7-,

19. B CET 2IBEENFR

—fE4 TR © 7O R LVIVEREEE (Clopidogrel Sulfate)

b % 4% :Methyl (25) -2- (2-chlorophenyl) -2- [6,
7-dihydrothieno [3, 2-c] pyridin-5 (4H) -yl]
acetate monosulfate

5 F 2 : CieHisCINO2S « H2SO4
7 F #:419.90
il M 198T (9fR)



+ H2S04

e K HE~HEAEOREEOM RN IIMEKTH S,
KRIE AL ) —=)UIZBFP T T4 ) —)L(99.5)
IZRREBIFRT 1,
FHICE->THRLAICEREL S,
EmSEIRDENS,

20. BURWV EDER
SMFEREMR I, BRI TRTFET 22 &

2. a%

(JOERILIVEE 25mg [TCK])
100%% (104 (PTP) x10)
140%% (1448 (PTP) x10)

(JOERZLIVEE 50mg [TCK])
100%% (104 (PTP) x10)

(JOERIUIVEE 75mg [TCK])
100%% (104 (PTP) x10)
140%% (1448 (PTP) x10)
500 & (10%% (PTP) x50)
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