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W) IR - EMSOMEIC L VAT B L

2. B (ROFBEICIEFRS LBV &)

2.1 ML TWaEHF (AW, BEENHIM. EEEHMm,. R
B HAM WEIM B AN SE) [HIMZ BRI 282 hA S 5.]

2.2 FAEIORGTI LBBREDBEED & 2 BE

3. #88k - K
3.1 #8rK
e BRRG N
WR7E4 (1 38ch) RO
BRI, WHTILT 7 —LF> T
v roFyFoiltila—2, <7
SOV RS HE 270 R UIVEERE| O T—L6000. BEEKYT A B, d-o-

32.63mg (YO RILILE
L C25mg)

bIa7xza—)b, 79ILVEBBATTIUIL
FRUT L Y aEEBT 2T,
v7axu—2, BtFyo, ZLo,
FILF Ty

MOKILRE, EEHREL FoFy oy
vtra—x, #Ha7TNTy—bLT
AZNE ' I Nl = B s B S

$£25mg ]G

HFE 7u¥RIVIERE

JHERTVM g samg (raE R UL E

$E75mg [JGJ

L T75mg) 0T —)L6000. BELF% > AT
NnNary
3.2 BEIDMR
HRFe s & - AlfE HVE - K& - EHE RIEFR
KiH HH RlE
~ ey N
sy |HE-RREED) (E1 saviy
#E25mg 1G] o e L 25]G
EfE EE s
6.7mm 3.7mm 120mg
KH i Al
- Qe%'bz QC%'QZ
sa¥R7LIL 5%)1/1&%?%? DTS RTINS l:l zav¥ Ry
sesmg 1G] |7 fe777 s v/ VL 751G
HE EE HiF
8.1lmm 4.0mm 230mg

4. HMEEXIFFR
OEM4MRMEREE (DREBBISEZIRS) ROBFRIME
ORENBEEIRF M (PCl) MMERATNS FEEORMELE
&
SMEERE (FRERDE. IFSTEROEBEER. STE
FDEIEER)
REDE. FRIBEDEHES
OFREENREZ CB T B - FEERZELOINH

5. MEENIIFRICEHET BER

EBRENBEIRZREGT (PCl) HERINEMETERE)
PCIZ A FED B MEVREEEENDEEIIHETH S, &
BIRERIC KD REERIAED D W ITEEAR/ N A 7S A7 A5 R
S, PCIZHEALZWEAICIEZ, DBOBEIIEZSZ &,

6. FERUR=Z

(EMMERMERES (DEERNEREZIRS) ROBFRIGD
WE. A, 708 RZ UL e LTmegs 1 B 1 EED
5950, Ei, FAHE, ERICKD 7o R LELT
50mg# 1 H 1 mEfFO#%5T 5,

(EREEEIRAZAMT (PCl) HERSN S EMEIEE)
WE. RAICIR, BERBEICZOE R LILE LT300mgE
1H1EREOBRE L, 0%k, #FEE LT H 1 E75mgxfE
H#59 %

CGRIEEIIRARRC 3 (T B 042 - LRI DN
BE EAICIE, 7R LIV ELT75mg# | B 1 ERO#H
59%,

7. ERURECEET 2R

(haELhE)

7.1 ZEROREIIRITAIENEE L, ENE | HEERHE
BV THERRSRISHLSRERP A 5N TS,

(EMMARMERE (DEMMNEREZRS) £OBFIH)

7.2 K Z#ERT 52 BEFNHFDH SO T, FICHIMER. FOER
DHHBEZFICOVTIE, S0mgl HIE»6#%E59 52 &,
[9.1.1 8]

(BRHBEEIIRAZAT (PC) MERASNZEMEDES)

7.3 Pi/MEE I REERIE. 7 A Y > (81~100mg/H)
EPFRT 3 2 & FUM/MREZFIGFRBRERME TROBEH
FEICOWTIE, BRNORFOHTA RS54V ER2BEICTHT
&,

7.4 27 2 FMEBERENOFRARSEICIIZLYERKEDOBETR
XENTBERT ST &

7.5 PCIfEfTRIICZ 0 ¥ R 7L IL75mgk A< &b 4 HREEEG &
NTWAEGE, O—7 1 7 F=XE (H5H%BEIZ300mg
ERETHIE) BBATIEZ L,

8. EERELRNEER

(GheEHE)

8.1 Mgtk /MR EBER (TTP). BWENBRE. EE LA
BELZDEALZBWEFANPRIET 22 EPH 20T, HE5RHKE
2 AR, 2ERIIC ] IREEOMBRESEDEREZZET 5
Z &, [11.1.3. 11.1.4, 11.1.6 HR]

8.2 AANC & A M/MREEITH A HE & 725 &5 2 FiRoBEIC
3. 4ALLERTICHRER2FRIET A ENEE LW, 2B, +5
TR A2 R A 2 EAERE WIGEIEERAHMOY X T
WEEAZEPBRESNTVADTHRFICEEIT A &, T2
B 5 FEHR R O MREPLEBRED ) A7 OFWIER T, #
U FENHIRZ2E LS &0 FMBRICARIOBEREPNELG
ElTIE. FHEMOIEMZRERE L CASHET A2 &, [11.1.1.
17.1.2. 18.2 18]

8.3 BIMEANFHET 2 BEANDOHSITEEICIT V., KFHRSFIE
+anMENDITY Fa—ILETHT &, [9.1.1 ]

8.4 EROEHREOEVEMENNEREEZ BT, 7AY
Uy EHALLE, 70 R 7 LVIVBEANCNER G HIOF
HROEMAEI CHES N TWAY, [10.2. 11.1.1 B8]

8.5 HMZ#E Z I AT\ EE L 5NBHEEICIZ. FIk - B
BErEETHIE, [11.1.1 B8]

8.6 BRMIMR (EHELES v a >R 2AF VR (aPTT)
DEE., EMRAFEEETSE) bobnsdlEFH5, aPTT



DEEZENRO 5N HEICIE, HIIOBEIC»PDET, #
KEMEROMEEE 2B L. BMECEET 22 @t zu
B2ITH &, [11.1.9%0E]

8.7 BEIITEE LIV BHIIMLSIT < s 2L, BER
HIMAERD 5N HEICIXEMICEET S KX HOFEEET
Lo F7o. fhlE (R 2229 AEICIE. AFIZRALTW
HEEZEMICKNTEZSEOBEHEICEEZET &, [11.1.1.
18.1 8]

(BRENBIRZREGT (PCl) HERINEMECEE)

8.8 U—7 1 7 N=X5 (5K EIC300mgE ST 5
L) RUOT7AEY Y EOHRAICE > THIIO ) A7 &% 51
HEEPDHZ L2 FOEET ST &, [10.2, 17.1.2, 17.1.3
ZHE]

9. HEDERZFIBEEICHTZIR

1 BHE - BIEESFDH3EE

9.1.1 ROBETIIHMOERENEL ZH5BENDPH 5,
- HIMER R 2 0HRRDH 5 EE [7.2 58]
- BILEDIFHE LTV 2 EE [8.3 5]
EREEOBRE

9.1.2 DF T/ EVU I VRER (FOOEI VGRS (X
UBBIEDBIEREDH 2 EE

9.2 BitaEEERE

9.2.1 EERBREDSHZEE
HiofEEEPEL 2582 NDPH 5,

9.3 FFEERESE

9.3.1 ERELBIFEZEDNHZEE
HIOEREPEL 2 5BENNFH %,

9.5 1T47
IR IIEIR L C W 2 E RO & 5 EIC I, iR EO RN
PfEEt e EE2 CHM SN 25EICOA 5T 5T L,

9.6 3w
RO RCBAREORAREZZER L. RAORKEX
BHIEZERT 22 Lo BMER (T b)) THHHFICBTY
BIEPRESN TV,

o

9.7 INE
NREZENRE U7z BIRFHBRIIFER L Tk,
9.8 SndE

BRERZzEZERL. BEEOREBZHEL NS, HEAIIKRST
B &, minE TIEMMBAE. BRE. MRESOEMEKED
BERLTWwR I ENEL, EAEPDRVEANH O, HII
ZORWEAPH o bNPT 1,

10. #HEEH
KANZ EICCYP2CII X 0 EHEREMICR# S NS, £z,
AEND T NT 0 gEiaaEIZCYP2CAHET 5. [16.4 BH]
10.2 HEER HAICEETSILE)

HAILE BRI - FEE % PP - fElEE T
JEAT O A FHEIHREEEE | AF & OORIC & 0 TEL | ARAIE /R g ) 1 A
(FTu*t %) BrosodHlIABESNL|2ET 2720, ThoEA

[11.1.1 2] L DOWEND B LY 2 SHELEHImZ
BEIREEXOGNTV S,
ARA AR SR
EHT A0, N HHH|
EHHY B CHiMmEBRY

2BENDDH 5.

FEEEE (LT 7Y,
AR ) /MR EER
MEER2E T 254 (7
A )| RS
(ya*s—¥, 7L77

Hif L7z, 2 hEBRY
BTN H B, FFHARIC
FHIMFORIERICERS
5T &,

7 —Y%E)

[8.4. 8.8 11.1.1 Zd]

HRAEESR (CYP2CL9) | KAIOIEAN B 25 ¢ |CYP2CI92 HE T 5 2 &

Z[HE S 5 ZEHA| NFH%. 20 KA OEERHE
ARXTTI = OMPRENETT 2,

BRI O b= U HEEA | M2 BIR T 52BN 2D |SSRIDH ST & 0 /Mg

HPEEA] (SSRI) (7 LK |%, EVHEES N, KA EOH

FHIVILAUBE.
VT VIERIES)
[11.1.1 28]
EMR#MEFR (CYP2CS)
DEHE & 72 23|

FIC& O HiMmzBRY % &
Exb6h%,

L87) = R O MR E A
EINL . MRERE IR A

EHID 770 ik
12 & 2CYP2C8FEEEM 1T

L7 =R BRI BBENDH B, L0, ThsER MR
[16.7.1 28] EDEINT 2EEZ 5N 5,
AV DA L F VT OEERE
[16.7.2 Z&] (MRE-269) D CrmaxJz O

AUCHH#EM L 7z & O
BhB. KHIEHAT S5
HITIE L F T DRE
BrEEILT &,

HAlBE

BRPRAER - TEETT %

- fElET

5877172 CYP2C1 958 2
DA<

ARF O I N BE A R 54
BINAZ LIk By
AT DEEBBENN D5,
V77 YV EOWT
CYP2C19#% 33 & D i F
BB ENEFE L,

Ja ¥R I LIVIEEICCYP
2C191C & » THEMEAHMIC
R#tsns7-9. CYP2C19
BERzFHET HHEA L OH
R & O KA O HY
DIMFERRENEINT 2,

ES=EY ARA D MEEPEEAME TR | £ L & 3 OB LS H]

BTN DH %, IC& 0 REIORIASELE
T2EE26N0%.

OANAY F ¥ AREBOOMEDH G4, TR |ARANCLD, GANRY F
INAE F 2 DCrmax?1. 3G | v OMHFBEDS R T 5,
AUCH 2% L& L. &KHA|
75mgd KEH 5%, 0 A
INZAZF 2 DCraxl VT
#9, AUCHL.4E LR L
T EDMED D Do

1. BIfEA

WOBMERDPHobNEIENDHZHDT, BEZTDITTV.
BENPRDOONFEICEBE LRI T 570 E@EU) 2 0NE =17
3T &,

1.1 EXGEIER

11.1.1 B HmMmEDIEZAI ( 1 %K) BRI (0. 1%

K. M (AEAREE). T, SEdm,. RESm (Wdh
1 %K), BIERMMAEE (0.1%K1H). IESBMAEE (0.1%KH).
RISIEHm (SEEREH) &)
i B % DFEZN B IMOFEAER & LT B&E. ED - B,
BHEE, RAHEESHoDNLIENDH D, HlIEZRET S
BRERSEDNBEIL, BEEZFIEL, BESICMKREES
DO EEZERT S & [8.2. 8.4, 8.5, 8.7, 10.2 B&]

11.1.2 B - TZiEBESR (BEEAH)

HIEESE - FHBBEEF DS bNLE I VD5,

11.1.3 FrggEEE. &8
ALTER. v-GTPLER. ASTER., #HEH., 2aFrL (EE
B T BEEARR) S8H56bNbZ ENH 5. (8.1 BE]

11.1.4 MEIMIRRIAMESEDR (TTP) (BEERER)
TTPOMMER TH 2 BEE. BHAR. BIE% O HMmER.
BHEESOBM - MR, MM, BRIk HIR
RO DBEMEEM. FE, BRERESSIEHALLEAICE.
EbicH5E2HdIE L., MkHE (FERMBk. BRR Mk o EE
PEt) BEMLU. REICS UMES RS 0@y 2 U8 217>
Z & [8.1%0E]

11.1.5 FIEMEER (0.1%K0H) . IFEEERIERTA (SHEREH)
nZmk, FEORREE, FHE, BEOREENRD 5 NLEEICE.
R PITEXAR, WECTEOME 2 EMT 5 L. BENE
BOENGEICE, BE52FRIEL. BIBRERLEVAHORS
FOMWY L WEBEITH Lo

11.1.6 M/MREA. SBENINE. BETRMEENZSCNMER
RAME (BHERBA)

[8.1 ZHR]

11.1.7 hEHREIBIERERAE (Toxic Epidermal Necrolysis :
TEN). REFIRARAEIREE (Stevens-JohnsonfEfREE) . 2
BHEIH., RUMENREREERBEE (SEEAH)

11.1.8 EFIEBHAELEIREE (JEE 1)

MHER & LTRE, RED A O N, BICAEEREE, U o
HiEAR. HMBKEI. FEEBRIE S, BEEY OSBRSS
EREOEELTBEIERSSSDNEZENH D, DX 7%
TERD S 6 bNIGHEICIEREEZ AL, BYR0EEITS C
Lo 7B, ERALRZITA LA 6 (HHV-6) DA LAD
HEHLEES ZENEL, BERIB L HB, FEE FHEE
BEZDERPIERD Z2WVILBELT A EPHEOTERT
AHT ks
11.1.9 #XRMEMRRF GEEREH)

[8.6 ZHA]

11.1.10 +EINARRIARAE (SEEAPH)

B, R CKER. MAARUCRFIF oy L7 %
B ETHBMRESD 5bh, ChICf-> TAEREE
BOEERBRENHODONLZENDH S,

MNAN A VAV VECREIEREE BEEAH)

EEORMELTIZEITIENH 5. [15.1.3 5]



11.2 Z0fthDEIER

BIEA RS

0.1~ 5 %Kl 0. 1% SEAH

BRI, . %3¢ AfEZ. OBENHEIL. #F | mER
(7). B, (LM | R, 57— T LVRER
£ BRHM, P, | (TIAE, DEH, BEH
FEHIM, MR, ERRIEE| MM, FREH M. FEREREL
RIHAM, AVEBH

M ~NEZOC VA,

MmERF D N~ b7

Uy MEA, BIMERE

Dy R IFER

R %
o Al-P L5, LDH ER. |JHER, HAE. #E

ML YL v ER

THILER R, B 7%, | BESRRZG . IHILARR, V8. | KB (BBHAE
- OM%. BEFE. B5. (B FEE. BN (B) %, |R. U2k

TR BACRR, (ERD. | BAREAR. MERIBBZ. | K). Bk

B, IE R L, BB R I

FHERERS B, CKE| M E&. KRR, R
e F.MRIVATU— | BER, 7IT5-Y LR,

R, BEAET. K|CIFE. NatbR, Na k&

ER. 7LTIVET

R, T ORER WL, [ ARREIER S %, RBF| 7T 7 0 T F Y —
JEBURE E RN & BEIR BRI, 1M

BIE, SESEe
Bl e FAFHzIR KEHERE, RPEE
i

ARFEI. ARERS. HRASHE ST | | REIHA
AR BOET . HH BERE.
RS RERE

. @IE. OF0|LUh, HEEEE (B
0. FIERE). BEEE.
RHRAE, ERRIEL. HHEL
A ARME, TAPA. B
R BEEREEE. IR

TR

TP, AR, NEAR | BiE. DEREE. WE. |MER

il BRIEIET. IR

BUNER. My U | 2EEEE. RE. SR, | RERAE
TF=Y ER REQ| RIS

16. FHEHRE

16.1 MovEE

16.1.1 BEERS
BEBRAIC/OE R VIVERBE (7o RF7LILELT
75mg) & BRICHEREORE L5 OSR26334 (FER )
DIEPFREINT A —FIZLITOEBYTH B,

7 0¥ R VIVRBIERERECO# SR OSR26334DEMFIRE/ ST X — 5
[ tow (h) | G (ug/mL) [ tie () [ AUGss (ugrhr/mL) |
[ 1.9+0.8 | 2.29+0.46 |  6.9%0.9 | 8.46+1.36 |
(mean+S.D., n=12)

tmax © B AP EREELERE, Cuo : REMBEFEE. t, R

AUCo-s © MEEHEERRIMAR NEAE (0 ~488¢)

16.1.2 £YEHIRIF R
JUY RTVULEETSmg [JG] &7 I8y 7 A§E75mgx. 7 1
AF—N—EICEDENZN1EE (VO RTLILELTT5mg)
ERAABEICHEERBIEORS U T mEFRRERRE % 8l
}—TE L/\ ?56 hf:%%éf]%/fﬁ A =% (AUC\ Cmax) IZDOWT,
90%(E HH XV 12 THREEHERIT 2 1T - 7245 . log (0.80) ~log
(1.25) OEENTH . WHOEMZNESEMES RS N2,

(ng/mL)
15¢
Il o e ar
i —o— Zu¥ R VILEE75mg ]G]
E; 10+ —o— ST AEET5mg
o
¥ Mean=®=S.D.,n=16
7
L sl
v
b
B
O O
67T 3 4 6 8 12

K B, MR, FRIER 5% O (hr)
. ORMEGE. BieE
(€S SEYEEI$T X —F
WERE . KB WK TR HE ST A—5 BENTA—S
1FTY., BAEIZS, FE | ZBREM K. BRER. B\, BEE. 1 AUCo-12 Cinax Trnax Tz
BEER (FER. Jo|HIER. JUtamEz,. |[(LIE (ng-hr/mL) (ng/mL) (hr) (hr)
ZDfth RE) FURA, BRE. BE. 2 Z7a¥ K7 UIVEE
SR W B Zomg 110 5.9248.62 4.3346.19 0.740.5 | 3.51.3
VEATES(INERE. CRP L3 SC w7 A
HEATHRIAER — 77;; VIR |5 gor6.43 5.02:£9.51 0.940.6 | 3.5+1.1
13. BERS (Mean*S.D., n=16)
13.1 W0E I3EFREE A DN AUC, CranB /85 A — 4 13, BB DRI,

BENZEEAIZIONTVR N,

14. ERALDZER

14.1 EFIRZAEOES
PTPEEDEAIIPTPY — b2 SEDH L TIRAT 5 L S 18E
T5Z L, PTPY— FORRAVICK D W SIAIR D EEREA
FIAL. BICREA 2B I L THRAREOEE 2 &HEZ i
HILHIEDND D,

15. ZOthDFER

15.1 BRFRERICE D < &R

15.1.1 BN TERE SN @BERA TR E L BEREERERICE
W ARAB00mg % #IEIHE 544 24RO B/ MR EEERE (5 uM
ADP#Eimaximum platelet aggregation intensity (MAI) : %)
1%, CYP2C19 R#BEIC S U ¢\ Extensive metabolizer (EM)
B, Intermediate metabolizer (IM) #£. Poor metabolizer
(PM) BEDIEIC, 43.67+6.82,47.17£5.71.54.11+4.34TH 1 .
ZDt% 6 AREIC DTz > TAAI7Smg/ B 255 L7212 OMAIL (%)
X, #NFN32.87£5.10. 39.41+6.34. 47.48+3.60& . PMEE
B W TARE O M/ MREEIMFHIERPSE T U722, [16.4 18]

15.1.2 WM BT 2B REBARFERR AT T 2 T L7z & %2 0
REUIEERRER R OEHOBEMFY 7 1280 T, CYP2CI9
OPMb L < IZIMTIE. CYP2CI9DEME HE LT, KAFIHR S
BODIMERA N MEEROEMPHFESINT NS,

15.1.3 £ > 2 v H O RBIEEROFIFIZHLA-DR4 (DRBI *
0406) @< AT 2 EDWMENH 5%, 2B, HARAIIHLA-
DR4 (DRBI1#0406) #f#E3 2HENEVEDORENH S,
[11.1.11 ZA]

AR OREEE - FESORHBEGFICE > TR 2 HENH
%o
16.3 9%
T MIUC4-Z7ub R VIIEEEE (a7 LiLE LT
5mg/kg) #HEROHRS LIGE. BEEERE L. KESO
FEZIC B W TIE0.25~ 2 BRI ICREEISE Lz, FUTREE
B, BLEE - HEOIEICEL . 0. BREOBRAT
HEDP - 72D, 7o, RIEFRESICE A EHBANDOBEEILR
5NTWVR N,
16.4 {35
70t R UHRBEIEIZTIR S N2, FFETEIC 2 DDORE
TRESNZ. IabbB. (1) TATT—HIZK D IEEERH
YTd HSR26334 (FER#Y) 2EMT HBHEE. (2) EYR
BEEFRF b0 —L4P450 (CYP) 1T K AEB(LARIREY = 450
HIFWHTH B, BEORIEEZRL T, IEEREYHAPER S
ném)o
MAFFIZENTIE, RE{AEDBE IO TE < SR263347H03F
ICHEE LTz, 7UE R UVIVOFBRLEINREICEES T 52 F b
0 — AP4505r FREIZEICCYP2CI9OTH V. FDfiticCYP1A2.
CYP2B6. CYP3A4Z& 53 519717, F7-. SR263341ZCYP2C9
ZHEL. VL7 0 rBEEKIZCYP2C8ZHET 51919 (in
vitro). [10.. 15.1.1 ]
16.5 HEittt
EERAICUC4-Z7a b R VILERE (7ot RZLiLEL
T75mg) = HERREOKS LZGA. %55 0% F TOMEHE
O BREHEIM RIS HETRED 2% L. FRAFICIZH41%.
=2 IZRI51% A HE S 220 (SAEAT— %)



16.6 HENEREFTIEE

16.6.1 BiHEEEEE
BUBERLEELZ /LT F 07U T IV RICEDEE (5~
15mL/%y) &HERE (30~60mL/4) D2 7 L—FIcHiF. 7
DY RZUILEEEE (7Y RZLILELT75me/H) 28 H
MRERORES LER, EEEESER2BEI BN THEE
181 B R 4 BB 1T HARSR26334DAUCIE & 5> - 7220 (44E A
F—4),

16.6.2 FFiEREIE=EE
FEAEEEEEERAICZOE R UVERE (7aR7L
L& LT75mg/H) #10ABRERORS LR, RELE
DCraxPHEEEFICBWTEBEBAAICHKE L TCKREL L
L. DR TICE2 70 R UVLRBEDORBTADHE
DRIBE NTzo SR263ADIEMBAE/ST X — F ITIZENRD 5
N2 HEAT—%),

16.6.3 CYP2C19EIcF2EZHIT D EE
fRERY A\ % CYP2CL9ODRETREIC IS UC 3 B (BEE 9 fl) 1Ico01T,
Za¥RZ LV ELTHHIC00mE. #D%75meg/H % 6 HiE
BE5945RBE2ERL . CYP2CI9D 25 0 EEF % Bl
(CYP2CI9*2. CYPICI9*3) 12D\ TWITNAEAREEEMAY
BVFNbATFOBESEE LTH OB (PMB) T &
HRBIHIOAUC) 2% VCrax?s BHAEIAR TH AR (EM
B CYP2CI9*L”]) EHEBILTHETLEY, 2B, HRAILS
T 2PMOSEREIE. 18~22.5% & DHENH 55,

BERLAIC 515 5 CYP2CI98(E T S BATE RBIHAO EMBIE S5 X — 4 12 RITT

2
%

YET FRED
-~ - cmcwﬁfz%g _

o (3100E|m§) 29.8£0.88 | 19.624.73 | 11.4£4.25
(ng/mL) (;Ené) W.124.67 | 7.00£3.81 | 3.90+1.36
AU (3100E|m§> 39.9+16.8 25.7+6.06 15.9+4.73

(ng-hr/mL) (;5§1é> 1.143.79 | 7.2041.93 | 4.58+1.61
(mean+S.D.)

1)

EM : CYP2C19°1/"1

IM 1 CYP2C191/2% % \M3ZCYP2C19* 13

PM : CYP2C19°2/*2. CYP2C19°2/* 3% %\ M3CYP2C19°3/*3

16.7 EYEEIER

16.7.1 LINSJUZ=R
BEMAICZOE R VILEBEE (1H1E3HB, 7R
ZLLE LT HE300mg. 2~3HHEmg) ##%50L. 1H
BE3HBICL/SZY =K (0.25mg) = LR, LS
7)) Z ROCraxk UAUC)oldy LS ) = REBMHRES L /-
EXEHELTIHBIF2.5RU5. 1%, 3 HEIZ2.0/%03.94%
W U7z /2 1l 4R CL.2ETH - 7219 (SFEAT —
%), [10.2 2]

16.7.2 ELFIYIND
TR B 2261 £ L 208270, 2mg% 1 B 2 [E10H &0
BE5L, 7u¥R7LILE#HE4HEIZ300mg (n=21). #5
S5HE»S5I10HBIC75mg (n=20) ZREOEE L, HEigRs
EHELT, L F 87 DCraxk OCAUCHIE. 54 HHE
TIEL.35F KO 4465128 mL ., #%510HH130.98(% K% 01,14
BTH-o7. AREIC, BLF T OE®RAREY (MRE-269)
DCrmax CAUCo 12l 5 4 H B Tl131.6965 &% 02,2565, %
S510HBE TIE1.90fZ K% U02. 70218 L 722, [10.2 8]

16.8 ZDfth
sa ¥ R UILEE25mg (1G] 1. [EESE L &0 EREH
DEYENRSEHRBE T4 NS4 > CEE4%E2 A29H #HaA
FEF022955105 BlMR2) ] ICE D&, 7ot R L IL75mghE
T IEEERIAIE U 7B O R, BHZBEIIEE L HES N
EWEERIC RS & xS 7z,

17. ERREZ#E

17.1 BUERUTREEICRET BHER

(EMMEMMERE (DREMBIREZRS) ROBRIHED

17.1.1 ERSEMEEER
RIMEMMERESREZNRIC, 70 R VIUERE (70
ERZLLELTHBmMg/H) oW TFruy ViEikiE

200mg/H % RS E L CiTabh iz ZEgftiaE (1,151
Bl BT HMEEERORERLMET LA, Fruy
D UIEERIE2 6% (15/578%) 12kt L7 a ¥ R 7 LILEiEEHE3.0%
(17/573f1) THH. Zub R UVIEBRENF 7oy Vi
18 L EEOMEREROY A7 ERNEAET 5 EATES
N N —RH0.977). F72. MBHREFRRE (B MmERED.
TFHREREAD. /MR . FFREERE. JESMEE O B i & O
ZOMOEELZBIERORETORERIZ. Fruy VIERHIE
15.1% (87/578%1) izxtL 7 a ¥ K7 LILEEEIET.0% (40/573
Bl) THH. ZJub R LULURBEICBVLWTARICEL -2
(p<0.001)%),
0¥ R I VIVEREEED F 2 BIVERIEy-GTP_LAS8.2% (47/575
Bl). ALT_E57.5% (43/57561). AST £ 55.9% (34/57561).
B2 R m4.9% (28/57561) Al-P_EF4.2% (24/5754]) . B H
1M3.0% (17/57561) T - 722,
EEHESIRRZ RS (PCl) MMERINSEMMEEE)
17.1.2 EAEMEAR (RMEEREE (FREDE. JFSTL
SIDEHEE))
JEST LA AMEERERBE ZHRIC, 7AEY 81 ~100mg/
HEEBHE L, 7o R VUKEREE (7o rZLiLeL
THIEE|300mg. #FREFR7Smg/H) IOV Fruy ViEEE
1H200mg/ H 2 ®EH L L TiThbh/i- —EEkHEstE (79941))
BT AEEA NV b (BB, AatEOEE. mITHEREIRO
WEFT) ORBELEMITLI-E A, Fr/uby  iEmEI.52%
(38/399) 1ot L7 0¥ R L IVEREEIEL0.25% (41/40041)
THY. 7ut RIVIRBEOENEIZTF 7 a Yy VIgEkE
LRBETHAHZENTBENT (BERIZESHEEM-0.73% [
BI9S%EFEXE : -4.87, 3.41]),
—%. BWERSBRERIZ, 770y U HEEEIES5.3% (219/396/)
L7 a ¥ R 7 LIVEESIE44.9% (178/396f) & Z7ua R
VIVEREEIE T o 7o (BFREZE s HEE(E10.35% [Wif195% 5 18
XFH :3.43, 17.281),
Jut R VLEBIEO 2 IER L. ALTHENNL5.2% (60/396
). ASTHEIN11.6% (46/396f1). y-GTPEMN9.3% (37/39%
). MMAALPHENNG. 1% (24/39661) TdH->7-. T/ ERX
Him, MmEEE, FEERER RSP IEICE > ZBEH O
BROMBEHI, Fru Y VIEREE.57% (118/39941) 12xt
L7 uat KT UIIVEBEIEA24.25% (97/400%1) TH . TEIR
NAISARHITOEEZZEB L -RETIEZ 70 R 7 VILEEE
BEAERIE,» -7 (p=0.0358), HiIitEA X b (BEER)
DOFWERIZ 7 KT VIERERETT7.75% (31/400%1). F27 1
YV UERIET5.01% (20/3996) (Pearson's x*#%7E : p=0.1135)
THO, HiEA X2 b (BIERH) OREARIET 7o R T LIV
Tiit B 18 ©2.00% (8 /400%1). F 7 u v Y v E#HIE T2.01%
(8/3995) (Pearson's x*#7E : p=0.9960) Td >7=%, F7z.
BERMA ] ~ 7 BEICKR U -HIMEA XY b (FEHR) &
70 R T VIVERERIET3.50% (14740061 . F27a ¥y v gk
1ET3.01% (12/3961) TH -7z, BEAZHEMOFERRIZ, F7
O YD VIERIEICH T 2B N A S AT IERETHT132.62%
(10/382f1) . FEEIAR N A 7S A 47 b 1761 T 1370.59% (12/17451)
THo7DIIH L, 70 R T UVILEBERIETIEZNZN]1.88%
(7/37361). 59.26% (16/276]) ToH -7z, £7z. 7R
7 VUIVREEE OFEIRN A S AW HEITHIC BT B EA L IO
FBRIE, BEAR N A S ZMHEFTRI O REEIAR 25 7 B DL L 0%
BITIE 3/ 76 (42.9%) TH-o7=0Ickt Ly B 7 HAREEDREHF]
TIX13/2061 (65.0%) TH -7, [8.2, 8.8 %H&]
17.1.3 EREDEHER (RERIE. FRIBEDEIEE)
R TR IR T B A A58 A & N B RS DR /B B itk D s A 22
BEEZNRIC, 7AEY 281~100mg/H %2 E#EE L, 70
ERZVUEREE (708 R7 UL E L THEE30mg. M
B75mg/H) 22w T F 7Y VIEEIE00mg/ H % 5t B
ELTfThbh i ZEEREERE (93146]) BV TI2ZEE
TOEELM ANV b (RTOFELE., A OHFEE, mTHEEN
OHEfT. AT > MRRE) ORBEHREREMT LIz A, F
su¥y UIEEEIE . 7% (FEIENE 1 45/4656]) 1oLy a e R
T VIVERERIEOD.0% (FIREIA : 43/46661) TH -7z HNTF—FR
F0.945 [WI95%EREXE 1 0.622, 1.436])0 /-, EED -
& A X2 b (2TORE. BEOHFE, MITEEROM



v AT ¥ MRRE, BZEF) ORBERERLEMIC, F70
Y'Y VIERIEL0.4% (FEBLEIG @ 48/46501) 1oL rue R
VIVERERIED.0% (FIREIS : 43/4660) THD (N — R
0.886 [WifEI95%E#EX M : 0.587, 1.337]). 7 u & K7 L)Lk
BIEOBMEIEF /oY VIERRIEERIRE Ch 5 2 ERE
SNTzo
—7%. BIERAREREIEIE. Fruy VIERE39.8% (199/500
fl) 1 L7 a e N7 L IVERERE20.2% (101/49961) &orvmy
R VEERE TR P 57z, F/2. BERAHM. MKEE. FF
HREBEERCBRESFILICE S -BMEREZEA L-BEO12EE
FCOREBAERRII, Fr/ub Y VIERIE34.2% (FREE -
159/465f1) 1cxfL 27 a ¥ R 7 UILEERIEAS10.1% (FIFEEE -
47/4666) TH V. 7 KT VILRBIENPEREIED? > 72
(stratified log-rank test™’ : p<0.0001. /N¥'— FF0.259 [F
RI95% S/ : 0.187, 0.359]). HiMltEA N> FDI2ZEEFT
OREHRERII /0 R VIVERRIE]. 3% (FEHEE 0 6/466
B, Fr Y ERIE0.9% (FIREIE 1 4/46501) THEX
ZIIRO 6Nz o7z (stratified log-rank test®) @ p=0.5292,
N — R EL.497 [HIRI95%EREXIA « 0.422, 5.306])%- %, [8.8
2]

17.1.4 ;555 MAREHER
JEST R SRR BE 12,5626 2 MR & Uiz —EEMEE
#E (CURE) T, 7 AYY >75~325mg/H % ZiE# & L,
sa¥ R UVLEEEE (7 R7 LIV E L THEE0mg.
HEFFETSmg/H) 1KoV T I RZRIC, mEEER (D
MEFE, DAFEER MR H) BED Y R 7 EDRRZ R L.
U RZUVIVEEEEIL19.6%DMER ) A 7 EAREET S
ZEMRENT: (p<0.001), Fio. MEMHEFLHR (DMEZE. O
ifEZE, NZRH R ONREIRTUERE) FEOY R 7 HAD MR
DNTH, 7O RTLIVEREEEIX]3.7%DMHE ) R 755
REFTH RSN (p<0.001), =B, EmEEL»IH
MOFEHRICIIHBEFICEIIRO 6 Ng» 572 (p=0.1251),
BEFEROFEBRIL, 7u R VIUEEEER41.7% (2,612/6,259
B, 7Tt KREE40.1% (2,530/6,303%1) TH . WEETIFIZ
HETHo7zo TTLRBEIDS /U R VIEREBEROFR
WEPOIBL EEP > e BEEEFRIE. FHED F102.4%
(148/6,25941) « #551.5% (93/6,2590) . #451.4% (87/6,259
Bl FZE1.1% (70/6,25961) Td - 7%,

CRIEENREZICS 1T B ML - ZEARRZRL DN

17.1.5 BRI MEEER
KB IREEREE ZMRIC, 7a R LILEERE (7o R
ZLILELT75mg/H) 12OV TF 7 u YV iEREE00mg/ H
EEEEE L TiThn i “EEMRHEER (43161) 1ITB0nT
12AE £ COMEMEA N> b (MEZE, DFHFEE. coob
MBS, BHMEA N> MCE 2 ARE) ORBRFRLZMITL
ETA FrUEY VIEREE).9% (FEIEA 2 /21661) 1Kt
L7 0¥ R7VILEERIED. 9% (FBEIE © 2/21561) TH .
JU¥ RTUVRBEOENEEF 7 oY VIERE & FRE
THDIENTREINT,
—7. BWERD12HE £ CORBABRRIE, 770y VIR
135.6% (FEIEIE 0 77/21661) IO L Y7 0¥ N7 LIVIREEE
15.5% (FBEE 0 35/21561) L7 ub R VILRBRENSEE
IZ(&AD o7z (stratified log-rank test® : p<0.0001, /NH#'—F
10.403 [Mif95%EEX M « 0.270, 0.603])s 7T K7 LIL
REBEOE L EIEH (BHER2%LE) 3. y-GTPEMK VT
ALTHEMA EhZ2n2.3% (5/2156]) THo7z. 7z BEKR
M, MEREE., FEEREERCEEZEFHZEa LI
EOIZEEE TORBHRERII. F /oY VIERIEIS.6% (3
IREE 0 30/21661) 1ot L7 a e R VIILVEREEEA2.4% (IR
& 5/21561) THV. yu R IUVIRBIESGRIE, 5
7z (stratified log-rank test™ : p<0.0001. /\¥'— FH0.161
(M HI95%EHEX R « 0.062, 0.416]). HHIMEAEEROIZAHF
TORBAERRII /O R VIUKERES. 4% (FBEIE 1 19/215
Bl Fruav¥y U ERRIET. 0% (FHEIE  15/2166) THEEX
ZIIRD SN LD o7z (stratified log-rank test™ : p=0.4478,
ANH— REL.300 [MfEI95% XM © 0.659, 2.561])%: %9,

(EMMHERMEREE (DMEREBMEREZRS) ROBRIMHRY
FRAEENIRARE C S (T B M - ERLFZRMDUNH])
17.1.6 ;B EE MAHEER
BIREE LR E (BMERMMERE. REBIREERESE) 19,185
BlERE L —EEETERE (CAPRIE) T, 7ot s
VVEERIE (70 RZLILELTBmE/H) K2V TTAY
) >»325mg/HAEMRRIC, mEMHHER (RmtEMmERE. O
HEER CIMETE) BEDOY A7 BOMEEBE L, 70 R
7 VIVERERIEIZS . 7% DAY ) 2 7 AR R 2 E T B 2 &R
N7z (p=0.045), 7. MBOBEEERAEHEE (Fu'rys
L IVERERIERE86.25% 7 AT L EE86.48%) ICEIIRD SN
no7z (p=0.640)%),
EL) 7 A Y ORRBERYZ KT & Uzstratified log-rank test

E2) ZOMOFMAMRIEDO G OB, DFIFED 5 U IS I 0 O BEE
NIFEHREOFE, FRHROAHOFEE KT & Uizstratified log-rank test

18. FEMEIE
18.1 {ERER
70 R7VIVEREBIEOEERY A ARl /MR O
ADPEZBAET T % A TP2YR? IT/EFH L. ADPOE & ZEES
B LTk M/MEOTEMEEICED < M/MREESE % IH 3
5¥, Fio, Ty MIBWIROONIIT—TF U ROKRRE
oYK BIMIMREEICNT 270 R LVILERBRIED
HEERIZ. 25 ORI & > TH/MEA 5 S 72 ADP
IC K AIM/IMRBEZIIHIT A EICEDL EE X 55D 0,
[8.7 28]
18.2 M)\ViREEEEINGHIER
a7 VIVEREEE 3 vitro TV I/ IR B I HIE A % 5
HEd, BOKEGHR, FoREZ220CEER#ED 2D,
ADPHIBIC & 2 M/ME O EELICEE D < /MR EEE % 1] 3
%)38)0
Ty FTRIT—T U RREE b0 Y I X B IV IMRESE
DOIMHBERD SN TN B 4,
BRERABF246IC 70 R 7L )L10~75mg/H % 10H B R1E
BOE LR, M/MREESEITHI RO R O H IR O EE
MEDENT VB,
BEERALOFZ R, 7aRsLiioa—54 7 F—X
(WE# 5300mg. B HL#IE75mg% 1 H 1 [\ 5 BHERKERD
#5) LIu—FT4 7 K—X (75mg# 1 H 1[0 6 HREKE
FOVE) OFE - ABTOZ A+ —N—{EIC k2% 5%/T
W, M/ EEEIFEIERIC OW TSt Lz, ZORE,. o —F «
V7 R=XBEE, JEu—F 1 7 R = XBICHAR, WEEE%
2 BpfE & M/ IMREESEIGIER  (I/MRIEELOIF]) 2R L
720 300mgDHE—F 1 F R =2 K V. BE54)H O I/ Mg
EMIHIRIZHIZ0~40% %R L, FH2/HEERANICEERE S
EZ N5 M/IMUBEEIHRDO L NVICHSHHEIDEL TV
oM. B—F 4 V7 =% L WiEA T3R5 H o f/Mi
BEEIMFIRIIFNIS% TH > 722,
BEBRABTFISFZANRICZ7OERZ LIV (75mgz 1 H 1 [EH)
ZIOHM K ER %, mAIM/MRESERE (5uM ADPER
maximum platelet aggregation intensity (MAI)) @ [EI{EHH
BaME Lz, Z0OER. VOt R L ILOEKES5%7HE
ICIIMALZ R SRIE (70 R 7 LIV SRIMAIELS% L)
ICEE L7729, [8.2 A]
18.3 PrMmtERIR
U RTULREEIL. BOKSICXD, M/MROERLIC
EO METEMEZIEIT 5, 70 R LIVEREEE I RAMNE
BRIMAEETIL (T M)¥, BEIRS v > METIL (T v b)P,
TEREAREHIMARED T (1 X)O, EERNL— N
BEETN (VX)) ATV VEBEEFERY Y FETIL (T
)OI B W IR E I Uy Ao BE AR e € 7 )L
TITMARFERIFHICED W THEEY A X2/ Uiz, SEERN
L—HEEEET V. AT Y MEBEFERY v~ M ETILIC
B 5 MEFERINHIZIRIE T A Ve L & EERLU,

19. BRI ICRAT SEEEHMR
—fx% : 7u ¥ R LVILEEE (Clopidogrel Sulfate)
{bZ42 : Methyl(25)-2-(2-chlorophenyl)-2-[6,7-dihydrothieno
[3,2-c]pyridin-5(4/)-yl]acetate monosulfate

T2 0 CleHisCINO:S - HaSO4
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20. BBV EDER

GHES)

BIZERZET TRFET ST o

22. @&
(ZOERIUILEESME [JG])
1008% (108 (PTP) x10, #£/@HIAD]
1408% (1458 (PTP) x10. SZ/EHIAD]
5008 (7T AF v /758 NT. HIRAIAD]
(JOERZLILEETSMg [JG])
1003% [105% (PTP) x10. E/@HIAD

1408 [
500%¢ [
700%E [14%E (PTP) x50, ¥ZIBAIAD]
5008E [

]
1488 (PTP) x10. ®ZIEAIA D]
1088 (PTP) %50, #/EAIAD]

TIRF v BB NT REAIAD]
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Uchigata, Y. et al. : Diabetes. 1995 ; 44 (10) : 1227~
1232

Uchigata, Y. et al. : Human Immunol. 2000 ; 61 : 154~
157

EMENRFERE (7T Y 7 28 1 20065 1 A23H %
B BHFEERMEE 2.7.22)

) AEPNER AW REERR (5875mg)

T MBI AHREROZGHROMEBNEE (FoEv
ASE 20064 1 A23HA&GR. HFEERMTE 2.6.4.4)

T v MIBU A RERORSEOMEBNEE (v
AHE © 20065F | H23HAFE. HEERE 2.6.4.4)

7u R UVILVORERBEREE (778 7 A8 200645
1 H23H#&ZR. HEEE R 2.6.4.5)

Savi, P. et al. : Thromb. Haemost. 1994 ; 72 (2)
317

REICHEET 2EYREEESR (T 7 A5E - 20066 1
HA23H%R. HFERMIE 2.7.2.1)

Simon, T. et al. : Clin. Pharmacol. Ther. 2011 ;90 (2) :
287-295

BYREBERICKIIITHE (P8 Y 7 A5 200651 A
23HARR, HEEERMEE 2.7.2.1)

Tornio, A. et al. : Clin. Pharmacol. Ther. 2014;96 (4) :
498-507

BEEEAICEB U 2y ERE (T 8y 7 A8E : 20064E 1 H
23H&RR. HFEERMIE 2.7.2.3)

Deray, G. et al. ; Clin. Drug Invest. 1998 ;
328

1313
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23)

24)

46
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) ENEERE (7758 7 A8 20114E12822H %32,
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Furuta, T. et al. : Pharmacogenomics. 2007 ; 8 (9) :
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) HRER  EMFESEERE (5825mg)
) Fukuuchi, Y. et al. :
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40-49

EMHRERB (oY 7 ZA$E 1 20064E 1| H23H &R, H
FEERHRE 2.7.4.1.1)

JEST LA S riiE a3~ 258 3HERRAER (oY
7 ZE : 2007 10H 19H &GE. HEERHEEE 2.7.6.2)
HintE A X2 b (5w 7 A8 2007E10H19H &E2.
RS ERHMEE 2.7.4.2.1.4)

SAEREER (75 Y 7 A$E : 2007FE10H 190 &R, HEE
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375

BEER (ST v 7 R$E 20124 9 H28H KR,
RHRE 2.7.6.4)

TUT— AMBREERE 23R E U VE SRR (7
Ty 7 A§E20124E 9 H28H &R, HFERMIE 2.7.6.2)
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Savi, P. et al. : Biochem. Biophys. Res. Commun. 2001 ;
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3-8

CP/CPKFFTE R COM/MREEE I T (A (FoE v o
A$E 1 20064F 1 H23HAGE. HEEERMIE 2.6.2.2)
RE#SHE (79 7 A58 20065 1 H23H &R, H
FHERMIEE 2.7.2.2)

BRI B T SRR (I8 7 A$E : 20074
10 19H &R, HFELMIZE 2.7.6.2)
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216
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