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ACS acute coronary syndrome : S el EERE

BMI body mass index : A 5%

BMS bare metal stent : X7 A Z)LAT K

CABG coronary artery bypass grafting : FEIR/ A /X 27

CAS carotid artery stenting : SHEIR A 7 > N &I

CEA carotid endarterectomy : SHEHHR G BENT

DES drug-eluting stent : JEAREHPEA 7> b

DSM-III-R Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised

EM extensive metabolizer : X IE Y

FAS full analysis set : F K DT SR

IM intermediate metabolizer : {357

IPA inhibition of platelet aggregation : IfIL/IMiEEEE ] =

LD loading dose : #J[EIE i H &

MACE major adverse cardiovascular event : FEELLE A X2k

MD maintenance dose : #EFf &

mRS modified Rankin Scale

oD orally disintegrating : e AR

PCI percutaneous coronary intervention :
B HHEBIRA > 2 —_ v a v (BB R TEEIRIE ALAT)

PM poor metabolizer : R4

PRASFIT-ACS PRASugrel compared to clopidogrel For Japanese PatlenTs with ACS
Undergoing PCI

PRASFIT-Elective | PRASugrel For Japanese PatlenTs with Coronary Artery Disease Undergoing
Elective PCI

PRU P2Y12 reaction unit

PTA percutaneous transluminal angioplasty : £ EIIZ/Nb— 12 K B & YETENT

TIA transient ischemic attack : —iEMEANHE M7 A1E

TIMI thrombolysis in myocardial infarction

TOAST trial of org 10172 in acute stroke treatment

TRITON-TIMI TRial to assess Improvement in Therapeutic outcomes by Optimizing platelet

inhibitioN with prasugrel-Thrombolysis In Myocardial Infarction
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17429 H 22 B FEEFART 0922001 5) (2H:S5<]
2. —ik4
(1) %0 % (fndik)
7T AT VR (JAN)
2) F & (@8%
Prasugrel Hydrochloride (JAN)
prasugrel (INN)

Q) RT4
i/ IR EEEIRESE © —grel

()
0 H\ )
HsC 4</ Vi N /}KA o
0 |
S

3. BEARILRMERX

0O K Ui {5 AR AR

4. A?TZ’ZU‘ NFE
4513 1 C20H20FNO3sS « HC1
> 1 409.90
5. 24 (W% XIEAKE

5-[(1RS)-2-Cyclopropyl-1-(2-fluorophenyl)-2-oxoethyll-4,5,6,7-tetrahydrothieno[3,2-c |
pyridin-2-yl acetate monohydrochloride (IUPAC)

LEES

6. EA%. A%, B,
AR L




. A7 CET SEE

1. YELEEHLE
(1) 588 - R
F A~ A A ORI IE O R TH 5,

(2) Afa
KIZRREET T < NN-VAF BNV LT I FROTZ ) —/b (99.5) ([T0REITIZ< UV,

Q) &gt
DENIREETH S,

4) e (fEE)., bl EBES
s - 178~179°C (450 fiR)

(5) EIBEMRRETH
pKa: 5.1

(6) N ECIRER
logD (HPLC %) : 3.23 (pH4.5)

() Z DD EL RIS
R L

2. AR DEREHTICETSREN
(1) BEEEHTICETHREN

PRAT S R RE Eelil RS
R
EWIRAFER | 25°C/60%RH (RYx=FL 48%) (36 » A ZEiv7e L
77 AN—FRKT L)
ol B Bk |40°C/75%RH | [F = 6 » H el L
IBEE |60°C HZ Ak, #A 4 el L
L - o \ 2 LRI IRy
et | 60°C/75%RH |7 A, Bkk 4 i ﬁ’éc: £ 53R
kR RO BTz
5 25°C/60%RH ‘ 120 5 Ix - h
x ;?/Og%lx (D63 =1 (2200W-h/m2) | 2 1E5 L

ARBRIEE - PR, HisE, SRS

(2) BBINARIZ K BDERY
(V. 5. IBAT HAREMED & 55 M ) DIES R




3. ARG DHERABRE. EE:

MR R
(D AR—REBRE RN ARY FVIEE) 1282 EEME L o, R—EEICk T
2 W 58 BE O HLE)

(2) RR—MxaBRiE TEMROS] 128D (FERRRIRIC & 2. S o B kRIS

EEE
A m—fixaliris Rk e~ 797 40— 1I0ks
(R 2R - SANOO LR, MIER R : 260nm, 74 V7 77 4 v 7 O v~ 7T 7 4 —
5, NIEEYE L o v — 7 mfEo k)




1. Flfe
(1) &0 X5

V. &&|IZBEd 5IEH

7T AT VVEE 2.5mg/3.7T5mg/bmg | h—T | 1 T4 v ha—T 4 VT
7T AT LV 0D $E 20mg [ h—D ) FEhHE (D ENRREESE)

(2) WHDHNEER UMK

Hr7E4

FTATVVEE 2.6mg [ h—17 |

TTATVUVEE 3. T5mg | h—1T |

PEIR - AT

(S =ReX )
T4V T —T 4 T EE

AR AEOFEHED
T4V a—TF 4 VT EE

VNN TN FSAT LI 25 h—T TSGR VLN 875 h—U
x )
=
i — ]
HA(mm) 6.7 7.3/5.1 (E£E/H#E)
JZ X (mm) #)3.2 %1 3.2
B E(mg) #107.5 #1107.5
H5e4 7T ATV VEE bmg [ h—1 | 7' A7 LV OD $E 20mg [ h—1 |

PEIR - AT

RGO TEDOEIFRA Y D
T AN T—T 4 TEE

A BRIV cARE P AT
12 PN R B

AR FIAT L) 5 h—T 7Z A7 L)L OD20 h—U
Wb |+ \ 0D 20+
Z - - (7°527"UIL 7\
I * \ 0D 20+
i — | |
B (mm) 8.7/4.7 (B HHfE) 14.1,°6.6 (Bt %%)
JZ£ & (mm) %129 1 5.2
'E f#(mg) #1107.5 #9400

@) #Aa—F
A L7

(4) WRDOMHE
KPR L




(5) Z it
Y LA

2. BEI DO

(1) BERES CEMRS) DEEES K VHMH

Wk5e4 TTATVNEE2.5mg [ h—1 ) 7T AT VVEE3. TBmg [ h—1T |

PR 7T AT VOVIEREE - 2.74mg 7T AT VOVIERESE - --4.12mg

IR (FF5 271 d LT 2.5mg) (F5 2710t LT 3.75mg)
AR, st e —X 0 KE | KT, it e—2 ] KE
g Faxs 7ubrilklue—R | #EE Fuxs o’ lelo—A,

I EFexy el lio—R R |k FRexyFueitlio—2, &
TTVUVBE~ TR L, BT A | TTVVB~ T XV T A, B0 R
n—RA, bFr FAr HE | a—X BbFE Frr =
— P bk 2347

W4 TTATVNVEEBmg [ h—1 | 7T A7 1L 0D §E 20mg [ h—1 |

N 7T AT VIV --5.49mg 7T AT VIV - 22mg

§ (FZ A7 1Lk LT 5mg) (75227 1L e LT 20mg)
HABEATW., FhidmElre—2 K& | D-~vr=hr—/, fidmtro—=2,
e Fuxs7ublrtern—X | TA77—(bFr 7o, Ao —

A E ey alelo—RA A | A, JBARE Ry, ERaxd 7
TTV U~ %A, B A | oL —R TEALT 7 A
n—A, BbFE AT EHE | BV TA ATT U UERY SR
— gk, =R kg A, e = R egk, = bk

(2) EREFORE

AR

() #E
BA=R/4A

3. RTBFROERRUVEE

BEARRANA

4. Hif
Y LR

5. EAT DRREIED & 5 RHY
BAIIZ, offEsREEDESRE STV D,




6. HAEDBREEETIZE TSR EHE
TSRS LIVEE 2. 5mg/3. T5mg/dmg T k—"7 ]

B PRAESAE RAFIERE TRt it
[PTP+ Rt 177 4R
Ei&gﬁ 25°C/60%RH | 4866 47 5 2 i + 15 36 # 1 A7 L
(#€ 2.5mg. 3.75mg (2D
C i)
[PTP+wzfgfl] /7L 2 48
HEEERER | 40°C/7T5%RH | BT T AR+ HLEA| 6 » H IR L
($E 2.5mg. 3.75mg (2O
C i)
HixWE oM, &
IR | 60°C wBta 75 2R () 4 BT, WHEOK
4 TR b,
A
Lo | E | 25°C/75%RH | v — LBk 3 % H Bieie L
B 25°C/60%RH
NP . 120 S lx+ h
3¢ | 20001x (D65 | v — LBk B L
S ) (=200W * h/m2)

TSATLILODEE20mg T k—

ABRIEE - PR, B, Bk, S REE

R PRATZRAF PRAFIRE PRATHIR AER
Ezgﬁ 25°C/60%RH | [PTP+#zlAl] /77 v 4% | 36 7 /] Bl L
nEERER | 40°C/75%RH [(PTP+&2EAI /73416 4 H 2h7e L
IREE | 50°C [(PTP+RzIAl] /7 V48 |4 2h7e L
8 . A% D BN
A v — LB 2 i ~
v | WRIE | 25°C/75%RH 03 5T
e PTP 6 Eib7a L
B | ZICSO%RE | oL 120 Hlx-h | o BRI
S 120001x (D65 s (2200W - h/m?) ROEKT
5 ) = PP L s L

REBRIEH - PRR. HRWE.

7. RHERVBEREOREN
A% L7

8. FLNEESELL (WEILFMEIL)
B - L 2

9. AHM

H R — kit NRHaBRIE OSFaik) ) 2k s

AREEME, vEHPE, & RS
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10. & - 2%
(1) FENDELGER - BF. NENERGRE - @R ICHT 178
M L7gW

(2) 8%
(FSRTLILEE2.5mg T —"T7 1)
100 2 [10 $#£x 10 : PTP, HiMHIAY ]
(FSRGUILEES. Tomg T b—"T 1)
100 & [10 $£X 10 : PTP, #MAIA L ]
500 & [10 $£X50 : PTP. #1AIAY ]
100 #& [/N7, HZHIAY ]
(TSRTUIILEESMg T b= 1)
16 #& (85X 2 : PTP, #ifg&IA Y]
(FSRTLILODEE20mg T k—"T )
58 [58EX1: PTP, #gHIAY ]

@) FiREE
A L0

(4) BFEOME
PTP Ak . Ry 'Ly, 7AI= A
NTEEE V= HART T A (#BE), &Rxy v

1. BRIRH SN 5 RS
AR L

12. ZDfh
BA)- L A
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V. JBEICEEYT 4I1EH

A ESE S

4. HEEXR IR

O EMEENRM AAT (PCI) ABERAEIH S FEROEMMEIEE
AMREERE (FRERDE. I ST EROHEE, ST LR OHERE)
RERDE. BRIBEOHIESE

OEFMMKMEREE (KME7TO—LBEXF/NOEDRAREIZHES) ROBFFHIG (RNIEE
RIE)AINBVGEEICRD)

. PEERIFHRICEET HEE

5. MEERIESHRICEEET 5 E
(Zhaea@)
51 (&)
ZhRE I3 2h R
1% 52 B BIARIZ A ffr (PCI) 23ii
&5 B e R B
S AR AN I A2 f T ORI A 7 7 v
— ATEAL SE /N LS O BAZE I £ O O — —
9) % OEIREIMHI
O : %hEdH ., — : e L
(BEREEARR AT (PCI) AERA SN D EmELEE)
5.2 PCI 2% H ¥ & O e DR BERE ~OF 51X EETH 5, HEIRERIC LD . RIFHITEE
H D WTHEBENR AN A S AR S 4, PCIL 2 H L7eWIGEIZIE, R oG E2EZ 52 L,
(EMMRMMEREE (KOE7T7TO0—LABEXT/PDNEDHEICES) BOBRIE)D
5.3 & MM i B O R A & o0 1B L 72 ¢, TOAST SO KINE 7 7 v — LMEk
AF/NAE OPAZEIZFE O T MMEK I A EE O BEFICE G35 Z &, RSO EOMOFEKIZ L
% AT F R O IAMERK B BRSO BAE 2L, AR LTV N5 LN
L, [17.1.5 7]
5.4 miLEAE, FEEFEGE, FERP . 1BV, BoERIERTOMEZEB O W T a6 7 5
BEICES T, [17.1.6 B3]
5.5 TITFRREAE] OHONEEZBI L, AEICONTYZ v E K7 LVt T 2 IEL MR K
AES L TWRN T & SO ER O xS B % & 0 (B L 7= L ARFIB G- O 75 2 4
5T &, [17.1.5, 17.1.6 ]

BE #E BE OD %
2.5mg | 3.75mg 5mg 20mg

O O O O

=

(i)

5.1 MMM FE (KRiLE 7 7 v — A8 U/ NIE OPAZEICFE D) % O T ORhEeIE
2.5mg $E, 3.75mg FEDAHNA L TEY | bmg HE, 20mgOD SEDORENS Z 1T 5 7-8, & HAl
DETHIEXIIIFRESZE L L TORLTZ,

5.2 SMEREMERE RS (REESOME, JE ST EHLAfEZE, ST ERODAFEZE) Zxfg L L5
M#H ACS-PCI x Gl e OFRepgY) PCI ff 7/8E (ZEROE, BRIBMEOAEIE) 235 e Lo
AR PCL AIEEABRIZ I T, AFI DA ME R LMD MR S 772D, PCL 23T
E DRI EBEE~OEG L AREE L, ®BEIRERICE Y RFIIERE S 2 WIEEN RN
A IXAMHNRIN S T A ORI LR BRE T 2 et R O 2 EN 43 1 THESL LT
W2 EnD, UBEORGIIEZ D Z L,

5.3 MM PRI & B B 2t 5 & LB AR ER (J303 3B L OY J304 #kBR) Tix. TOAST
SRR E VTR ZE D IR 3 FH A 1T o T2, S B, IHZERFRE O U A 7 K1 %249 2 MAe s
FERE ERG L LB MAHRE (J305 #tER) TiX TOAST Iz S & [RIME T 7 0 — A
fb) X UNiE OPAZE) LW ST BFE ARG E Lic, 2o OENEIHERBROBEN D |
ANEDFRD DI ARAN OB G REF 2T 272 ORE LT,
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5.4 BEFEOFIE Y A7 [N1-1X, BMZEHIRIEAT A KZ A > 2015 "V Fukuoka Stroke Registry
B2 Pp PEEEE Z T, RMICY A7 L STV D EIEE, IEE SHE, RERIR . 12k B
Jibd A FEREAE 208 IR L 7o, [ENES IAHERER T D L2 AR O A IMEL L 2O BHREN D . AFNIE
U 27 NS ORRRAEEEREOFHESL Y 27 NFEIKAFE T, 1 DU OV 27 KRF2H3 5
RE MM M PR E A 2N T, N7 o bR Y X7 & BT 2 L3RR STz,

1) BARMAER RS WEhTA T4 CEESMR  MAEIBRE T A 5 A > 2015, Wfn{EE, 2015
7£ 2) Kamouchi M, et al. : Cerebrovasc Dis 2012;34(5-6):351-357

5.5 FE MM A FE s R E 3,747 il & x4 & L= J303 RBRICEB W T, &5 104 % £ TORML
MEBA X FORBERIL, 7T AT VARET3.9% (73/1,88541]), 7 o K7 LAEET 3.7%
(69/1,862 ffll) Toro7c, 7R E R LARICHTH T T AT LAFD Y X7 L (95%(EHH X [H)
1L, 1.045 (0.757~1.443) TH V. 95%EFHEXM D FIREAFHNIEHE Lo IEHMERFE 1.35
ZhAlofeZ b, 7 R UVARICHT 57T AT VAREOIELEITRAES Ve oo 72,
J303 FER 21 2B DRI AE R A X2 NORBLRIT, ROEBY Tholz,

EMEROEREERE ?ICE T 25KR5 104 BEF TOREMNOMOMERS N  VFERE

R (FlE) U 27
TIAT VAR | seE K7 UARD | (95%(EHEIXH)
1.045
I IV 1 225 s 2= ) 4 % 1%
JoE: L b o A i ) A 3.9% (73/1,885) 3.7% (69/1,862) [0.757~1.443]
B 0.797
fets — 9 9
KIS T 5 1 — A, 3.8% (21/553) 4.8% (26/546) [0.454~1.400]
0.840
Nt FE % %
JINLAS 0D B 22 3.3% (19/583) 3.9% (23/593) [0.463~1.526]
ZOMOEFIZES LD | 0.0% (0/35) 0.0% (0/49) S
] . 1.558
I PR AR 4.6% (33/714) 3.0% (20/674) [0.903~2.687]

a)TOAST ZEICET A KME T 7 1 — ok, /AMEOE, TOMOKRRIZL S O UIRRARFOWI N
MITREH

b) IMAEZE, DAFREZER OF DD MEFLDOE G RikA > b

c) I AT L% 3.75mgl H

dZ v K7 L% 75mgl/H

KILET 7 1 — L K OV DOBFZED RO I R A N M RBERIT, 7T 27 LAEET3.5%
(40/11836 f5i]) . 7 m &° K27 L VEET 4.8% (49/1139 5i]) . U 2 7 b (95%EHEIX ) 1% 0.818 (0.543
~1.233) Thot,

—J7, MEZEFREO Y 27 K+ 2267 5 MARTERMEZEESE 234 & kt5 L L7z J305 iR o
IZBIT A5G 48 W% F TOMLINEZA X h IDFBRIT, T AT LILEE QT 6.8% (8/118
), Z7ua e RTVLAREEOT 7.1% (8112 f]) Thote, 7 E R LARIIHTH T TAT L
NEED U 27 (95%E X)) 1%, 0.949 (0.369~2.443) Th o7,

a) BIEAE, JEE B AE, PEIRIE. 1B IERIRIRE O A OF X3 (I8 MR O B iE 2 BE

b) TOAST /3 FEIC KT 5 KMLE 7 7 v — AL X3/ N LE OBHZED W IciE Y

) ARBROEHBINLZ 0 8 R VABHCHT 5T T AT LAEED U R 27 beo SHEEENS 1 %2 TH 5 2 & Off
o BAEFEIE. ENEIHRER (BN E RS BE) OFRENOEREHRGE 48 BELAD 7 oy
R7 UABETOMOGIAERA N MEHREL 4% E R0, 7o R VARICKT 27 7R LAHOR
DY AT % 0.4~0.8 LAFE L L X, 110 BU/RETO UL 27 Lo SHEEMA 1 R & 72 HHERIT 81.2~
55.9% L 725 2 L5 250 B (125 Bil/iE) & RE,

A IMFEZE, DRFEZE N NV OO M FEDEE T RRA > b

e) 7T A7 L% 3.75mgl H

f) 7o R7 L% 75mg/H

RREFIZONTIL, 5.3 HEANS4HESRTH &,
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3. HiERUHE
(1) FBERUVRAEDOHER
6. FERUA=E
(BERHEERRF M (PCI) AERAINDEMMELEE)
WHE . AT, BEBBAICT T A7 L LTC20mg & 1 H 1 [HEEOEEG L, Tk, #
&L LT1 A 1[H38.75mg #R 0% 545,
(EMMRMEREE (KNE7TO0—LBEXT/NNEDHEICHES) BOBRIG)D
WE. RAICIE, 77271 LT3 7mg & 1 H 1 ERAKET S,

(2) RERUVAZEDHRTERE - 1B
(BEMTEEIRR AT (PCI) AEA SN D EMMELEER)
A &R ERE (CS0747S-B-J202) CToOFe G2, [EWN THEM L 7=F09 PCI xR
HHEER (CS0747S-B-J107) K OVESN CHEME SN ZEH T 7 v — LB RIE (L EBE & k5 L
L7z B R SR EAER (HTT-EW-TAAD 35R) DORRERE B> & /MBI V5 2 5743 2 38
NP~ — N —%2BEBICHEHEZEINL, YIEARHE [BLF, LD (Loading Dose)] #
20mg. #HeFFAE [LLF. MD (Maintenance Dose) ] % & A&/ 4 5mg, (KA ERE% 3.75mg
ERE LT,
ZORER, FNAAERERBRICBIT 2T NOMEAETLZ v e K7 L VBRI L CHIM
U R 7 NERKENDRERITTIB SN T, ZeEo@ a0 bIXENE I ACS-PCI x4k,
[N 25 ML FR A A PCT 6 Gk Br o B & & L CEMNE TR ERBROWFo HEHRETYH
TFRTED, EEZxbhiz,

- FIHEBRARBEEZREZR-AZEZRUVAEDHRERIL

SMEEREEE (FREHROE. FESTEROHEE, ST EROHEE) TORZEZRUVAE
B ACS-PCI xf4:5kBk (CS0747S-B-J301) Th, A0k EEFEARIA H o FEAR 5%
BRERFITRT,

7T A7 L v® LD20mg &K MD3.75mg/ H CTHifi L7z, RMEiERERERE (RLETEPIE,
3 ST bR OfmE, ST LA L) 234 L LZFH MM ACS-PCI & % i bx
(CS0747S-B-J301) T, AWEDFEERHHIE B Tdh HIGERIEL 58460 b & 5-BtA: 24
FTO, EELMEA X b (DMESE, FEBSEMLEZE, K OFEBSEHEE MmN ZEF) D
RHRIT, 7o RS UABLEE L T IR VAR TE) -, F7-, BB THHE L
AP — RO SHEEMIX 1 % TRl 72,

HIE A% 3 HH E TCOEELMEA N FORBIFEIL, 7o K7 LAR LKL T
FATVNAEETIRLS . IEETHE LY — NI SHEEMIT 1 % FlEl-> 7,
FELMEA R MEI, 7T AT VARER Y B E R LABEOWT LT S IRBREE R 5Bl 45k
HEETICES BRI LED, BARZI I/ o RV TEL ., T0OEER-T-F TR ERLA
% 24 W E CTHER Uiz, Z OMEMIL, 1RBRIEEH5-BE 24 T LI 2 5 D 7o 155 IEBE 5 BRAE H 00 D
BT HETOHMETLRETH 72, 2O ORI, MBS ACS FIFHRER & 12X R
DAEFENRD HNTEY . 7T A7 LLd LD20mg & U MD3.75mg/ H % HA A ® PCI fiiif7T T
TE DRV GERERE 1S 24~48 G- L= L &, +oORAEMENESND LEX bNT-,
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ARWED TERFHE R A OB R GBI ACS-PCI & 55R)

T AT LV VA =2 - N/V NP — Kb
il 411 A | ORI | RIES | P | RH | BHBS

o . SN B . U R %
mE | B | () | M| mak| () | STOEM | 95%Cl
R X 0.412~
BEBENS 3 BEET 685 36 5.3 678 56 8.3 0.626 0.951
BEBES 24 B E T 685 64 9.3 678 80 11.8 0.773 0'153;:
BH BN HBPME T ET 685 74 10.8 678 84 12.4 0.849 Ofﬂf

LEMIZONTIE, RKIHMOBHIRZX, 7TATVARET1.9%, 7t K7 LARET 2.2%T
HY., WEECHEEE Th-oT, £z, KEMEOVNEMOBHRIL, 7T A7 LVEET 5.7%,
JubE RZUARET 43%ThHY, Z7abE RT VAL L T T AT VARETE)N- T2,
K OV Lo FRC A EER (PCI O A PDHESS) 72 L OFEAZRIT, 75 A7 L IVEET 1.6%.,
JaE RTUVARET 1.8%ThY, MEECRRE Ch-=, —FH, KHMEOVMmoFC,
SERBH Y D 5B PCI ODEPIHEDIHBIFIL, 77 A7 VARET2.8%, 7t R LARET
1.8% THY, JuE RTUVAREL IR L TT T AT VARETE N> Tz, KM, /N i A OV
RHNICEERHMORBERRIL, TIT AT VABET9.6%, 7B R LAEETIE%THY .,
BECRIREECTH-o7- (1V.5.(4) 1) a) ENFEIH ACS-PCI x5k (PRASFIT-ACS k.,
CS0747S-B-J301) | &),
IFIZOWTIE, 7T A7 LVBREMIEI ARG X o TR M/ MR EEEI I 2 R &2 =
L, 5 AZE LT e R7LVEEL D @i MRS R 2 R~ LT, £z, 7vt
K7 UV VEEO M/ EELEME 21X CYP2C19 @ EM (extensive metabolizer) . IM
(intermediate metabolizer) . PM (poor metabolizer) DJAIZAK < 72 DAH A D358 B AL D3,
7T AT LOVEED M/ IOEEEMHIZI R 1L, CYP2C19 ORBAZ L 5 RRE Th - 7=,
PLEDORER NG, 77 A7 L)v@d LD20mg & O MD3.75mg/ H #% 513, CYP2C19 OFREIH|C
o7, BEHMAZE L THaR i/ MREEMEIR LR L, BEELHRDL OO, AARAD
PCI fiifT T E DBMEREEEEICAHTH L LB BT,

REFE. MIBEODHEECOREZRUVAE

ISR PCI %5588k (CS0747S-B-J302) CTO., AzhED EERHHIE H O FFEAfH 7 BI%
B A2 RRITRT,

7'Z A7 LV LD20mg K& O MD3.75mg/ H T3 L7, FH%M) PCI i T/A#E (ZZEPLME,
B IRPECAREZE) A k5 & U= B AR PCT 438k (CS0747S-B-J302) Tid., L%
i H CTh D FEOLME A X b (DIME L, FEBSEMC A ZE & OFEBSEME R MM 25 )
DOFRBFIL, 7T AT VAT 4.1% (15/370), 7 v & K7 LAVRET 6.7% (25/372) Th -
77

PIEIEMEG% 3 H H £ TOEELME A X NORBEIL, 77 AT LARET3.3%(12/361) |
7o RTUVARET 5.4% (19/349) Tholz, FELIMEA XY ML, 77 AT VARELD
7B R UVABEONTIVT O IAIRER 5B A% £ TIZE BB LA, BELEDOEZE R
ST E FREHAE 24 W E THERS Uiz, Z OB\, 1RBREEE GEG 24 LI 2 5 D 7185
HEGBMGAN GBI T HETOMBTLREETH 72, 2 b OS5I, ZHIHH ACS-PCI
*tEEER (CS0747S-B-J301) L IZIEFRIEOMHE THY ., 77 A7 LL® LD20mg KO
MD3.75mg/ H % H A A DOFRER) PCI S TH1C 24~48 BRI G- L7z & & 72 A 9MEN S
bbb &R b,
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AZED EERHIE H o5 T G ITFRTFERY PCT % 5alER)

TT AT LI Juav K7L
a5 A At FEL | HHEIG | A FE | RBEE
BEH | BEE (%) BEE | BEHK (%)
BeHBtE» S 3 HBET 361 12 3.3 349 19 5.4
BeGBtAN S 24 W E T 370 15 4.1 372 25 6.7
B GBRME D HIBE T £ T 370 17 4.6 372 28 7.5

LEMIZONTIE, KEMORBEFIL, 7T AT VARETO0%, 72 E KT LIAEET 22%Th
V. RHMIEOVNHIMORBRRIT, IR VAEET1.6%, 7ot RZLAEET3.0%Tho
7oo R EROVNHILOH T, AR LORERIL, 7T AT VLT 0.5%, 72 E R
TUNAHET19% ThoTo, o, KA OO H T, AAWERSH D @ 55 PCI OEGF
JEDRBIRIT, FTATVIRETO0.8%, 70t R LIEET05%Th-o7z, K, /i
FOBRACEE R M ORBBRIL, 7T AT VAT 5.4%, 72 E RZ LARET6.2%Th
o7 (ITV.5.(4) 1 o EWNFEMMEFER PCI %435k (PRASFIT-Elective # 5 .
CS0747S-B-J302) | &),

NI ONWTL, 7T A7 LABHIHINE AR GIZ K o THeONT M/ MROEEE I R A =
L7z, WElEmES Uleho iz B3 b PCLERNC Il IMREEE I 2 R 28 U, B G- HiR 2 1@
LCIEE—FEICHBE LT, 7. #5 4 @O o v R 7 L AREO M/ OB IR0 1%
CYP2C19 ® EM, IM, PM DJEIZIK< 72 MM DGRD LT, 7T A7 LIOVEED [/ MikE
EMHIEIRIL, CYP2C19 ORBIC L LT RBRETH T,

PLEDORER NG, 77 A7 L )vd LD20mg & O MD3.75mg/ H #% 513, CYP2C19 OFREH|C
Lo, BEMMAE L THoe i MOEEEMHIZIR L R L, ABEMZRL 2D, BRADR
R PCI MATIEE A TH D LB X BTz,

(EMMRMEREE (KNE7TO0—LABEXI/NNEDHEICHES) BOBRIGH)

12 M JE B & kR & LT BRRSREEEBR  (CS0747S-A-J106, CS0747S-A-J203) KOV
I ARFER (CS0747S-A-J201) T/ MR EESEINHI 20 R 2 FEIEE TG LT2fE R, 77 2 7 L)L 2.56mg
BHRFOMFILZ r B R L)L Thmg HGREERRETHY . 77 A7 L)L 3.75mg B HIFD
BRI 7 B R UL Tomg BERFL Y EhoTz, D ORBMEA B E 2. H AR
(CS0747S-A-J303. LL T J303 iR K& TN CS0747S-A-J305. LA T J305 3klR) 0¥ Hif % 3.75mg
ERE LT,

J303 R BR L OVE i SRR T o B3 O i AN S B E R A & L AR B
(CS0747S-A-J304, LAT J304 3BR) @ FAS @5 5, WHEFEDOFR N T T 0 — Lk (77
— LM ARPERNEZE) 3/ O%E (T 7 FH%E) 1ICR%4 L, OO REIE Y 27K
+ (RLERE, AREREE, HERW., 1BMEB RN O 0 T B I MERT O MMM 2E8E1E) 2 A
LHIBFET, 7R 37mg 1 H1IFERAOFEG T/ o RV IZELRWT T AT L)L
DR OMAE R A X2 NG ERNFBD bz, o, 77 v — At MEMiisE X N7 7 F
FHIE CHAFEZE RIS U AV R 20 T 2BEEZXRIC, 7 e R7 LVt e UTHE L7 J305
AR S, ST AT VLIVE 3.75mg 1 H 1 EREO& S LizGE. 77 A7 LLVORKLIE /A
Ry NFRAGIIEN 7 0 R L IIE LW EDVRENTZ, ST, T AT LANE
whe Bz b b BEEM TORMEOHER K OHEERE O _E% HIIZSER L7z J305 Bk,
J303 Bk, KON J304 REBOOFAMNT CTH, 7o E RTLVARRIIELRNWT T AT LVIZE D
BRI S SR A R b R INEIN RS R S iz, 2 OOFE AT R 2 T SRR 0 6 |
FRICHZIENS DRI Ao T2,

7T AT LIV D IMEEE RN H T, J303 RBRICE W T 7 A7 L)L 3.75mg 1 H 1 [Alf%
A5 CTo 4 H LD P2Y12 reaction unit (PRUE) (X, 72 R LV 75mg 1 H 1[5
ROFEG LU T B L TREZRL, 85 48, 248, 48 B, KUK TRELIZITE—E
WZHERE U 7o, [RIARZR AR I, J305 3R CTOI I FRHli CH R0 H vz, J304 FBRIZEHB W T H |
TIZAT L3 T5mg 1 H 1ERRO#KS50 4B LD PRU EIX, 7 rE K7 L)L 50mg 1
H1RREOEG B LT-BELUREELRL, &5 48, 248, 48 HH &I13F—EICHR
Lic, F7o. YIEIHGERICHEE U - RS ENE 3E))5E 7 WIT, 18 M I e JEE RS &
OV P A . A B 5 SR % ek B 2 20 L 7= BRI BR 7 — & 2B L T L= BT LV CHhE L
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7o RHERSEERE /ST R Cld, FEOFEEL BT H0NEN S D L fll S - 528N 1
IERD LT, M EREERFICHTIHEE L TEFIL3.75mg "R Y THD Z ENREN
776

LZAaMETIE, J305 RERCoOHMmMA N> b (EmAEEndHim, K, K OERAICEZE
7o) OFBRIT, ST AL 3.7mg 1 B 1 ERRAOKET5.0% (6/120 #)), 7o R
7V Tsmg 1 H 1[ERO# 5T 3.5% (4/114 ) ThH-o7-, J303 RERTO HIPEA <> b
DOFBRT, 77 A7 L)V 3.75mg1 H 1EEAOHFEET6.1% (115/1885 %), 7 v K7 Lb
75mg 1 H 1 RO 5-T 5.9% (110/1862 f5) Toh o7, F£7- J304 iR Ti, HifpeA ~
ME, 77 A7 1L 3.75mg 1 H 1[0 085 T 4.2% (9/216 1), 77 A7 L 25mgl1 H 1
MR ET1.9% (4/215%1), 7o RZ L /L 50mg 1 H 1 [EFEHO#% 5T 3.6% (8/223 )
Tholz, IHIT, TTu—LMetEEEN LT 7 FRET, DOMEEOFHE Y A7 [T
EATHEEERNGRLE LA T, HiftEa <> hOREARILIT T 2T LIVEE 6.0%
(80/1337 fl) . 7 v ¥ K7 LVEE 5.5% (74/1351 f5i) Tdh o712, W ORER M OEITICE
WTh, TR L8 75mg 1 A 1AL LcGEOMtEA ~ FORBEFEIL, 7=
R VARG ERERER I T,

DEXv ., Aohik, EhHF RORZEEOBLSNS, HIEAUCHEEZ 77 A7 L LELTLH
118 8.76mg IZFRET 5 Z LTI & & % 7o,

4. AZERUVRAZEICEEY HFE

1. BERUAEICEET SEE
(BEMEBARR AT (PCI) AERAINDEMmMMELEER)

7.1 Hufin /R —FIOF R EIRIE, 7 A Y > (81~100mg/ H | 72 BHIEIA G5 Tl 324mg
) EOMHT D Z &, P/ A REIEIRIE TR o5 I7EIC WL, BRSO
WHDOTA RTA LV ERBEZTLHZ L,

1.2 PCI A TR AH] 3.75mg % 5 ARIRRELR G- STV a4, FElAmih (BGRG R I
20mg Z #5925 2 L) IZMAEATITR, ARANC L 2 /M EEERHIERIL 5 A CTEHFIRE
T D ENEESND,

1.3 Wlnl ARG 2R & 2R OR GRS 5 2 ERNEE LV, EEFFIR%EE L i L T
Cmax 8N4 5, [16.2.1, 17.1.1, 17.1.3 &&]

1.4 KR EDOERE ((KE 50kg LLT) TiE, HIMOERENERT 280055 DT, LHEIZ
Jo U CHEREHI R 1 B 18] 2.5mg ~OBEHEZET 5 Z &, [9.1.4, 17.1.4 ]
(EMMERMERES (KODE7TA—LABEXXI/NMEDFHEIZES) BOBEHRIMH)D
1.5 ZERERFOF GITRET 5 Z ENEFE LV, EIEFITRZES L LT Cmax 2EMT 5,
[16.2.1, 17.1.5, 17.1.6 2]

1.6 (MAEDEE ((KE 50kg LLT) TiE, HIMOERENERKT 2800 H 5D T, LHEIZ
JGUT1H 1A 25mg ~DOELESETHZ L2, [9.1.4 BH]

(fif0)

TAERNTA R T4 UDOWFT 250 TR SN RAEZ B (G 2412 A 8 HAD) Ik %,
P/ R —FIOF AR (DAPT : dual [orall antiplatelet therapy) AR T #% O# 5 5752
B+ 23EL2 R L,

DAPT #ifliZ, 7 Av Y » LHFHI L. DAPT HiIff#& TR OFEGFIEICOWTIE, EWNSORcH

DHA RTA LV EEZBRBILTHZ L,

ek, BELETSRTWA 72 Y VAR T, 7AE Y > 100mg $SEOE IR TIE LR

300mg £ T, £72, 7AE Y v 81lmg SEDE LTI LR 324mg ETERESNTED,

TR PR ENRIE Rt (PCD) JEfTi2\28 1) 5 Mt - R OMElOmMIcEZE L, 7 ALY v

O H-EDO EfR% 324mg & LTz,

W) AR —HE, AT IEA ;2020 45 JCS A RTA LT 4 —H AT v 7T — M EBIREBEE ICIT
Ly (2020 4F 3 A 13 A%AT)
https://www.j-circ.or.jp/cms/wp-content/uploads/2020/04/JCS2020_Kimura_Nakamura.pdf (2026 4 3 H
17 H7 7 & X)

7. 2 AFN O i/ MOEREIHIVE R IZ AR 3.76mg @ 5 H &R GAZ L0 EFIREEICET 5 2 L MVEE
b, PCIRNZAA 3.76mg % 5 HMRER G SN TV DHIEA, WlalAmf 51308 Tldn
A
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1. 3 EWHMFH ACS-PCT 45k M OV IARRFEE) PCT xI 4B Cix, MR &R, Bk
WIZEE STz, £, @R ABEICAA] 20mg 2 HEHREO#& 5 L7z & & OIEEEHY
R-138727 OIEWENREIL, ZENERR G TIIREZ G & G LT Cmax 2547 3.3 f5IZHEIN L7223,
AUC ICBEE TR O N oT- (IVIL1.(4) 1) AFEOEE ] BR),

1.4 FENFEIFE ACS-PCI x4kl CoRM ML, /NI & ORSRAVICEE 22 H il O R BLR 1T, FF
\Z 50kg LA F OB T WMEA DTS BTz,

RERI O A <RIBS

75 AT UV

WESIAH ACS-PCI xt5aBR

50kg LL'F (n=85)

50kg i (n=599)

K H I 5 (5.9) 8 (1.3)
I HA L A7) HH af 15 (17.6) 24 (4.0)
I H I /N 1L - AR AL RS 7 Y afn 19 (22.4) 46 (7.7)

FEHEL (%)

Fo. ENE THEBRRBRIC ST 2 & (75 L L) SUTKAE (50kg LA T) DEEHETORE
12 WHEE CTOTEOLME A N b (RIFET, FEBSEMOFHEIE, FEBSEIEMART . AR 4 5
T2 DRI AT OE AT RAEA v b)) ORBUEIL, 75 A7 L)L 2.5mg BHE) T
5.4% (2/37Hl). 77 A7 L)L 3.75mg BEHT 10.8% (4/37 f5l) Th 7=,

{RHE 50kg UL FOBE T, Flin, BHEEEOMO MM Y X 7 K+ Kk OumsetEA <> s ORELY
A7 ZRHE L7z BT MBS UCHERF & 1 H 1A 2.6mg ~DOE S EET 52 L,

1E) 7 AE Y 81~100mg/ H HfH. #IEIEA M & 20mg

7.5 J303 #kBr, J304 RABR., KON J305 HBR CTIIAFI OB GITFA, BRICEG I TRBY, 22
NERF T %Pt G- & Heile U C Cmax 28845 Z B3R E LT,

7.6 J303 7k, J304 R, KON J305 REBROOEE Y7 T — Tkt (KL MM G4ER D
G, MFEZE DRI KIE 7 7 v — AL U3/ E OPAZEICE S T 2 BE D H b, iM%
AU A7 RFOWTInEHT 5 B8 TOFEMNT) Tk, 8E 50kg UL T ORAKEBEE XK
H 50kg MOBHE L IR LT, Az g7 M ORI DOL0m WE A A S T,

FERIDHMEA N> FRERE
J303 #BR, J304 FBR, J305 ABRFA AT

FZ AT LIVRE

50kg LA T (n=72) 50kg 8 (n=1,265)
HfL A = R 5 (6.9) 75 (5.9)
HEfi & D 2 (2.8 14 (1.1)
K 0 (0.0 2 (0.2)
& PR I EE B At 1fn. 3 (4.2) 61 (4.8)

BB (%)

F72. J304 R DIRE 50kg UL FOBEZE TOHMMEA X b (EmzEo»d i, KM, &
OERARRICERE 2 i) ORI, 3.75mg FHAE L i LT 2.5mg HHEHETIRWE R TH

ST,

EEROHMEA N FREE

75 AT L VRE
7304 3B 3.75mg #f (N=216) 2.5mg # (N=215)

50kg LL T 50kg i# 50kg LA T 50kg ##

(n=85) (n=131) (n=74) (n=141)

HfE A~ b 3 (3.5) 6 (4.6) 1 (1.4) 3 (2.1)
Hfiy & h 3 i 2 (2.4) 1 (0.8) 1 (1.4) 0 (0.0)
K i 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.7)

g PRV 2 7 i 1 (1.2) 5 (3.8) 0 (0.0) 2 (1.4)

FEHGIE (%)
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5. ERPRALIR

() BWERT—2/8yr—
BT —42/8y r—3 GHEAR)

%)

BB

A

Ry SR
gl L
7= BE R R

5 1T AHHml e 55X R

HERR OS5I RBIT %4
P SRR OSSRy EhED
Rt (EEREER A 50 1)

CS0747S-A-J101

5 TSR G-

AR O G2 5424
P SRR OSSRy EhED
Rt (EEFERR A 40 1)

CS0747S-A-J102

T AEY O HER G
ARBR

TAEY URERETICEB
DT T AT VLIV DEEAEME
HIFE, KOS ENRE O
i (EEFERR 23 )

CS0747S-A-J103

T AR AP RAE RS
B

TAEY UKEBEE TR
FBTT AT LN (AfTH
BAERFARE) oresett, 38
T35, R OSSR EhRE O Wit
(fEREER A 20 1)

CS0747S-A-J105

S PK/PD 5

rilint (23 61) & IEmlnE
(24 61) & DIEBRE O
S GERER

CS0747S-B-J110

A% PK 3B

T T A7 Vv (20mg)
LR OREDOEBORG
(RERERR A 24 1))

CS0747S-A-J112

15 QT Bk

75 A7 L)L 80mg % Hilf]
B 5 U= DA MR
KD RO (f
FERA 60 1)

H7T-EW-TAAP

1A 3.75mg $E BA B *

IAHIAK] 8.75mg #EX 1 FEIZ
42 FridAl 8.75mg HED
AR VR (fE
AR 20 f5)

CS07475-A-J108

#HIH 2.5mg HELUHT 5mg
#E BA 3™

BB 2.5mg $iE X 2 HEIT %
T 5. HEAl 2.6mg HiE X 2
H DT Emg BEX 1 EED A
Wy PSR (R AR
A 24 i)

CS07475-A-J109

ACS H##&

SOXFFERY
PCT Jitif T
Hraxtg L
L7z G ARE

RN PCT & S B AR S B
AR

FRREORENARN 2 7 > ME

& B9 5 Wl R BERE
(84 i) Zxtg & Lzl

B I R O RET

CS0747S-B-J107

55 TURR T s e ok
(5 I ARFFHEAY PCT X5 H]
EpoEalER)

FIREEEEIARIN 2 7 > MR
& B9 5 Wl R BERE

(422 f) ZxtgE Lz
5 2T LV DGR HERE R
DRt

CS0747S-B-J202

HIFH ACS-PCI xf4:ikEr
(PRASFIT-ACS)

%2 B L B IR AT 2 B A T
T IE O B e E B R

(1,385 #) IckiTB 7 =
v R L OVRREEYE 2 kh R &
U 7c . H B MG R

CS0747S-B-J301

AR PCT x5k
(PRASFIT-Elective)

FRRERREIIRIN 2 7 > ME
P A B 5 S B RS R R
(751 B) IcBIFBH /Y
R 7 VOV REEYE & 2 HRSE &
U7 ZH E R

CS0747S-B-J302
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R

B

R4

BN

(TAZS
E S

A

i 1
N
M M
i 1fn. A
=N

KO

iR ES U
FEIEFRE
oIk
L 7=l
R

8 M TR A S RE e Rl
PRAE PR

2 P 30 N ST BB % B
& U7z i IR il 20 2%
(BT D ARRGIEO R
(1P 3 i F 289 BB 66
)

CS0747S-A-J106

O

2 TAHGRIR (18] b e 28
iE R XTHR)

R T A e X1 52
L LTg et A K
OIENEORT

CRAE SRR B 116
)

CS0747S-A-J201

7 1 K7 L OVERBRYE % ik
FH T o> M 1A S R
X GG PR AR AR

7 a e K7 VIVERERIE & IR
FA o 18 MEHA RN ZEE R
BB LTI R T L
O I/ EESE B 2D SR D
it

(7 a v RY VAR %
JI L R 0 8 4R A A S 07 R
# 133 i)

CS0747S-A-J203

SEIIARRASR Ol i M i 1t A
[ PO )

o L o A e T AR A kf
Gl L7t R7 LR
PRI XT3 2 FEL PERRGER
CHE tfu M g ofn, 8 e 5 FR S
3,753 fil)

CS0747S-A-J303

BITFRFER (i SR
B D i o A ot A R
PSEJ)

e i SV IARAA 0D R P i
MEREBREERIGE L
7 R UVERERE & D
CHERRBR

(FE R XA = o0 1 if
IR 55 5 75 FR 654 1)

CS0747S-A-J304

S IIARRASR  (ifi M i £ 2
BERR)

A FERIE ) 2 7 N+ 52H
95 AR ME MR ZE R %t
L LIS TAT LDy
ot N7 U ARERE DT
HE M AR
(HFEZEFRHE Y R 7 2/
5 AR ENAETE (77 v —
AR PR ZE XX T o
FEIE) FRFE 235 )

CS0747S-A-J305

O F—H Ry r—JIZaHi-REk, —

T=E Ry = VITEDIRND

% KA VA B a—7 4 — AT LT ERER
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7 BRIR ft%ﬁ BT LHEDME, Ktk HI)F KO CYP2C19 Bin F-ZRORBRIZ >V TiE, LA
TOERIC X DFHMEE 2 iz,

N A ?)J'IEWEIE B

ERAEEARKE AT (PC) MABERASHSEMEDREICHT HHRICETHLMESRY FOEER
(EIM4E ACS-PCI xtREAER. SEIMAARFHAY PCI X REAER. B4 ACS EEMAEEER)
focj’o 4/\/ FEESTHE LR Z RIEHR L LT,

:L\Jﬁl%% FECHID S BIIZE SRR, LIFICLDbDET D,
FHBFEIEOFHE | LUT D~3)OWFINITEET 2 BRAT R 2S5A O 5BAAR D b Ha ., ARIIE,

PCI X% CABG |ZBSE L REGNCE D B, LEIE L B8 L,
1) #JE PCI Xi% CABG fif7% 48 HEFILIN DBE
PCI X% CABG JiafTHiih & 17 48 FEFLINORIIZ, CK-MB 2 EFENHLLF OV
NS T IR E R LT O (EEEDSE D a?{y)
« PCI Jiif7#2 @ CK-MB 23 72< & % 2 *ﬁﬁifft%ﬁﬂﬁ@ 3fEEHx 5, PCI fifT#1C
FEE AT REZY CK-MB 28 1 A LDIE TE edvo e, O 1 BRIENIEFME RO 5
BEBZDY,
+ CABG fiifT#% ® CK-MB 23, 72 < &b 1 IR TIEFE LR 10 528 2% 9,
PCI XX CABG JafTali2> b HEfT# 48 REILAN O %18 L T CK-MB ﬁ)IE%FELBE%:Ez
TWABER, ZORW- AT Z R L, ZO®RBEAEZR LSS, EiLond s
il L. OB LR Lz CK-MB 2BEFTO 1.5 %282 TOIUTIEBSEME O FAEZE & 3
2,
2) #¥llE] PCI X% CABG Jitif T#4 (CHi 7= 72 M D i R ZE T FEREZE 2 58 5 BT L2 RO 7254 @
UTOWTNMNICEZEE L, oS T 58 AN D 48 BERILING CK-MB i hrR=
(IXIET) DIEFEMLERD 2{52 B2 TH5H0
© PERELOI TR Lo Fiett O Koga
SRR SUIERE L Imm (0.1mV) BLEO ST FH XX ST TR
- MATENREOME (hemodynamic decompensation)
3) FH O QNI LIZHE (0.04 FLLE) ©

R FENE 2 0

FREEIR ST N 7= I HBL L, = v B a2 — X fEiRE?E (computed tomography : CT)
® %\ MRI *ﬁﬁ“(ﬁfiﬁﬁﬁﬁﬁﬁ: SNHEEMET & Lic, £, MMz % i i ik s
LR IMMEN AR IC O L, 7eds, i EN A '43 I ZEE D b Lto

5 ACS 25 TAHRAER

(TRITON-TIMI 38) Tix, UFDO XS ITEHR LT,

a) DALAE PSR DJRE A 5 TRVWIELE 25T,
b) FHAM AT RE 7 B (A% PCI MiA T4 12 RefHLARE CTH H35G . FOMENER LIRD 5 5482 5 (MEFENE

OHEAELED) .

o) MIEFMEDOFE L ETD,
d) #JlEl PCI 31X CABG JiafT# 48 B 28 2 7= 354

+ CK-MB X% b=

R=UPIEWE ERZBZ, LFOWFhrziiiizd,

20 43 LA Lo Rt o Ky
« Imm UL Eoo ST B/ X% ST FRE
e) #]lal PCI X% CABG fiif7# OFEIC X &3, JFIRB O OHIEZE L (X R 2 FRO R Q I IR EFT 7%

DD,

f) 24 e LL_EFRHGE T D #RER ST BB ASHT 72 IS B L7z a 2 s & L7z,
oo BAE T 2 PR AR T & FERE M PN AR S R LT
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RiE 14 b ofn 7 P& 28

(KIE7 7 A—LBEXIE/NOEDRAEIZH D) ROBREIMFISHT SHERICH

FEEIMEARY FOEE

(J303 FER. J304

FtER. J305 EAER)

PRV E %

fivéA5 9 FRRIEIR U AR 72 1238 B L. CT XUE MRI # A CHRRIEIR U T e & BB+ 2 5 s
FERMPHER INT-GEZAEIE L Uiz, ARIER TS 24 RERLLEERSE L T2 d
MERD o T-, MEZEDRFANE TOAST SEICE S THE LT,

NI ES WOt ek, DAl . DERREZSEOFT A S EZW SN LHEE L Lz,

bz FRRIEIR U AR F 721238 B L, CT XUE MRI & CEREDSHER SN -8 & Mz
& Uiz, WzedidiimiEidzsr (FEZE) & IR mpEmidzas (i, < LT HIME)
SFE LT,

Z Ot M55 FE B H BIBIZE - FZFEN, INIE LD E DA DML D b0 (HZERE, HEE

M/ e PRESERIRIMARAE . RRYEIIREAZERE R &) & LTz, 7272 L. SEICE - 2N A
TRHMTH L Z ERWELNRGAIE. S L L,

ER 1K=

FELHID 5 BIBICE - 2JRR A, i L O MEIC L6 0L L (HfAZETDRET
HLLOEET),

— 308 P R 1 A
(TTA)

CT 33 MRI #ifs CRVEREIED AT AR B v, i Arsl, Mo /TR MmIC & - T
Z DR R RS O R REIE L LT,

I

MR AR, AR, DREXRAE O R HRHEEBE S, o BEunAT AT
DMAT SRR ERAIE & LT,

R EARPAZESE

AR X 0 AR SUIABHIALE DS HEST S A7 RIHBIARPAZERE & L7z,
*J305 RBR TILLLT 2180

AN AT ARAOIER D EVEICRBL L. oK, IRAEA, BA. R,
BLOWT N DIEIR % B DA,

EBREL,

Y A
(J305 R D 72)

HEER DRI X TORET
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2) REMEFHEEER
BREOESIRF A (PC) NERAINSEMENERIZHT H2HREBRICE THIHIMMEA R FOESE
(S TAAHEF#A PCl MR ASHRTHAER. $I4H ACS-PCI xR RER. B4 ACS FIMAERER., F1I
HEHM PCl & ER)
4 E %

K AN M I~ 7 1 B 5g/dL LA EDOK T 2 £ 5 BRRAIZHT & 272 Hif
(TIMI 2% Major bleeding) | 2 Bz (1 BEAZ : 200mL #1) gL, ~T 27 1 vy 1g/dLamE HE§4 25,
KD 5 BLELFOWFRMNCHES T2 iz EmE2 S HimE LTHET 5,

1) EFEH 72 1
Ay A A3 H I 2) SRLIRIC L B FENMERMERT 2 ££ 5 Hi
(Life threatening bleeding) | 3) ZMEIAYALE 2 M 32 & L 7= Hilf
4) 48 BELAPIC 8 BT (1 BEf7Z : 200mL #824) LIk Dodiim 2 /8 & U7- i
5) FEfGEM: DFEZEPY H if.
/N IfL ~E 7 u by 3g/dL Pk 5g/dL RO T 2 £ 5 BERAVIZHT & 272 Hifn
(TIMI %% Minor bleeding) | 2 AL (1 HAL : 200mL #8Y) O#gifix, ~E 7 1y 1g/dL OB EBRET S,
PLFOWTNNIEEY 5 i 2 BRI EE L & E%RT 5,
1) EEALO M (RIER, ODEVEN, ®ZIRE R [l AR ], #
RENIE, BIEINZR &)
2) ~NET B AR T A R M RS T RIERET = — 7 DR E & B
B R AL B 7 HH af, @ DN H D)
3) SMERIC L & 22V PARAY MR @
4) HERRMLIE & 34 2 & H i
5) T RHALE % B9~ 2 d P HH if
6) [ERT S $e 5 1k S P T & 03 &R L7 H
OO H L K, /N & ORI B e R ICi% Y LW 3 _CoH
26 WA PCT x5 A Bt sl <,
a) ~EZ 1y 1g/dL Xid~~< b2 U v b 3% DN
b) 4 HifZ (1 HEAZ : 200mL #H24) LU E
d) R T —F AR L2 WAIRIIMR & U TRt L 7=,
4 ACS BB IAEFAER (TRITON-TIMI 38) Tid,
b) 4 HAfir (1 Bz : 200mL #H24) LA L
o) IERHIEE & ST,
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RN ERES (RKOE7 70— LABEX/NOEDRAEIZFS) ROBREMGICHT HHRICE
(FAHHIMEAS R FDEE
(4303 5LBR. J304 FBR. J305 FHER)

LDV Vé”‘zl“bﬁ%i%%%*é*é HjJ_J[Il%\ (éﬁﬁ %%ﬁ)—aﬁﬂj[ﬁlj L ﬁ% L7z,
- B 7R H I
PN a)
%ii e E S u ey BeldL PO F DA LE S il
bleeding) & C BRI kB B A B b B R F AL S i
& - LTS

-+ 8 HAL OLLEOARMER CUTRERO2M) Oz 242 & Uz il
MEd 2B 29 i) ISR, 2 OU FOWFANIEY 5 s Totim) &

et @ Tz LT,
Mator bleeding) - ERHSAEREE T S 7 % B L
! g LRI S 778 B IRERPA HH I

-+ 8 HINL ORI OARMER CULRSE R OIN) Ol % ME & Uiz i
g 2 F g i) O DRI SRS, DO TFOWFRICiEE T 5 il
Z [BRREICERE M) ER LT,
- EENEALO I (BIERE, BN, BHRGS Hf CAE AR H ORI i ] . F RPN,
BN &)
- NET R EAR T A HE M GREXIRERET = — 7 ORE L HED N
H0)
- SRS & B W A RRA IR
- HERBOAVE % 53 2 S i
- HRHAOALE & B D A HH I
© JRBRE AT Al S ZIE BRI ffi 23 e G 1k SO T A 0 T L7 H
£ DAt H . My 2 9 I, TR ), RO TRERAIC B 22 I | (25%34 LeW3_Co i
a) MATCH #8% (Diener H-C, et al. : Lancet 2004;364(9431):331-337) o> Myl H¥E 1 0 3% %E
b) 2 B (1 BAL : 200mL A1) (X, ~F 7 vy 1g/dL OBIMIFY & L TH]RE L=,
¢) 1 EAr oML 200mL F1%4 & L7z,

Wi PR 1 (2 B B 7 HH f

3) EHFFEIER
a) PRU (P2Y12 reaction unit) f&
VerifyNow® System (Z &V HI7E L 72, VerifyNow® System |3 P2Y 12 5z ARFEHIIEELH D 71 —
NU P& v, ADP EGE /MR EESE & i O HE I TR 5.
b) IPA (inhibition of platelet aggregation)
ADP EEITx 9 DI/ M2 7 7 ) T A — 2 —% W SaEmiEIis CTHIET 5,

4) CYP2C19 &z FZEORITE
CYP2C19 B FZRIOERBAIL, A X —T LIVBBERIZE SO TRE LT,
A7 L LoD CYP2C19%1, ZZRAI T L L CYP2C19*%2 & CYP2C19*3 DA HHIC &
., REMEZLDTOLIICERZ LT,

CYP2C19 O A ¥ — 7T L LA L =IO %

AL =T L VBT FH
*1/*1 EM (extensive metabolizer)
*1/*2, *1/*3 IM (intermediate metabolizer)
*21*3, *2/*2, *3/*3 PM (poor metabolizer)
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(2) BRRZFEIEER

1) E@%S5 (CS0747S-A-J101)
R N B ARG e L, 77 A7 L)L 2mg, 5mg, 10mg, 20mg KUY 30mg % 7' 7 &R
XA L U A LI TRE B S RIECHER L L L X0, ARIOREME, 3Ky
RN O P A faat L7z,
LZEMEIXEERBIEE (ARER, AT R . BB &k ORI X - T, EYEhiEix
miEF D77 27 L uREY (R-95913. R-106583, R-119251, R-100932, R-118443) &
EERET DI EICE o T, FEEN M IS E R & O iR R 2 [ E 325 2 &
IZE o TENEIRF LT, S 612, EPEE T 2A—2D 55 AUCo24n, Crmax IZDWT
R B2 e Lz,
R N BRI BIc, 7T A7 L)L 2~30mg KA ENS 2,5, 10, 20, 30mg & AT v 7
TR EHER LI ECRAT v FITBAT LT, AT v 7106 [T AT L A$E 8
B, 77 vAREE 246] T, ZEER (10 FEEU Lo %) ICHERO#EE L, 27U —
= TR B E To 10 IS, ARE F T8IE - id L,
HERROBE LTz & X OB HEGR S, ZetEICREIX /2 &Rl Lz,
TSP M OASTENEAE) 0 1 058 H 5 B VR B THEIN U 72, ATEPECE R-106583
TlE. AUCuast. AUCo-infe 2R Cmax DWNTALD/XT A — 2 TH A EHBITENTED 703,
TEMEAGEHY R-138727 KX R-106583 LA DO RNIEMEGHMIT—FH DT A — 4 & H &L
FIMEITRE O HIVT ., HGEOEINNIEWIEEIE T XA — 2 OELEIG DK E 72 HHAT
HoT,
7T AT LT bmg Pl EO#EEEIZEW T, ADP 20uM THEIE XD M/ MWOEEHE 2 5 &
OIS T LUz, PHIERIZ, ISMHERE A MAEF 2 OHER L% bRe L, &5
168 IRt & TR ML T L=,

2) REHS (CS0747S-A-J102)
e A B EZ RS L LT, 77 A/ L% 2.5mg, bmg. 7.5mg. 10mg., XII7 7R %
1H 1M, 7HBRKEROKRS (1 BEERT HHEIZ 10 BRI Eoafkic, 2~6 HHIX
HIREZICERE) Lz b EOEYBREL OLZ M2 R LT,
ZOFER, TEEEHY K O RIEERG O MR RE X, WInb 1 HAE 7 HE TIRIER
BROHER s UTe, TEMEAGEHM) R-138727 1%, & G-&E00NTIAEPHEEN BA- L, 5 0.5
MR IR B LT, o TIR T LTz,
AUCtau™* X O Cmax 1%, 2.5~7.5mg H TIIE L REITHEVEEI L7225, 10mg B TlE 7.5mg #f
LV I/INEhotz, NEENAREHEIL. BEEICHEWNEIN L, ADP (5, 20uM) THEIND
M/ R EEEINRIVE L 2.5~7.5mg OFPH CTILHARICHE-> THM L 72, 7.5mg FEL 10mg
HECIHRBRETH -7,
TRV OV T, AR CTRIL LG5 - ORBEBEGREZ B E TERVWAEFRITT T
BRETHY, MEERD L5 A EFSELRO N hole, Lo T, HEFERRA
BT T A7 L)V A 10mg £ COMBEBTKER QKL LI2GE, DaMEIRFICHBEIZ 2D
LD EEZ BN,
% AUCkau 1 S HE 5-REI 35T 2 $-5- FHIE 0D 1 $7E o e — B ] A F i

3) B PKEE& (CS0747S-A-J112) »
AARNEFREABEZ GG E LT, 77 A7 L0 20mg & 2-way 7 1 A4 —/"—iEIC T4
BE, ITBZBICHRBRROKS L, 22V, m/MEEEMHII R L VT T 2 7 L L OIETERE
¥) R-138727 OEMENREIZ KT T R EFOREL RGT LT,
ZORER, BERMEIZOW TR, EEBEG R OBHZESONTNTH T 7 A7 L)L 20mg D
ARMIIRGFTHY, BERZ2BEIIRD b2 o7, HYEREIT, ZEfERF CIIR%EkE &
Eb#E U C Cmax 2549 3.3 fFIZHIMN L7278, AUC I[THAZ A =13 o 1=,
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4) S5 PK/PD :4E% (CS0747S-B-J110) 5.6
g (75 LA L) 277 A7 L)L 20/3.75mg (AfHBMERFHE) 2#5 Lzt o3
WEhRE N OS5 % . FEmEInE (45 UL L 65 ki) & kPRI BRI 21T - 72,
Z OfER IETEMGHY R-138727 OIEWEREIT, FEEMnE & ik L CEIFRO ben o7,
M/NBOEEEMHITER X, Sl TOSCMmVMEANIC S - 72, 2t Tid, mimd CHmMEAE
FLPLROLUVMEAM ZFRD T2, Wb BRRPICHE & 72 5 Hilnix /e oo 7=,

5) PRE UHtAEEIEEER (CS0747S-A-J103)
TR B2 # e LT, 7AE Y > (100mg/H. 5 ) KEHREGEFICBT575 27
LJL 20mg K OY 30mg H[AIR 1 8 G-RFOIEMEIRE . L) R OV e M2 et Lz,
ORGSR, TEHEEHY R-138727 13, HHHZAES/HITMIEHIRED EH L, &5 0.5 Rl
WCEEMEIZEE LT, 0 TIE T L7z, AUClast. AUCo-inf X T Cmax 1%, 20mg #F & g
LTC30mg #ECRKERMEE R LT, £o, WTHOEEETH, ADP THE S5 i/ Mk
LERITER G 1~ 144 R OWT ORI T H 77 B AREE & Hlg LA EISHH| L 7z,
HMFFRIZOWTIEL, 77 A7 L LOWNWTNOEREGETH 77 B4R L ik L CIER 3 A1
[F D B LT,
LRVEIZOWTIL, RBRIE L DKNEBMRE BE TE R WEEERN RO, T TRE
ThHO., MELRL LR bDITRD N hoTlz, LEN->T, BERABMEICT T 2T
LVaET A URERE T C 30mg £ COME THERO&KS LG, ZaMEICRCH
Bl b D EEZ LN,

6) TRE UAREHREHAER (CS0747S-A-J105)
R AN B2 % LT, 7 A Y v (100mg/H) REHEGFTOTI 27 L (AR
BMERFHE) 20/5mg KO 30/7.6mg 1 H 1[0l 5 HEIER D& G REOIEYEIRE, KI5 K
O eMEE et LT,
ORGSR, TEHEGEHY R-138727 11, HHZESHITMIERIRED EH- L, 5 0.5 FRefilfk
R EAEITE LT, R ITIE T L2y AUCHst. AUCo-int M2 TN Crmax 1%, B 1R &5 51
(PG 1 B H) KOHREA & 55 (DFAES-5 HH) & biZ, 20/5mg BEE ik LT,
B RO 30/7.5mg BECEEA /R LT-, ADP THk SN2 i/ MrssEmMHIEA L, 20/6mg
FECIXPEFHEE 1 HHO®RG 1 K% GG T 72 KEE% £ T, 30/7.5mg #E CILOF A&
5.1 BB OB 1 REM% N OHRGET 144 Bt £ T, 2N ENT 7B RREEE ik LA EIC
P U7z, /OB SHIE 1X. 20/5mg #E L D & 30/7.5mg #ECih->7-, HIMRER X,
TITATULILDOWNWTINOREETH Y 7 BREEL I L CEE T AHEAED bl
ZEETIE, BELEAEFRIVTNLRECTHY, MEERD L5 b0 b2
Motz PEo T, BERABIIC T AT LLET AU U T T 30/7.5mg £ TOME
TREROHEL L-8E. 2B VWS D & &2 b,

7) @5 QT XEX (HIT-EW-TAAP)
fatHE B M O MR B T A 77 L L 80mg & HiE[# 5. U 7= & & O S FA M kT
T 58 % QT/QTe MIFRIZEWTHE Lz, O/, BRICERO & 2 BT i
einote, Flo, T AT L AOREOMBEFIRE & QTe RO X—Z 7 1 inb D%k
E|ZEEIIFRO Lo T,

) AAOABHEIL, BREAFEEINRERSN (PCD 238 H S 5 E itk O E TIIpIEIAA HE 20mg.
FRHAE 3.756mg/H, EMMEMMEFRE (K& 7 7 7 — A8 U3/NLE OIS ) B OBERIMG T
3.75mg/H TH 5,
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Q) AERIHFERHAR

1) fFH&ay PCI
a) Ak

X RERRIRIEAER (CS07475-B-J107)

H Y

R EBIIRN 2 7 > DGR & B3 2 e BRI BB 2 /1, v MREEEIIHIER 2R L L
TT I RA7 VA ORBERIGHEEZRE 5,

THA

Zhtiax kA, EAEA(L, “HEHEMR (V7 n B F7 VVRHIIEER) . MATHER HEiGAER

PSES

FARSMTEBIIRN A 7 > NAEEZ TE L TV D EEREE RS (G x5 : 78 i, ZaMERE
%} 52 : 84 i)

B5 TGk

wiElEf H&E (LD : Loading Dose) & LT, 77 A7 L/l 10mg, 15mg, 20mg OW\\F >,

HHWETZ B E RZ L)L 300mg ZJFHI L U THIREROKRE L, LD &E53 A LI, #EFHE
(MD : Maintenance Dose) & LC, 77 A7 L)L 2.5mg, 3.76mg. bmg DW\Fih, HHW

X7 v R7 L0 75mg 2, 1 B 1 RIFAEA%ZIC 28 HRERO#KE Lz,

B, TAEY YV 81~100mg/H % 5 HRILL EEHREG L7z LT, 77X 7L AdbdnErnt
K7 v EBERBEE LT,

—» TS5Z4'LJLLD20mg, MD5mg/ B n=17

FFERIE BIARA
2T RAEE #® | ¥ F7IARJLILLDI5Smg, MD3.75mg/H n=23

FELTWS [ 5 [ :
RS SE it | PP 7RI LILLD10mg, MD2.5mg/ H n=20

n=84 — ~OERYLILLD300mg, MD75me/ B (JEE#R) n=24

A% : 7RE > (81~100mg/H)

[ [
AEERA 18 28H

T LD : Loading Dose () Bl & &)
PCI MD : Maintenance Dose (¥ #3Fi &)

E7
4S8

A IERAD PCL 2B+ AL TORE (ST LREOHEZE, 7% - 5 27 0JE ST LFHO
G ES)

FHENHIL T F OB R AT 5 EE

RFEIESE, —@PERE M3EME (TIA) XIXZFDBEE AT 5 8BE

PR R (MLAHE. von Willebrand 5. BHIMEMEIIESE) 26T 5 H8E

Hif L CWa B, HilERE2H9 588

IKEE 50kg UL F DB

frpssE, BEELHTHEE

FHE H

<FEI)FEME A >

IPA (inhibition of platelet aggregation)
<ZERMFHEEE >

AEHEL %

) AANOARHAET, BEEEBINGEEN (PCT) 238 X2 ik 05 B CiEgE & & 20mg, #E
FFHE 3.75mg/H . BIMPEMMERESE (KIET 7 o — A8 U/ NUE OBAZEIZHED ) B OS] T
3.75mg/H THh 5,
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b) BE&EE=R
TIATVNLVEE | TTATVARE | ZTATVARE | JrERI LU
10/2.5mg 15/3.75mg 20/5mg i
(n=18) (n=21) (n=16) (n=23)
5] Bk 15 (83.3) 19 (90.5) 13 (81.3) 21 (91.3)
Eeqis 3 (16.7) 2 (9.5) 3 (18.8) 2 (8.7)
PR Sy P4 3 (16.7) 2 (9.5) 3 (18.8) 0 (0.0)
(RIEBATRE) | Az 15 (83.3) 19 (90.5) 13 (81.3) 23 (100.0)
il (%) Mean+SD 64.8+6.17 64.1£6.79 65.1+5.74 63.3+6.84
(FIEHAERE) |65 mAls 9 (50.0) 10 (47.6) 7 (43.8) 13 (56.5)
65 % 2A 9 (50.0) 11 (52.4) 9 (56.3) 10 (43.5)
®HE (kg) Mean+SD | 67.44+10.407 67.28+11.887 61.67+6.037 66.84+9.835
60kg Al 4 (22.2) 3 (14.3) 6 (37.5) 5 (21.7)
60kg LI I 14 (77.8) 18 (85.7) 10 (62.5) 18 (78.3)
BMI (kg/m?) |Mean+SD 25.46+£2.537 25.40+3.449 23.94+1.932 24.68+2.856
A OHE 2L 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
»HY 18 (100.0) 21 (100.0) 16 (100.0) 23 (100.0)
B IR 9P 2L 11 (61.1) 11 (52.4) 14 (87.5) 13 (56.5)
HY 7 (38.9) 10 (47.6) 2 (12.5) 10 (43.5)
Mean+SD B (%)
c) fER

i) B (M RESEINE VE )
m/pRESEIIHIZEDOHER (IPA)
I/ BRI 2R (TIPA L EREE AT HE & LT ADP 20uM % ) 1%, 77 A 7 L1 10/2.5mg
BE.15/3.75mg . 20/6mg e, 7 B & R 7 L LEET . LD # 5 24 K] Tl #2410 22.91%.
34.48%,41.71%.9.96% . MD ¢ 5- 28 H (¥ THf) TILENZ 21.46%, 32.08%. 37.74%,
21.69% T -7,

m/hRESEIIHIZEDOHERE (%5 28 BE)

—e 7SR5 JL20/5mgE¥ (n=16)

O—0 7SR L JL15/3.75melf (n=21)
FSRGLIL10/2 5meBE (n=18)

0=+=0 #OE K4 L JL.300/75mgB (n=23)

oy

Bk

=
-

B—
=
2]
|

TR
(> 0—) HEBERER

—
-

fro
=

30 4

20 —

A
l 10 —
0_
I I T | | |
¥®E5R] 2~4 5~7 288
BFfl BAE

LDI% 5 # MD1% 5.1

Mean=+SD

i) =Zet
BIERARIRE
BWERIZ., 75 227 L)L 10/2.5mg . 15/3.75mg #£. 20/5mg #ETFHFN 65.0% (13/20
). 47.8% (11/23 ), 47.1% (8/17 f5l) 12, 7 v & K7 LIVEE 37.6% (9/24 i) (2%
L7, FARBWEMIXEBLEGY: (77 227 L)L 10/2.5mg & 30%. 15/3.75mg # 4.3%.
7 K7 UARE12.5%) ., 2 FHIM(7°F A 7 1)L 10/2.5mg & 5%, 15/3.75mg £ 17.4%.
20/5mg Bt 23.5%) . IR UREIMBENE) (77 227 L)L 10/2.5mg BE 20%, 7 ot
K7 UVEE8.3%) ThoT-,
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2) ENFEITHASRERER (5 THEEFH#M PCI MRAERTEHER. (S07475-B-J202) 7

a) A&
A1 FHEHEBINRN AT > MEE LS BT 2 EB0EERE 2RI, 77 A7 Lz 120 #% 5 LT
LEoeMt (HmtkA N2 MREBLE) Z2EE L U CHRREREREZ R 5,
B gmtm, WAL, CEER. FTAY I —, WATHRERR
THA
e FHEHEBIIRN A 7 > NEEZ TE L TV 5 eEfikE BB
ARG ¢ 421 B, FRI)FEFHMx SR« 370
wilEl & A& (LD : Loading Dose) & LT, 77 A2 L/l 20mg, 7 1t K~ L/l 300mg % PCI
BC# 5 L7z, LD ¥ 52 [ LK, #RiHE (MD : Maintenance Dose) & LT, Y A7 L)L
3.76mg (Sl D UTRAKREBE TiE 2.5mg). Smg (FlH 2/ UK EEFH Tl 3.75mg).
s R7 L)V 75mg &, ARE1H 1 EFEAFASSROKS L,
2B, TAEY 2 81~100mg/H % 5 HMLL EREHR G L7 LT, 77 A7 L rdHH0NErz e e R
T EGHEE L,
JEmln - FHEIREBE « FEhS 75 A OIRED 50kg O BH
EWMSARE RS AW 75 me LA b 85 RN 0 O/ SULIKE A 40kg & % 50kg LN D EE
—— F ISR LIAD20me. MDsme/ B (A2 EE ..
ATUNERE 1% -
el [ 6 TSRS LILLD20me, MD3.75me/ B (gt m o 2citz sme ) n=141
5 e EHREEEE 1t L*
n=422 ~OER4 L JLLD300mg. MD75mg/ B (S HBE)* n=140
_________________________________________________________ ’
BHRZE: 7XE) > (81~100mg/H)
[ I
AEERE 18 48 12;8
—————————————— R R e
BAERER 1 PCIfE1T
(CAGX EEEARCT) (LD% 5 BAsE 2 685 R LIRS ~ 4 B LIR)
x4 LD : Loading Dose (¥ EI B HFAE)
MD : Maintenance Dose (¥#F &)
Sk ARRER IS RE, TR AEBINIE RN (PCD) 238 S5 FreoEmE O A
LESME, BRIBPEOAIFEZE | OBBEN IR ZA L TR o Tl OBMIEL Uiz,
SYEOAREZE (ST LA LHFFZE, JE ST LH.LIHFFZE) XL Braunwald 233E 1 O A2 E B LME
BE
BB TEBNRIZ 61 % PCI XU EENRAS D M8 12 %04 % AT H-Efl (PTA, CAS %) FED
B
F7 T, B e, RS T T MREICAT v NEETEDESE
ProbEYE | BHEAH M X IXZF 0BT E2E T 5 BE
TMFEZESE, RPN MIEIE (TIA) X2 OEEZ2A9 5 HBE
ez S (A, von Willebrand %5, BN E ESHIES:) 26T HEE
Hi &R 267 5 8%
s, BEEL AT HEE
< FEFMEE >
= FEBINR S A 224 (CABG) (ZBEE L 22\ K i K OVINH i, oD S8 ER AR S
FEATE 2 e
<HSjEE>
PRU (P2Y12 reaction unit) f& (VerifyNow® System)

1) AANOEBHARIL. BRENEEBIIREZEMNT (PCI) 236 H S 2 it DR B CiIvlElas HE 20mg.,
HEFFH B 3.75me/ H ., BIMMEMIME RS (KIS 7 7 v — A6 3/ & OZEICEE D) B oOFEREM
#H Tl 3.75mg/H TH 5.
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b) BEL=
FEE - RN E R AR R T R

TIAT V| T T AT L 7DE;I/P7V TITRAT VIV TT AT L)L %jt;bwl/

20/3.75mg | 20/5mg #f 75 me B 20/2.5mg #¥ | 20/3.75mg #¥ .

o) | oot | *UTomEW (a7 ) a7 [P0 Tome

i (k) 63.8+ 7.5 | 64.9*+ 7.1 | 639+ 85| 754+64 77.5+3.2 772+ 3.0

HE (cm) 163.2+ 7.9 | 162.5+ 7.6 |164.6+ 7.3 | 158.6+8.5 | 155.5+7.9 | 155.1+ 9.5

#wE (kg) 66.6+10.2 | 67.0+11.1 | 67.2+ 9.5 58.4+9.9 54.2+7.8 55.7+10.2

BMI (kg/m?) 25.0t 2.9 | 254+ 3.5 | 248+t 2.7 | 23.3%£35 22.4+25 23.0*= 2.6
L TELME 61 (60.4) 77 (77.0) 73 (72.3) 28 (75.7) 28 (75.7) 27 (75.0)
i I [ i A 5 7 (6.9 4 (4.0 10 (9.9 0 (0.0 2 (5.4) 1 (2.8)
ii} L TE R ME 14 (13.9) 10 (10.0) 13 (12.9) 4 (10.8) 6 (16.2) 5 (13.9)
LA | 20 (19.8) 9 (9.0) 5 (5.0) 5 (138.5) 2 (5.4) 3 (8.3)
Z DA 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0 1 (2.8
AR 39 (38.6) 38 (38.0) 37 (36.6) 13 (35.1) 8 (21.6) 17 (47.2)
N e I L E 83 (82.2) 90 (90.0) 77 (76.2) 22 (59.5) 27 (73.0) 30 (83.3)
OF | v i 73 (72.3) 84 (84.0) 81 (80.2) 30 (81.1) 30 (81.1) 24 (66.7)
i Z DA 83 (82.2) 81 (81.0) 77 (76.2) 33 (89.2) 33 (89.2) 33 (91.7)
2L 1 (1.0 1 (1.0 0 (0.0 1 (@27 0 (0.0 0 (0.0

Kim = VAT v—/VilE, IREREE, IRERHREL ST

o) #&R
i) ReH

(DCABG IZBH:&E L2 LR fn & U/ i SR =
CABG 2B L 22 W R H I & OVINH L O BRI, FEmin - FFREERF IS 7 A7
JL 20/3.75mg BT 3.8% (4/104 f51]) . 20/5mg BETHRIEZR L (0/103 #) . En/ARk EEE
TIX 20/2.5mg B TR B2 L (0/37 #) . 20/3.75mg BE T 2.7% (1/37H1) THVO, 7T A
T VU NOFEE L FHEFMIEE Th 5 CABG 2B L/ K H I & OV I o3 BRI B
IO B oT-, —J7. 7 B Y RY LAREORERIL, JEEE  JEERARERE T 2.9%

(3/104 f31)) . ElH/IRAEEE T 2.8% (1/36 ) TH-o7-,

CABG [ BHiE L 4 LYK HIIM R U/ I FE TR 3

Mean+SD i3 61% (%)

st - FANIRE B o (AN NS
FSAT LN | FTAT L 7‘1&::\‘7‘1/ FSRTUN | FFTRT L mjt;f%/
20/8.75mg #f | 20/5mg #f . | 20/2.5mg #f | 20/3.75mg #f .
300/75mg #E 300/75mg #F
(104 #1) (103 %) (104 f51) (37 1) (37 1) (36 441
FEBLR 3.8% — 2.9% — 2.7% 2.8%
(%0 (4 %) (0 #1) (3 #1) (0 51) (1 1) (1 %1)
QEIERHFEBTE

BUWERIZ, 77 27 LARETIE, FEmln - IR LS D 20/3.75mg #E T 36.5% (38/104
). 20/6mg FET 43.7% (45/103 f5l) . Fidp/ARKEEE O 20/2.5mg FET 32.4% (12/37
). 20/3.75mg FET 48.6% (18/37 ) IZHIL L7z, 7 & RTVARETIX, FEmm - IE
IR E B T 38.5% (40/104 f4]) . =il EEE T 44.4% (16/36 #) (ZHBL Lz, *
RBEIWERIZE FHILT, 77 A7 LVEETCIE, JEMED - IERREEE O 20/3.75mg #ET
9.6% (10/104 1) . 20/5mg #f 16.5% (17/103 f51]) , =Es/ARIKEBEE D 20/2.5mg #£ T 0.0%

(0/37 f51l) . 20/3.75mg Ff 16.2% (6/37 f5]) , 7 v & R 7 LARETIL, FEmln - FHRAEREE
FT9.6% (10/104 f31]) . =ilp/ARREEE T 11.1% (4/36 f5]) Th -7z,
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i) BAF
M/MREEEREDHET (PRU E)
77 A7 VRO PRUEIL, FEEin - FERAEEH LORRREEEEOVWTRL, &
HREOHIMIE-> TIRT L7,

PRUMEDH#R (k5 12:8%)
FEt - FEKERSE

En/EAERE

By 500 —s TS5 LIL20/5meBE (n=87) 500 O TSR L JL20/3.75me B (n=34)
DOm0 7S5 A4 L JL20/3.75mg¥ (n=93) FSRTLIL20/2 5mgBE (n=31)
o==0ZAE RS L ILE (n=91) o0 PO RS L LB (n=27)

400 400 —

. i

I "..

‘% p 300 p 300

5 B 900 - & 500 -

i3

3|

l 100 100
= 0= I I 0 T T
BE5EERT 48 12:8 &E5RBET 48 12;8
B B

E IES

20/5mgBt 87 85 81  20/3.75mgBt 34 34 32

20/3.75mglt 93 88 83  20/2.5mght 31 29 28

2OERTLILEE 9 20 85  JOERTLIVEE 27 26 24

Mean=*SD

d) #5aH

AGRERBA O 5 ARG AR O FH =13 E i - FRHRAER RS K VSR EREE T
WCBW T WA AEMEAREE LT, 77 27 L)L 20mg/3.7omg #EIR+52 L L L

77
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3) BMHIRIEEEE ENRE LI-ERREERER (J106 3XER)

a) Ak

MM ZE R 7T A7 Lv2.6mg, bmg, 7.5mga1H1E 14HM#E Lz & & Ol
BEEIMGIEMRIZ T 2 M EROGM A | /) MREEEINHIZE (inhibition of platelet aggregation :TPA)
R U THRGETT 2, £72. 77 A7 LA O v IMEESEIMHIERIC DWW T v & R L)L (T5mg,
1H1E#S) 25 RIZRET 5,

N
B

PA

it BEAER L, RO, MR (77 A7 VARERHII T EHER) . WATHR G

20 BELA L 74 W LA o N 2E 8 2R 66 1
SV RRNTHRI G - 63 ] (FT AT L)L 2.5mg #E 14 B, 7°F A7 L)V 5mg #f 16 i, 77 A
7LV 7.5mg BE 18 4il, 7 v R LIVEE 15 i)
LRI RIS - 66 5] (FT AT LV 2.5mg B 156, 7 A7 L)V 5mg B 17 i, 77 A
T U T7.6mg BE18fl, 7 v RJ LLEE 16 )
ORI ZEFRAE 1 3Bk <

< SEPRFLHE>
- SHYT B 2 W CINAEZEIR A DIFIED R S - B
- I EE OIS RER B 4 BRI BB L, JEROZE L T HBHE

Feh-J51k

7T AT LIV 2.5mg, bmg, 7.5mg i/ v R L)L 7Thmg & 1 H 1 BIEIRZICRAKRE LTz,
BRI 14 B & LT,

TSR U IL2.5mgEE - 2.5mg/B n=15

1214 1 i TSRY U I5mgEE - 5mg/B n=17

migEga (- §

1t TSR UIT.5meEE - 1.5mg/H n=18

n=66

JRERSLUILEE : 75mg/R n=16

AR 308 LA ®BE=Y 148/
< A > HZHR 148/ >

¥ DFPERMZEARAE 1 3BR <

A

S AN
Broh e

HIEWIBAAERT 4 BRLINIZ TIA OREBLAZRBD =B

mRS /3 Grade 4 VA E. XX DSM-II-R OFESELHEN [HE] UETHLHRE
DFERMZERRE BT . AT DR ZERRE O R & 72 5 0 AR (O EHIEY, I FLBRTE 72
L) BETHEE

HENHMZBD S, U2 ORFEEZET 285

5mm LA D ARSI EN IRAE D IFFE DGR ST B A

BREENE

<FES)FFEE R >

7T ) i (ADP) 20uM IZxE9 % IPA (inhibition of platelet aggregation)
< LEPERTEE R >

cHEFZR

) AROKBHEIT, BREFEBIVEAN (PCI) @ S 42 im0 E TIERR AR & 20mg,
2)

MEFF A 3.76me/ H . MMM A RE CRIE Y 7 v — L3N o PZE I A

TOFEIEM

HlTi% 3.75mg/H TH 5,
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b) BEE=R
TTAT LI TITAT LI FITAT VLI (T ae RS LULVEE
2.5mght 5mgfh 7.5mgit (n=15)
(n=14) (n=16) (n=18)
PRI ik 9 (64.3) 9 (56.3) 15 (83.3) 12 (80.0)
M 5 (35.7) 7 (43.8) 3 (16.7) 3 (20.0)
Fim Ok) Mean+SD 63.3+8.7 66.1£6.2 62.31+9.6 65.2+9.2
65 B AT 6 (42.9) 5 (31.3) 7 (38.9) 3 (20.0)
65 Ll b 8 (57.1) 11 (68.8) 11 (61.1) 12 (80.0)
&&E (kg) Mean+SD 63.47+8.70 64.02+11.39 | 68.73*+12.18 62.14+8.10
60kg LL T 5 (35.7) 7 (43.8) 5 (217.8) 5 (33.3)
60kg i@ 9 (64.3) 9 (56.3) 13 (72.2) 10 (66.7)
BMI (kg/m?) |Mean=*SD 25.27+2.56 24.90+3.11 25.49+3.66 23.58+2.46
BAEIE D BTN R
B IRFIEAE H | Mean=+SD 1,504.1+1,622.0/2,065.8+2,095.7/1,769.2+1,728.0/1,421.6 =1,213.5
FTOREK
IMFEZEDEAFEAE| 7 7 1 — LA 2 (14.3) 3 (18.8) 3 (16.7) 6 (40.0)
Y rit] AR kS 12 (85.7) 13 (81.3) 14 (77.8) 9 (60.0)
N 0 (0.0 0 (0.0 1 (5.6) 0 (0.0
PRZEMAFfEIL | NSEIAR 0 (0.0 1 (6.3 (11.1) 2 (13.3)
(BHOERD V) s iU Bk 2 (14.3) 5 (31.3) 3 (16.7) 2 (13.3)
EIENGEEIlS 1 (7.1 1 (6.3) (16.7) 3 (20.0)
H ORI B 12 (85.7) 11 (68.8) 10 (55.6) 11 (73.3)
CINIEEILIR 1 (7.1) 1 (6.3 2 (11.1) 2 (13.3)
Z DA 0 (0.0 0 (0.0 (0.0) 0 (0.0
A 0 (0.0 0 (0.0 0 (0.0 0 (0.0
ARAARNE AR (72 L 14 (100.0) 15 (93.8) 15 (83.3) 15 (100.0)
5mm A 0 (0.0 1 (6.3) (16.7) 0 (0.0
B PHE L 0 (0.0 0o (0.0 (5.6) 1 (6.7
HY 14 (100.0) 16 (100.0) 17 (94.4) 14 (93.3)
A OHEDEK 5 Al 10 (71.4) 9 (56.3) 11 (61.1) 10 (66.7)
5 L1k 4 (28.6) 7 (43.8) 7 (38.9) 5 (33.3)
B PR P L 11 (78.6) 12 (75.0) 16 (88.9) 12 (80.0)
HY 3 (21.4) 4 (25.0) 2 (11.1) 3 (20.0)
mRS Grade 0 7 (50.0) 11 (68.8) 10 (55.6) 11 (73.3)
(modified Grade 1 7 (50.0) 3 (18.8) 6 (33.3) 2 (13.3)
Rankin Scale) e 20 ™ 0 (0.0 2 (12.5) 2 (11.1) 2 (13.3)
Grade 3 0 (0.0 0 (0.0) 0 (0.0 0 (0.0
Grade 4 0 (0.0 0 (0.0 0 (0.0 0 (0.0
DSM-II-R R RE 3 (21.4) 1 (6.3) 4 (22.2) 2 (13.3)
W 0 (0.0 0 (0.0 0 (0.0 0 (0.0
HE 0 (0.0 0 (0.0 0 (0.0 0 (0.0
AP 11 (78.6) 15 (93.8) 14 (77.8) 13 (86.7)
Bl (%)
c) #&R
i) EhHF

m/MRESEIIHIZEOHTE (IPA) (FEHZFEMIER)
BIZZWIM] 14 B (G TEE) ol MWEEMHIR (TPA, BEEEYE & LT ADP 20pM
ZEH) X, T AT L)L 25mg BE, bmg B, 7.5mg ., KOV n v R LAETER
Zh 32.63%. 43.58%. 53.25%. K1X22.95% T -7z,
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/MRS INH R DOHERS

(%)
LY 100—
TSR L2 5meBE
OO 7FS5RA45 L JLomgEf
*—o JSATL LT 5mglE
8071 om0 HOERSLILE
i Mean+=SD
i
g
g g
R o«
2w
® 5
%
w4
1
B P
A
20—
EE[RY 0
R—AS4 78 148
HEHR
LE
FS2G L2 5meRE - 8 13
FSRG LI 5meRE - 8 16
TSRGULIVT SmeBE - 8 17
JAERTLIVEE - 7 15
i) ZLet
®ORIERA

BUHWERIX, 77 A7 L)L 2.5mg BET 26.7% (4/15 ) . 5mg FET 5.9% (1/17 f#]) . 7.5mg
HET22.2% (4/18 %)), KON/ v K7 LAEET 6.3% (1/16 B) 238D bz, BITER®
5B HERAER - AT RIL. T A7 L0 2.5mg BET 6.7% (1/15 ). 7.5mg BT 5.6%
(1/18 #1l) (ZRB® B, TONERIE, wHAHIMNS 77 27 L)L 2.5mg BT 1 61 6.7% K&
TR MAEN 77 A7 LV 7.5mg BET 1 6 5.6% T o 72, BIWERD 5 B R R A 5 52
#ix, 7T A7 LI 2.5mg BET 20.0% (3/15 f5) . 5mg #ET 5.9% (1/17 ). 7.5mg B
T16.7% (3/18 f3), kU7 v & K7 LLRET 6.3% (1/16 f51]) (ZiR® HiL, ZDOWNFRIL,
WMEEPEDN 75 2 7 LV 2.5mg BE 1 5] 6.7%. 7.5mg Ff 1 61 5.6%., N7 a v K7 L LR
16163%, 77=2 T ) "I UAT7 27—, TARXTGXUBRTI ) T AT
=T —PHINN, KO AU 7 AR T T 27 L 2.5mg BETH 161 6.7%., FRH L
PR TZ A7 LV bmg BETC 161 5.9%, MDY 7 AEIME RNy -F VA IV NT AT o
Z—BHMN 77 A7 L)V 7.5mg BT 14 5.6% ThHh -7,

WK OEEREERES, 5T IHCEST-AEERIIRD LN,
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Bl AN

TIRTVI [ TTATVLABMG TTAT LIV | Z7uabe KT LR
2.5mght E 7.5mgh¥
(n=15) (n=17) (n=18) (n=16)
RFRBIFIE (%) 4 (26.7) 1 (5.9 4 (22.2) 1 (6.3)
BIlVE A o fiE I (%)
%% A H I 1 (6.7 0 (0.0) 0 (0.0 0 (0.0)
At JiE
RO T 0 (0.0 0 (0.0 1 (5.6) 0 (0.0)
TS5 e T NF 1 (6.7 0 (0.0) 0 (0.0) 0 (0.0
A7 =T —YHN
i | TARTXUEET I/ b 1 (6.7 0 (0.0) 0 (0.0) 0 (0.0
@ SURT =T —PHIN
R R D RN 7 1 (6.7 0 (0.0) 0 (0.0) 0 (0.0
E ) o LH 0 (0.0 0 (0.0) 1 (5.6) 0 (0.0)
By -snsInkea] 0 (0.0) 0 (0.0) 1 (5.6) 0 (0.0)
W |7 =7 g
R H I B P 0 (0.0 1 (5.9) 0 (0.0) 0 (0.0
T8 1. 551 1 (6.7 0 (0.0 1 (5.6) 1 (6.3)

MedDRA/J version 10.0

QUEMMEEESRER
ﬁvwWMMM%ﬁ%E%u\7?x7vﬂa5mgﬁf13%6@n5ﬁ)5mgﬁf11%6
(2117 %1) . 7.5mg #ET 11.1% (2/18 %) , X7 v & K7 LARET 6.3% (1/16 f5il) 127
DO, EONRIL, WA, Rl e, REPmEE, &k OYE gt cdh -
7oo HMMEAERELZIINTNYG [Zofomim) (2o E S, TRHIm) i TEEKEAICE
I CHE SN FRIT o7,

SERDOHMMEREEERERINR

TIARAT VNN T TAT VIV T TRAT L)V | yab RV LVEE
H 1. 5> 48 TAEGIPNGE | FEARGE 2.5mght 5mght 7.5mght
(n=15) (n=17) (n=18) (n=16)
K HH i GFE4FESRL)
S TR g L)
i A 1 (6.7) 0 (0.0) 0 (0.0) 0 (0.0)
B g Lok | R 0 (0.0) 0 (0.0) 1 (5.6) 0 (0.0)
Zoto i | LB A OHE i 0 (0.0) 1 (5.9 0 (0.0) 0 (0.0)
B Rt | 0 (0.0) 1 (5.9) 0 (0.0) 0 (0.0)
Y& . B 1 (6.7) 0 (0.0) 1 (5.6) 1 (6.3)
MedDRA/J version 10.0 FEHIE (%)
(BRPRERIEEAER (U106 SRER) ICRITAHMUAETEZRNOES
¥R TE T
paanliiik - ERFEAY 7 HY i
- BHEN I
FERAIC B 2 i | RHIMIZIEEEY LA D IR EFLEMENRRIEOR G2 T IET 20BN S
5 &HIWr L 7=
Z Ofth o Hifn KM S EERANICERE 2 HMIC HEEY LW MM A EESR
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4) YyOERJTLUILZEZRATOEEHHMNIEEREEZNR E L-EREERGER (J203 5&) ©
a) A&

7 v 7 VVIRAI T ORVEIIMIE IR 2 RIS, 7T A7 LIWTE ) B 2 76 O/ Mk

R 1 HEREIZ OV T, VerifyNow® System & VN TR 35,
B | SHROR, Mfeble, “EER, 2way 7 0 A SR

W EEE PO TZ e K7LV (T5mg/H) % 2B ERALTWS (72 4
FHEHEITRL)
20 LA _E 74 BELLT O8RS 2E AR E 133 ]

SSTEIRATRI SR 129 5] (A 64 B, B #E 65 i)

Ty—~alk ) 27 ARG 0 133 41 (A RE 66 . BEE 67 i)
o & LM S 133 451 (A BF 66 Bil, B #E 67 )

KODJFEMERMZEARAE,  MRE MR 2813 BR <

< HRRILYE >
« IAPRZE D EHEFEVES B 4 WL ERGE L T2 B
- K 50kg

FBIEIICRBIT 27 0 R LARENSL T AT L VIEI &z, 77 A7 L)L 3.75mg Xit
2.5mg % 1 H 1 EFABIEHICRNERE L (80 B 4 8, BH% 2 o 24—
— L CRBEICH 5 21T 7= (B 11 BIEUmm 4 8m),

JOERY LIV AEf n=66
75mg/ B ) %23
iu Lr;ﬁgmb)g\ gﬂﬁﬁ % FSRHLI : 375mg/B | FSRTLIL : 25me/H
‘ (FREUSGREE [ %
Beh5 51k 1£BR<) it FSRELIL : 25mg/H FSRELIL : 3.75me/H
12 HIN R R
n=133 BEf n=67
HERY
S GEEAR)
o« PTRERH A > B AR — > B 4R —— 208,
EREHAR

KODFVERMZEARAE ,  JEAE e AR 21 3B <

mRS 7% Grade 5 UL LD B

L FVEN ZE R I B E ST EME M ZERRIE DR & 72 2 0 S SRR (L EAmED, IR FLBRTF 72 &)
o i Y E

* 72 | ACS (NEEME K OVLHFIZESRE) 7 EOBEAB L, TAV Y &7 u b R7LVALEHAT
BRAMEHE | IR LTV BE

BHENHIN 258 5 Xi3Z OBEEZ B3 2 B4 (MRI TR TO RGBS B i 2 BEEGEERM N i

FR<)
5 mm PL_EDORIEZEIMEIARE OTFEN R SN TV D EE
<EJFFLEE >

+ VerifyNow® P2Y12 assay (2 & % PRU (P2Y12 reaction unit) f&
<TZy—~alk s s AFmEA >

- CYP2C19 #15 F LO&EE 2 EE
FEA I H cBIET2EZE O PRUME (VerifyNow® System)
<ZRMEFEE A >

< R, ERREICEZE 2R, T _XToOHMMEAEFRSR, EIEENPEEROEEICE ST

LA EES
- AEEL BEM

1) ARFNOARH R, BENEEIRZEN (PCI) 2@ S5 Eims R A TiEvE AR A& 20mg.,
HMEFFAH B 3.75mg/ B, BMMEMMEEE (KIS T 7 0 — AL 3/ LE ORAZEIZFE D) #OFERIH T
1% 3.75mg/H T 5.,
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T AT U AR
[Z5— 3.75mg,

TITAT VIV B R
[%—H 2.5mg,

%~ 2.5mg] % 1) 3.75mg]
(n=64) (n=65)
PR Bk 49 (76.6) 45 (69.2)
etk 15 (23.4) 20 (30.8)
i (%) Mean+SD 62.8+8.13 64.5+7.22
65 Tk A 35 (54.7) 27 (41.5)
65 L - 29 (45.3) 38 (58.5)
wE (kg Mean=+SD 66.31+9.657 66.54+9.806
60kg A 19 (29.7) 19 (29.2)
60kg UL I 45 (70.3) 46  (70.8)
BMI (kg/m?) Mean+SD 25.00+3.040 25.39+3.388
?,‘;Eﬁ;ig?fg E’%{ Mean+SD 1,437.4%1,651.39 1,363.5+=1,622.81
JibFEIE D e A& FEAE D 7T a— Ak 18 (28.1) 20 (30.8)
(it 5 U R 46 (71.9) 44 (67.7)
T AN 0 (0.0 1 (1.5)
mRS Grade 0 31 (48.4) 24  (36.9)
(modified Rankin Grade 1 25 (39.1) 32 (49.2)
Scale)
Grade 2 7 (10.9) (9.2)
Grade 3 1 (1.6 (4.6)
Grade 4 0 (0.0) 0 (0.0
A OHE 7L 0 (0.0 (1.5)
Ho 64 (100.0) 64 (98.5)
i I EAE 51 (79.7) 53 (81.5)
=3 A g 38 (59.4) 43 (66.2)
B PR 9P 13 (20.3) 18 (27.7)
Z Dt 49 (76.6) 54 (83.1)
A OHEDEL 5 Al 44  (68.8) 39  (60.0)
5Lk 20 (31.3) 26  (40.0)
A FEARE S X BRS 2L 63 (98.4) 62 (95.4)
FLYE TR B RETE R B0 1# (1.6) 3% (4.6)
AT PRI D A T I 2L 61 (95.3) 64 (98.5)
Ho 3 4m 1 (1.5
CYP2C19 FIHA EM (extensive metabolizer) 19 (29.7) 20 (30.8)
IM (intermediate metabolizer) 27 (42.2) 27 (41.5)
PM (poor metabolizer) 18 (28.1) 18 (27.7)

#1 B MEPAZEMEBIIREE(LIE 1 61

c) #E&R
i) ERF

@M/ EESEREDHEFE (PRU E)
TI AT VUARERT (7 a e R UAEER) @ PRU fil. 198.2+86.65 ThH-o7-, 7
FATVTHID B2 &G 2 % TIET 7 A7 L)L 2.6mg 5K 201.4476.42, 3.75mg

e 5 144.6+£71.60, ¥ 5 43
¥ E5HE 147.1£71.61 Th o7~

#2 TIA 3 4l

B (%)

W% TIET T A7 Vv 2.5mg % 5-FF 200.9+74.03, 3.75mg
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PRU flE D

i 500 —
O==0 YOERF L LR 58
o—e SRS L L3 T5meit S B
TSAG L2 5metd 55
400 —|
* : p<0.0001 Mean=SD
(vs. R—=2RZ4)
m R
N _
iR 300
# B
£ |
|
13 200 Aeeeeeess smmsmsEsmmssEnEE
A * *
100 — T I
B 0 T T T
—2@ R—R25A 238 438
BB
ik
FTSAT L3 T5meiR 5FF 121 122 120 122
(n=128)
TS2G L2 5metk 5% 121 122 121 124
(n=128)

3} 7AE RS L ILT5me/ B 5 B OHE

@CYP2C19 B FLZEDOKRIRE (EM. IM. PM) Fldmu/MsisEse (PRUBE) ~DEE
CYP2C19 iz 2K (EM, IM, PM) 5o PRU EOHEREIZ, LLTD#EY TH

27,

CYP2C19 Bz FLZHDRITE (EM. IM. PM) HID PRU {EDHF

EM
g5l 500 —
Q=0 YAERT L ILIESE
*—e ST L3 T5meit 5B :zzgggg:
4007 TSR L2 Stk 5B i
o Mean+SD tRE
i
i 300
fﬁ E
& U I I
m & : .
il 200 — J
4 |
100 — T I
A 0 : | | |
—2;8 R—R5A? %A 48
HEHM
B3
TSAYG L I3 T5mel% 5 B 37 6 " w
(n=39)
FSAG L2 5meik 5 R 37 % % N
(n=38)
EM{extensive metabolizer) : CYP2C19fUI{ E® R PR
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IM

gy 500 —
0«0 JOERT LILIE S
*—8 JSRTL I3 T5meiR S5 H fﬂ:%g“oﬁ‘
—_ - p<0.
400 — o0 TSRTLIL25meit 50 (vs, KRS 42)
i Mean=+SD tiRE
Ih
% p 300 B -
& R
0 s !
A &
pe .
ﬁ * *
100 — T
L 0 T T I T
—2i@ R—=ZFf 28 458
FREHARA
Lk
FSAS L I3 T5melR 5B 52 51 47 48
(n=53)
FSAGT L2 5mett 5B 52 51 49 51
(n=54)
PM
gLy 500 —
0«0 JOERTLILIZ 5B
o0 TSR L IL3.75met¥ 5 8 500001
400 — *—o 7517b}b2.5mgﬂ5ﬁ (v;‘.’&¥x=;4>)
P Mean=SD tiRE
I\
R 300 —
5 B
il ix 200 —
1
A
100 —
L 0 I T T T
—2:8° R—R54" 28 438
RER A M
153
TSR I3 15meik 50 32 35 35 36
(n=36)
TSRT L IL25mels 5 0 32 35 36 36
(n=36)
IM(intermediate metabolizer) : CYP2C 194t i ch i) 24 a) 7aE RS L L 75me/ B 1% 5 B O fill

PM (poor metabolizer) : CYP2C 198 i~ £ Y
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i) Zet

OHIEEEER
TRCOHMMEAEEERIL, 77 A7 L)L 2.5mg H% 58T 3.0% (4/132 f5l) . 3.75mg #%
HHFT 3.8% (5/133 f) IZRE®HBNTZ, TOWRIE, &M (FZ A7 L 3.75mg #5-
K 2 5] 1.6%) . RGN (777 27 L)L 2.5mg #5655 1 41 0.8%, 3.75mg # 5 1 4l
0.8%). MR, FEH ML, R OZERERALHI (W3 77 A7 L)L 2.6mg ¢ 5-FF 1 3]
0.8%) . JRFIRMEREG M, BalE, K ORIMERGR (B & O f ik K AG S 1L R — &
FITHRH) (Wb 7T A7 1L 3.75mg 5 161 0.8%) THh o7,

A EFROEFELE L, B0 1 6] (BMMERIGR) SHERE L HE I,
B IEICE > - A EFRITRO Lo T2,

R OEFIRAIC B E 22 H T W T o5& THRD b o T,

HmS R O HIMEREERFETRINT

7T AT L IV2.56mg 77 A7 1L )L3.75mg
H 1.3 48 e 510 e by
(n=132) (n=133)
K ifn. 0 (0.0) 0 (0.0)
WA B9V e HH I 0 (0.0) 0 (0.0)
TRTOHMMEREHES 4 (3.0 5 (3.8)
TE B 23 AP N OV FE L2 R% 2 9 5 AT B i 4 0 (0.0) 1 (0.8

FEHBIE (%)

(FRAREIEHR (J203 HER) ICHEHAHMEFEFRNER EEEEDHIEEEE]

k| EFR

paastiilk < EAEAY 7R I
- EHEAN M

FEERAC BB 2 i | RHEIMIZIEEEY Ly, RBRE(TERTE SRR IEO R 5. 2 I+ 2 LN H
5 &I U7 i

Z DA H 1. KHEIIZ SR EE A M 6522 LW e g ERES

IR ) He v

L35y HEIEENC R < | A S RE

HRAERE H iGN A 4R U DR

HE H &S 2 A B~ D R

Q@&l1EA

BIWERIZ. 77 A 7 LV 2.5mg 5T 7.6% (10/132 f) | 8.75mg ¢ 5-FF T 9.0% (12/133
Bl) 1ZERD B,
FEREWEN (77 A7 VAR GRFRRTHER 1%L E) X, RPEAEGE (57271
)V 2.5mg #4585 2 il 1.5%, 3.75mg % 5-8F 1 41 0.8%) . LEXFEE (77 27 L)L 2.5mg
B G0 2 1 1.5%) . &I, MR REREEIN, 7Ll U AR T 7 X2 —8HN (Wt
7T AT L)L 3.75mg F 5K 2 5] 1.5%) . M OYRFILEGE (777 27 L)L 2.5mg $E5-FF 1
%1 0.8%. 3.75mg #5151 %1 0.8%) ToH -7z,
HERAEFRIT, 7T A7 LV 2.5mg BEHFRAZ 1 6] (PoliE) . 3.76mg #HRFZ 1 4
(R PRI B OFER R ) — ) 8 bz,
BHEHIEICE ST BEFGT, 16 (BRER) [ZRRD DLz, KERITT T AT L)L 3.75mg
Pehms GE—H) (28BLL, 2.5mg &G0 (B8 cEndiksns,
TR O HiL7e o1z,

MBBEICRE LA ERERIT. ZOEMOBERETOEICED,
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B AN

TITAT VLI 2.5mg #EN | 7T AT LV 3. 75mg & HHE
(n=132) (n=133)

RIBIBIE (%) 10 (7.6) 12 (9.0)

F7REIER O o
(T AT VNP EHEERCRBEZE 1%L 1) FEHGIE (%)

S 0 (0.0) 2 (1.5)
1 H BRI N 0 (0.0) 2 (1.5)
TON-CARIE ¥y 2 (1.5) 0 (0.0)
B i B 1 (0.8) 1 (0.8)
SRR B GE 2 (1.5) 1 (0.8)
7B URRAT 7 Z—E i 0 (0.0) 2 (1.5)

MedDRA/J version 13.0
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(4) HREEAYEABR

1) BMERGEEAER
a) ERNSE AR ACS-PCI x5 5B& (PRASFIT-ACS &£B%. CS0747S-B-J301) 9

i)AE

HE

TERHEENARTIE RN (PCD) 2 HE{T T E O RMEEREE (ACS) BEZMRIZ, 7T AT LIL %24
~ABWE G LT L E DFNE, BatEEd 7 m e 7 LR e Ul ZEE M BRI TR
RERE

THA

St dtF, RIS, BERL, “EHER, F70F - WATHERF SR

ISES

PCI fif 7 ¥ ED ST EH-LifEgE, JE ST R LHSE, REEPAMEDWTINICEE YT 5 Atk
FEEREBE

BT R4« 1,863 8l (775 A7 L LR 685 5, 7 o v R L LREE 678 fi)

LR RN R 1,863 8l (775 A7 L LR 685 5., 7 o v R L LVEE 678 fi)

M) HRNTRI S - 1,256 5 (75 A7 LVEE629 ], 7 v R L LR 627 )
* MEME AL S LT FEBIER © 1,385 {4

B5I5ik

wimlEfH&E (LD : Loading Dose) & LT, Y7 X7 L /L 20mg, 7 2t K7 L/ 300mg % 5l
ELTPCIFHCRRAEE L=, 7272 L, BAPCI*OGEII N T —T VEIRE 1 ik E o LD #
B2 LT, LD # 5.3 1 LI, #3578 (MD : Maintenance Dose) & LT, 7F 22 L/l 3.75mg.
/a e R7 LV T5mg %, 1 A 1RIFAEIREZRORE L,

B, TAEY rEYEANHE 81~330mg., #MFFHE 81~100mg/H & L THEAIF GBI H 6
PG4T B E Tk L TP G LT,

BIEHIRIIRA] 48 WM & LTz, 7272 L. 24 LB T B2 DBIC LY F= 0/ B O U R FiL/ MR
HKOBEGENAREL W SN HE, PIEEECEY L THIEABR G2/ TTZ 20 E L,
* BAE PCL: ZW#E HIZ PCL 2 HE{TT 256 (BRL L U CIEEMHBERIERD b S — U YLIEREE

THK 90 ZUNTH D35H) & LT,

PCIHEFT TSRS LJVEE : LD20mg, MD3.75mg/ B n=685

FED | fE
ACSEH =
n=1.363 ~JOERY LJLEE : LD300mg, MD75mg/H n=678

PCI A% . 7RE> (LD81~330mg, MD81~100mg/ H)
< EEHAME 24~48:8[H

v

LD : Loading Dose (M)A & FAE)
MD : Maintenance Dose (£ &)

F7
Broh e

SHENHMOAD I FEE R T 8E

IMFRZESE, —RMEME MBI (TIA) OADFUIZ OB EEZ A T 5838
Hifn A (A%, von Willebrand . EMIMEMHIES) +H T 5485
HimAEm 243 2 8E

ks, BEEL6T 8%

FEAIiE

<Ak FEFmEE >
OBGHENGEGHIGEE 24 BETIKEO LN EELME A~ b (Major adverse
cardiovascular event:MACE)
- D BE
« FEHFEM O FTIE
- FEEFOMERE R 25
<ZRMFMEE >
OmEFMR A X257 (CABG) (B LW A~ b
< K (TIMI Hifo 248 Major)
o R OVNHmn (TIMI H i %% Minor)
< R, N I R OV PR B9 BB B Hafn
s BHHIRICES MM A X b
T RTOHMMEA N2 b R, /MHI, EERAVICEE 2L, Z 0o i)
OFEFL %
<FEIFFAMEE >
OPRU (P2Y12 reaction unit) f (VerifyNow® System) %
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iBEER

T AT LV

rav K7 UVEE

(n=685) (n=678)
PRI B 536 (78.2) 538 (79.4)
Pk 149 (21.8) 140 (20.6)
Fim Ok) Mean+SD 65.4+11.44 65.1+11.30
75 AT 520 (75.9) 530 (78.2)
75 kA |k 165 (24.1) 148 (21.8)
&&E (kg) Mean+SD 64.22+12.304% 64.40+11.199
50kg LLF 85 (12.4) 72 (10.6)
50kg #A 599 (87.6) 606 (89.4)
BMI (kg/m2) Mean+SD 24.21+3.598% 24.23+3.291
T2 fo 2L 197/684 (28.8) 178 (26.3)
Ho 487/684 (71.2) 500 (73.7)
] 1 0
il L TERCME 156 (22.8) 124 (18.3)
I ST k5L ts%E 187 (27.3) 213 (31.4)
ST L& L% 340 (49.6) 341 (50.3)
A OHE & I 495 (72.3) 491 (72.4)
JE B e 516 (75.3) 500 (73.7)
PR P 250 (36.5) 237 (35.0)
IVTF= 60 & 486/622 (78.1) 507/625 (81.1)
7T T A 30 LI L 60 AT 128/622 (20.6) 114/625 (18.2)
(mL/min) 30 Al 8/622 (1.3) 4/625 (0.6)
] 63 53
MmATEEM {7 | PCI 651 (95.0) 637 (94.0)
CABG 9 (1.3 6 (0.9
7L 27 (3.9 36 (5.3)
HiE L BMS 353/640 (55.2) 353/627 (56.3)
A7 v O |DES 291/640 (45.5) 278/627 (44.3)
A 45 51
LD %4 3>7 |PCIHi 395 (57.7) 390 (57.5)
PCI # 51 (7.4) 54 (8.0
PCI #% 205 (29.9) 193 (28.5)
PCI RHifT 34 (5.0 41 (6.0)
PFHZE PPI 282 (41.2) 287 (42.3)
ARTF 346 (50.5) 328 (48.4)
Ca P13 184 (26.9) 159 (23.5)
ACE [H5E3E 109 (15.9) 93 (13.7)
ARB 189 (27.6) 165 (24.3)
B 3 S 122 (17.8) 114 (16.8)

CYP2C19 #Eiz ¥+

EM (extensive metabolizer)

153/390 (39.2)

135/383 (35.2)

RO RBAY IM (intermediate metabolizer) 160/390 (41.0) 171/383 (44.6)
PM (poor metabolizer) 77/390 (19.7) 77/383 (20.1)
~HA 295 295

PCI AT |1 4% 470 (68.6) 455 (67.1)
E2>d 181 (26.4) 182 (26.8)
PCI K ifT 34 (5.0 41 (6.0)

# n=684 B (%)

43




i) #5R
At
FEOMEAANY FORER

B G5B OG- EME 24 BB F TITED DN EEBLME A X b (OLE, FEESEM:
DR SE J OFEBSENERE MMM A O A = KA > b)) ORBRIL, 7T AT LIVEE9.3%.
7t K7 LVEE11.8% (NP — K 0.773. 95%153HIX[H 0.557~1.074) Th -7,

FELMEAANY FOFEBER

- . \ o 1 s \ NP— Kk
A /A% 7uav K7 URE (95% 12 51 X )
TN A N P RBIR 9.3% 11.8% 0.773
(1550 (64/685) (80/678) (0.557,1.074)
A E (R & IRERAETE) 2ETUICE DT Cox Bl

FELDMEARY FOREHKIEE (Kaplan-Meier Plot)

(%)
15
ops 11.8%
JOERGTULEE  aeeesessesssssines .
paaeEEsEsEmEE. At
paesensannnnnd
st 0.4%
2
il
F TSRTUILE
=)
T T T T
90 120 150 168
B (/)
%
RERBEE (%)
TSRTUIEE 685 624 617 615 613 611 609
(2.3) (7.6) (8.6) (8.8) (9.1) (9.4) (9.4)
JOERTLILEE 678 604 599 597 592 588 584
(4.6) (10.2) (10.5) (10.8) (11.4) (1.7 (11.8)

Ze

OHMmEA N> bOFEIFR

CABG (ZBE L2 WK ORBELRIL, 7T AT VAT 1.9%, 7 2 E K7 LVEET 2.2%
Thotz, KHMEO/NIMOES A X NORBBRT, T AT VAT 5.7%, 7t
RZVABET 4.3% Th o7z, KL, /L OFEFEANCEE R OB & A X2 D3
BRI, ML BIZ 9.6%ThHho7z, o, BEPIICELHMOFEHRRIL, 7727w
BET23%, Zubt RZVLARET29% ThHoTm, T XCTOHIMMEA R M, 7T7A 7 Lv
BT 49.8%, 7t R LARET 36.4% Th o7,
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EEIAR/ N1 /ST (CABG) ISREE LA LHMMEA N FRFE

TT AT UL v N7 LUVEE
(n=685) (n=678)
pNastiiih 13 (1.9 15 (2.2)
Aty & 3 i 4 (0.6) 7 (1.0
FFERY 72 H i, 2 (0.3) 1 (0.1)
/N fn. 27 (3.9) 15 (2.2)
HE PR AL EE e H i 29 (4.2) 39 (5.8
Z Do Hi i 298 (43.5) 209 (30.8)
K H L A+ /N H . 39 (5.7) 29 (4.3)
K+ /IS ofi, + B8 PR A1 8 B 7 (Y if. 66 (9.6) 65 (9.6)
P51k FE S Hi 16 (2.3) 20 (2.9
NTOHILPEA N

o e A ooy | M1 498 247 (36.4)

KRR - B 5 BRME OFEHRT - k% 14 A B BB (%)

it D KR H .+ /)N o
/I
o | i | A e o %%gti;@%ﬁ I
e 2Z)

il PO e | R i

T AT VIVEE 685 | 13(1.9) | 39(5.7) | 11 (1.6) 19 (2.8) 9 (1.3) 66 (9.6)

sabE RZ7ULAEE | 678 | 15(2.2) | 29(4.3) | 12 (1.8) 12 (1.8) 5 (0.7) 65 (9.6)

FEHBIE (%)

B T4 14 HLUWIZ CABG 23T S 725 To, K, /NI M O R Z B3 7
Hiix, 77 A7 VAEETI106HF 96z, 7 u e K7 LARET OB 7RISR LT,

QEI1ERRTRIKR

BIER ORBRITT T 27 LIVEE 47.7% (327/685 f5]) . 7 o v K7 LJLEE 39.5% (268/678
) Thotz, EREBIER (WTHrORET 2%LLE) 13, & i (77 27 LVEE 9.1%,
sa R UAEE 7.7%) . &I (7.4%. 5.0%). MR (7.4%. 4.4%). 055 ZRH007 i s
(4.4%. 2.7%) . FZ FifE (3.5%. 2.7%) . MfE (2.3%. 1.5%) . ZEfIIERALH I (2.8%. 0.6%) .
i L (2.0%., 0.7%) Toh -7,

HERBIERIZ, 77 A7 LILEET 4.2% (29/685 f5l), 7 v K7 LLVEET 5.2% (35/678
B) 1RO BV, FTAZ VAT BE N, HintEGEE, TEEAE T,
LS L, 35, M R InAE, 2 FIAENS 2 fl%, 7o K7 LARECIIEIMm 3
B, TSI, ISR, BN 2 BI5E Th o 7, sRBRIEHR & KRR OH DT,
TITATUVARET 26 (idspHim, DENEIMAE 1), 7o R UVARET 36 (L5
PHAIM 2 61, =S 14 ThoTz,

BMERRTINRE (WFhHDET 2%LLLE)

75 2T LVEE (n=685) 7at K7 LR (n=678)

HRBLIE (%) 327 (47.7) 268 (39.5)
BIlVE A o fiEH BB (%)

FZ T Hif 62 (9.1) 52 (7.7)
S i 51 (7.4) 34 (5.0
7 51 (7.4) 30 (4.4)
145 ZE A7 i e 30 (4.4) 18 (2.7
F& T 1 fE 24 (3.5) 18 (2.7
. et 16 (2.3) 10 (1.5)
ZEEBAL H if. 19 (2.8 4 (0.6)
AT H H 1 14 (2.0) 5 (0.7)

MedDRA/J Ver. 14.1
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N
Difu/MEFERED TS (PRU 1)

7' A7 LVEED PRU fiIL, #llaléf & (LD : Loading Dose) #45-BR4ART 324.5+58.97
235 LD $#¢5- 2~4 FR#£121% 207.5+115.42 £ TR F L, #5 4 BHEUMIT 48 B £ TIE
EF—EICHERE LT, 7 e K7 LAEEO PRUMEIL, #lEl&fTHE (LD : Loading Dose) #
5.BAtkHT 325.81+64.38 7> 5 LD # 5 2~4 Bff]#121% 309.9+65.08 = TIL F L 7=,

PRU fE D #£7%

—e JSRILILEE
0-+:0 ZOERS L ILE

EE[A 400

300 —
1
I
i
g P
® 5 200 - SN
il &
il
1E -
A

100 —H
w0 |

A—R 2~4
R
LD#5#%

B8
FSRILILE 4N 382
(n=629)
SOERS LILEE 409 374
(n=627)

2438 3638 48:8
MD% 5%

506 188 190

469 194 168

MeantSD




@CYP2C19 MELRFLHOKREE (EM. IM, PM) BloM/MMkissE (PRUE) ~DEE
CYP2C19 OEn £ R DFEA (EM, IM, PM) Jll0F 5 2~4 K2 k17 5 PRU fEIZ,
ro@mh ThoT,

CYP2C19 MEmFZEDRITE (EM. IM. PM) 510D PRU{E (&5 2~4 BFfE#£)

EE[A 500 —
+
400 —
p o
I
R 300 — ol |Zo:|
B P
2R
m i
?g ® 200 +
A +
100 —
L 0
I | | I I I
EM IM PM EM M PM
(n=98) (n=109) (n=50) (n=89) (n=101) (n=48)
TSRGUILE HOERYLILE
— SRRV RAE
75%m
nﬁ[ HHFHE
e sl
25% 8
L siniBERL = R/ME
+— S NIE (25% R RIE75% mM S GIEEE D 1.5~ S DM ICH HE)
BeERE TS5 AT L VEE ra v N7 LLVEE
BInT- 2R ORBA EM M PM EM M PM
_In 100 116 63 104 114 53
1 5Bk -
EHME+SD | 320.5+563.17 | 329.2+50.27 | 313.7+64.90 | 817.1+69.45 | 322.5+60.77 | 336.3+59.05
P n 98 109 50 89 101 48
5 M SD | 194.8+118.78 | 212.7+118.28 | 218.52-104.98 | 300.968.80 | 301.3-59.91 | 339.2+56.29
i B SRS 189.5 231.0 231.5 310.0 299.0 341.5
2~4 W]
B/ Ml 1 3 23 124 178 172
SN} 422 433 424 433 437 481
EM : extensive metabolizer {S#iE %
IM : intermediate metabolizer a7
PM : poor metabolizer {UiA 47
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CYP2C19 D& -2 o £ HA (EM,

IM. PM) Blo¥eh 4 %281 %5 PRU fEIZ, LA

ToE) Th-oio,
CYP2C19 mEEFZEDOKRIZE (EM, IM, PM) Ald PRU{E (%5 458%)
B 500 —
p<0.001
400 —| r
Bl + _
1
I -
& 300 —|
4 P -
=0
w2 E
1€ Qs
A
100 +
A 0— + - -
I I I | I |
EM ™M PM EM ™M PM
(n=136) (n=153) (n=71) (n=128) (n=165) (n=73)
TSRTUIVEE YOERTLILE
— SMNEERNRAE
75% 8=
ms [$ [%mﬁmn‘s
#aE il
25% M
L — sinfazRM-R/ME
+— S NIE (25% R (ET75% MMM AL EEE D 1.5~ S ORI H H1E)
Mann-Whitney # &
58 75 AT UL VA=2= /AW
BIZ 2R ORBTY EM IM PM EM IM PM
. |n 100 116 63 104 114 53
B 5 BRAGRT -
T +SD | 320.5+£63.17 | 329.2+50.27 | 313.7+64.90 | 317.1+£69.45 | 322.5£60.77 | 336.3+59.05
P n 136 153 71 128 165 73
E T +SD | 171.3£71.25 | 189.0+66.24 | 175.2+72.32 | 178.6+70.39 | 233.7£78.07 | 274.6+63.53
L
it fig?, Hh i 172.0 195.0 166.0 176.0 230.0 280.0
e/ ME 6 0 8 5 45 92
e KAE 341 355 364 358 420 406
EM : extensive metabolizer U3 1E &%
IM : intermediate metabolizer X []7Y
PM : poor metabolizer {UiA 47
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b)<5%E>iEs ACS HEIREGKRAERT—42 (TRITON-TIMI38 :K8&%) (GEsaT—42) 9
AERI TS ACS HIFHERER T, A0 FEHMAEE Tbh 5.0 IME S, IEBFENE R
FE R OFEBSEHENZET T OE AT RIRA V bORBRIT, 7T A7 LIVEET9.44% (643/6,813
), 7 B B R7 LIVEET 11.49% (781/6,795 i) . 7~ — Rt (95% 5 #H X [H]) 1 0.812 (0.732
~0.902) THY, T7TAT VAR THEIELS, 77 A7 L ORMEEERICT 5H
hEDHEE S #u7- (Gehan-Wilcoxon #i7E @ P< 0.001),

i)AE

HE

PCIifT T EDACSEE ZXIRIT, 7T AT LILVOREMEE LA, FEBEEELHFIZE R OFEBE
PERZE T DA RARA » PORBAREIEFE L L TREET 5, 7o, K2R 5,

Bk
THA

Zffis e, EHEAM, WAER(L, “HEMR, F7VF I — WATHER LR

PSES

PCI jifT T E D RLEEFME, IE ST EHOMFEZE, ST EFLFFZEOWTNNIZEEY T 5 ACS &
F* 13,608 5l (FF A7 L VEE6,813 %1, 7 ot N7 LILEE 6,795 )
* MEVEA{L S AT RERBIRL - 18,619 fl

b J51k

wiElE A& (LD : Loading Dose) & LT, 72 A7 L /L 60mg, 7 7t K7 L/ 300mg % # 5
L7z, LD # 5 20~28 EEfilt% 7> S #fidRs A & (MD : Maintenance Dose) & LC, 77 A2 L/l 10mg.
7uE RN T5mg %, 1 H 1ERAO#KE L,

B, FABEGHETICT A Y > 75~326mg/ H & OG- L7z,

BlIEHEIX., 6~15 » ARIE L7,

PCIE{T TSR LILE : LDB0mg. MD10mg/H n=6,813

FEO L % <«—> PCIE{T

ACSEE i
n=13.608 J0ERYLILE : LD300mg, MD75mg/H n=6,795

BERZE . 7RE) Y (HRFAE75~325mg/R)
=R 6~155 A8

A

v

LD : Loading Dose (B & AE)
MD : Maintenance Dose (¥ &)

E74
Rk HEUE

B 27 oEE

21 B

MR JiE £

SHENICHRMIFT ROBEE 2/ 5 B

BHEk 5 HUNICMoF— ) vV VU RER 2G5 S B

A2

<H AR IE E >
O FE, IEBSEIE DA ZE K OFEBSEMEM AT OEE T RARA > b G TIFE TORIL
)
<ZRMFmEE >
OBk A 224 (CABG) (ZBIH LRV LA F O kA <o b
R
< A A M
« K K OV 1

) AFNOARARIL, RAVEEIRESRN (PCD 2% A &5 e 5 B Clravlal A & 20mg,
MEFFFR R 3.75mg/ H . EMPERIM F FEE (KILE 7 7 2 — AL UI/NLE OFAZEIEE ) B ORI
#H Tl 3.75mg/H TH 5.
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iBEER

75 AT L VEE

v N7 LVEE

(n=6,813) (n=6,795)
PRI BYE 5,108 (75.0) 4,977 (73.2)
ok 1,705 (25.0) 1,818 (26.8)
Fim Ok) Mean=SD 60.9+11.2 60.9+11.4
75 A 5,912 (86.8) 5,887 (86.6)
75 % 2L b 901 (13.2) 908 (13.4)
&&E (kg) Mean+SD 83.616.8% 83.216.9%2
50kg AT 46 (0.7) 45 (0.7)
50kg UL - 6,676 (99.3) 6,670 (99.3)
BMI (kg/m2) Mean=SD 28.5+5.0% 28.55.1#
W) i L 2,351 (34.5) 2,305 (33.9)
HY 4,462 (65.5) 4,490 (66.1)
G f;;éf;fgﬁg 5,044 (74.0) 5,030 (74.0)
ST EH- LM% 1,769 (26.0) 1,765 (26.0)
BETT: I DS 1,226 (18.0) 1,208 (17.8)
B A 1,356 (19.9) 1,316 (19.4)
fibd 2 H 181 (2.7) 160 (2.4)
—iEMEME MR E (TTA) 94 (1.4) 117 (1.7)
BRI 1,576 (23.1) 1,570 (23.1)
& i e 3,790 (55.6) 3,790 (55.8)
15 I 5 4,370 (64.1) 4,371 (64.3)
JVTF= 60 A 5,982/6,699 (89.3) 5,907/6,681 (88.4)
7IVT T LA 30 LLE 60 LA T 666/6,699 (9.9) 720/6,681 (10.8)
(mL/min) 30 A 51/6,699 (0.8) 54/6,681 (0.8)
AT PRI OHEAT PCI 6,715 (98.6) 6,698 (98.6)
CABG 25 (0.4) 23 (0.3)
PRI AL & 73 (1.1) 74 (1.1)
BELZAT v NofEE | BMS 3,557/6,715 (53.0 3,544/6,698 (52.9)
DES 3,185/6,715 (47.4 3,198/6,698 (47.8)

ATV NEEET

293/6,715 (4.4

276/6,698 (4.1)

)

)

)
D% A PCI i 6 HERE LLRT 132/6,656 (2.0) 99/6,610 (1.5)
PCI i 6 BFLIN 1,580/6,656 (23.7) 1,559/6,610 (23.6)
PCI 4,881/6,656 (73.3) 4,884/6,610 (73.9)
PCI % 63/6,656 (0.9) 68/6,610 (1.0)
PCI M1 TIR 288K 1%L 6,290/6,574 (95.7) 6,250/6,524 (95.8)
253 284/6,574 (4.3) 274/6,524 (4.2)

NXEFLAMEME (Major epicardial vessel) @ 50% LA Edgkze
#1:n=6,722, #2:n=6,715, #3:n=6,708, #4:n=6,693

Bi% (%)
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i) $5 R

A GHMEEEBIX V.5 (DERRT —Z Xy 7 —v ) ZH)

FELDMEAANY FOHEBFE

HEVE 2B b BAEL I 450 H % F TIZRD DN EZLMAE A~ b (L&, FEE
FEME DM FEZE K OFEBSEME M 26 ) DRBIRIT, 7T AT L IVEE9.44%, 7 0B R LLVEE
11.49% (H— R 0.812, 95% 5 #HX ] 0.732~0.902) Th -7z,

FELMEAANY FOFEBER

N \ s . NPF— Rl
. "
TIATVIEE | I RERT VA oo ) Pl
FELMAE A R FFEHR 9.44% 11.49% 0.812 P<0.001
(150 (643/6,813) (781/6,795) (0.732~0.902) )

a) Gehan-Wilcoxon 7

FELDMEARY FOREHKIEE (Kaplan-Meier Plot)
(%)
15 4

= HOERY L ILE P
L --u-!"'""l-
m 10 maet
“é; .n-.-l-""'““
1 L
S .
i TSRTUIVE
)
L
-
i
|
O ——71 71 71 1 T T T T
0 30 60 90 120 180 270 360 450
EEAILZOEM(B)
No. at Risk
TSRGUIEE 6813 6304 6176 5950 5118 4444 3084
HOERTUILE 6795 6168 6035 5834 5042 4368 3016

Ze

QHmMEAS N> FDOFEBER

CABG [ZBE L2V KM OFBLRIL, 7T AT LIAVEET 2.2%, Kk OV Lo &
AR FORBRIT 4.5%., T XCTOHIMIEA X ME10.9% TH -7,

HEIAR/ N1 /SR fif (CABG) [ZBEE LAFLHMmMSEA N FRIFE

7I AT VLI (n=6,741) sua¥ K7 LVAfE (n=6,716)
R HA 1. 146 (2.2) 11 (1.7)
Afy & 3 i 85 (1.3) 56 (0.8)
/N H I, 164 (2.4) 125 (1.9)
Z O i 460 (6.8) 314 (4.7
KL A+ /] H 303 (4.5) 231 (3.4)
ikéﬁf?§£+gg{mmm> 732 (10.9) 528 (1.9)

FEHBIE (%)

CABG M ifT SN EBEHE TORBIMOBEERIL, 77 A7 LIVEET 11.3% (24/213 #])
7 R LUAEET 3.6% (8/224 ) Toh -7z,
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QAEETERXBIKR

HERELRIIT T AT L ILEE80.3% (5,416/6,741 15]) . 7 v & R 7" L LEET 80.0% (5,374/6,716
BIZRBO HiTe, ERBEER(OTNOORET 5%LLE) X s (77 A7 VAVRE 11.3%.
7 RZLAEE10.4%) BB A 2 —_2 3 v (9.9%., 10.3%) | EIE (7.5%.
7.1%) . 45 (6.9%. 3.9%) . MIE (6.5%. 5.6%) . &l (6.2%. 3.3%) . FlMiE
(5.6%. 6.1%) . 9@ (5.5%. 5.3%) . HiE (5.0%. 4.5%) | EEENRFEEN (4.6%.
5.8%) ThH-oT-,

HERAERGIL, 7T AT VARET 24.7% (1,665/6,741 f5l) . 7 a0 &2 K7 LIVEET 24.3%
(1,629/6,716 i) @O BT, EREERAERS (T ORET 1%L E) X, H5i5
i (FZ A7 VARE 1.3%., 78 K7 LARE 0.8%) | wEIRHEHRAE (1.6%. 1.7%) .
HelMiE (1.8%. 1.3%) . FEOMEMERTE (2.0%. 2.5%) . M (1.4%. 1.1%) Th-oi=,
TRTCOELEDRERIL, 7T AT LAEET 2.8% (188/6,813 i) . 7o ¥ K7 L LREET
2.9% (197/6,795 i) . DIEEILT T AT LIVEET 2.0% (133/6,813 ) . 7t K7 L
JVEET 2.2% (150/6,795 f5) . FELMLEIT T T X 7 LALEET 0.8% (556,813 ) . 7 1
ERZULARET0.7% (47/6,795 ) ThH -7z,

BeHHIEICEST-HERGIL, 7T AT LIARET 6.9% (462/6,741 B)), 7 v & K7 LILEE
T 5.8% (390/6,716 ) IZiRD LT, TGP IbIZE > ERGT, HitEaERES
TIEEIGHIM, S, mR, 6, JEHMrEEES TITLEME, DIERNImkE, R
B, B, HEIR A SR EEEARMARIE CHh - 72,

FEFRETKRE (WFhHDETOS%LUE)

I AT VAR (n=6,741) 7at RZLAEE (n=6,716)
WRABLBIEL (%) 5,416 (80.3) 5,374 (80.0)
BEHEROFEE FBBIEL (%)
fa s 762 (11.3) 699 (10.4)
BEHEA X — g v 669 (9.9 690 (10.3)
& I 503 (7.5) 476 (7.1)
15 468 (6.9) 262 (3.9)
fn it 441 (6.5) 374 (5.6)
S i 415 (6.2) 219 (3.3)
e LMiE 378 (5.6) 407 (6.1)
HHYR 372 (5.5) 355 (5.3)
R 340 (5.0) 305 (4.5)
S BN AR P A fi 313 (4.6) 390 (5.8)

MedDRA version 9.1
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c) ENZEMA#FFHA PCl xtREER (PRASFIT-Elective 3ER. CS0747S-B-J302) 10

i) A&

HE

PSR TEEIIRIN A 7 > MEREZ BT A EEIRERBRE 2RI, TACV VAT T I A7 L1
Z24~A8HME G- Lz & & oFRME, ZeEMEBRETT 5,

bR
THA

St dtF, RESM, BIERL, “EHER, F 705 I — WATHERFBRER

ISES

FRMPIEBIIRN A 7 > MEEZ TE L TV 2 E Bk B EE ™
HIWERRAT R 52 - 742 ) (FF A7 L VBE3T0 . 7 v v K7 L LEE 372 f)
RN G - T42 ) (FTZ AT VAEE3T0 5, 7 ¥ K7 LIVEE 372 )
AT G - T19 6] (75 27 LVEE 363 5, 7 v & R L LEE 356 fil)
k Ay T4 —A Ry NEEER : 774 5

B5I5ik

wiElEf & (LD : Loading Dose) #5324, HEAZRGHBAICLD L LT IR T LL
20mg, 7 B ¥ K7 L)L 300mg %% 0% 5 L7, LD %532 A LIk, #eRF A& (MD : Maintenance
Dose) L LT, A7 L/ 3.75mg, Z7ut' K7L/ 7mg %, 1 H 1 FFAIFIE#HREO#K%S L
72 PCI X LD # 5% 6~96 Ref] ANIZHEAT L 7=,

LD ##5 LangGaid, BARSGEGH LY, 77227 1)1 3. 75mg, 7 vt K7 L)L 75mg %,
18 1EFAEAESRORE Lz, B, 7AEY > 81~100mg/ H % FAF SBME B O 54T
A ¥ Cikfee L COFA L7z, PCIIE MD #5.% 14~21 B OHIRINITHEfT L7z,

BN 48 HH & L7z, 72720, 24 WUBE T HOBHIC L Y Fx 7 Y 20 Rt/
ﬁ@&ﬁﬁﬁxﬁkﬂﬂ%ﬁéhk%@ FRIEEEHEICEL Y L CH KR G A& TITHZ & &2m & LT,

LD#E 5 o
By ?; r TSR L ILLD20mg, MD3.75me/ B B n=269

. V-1

TR EIAR A it |—> ~OERS L JLLD300mg. MD75mg/ B B (BHREE)*  n=266
ATUNERE —
FELTLVS [ 4 PCISLDIL 5 6 ~06BS A LM<

BHREEEE

% { TSRS LJLMD3.75mg/ B B n=101

—2AERY L IILMDT5me/ B (S HREE) n=106

n V-
n=742 ,L:;Dixg E

Y pClEMDIE 5 % 14~21 B OHIRIMIHEAT

BERZE . 7RE) > (81~100mg/R)
B 24~488K —m >

LD : Loading Dose (#)[EI &7 AE)
MD : Maintenance Dose (# 15 F&)

* ARRBRERR, TRAEENOEEG (PCI) NEM Sh 5 FitoRmMEEE « ZEDLLE,. B
[HPEDFREZE ] OMREXITNREA L T\ cln BRI L Lz,

F7
Broh e

BPEOHEE (ST EF LM%, 98 ST EHOAFIZE) I3 mER (Z2EpiRE) RAER 72 WL
WO AR TEROE D B

e, B, IR T 7 MREICAT VY MEEE TEL TV D EE

SHEAN I OGO UL E 2 H T 5 B3
FRROWTNMNITEE YT HMEEDO S I T OMEEZ AT 588 BllERESNEREBE, £
it 75 UL B ORI, MEEIETRER 6 » A LINOBH)

Hfn MRS (AR, von Willebrand 7, EMIMEMHHIES) =H T 5 H8E
HimAEm 243 2 8E

ks, BREEL AT 28F

P

<HRMEFEFMEE >
O 5-Bta0 & ¢ 5-58461% 24 W E TR O G2 FELME A~ + (MACE)
NN =274
« FEFFEME O FTIE
- FEEIEMERE R 25
<ZLEMFHEEA >
OREAR A /X257 (CABG) (B LW kA <> b
- R
« R & OV H i,
< RH, /N e OVER PRI B 2 7 i
s BEHIRICE D e A R R
< T ATOHMMEA N N CREL, /NI, ERRAICEZE 22 i, # ofthod i i)
OF HHGH
<FEJ)FAHmEE >
OPRU (P2Y12 reaction unit) f (VerifyNow® System) %
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iBEER

T AT UV

rJav K7 UVVEE

(n=370) (n=372)

PR B 274 (74.1) 263 (70.7)
ok 96 (25.9) 109 (29.3)

Fiiy (k) Mean+SD 67.5+9.13 67.4+9.05
75 A 284 (76.8) 279 (75.0)
75 % 2L b 86 (23.2) 93 (25.0)

wE (kg Mean=*SD 63.99+10.865 63.74+11.545
50kg LT 34 (9.2) 40 (10.8)
50kg 336 (90.8) 332 (89.2)

BMI (kg/m2) Mean=*SD 24.49+3.142 24.64+3.424

I il & L 125 (33.8) 142 (38.2)
HY 245 (66.2) 230 (61.8)

Jriti B EPLE 277 (74.9) 284 (76.3)
[SYEREN iR E S 21 (5.7) 16 (4.3
REETEHE 30 (8.1) 35 (9.4)
SRESE PR O 10 R 1L 41 (11.1) 33 (8.9)

A OHE & I 295 (79.7) 304 (81.7)
REE B E 296 (80.0) 305 (82.0)
BRI 150 (40.5) 132 (35.5)

JLTF= 60 A 236/300 (78.7) 235/307 (76.5)

70T 7oA 30 BLE 60 AR 63/300 (21.0) 69/307 (22.5)

(mL/min) 30 Al 1/300 (0.3) 3/307 (1.0)
A 70 65

MATEEATOMAT | PCI 361 (97.6) 349 (93.8)
CABG 1 (0.3 1 (0.3)
L 8 (2.2) 22 (5.9)

HiE L BMS 37/358 (10.3) 28/343 (8.2)

AT N OFESE DES 324/358 (90.5) 319/343 (93.0)
RBH 12 29

LD oA 4 LD %Y 269 (72.7) 266 (71.5)
LD 7L 101 (27.3) 106 (28.5)

fF 3K ABF 248 (67.0) 254 (68.3)
Ca #hHi3E 178 (48.1) 176 (47.3)
ARB 173 (46.8) 174 (46.8)
ACE 3 37 (10.0) 45 (12.1)
B T 132 (35.7) 104 (28.0)
PPI 181 (48.9) 185 (49.7)

CYP2C19 #f= ¥+ | EM 83/261 (31.8) 84/260 (32.3)

SR ORB IM 126/261 (48.3) 127/260 (48.8)
PM 52/261 (19.9) 49/260 (18.8)
RBH 109 112

ERER 1) RCA 120 (32.4) 109 (29.3)
LMT 1 (0.3) 1 (0.3)
LAD 179 (48.4) 182 (48.9)
LCX 90 (24.3) 83 (22.3)

PCI MEATIRZRE | 14X 225 (60.8) 210 (56.5)
E253 136 (36.8) 139 (37.4)
PCI HfitT 9 (24) 23 (6.2)

B (%)
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i) $5 R

At

DEBLDMEA R FOHEBR

BHBMEH&RE 24 % F TSRO SN EELME A X2 b (DIEE, FEESEME O

FEIE K OFEBSEMEEIMMEM ST OB AT RARA > b)) OFRBRT, 7T AT VAR 4.1%
(15/370 f5)) , 7 v & RZ LEE*6.7% (25/372 f5]) T -7=,

FELMMEAARY FORBERTEE (%5 24 B%)
B 5 RR~24 8% (Kaplan-Meier Plot)

(%)
12 7
=
i 10
o
L
5
e DOEKTLLE et
N J——— S
3 &
i 47 L
5 H TSRTLILE
E 27 r
0 1 T T T T T T
0 30 60 90 120 150 168
(#&5188)
Bl%k BEHE )
BREEEE(%)
TSRTUIVE 370 356 356 356 355 355 353
(0.3) (35) (35) (35) (3.8) (38)  (a1)
JOERSLIVEE 372 351 350 350 349 346 345
(0.0) (5.4) (5.7) (5.7) (5.9) (6.7) (6.7)

QU BHEFEFNDEFELMEA RN FOFKERE

wial A& (LD : Loading Dose) Z#¢5- L7 & 21T 5. $eG-BsE O ¥ 5-BAth 24 3
BE TSRO DN FELME A X b (DAL, FEBSEME U FEFE K OFE BB R i
WrEth DEE T RiNA ) ORBRIL, 7T AT VAEE4.1% (11/269 %), 7o K7
LVEE*6.8% (18/266 ). LD %% 5 Lo =& TIX, 7T A7 LAEE 4.0% (4/101
), 7o K7 LAEE6.6% (7/106 i) TH-o71-,

LD ZBELE-EBFIZEFTHSAEELMEARY FORBEREER (85 24 #i%)
(Kaplan-Meier Plot)

(%)
12 7
=
iy 10
m
& 8
5
& o a1 :
‘? 6 JOERTLIVEE (R
Sessssssssssssssssssssssassassssssmssmssassnsed
o gooet
2 4 H —
i} H —
¥ TSRTUIVE
5 27
0 — T T T T T T
0 30 60 90 120 150 168
(#&518H8)
# ;AR (8)
BIE
RHREBRE (%)
TSRTUIE 269 259 259 259 258 258 257
(0.4) (3.3) (3.3) (3.3) 8.7) 3.7) (4.1)
HYRERYLILE 266 251 251 251 250 247 246
(0.0) (5.3) (5.3) (5.3) (5.6) (6.8) (6.8)
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LD ZBE5LENI-EFIZEITIEELDMEAARNY FORBREEX (85 24 8%)
(Kaplan-Meier Plot)

(%)

12 7

x

E 40

1y

Jiir}

& 8 b g

4 JOERTLILEE

1 SemerereeneemresEmsEEssEEssEEssrssErsssssssrssees

o 6 wenssrassennsennanal

N H

% 4 *

= E TSRTUILEE

i 2 -

L) H

b 3

0 r T T T T T T
0 30 60 90 120 150 168
L
(B51HE) BN (E)
B
RMHETRE (%)
FSRYUILE 101 97 97 97 97 97 96
(0.0) (4.0) (4.0) (4.0) (4.0) (4.0) (4.0)

HOERSLLE 106 100 99 99 99 99 99

*BFZLLTRIELIEHETDH Y,

e

(0.0)

(5.7)

OHMmEA N FDERBFER
CABG (ZBHH L 72 WRHIMOREFIT, 7T A7 VAR THE/R L, 7t R LAEET
2.2% ThoT-, KHMEOVNEIMOES A Xy NORBR L, FTAZVAEET 1.6%. 7
BB RZUARET 3.0% Th oz, K, /A& OEKIZEZE 2 HilOES A <> b
DIBRIT, TTATVARETE4%, 7o R UAMT62% CTh-o7z, £z, BHEHIE
WCEALHIMOBRRIL, WEEL b 24% THo72, TXTOHIMMA X MITT 27 L
BET38.1%, ZHE R LAEET 34.4% Th o 7=,

(6.6) (6.6)

(6.6)

MR AR 72 FEBOE R T2,

EEIAR/ N1 /ST (CABG) IZRHE LALEMMEA Ny FRFE

(6.6) (6.6)

FI A7 VLVEE (n=370) r7uav R UAEE (n=372)
patiilk 0 8 (2.2)
ANE:Tiiik 6 (1.6) 3 (0.8)
i PR A I BB A HH 1fn 14 (3.8 12 (3.2)
Z DAt i, 130 (35.1) 118 (31.7)
KR H I+ /)N H o 6 (1.6) 11 (3.0)
R HA I /) I PR A4S B 7 H o 20 (5.4) 23 (6.2)
BB RCE A 9 (2.4) 9 (2.4)
FTRTOHIMPEA N> B
(R HA i -7 HH afiy -+ PR A L2 B 8 7 Y af +- 141 (38.1) 128 (34.4)
Z Do HiIf)
KGR - W EBREOHEERT - ik 14 HH HEIEE (%)
R HA L+ /)N H 1 et
+ /)
n | i | e e “%gi?l ki
O HL N DMOIME | B il
L\ PCLOBOHE | iy
TIRAT VIV 370 | 0 (0.0) | 6 (1.6) | 2 (0.5) 3 (0.8) 1 (0.3) 20 (5.4)
s RZULARE| 872 | 8 (2.2) | 11 (3.0) | 7 (1.9 2 (0.5) 2 (0.5) 23 (6.2)

B (%)

BHRTH 14 HLINIZ CABG AJitifT S 7= BEF To, KL, /NI ORI B3 7R
HiiZ, 727 A7 VABET3HT 3HNZ, 7o R LARET 1 HIF 1 HNCHEHR LT,
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QEI1ERAFERIKR

BIER OBRIZTT T A7 LIVEE 43.2% (160/370 f5]) . 7 v ¥ K7 L JLEE 39.8% (148/372
) Thote, EREWEAH Q%LLLE) X, R TFHM (F7AT7VARE12.7%, 7o E K7L
IVRE 9.1%) ., &M (5.7%. 5.9%). FZ FIMLE (4.6%. 3.2%). I ZHAEALMIE (3.8%.
4.3%) Tholz, BEERBIERIZ. 77 A7 LR 3.8% (14/370 #l)., 7 u v K7 L LR
4.3% (16/372 f5i]) 1ZFHBIL. FT AT VARETR FIMmE 3 Fl. B, @& a8k
DA 2H%, 7 a e RTLARECHME 2 1% Th - 7z, RBRIEA] & KRR AEESH D O
X, 7T AT LIARET 0% (0/370 ), 7 o B K7 LILRET 0.3% (1/372 ) (B
K) Th-ot-,

BMEARTIKRE (WFhhDET 2%LLL)

7527 L VEE (n=370) ruav R ULLEE (n=372)
B (%) 160 (43.2) 148 (39.8)
BIVE A O FEE BB (%)
B2 T i, 47 (12.7) 34 (9.1)
S i 21 (5.7) 22 (5.9
J2 T ifi fE 17 (4.6) 12 (3.2)
B 2R AT i 14 (3.8) 16 (4.3)

MedDRA/J Ver. 15.1

EhE

OLD #H5HEA O M/MMUESEEDHT (PRUE)

T AT L AEEONEIRAMHE (LD : Loading Dose) ##45- L7283 Ti%, PRU fEIZ#& 5
BRAART 324.7+54.83, LD 5 3~6 HFfE#4121% 135.8£94.49 Zor L, &5 4 % LKL 48
T F T 200 R CTHER L7z, LD 285 Lo 7= 8BE b | &K 5-BILART 283.4+£79.44, PCI
HEHNZIX 214.4+76.29 Z7~ L7z,

LD Z#&E5 L=E&ICE TS PRUE (x5 48 8#%K)

400

-

—e TSRS ILE
o=:0 HOERSLILE

a8
B L
w
(=1
o
| |

i a
............ One .

B R 900 o e N O
il &
# B
1 n
3]
\ 1007 ........................................................................................
e 0= 1 | | | |

AR—2R 3~6 4,8 24:8 3638 48:8

4 B

fRE2HAR
— +
. LD 5% MDi% 5 #
TSATLILEE 222 186 233 223 90 79
(n=266)
SOERSLLE 205 161 218 200 84 64
(n=255)
Mean+SD
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LD &5 LA o=BEICE TS PRUE (%5 48 E#%)

&y
&
—

-

400

B
w
<3
3
| |

=
=

HFH TR
o

—e TSR LLE#
00 HAEKRS L LB

E-0 0 I I I I |

=2 PCI 458 2438 3638 4838

S ERT

FZEHARM
P ) MDE5 "
FIRGLLE 19 70 90 81 20 24
(n=97)
JaERTLUILE 77 m 89 78 23 25
(n=101)
Mean=+SD
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@CYP2C19 B FLZROKRIRE (EM. IM. PW) Rl Mm/hEisse (PRUE) ~0

B/ %88
5!?%

CYP2C19 Bz +£MpFEAR (EM. IM. PM) 3o LD #5- 3~6 K317 5 PRU &
IZ. LFO@y Thot,

CYP2C19 Bz FLEDKRITE (EM. IM, PM) HIdD PRU{E (LD &5 3~6 KefE#R)

EE[A) 500 —
400 —
m H
I
o 300 [,}
# R
£ U
&
& 200
1E
A
+
100 —
*
S ° T I I I I I
EM M PM EM M PM
(n=48) (n=63) (n=26) (n=41) (n=47) (n=27)
TSR UIVE YOERYLIVE

—— SAMIBZERRV R KIE

75%m

[ HATFfE
thrflE
25% R

L— SAniBZERL R /ME

ms i
e

+.x— SMNAE (25% R R E75% RSP S EEEI D 1.5~ 3EDMIZH S IE[+], MEEBAHMEL* 1)

B GRE TIT AT VUIVEE 7ot K7 VR
BT 2R OFBR EM M PM EM M PM
s 5 AR n 68 104 46 67 95 38

SEHEESD [296.1+77.07| 315.9+65.19 | 327.1+51.78 | 308.8+79.02 | 316.1+64.24 | 325.1£53.45

P n 48 63 26 41 47 27

II} LD &5 SEHEESD [100.4+83.79| 145.9194.87 |168.0+103.11 | 244.7+87.92 | 295.4+75.82 | 330.7+£47.25

1|5 g g | P 87.0 128.0 166.5 243.0 300.0 331.0
Fe/IMiE 4 5 3 50 6 230
Kl 284 350 425 374 458 403

EM : extensive metabolizer {Xf1E %

IM : intermediate metabolizer {%35 [

PM : poor metabolizer Ui AR47
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CYP2C19 Eiz M oE£HA (EM, IM. PM) BloO#E 4 B#% 215 PRUEIZ. LT
DY Th-oT-,

CYP2C19 Bz FLZ R DORIAE (EM, IM. PM) Al PRUE (%5 4 E#%)

Ly 500 —
i
400 —|
.Ifl]. -
N
& p 3007 E
g R
£ U o
N &
= 200 —|
1€ *
F
100 —
0 - +
i I I T | T I
EM M PM EM M PM
(n=78) (n=116) (n=46) (n=76) (n=118) (n=42)
TSRTUIVEE JOERTUILE
— SMIEERV B S
75% =
éﬂﬁ[ B TLE
R ol
25% /M=
L— st n il bR V=BVl
+ — SN iE (25% R R (£75% R DA FEEAD 1.5~ 3tE D2 H 5 1E)
et 75 AT LLEE 7 K7 LVEE
e ZINIE SiTkil] EM M PM EM IM PM
L In 68 104 46 67 95 38
B 5 B ARET
B ESD | 296.1+£77.07 | 315.9£65.19 | 327.1+51.78 | 308.8+79.02 | 316.1+64.24 | 325.1+53.45
P n 78 116 46 76 118 42
IF} SR £SD | 181.2+£68.63 | 195.0+69.98 | 205.2474.95 | 212.7£79.41 | 247.5+65.13 | 303.9+41.43
il | B 438 |TfE 192.5 199.5 203.5 213.5 253.0 301.5
/M 8 10 60 40 8 231
SN} 307 340 440 401 381 397
EM : extensive metabolizer {{&}iF %Y
IM : intermediate metabolizer X fi]7Y
PM : poor metabolizer {UE A4
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d) EmttlmEREEREENRE LEERNENHEFSEREERER (J303 &HE) 11213

i)Ak
P S REERE 2RI, T AT LADKOIERA N MIERICOWT, 71
H B | ERT L E DL ERIET D, £z, BHEGROZEMEEZBRETT 5, BIRMIZ, £~
RN R T e AT B s RIS T RN 2R 5,
jf - | S, S, AL, CEE, 2708 3 WATRRI R
20 LA b 75 B A 0D R I AN 1 e FR B 3,747 )
BWERAT RIS - 8,747 (F5 A7 L RE 1,885 ], 7 m v R L LEE 1,862 f5])
FERVERENT RIS ¢ 3,74T B (75 A7 LARE 1,885 fil, 7 o v K L LEE 1,862 i)
RSV RIS ¢ 3,696 ] (5 A7 LIVEE 1,866 fl. 7 1 v R LILEE 1,830 #i)
WA TR S : 3,461 ] (5 AV LIVEE 1,742 65l 7 a v R LLEE 1,719 #)
X B % DFEENERIE, AR, SRR T <
< ERRILYE >
- ST (MRI) CTREEIEOKR L E 2 SN AMEROFENHER SN BE
- IR ZE D IALIFENED D ORLBHAE A 1~26 H K o B
- K 50kg
AL 2 R (DA< b 3 M) %, I A7 LL 3.75mg XTI/ v B K7 L)L Thmg %
1B 1EFRIEISRICREOERE L, BEIRIX 96~104 B & L=,
o 2 i fn i TSRTUIVE - 375me/H n=1,885
13507 1 weesr L { o
n=3747 1t JOERJULIVEE - 75mg/H n=1,862
BB 2;ER HEEH
(b1 EL3ER) ] 28R
< >« ERETHARS 96~ 10458 RS >« >
X ODFMEAMEERRAR, A5 AN SRR MR (RN SE 13 <
mRS /8 Grade 5 UL D HEHE
FHE MRI DR 3 AR wIRE /R B
DEERMIERRE . BT BVEMIERRE . ST MRV M JE D B
D EHIED XL O EMERMZERRIE DOFUN & 72 2 T 0o 0 E ZEE (AR, EFENME, J558
TLMHREZ: & D TOAST I TOIEIRIRE 2D m U A7 ORR) 2HT 58
AMEREERE R ESE, OFEZEE) (8T 2 RN AT » MR EE2G L. 7
AV & ADP RIS OO RGNS ER B (272 L, P/ MR 1 I ToBEMRN
3 7 AIREIZ 72 o T2 G A I3 B Bk v RE )
I MR ZEE S TTIA \ZHRT 2R L LT, IMMATHEN (CEA, CAS, /A X7 L) %E
. TL. oI/ IMEEOHHEE N LE R BE (272 L, Juin/IMAl 1 Al CoTai sl fglc
72 o T B A TR AT RE)
AL 2380 B T #F OB E 2 AT 5 HE (MRI BT L CTORIRD 5 i A EEEEMEC N L
HER AT HE)
SHEFTHMATED 2 WL HIETHIMD U 27 BNEVvERE (5mm PLEOFRUE O AAEZLM
iR E AT HEERY)
HIm L CWA XTI Y A7 BREV g (HmMEESE, AR, MEEHm, vm, i,
MpR, Mff, T, FFifn, SeRVE- %R IR R, iEEEREE . MRERE 72 2)
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P

<HHMEEFEFAMEE >
c BEBBOOHREHT c PIEOEH ETIZRD LN MLINE R A X2 b (HIEZE, L5
., ZOMoOmESE) ORIR
<BhMERIKEFHGE A >
c WEBEGEEHT - PILOBH E TIZRD DML IERA N b (HEEZE, O
., ZOMmomEI) . EmMMEMLE A~ b (HFEZE, TIA), 2Rk~ b (%
DIMERA N2 b TIA, REEPLOAE, RIEEARBAZEE) . Bz, IO mE Fil (.0
MAEFE, FEBIEMEM R, FEBEENELAHFEZE) DIEEL=R
<IEJFRHmE A >
+ VerifyNow® P2Y12 assay (255 PRU (P2Y12 reaction unit) fE&
<Ty—~ag /I AFMmEE >
- CYP2C19 #ifs T L O fs T L AU
cBmE AT L@ PRU i (VerifyNow® System)
<ZRMFHhEE >
c BGBENOFERT - I 14 HE ETICRO N EME BT i, K,
IREQICEE 2 i, &5 FIEICE S HIEA < b T TOHMMEA N2 b OFEELER
- HEHEL

iBEER

7T AT L VEE suae R LVIVEE
(n=1,885) (n=1,862)

PR Bk 1,499 (79.5) 1,451 (77.9)
ok 386 (20.5) 411 (22.1)
il %) Mean+SD 61.9+8.69 62.4+8.35
65 I A 1,038 (55.1) 981 (52.7)

65 Ll b 847 (44.9) 881 (47.3)

wE (kg Mean=+SD 65.80+10.521 65.38+9.669
60kg LT 631 (33.5) 603 (32.4)

60kg # 1,254 (66.5) 1,259 (67.6)

BMI (kg/m2) Mean=+SD 24.52+3.239 24.43+3.019
W [ L 495 (26.3) 518 (27.8)
\EIZHY 1,005 (53.3) 955 (51.3)

HY 385 (20.4) 389 (20.9)

mRS Grade 0 444 (23.6) 450 (24.2)
(modified Rankin  [Grade 1 1,026 (54.4) 1,028 (55.2)

Scale)

Grade 2 291 (15.4) 273 (14.7)
Grade 3 88 (4.7) 75 (4.0)
Grade 4 36 (1.9) 36 (1.9)

JMFEFE DRI |72 L 1,749 (92.8) 1,743 (93.6)
RS2 AT FRRERT &Y 136 (7.2) 119 (6.4)
FER A T > BRI 12 (0.6) 10 (0.5)
S AN IR PN B A 23 (1.2) 20 (1.1)
IR ISR 30 (1.6) 25 (1.3)
IR E T2 S0 R 76 (4.0) 63 (3.4)

JMFEIE D FALFEAED D | 4 AT 316 (16.8) 322 (17.3)
TRRIABIAG B £ TO [y ym ) b 12 Wi 1,038 (55.1) 1,032 (55.4)
R 12 B 531 (28.2) 508 (27.3)
WA EDORKREMED | KILE DT T 17— L 553 (29.3) 546 (29.3)
s SN O B e 583 (30.9) 593 (31.8)
OB RIC L D H D 35 (1.9) 49 (2.6)

SRR LN TRV D 714 (37.9) 674 (36.2)
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ST AT VIVEE a7 L VEE

(n=1,885) (n=1,862)
B REE LR B O L 1,554 (82.4) 1,540 (82.7)
BETE/E Y 331 (17.6) 322 (17.3)
b FEIE DO BETE 218 (11.6) 211 (11.3)
TIA DL 99 (5.3) 93 (5.0)
DR ZE DRESE 13 (0.7) 15 (0.8)
N TEPE D BEE 10 (0.5) 12 (0.6)
8 P P E PR B IR A A L D BEAE 16 (0.8) 19 (1.0)

WhHEIZ VT F= n 1,882 1,855
7077 A E% 80 i 1,144 (60.8) 1,121 (60.4)
(mL/min) LT 50 # 80 LL T 690 (36.7) 691 (37.3)
MR 30 LI E 50 LU 47 (2.5) 41 (2.2)
¢ 30 Rl 1 (0.1) 2 (0.1
P 5-BAtA IO A 3R 7u kR S ER 619 (32.8) 574 (30.8)
HMG-CoA iyt F B E 3 865 (45.9) 893 (48.0)
Ca #hHi3E 850 (45.1) 805 (43.2)
T DA T v T RS 907 (48.1) 904 (48.5)
AR v 60 (3.2) 56 (3.0)

CYP2C19 n 1,742 1,719
BAR T Z ORI EM (extensive metabolizer) 581 (33.4) 582 (33.9)
IM (intermediate metabolizer) 861 (49.4) 834 (48.7)
PM (poor metabolizer) 300 (17.2) 300 (17.5)
IM+PM 1,161 (66.6) 1,137 (66.1)
A OHE 7L 25 (1.3) 10 (0.5)
HY 1,860 (98.7) 1,852 (99.5)
e IS 1,505 (79.8) 1,510 (81.1)
B B8 e 1,296 (68.8) 1,305 (70.1)
1 R i 74 (3.9) 80 (4.3)
B PR 9w 611 (32.4) 636 (34.2)

Ry E AR FRARAT 5 A 1,083 1,101

B (%)
i) #5 8
Atk

OEEMENLIZEHRT - FILEOZTHETICROONBROMERSA R b (KIEE, D
HE, ZOMOMmERE) OHFIER

P GBAAN S G T - IO H £ TIZRO NS RA X b (FEZE, DA
. FOMOMAIESE) OFRBERIT, I A7 LILVEE3.9% (73/1,885 f5), 7 v v R L LEE
3.7% (69/1,862 ) TdH-7= (U A7k 1.045, 95%(5HHIX M 0.757~1.443), 7 u & K7
VAR5 U 27 D 95%E MK EFRIT 1.448 LIELPERA 1.35 2 LRI, 7ot
N7 VABHCRT 575 2 7 LABEO S HIIREE S e ino 7o,

BDMERA RN FORERER

. \ . U R 7
o e ¥ a)
TIRT VAR s RERT VAR [95% & X ]
ML A R A R b FRELER 3.9% 3.7% 1.045
(%) (73/1,885) (69/1,862) [0.757~1.443]

)69 D 5 B 1 B THEZE & DA ZE D )7 2338 5
b) 7S AT VAR 7 a NI L LR
SRR - BB LG T - kOB ET
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QOB 5N LIRERT - FIEOBRETICRO oM -RMOMERA N b HEE, D
BE, TOMomER), EMEKDES N2 b 2EMES D b, REFR, BOODES

WD FEE
BB HREGHET - HIEDOEH F TIZRD N AIMEA X bOFRBIFIX, LT O
N Tholz,
EMEARNY FORIRER

TITAT VIVEE VA =2=0 \R% £ L

(n=1,885) (n=1,862) AP RO
” .y — — [95% 5 #E X ]
FEELUFIEL (%) | [95%FREX ] | ZBLBIEL (%) | [95% (5 HE X ]
b 2E 69 (3.7) 2.9~4.6 64 (3.4) 2.7~4.4 1.058 [0.753~1.486]
TNV S 4 (0.2) 0.1~0.5 6 (0.3) 0.1~0.7 0.654 [0.184~2.316]
ZF Do 1.5 FE 0 (0.0) 0.0~0.2 0 (0.0) 0.0~0.2 - [ — ]
PN A A

EEEMﬁmmE4) g 82 (4.4) 3.5~5.4 74 (4.0) 3.1~5.0 1.087 [0.794~1.489]
EEMMEA N D | 88 (4.7) 3.8~5.7 80 (4.3) 3.4~5.3 1.079 [0.797~1.461]
fibizE 73 (3.9) 3.0~4.8 73 (3.9) 3.1~4.9 0.980 [0.709~1.356]
Jibd Do 0 45 it © 80 (4.2) 3.4~5.3 80 (4.3) 3.4~5.3 0.980 [0.719~1.337]

a)IMFEZE, TIA

PO B A R b (IMFEZE, DEZE, T OMOMESE), TIA, REZERE, FAHBIREHZEE
M OMMAE B, FEBIEMERNZE T, FEBSEME O ZE
DT TAT VAR 7 o e R LR

KM B GRENOREG/KT - RIEOBHET

O EHMIEMN IR ERT -HIEDERETIC

£
At

Honf-FmEMNDOKODMERA N FOREBRER

TEBLEN O GAET « HIEOF A F TIZERO LR AR O LA R A R b DFEBLR
I, LT o@y Thovz,

AEBDRDMERA N FDOFERE

/NI DPAZE

3.3% (19/583)

TITAT VIV ZA= 0=l /A YR e
FEHE (B0 FEHE (B0 [95% = HH X fi] ]
P . . 0.797
KifnE7 7 v — Ll 3.8% (21/553) 4.8% (26/546) [0.454~1.400]
0.840

3.9% (23/593)

[0.463~1.526]

ZOMDIFERIZ LB D

0.0% (0/35)

0.0% (0/49)

L - ]

JRIARH

4.6% (33/714)

3.0% (20/674)

1.558
[0.903~2.687]

AT TAT VAR u e R ULVEE
RIGHI  BHBRBNGREKT - FILOFHET

Te

OHIMmHEA N> FDFEFER
WEBAMG S G T - ikt 14 A H £ TSRO b Em 2T HiioRRKIL, 7
TATVUNAEEL.0%, 70t K7 LVEE1.2%, Emag 4 i, K, &ROEERICE
HAHMORBERERL, TTATVAFEG1%, 7 R LVAESI% CThoT-, £7-. &5
HIRICE D HImEA X N ORBLRIT, T AT VAR 1.6%, 72t R7 LVEE 1.8%, T
RTOHIMMEA X FDOFFRIL, T AT VIR 324%, 70 7 LVEE29.5%Th -

7"4
—o
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HIEAS RN FORIIRR

TT AT UL rat N7V VEE
(n=1,885) (n=1,862)
A2, K, & OREPRAVIC EE 72 Hif 115 (6.1) 110 (5.9)
A 28 i QYK H if. 20 (1.1) 27 (1.5)
iR~ G TI} 18 (1.0 23 (1.2)
K ifn. 2 (0.1) 4 0.2)
HE PR AL EE e H i 98 (5.2) 83 (4.5)
Z Do Hi i 533 (28.3) 476 (25.6)
et Sl Il A= o Bl ANV 30 (1.6) 33 (1.8)
FTRTOHMmMEA R b2 610 (32.4) 549 (29.5)
. TTGRT LIV VA== VI
HmLESE D (n=1,885) " (n=1,862) "
Jibd H . 8 (0.4) 10 (0.5)
SHEAHIM (I A BR <) 6 (0.3) 6 (0.3)
Wb 34 (1.8) 40 (2.1)
WA PR 7 B 19 (1.0 15 (0.8)
B 13 (0.7 9 (0.5)
iR 14 (0.7) 13 0.7
Z DA, 22 (1.2) 19 (1.0)
a) &gy i, KM, BRMICEZEZRHM, KOZ 0o i BB (%)

b)[Al—EE T, [A CHMEBALOF EFENEE LGS, EEENEVT LG4 L L,
KGN - B GBGENOHREGAAT - IR 14 HRE T

Q=EI{ERA

BIWERIX, 77 A7 LVRET 32.7% (617/1,885 f3]) . 7 o ¥ K7 L LRET 31.4% (584/1,862
B RO BT, EREIEH (WTFRRNORET 1% ) X, B FHf (7 27 LRt
140 B 7.4%, 7w & N7 L LHEE 68 6 3.7%) . smHiML (89 i 4.7%. 59 5l 3.2%) . A& H L.
(66 1 3.5%., 49 %5 2.6%) . FEMEHIM (32 61 1.7%. 31 %1 1.7%) . P (23 i 1.2%.
22 151 1.2%) . Bz FifE (19 #1 1.0%. 12 61 0.6%) . HHERESE (13 651 0.7%. 22 %1 1.2%) .
PRAMBENE (14 61 0.7%., 22 1] 1.2%) . M@ (13 1 0.7%. 20 i 1.1%) . K OMJR (13
#10.7%. 20 %1 1.1%) TH-o7=,

HERBIER BT 2850) 13, 77 AT LILEET 2.4% (45/1,885 ), 7 a B° K7 L LRE
T 3.3% (62/1,862 i) 2R HNTZ, EREEZRENEH (WITFNhoRET 3 FHILLE) 13X,
i+ —FEEE (79 A7 LAARE 3 1 0.2%, 7 ot K7 L LRE 3 4] 0.2%) . HitEH
BIE (341 0.2%. 31 0.2%) . IFEZE (2 %51 0.1%. 4 1 0.2%) . FEBIEALE i (1 %1 0.1%.
3%10.2%) THoiz,

HERIEX L OEEOH AT, TR VAFHETIILY VR TF—F ., ik, MEmAE 1
B, Z7a & RTULARETIRY @R 1602 £, Mg, MoBEMESAY, e, MildE, 46
EIEBEEE N L, B, D EEY, B GERISRSEORRHEL - 8T URIRAH]D ., IF
WHBAESE S 1] (U 2 N 2 e OVl 13 [F— R 5) CTh o7z,
BeHFIIZESZRBIERIEZ. 77 A7 LIVEET 8.3% (62/1,885 ) . 7 m ¥ K7 L LRET 4.8%
(89/1,862 #il) IZ788 HLT-, TG R IRICE > ZBIEA (W FhnofE< 3 FILLE) 1%,
JFHSEESRLE (7T A7 L ARE S 61 0.3%, 7 1 & R 7 LVEE 5 3] 0.3%) . Dy ARE) (1 51 0.1%.
511 0.8%) . HImPEEEE (2 6]0.1%., 461 0.2%) ., MEEZE (261 0.1%. 445]0.2%). His
i (161 0.1%., 31 0.2%) ., FFHEREMA RS (041 0.0%, 361 0.2%) Th-olz,
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BlfE AFTRINR

TITATVLIEE (n=1,885) |7 Bt R7 LR (n=1,862)
MRITLBIE (%) 617 (32.7) 584 (31.4)
FAREWERHORE (T ORET 1%8L 1) FEHIE (%)
B Hil 140 (7.4) 68 (3.7
St 89 (4.7) 59 (3.2)
B H i, 66 (3.5) 49 (2.6)
B H 1, 32 (1.7) 31 (1.7)
P H 1, 23 (1.2) 22 (1.2)
BT i fiE 19  (1.0) 12 (0.6)
R RE 25 13 (0.7 22 (1.2)
PR A f BR 14 (0.7) 22 (1.2)
AN HH 1. 13 (0.7) 20 (1.1)
iz 13 (0.7 20 (1.1)

MedDRA/J version 19.0

FEhE

O/ EFEREDHERE (PRU {8)

77 27 LVEEO PRU fEIL, ¥ 5-BAART 226.4+82.53 7> 65 4 ##1%121% 153.6+63.80
Zor L, 24 % Tl 144.4+63.56, 48 1% Tl 135.9260.72, F 5:#& THRFCIX 181.7£59.70
Thole, 7u bt FZLLEEO PRU fHIL, #5B4AHET 225.3184.34 22 bl 4 HZICIX
196.2+74.00 Z/x L. 24 % Tl 186.5+74.00, 48 #H#% Ti% 181.8+71.24, G TH
Tl 173.6169.68 Th -7,

PRU {E D %5
EE[A 500 —
—e JSRILILE
o0 OERTLILE
400 —| Mean=*SD
m
gx—: P 300 —
g R
£y
&

LN SR

100 —

BN 0 T T T T T
R—RS5/ > 438 2458 48:8 BERTE
B

ik
7’5X7‘lx}b2¥ 1,840 1,826 1,716 1,445 1,597
(n=1,866)
SOERSTUIVEE 1,801 1,790 1,694 1,412 1,643
(n=1,830)
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@CYP2C19 B FZEDRITE (EM.

IM, PM) Bl in/hrEEsERE (PRUME) ~d

'T'/El

CYP2C19 Ein &R oEHA (EM, IM, PM) Blo#s 4 8#%I2810 5 PRU EIX, LLF
DY Th-oT,
CYP2C19 Bz FZEDOKRIE (EM. IM. PM) Al PRUE (&5 4:8%)
BLy 500 —
+
400 — + +
N _
i
I\
W op 300
# R
&
i i o
o 200 H [}
A
100 — B
+
¥
i 0 +
| | T | | |
EM M PM EM M PM
(n=565) (n=840) (n=292) (n=557) (n=811) (n=293)
TSRGUIVEE JOERTLILE
[ SREERO R ATE
75%
-9;\11 [é %ﬁfﬂihﬁ
Rl
25% M
L shh iz R =B/ ME
+— ANfE(25% R RIL75% RMSEAMIFEED 1.5~ tEDMIZH5H1E)
55 7 AT VR s at K7 LIVEE
BB TR ORBT EM IM PM EM M PM
Ph  |n 570 843 295 567 813 292
B4l SfE£SD | 202.7+93.72 | 233.4£75.20 | 256.0£63.47 | 209.3+95.93 | 226.1+78.80 | 254.0£66.27
P n 565 840 292 557 811 293
E SfE£SD | 146.7+62.38 | 154.5£64.00 | 164.2+64.92 | 158.9+73.09 | 204.0+66.87 | 246.7£58.20
o
i fﬁ%@g F g fi 146.0 157.0 159.0 162.0 207.0 249.0
fe/ME 3 0 7 3 4 80
T KAE 322 424 408 372 417 396
EM (extensive metabolizer) : CYP2C19 A 1E i Al
IM (intermediate metabolizer) : CYP2C19 {4 %Y
PM (poor metabolizer) : CYP2C19 {R# A~ 47

¥ E R E AT

A7 TO—LMEEREERVS IV FEETERVRIVBRFY EHITHBETOAMNEAAR

DANOF 3 ES
FHIZRAFICRE Y LR

ETOREGBRGENHHRGHET « LD R £ TIZRRD b A7 O

A R (IFEZE ODEZE, £ OO SE) DIFBLRIT, 77 A7 LIVEE 3.4% (37/1,083

)N

7 R LIVEE4.2% (46/1,101 ) Toh o7z, 7 vt K7 LILEE

LIVEED Y 27t (95%(588E X [H) 13 0.818 (0.535~1.250) ToH -7,

) i EAE, MEESEEAE, BERIN.

1B PR g ps DB BF ST ASFEAERT O AT FERETE

WX DTS T AT
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7 TA—LMEEREERVS I FTEETBREIRAIRFERTHEETO
BUEAAL FORBRE . BESEABEN

A .Y - ruav N7 UVEE ] .
(n=1,083) (n=1,101) [95)0 /;;%7%;!;;%]

FELFE (%) | [95%EHFXM] | FEEBE (%) | [95% 15 X[ ] o
HE s ERASA) 37 3) 9.4~4.7 46 (4.2) 3.1~55 | 0.818 [0.535~1.250]
fiviAs 38 34 (3.1) 2.2~4.4 44 (4.0) 2.9~5.3 0.786 [0.506~1.219]
L FEZE 3 (0.3) 0.1~0.8 2 (0.2) 0.0~0.7 1.525 [0.255~9.108]
ZF Ot M55 5E 0 (0.0) 0.0~0.3 0 (0.0) 0.0~0.3 - [ — ]

| VA4 Paran >

%%Lﬁum AR IPYRVRY 3.0~5.4 53 (4.8) 3.6~6.2 0.844 [0.571~1.248]
St <y 9| 47 (4.3) 3.2~5.7 56 (5.1) 3.9~6.6 0.853 [0.584~1.246]
bz 38 (3.5) 2.5~4.8 48 (4.4) 3.2~5.7 0.805 [0.530~1.222]
Jid O 3 il @ 41 (3.8) 2.7~5.1 51 (4.6) 3.5~6.0 0.817 [0.546~1.222]

a)INEZE, (LFIEZE, £ DM EIE

b) A% ZE, TIA

ORI RA R b (EZE, DFIEZE, T OMOMEIE) . TIA, REEPLIE, RMBIIREIZEE
DI SE, FEBOEMER A FEBOEME O 1 2E

T AT VNE 7 a ' R L ILVEE

XIRI  BEGBEN O REAET - PIEOF R ET

7T O—LMEEKEERVS YV TEETCERVRAIVRFEETHEETO
RODMERA RN FORBEHRIRE - BEEFEN (Kaplan-Meier Plot)

(%)
100

8.0

6.0 —

4.0 —

4 S e

2.0 —

HOERTLIVEE

TSRTUIVE

0.0 ——

(Day 1)
No. at Risk
RERBRE (%)
TSRTUIVE 1083
(0.0)

1101
(0.1)

JOERTLUILE

1070
(1.1)
1091
(0.9)

1063
(1.8)

1084
(1.4)

1059
(20)

1080
a7

HEHE: HEREICHRERT - PLOER FT

240 360

1049
21

1051
(23)

1001
(2.6)

1009
@n

952
(2.8)

944
(3.2)

I
420

892
(2.9)

888
(4.0)

I
480

I I | |
540 600 660 720

B/EHME)

813
(3.0

799
(4.5)

757
(35)

734
(5.0)

750
(4.2)

724
(5.2)

749
(4.2)

721
(5.2)

308
(4.3)

307
(5.2)

T
780

2
(4.3)

1
(5.2)

T T I
840 900 960

2 1
(43) (43)
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7T A—LMEEMNEERVSVTEETBRVRAIVERFEETHEETD
EmHERMES N2 b (KNEE, TIA) ORBERIEE  $3TE£HMEH (Kaplan-Meier Plot)

(%)
10.0
8.0
YOERTLILE
£ 60—
% PLECELEIEELEEEL I LT EELEEELD
-2 o
b7}
£ 40 e
P TSRGUIVEE
20
00 | | T T | | | I I | I I | |
0 60 120 180 240 300 360 420 480 540 600 660 720 780
No. at Risk (Day 1) BEHR(R)
REHRERE (%)
TSRTUIVE 1083 1051 1022 1006 964 921 856 803 730 675 660 649 118
(0.0) (1.2) (1.9) (2.3) (2.4) (2.9) (3.1) (3.4) (3.6) (4.0) (4.4) (4.6) 4.7)
HOERSTLUIVE 1101 1072 1047 1023 971 923 847 783 699 638 627 619 119

(0.1) 1.1) .7 2.1) (2.6) (3.2) (3.8) (4.5) (4.9) (5.4) (5.6) (5.6) (5.6)
HEHE BRESRENRERT P LOBBEET

Q@7 TH—LMEMEKNEERV SV TEECERIRIVEAFEEHITHIEETOHMES AR
FORIFER

HSRMICEY LTRSS CORERGNOHREGKET - Fiktk 14 H B £ TIZRED L7

Mg X OB, LTO@EY ThoTo,

7T O—LMEEREERVS VS EETHREIRIRFERTHEETO
HifntE4 XY FOERE . FEEEFT

7T AT VVEE rav N7V VEE
(n=1,083) (n=1,101)
Az B iim, Kif, ROERRAIC EE e i 68 (6.3) 64 (5.8)
A A B 7 I % OVK . 15 (1.4) 16 (1.5)
SRR N A N I 14 (1.9) 15 (1.4)
pNastiiik 1 (0.1) 1 (0.1)
& PR I EE B At 1fn. 55 (5.1) 48  (4.4)
Z O fthod i 339 (31.3) 289 (26.2)
BB R IZE D HffEA -~k 17 (1.6) 20 (1.8)
FTRCOHMPEA R kD 383 (35.4) 336 (30.5)
a) Bz g9 i, Kibif, BRMICEZEZR ML, &OF oo i FEHI (%)

XIRIIH  BEGBEN O HREGHAT - PIkR 14 AR ET
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e) NEZEBEDVRAVRAFERT SMRMEREREEEZHNRE LEERFIHAZETHRAR
(J305 FHER) 14

i)AE

H ]

WEZERIED ) X 7 R+ %2H9 5 MAPERE B E 2 1R, IR MmE R A X b2
LT, TTRAT VN E2U~ASHERMIRE LIz L EOFMEIC O VW T/ e E R LRI E L
THFT 5, BRI, Bl A Ry R E2EEE LT, 7T AT LIV E24~48HMEE Li- & &
DEEMICHONTIZ R LV IREL L TR 5,

PA

N

Shia LR, ERGR, BMERM, “EHER, 7SI — WATHERH L RGARR

PO 3

PFEEBHIEDO Y A7 N1 E2F7 5 50 mll Lo MmietE M sEERE 234 il (AR & LIEFI%K: 235 #)
HRWEMAT R 5 - 230 5 (F5 A7 L VBE 118 6], 7 2 & R LLEE 112 )
S MERRNTRI S - 284 5] (T AT UAEE120], 7 & K7 LR 114 )
SN RIS - 222 (5] (75 A7 LABE 118 6], 7 a v R LLVEE 109 )
BG TR RIS - 198 65 (75 AF LILVEE 100 5], 7 v K2 L LEE 98 f)

<SEPRFELAE>
- BHEESR (MRD) CREBEORRE LB 2 b HHER DGR S B
- IUAEZE DRI A TOAST BFECTKINE 7 7 v — ik (77 v —AfAerEMiagg) U/
MEDHE (527 T OVWFINCEY T LHE
cUFD) ~vi) OWTA 12 EDY RV RFEFT D EE
D) mfE - SHFEHIE 140mmHg DL -8R nE 90mmHg M
ii) R : HbAlc 6.5%LL E
iil) B NESR © eGFR 60mL/43/1.73m2 Afifi TR E A 1+84 1
eGFR (mL/43/1.73m2) =194 X Cr~1.094 X ££#H 0287 (413X 0.739)
iv) JEER%AE : LDL =L A5 o—/b 120mg/dL L, 73> HDL 2L 25 o —/L
40mg/dL A5, Ao MEREN 150me/dL PA 1
v) EMNREEICLY Bl ~iv) OBIEEEEZ VLT L S RWIEE, milE, FE
PRI, BMEREE, BERTED DB 2 2L L0V A R1E2ET 5
vi) FeARTETETEEL L D BT OO BN FEZE O BETE
 AEZE D IAEIEVEN S 7 HLLE 26 TR LIPS S-BRAA AN FTRE /2 BB

Feh5-J51k

TITAT VLI 3.75mg Xk, 7R E R L)L 75mg Xit 50mg % 1 B 1 FFRAIBIEZICRO#KE L
77
BRI 48 M L RE L. B OBIZEHIMIL 24 @ & L7z,

UROBEFOERTS | | H
mietEREEEREY 5
n=234

fRfEE A D m { FSRHUILE : 3.75me/H n=120

POERY UILEE : 75mg/B X I(%50mg/B n=114

2;85H

A4
A
v

——— BN 24~488M

a) miMERE, FRESREE, BRI, BPEENRIRE O & 0 3R SEMERT O IAE FE AL
b) TOAST Z¥IZ361F 5 RIE DT 7 1 — LFEAL T/ ILAE D FAZED W T LT %Y

+ 7R
Broh e

mRS 7° Grade 5 UL Lo EHE

FH MRI ORGSR RE/2 B

DJEPERNIE R, AT PRI T IE PN ZE D B

D EHREN ST O FEME N FEAR DRI & 72 5 Z O o DIVE RER (WL, APk, JRiERL
FIE72 £ D TOAST /MEICBIT 2 ERR L 25 @m ) A7 OLERE) 2HT 585
HRbLOM, P VIR RIREREEE D B E

FEGEIEIEIMEEIMN H L 28D 5, IZOEAEZH T 2 8%F (MRI FTR COHRRD 55 FE
BEPERR N X BR <)

KHBEFHMARD S, I EFHMO Y 27 REWEE (5mm LU O RIE O KA ZUNE)
R Ea42HRERY)

HIfl LT3 (M2, mY A, M, v, i, R, M, T, &FHimie
E) I Y A7 BEWEBE G RME- % RPEH MR, Mg seE RS, m MR,
B L)

BT OMEEMAEIE (MFEZE, TIA) 126 L, Ml f7rE (CEA, CAS, /A RAfiZR ) OElT
ZTELTWSHBE
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P

<HEEFEFHMEE >
BN L EGET  PIEOE R FTICRO SNMOMERA N (EZE, LI
%, ZoOMOMER) DOFRBIR
<HRWERIRFHmIE E >
BRERMBHOEEGKT - FIEOEH FTICRD DNIMOIME R A N b (REZE, O
E, ZOMOME), EiEMILE <2 b (FEZE, TIA) ., 2EMtEA <2~ (O M
FA N b, TIA, REEPLIE, RMEEARPAZEIE) . A, IO MmAE e, 28T, KO
Bl DM AESE, FEBPEMEMRAE FEBEME D ARETE) D38 TLE
<ZRMFHhEE >
c REBEHHREGHT - 1k 14 H A ETIZRO SR Am A i, K, FERA
WCEERHIm, Fofotim, B PILICED HmMEA N2 b TARTOHMMES N hD
- HERR
<FEJ)FALEE >
+ VerifyNow® P2Y12 assay (2 & % PRU (P2Y12 reaction unit) &
<Ty—~ak /I s AFHEER >
- CYP2C19 #&fn 1 E il 1- A bE
BRSO PRUME (VerifyNow® System)

) BAEEMGIEIE, 70 R VARHCHT AT I AT LAREO Y A7 o el 1 % Tl Z & 2R
T3 BHT, MR A R A R & LT E NS IARRER (J303 3R & N J304 5BR) Dt R4
Mo GBMEH% 48 WRLINO 7 o & K7 L VEECOROLME R A N MREBIERE 4% L REL Y. 7=
ERZUVABCHT 2T T RATVAROED Y A7 % 0.4~0.8 EAE L E X, 110 FI/RETO YL
V27 D EHEEMA 1 R & 7 DHERIT 81.2~55.9% & 725 Z L d, IR HEE 4512 L 5 FAS

[EFANANTING

EMELE A ZE LT, 250 6l (125 fBil/EE) EE%E L7z,

i) BEER
75 AT VVEE a7 LULVEE
(n=118) (n=112)
ezl i 84 (71.2) 79 (70.5)
Lt 34 (28.8) 33 (29.5)
s (%) Mean+SD 70.5+9.38 70.0+9.50
75 A 77 (65.3) 73 (65.2)
75 L kB 41 (34.7) 39 (34.8)
&E (kg) Mean+SD 62.81+10.957 64.35+11.360
50kg LLF 16 (13.6) 11 (9.8)
50kg i 102 (86.4) 101 (90.2)
BMI (kg/m?) Mean+SD 24.03+3.092 24.46+3.434
MR 7L 44 (317.3) 37 (33.0)
WEIZHY 48 (40.7) 52 (46.4)
HY 26 (22.0) 23 (20.5)
mRS Grade 0 14 (11.9) 18 (16.1)
(modified Rankin Grade 1 27 (22.9) 36 (32.1)
Scale)
Grade 2 46 (39.0) 41 (36.6)
Grade 3 24 (20.3) 6 (5.4)
Grade 4 7 (5.9 11 (9.8)
Jisi 58 & 0D e A& FEAEIT 7L 109 (92.4) 106 (94.6)
K% AT FHEET 0 9 (7.6) 6 (5.4)
SHEAR A T > - BT 0 (0.0) 0 (0.0)
S IR P A 0 (0.0) 1 (0.9)
IS IR 0 (0.0) 0 (0.0)
ARG AR 8 (6.8) 3 (2.7
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75 AT L VEE

v N7 LVEE

(n=118) (n=112)

R FEZE D BALTEAED n 117 112
TRIRIBAG I £ CO 17 gl 4 8 105 (89.7) 102 (91.1)
gES 458L) 1 8 WA 12 (10.3) 10 (8.9)
8L I 12 WA (0.0) 0 (0.0)
12 8Lk (0.0) 0 (0.0)
P A5 2E 0D e A& FEAF D Ko7 7 v — LiHL 65 (55.1) 73 (65.2)
(it /N 0 B 9 53 (44.9) 39 (34.8)
7T a—A 2L 90 (76.3) 86 (76.8)
BIREELAE OBEEIE [ 4,0 28 (23.7) 26 (23.2)
AR ZE D REFE 21 (17.8) 19 (17.0)
TIA OREE 4 (3.4) 5 (4.5)
O FEZE D BEfE 5 (4.2) 2 (1.8)
L TE e UE D BELE 1 (0.8) 1 (0.9)
8P PH ZE PR B IR A L D BEAE 2 (1.7 1 (0.9)
BERZLTF=r | ER 80 37 (31.4) 40 (85.7)
7YVT T LA WL < 50 i 80 LL T 65 (55.1) 48 (42.9)
(ml/min) s £ 30 1 50 DL T 14 (11.9) 18 (16.1)
;30 A 2 (1.7 6 (5.4)
¥ 5-BRLAREDF 3R 7a kR S ER 72 (61.0) 82 (73.2)
HMG-CoA &t F B E 3 83 (70.3) 79 (70.5)
Ca HH13E 51 (43.2) 54 (48.2)
T OHT o M RS 40 (33.9) 44 (39.3)
AR v 7 (5.9 9 (8.0)

CYP2C19 n 98 98
BRTZRORI EM (extensive metabolizer) 37 (37.8) 34 (34.7)
IM (intermediate metabolizer) 42 (42.9) 49 (50.0)
PM (poor metabolizer) 19 (19.4) 15 (15.3)
IM+PM 61 (62.2) 64 (65.3)
U 27 KT e I @ 89 (75.4) 75 (67.0)
BRI D) 38 (32.2) 41 (36.6)
BB B © (5.9) 11 (9.8
HEERERE (4.2) 3 (2.7
2oOlULEDY 27 9 (5.9) 13 (11.6)
Jibd A ZE D REFE D 21 (17.8) 19 (17.0)

U 27K+ DK n 114 101
(Efode) ZBr<) |4 78 (68.4) 61 (60.4)
2 27 (23.7) 32 (31.7)
3 8 (7.0) 8 (7.9)
4 1 (0.9 0 (0.0)
5 0 (0.0) 0 (0.0)

a) WHEHIIME 140mmHg P 28RS i F 90mmHg P

b) HbAlc 6.5%L4

¢) eGFR 60mL/43/1.73m2 K XIZREH 1+L4 E
d) LDL =t L 25 1z —/L 120mg/dL L) I, 7>> HDL = L 25 1 — /L 40mg/dL K. 7> TSRS 150me/dL

Uk

Bi% (%)

o) FWNAIREEIT £ 0 ) ~d)DREIHER W THL Bl SRS, BILE, BERA. IR MEERE, IR
DI B 2oL EDY 22 AT EATS
B RATEIEIEH L 0 HIOBEE
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i) $5 R

At
OFRERENSESERT - FIEOZEFETICEDOONEROMERAAY b (KEE, D
HE, ZOf0MmEE) OFEZE

BWEBIME B GHET - PIEOE H £ TICERO BT OME B A X b (IMFEZE, Dbk
38 Z OO M) ORBERIT, 7T A7 LLEE6.8% (8/118 ) . 7 v v RZ L LEE 7.1%
(8/112 f3]) TIH o7z (U A7 L 0.949. 95%IEHHX[H 0.369~2.443),

BODMEBERA N FOFKEE

- N N NS \ U R 7k
7T AT VIVEE v N7 LULVEE .
[95%E X [H]
B Ca 8 SR A R b BB 6.8% 7.1% 0.949
(FI%0 (8/118) (8/112) [0.369~2.443]
a) FIARTUAR 7 a b RY LR
RG] - BB GBREHT - FILOFHET
DMERA RN FOREHKBIE (Kaplan-Meier Plot)
(%)
20.0
15.0 —
2
i}
£ 1007 HOERT L VR
Zﬁ ...........................................
507 FSRGLILE
00 | I I
0 240 300 360
(Day 1)
No. at Risk
RIITE (%) BT ()
TSRTUIVE 118 107 102 74 47 29
(0.0) (4.3) (6.1) (6.1) (6.1) (6.1)
JOERTLIVEE 112 105 98 73 44 28
(0.0) @mn (4.6) (6.6) (80) (8.0)

HEME R EHREARERT hULEDOBEFET
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QEBREFEMNIREHRT - FIEOBRFTICRO oM MOMERA N2 b (RIEE, D
BE, TOMomESR) . EmMENMES N2 M EELEARD b REZER, ROLE
b, £, RDMEFHRORERE

TGBARIN DI GAET « PIEOBH £ TITRO BT AZEA R FOFHRIL, LUTF 0@

hThol,

BEEANY FOFEBER

77%_71//1/# 7DE1\‘71//1/E$ PR
(n=118) (n=112) (05012 A 1]
T (%) | [95% (XM | FEEBIE (%) | [95% 15 X[ ] IR
i 7 (5.9) 2.4~11.8 8 (7.1) 3.1~13.6 |0.831 [0.311~2.215]
MNTTEE S 1 (0.8) 0.0~4.6 0 (0.0) 0.0~3.2 - [ - ]
Z Do 155 FE 0 (0.0) 0.0~3.1 0 (0.0) 0.0~3.2 - [ — ]
PR i A

%@rﬂfﬁug4 7 (5.9) 2.4~11.8 | 10 (8.9) 4.4~158 |0.664 [0.262~1.685]
f%mﬁ% 71 9 e 3.5~14.0 | 10 (8.9) 4.4~15.8 |0.854 [0.361~2.024]
fivizE 7 (5.9) 2.4~11.8 8 (7.1) 3.1~13.6 |0.831 [0.311~2.215]
Jibd. 0o 1145 5E 0 (0.0) 0.0~3.1 0 (0.0) 0.0~3.2 - [ — ]
BFETE 0 (0.0) 0.0~3.1 1 (0.9) 0.0~4.9 - [ — ]
iDL 11 7 F il © 8 (6.8) 3.0~12.9 8 (7.1) 3.1~13.6 |0.949 [0.369~2.443]

a) fufEZE, TIA

b) BLAERA N b (IAEZE, DARIEZE, 2o M), TIA, REEPIIE, RIEENREAZEE
o) BOLAEIE, FEBBEMER AR, FEESENE L A5 2

d) FIARAT VAR o K7 LR

KGR - B GBRBO LEEHT - FIEOF R ET

EMERMEAAR ~F (KEE, TIA) OREERIRE (Kaplan-Meier Plot)

(%)

20.0 —
15.0 —
i HOERTLILVE
F 1004  iiassssassssssssssessssessssesarssssensae
2
B et
30 TSRTLILE
00 I l T T T
120 180 240 300 360
No. at Risk HRGM(E)
REHREER (%)
TSRTUIE 118 107 102 74 47 29
(0.0) (43) (6.1) (6.1) (6.1) (6.1)
JaERTLIVE 112 104 96 7 44 28
(0.0) (3.7 (6.5) (8.4) (9.8) (9.8)

R R SRENSRERT - PLEOBRET
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Zett

OHIMmEA N> FDFEBFE

BEHBEN D EEGHET - Ik 14 B BH £ TIZRO b= 28 /3 Hifn, K, &,
BRI EE R HMORBHRIL, TT AT VLARES0%, 7t R LARE35%TH o7,
iz T HMIIWTNORGEETLIROD bR o7, KEMIZT 7 A7 L VEE Tl
LAY 1 BICERD BTz, BRIRAICEE R HMOREZRIL, 7T AT VIVEE 4.2%, 71t
R7ZUVARES5% ThoTz, HEHIEICELHMMEA X ME, 7T AT LIVRET L.7%I258
oz, o, TNTOHIMMEA XY FORBRIZ, 7T AT VARE19.2%, 7o N7
LIVEE 24.6% T o7,

HItEA XY FDFRE

TS5 AT LVRE Jnav K7 UARE
(n=120) (n=114)
a3 i, KM, & OWERAIC EE 2 i 6 (5.0) 4 (3.5)
Aty & g i K OVK H if 1 (0.8 0 (0.0
R BN e liiN 0 (0.0 0 (0.0
K ifn. 1 (0.8 0 (0.0
PR I EE B At 1fn 5 (4.2) 4 (3.5)
Z O Hif 20 (16.7) 25 (21.9)
G IRlcE S HilE A R b 2 (1.7 0 (0.0
FTRTOHMmMEA R b2 23 (19.2) 28 (24.6)

LT et
Jibd H . 0 (0.0 0 (0.0
SHEEN MM (B M2 BR <) 1 (0.8) 0 (0.0
HbE 0 (0.0 2 (1.8
WA PR 5 B 2 (1.7 0 (0.0
B 1 (0.8) 1 (0.9
iR 1 (0.8) 2 (1.8
Z DA 1 (0.8 0 (0.0

a) AEfmE T, K, EBRAICESEZ2HIM, &% OMo i FBUHIE (%)

b) [Fl—E&F T, [ CHILEALOAEERNIAAE LGS, BEENSENTZEIRE L,
XIRIIH  BEGBEN O HREGHAT - PIkR 14 AR ET

Q&EIERA

BUWERIX, 7T A7 VBT 11.T% (14/120 1), 7 v & R L ARET 14.9% (17/114 1)
WO ST, ERFEWER (WThroRET 1%L E) 1%, IFERERY (XI5 27 LIVEE 1
51 0.8%., 7wt R LARE 3 H 2.6%), it (4 #1] 3.3%. 0 %1 0.0%), B FHif (3
2.5%. 011 0.0%) . ti A I (0 41 0.0%. 2 1] 1.8%) . X OVRHIf B (0 41 0.0%. 2 1] 1.8%)
Th-oT,

HERBWERIZ, 70 R LARET 3.5% (4/114 ) 12380 b, il KGR, 777
FEZE, BfarE ) o E, R OVEMEBEEERIEAMmEAE 1 HICT L, 2B, ARBRIZBW
T, 77AT VA TIIEEZBERITRED bR -7,

AREREEA & ORBEO H 25T 1F, AR TIEERD b o7z,
BHEFIICES-EERIZ. A7 LARET1.7% (21120 4)) . 7 2 & K7 LLVEET 1.8%
(2/114 #1) 1TERD B, 7T AT VIARETIIRZ KOV AE 1 ], 7o K7L
BECILT 7 THIZER ORIZNE 1B TH -T2,
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BlfE AFTRINR

TS5 AT VAR (n=120) 7a b R7 LR (n=114)

RABLEIE (%) 14 (11.7) 17 (14.9)
F2RWERORE (W T hORET 1%L 1) FHLFIE (%)

R RE 25 1 (0.8 3 (2.6

S 4 (3.3) 0 (0.0

B2 T . 3 (2.5) 0 (0.0

o P . 0 (0.0 2 (1.8

B i B 0 (0.0 2 (1.8)

MedDRA/J version 23.0

En%
Di/MESHERED IR (PRU B)

T AT VUAEED PRU fEIX., #5-BHAERT 193.41+66.98 b5 4 B# 121X 111.2+55.77
Zox L. 24 % TiX 111.6£51.70 THHo7=, 7 vt FZ L#ED PRU fEIX. & 5BAtkAET
203.1+70.39 O ¥ 5 4 % I121% 168.6161.53 7R L. 24 1% TlE 166.6+:60.00 TH -

77
PRU {E D #EF5
EEIA 500 —
—e JSRJLILE
00 JAERS L ILE
Mean=+=SD
400 —
i
Hh
P 300 —
éﬂ R
U
B
o200 B
1 e N
100 — I
A 0 T T T
R—=RF5(> 458 24:8
HEHM
151k
TSATUINEE 111 106 96
(n=113)
JOERTLILEE 106 102 94
(n=109)
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@CYP2C19 BEIzF LR ORIRE (EM. IM. PM) Bl mm/MMrik%EsE (PRUE) ~DELE
CYP2C19 Eiz M o&£HA (EM, IM, PM) Blo#E 4 B#% 215 PRUEIZ, LT
DOEY ThoT-,

CYP2C19 Ein LR on£HA (EM,. IM. PM) %o PRU i (%5 4 ##)

EEIAY 500 —
400 —
i +
I
" 300 —

RS
WCOU

L -

LY 0 — - +
I I I I I I
EM M PM EM M PM
(n=34) (n=39) (n=17) (n=30) (n=48) (n=12)
TSR UILE YOERSLILE

— SEERU - BATE

75% 8
mﬁﬁ[: HHTHIE
e PR{E

25% &5

L— sihisERu=R/ME
+— SN iE(25% R X IE75% /DA I EER D 1.5~ MEDMIZH 5H1E)

B 51 75 AT VILVEE sa v K7 LVEE
g ee ZIIOF 32akin) EM M PM EM M PM
L5 |n 37 41 16 34 47 14
BRAGRT | T#4Mi+SD | 190.3+76.22 | 190.2162.12 | 222.5+35.37 | 190.3+87.84 | 201.1+62.75 | 227.6+62.07
P n 34 39 17 30 48 12
E&u FRIE+ESD| 116.5+47.94 | 98.5+64.22 | 135.8+50.06 | 133.3+56.52 | 179.0+60.19 | 225.8+46.30
& 4%}, SRS 124.5 101.0 153.0 138.0 170.5 233.5
/Ml 8 4 47 5 1 163
- PN 221 202 206 220 331 296

EM (extensive metabolizer) : CYP2C19 A 1E i Al
IM (intermediate metabolizer) : CYP2C19 i i) #
PM (poor metabolizer) : CYP2C19 {47
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2) REMHHER
BHHREEEEZNRELECEREIH-EERHAR (J201 HE)

a) Ak

H £

PP ZE BT 2 P RIC, T AT VAR 128G L2 & EOREMEOREZEANET 5,
F77. BIRWICH MR OSSN F 2 /e 5,

®OBR
THA

Shia AL, EAELIL, CEEM. WATRER iR

20 kLA b 80 mELL T D& A AT ZE AR 541115 45
HIWMERRAT RIS« FMEREN T — % Tdh 2 IR ZECIMARYEA R B Lo To iz, fifAT
WM L 2R o T,
LEVERAT RIS - 116 6] (75 27 L)L 2.5mg # 56 f5l. 7°F 2 7 L)L 5mg # 59 i)
SN AR RIS - 115 0] (T X 7 L)L 2.5mg B 56 6, 75 X 7 L)L Bmg B 59 i)

K1 DM NFEARE 13 B <

EERILTE>
- SHET R 2 W CHREZENT L DA E D RS ST 8
- MAREZE D e RSB VESE B 4 BHILL LRl L, JERDLE L T2 B

B5I5ik

TITAZ LIV 2.5mg XIE bmg & 1 H 1 RIEIEZICRO#EE L, BT 12 8E & L,

1241 i3 TSRELIL2.5megEE - 2.5mg/H n=56 |
mEEsE (I
n=115 it TS5RG L IL5meEE - 5mg/H n=59 |
RTERERHA 2:E R HERH 28R

< >« AR 12385
1 LRI ZE AR ST 1 Bk <

ESUN A
BRAMHEE

Bl WBAAAET 4 W LANIZ TIA ORB AR O EE

mRS Grade 4 P =, i3 DSM-MI-R O FEJEEHED TEHE] LU EThHLEE
AVFUPERMZERIE B | U DFERMZERRE D A & 72 2 0 SRR (DB HIEY, ONAFLBAAF 72 &)
2HTHEHE

HENHMZRD S, TEOREEEZ T 585

5 mm LA EDARMEMEIRE DAL HERE STV D B

BREENE

<V EERMmIEE >
< BEBREEA L OREBMRE S E CERWAEES (BN - R e EOREIEL (U
T, TERER - thREFTR ) . ERARMRAE B A %)
<ZEMRIRGHEEE >
T RTCOHMEAEES
<HEHMHFEAGE B >
- it g e FLRE R
2 HTHL O M R AT IR Y 24 BERILL Bk L, CT it MRI THYFEZER A O IFIE D e
BEINTHA,
c MARPEA N b (AESE, DAEE, TIA, REEMOEIC X D ABE, EER - SEBIIR TR
R4 08 O AT FFREIRHETT) OB

1) AFNOARHEIZ, BRENEEIREZEN (PCD) 2@ S5 EMm s OE A TiEvE A A E 20mg,
HMEFFFH & 3.75mg/B . BMMEMMEEE (KIS T 7 0 — AL 3/ LE OFAZEIZE D) #OFERIH T
1% 3.75mg/H T 5.
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75 AT L L2 5mghE

75 A7 LV Emght

(n=56) (n=59)
PRI B 38 (67.9) 45 (76.3)
ok 18 (32.1) 14 (23.7)
Fim Ok) Mean=SD 67.4+7.6 69.316.8
65 kAT 20 (35.7) 10 (16.9)
65 Ll bk 36 (64.3) 49 (83.1)
RE (kg Mean+SD 60.78+9.06 62.81+10.61
50kg LL T 7 (12.5) 10 (16.9)
50kg 2 49 (87.5) 49 (83.1)
BMI (kg/m?2) Mean+SD 23.99+2.38 24.51+2.82
gzgﬁggiﬁgiig E: % Mean+SD 246.24220.2 165.4+159.3
RHEIE D B &I AED 77| — A A 13 (23.2) 17 (28.8)
R 5 o i 42 (75.0) 40 (67.8)
RN 1 (1.8 2 (3.4)
P2 1fn. & A I8E ESEUN 2 (3.6 5 (85)
(BEERH V) MBI B R 23 (41.1) 13 (22.0)
EIENGEEI 1 (1.8 0 (0.0
EEPNPEINITS 28 (50.0) 35 (59.3)
CINIETIT 7 (12.5) 5 (85)
ZDfth 0 (0.0 1 (1
N 0 (0.0 0 (0.0
ERIES R 7L 55 (98.2) 59 (100.0)
HY (Bmm AiH) 1 (1.8 0 (0.0
HY (5mm L L) 0 (0.0 0 (0.0
AR PE HH R R 7L 56 (100.0) 59 (100.0)
HY 0 (0.0 0 (0.0
HH I L 56 (100.0) 59 (100.0)
HY 0 (0.0 0 (0.0
H ifn. 5% A 7L 56 (100.0) 59 (100.0)
HY 0 (0.0 0 (0.0
B PR Ipi L 43 (76.8) 46 (78.0)
HY 13 (23.2) 13 (22.0)
BHHEDE 5 Al 48 (85.7) 45 (76.3)
5 Uk 8 (14.3) 14 (23.7)

B (%)
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o) fER

i) Ret
@aIEA
BUWERIZ, 77 A7 L)L 2.5mg BET 21.4% (12/56 f5]) . 5mg #ET 32.2% (19/59 f5l) |
LN, BIWERO S B BEREIR - AT Ri%, 77 27 L)L 2.5mg #T 8.9% (5/56
). 5mg #ET 11.9% (7/69 fi) 2RO v, FoHFER (7 AT VIV EERHEETOR
BFEH 2 BICL B) X, B FIMmAE, AME. B FHIMm (Wb 7T A7 L 2.5mg B 1
1 1.8% K% O 5mg B 1 61 1.7%) kO &ML (777 A7 L)L 5mg B 2 B 3.4%) Th 7=,
BHWER O 5 LSRR ERE AL, 77 A7 L)L 2.5mg BET 14.3% (8/56 f5]), 5mg
BET 20.3% (12/59 ) (2788 Hiv, ERERMREMERLE) (77 A7 VL AFKGREER
TORBGED 2 FILL L) (X, BiftE (77 A7 L)L 2.5mg # 4 6 7.1%. 5mg B 5
1 8.5%) . JRH G (7FF7 A7 Lv 2.5mg B 1451 1.8%, 5mg B 741 11.9%)., 77 =
VT ) NIRRT 2T =B, TANRTXURT I TR T 2T —BHEN (W
T 7T A7 LIV 2.5mg Bt 2 6 3.6%) TH-o7z,
HELAEERIL, 7T A7 LV 2.5mg BN 5mg BEOF 1 HIICEE 3 AP FRE 2358 8
Tz,
FWITRRO IR o T,
WE P ILICE ST AERHLIT, 77 A7 LV 2.5mg BEM O bmg BEDS 1 FIZE 3 Ptk
RBL N TR D BT,

BIE AN

TFIZAT VLN 25mg RE| 7T AT L)L bmg B
(n=56) (n=59)

MIEBLHIEL (%) 12 (21.4) 19 (32.2)

= R O o
(75 27 UL RO I EIRS 2 HIL, L) FEGIE (%)

BT ifn g 1 (1.8) 1 (1.7

%% Al 1 (1.8) 1 (1.7)
%fj}z £ 0 (0.0) 2 (3.4)
- | BT H 1 (1.8) 1 (1.7
B | 775V T RTURT = TR 2 (3.6) 0 (0.0)
;ﬁ@ TARGEUBT I b TR T =T —EHIM 2 (3.6) 0 (0.0)
W % | R 1 (1.8) 7 (11.9)
M1 e 4 (1.1 5 (8.5)

MedDRA/J version 10.0
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QHMmMMtEAEER

TRCOHMMAEAERFRIL, 77 A7 L)L 2.5mg BT 17.9% (10/56 #41]) . 5mg BT 30.5%

(18/59 i)

(2R BT,
PRI )| TERARAIC 2 i ) (253 &S 2 R A & R0

D BT ‘?Lf\“C Ea

OO IZHEEINDIERTH T, o, TEPIICE > - A FEFRITER
LI T,
HIAFEROHNEEEERRERIKR
TFIT AT L)L T AT L)L
HH i 3 48 FRE RIS FARGE 2.5mght 5mgh
(n=56) (n=59)
K. FEYFELL)
BRARAICESE 2 M | GEEFLe L)
£ DAL H 1. H IR I3 L 1. 1 (1.8 0 (0.0)
JEYSIE R X OV A BUE A e~ L2 2 0 (0.0 1 (1.7
GE PEB LOLEEIHE | 5loh 1 0 (0.0 1 17
B2 1 1 (1.8 1 (17
g5 0 (0.0 1 (17
AL 7% . 0 (0.0 1 17
A 3 (5.4) 2 (3.4
R AR AR AT FR o i B 1 (1.8 8 (13.6)
T8 1. Bt 4 (7.1 5 (85)
MR s HERES & OVRERRIFESE | S i 2 (3.6 2 (3.4)
R X OV T RRRE B2 T . 1 (1.8 1 (17

MedDRA/J version 10.0

(ERE IH-F5HHAR (J201

HER) ITETHAHMUEEFERDER

FEHBIE (%)

&% LT L7z i

o34 R
R Hif - BER 72 i
- BHEN I
BRRAYICE S0 i | RHMIZIEEEY Ly, IRBREEEMSE S IEBRE O 2 1k 5 M8

Z OO H RIS BRI B2 LIS 382 L2V A 54
i) Bt
AR H T b 2 I FE O P8 J OARPEA ~ 2 b (IREZE, (LFIEZE, TIA, %

ERRCEIC X D AR,
[ AVA/EEY

LB -

SHEMIR SCIIRAE ML O AT FHEINIETT) 235589 bz B
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(5) FBHE - WARAIER
) SBHXFEFECEMERNEETEEZNRE LEENEIHA-ETHRHAR (J304 HER) ?

a) Ak
A i R SR E O E ML M E FEE BT 2 XRIC, 7727 VVOEMBEGREORZEMEIZONT, 7
OB R UV ESIRIEE U TR 5, BIRIZ, BGDIE R A X MR 2B 5,
D | MR, ST, SR, B, ¥7 5 I~ WATRILLEAR
75 LA B3 KR OMREE 50kg BT oD iM% ifn 45 2 £ 8654 11
HEMWERENT RIS« 654 15
(FF A7 VL)L 3.75mg #E 216 {5, 75 A 7 LV 2.5mg #E 215 fiil, 7 2 & K2 L1 50mg # 223 #i)
EVERENT RIS« 654 15
(FF A7 L)V 8.75mg Bt 216 ], 77 A 7 L L 2.5mg #f 215 i, 7 1 v° K2 L /L 50mg #f 223 )
SRIJEEARAT RIS« 643 5
(FF A7 V)V 8.75mg BE 214 ], 7T A7 L L 2.5mg #f 213 4, 7 1 v° K2 L /L 50mg #f 216 1)
. & WG T HRAT R © 586 f
Af (FF A7 VL)L 3.75mg #E 196 {5, 75 A 7 L L 2.5mg #E 195 fiil, 7 2 & K2 L1 50mg # 195 #i)
ODFUEINEERRIE , AT RAEMMEEIRE, TE GRMEMM T ZE (3 BR <
< FRRILVE >
- I ZE DI HETEAED D OB S 4 B o B3
- GEEEE (MRI) CTHRERIEORN &5 2 5N DM EROFIEDHR SN BHE
- il & TOAST /y¥EIC S & ) Fa T RE /e B H
AIEREH 2 W (D7e &b 3 HIE) %, 7T A7 L)L 3.75mg Xit 2.5mg HHW\ I/ o’ K7L
L 50mg % 1 A 1 BFAIEIEZ ISR ORE Uiz, BIEHIRIL 48 B & L,
TSR3 75meEE - 3.75mg/B n=216
=
R o 14 A ofn % F oy
= H TSR L IV25meEE - 2.5mg/H n=215
5 i RERE A L
=654 YOERYT L IL50meE : 50me/B n=223
BTEER ;AR HHEY
(DH<ER3ERM) ) 28
“ > EZHAR 4858 R e >
SCODJFIEMIEIRIE , AT SR M EARE , MEE AR ME AR ZE 13 Bk <
mRS /8 Grade 5 UL O HEHE
FHIE MRI OHRAE A I RE/R B3
DFEVERMSERRIE, A7 BIEANZERRIE, SUTMEFIEMEZE DO B
SN ST JEMERMZERE DR & 72 5 F Do .D i E REE (NTH, E=ENME., JEERLG
JEZ2 O TOAST W TOERIR L D@ ) A7 OLER) 246758
BMTEAEGERE (REEROE, DIFFFZEAE) 1233 2 BRI A 7 > MERER EEF L, 7TAE D
v & ADP S FEFEFERO R B GBS0 E R EE (72720, Julil/MEA] 1 B TOIRBENRFTREIC 2 - 72
+ A B A I B Gk T RE)
S P ZEE S TIA IZHRT 2R & LT, M THEN (CEA, CAS, /A SR {ii72 &) #HEITL,
. R OHUM/ RO R G0N MLE R BE (272 L, HUi/MEE] 1 51T OIEENATREIC 2 - T2 38581
ek HE)
BN I % 586D B X3 ZF OB FEA2H T 5 HEE (MRI BT R CTOLERD b5 BERE MR H 1308 6%
AHE)
< HIETFTHMARD 2 I BIE FHIMLO U 27 BNEWEE (Bmm SO RALE O R ZA BRI
EHTHEERY)
i LTV A X3 Y 2 7 3@ (A gE, i, fsim, wgim, i, R,
Mg, R, FEH, ek 5 R MM R R MRS B /R 7 £
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AT A F

<Ltk EEFHMHEE >
s BEEBHIEN S GHET - IRt 14 B B £ TIZRO DR EEE R ML N N (EfE
FHovT I, K, BERAICEZ 22 M) ORBE
<EZEVERINRFHnEE >
s BEEBIEN O GHET - IR 14 B B & TIZRD DA &2 3 il K, BRI
wEEAR MM, oMo, EEPIRICEL HitEA N2 b TTOHIMMEA N> b OFEBLRE
- HEHEL
<HIWEFEAGE B >
BRGNS EGHT - FIEOE R F TSRO DNIKOMERA N> b (HEEZE, OAHFEIE,
ZOMOMESE) . EMERMME A~ ~ (MEEZE, TIA), 2mMA <2 b (O MmE R A~
Vb TIA, RLEPOIE, RIFBIIRBAZEEE) . Bz B0 E ke (O 3E, FERBENE
fizar . FEBOEMELFEZE) OFETIR
<FEJ)FALEE >
+ VerifyNow® P2Y12 assay {2 & % PRU (P2Y12 reaction unit) &
<TZy—~ak ) s AFEEE >
- CYP2C19 {5 1 s 1 AR
B FERTE O PRUME (VerifyNow® System)

) AAI DG

AT, BEAEBAERT (PCD 2% S 42 it Of B TIEAE A m & 20mg, #E

FrR 3.75me/H ., MMM MAFFEE (KE 7 7 o — AL 3UE/NLE OPRZEICHE D) %o FRIH <
3.75mg/H TH 5,

b BEER

FITAT L)L FIT AT L)L Ja e RILL

3.75mg Kf 2.5mg B 50mg H¥

(n=216) (n=215) (n=223)

PR Bk 119 (55.1) 121 (56.3) 127 (57.0)
Lo 97 (44.9) 94 (43.7) 96 (43.0)

i (%) Mean=+SD 76.1%£7.55 76.71+6.99 76.4+7.27
65 kAT 15 (6.9) 13 (6.0) 11 (4.9

65 kLA 75 mEA 29 (13.4) 23 (10.7) 41 (18.4)

75 L kB 172 (79.6) 179 (83.3) 171 (76.7)

RE (kg Mean=+SD 54.96+8.901 55.8719.140 56.01+9.703
50kg LL T 85 (39.4) 74 (34.4) 87 (39.0)

50kg A 131 (60.6) 141 (65.6) 136 (61.0)

Foffin ff OB 75 L b 50kg 48 131 (60.6) 141 (65.6) 136 (61.0)
75 A 50kg AT 44 (20.4) 36 (16.7) 52 (23.3)

75 Ll E 50kg LA 41 (19.0) 38 (17.7) 35 (15.7)

BMI (kg/m?) Mean+SD 22.95+2.891 23.12+2.891 22.90%3.046
WS L 98 (45.4) 103 (47.9) 99 (44.4)
WEIZHY 107 (49.5) 93 (43.3) 105 (47.1)

HY 11 (5.1) 19 (8.8) 19 (8.5)

mRS Grade 0 52 (24.1) 63 (29.3) 72 (32.3)
é‘;;‘;‘gfiEdRankin Grade 1 113 (52.3) 108 (50.2) 106 (47.5)
Grade 2 31 (14.4) 26 (12.1) 32 (14.3)

Grade 3 13 (6.0) 17 (7.9 10 (4.5)

Grade 4 7 (3.2) 1 (0.5) 3 (1.3)

AR IE D RAETAEIS | 72 L 201 (93.1) 194 (90.2) 205 (91.9)
T2 MATFEIN [ 5,0 15 (6.9) 21 (9.8) 18 (8.1)
SHENR A 7 > b B EA 4 (1.9) 3 (1.4) 8 (3.6)

ST IR P A 2 (0.9) 5 (2.3 2 (0.9

IRA IRA 2 (0.9) 5 (2.3) 1 (0.4)

ARG AR 7 (3.2) 8 (8.7 6 (2.7
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AT L)L T AT L)L VA =Rl N VYV
3.75mg £t 2.5mg Bt 50mg #f
(n=216) (n=215) (n=223)

RREIE D B AEDS | 4B LA E 12 TR 51 (23.6) 59 (27.4) 61 (27.4)
gﬁgﬁﬂﬁﬂaﬁéﬁif“ 12 LI 26 J A 36 (16.7) 25 (11.6) 27 (12.1)
26 LI _E 52 A 23 (10.6) 19 (8.8) 21 (9.4)
52 HLL | 106 (49.1) 112 (52.1) 114 (51.1)
BAHIE DI HEIEAED | KiLE DT 7 v — Af{L 64 (29.6) 70 (32.6) 78 (35.0)
(s /N o B 9 82 (38.0) 84 (39.1) 69 (30.9)
fOIEARIZ L D D 1 (0.5) 3 (14 2 (0.9
SRR LN TRV O 69 (31.9) 58 (27.0) 74 (33.2)
BREE EHERO | el 169 (78.2) 163 (75.8) 178 (79.8)
BETEIE Y 47 (21.8) 52 (24.2) 45 (20.2)
AT ZE D REFE 30 (13.9) 36 (16.7) 29 (138.0)
TIA OBETE 16 (7.4) 16 (7.4) 13 (5.8)
PRI ZE DRESE 0 (0.0) 1 (0.5) 1 (0.4)
L TERE D BE E 1 (0.5) 4 (1.9 2 (0.9
%gﬁfgl@ﬁwjﬂtﬁ 5 (2.3) 2 (0.9 5 (2.2)

WHRIZ VT F= n 216 215 222
7077 oA Ef 80 # 24 (11.1) 20 (9.3) 29 (13.1)
(ml/min) 15 50 B 80 LA 147 (68.1) 145 (67.4) 151 (68.0)
HEERE 30 LA E B0 LLF 39 (18.1) 48 (22.3) 40 (18.0)
HEE 30 Kl 6 (2.8) 2 (0.9 2 (0.9
BHBIAROEAER | e bR TIER 59 (27.3) 66 (30.7) 74 (33.2)
HMG-CoA &t B3 92 (42.6) 79 (36.7) 87 (39.0)
Ca #5138 115 (53.2) 116 (54.0) 121 (54.3)
;%%ﬁff/yniﬁﬁg 107 (49.5) 113 (52.6) 116 (52.0)
LAY 10 (4.6) 6 (2.8) 4 (1.8)

(iYPZCl?H » n 196 195 195
HRFZRORAE iﬁaéi’;tj:;”e 66 (33.7) 58 (29.7) 62 (31.8)
%tég‘fgfdlate 94 (48.0) 106 (54.4) 97 (49.7)
PM (poor metabolizer) 36 (18.4) 31 (15.9) 36 (18.5)
IM+PM 130 (66.3) 137 (70.3) 133 (68.2)
A OHE 7L 1 (0.5) 0 (0.0 1 (0.4)
HY 215 (99.5) 215 (100.0) 222 (99.6)
8 10 177 (81.9) 176 (81.9) 175 (78.5)
RE & i 141 (65.3) 121 (56.3) 131 (58.7)
eyl 2 16 (7.4) 8 (3.7 7 (3.1)
Wi FR v 66 (30.6) 71 (33.0) 66 (29.6)

Ry AR AT e SR A 136 NA 138

NA : not applicable

Bi% (%)
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o) fER

iREMN

OEBRESREISEESRT - DItZ 4 BEFETICROON-BRLEELGHMOMEAND +

(EfzEBHMNTHM., KM, EBRMICEZLZEM) ORBZER
B EBRME S G T - h1k1% 14 A B £ TSRO DI FRK EEE R A <o~ (4
iz i, R, ERREVICEZE R ML) ORBRIT, 77 A7 L)L 3.75mg
4.2%, 7T AT L)L 25mg B 1.9%, 7 1ot K7 L 50mg & 3.6% T -7,

BRER LB HMMEAS N F ORBEE

7 27 L)L 3.75mg B

7T AT LIV 2.5mg B

7\t R L)L 50mg B

B IR b BB i A R b
IR (F1E)

4.2%
(9/216)

1.9%
(4/215)

3.6%
(8/223)

KR - RGP DREGHT - PIER 14 FRET

QML R FDFEIFR

P G5BRE ST - ik 14 B A ETICER D SN AmA B Hi o RERIL,
75 27 L)L 3.76mg B 1.4%, 75 A7 UL 2.5mg B 0.5%, 7 Bt R L)L 50mg B
0.0%. A Z& 3 ik QUK I OB E NI 1.4%, 0.9%. 0.0%, BH-H Ik
I D LA R F ORBRITZN TN 2.83%, 0.9%., 2.2%, TXTOHMmMEA <> K
DRBFITZNTI 31.9%, 24.7%. 23.3% Th 7=,

HIEA R FDOFRE

FIT AT L)L TTAT LI VA =2=0 N

3.75mg Bt 2.5mg #t 50mg

(n=216) (n=215) (n=223)

FRR EEE e A <2 R D 9 (4.2) 4 (1.9 8 (3.6
A B I i R VK A af 3 (1.4 2 (0.9 0 (0.0
Afn & i 3 (1.4 1 (0.5) 0 (0.0
K 0 (0.0 1 (0.5 0 (0.0
B PR A\ B 2 7 H 1fn. 6 (2.8 2 (0.9 8 (3.6)
O H i 65 (30.1) 51 (23.7) 48 (21.5)
G IEIcE 2 HiftE A~ R 5 (2.3) 2 (0.9 5 (2.2)
FTRTCOMMPEA R R D 69 (31.9) 53 (24.7) 52 (23.3)
FTAT LIV TTAT L)V VA=2- aviv

H L EBAL © 3.75mg Hf 2.5mg B 50mg #¥

(n=216) (n=215) (n=223)

i 0 (0.0 0 (0.0 0 (0.0
SHEN (M2 BR<) 3 (1.4 0 (0.0 3 (1.3)
ER(a=g 2 (0.9 2 (0.9 3 (1.3
WAPR e B 1 (0.5) 0 (0.0 1 (0.4)
5 1 (0.5) 0 (0.0 1 (0.4)
iR 1 (0.5) 0 (0.0 1 (0.4)
Z D, 1 (0.5 2 (0.9 2 (0.9

a) Afa o i, K, BRRAIC EE e i
b Adn Ay i, K, FRRIICEZ R M, & OZ Ofio i
o R—/#H T, [ CHIIIOAEFRIAE LIS 6,
XRWIH - RGP DIRERT - TIER 14 PR ET

FEHLBIE (%)

HIEFEN W 2R R L LT,
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QEIEFH

BIWERIX, 77 27 L)L 3.75mg BE T 30.6%(66/216 i) , 7 A 7 L)L 2.5mg RE T 22.3%
(48/215 ), 7 m & K27 L /L 50mg BT 24.7% (55/223 ) (2R bz, E/RFIE
B (W FNhofET 2% ) X, I (72 27 L)L 3.75mg B 23 5] 10.6%.
T AT LIV 2.5mg BE 12 451 5.6%, 7 v ¥ K7 L)L 50mg Bf 11 1 4.9%) . A& HI0 (9 B
4.2%. 541 2.3%. 1410.4%) . S (861 3.7%. 66 2.8%. 2 #10.9%), FEEEHMm (5
B 2.8%. 3B 1.4%., 1610.4%). NOF FIffE (2 6] 0.9%. 4#]1.9%, 5#]2.2%) T
HoT,

HEZBEWERIZ, 77 A7 L)L 3.75mg BE T 3.7% (8/216 ffl), 77 A7 L)L 2.5mg HET
2.8% (6/215 %), 7 m ¥t K27 L /L 50mg # T 3.1% (7/223 ffl) IO BN, TT AT L
Jb 3. 7bmg B CILEENE T M fEAs 2 1, Mlige, BEtEs., Tadi, < BT, Fa, 3#
DME M BB 16 (CADA R O M EIESIER—BE), 77 27 L)L 2.5mg
FECIXEARIFERMER M, OF AR —7 RENRE, HimEREE, SrEB R4, ik
BHEENE 161, 7 vt K7 L)L 50mg BE CIIaEE ~ifmfE 2 Fl, B HOEMEEY,
POUMiE, DEAME), A L, SMEMEHIM, SMEMBRENHIMA % 1 flCTh o7z GMENE
HH I ONPMEEBE S N H I 1 [F]— B o

BE P IEICES>T-RIERIX. 77 A7 L)L 3.75mg BET 2.8% (6/216 ), 77 A7 L)L
2.5mg BET 3.7% (8/215 %), 7 v & K7 L /L 50mg BE T 6.7% (15/223 fi]) (2388 S,
7T AT LIV 3.75mg BETCIIMEEE FIMAEAS 2 41, BEbeE. < O IR Hf, B CViE, S,
K OPRBE I A3 4 161 (B e OVR B H X [R—E855) . 77 A7 L)L 2.5mg BECIE
HaPhd F N D AR —F | HIMPERGEE | SEVETREE . BIE R Z RIS, £ D FEE,
SPERAE, ROHMEREED NS 1 6], 7 e K7 L)L 50mg BE CIIARE T MES 2
B, PeOE, DEME, y-Z A Z I T AT =T —PHN, RIRE. #19 S5ER (R
HRJE S OV 5 DFERIZ R — ) . AMEMESEZE NI, iR | B R oBEMES 4
Y. S, RSB (R R OSSR f X R — ) . B, EEmRPLR, AL
B K OHEESE LA RE LI Ch o7z,

ABREEA & OO H 5T, AR TITERD b o7,

BIERERKR
FIGAT VA3 TEmg B FT AT LIV 25mg BE | 7 v B R L L 50mg #E
(n=216) (n=215) (n=223)
WIEEBE (%) 66 (30.6) 48 (22.3) 55 (24.7)
=708 b .
I(bf:iﬁiggi 2%LL 1) FEEGIE (%)
BT H i 23 (10.6) 12 (5.6) 11 (4.9
BIGH 1 9 (4.2 5 (2.3) 1 (04)
i 8 (3.7 6 (2.8) 2 (0.9
L 5 (2.3) 3 (14 1 (0.4)
BRI fE 2 (0.9 4 (1.9 5 (2.2

MedDRA/J version 17.1
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i) Atk
BREREASIRERT -PILOBEETICRO ONEROMERA N2 b 54D E
AR b, ZEMEAAY b WZER, BODNEEHORERR
GBI DIGHET - PIEDF H £ TSRO SN ARMEA N P OFEIRT, LT D
WY ThoTz,

BEIEARNY FORBER

TRV BTmg BE | T AL 25mg#E| 7 u B RS LV 50mg B
(n=216) (n=215) (n=223)
HEHE | [95% FHGH | [95% BB | [95%
(%) 15 X ] (%) R[] ] (%) 1548 X [#]
DA R A Rk 0 (0.0) 0.0~1.7 |7 (3.3 1.3~6.6 8 (3.6) 1.6~6.9
JiNpiEs 0 (0.0) 0.0~1.7 7 (8.3) 1.3~6.6 6 (2.7) 1.0~5.8
TN TR 0 (0.0) 0.0~1.7 |0 (0.0) 0.0~1.7 2 (0.9) 0.1~3.2
Z O o> M5 5 0 (0.0) 0.0~1.7 |0 (0.0) 0.0~1.7 0 (0.0) 0.0~1.6
REMmMEMmE A <> Y | 0 (0.0) 0.0~1.7 |8 (3.7 1.6~17.2 6 (2.7) 1.0~5.8
kA < R 0 (0.0) 0.0~1.7 |8 (3.7 1.6~7.2 8 (3.6) 1.6~6.9
fikze 1 (0.5) 0.0~2.6 |7 (3.3 1.3~6.6 6 (2.7) 1.0~5.8
it ifn 5 g @ 1 (0.5) 0.0~2.6 |7 (3.3 1.3~6.6 8 (3.6) 1.6~6.9
NP — R [95%(EHE X ]
7T AT L)L 3.75mg Bf/ 75 A7 L 2.5mg RE/
7 K7 L)L 50mg B 7 a ¥ K7 1L 50mg B
IS RA R k@ 0.000 [0.000~ — ] 0.895 [0.324~2.467]
firdEIE 0.000 [0.000~ — ] 1.193 [0.401~3.549]
DR ZE 0.000 [0.000~ — ] 0.000 [0.000~ — ]
Z Do I E BE - [ — i - [ - ]
R M PER I A R R D 0.000 [0.000~ — ] 1.364 [0.473~3.932]
M R kO 0.000 [0.000~ — ] 1.023 [0.384~2.726]
bz 0.165 [0.020~1.371] 1.193 [0.401~3.549]
Bt if i g @ 0.124 [0.015~0.989] 0.895 [0.324~2.467]

a) MIEZE, OFEZE. £ Oftho mESE

b) JfEZE, TIA

o) MDA RA N b (EEZE, DAREZE, Z OO M), TIA, RLEPRE, RIEERMAZEE
d) BCImAEFE, FEEFEMER A FEEFEIE O A 2E

KGR - GBI G T - PIEOF A ET
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i) BHZF

@ru/MEESEREDHEFE (PRU E)

PRU fElX, 77 A7 L)L 3. 75mg ., 7T A7 L)L 2.5mghE, 7ot K7 L/l 50mg
T, WEBMAETCIXENZEN 238.9£83.73, 241.2+71.79, 235.6+79.10 TH-7=, %
5. 4 8% TlIF NN 139.0159.83, 196.6+61.77. 223.2+65.57, 24 i TiL 138.6
+64.23, 196.1+65.13, 219.3+63.61, 48 il Tl 138.7+65.02, 199.3+64.09, 218.4

+£70.58 Th o7,

PRU fE D H#E#

gLy 500 —
—® JSRYJL)L3.75megEE
o TSRS LIL25meEE
O==+0 JOEKRY L JL50mgEE
400 —
Mean=%=SD
m
7\
® P 300 —
%
g L T LT S S S
e 200 —
A
&)
100 —
Ly 0 T T T 1
R—RF/M4> 48 24;8 488
HRm
k=
TSRY L3 T5meEE 214 212 199 186
(n=214)
TSRGUI25meE 213 211 197 177
(n=213)
JAERYT L IL50meEE 215 210 201 184
(n=216)
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@CYP2C19 BIzFZE MORIRE (EM. IM. PM) Bloomm/MMrik%Ese (PRUE) ~DELE
CYP2C19 #&in -2 Mo£HH (EM, IM, PM) B0 5 4 %281 25 PRU B,
LLFom@yh Thol-,

CYP2C19 :E=ZF LR DRIAE (EM. IM. PM) BID PRUE (325 4:8#%)

EE[A) 500 —

400 —

B
+

300 —

L b b BBl G

B EmEES
WCOD
4 y
L= |

100 —

+
L 04 - - +
T | T | | | | | T
EM M PM EM M PM EM M PM
(n=65) (n=94) (n=35) (n=57) (n=104) (n=31) (n=56) (n=94) (n=35)
FSRFLIL3I5mgEE FSATLIL25meBE HOERT L JL50meBE
— fhiEEROERAR
75% 8
w4 [ W E
i e
25% 8
L— iR O=RNME
+— A NE (25N R RITT5% e om S EED 1 .5~3E0MIZH5HE)
et 7 AJ L)V 3. 75mg Bf 75 AT L)L 2.5mg B s u e R7 LV 50mg Bf
B TSR ORBT EM IM PM EM M PM EM IM PM
. n 66 94 35 58 105 31 59 95 36
BASAT |0+ SD 202.6+ | 257.0% | 262.1% | 226.7% | 242.3+ | 270.5+ | 210.2=* | 234.6* | 282.3+
S 94.70 | 72.70 | 68.44 | 76.13 | 72.12 | 58.20 | 92.23 | 71.16 | 51.71
P n 65 94 35 57 104 31 56 94 35
R =+ =+ + =+ =+ + =+ + =+
U St - SD 128.9+ | 141.8%+ | 144.0*+ | 190.3* | 193.5* | 209.4+* | 185.8+ | 231.5+ | 264.5+
i 5 66.20 | 57.36 | 57.43 | 54.19 | 66.81 | 60.94 | 68.86 | 54.99 | 64.35
438 | RAE 127.0 141.5 140.0 198.0 199.0 218.0 183.5 234.5 267.0
Fe/IME 3 3 47 63 34 121 63 9 73
e KAE 342 275 262 291 364 344 338 352 356

EM (extensive metabolizer) : CYP2C19 X 1E i Y
IM (intermediate metabolizer) : CYP2C19 A v [ #d
PM (poor metabolizer) : CYP2C19 R4

V) EEEREMENT (T3RT L3 Iomg 5EERUTYOE FJ LI S50mg 5 E2%E)
Q7 TO—LMEMERKEERV SV FTREETCBRIRIRAFPEETHEETOEDMES
Ry FOFERBE

SIS LB TOR GG G EGKET - P IEOB A £ TIZERO B A7 MO i
BRAN N (MFEZE, DHFEIE, ZOMMOME) ORAKIX, 77 A7 L)L 3.75mg
FETIIRBLUI <, Z7rE RZ L)L 50mg B 2.9% (4/138 f3]) Thote, T AT L)L
3.76mg Ff TIIMZEH L OO FH 3% 0.7% (8- 1) Th o7z,

VE) EILESE. RESRERE. BRI, BTG O & 0 TR TR O i AE SR
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7T A—LMEMEREER VSV FTEETBREIRIRFERT HEETO
AIMEARNY FORBRE - FEEFABT

TIAT L 3.75mg B | 7 v E RJ L)L 50mg B
(n=136) (n=138) U 27O
FEBEE | [95% REHE | [95% [95%15 45 X[ ]
(%) 15 X ] (%) 15 X ]

Lo L SR A R b @) 0 (0.0) 0.0~2.7 4 (2.9 0.8~7.3 - [ — ]
firiE IE 0 (0.0) 0.0~2.7 3 (2.2) 0.5~6.2 - [ — ]
TN TR 0 (0.0) 0.0~2.7 1 (0.7) 0.0~4.0 - [ — ]
DD I FE 0 (0.0) 0.0~2.7 0 (0.0) 0.0~2.6 - [ — ]

MMM A <> R D] 0 (0.0) 0.0~2.7 3 (2.2) 0.5~6.2 - [ — ]

EREIMEA R RO 0 (0.0) 0.0~2.7 4 (2.9) 0.8~7.3 — I - ]

Jibg 25 1 (0.7) 0.0~4.0 3 (2.2) 0.5~6.2 0.338 [0.036~3.211]

b0 A% it O 1 (0.7) 0.0~4.0 4 (2.9) 0.8~17.3 0.254 [0.029~2.241]

a) WREZE, LOFEZE, T Ofthod M fE 5

b) MtEZE, TIA

o) ML LAE /A~ b (NEEZE, DAEZE, ZOMoO M) . TIA, RLEPE, RABIIREZELE
d) MHOAESE, FEBOIEMERMZE R JEERFEIE L i 5 56

e) 77 AZ L)V 3.75mg #E/7 1 ¥ K7 L)L 50mg #¥

KHGHM - B EBAN DG T - PIEOB A FET

EFEHEMT O T T AT VAT T T A7 L)L 3.75mg 5 BE DI

Q@7 TO—LMEEREERV SV FEECERIRIVEFEATHEETOHMME
AR FDOFRER

RIS LI BB TORGGP O G T - Piktk 14 HH £ TICRO 62

MAEA R P OFEHRIL, LLFO#@Y Tholz,

7T A—LMRMEREER VSV FEETBREIRIRAFERTHEETO
HIEA R FORBRE  HEEEBTH

TTART LIV Jav RI L
3.75mg £f 50mg #f
(n=136) (n=138)
Aefn B i, KM, R ORERAYIC B i i 7 (5.1 6 (4.3
Al 2 B i OV if, 2 (1.5) 0 (0.0
Hfiy & H 3 il 2 (1.5) 0 (0.0
K 0 (0.0 0 (0.0
B PR AL 2 7 HA I 5 (3.7) 6 (4.3)
Z O i 35 (25.7) 35 (25.4)
B Gk E 2 HiftE A <2k 5 (3.7 4 (2.9
TRTOHMPEA R |2 39 (28.7) 37 (26.8)
a) E@EE i, K, BERIZEZ i, &K% oo i FEHI (%)

SPGB GBI DB BT - Ik 14 RHET
MEFEEMBN T O T 2T VABIEIT T A7 L)L 3.75mg % 538 D
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(6) ‘A=A
1) ERAERE (—REAKGAE. BECRARERE. EARBALERSRAE) . &R

TRT

—AR—RRE. HERTRERAEBROAR
@ﬁmﬁ%mﬁﬁﬁ(Mﬁﬂﬁﬁﬁ%%tﬁ76E5M%®ﬁﬁ¥%I%iéﬁﬁ)%ﬁﬁm

H

TS AL DOAFANZ
HRER Torett GRIOBER ORI,
BHICHET D 2 &,

BT 2MAERTTOFRZEL & &b, AHZE MR 5 AH5E
BITER D3 AR &U\ﬁfﬂli LT OMERE

XFREHE

AR EGRF R T T ORI S BT 2 B8
(1) AH 20 THRES 2 PCLEMTED L <X PCLEMAKOBMEIEGRE (ACS) £
(2) FEIEBAAD HIRAHIMME T H o 1 5 ARTE TICAROKR G % s L2 BE

A STk

Ll 2 7 5t

REGIEL

A ZERIUE BIR 749 B, et A RERHR SUERIEL 732 1]

ELESEUILES

FHATIIR : 2014 4E 5 H 27 H~20154E 1 H 26 A, BIZWIM : 1 » HU L

HHEA

%ﬂéi

BEE R, BRI, AA R OOREA O GIRIL, #IE CAG Fr . AHE Ao #E PCI,
PCI - CABG LA OEBEER T4, BEREE - BRRAERE, L& <> b - HEHEG (HitE
HEESET)

%ﬂé\
=
=
78

IWERZEBLEI G 1L 8.6% (63/732 #l) TH V| AKFBIFE TORIEMARBBEEE L VKL, FFED
IWER ORBEEGN LT HHEMERD b hotz, £z, BEELBIEARIEAIT 3.4%
(25/732 ) TH-oT=,

HIEA EFEROFREIEIL 6.4% (47/7326]) THY |
) &b < TIMI i 2388 i TR ) 28 1.6% (12/732 1) |
) THoT,
FELME A X b (MACE) ©
THoT7,

i
=
H

[BEGREE ] OFIGH
ANEEYi NN

2.7% (20/732
2.0% (15/732
FHBFE

W, AFNIOTREFIZ 1.9%, BIEYIFK T ETIZ3.1%

®ﬁ£ﬁﬁﬁﬁﬂ§(FMHM&MM%Eﬁ%&L#EWEﬁ(ﬁiémﬁ)Hwﬁ

H £

FANCBT DM ER T CTOHREGED & L HIT, AEDZK FICBIT 2850 RHfH coz
Mt (REAOBIER ORI, BIVEH ORI &U\ﬁfjﬂi RS OMER RSS2 L,

SREH

LITORMECEET 2 8E

(1) AAIZ0)DTHRES 2 PCL SEM SN 5 e ik DR B
AMERIEGRE (R EMROE, ST EFOAREZE, ST EH.DApREE)
LEEPOIME, BRIBPE O FE €

(2) AHFE GBI 5 30 HLNIZ PCI ZifT9 5 TEDEHE

(3) RN (kDT EES < BRI 2> 2016 425 A 31 B £ TIIAK| O
B LB

(4) BEHEAZTEL QW BHEE

AT

LR Ak

TEGBIEL

AR SEIRIUE B 4,270 1, et A RVERHAf T SRAEGTEK 4,155

ELESEUILES

FHAHIM : 20154E 6 H 1 H~20184E 5 A 31 A, BZHIR : 2 4R

AL H

AR BRI, AAI R OO HEEA OFRLREL, #1m] CAG i, AHlE M o #E PCI,
AFHB - BRARTR O BFER) PCI, PCI - CABG LIS ORI FH, BRI - B AE, O
BAXY b - AFEFES (MR EEREE)
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BITEARBLEIAIL 7.8% (323/4, 155{§J) ThHV ., KBRFE TCORWERARBBREEG L VKL, FE
ORIERORREIE N L7+ 2T bhiehotz, BHERADZ < ZHmBE#EELS TH -
oo FTo, BEZRRWEHREBEISG jﬂ9%(HW4w5ﬁ)T%ot

AFNEE R (RFEEBRBNLHRERT - Pk 14 B HE CTOMM) oHmMtaEEROR
BIEIA1X 6.2% (257/4,155 ) ThHYH . [HBEEE] OFEN 2.1% (89/4,155 i) LikbE
<, TIMI HifAm3E ik, TR 23 1.2% (48/4,155 #1) . [/ 7% 1.0% (43/4,155
) THot,

MACE OFEHEI ST, AFIOIEBEPIC 2.2%, BEWBK TETIC3.1% Th o7,

EEESUEES

QOFEFERAMERE REERE) XRIVASVEMMHMOEEETERE) ERET)

[H]

JMFEZETRHE U A 7 @\ T 7 1 — NMARYERNFEIE XX T 7 FHRIERE 2 X5 L L, KAITD
MEZER L 7 a E R LV TOMEREE LR LRFT 5, Elo, MEIEREY 27
25 (RO PR AN i 8 P AR T O A E FRORBBURI b 0 THER T 5, S HIT, K
@%%ﬁ%1@%%%@%?u&5bt%@$ﬁ&5@%®mm ﬁﬁ%%@%ﬁ%ﬁ@ﬁ
BEIT,

DHERFTERT —IN—FE REEBRIVRILPEVT TO—LOEHKEERIES Y
THEHERSE) (Ekd)

[EY])

JMAEZER I U A7 BEWT 7 — AMARTEINMEIE XX T 7 THRERE 235 & L, AFI K

7 a e R LIV TOMMEIED HIBEE & MR D,

2) AREEMELTEREFEORBRIERME LI-RE - HBROBE
7RO
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(7 =0t

MmieEREEEERVENEMNNDEFERTEEZNRE LE-ERNFEDARER 3 HER (J303 ER.
J304 FRB&. R UF J305 FHEX) DHFERAT
1) 7k RN

RE PRI A B R A et & L [EN S IAHRER 2 38R (J303 FBR KO0 J304 #BR) T
ORFEEMNT 2 E 2. J303 RER. J304 RERICINZ., MIEVEREZERE 258 & L
B By | EWNSE IR J305 BROMEMT 2 £ L, 77 A7 LAAREHEE 2 6N b BEEM
THIMENR—BE L TWDHZ L 2MHRT D, £72. 77 AT LANEARERBREENTL
EMR—ELTWD I & E2MHRT D,
AR PR 2E BB K OV LM IS PR R & i B2 & L 7= E PR AR ER 3 38R (J303 7t
Br. J304 B O J305 RER) ISR DMEERRY 27 W1 2% F T 5 e e 2R
- % #H 268845 (F7 AV VLIVREL,337H], 7 ut K7L LEE 1,351 )
a) mITE, IR RAE, FERIA, 18R IRR XA IS VEmT O e ZERELE
b) TOAST SJEIZHT D KIMNE T 7 1 — AEE X/ DO ZED T34y
BRI ORI G L Ui P 581X, 7T A VAR T J305 B CORERETH Y | o
F ¥ | BARETHD3.T5mgE .7 B RS LABETIIERRETN STV A TR TORE & (T5mg
EON50mg) H#xtg b Lz, =1 B 1 EFEHFeHICRO&RE LT,
<A hMEFEHmE R >
c BEBENOEERT - OB H F TICED DNEMOINE R A X b (fEZE,
MHREZE, F OO MAE ) . MMM 1 <>~ (MFEZE, TIA) . SfifikEa <>
b (MLIMAERA N b, TIA, REEPIVE, RYEIIREAZEE) . iMzed, B0 MmE 3
S A g (MMAESE, FEBEEMEMNAT ., FEBGEMEOFEIE) DR Bl
el < EEARVERHHE B >
cBRERENORERT - ikt 14 H A ETIZRO S A A T i, K,
EEIRAOICEHE 22 i, Z oMo, 5 F IR 2 Hifdtka <o b F_To ik
FESVANOY 3 b
- HEES
2) BEES  GFOfEm
J303 B J304 #Er J305 Bk
AT TIAT VNN ITa RT V| TTRAT LV 7a KTV T T AT L | 7ae K7 LL
DFEfRMT 4L e - 5. T5mglht e e "
(n=1,083) (n=1,101) (n=136) (n=138) (n=118) (n=112)
- 918 938 120 116 103 100
L (84.8) (85.2) (88.2) (84.1) (87.3) (89.3)
e I £
AL 165 163 16 22 15 12
(15.2) (14.8) (11.8) (15.9) (12.7) (10.7)
- 782 810 95 85 55 58
X (72.2) (73.6) (69.9) (61.6) (46.6) (51.8)
REE HLHE
AL 301 291 41 53 63 54
(27.8) (26.4) (30.1) (38.4) (53.4) (48.2)
- 52 55 13 4 8 14
& ey 4. . . 2. . 12.
) ST [ B2 s (4.8) (5.0) (9.6) (2.9) (6.8) (12.5)
(CKD) AL 1,031 1,046 123 134 110 98
(95.2) (95.0) (90.4) (97.1) (93.2) (87.5)
- 381 399 45 47 47 51
35.2 36.2 33.1 34.1 39.8 45.5
WS (85.2) (36.2) (83.1) (84.1) (39.8) (45.5)
2L 702 702 91 91 71 61
(64.8) (63.8) (66.9) (65.9) (60.2) (54.5)
- 155 153 24 20 21 19
JisAE ZE D (14.3) (13.9) (17.6) (14.5) (17.8) (17.0)
BEAE 2L 928 948 112 118 97 93
(85.7) (86.1) (82.4) (85.5) (82.2) (83.0)
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J303 R J304 R J305 R
AT TIAT VNIRRTV T T AT V| 7ae RTUV| T T AT L)L | 7ae K7L
OFEFRMT S G 4E e - 3. T5mglt - 1 2
(n=1,083) (n=1,101) (n=136) (n=138) (n=118) (n=112)
1 264 261 33 49 40 35
(24.4) (23.7) (24.3) (35.5) (33.9) (31.3)
9 494 486 61 53 47 38
. (45.6) (44.1) (44.9) (38.4) (39.8) (33.9)
§ j)x 7 5 267 298 30 27 25 26
o (24.7) (27.1) (22.1) (19.6) (21.2) (23.2)
(223
A 55 52 8 9 5 12
(5.1) (4.7) (5.9) (6.5) (4.2) (10.7)
5 3 4 4 0 1 1
(0.8) (0.4) (2.9) (0.0) (0.8) (0.9)
Bl (%)
3) FER

a) 7T O—LMEMMEERVSVFEETERIRAIVRFEAIHLBETOAMML : HE

FRHT

BEFEMSCERERT - PLEOBHETITEO ONNODMERA N2 b, 54K DE
AR M, 2ENEANRD b, RZER, HODOESBOFKRE
FHZRAFIZEEY LB CTORERBNOERGET « FIEOFE A £ TIZFE O b MO
BRA R (I ZE DA ZE, Z OO MAE 5E) DFBLHRIL, 7T A 7 LIVEES.4% (45/1,337
ffl), 7 v R UVAHEE 4.3% (58/1,351 ffl) Tho7c, 7 E R LARICHTH ST X
TUNEED U A7 (95% (5 HHX[E]) 1 0.784 (0.535~1.149) Th -7,

BEMEARY FORBEE  FEHEN

FSATVUNEES | s R LLEED
(n=1,337) (n=1,351) U279 SN R 9
FBUFIEL | [95% FEEUEIE | [95% [95% 5 fE X ] [95%/FHEIX ]

(%) fEHEXMI] (%) fEFEX ]

\\/l\\ M,TQ c\/

H}'f‘;mlg%4A 45 (3.4)| 2.5~4.5 | 58 (4.3)| 3.3~5.5 | 0.784 [0.535~1.149]| 0.771 [0.522~1.138]
iR 41 (3.1)| 2.2~4.1 | 55 (4.1)| 8.1~5.3 | 0.753 [0.506~1.121]| 0.741 [0.494~1.110]
LM RRZE 4 (0.3)| 0.1~0.8 | 3 0.0~0.6 | 1.347 [0.302~6.008]| 1.323 [0.296~5.914]
ZofomEs | 0 (0.0)] 0.0~03 | 0 0.0~0.3 - [ — 1 — - ]

)| N4 Poran >

Eﬁ%%ﬂmmg%& 51 (3.8)] 2.9~5.0 | 66 (4.9)| 3.8~6.2 | 0.781 [0.546~1.116]| 0.767 [0.532~1.106]

AEmEA 2 9| 56 (4.2)] 3.2~5.4 | 70 (5.2)| 4.1~6.5 | 0.808 [0.574~1.139]| 0.794 [0.559~1.129]

bz 46 (3.4)| 2.5~4.6 | 59 (4.4)| 8.3~5.6 | 0.788 [0.540~1.150]| 0.774 [0.526~1.138]

b0 L il @ 50 (8.7)] 2.8~4.9 | 63 (4.7)| 3.6~5.9 | 0.802 [0.558~1.153]| 0.788 [0.543~1.142]

a) MIEZE, ORI, ZOfhomEE

b) AMFEZE, TIA

o) B RA N2 N (MEZE, LEZE, ZOMOMmFIE) . TIA, REEME, RIYBIIREAZEE
d) OIS, FEBIEHEMNEE T, FEBSEMH O A 5E
e) KRERDTS T R 7 L)L 3.75mg A S L2 i

f) BREBRDO 7 0B R LV Thmg B KL O 50mg #E A4 OFS L7-#E
g FTAT VLA o RTLVEE
KGR - B GBEN SRS T - PIEOBAE T
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DM ERA AN FORBERIE - 615847 (Kaplan-Meier Plot)
(%)
10.0
8.0 —
—JAERY L ILEE (75/50mg)
2 60—
E .=lllnl_.............-.....-.............
=
£ 40— .
TSRS LILE (3.75mg)
20 —
00 | | | I | | T I I | | | T | | I T
0 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960
No. at Risk (Day 1)
BRI (%) HRAM(H)
7517[/}[«% 1337 1319 1309 1302 1249 1174 1012 892 813 757 750 749 308 2 2 1
(3.75mg) (00) (1.3) (1.9) (22) (22) (26) (29) (30) (31) (36) (43) (43) (45) (45) (45) (45)
7|:|l:°t~‘"7°l/)l,g¥ 1351 1337 1325 1318 1244 1180 987 888 799 734 724 721 307 1
(75/50mg) (1 (10) (17 @D @71 (B2) (37) (44) (50) (54) (56) (56) (56) (56)

AR B ESREN R ERT - PULOEBEFET

EOMHRIMES N2 b (RNEE, TIA) ORBEXRERE . 44 (Kaplan-Meier Plot)
(%)
10.0
8.0
~OERY L ILEE(75/50mg)
2 6.0 — R L PETTTTTTTTTT T
ﬁ art
g ..': ------
=40
FSAYUIVEE(3.75mg)
2.0
00 | T T I I T I T T T T T T T
0 60 120 180 240 300 360 420 480 540 600 660 720 780
No. at Risk (Day 1)
B FTE (%) HEAM(8)
7517[/”,% 1337 1294 1255 1206 1135 1069 858 803 730 675 660 649 118
(3.75mg) 00) (14 (@1 (24 (24 (9 (@1 (34 (36 (40 (44 (46 (47
HaERTLIVEE 1351 1302 1261 1212 1130 1065 848 783 699 638 627 619 119
(75/50mg) (o1  (12) (200 (26 (31 (36 (42) (49 (53) (58 (60) (60)  (60)

HEYM B ERABRACRERT -PLEDOREFET
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b) 7 7T O—LMEHERKEERVS VIV FEETCHRIVRIVAFEHITIRETOAMME : #4&
fRHT (BROEME : CYP2C19 BEF 2 ORI F

HHSIRICEE Y LT BE CToBERT - HikoE A FTIcEd b7z CYP2C19 EIET%
MOFHA (EM, IM, PM, IM+PM, KB BIORLIMAE RA X2~ (FEZE, LR
JE, ZOMOMEI) OFBRIILLTOHEY Tho7o,

CYP2C19 Bz F L EDOKRIE (EM. IM, PM, IM+PM. FEH) RID
RDMERA N FOREBRER . SR

7T AT L VR VA =R N RV s .
(n=1,337) (n=1,351) N RO
" = " — [95% (= T X [#]]
n [ BB | [95%(EmH]| n | B (%)] [95% xR
CYP2C19 #{51- 2Bl DK BIA!
EM 418| 13 (3.1) 1.7~5.3 423 | 14 (3.3) 1.8~5.5 0.924 [0.434~1.967]
M 589 | 18 (3.1) 1.8~4.8 597| 19 (3.2) 1.9~4.9 0.930 [0.488~1.772]
PM 217 6 (2.8) 1.0~5.9 210 15 (7.1) 4.1~115 | 0.396 [0.153~1.020]
IM+PM | 806 | 24 (3.0) 1.9~4.4 807 | 34 (4.2) 2.9~5.8 0.694 [0.411~1.170]
REA 113 8 (7.1) 3.1~13.5 |121| 10 (8.3) 4.0~14.7 | 0.856 [0.338~2.170]

EM (extensive metabolizer) : CYP2C19 X34 1E &7
IM (intermediate metabolizer) : CYP2C19 fX:a#H %!
PM (poor metabolizer) : CYP2C19 fR# R~ 47

a) FHBRODO T T 27 L)L 3.75mg BE& IFA L2 Bt

b) RO v ¥ K7 LL 75mg B K& O 50mg BEZ HFE L7=Bt

) FITARTUAREZ a® RY L VEE

C) 7T A—LMEMRKEERV SV FTEETEBREIRIVEFERIHEETOREL : HiF

AT
HIntEA X FDFTE

SIS LB COREGRENOREGHKRT - 1% 14 HH £ CIZRO b4
Z s I, KR I, K O RAIC B2 il O BRIT, 7T A 7 LILVEE 6.0% (80/1,337
), 7o K7 LILREBEE% (74/1,351 ) Th o1,

HlEA N2 FDOFRRE - GFERT

T AT VLVEED 7w N7 LVEES
(n=1,337) (n=1,351)
Az B i, KM, R ORERAYIC B i i 80 (6.0) 74 (5.5)
A 2 B i OV f, 18 (1.3) 16 (1.2)
HEfi & D 16 (1.2) 15 (1.1)
K i 2(0.1) 1(0.1)
i PR L EE 2 7 i 64 (4.8) 58 (4.3)
Z O i 394 (29.5) 349 (25.8)
Fe Gk E 2 e <2k 24 (1.8) 24 (1.8)
TRTOHMPEA R R D 444 (33.2) 401 (29.7)

a) A g I, KM, BRMICEZEZR MM, KOZ 0ot FHBIE (%)
b) KERERD ST 27 L)L 3.75mg BEA A LT-RE
o) #MBRDO 7 v R LV 7T5mg BER N 50mg BEA DR LT-HE

KGR - GBI O REAAT - PIER 14 HHET
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VI. EEEICEHAY HIER

. EEZHMNCEAESH HILEYMRITIEEYEE
Fx B PURBUIMEE (7 av K7 VKRR, F7ave Yo mBgE, Fh 71 an)
EE  BEO®H Db EWDOEE T EEFIX, OB TRLESHTH L,

. EIBER
TIAT VARG, e Ry 7 Thy ., REo R-138727 (EERIL V122 5) %Mt
KRB OIEVER  (in vitro#BR) |, TVIL6.(DIRHTBAL K OMRERHREES ) 28 NIEEEF T 5,

(1) fEREMEL - fE MR 1919
TIAY VIMRMIE T B KT 5 7 Tl D | AR IR RS ISR S, LRI
Tl NS AT 5.

(2) EMERMTTDHHABRMAE

1) /MR VER 5.16,19,20
HREREY (7> b, AR, P0) ICRAKRE LT T A7 LZ, ADP IZX Y ElkEh
B i/ MRS & Pl L 72,

vk
7T AT VOVHEERIR L. BS-EOEINI W IMREEEIRIER 28 L, £ OERITKER S
WL DB L, EDsoffil 2.3mg/kg (Hilal$e5) KON 0.62mg/kg (3 HREKEHRE) Th-o7,

HEEAOKRE JHEREEOKS
(%) (%)
60 60
5 4 50 4 =
m 40 . m 40 - Mean=® SE
I I * pégg?
* % :p<0.
?;% 30 A T‘é 30 4 Dunnett's test
&= - -3 (REREDOLE)
= 20 = 20 n=5
10 ﬁ 10 4
0 Q
— 03 1 3 3 10 30 — 01 03 1 3 1 3 10 30
*EE#  TSRILL SaERS LI *E@E  ISRILIL SOERSLIL
IREEIE TRERIR Bk TREkiE
(mg/kg) (meg/kg) (me/ke/B) (mg/ke/B)
EDsfiE 2.3mg/kg 19mg/kg EDsofiel 0.62mg/kg/ B 6.0mg/ke/ B
Fik

Z v b (Sprague-Dawley, KM, 8 Mk, &#E5 B 077 A7 L VIR Gl L U CHERY : 0.3
~3mg/kg, KEH 5 :0.1~3mg/kg/H) L7 v v R 7 L UhifsE GESEESE & LT, HE#E : 3~30mg/kg,
FIERS 1 1~30mg/kg/H) ZHEFAKREG KO3 HENERAKE Lz, fofé&khb 4 REE#ICHMm L, ADP
L MR A E LT,
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)L
7T A7 VOVIRRESEIE ADP (20puM) AR /MR EESE 2 BRI L7 (Spearman @
FEBEMENT, P<0.0001), 77 A7 VVHEREEOMGIERIXRBEHTHY . &5 1 HHE~5 HE
WCEFIREBIZELE-H L, ZoMHIER RS 14 HA (H&&ES5-H) FTIRE -EITHFRE L
7=

ADP (20uM) EREIM/MRESRIZHT TS R T LIVIEEEIE O HIH] 4 F

(%)
100 —
80 —
Q=0 O FA—)L(n=5) a)(n=4)
J,I]E 60 — —8 TSR LR Img/ke/ B (n=5)
# d—b TSR L AREEIR0.3me/ke/ B (n=5)
5 *— FSR5 L JLIEEE 1mg/ke/ B (n=5)
£ 40 Mean=+ SE
=4 *:p<005
* 4 :p<001
20 Dunnett's test (3 bO— )L ED HEE)
Oh: ¥ 5T RATIZAIE
0 T T T T T T1TT rT 1117 T 1T T 1T T T T T 7 T T T°7T 4h:?§!543§ﬁﬂ1&|:;§“z
01 3 5 7 1414 15 17 21 28
(Oh(4h) (4h)  (dh}  (4h) (Oh)(4h) (Oh)  (Oh) (Oh) (oh)
BE®ESME(B)

Fik

H=o AP (HEVE, 4~6F, HEES M) 07T X7 Ll GFBEEIE S LT 0.1, 0.3 X0 1mg/kg/H)
Z1H 1014 ARKERAES U, BEa1 #5HMT R OBREHM%ZICEL L, ADP kU0a T —7 &
e i/ MR ERAE 2 JIE L7,

e }~ 5),6)

HA AfERERE A 23 BlicfalAmHESE LT T A7 L)L 20mg ZF) HICEE L, B HMOHE

FEH & 3.75mg/H % 6 B G L= & & i/ MREEEMGIER I/ MISTE o) 1, )

[l B G 1 IR 0 DM I EL L 7=, 20mg OFIEIAR I L 0 . i/ MO I ==
(IPA. 20uM ADP %) (%, #lEl B 1 REM%IC 34%., 8 REFIMZICHmIE 52% %/~ L,

MERR B3 5 IS RS E CHER LT-,

IPA > #EF5  (ADP20uM)

(%) (%)
(A 80 80
60 — 60 —
I
N
R 40 40 —
Bl I
£ p P
;;[-]I.]] A A
e 20 — 20 —
A
j 0 0
B —20 7717 T T =20 1 | T
&5 5 4 8 24 B5 4 8 BHRBRE"
BB 188 B B B THE W R
1858 % -1
) LD20mei% 5 i g ) MD3.75mei% 5.4

Mean=+SD
n=23
CBRRE RERSI~1581%

Bk
BH1BBEIZTZ A7 1L 20mg, %5 2~THBIZFZ7 A7 L)L 3.75mg % 1 H 1 EEAOEL Lz,

98



2) fumiz{E R 160,20
Z v RIS v > bR TV R OVESMIIC X 28k T VIZBW T, T AT LL
IR OEESICE Y HEICKS LTk z i L,

R v > FOORRETIL (S B)

7T AT VVHERRE (IR L LT 0.3~3mg/kg) (X, GBI MARTE R & HiH
L. 0.3mg/kg 7 HA B2 MHIERA NGRS bz, M=% 0.3, 1. 3mg/kg T. £
F21£9%, 32E4%, 69E3%THY, 7T AT LR O EDsofE (50% A2 H&E) 1
1.7mglkg TH o7z, KET VBT DT T A7 LvobiielEfiL. 7 A ) v L offfic
X0 Em s,

e {E A
(mg)
50 — T
*
40 —
*F
i -
g ¥ -
E Mean®SE
= 20 - * : p<0.05
X *ok *% : p<0.001
Dunnett’s test
10 — (RBELOLED)
n=10
0 — 03 1 3 310 30 (mg/kg BOBE)
B TIRILIERIE JOERT LIV REE
ED s fE 1.7mg/kg 11mg/ke

ik

Z v b (Sprague-Dawley., KM, 7~9 #in, K7E 10 §) (277 2 7 L oviEEstE GEBEEIE L LT 0.8~3mg/kg)
RO v v K7 UViRfet (R 2 LT 3~30mg/ke) ZHEHROKS Lz, ¥5 4 FrR%IC =Bk & 5
EIROMICRE L= v > M2 30 SBIIIEEZTER S, > v v FRICHE LR IS LA EE A
ELT.

FARMEETIL (BKREE, BRES) (Tv k)
7T A7 L (0.3~3mglkg) 1. HHEEOEIZEWILE NAZET 5 F TORMAZERE S
7=,

sz A
(5 . oyt
60 .
o 50
h ¥
2 a0
% 30
B Mean*SE
% * :p<0.05
@ 20 *% 1 p<0.01
H":-f Dunnett’s test
M R L OB
0- —_ 03 1 3 3 10 30 30 100 300 (mg/kg ¥OXE)
#HEBEE  TIRILIIL JOERSLLGRESE FoOEUUIEERE
(n=8) (n=8) (n=8) (n=8)

Ik

7w N (Sprague-Dawley, #EME, 8~9 s, &#E 84 1277 A7 L v (0.3~3mgkg), 7 1 & R L LEi
MstE (3~30mg/kg). 7 v 'Y UM (30~300mg/kg) # HERE NG L=, #5 4 W% ICSEIIRE
EXAP L, NREEET DI Lo TETHO MR Z R I, Bl S -mieic X & NHET S E
TORHEZRIE LT,
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3) WEEETILIZHIT B4R 192D
Ty FOFIEE T AUCBN T, 7T A VMERIE AR O 5T 5 & | DIEIEY A XA
DUty 7T AT LMIENBFIC LD | Ty bR OIRERIIEE 7 17 350 B
A XED S, T MRS 750 T T f (T2 i L7z,

mgHERETETIL (DHEEETIL) (SYh)
7T AT VORI DFRAESEY A X (BEEREI e A DEAEIR) A A E ISR SH s,

oo DEEEICXT H1ER
50

40 —

e

30

20 *k *k

ELERHIC B\ EER
*

xR 1 3 10
TIRTLINABBIE (me/ke BORE)

MeantSE

*:p<0.05 **:p<0.01

Dunnett multiple comparison test ( X B DR )
n=7

ik

7w b (Sprague-Dawley, HElE, &8E 7 ) OLFEEET M, 77 A7 VVIEREE GiEREER S LT 1,
3 KON 10mg/kg) #HEROKEG Lz, #5 2 K%, 7 v b OLEEAREIFER & 5 P O /i ik
HERHE LR Tr — AU 7L (20mglkg) ZEARNEES T2 Z LICL Y, MBREREFHR STz, LR
it 24 KIS T > b OB E R U, $RZE0E K OSSRk O R FE 2 B & L 7=,

REEHIREAEREETIL (TY M)

7> PRIBEMRICT 7 U UBRAIEAT D & RIEMEENRPAZEIE & PR BRI A2 £ L D,
TIAT VL NVET Y VEBEERSORIENS 11 BEEROHRS LR, REAOEITE &
WZARAE L CHEISHNSI L7,
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mizHREEETIL (Y k) 2D
T A7 L (10mglke) 1. BIFEY 1 R&H BB Sz,

ItEZEIZ X9 S5 H

(%)
18 —
16 — 13.9+1.5
T
114412
12
!EE} 10 - 8.4+0.6
E
-'j.
A 8 —
=z
6 —
4 Mean=*=SE
N * % :p<0.01
Dunnett’s test
2 | [€:5]::25: 20049
n=10
0

10 (mg/kg EOES)

xR TIRTLI
Jik
7 v b (Sprague-Dawley, MM, 8~9 s, 267~343g, &% 10 ) (77 A7 Lv (3 KO 10mg/kg)
AHERRORE Lz, &5 4 RefRIC, PRIMBIIRICREEE S L7k Tr — XX )L (20mg/kg) %
RN G5 2 LIk, MRTERAEE S, JCRS 24 BBICMARN L, IEW, Bk O 2E
B DIRTE L E /R L COMBEZED K& I Z2HIE Lz,

mMRKEEZEETIL (HIL) 22

i) HLmiz e

7T AT VOVIEERIEIY, 1mg/kg/H GEBEEILE LC) CTHRMEIIROBIFRZ A BN &
iz, Fiz. YIRIPAZEREMIZLLFO@EY Th- 7,

mmizER (FFER)

(%)
100 —
67.6
+10.6
80 — *K
48.8
+128
60 —
B
4
& 237
40 — 449 Mean=+SE
* * :p<001
T SteelDZ EHEEE
20 — (IR S LER)
n=8
0
— 03 1 (mg/kg/B)
*EERE FTSRAT LGRS
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iz fER (fDEIFAZERRR)

(43)
50 —
40 —
19.9
% 20 +88
B 13.6
% +6.9
g 20 —
i
5.7
10 +05 Mean=+SE
n=8
0
— 03 1 (me/ke/R)
Pofichd TSR LIVIEEEE

i) AR ZEC 39 H1EH
7T A7 VKR QEREREIE S LT 0.3 RO Imglke/H) (3. MMM AMEEZE A 2 A R TR
D ST EALBI DA T RIEEZ L O B E I 3V TR MMM ZE AR RS 2 A7 i S H Tz,

RIMERERE (A5 ST 545R

(mm?*)
4,000 —
26418
+4805
3,000 —
s i
i
I 2,000 —
= 755.1 Mean=®SE
* +2933 % % :p<001
| 000 b Lol RS R AT IR 5T
. (RHEBEOLE)
ﬁ n=8
0
— 0.3 1 (me/kg/B)
Poiizhisd FSRTLILIEEIE

ERALRI D E M M RNAEE IS S 1ER

poyiihisa 7Z 27 1L 0.3mglkg/ H 7'Z A7 LV 1mglkg/ H
FEER (mm?) 1742.9+261.8 592.4+256.3* * 209.6+139.4%*
AE (mm?) 304.6£109.5 27.1+18.1* 10.7+7.0*
8 (mm?) 594.4+232.8 135.7+31.6 112.9+48.8

Mean+SE, n=8

* P<0.05, k% P<0.01, ®HPERE (AR S) & okl

Pk F AU PH IR ¢ A
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PSS AR I L T 0@ Y Th -7z,

H I R AEZE (2 xS B 1E A

(mm®)
200 —
107.0
+553
150 —
H 5
i}
&
i _
1& 100
=
i3
8.9
0 et ﬁ
— 03 1 (mg/keg/B)
Pyliich:d TSAGLILIEREE

i) MEERRAQTICHT HEE

7T AT VOVHTRE (EEBERR L & LT 0.3 KUY Img/kg/H) 13, #RUERA =7 (B8 =4
BB S8 7o, FHIRE B BIOMT T, BRkbEE. MR, EER & OFHHEROFEB I
BOTHARBICHED SET,

ARERRA I TS H4ER

poyiihisa 75 A7 1V 0.3mglkg/ H 7Z A7 LV 1mglkg/ A
R 7+0 3+1%* 2+1%*
R 941 3*+1* 0+0**
HEH)R 11+2 5+2% 2+ **
AR 7+1 3+1%* 2+1%*
&t 33+3 14+4* 6E3**

Mean+SE, n=8
* P<0.05, k% P<0.01, ®HIERE (AR S) L okl
Steel D% H LB IR E

ik
H=7 A4V (HEME, 4~T7F, KRESH)) (7T A7 VOVIERHE (WEEHER E L C 0.3 X Img/kg/H) % 1
H 1|3 HMKERDES L,
&P G- 4 efEIf2 1, R I CIRIE B 2 bR, IR Z R L. PRINENIRICRR 2 BE LeRkigtr — X
Ry HNV (20mglkg) ZFRNE G T2 2 L1k, MREEREFHR Sz, CHRKBAE 1 RS MBIk
DM ERE L, AR & LTl oG L ORI FAZERERM 2 B 1 Uiz, JEMS 24 Kef# 12 Kito
DO E N L0 ARAER &M U2t AR U, SALBIN i R RS & E L=,

a) Kito G, et al. : J Neurosci Methods. 2001;105(1):45-53
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4) ADP Z&4K (P2Y1,) :ZBIRMEDIREY (/n vitroiBR)
R-138727 1Z. CHO K-1 #ifa FICHBL S 7~ b P2Yie /A ~D[3H]-2-MeS-ADP OfES %
BRI OIRBEIKTE L CRE L, 20 ICso fEIT 2.5uM THh -7z, MRS2179 (X 110uM £ TP
RETIE P2Y e S RE~DIER 2R &7 o7, —J7, MRS2179 1%, t b P2Y1 Z&MRITXS
75 [3H]-2-MeS-ADP # & % 50 JIZBHE L7223, R-138727 1%, 100uM £ TORETE ~ P2Y)1
SREA~OREG ZHE L2 o7,

CHO K-1 #BRE EICFIR S B 7= P2, REMANIL P2V ZRARICH T S ESHEEHER

P2Y., 2K P2Y: 24K
(fmol/10°cells) (fmol/10 ¢ cells)
1,000 400
800 —
P .7/ o] — 300 Qj/h‘—*'v_/
= & 74,
[ [ ",
N N .
I 600 it
) & 200 Q
N g g Or=:0 MRS2179(n=3)
o 400 - o ., @8 R-138727(n=3)
T T O Mean=*SE
0] () .
= = 100 *,
& 200 =3 k
= O+ ++O MRS2179(n=3) = o’n,
—@ R-138727(n=3) .O"'o
0 Mean=+SE 0 - "t 0neQun0
I//1 [ [ I I A I [ I [
0 001 0.1 1 10 100 0 001 0.1 1 10 100
RE(UM) RE(UM)

ik

R b P2Y1 BB LN F P2YZAEEETNENT ¥ £ =— AN AZXF —JiHK CHO K-1
M RICRB S, 77 AT L UVEREETR Y R-138727 (0.030~100puM) # ¥R L., ADP &A%t
T DY Y R TH 2 [BH]-2-MeS-ADP O FIRICK T 24EEZHE Lz, £z, B P2Y 1 ZA K
Fi3ETdH 5 MRS2179 (0.033~110uM) Z%FHEIEL L THV,

5 FMHERBEMOREER (/in vitroiRER)

7T AT UOVIREERTR L. AN TR R-138727 (24N S ksh A2 R B4 5, R-138727
O ML/ NEEEIHIVERNIZIE M CTH 5 Z AR ENT-, £72. R-138727 1. ®KITRT
KO 2FDOAFIRFEEHT D720 4 FOSARFEMERD G > T\ 5, R-138727 AT 5
4 FEDOSLIREMEA R-125687, R-125688, R-125689 K TX R-125690 d t I/ MiEEEIZ kT 5
TER Z et L7 3. ADP Ak i/ MR EREE 2 IR EE AR AR il L7223, ICsofE (ADP 5uM)
ITZNZE R 83uM, 150uM, 2.2uM KON 0.39uM T, R-125690 2 biEVMERZ /R LT=, 7
T AT VOVIE BRI I TA RN T R-138727 1A S THRN A B L, £ DI D T {KIX R-138727
ZRERRT D 4 FEOSNAKREMERD 5 5 R-125690 & & 2 b,
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TSR UIVIEEIE LR RSB R-138727 oEER

F F

O q b

%k k
H,c J N/; HOOC™X N: %
0 | o - HC )

S HS 7%
7T R VIVIRERTE EEREY
(R-138727)

Sulfur-bearin: Benzylic
e ulfu ing zyli

position(a) position(b)

R-125688 S R

R-99224 I:
R-125690 R S

R-138727

|: R-125689 R R

R-100364 I:
R-125687 S S

1) R-138727 13X 2 FEOARFIkFE (ka L U%b) 2HT 5720 4 FONAKEIERN SR D

(3) 1ERRIE - Friukefd
E IR E ]
< rT—%>

b MZET 2 M/ MREEEMEIER I DWW TIE TVL2.2) 1) il MER B R 238,

<#gMT—45>

7T AT VOV QEEEEAL & LT 3mglkg) & T v MIHERE ARG LR T, 51
IRp )3 C i/ MREEEIIHRIE AN RIS E R R & 72 0 . £ D% G 12 Rtk £ TEM R L 7.

1F PR FHiE R Pl
<#gMT—45>

7T AT VIR A X O U 14 BEISAER S L7288k Cld, il MREEEE I E FH 23
PRI L, EFIREICE U2k, BEGWIMAE L TRl Lz, BRI T%, /MR

BEEEREDN SERICIE T 21213 7T A ZE LT,
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VI. E¥EhseIcBi9 518 H

1. M REOET
(1) AE LA MR
TR L
(TVIL L (R BB CHERR S 7= A ) B

(2) ERREABR CHER SN~ RE
7T AT L IUERR O BRI TESOMNITEH S D T2 | USE RIS ARRI DR LRI ST,
TEPERHM R-138727 0D A il B A0 L 7=,
BEERA
1) TS RYTLILEE 5.0.23)
R NS B 1 HEIZT 7 A7 L)L 20mg KOS 2~7 HEHIZZ 7 A7 L)L 3.75mg % 1
H1ERRO#%E Lz & & OIEMHEHY R-138727 O MAE T A HER N OSSR Eh i S5 2 — Z 1%

RDOLEBY THoT,
20mg ;58 (%51 HE) OFEMEKHEY R-138727 O MRHREHR
(ng/mL)
300 —
Mean=*SD
250 23
200 —
1
%
B 150
b3
E
100
50
g
T I I I I T I
0 2 4 6 8 12 24

5 &R (hr)

3.75mg e 58 (%57 HH) DEMERHEY R-138727 DMBHIREHR

(ng/mL)
50 —
Mean=+SD
n=23
40 —
Mm 30 —
#7
®
=
B 20
10 —
0 —
T T T T T T
0 1 2 4 6 8

5 &EER (hr)
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EMEAKHY R-13872] OEYERE/NF A —4

&,q_._g‘ n Cmax Tmax AUClast tie
= (ng/mL) (hr) (ng-hr/mL) (hr)
20mg + + + +
#51HH) 23 177.1+296.3 0.6+0.2 185.1+66.5 4.9+5.8
3.75mg 23 29.2+15.5 0.6+0.4 26.3+9.2 0.9+04
5T HA) 2%15. .60. .39, .9%0.
Mean+SD

Comax : @ ML PIREE  Tonax © fcrm MAE IR EEREREH] AU Clase 1 € B P REZRSORRE AL 7C 0D LA P BE—MRrH] Al R T v A
tue © FEAAR DI R

2) TSRS LILOD &2

TERERR AN BT Z A 7 LV OD $E 20mg 188 UK 72 LUK TIRA) XX 77 2 77 L LEE 20mg
*11 8 OKCTIRA) %2, 7 7 A A — N—]ECEERFREIRR O # 5 LT & & IR R-138727
O MAEP IR RS L O ENRE N T A — X &bk LTz, 77 A 27 L /L OD $E 20mg % /K72 LT
fRA L7z & & Cmax 2 DY AU Co-12n D 2 fie /s 3 I D He O 18171 90% 5 FH X [#1% 0.80~1.25
DOEFNTH >7-, KTHRHL7Z L =X Cmax LT AUCo-12n D 8 e/ e FEIME D Hi 0.90
~1.11 OFPFHANT, 2o, WHRBR ClfAOEHZEETEL L Tz, Lien->T, 77 &
7 LVEE 20mg*l & T A 7 L L OD $E 20mg 1T FRIIC RIS TH D 2 & DR S iz *e,

20mg B EIFE QRS RFOFHEKHEY R-138727 O MBHREMERE (ZEF)

0D £ 20mg Z /K% L THRA 0D #& 20mg % 7K THRA
(ng/mL) (ng/mL)
400 - 300
=o= OD&E20mg (7K%L) (n=24) =o= OD#E20mg (FK#HY)) (n=24)
o= §E20mg (K #HY) (n=24) 250 —= £820mg (K HY) (n=24)
300 - Mean=*=SD Mean=SD
m m 200
57 7
f 200 - 150 o
= b3
3 = 100 H
100 H
50
0 - —C) 0 O
T T T T T T 1 T T T T T T 1
0 2 4 6 8 10 12 0 2 4 6 8 10 12
B 5 &M (hr) B 5 &R (hr)

TSRS LILOD &g 20mg (KELTIRA) XIZTSRTLILEE 20mg OKTRA) ZEEZFEOR
S0 EMHAR B R-138727 DEMENRE/ NS A —4  (Z2RERE)

&E‘E n Cmax Tmax AUCO'IZh tie
= (ng/mL) (hr) (ng + hr/mL) (hr)
OD#$£20mg n + n +
(k72 L CRREA) 24 244+84.8 0.733£0.354 2756+50.3 4.11£0.830
§£20mg + + + +
GRS 24 258+113 0.729£0.194 280+63.7 4.02£1.09
Mean+SD

TSR LIV 0D 6E 20mg OKTHRA) XIETZRT LILEE 20mg OKTRRA) Z#HEEOREE
DEMEKBHY R-138727 DEYERE/ NS A —4 (Z[EK)

j‘ﬁ"ﬁ—g n Cmax Tmax AUCO-IQh tie
= (ng/mL) (hr) (ng * hr/mL) (hr)
OD#E20mg 4 " + +
OKCHR ) 24 218+91.2 0.5683*=0.374 230*=57.7 3.95+1.13
$E20mg n n " i
Ok CARIR) 24 223+£82.0 0.816=*0.309 2341+46.4 3.9610.921

Mean+SD
Ciax : B A MBEFIRE T : e MR EREERR AUCo10n @ % 5-BA1A 12 FERIH% F C o M b B e ghl T mfd
tue 1 FEARAH DT IR

k1 2019 AECARGEH1E, 2021 4 3 A K B TROBH E IR AN T L7,
%2 AEMZEORSMERBRIT. [THEERLOEYENRERRRT A BT 4 LV EO—FkIEIC>WT) (F
i 24 £ 2 ] 29 H KA 0229 4 10 B) BIUHE 4 FIJEN T2 2 K DBIND 7= 8 O AW FH [R5
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WHEBRAA T4 0] RO TTHRBIEEGOEDZFRLEERBRATA KT A EO—FHEIEIZ W T (F
f% 24 4F 2 A 29 HIKAFRAF 0229 4 10 5) P 1 BRERLOEYZOFRIENREBRITA KT 14 ]
\ZHE L CHE i L7z,

3)
TR L
@) BF - fAKOEE

1) BEOEE
fERERR N BME 28 BT T A7 LV 20mg & 7 1 A A —/N—{E | T ZEE R ) VS AR A A 15
BICHBEIRORSG L7z & & OEHEAEM R-138727 ORppdEhRe X, ZERCITR%KG LI
B2 L C Cmax 2549 3.3 fEICHIIN L7225, AUC ICBEE 23813380 b o 7- (TV.5.(2) 3) &

H PK R (CS0747S-A-J112) | &HR),
TEERVSEREBEREZ TO 20mg HER5EFOEMERSEY R-138727 OmiZhiEEHRS
(ng/mL)
250 —
o—o = B BIEMZIR S (n=23)
e TEREEE R S (n=23)
200 — Mean=+SD
m 150 —
3
o
=
B 100
50 —
0 —
| | | | | | |
0 4 8 12 16 20 24
& 5 % B5RE (hr)
EERFEVCSEIEENZERRORSEOE RSB R-138727T DEMBFE/NNS A —4
N e - B BB UL % 5
RTA=F (n=23) (n=23)
Cmax (ng/mL) 168.887 (45.2) 51.214 (57.6)
AUCosh (ng * hr/mL) 167.427 (29.7) 129.748 (36.6)
AUCoins (ng * hr/mL) 170.410 (29.6) 146.380 (57.0)
Tmax (hr) @ 0.500 (0.25~1.00) 2.000 (0.50~4.00)
tuz (hr) 1.835 (51.1) 1.357 (80.6)

a) R (e IMIE ~fc KA
AUCo-sn : $5-BtA 8 WEf% F T oo i B i B —W5 R EhAR T A, AUCo-ns :

AATEfE (GRAT CV%)
A BR SRR [A] 2 C oD 4 o P — e ] R T TR
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2) BFREOEE
<HEAT—2>
D47 baFrJ—ILEDHEEBEER 29
7T A7 VR & CYPSATHEARITH D7 haty — L OG-z W THRET Lz,
fERE R N 2RI, #5451 HABICT 7 A7 LV 60mg (WlRlAm &), &5 2~6 H
HIZ7 7 A7 VIR 16mg (MERFHE) 2 1 B 1RO #EE L, 7 badh Y —uidbf
3 HATEY 1 H 400mg 25 Lic, ZORE, IFHERGICLY, 77 A7 LVERREHR
b & bl U CIE AR R-138727 @ Cmax 13 60mg 2 Y 15mg #5-THJ 46% K& UV 34%
IR L7225, AUCo-24n ~DEITFRO SN2 o T2, Fo, M/ MREERHIZR (20uM ADP
) 1% 60mg KON 15mg HHREOWT I E 7 Y — LFIC X 2 R8IEERD B ns

7,

TSR UVIERIEERIEEERUY Fa+ YV —ILGAREROF S R-138727 @
EMENEE/INS A —4A

7T A N b s L
. v VYRR .
Py ~ TIATVN | T T AT VAR STTEIE D b
" RTA—H YRR HM +7 haFy = -
MR - _ [90% E4EIX[H]] »
g (n=18) (n=18)

£ty
Cmax (ng/mL) 465.4 252.8 0.54 [0.45~0.66]

60mg | AUCo-24n (ng*hr/mL) 452.5 402.6 0.89 [0.80~0.99]
Tmax® (hr) 0.50 0.51 0.00* [0.00~0.50]
Cmax (ng/mL) 89.7 59.6 0.66 [0.56~0.79]

156mg | AUCo-24n (ng*hr/mL) 91.0 97.1 1.07 [0.97~1.18]
Tmax® (hr) 0.50 0.50 0.00* [0.00~0.20]

a) AUC KT Crmax DRI Z 78T 90%EHEKX MO FRIEREREIX, T 0.8~1.25 X (1 0.75~1.33
b) Tmax 1T HFRAESUIHRAEDOZEE (%) ZRT
AUCo24n : $25-B%A 24 R4 F C oo Ml cpifie fr—B R s i

@UI77vESUEDHEEER 20
7T AT VKRR & CYP3A, CYP2B6 OFFEAITHL Y 77 v BV EOPfFESIZo
VWTTRRRT L7,
TR AN &5t 8lc, #5 1 HEICY S 27 LV 60mg (WA &) . #5 2~6 H
HIZ7 T A7 LV 10mg (MERFHE) 2 10 1EEAKRE L, V77 ey it
8 HRETL D 1 H 600mg Z#5- L7z, ZOfER, JFHEGICLY, 77 A7 L VIERRIER
e G- & i U CIEMEEY R-138727 O I BN fE K OV /MR EEEEHIHI 28 (20uM ADP L)
BT D b o T,

TSR UVIERIEERIEEERVY) 77 Y ES VHAREROF S R-138727 @
EMENEE/INT A —4

7T A N N .
il BEDAL PR S | 1) | A RO
MR (n=30) (n=29) [90% 15 X 4]
w5 &
Cmax (ng/mL) 362 368 1.02 [0.856~1.21]
60mg | AUClst (ng*hr/mL) 431 417 0.966 [0.898~1.04]
Tmax® (hr) 0.500 0.520 —0.02* [—0.250~0]
Cmax (ng/mL) 44.1 38.9 0.883 [0.747~1.05]
10mg | AUCast (ng*hr/mL) 48.1 48.3 1.00 [0.933~1.08]
Tmax? (hr) 0.500 0.500 0* [0~0.470]

a) Tmaxbi*%'fﬁﬂ‘i'#%'fﬁ@% (*) é’i—\"?‘—
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RSV TSY—ILEDHREER 2D

TIRAT VNIRRT a NURCTERTH DT ST — v EOGFHEEGIZ DN T
Bt Lz,

fEFER A, 7Y 7TV =1 30mg% 1 H1ETHMKRO®HESE L, THHICT A7 1LL
HEEEE 60mg Z0F G- Lz, ZOREER., fHHREICE D, 77 X7 VR B 5 &
Eeifgs U CIEMEACEM R-138727 @D Crmax 2359 29%K F L7223, Tmax. AUC ~DEEITZED &
NipdoT-, Ei-. M/ REREMNHIZR (20uM ADP i) ~OPHHIC & 2 838D b
Mol

TSRTUVIEBIEEREEHRUS VY TS5 Y —ILHRRSEOEER B R-138727 @
EMENEE/INS A —4A

0 — N Lo B 7 X g I/ I/iﬁ ﬁiﬁ %%
R 7527 s | 7 207 DR BT DL
(n=24) _ [90%{EHEIX[H] @
(n=24)
Cmax (ng/mL) 570 406 0.711 [0.622~0.813]
AUChast (ng * hr/mL) 589 511 0.869 [0.823~0.916]
Tmax® (hr) 0.5 0.509 P=0.342*

% : Wilcoxon DOFF S NENLFIEE
a) AUC KO Cimax ORI EME 2T 90% X WO FRIR EHPHIL, £1E4 0.8~1.256 X1 0.75~1.33
b) Trmax (X H YA % 779

@S =ZFTUEDHEEER 2

7T AT VIR & He ZBIREEHAICH D7 =F Vv L OB EIC O W TR L 72,
fEFER AL, 7=F 150mg % 1 H 2019 HERAO&KE L, 2 HHRICT 7 A7 LLViERE
5 60mg (FEIEfMTHE) ZHEEEREL 3 HE»S 9 HH X T 10mg GERFHE) 21 H 1
EIOFR#EE LT-, ZOfEE., PEHHEG T, 77 27 LV EMEE S L Fl LT 60mg
BB W TIEEREHY R-138727 @ Cmax 259 14%{K F L7228, Tmaxe AUC ~D 2GR
b oo T, 10mg # 5 TlE Cmaxs Tmaxe AUC ~OEEIIRD Lo Tz, iz,
/R (20uM ADP Eifd) ~OOFHIC X 2 EITRD bz o7z,

TSR UVIIVERIEEBMEERRUVS =F O U HARSROFEAREY R-138727T ©
EMBENT A4

7T A e U
HE R (n=23) (n=22) [90% 15 #E X i ]
e 5B
Cmax (ng/mL) 470 402 0.856 [0.704~1.04]
60mg | AUC1ast (ng*hr/mL) 511 460 0.901 [0.835~0.971]
Tmax? (hr) 0.50 0.50 0* [—0.25~0]
Cmax (ng/mL) 77.6 79.4 1.02 [0.894~1.17]
10mg | AUCust (ng*hr/mL) 73.0 71.8 0.983 [0.931~1.04]
Tmax® (hr) 0.50 0.50 0* [—0.20~0]

a) Tmaxbi*%'fﬁﬂ‘i'#%'fﬁ@% (*) é’i—\"?‘—
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®IILT77) v EDBEER
R A, V7 7 U 15mg ZHEHRG L7z, 14 HEO U+ v =27 v Mk, &5
1 HBIZTZ A7 LVIEREE 60mg (FIFEIAMTHE)  2~11 H BIX7' 7 XA 7 LV 10mg
(EFFHE) Z1H1EROBEEGL, 56 HE (MEREHERES) (VL7 7Y 2 15mg
BB L, TR UAEREL UL 7Y L oRICEY . Ur7 7 U o INR
(international normalized ratio) K71 ko v Wl (PT ; prothrombin time) -~
DEBIIRO LN oTe, —H T, 7T AT UOUVIERIEFME S LT, JFHES 12
Je O 24 B CIEH MR R TH - 7243, 48 Befi] & TR HIM A AR L7z,

D7) VERBEBSBEVC TSR UVIIEERIEETILD 7)) D HRABRSHEO
INR U PT DEAFINSA—4

] LI fE

_ PE—— s TSI D B

/\07%*‘& 77%7 I//Viﬁ@kiﬁ 10mg S -
+UAT 7Y 15mg V77V 1bmg [00%(E <]

(n=14)
(n=14)

INRumax 1.40 1.38 1.01 [0.942~1.09]
PTmax (7)) 18.8 17.8 1.05 [0.972~1.14]

INRmax & O PTmax @ [RIZE1M: 2779 90%15 #8 X [ O F iR E#iH I 0.8~1.25

TR UVIERIEBEME SRRV TSR VIGRIEE DL D7) VHRAREEOD

H 1 B )
HA LIRS 00 ST E D L [90% (31X ] © b [90% (5 #X ]
Wi | 75 2/ LB 10mg+ VL7 7 U v 15mg | (T A7 Lkt +oL7 7Y y) | PlE
(n=14) S B
e H-ai 1.50 [1.32~1.71] — —
12 1.47 [1.29~1.66] 0.974 [0.815~1.16] 0.804
24 1.71 [1.51~1.94] 1.14 [0.951~1.36] 0.235
48 2.04 [1.80~2.32] 1.36 [1.14~1.62] 0.005
A FFE Ok = Wil &5 1 B B o& 510 H iR Wilcoxon DFF = NERLFIfR &

b HET: #5 6 AED T T A7 L VIR 10mg+ Vv~ 7 U 15mg & 5-/i
(55 HHDTS T AT L )OEREEME 5055 24 BfE#)

) AROKBHET, BREFESIVEZAN (PCI) 2@ S 42 im0 E TR AR & 20mg,
MEFF MR 3.76mg/ H . MMM E RS (KM 7 7 v — Ak X3/ i O ZEICHE D) % omEIi
HTi% 3.76mg/H TH %,

2. EYERER/INTA—4
(1) AL
J Ay s— KAV RETIVICTRNT LT,

(2) RIRNEE EH
7T AT VOV A ZE MR IR DR G LT & & OIEMEGEY R-138727 O Eh@iE HHC &
ZWIGHEFE S (K12) 1355 8.84hrl Th o7, BHEEE T, ZEIERHE S & LT K12 135
62% KM Th o 7= (RHEMISEMEhREMFATIC X 2 HEER) .

(3) HEREEH
WEHERR IS 7 2 7 L VI 20mg % BIEIRE A5 L7 & & OIEEH# R-138727 Dl %
HEEETER (JEOTEIE) 1349 0.200hr1 Th o7z,

@ 275 2RA
RMER e L

(5) ST
AR L
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(6)

Z 0kt
R L

3. B&EMH (REaL—Lav) @

Q)

(2)

BT AE

Depot = > 73— bk A 2 A~OWIIZIF 0 JaEFE  TEMEAEH R-138727 IZIFEER 1. D R-95913
2> B O & WIELEE/H 2B L LRIERERE LD -3 /3— h A FET L, R-95913
W21 1T R, IR 2D 2- 3 /= M AV NETVERE LT,

NG A—REHER

RHEE SR Eh REMRAT O %P Gk BRI E, M PN i & P B b G & Uiz 1 5kBR, BRI fr g€
JERE Zxtg & Lz 2Bk, PCI ZJifT D ACS & x5 & L= 1 3Bk, A0 EEIR
WART > ME#EZ BT 5 8hREEEE 258 & Uiz 33l L O BRE 2 x5 & L= 83
BRCdh D, HIEIHFERFCAELEE U7 REERISRMBIRE ST 7 Uz, 1BV MR ZEE B e OY
o L i A e o R A P S S N L T BRI BR T — ¥ BN L CE T V2 BT L7, IR E T,
7T AT VORI 5% O S TEEHTY) R-138727 IR FE ORRFFHER 1T e b K& W%
RIF+HIERELE 2 Shiz, R-138727 ® 7 V7 7 A (CL20) IXMAEICIFIFHGI L, KIAE
WEBRE I IR EARERE L 0 & CL20 WM& o 72, £72 KHEIX R-95913 7 U 7 F > A (CL32)
KOGHERE (V3) & HFEENH 0 | (A EERT XS ERRF L0 b CL32 XN V3 MK
Molo, (KE 40 KON 100kg OMRIMEFRERZIZT T A7 L)L 3.75mg ZHE G- LIz XD
R-138727 ® AUC 1% AT 60kg DO M FEEFBH & g LT, £ £ 36.8% L5 KT 35.7%
BT L7z, ZhExhs LT, KE 40 XU 100kg DMIMEEEBREICT T A7 L)V 3.75mg %
5 Uiz & & OEFIRRERF O TPA OB ERHIEIX. AHE 60kg OiMIM EEEEE Ll LT, %
NZEIN 14.1% EFH KT 26.6%IK T L7z, L, (REIC X 2 EYENFEDZENfE 5 I FHIEIE
DOZERT, M E R EBEBE TCOIEIVFOWRER OO >XOFBENTH H, £72, R-138727
DOETE (EHIRERD AUCw) EFIC L » TEHMMEA Ry FEHENCC AT 00D,
AHIMPEA R Mo U TRIRE (50kg LAT) 13U 27 K+ TldkhoT-,

L7e3> T, REIL R-138727 OIEWENRBIZES 5705, PR OB A~ MIxtL
TRERFELZRIFZET, BANERODLETIHRVWEEZZDBND,

FEIE R-95913 D27 U 7 T v AR OVGARRFRIC B Z AT T 23, R-138727 D HYEHE/ N T A
— TR BT S Te o Tn, IREDAANE R D EPH T, 4Fln 75 mLl L& O 75 A o
WeBRE T D R-138727 DEFIFERED AUCtau DA ICEHE R 72 TR O LT, T AT LIL
HEERYE P 5% O AT R-138727 IR K OE ) DORRGFHER I Z AT T M O EIX DTN TH
ST, Fiz, & (75 Ll E) X etftEA XY FRIO U AT N TERhoTz, LR
T, FiniX R-95913 OFEYEREIZEET 573, BIKHERITIRVWEBZ 6D,

7T AT VIR DWW, 22BN T RGBS CEE L-, B%RE T, 228
e 5 & b~ R-138727 DWRINEFE B4 K O R-95913 DWRINEFE EX MK T ¥ . Depot
T RX—= KAV D O RN B o T2, 2 b—ra OSSR, 22K L g
LC, BRHKETOD R-138727 @ Cmax 1359 40%1E5 F L. R-138727 D Tmax [TLC0R4E L 7= (28
JEF 5 0.5 B[, A% 5 1 1), R-138727 @ AUC 3B FDEELZ 19, Z2iGrik
HROBE#HEEGETORJZLZORGHBDEITDOT N ThHolz, LI > T, BFEOFE T
R-138727 O¥EWEN BT D7, 7T A7 L)L 8.75mg #5144 O i MR EEEMH L~z
REREZALCIET, BRERIZIBRWEBZOND, £DD, TI7 A7 LI VEREEITZE
JERF U BRI G5 TRETH D,

R-138727 K (X R-95913 O FEMpdEhREIX, PERI, FTHERE. BFFERE. BUEEIE, 7 AU PFHO
A, JHEE, WONZ CYP (2B6. 2C19, 2C9, KON 3A5) Oi#fn -SRI X v BE 2%
ZAT o T,
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4. RN
<HBEAT—%>

7T AT VORI A AR ER A IR O L2 & 2 OWIRIT. D7 < & 79% Th - 7= (TVIL7T.

PRl 28,

NAATRASE YT«
<#g¥YTr—42 (Svbk) >
Ty M T AT VLA ERAOBE LUZBRO R-138727 OHat/SA T XA Z U T 13K 25% T

ot (EMHEAEY TR S LTz & &0 R-138727 @ AUC & DE#IZEES <),

5. 9%

(1) Mm%k —AxBEPT@@ s
[VIL5.(5) % DML OFKR~DBATIE] &R

(2) Mm%k —RREEREPT @@
<gFMT—32 (Sv k) >
MR LR IS KOVI8S HEDT v b (£ n=3) I 14C-7"7 A7 L)L bmglkg % H[nlfk O

BehH L., &5 1. 24, 48 K ICB T 288 K OV

NFZOFH 7T T 4B DHE LT,
51 K% BT 2 IR R O GERE IXBE O M P IRED 0.3 (FRRETH Y . ZOREIX

5 48 BRI I2IE 3~4%F TR F L7=,
oMk @i 5 Z AR ENT,

"-TSRJUIIERROBESHOKREICE T HEBPHRAEEERERE (Sy )

L
alie

DR, P RERR L & E B s A —

DFERME . T 72T LAAOREWIE. DT

HHHEEIRE (ng eq. of 77 A7 L )L/g tissue)
fikiis 13 HHE 18 H H
lhr 24hr 48hr lhr 24hr 48hr
BHE | ik 3,680 (1.00)| 436 (1.00) | 252 (1.00) | 5,663 (1.00)| 539 (1.00) | 250 (1.00)
EVIN NS NS NS 205 (0.04)| 202 (0.37) ND
FLIR 1,584 (0.43)| 131 (0.30) 92 (0.37) | 3,276 (0.58)| 620 (1.15) | 259 (1.04)
DRE 3,360 (0.91)| 292 (0.67) | 102 (0.40) | 4,379 (0.77)| 324 (0.60) | 113 (0.45)
NG 2,197 (0.60)| 205 (0.47) | 139 (0.55) | 4,051 (0.72)| 361 (0.67) | 119 (0.48)
Fu 2,762 (0.75)| 330 (0.76) | 167 (0.66) | 4,034 (0.71)| 308 (0.57) | 159 (0.64)
YiE#ER | 239 (0.06)| 45 (0.10) ND NS NS NS
fER | ik NS NS NS 1,795 (0.32)| 131 (0.24) 46 (0.18)
Jii NS NS NS 1,114 (0.20)| 62 (0.12) ND
Dol NS NS NS 1,453 (0.26)| 115 (0.21) ND
& NS NS NS 1,647 (0.29)| 125 (0.23) ND
Jiti NS NS NS 1,580 (0.28)| 97 (0.18) 34 (0.14)
Jiks NS NS NS 1,869 (0.33)| 324 (0.60) 82 (0.33)
ND i faskcucn
NS SHlEET

TR OFAEIE, BIBIM O MR 2 Rk IR EE o b

Q) Eit~DFITIE

<#WT—42 (Svhk) >

FHHDOT v b (n=3) 1T UC-F T AF L)L bmglkg BB O#KS L, #5451, 2, 4, 8, 24,
48, 72 KEEIRIC BT DA P O RERE 2RIk T L — 3 UEHIREIC LV JIE LTz,

B 5. 24 WEH E TORSTRE DA HFIREE & mAERIRE DX 1.72~4.78, # 514 48 Kf#TlX
0.58 T > 7o, BETRED N IIZ I T ~ b O ¢ 9.5 FEf, M4 T 18 BFfi TH - 7=,
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(4)

()

BEAOBTHE
BB L

Z DD~ DIBITH

<FPHEBNEET—2 (Sv k) >29

T MCUC-F T AT LIV HEREOEE U2E . Mk O REIR A 132 < ok TR 5 1
eIt I i@ EZ m L, B, /D, IPIR. B OERE CIih £ 0 & @V O B RE R B 450
Wi, TBITA, Bh 72 FEE%E TIEHRE L OCKEIR T S MR+ £ 0 & @V aeR &
ZiBiz, OO TIX, Mg & RRENZNL T ChoTlz, £, KEREG LEHE.
#5514 H BT~ HNTIE EFIRIEICE LT,

"C-TSRY LIIVERRORSHOMBHPHRSERERE (Sy k)

P JHAHEIREE (ng eq. of 77 A 7 L /L g tissue)
lhr 2hr 4hr 8hr 12hr 24hr 48hr 72hr
IR 2,411 1,417 1,161 922 673 304 271 165
K 189 104 140 49 27 20 23 11
/NI 198 53 111 34 53 13 3
HERH 201 90 147 60 35 20 11 6
i 127 81 111 55 43 18 54
iR 776 646 434 514 282 304 211 60
R EK 99 45 74 14 13 0 0 0
NS — iR 1,320 508 424 339 197 158 54 31
CIRINI 2,392 1,883 1,290 1,384 1,053 808 400 244
TR 1,190 508 442 304 152 84 80 54
TERY o 674 348 355 241 200 36 31 79
ik figt 637 269 245 167 96 77 71 54
Lol 1,295 634 503 399 215 123 89 62
fifi 2,445 1,575 1,245 948 519 360 243 162
JiF ik 17,308 8,578 6,326 4,577 3,046 1,708 997 744
T Mk 6,648 3,371 3,456 2,116 1,298 762 560 497
BB 2,312 968 761 612 372 210 151 108
JI i 1,106 522 498 715 205 141 86 68
R 1,329 676 742 411 215 141 74 23
RERSS 393 211 276 164 43 46 23 9
ra gl 1,190 646 387 347 157 107 94 111
RN Y N 1,638 834 692 907 721 181 109 99
B 658 286 274 181 114 79 31 31
KERE 124 247 113 146 69 28 9 48
e 1,011 553 450 279 173 110 89 111
B 1,032 421 505 393 306 169 74 34
KRBk 2,825 1,667 1,311 629 729 821 331 491
S 532 244 200 135 98 56 40 37
KB BR 943 334 361 258 152 82 40 37
ATSLAR 1,369 516 484 359 154 146 120 57
FH3E 964 744 590 477 271 184 114 62
Q3 1,156 929 671 457 303 289 154 45
A 2,955 806 645 2,484 497 348 137 82
NG 16,511 | 14,346 | 16,926 7,819 | 10,319 1,253 1,005 889
B 1,378 8,042 | 18,190 | 18,198 | 12,065 7,160 1,131 1,206
i 374,623 | 176,484 | 94,108 1,174 12,411 13,155 5,614 1,053
Mean n=8
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(6) MIFEBHE

4%t Hﬁuﬁ T7 2 (HSA) (ZiEMEAG R-138727 % 100 KO8 500ng/mL D2 E T
L. BB OEIC LY HSA (2 2 1EMEAHEY R-138727 OEBAMAREHE I LR, &Mt
) R-138727 Db MMLIET VT 2 kT DA RITEEE & 15 98% Th - 7=,

6. X

Q)

(2)

R BTER AL B UM R R 20

OG- SN T AT VOUVERIEIX, /DGR TE RV RFI NV RXT 7 —BIZ LD
M2 R-95913 IZAREH S 4L, & B/ L ONTFIERO Y REHEEE F 7 v —2L4 P450 (CYP) (2
K0 S, IEEREI CH D R-138727 NERT D, in vitro B BR) S R-138727 ~D1X
#ZIE, CYP3A LN CYP2B6 D F7- 5855 & LCRAGT A5 Z BRI TNAS,

TSR LILDOHERBRRE

F CYP3A, CYP2B6 F
IZT7-‘E CYP2C9, CYP2C19
H C‘{ / | =~ N —— 100G X N
S o

[¢]
HS

TSR R-95913 R-138727
;E rﬂt'@d%
g
g

E
HOOC HOOC
HOOC N HOOC
) H,C- s
HO

M1 R 119251 R-106583

REBIEET SBF CYP%F) OHFHE. #51
TT AT VLD R-95913 IR S D SUSTIE, /MMl e R AARF L RAT T —F
(human carboxylesterase :hCE, 77 fFfli% 3 & LT hCE2) 57 % L& % 57-,R-95913
D BIEMEARE R-138727 AT D BUNZRE 5345 CYP 3 FHEZ ., 9 iDL CYP R4y
+#E (CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1,
KO CYP3A4) RO MIFS 71 Y — 2% AW THE L7z, 20uM & R-95913 Z B L L7z &
T ORIFBIERIZ LD R-138727 OEMEEITRKIZ R LT L 912, CYP3A4 > CYP2B6 >
CYP2C9 = CYP2C19 DIECH -7, B MNFI 7 rn Y —2%H\T, CYP2B6 DE /7 n~7‘
VPR TT CYP2B6 1GME 2 BHE L7546 X x4 k2 — /v C CYP3A4 IG1E 2 [HE ui ],7 =
R-138727 D RLILIHE ém: 23, —J7, CYP2C9 iFEME: X% CYP2C19 iEME & fHE L7
R-138727 OARIZ il S iz o 7z, LLE, R-95913 7> HIEMEAHTIY R-138727 75@
9% 2, CYP3A4, CYP2B6 2 EfE%E & LTS L, £ DMtz CYP2C9 & O CYP2C19
OBE LD LT (n vitro3BR)  (TVIL6. (DGRBS OEHHIREE ) SHR),
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R-95913 (20uM) #EE & L 1=B50D R-138727 M ERHEE
{pmal/min/pmol CYP)
0.50 4

0.45 —
0.40
0.35
0.30
0.25

0.20 1

WS HF L2L8E1-d

0.15 1

0.10 -
Mean=®SD
0.05 - n=3

’—I—| (*: CYP3AdIEn=20) TH{H)
0.00 . . . . . ; .

T T T
control  1A2 2A6 2B6 2C8 2C9  2C19 2D6 2E1 3A4*
CYP

() DEEEHROEERVZOES
IVIL2 MR ST A — 4 | RO VIL3.REM (K al—a) ffh) 20

4) KEMOFEOFRERUFEMLL, FHELEE
(VI.2.(2) 5) IHHERFMOIINEN (in vitroiR) | KO TVIL6.(DIFHEAL K ORI |
Z M

7. Het
<HEAT—% 30>
fERER N BYEIZ 14C-7 T A 7 L)L 15mg Z HERE O 5- L7256, &5 240 FFEILINIZEUREED
BREYEIERIT 95% L0 BICEE L, EHEDR 68% N R N . K 27%NFEF /S S -,

YC-T SR LILEBREROKRETRED R =

(%)
100

90
80
70

60
—a 55t
o afRH
e—o i
(n=5)
Mean=+SE

50

40

i SR ook 7T i

0 2I4 4IB '1“2 Qlﬁ 1‘20 I 1;14 I 1(;8 I 1I92 I 2;6 | 2;10
5 HEE (hr)

H1) &5 1 HBOEPPERT 24 FEFOfE & LT (n=2)

1 2) ARFNOAZEHEITE AR & 20mg, #EFHE 3.75mg/H TH 2,
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8. FSURKR—E2—IZEAT HIEH
MDRI1 ZRH & 87-7 #Z8 ERilah sk LLC-PK1 fifaz W i=fghc kv, 7>I 2710 %
ORHWY (R-95913 K ONEIENH R-138727) OS5 ME#iEICIZ, MDR1 (P-gp) A5 L7
W2 EWIRENT (in vitro?ER) .

9. BMFIZLBHRER
ZEE R L

10. BENDERZETHEE
(1) Bl ERE
<HEAT—% 2>
e REREE RS (7 LT F =27 T T % 30~50mL/min) (27T 27 L/l 60mg % H
[EIf% PG U7e & & OIEMEARE R-138727 OIRENAEIL, fREEARA & ik L CEIFEE O bl
Mo Te, BT LB LT 5 KRB HREREE B T, BRI & ek U ISR R-138727
® AUC 7389 31~47% K O Cmax 235 20~52%{% T L 7=,

BHEETEE L EERAOFEREMR-13872T OMBFREOLE WEAT—42)

PEEEREETERES S BERADLE RETHEEET RS & BERAD L
(ng/mL) (ng/mL)
10,000 — 10,000 —
800 800 —
BRI
600
1,000 - 1,000
m 1007 m 100
% 2
i ! i
= =
E 04 B 104
N N . G
—e TEETWEETEE (=10 —o FHBHAEETESE (n=15)
O==++O fZEER A (n=20) OO A A (n=16)
Mean=SD Mean=SD
0.1 = | | | | | | 0.1 = T | T | | |
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B 5 H%EEM (hr) B 5 &EEM (hr)

BHAEEEESEE S RERADFEENREY R-138727T DEMBE/NS A —F DLLEK

. R AT 5
_ Y I A R 2] ) h .
K5 Ak o n | BT g n | el | 90% (5 KR
[90% 15 #H X [H] iy
c (nefmL) [Z3295 9N 20 433 [350~536] 0.88 0.67~1.98
max \Ng/Mm . . ~1.
& s AR E B | 10 385 [285~519]
[ZIE 5PN 20 |506 [438~584]
AUCo+ (ng * hr/mL) 0.91 0.71~1.18
MRS RERR S R | 10 | 464 [378~569]
(3235 9N 16 |404.3 [288.4~566.7]
Cmax (ng/mL) 0.492 0.314~0.769
R R R 15 [198.8 [144.3~273.9]
[Z3E 5PN 16 |444.5 [359.8~549.2]
AUCo+ (ng * hr/mL) — 0.579 0.457~0.733
KB R RE 2 B 15 |257.3 [211.7~312.6]

AUCo+ : ¥ 5-Br%A t IRpf1 2 S C oD 5% i E—IRp ] Al T Tri A

) AFOARAEIL., RAREBIREANT (PCD 258 M Sh 2 it Om B TIEPIE AR & 20mg. #EEH
# 3.75mg/ B . BIMVERMIME RS (K& 7 7 v — L0 X 3/NE O BAZEIZLE 5 ) # OIS TIE 3.75mg/
ATH 5D,
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(2) FF#sRElEE R E

<HEAT—% 3>

A5 TR RERE S R (Child-Pugh 208 B*) 10 iz, &5 1 HEIZZ 7 A7 L /L 60mg KN
#hH2~6 HEICZ 7 A7 L/ 10mg # 1 H 1 FERRO#& 5 L7z & & OIEMEGEHY R-138727 DI
WyENREIR, AR & R L CEITRB O Lo T,

AFEEEE B E CEERAICE T EMEABEY R-138727 MBFHREHE GAEAT—42)

®E51HB (60mg&E) 5 6HE (10mg#%5)
(ng/mL) (ng/mL)
800 - 120
o—eo NEETHEEEE EE (n=10) o—o L EITHREEEEE (n=10)
OO #ERLA (n=20) 100 O==0 {#RERLA (n=20)
600 Mean=SD Mean=SD
o s
;E 400 | E
b= b=
E E
200 + &
O —
T T T T [ T I | [ | [ I [
0 2 4 6 8 10 12 0 2 4 6 8 10
5 % B (hr) % 5%/ (hr)
FrHgeEfEE B E L RERADEME KB R-138727T DEMEFNRENT A —4
. PR R AR RE R AT 5
ST R %ﬁgﬁ R ST T T O L
(n=10) [90% = fEX [ ]
Cmax (ng/mL) 403 (62.1) 368 (49.8) 0.912 [0.664~1.25]
BGIHR 0t (ng - he/ml) | 477 (29.5) 466 (38.7) 0917 [0.836~1.14]
(60mg #5-)
Tmax @ (hr) 0.50 (0.50~1.00) | 0.50 (0.25~0.50)
Cmax (ng/mL) 51.8 (90.3) 59.3 (62.9) 1.14  [0.779~1.68]
g6 HH AUCo+ (ng * hr/mL) | 56.9 (66.3) 61.5 (43.2) 1.08  [0.760~1.54]
(10mg $¢5-)
Tmax @ (hr) 0.50 (0.25~2.00) | 0.50 (0.50~1.00)
a) UL (HEPH) A EHME (% CV)

) ARANOAGEHREIL, BRAKEEIERNT (PCD 235 X2 Bt R B CidglelAn & 20mg, HERF
M 3.76mg/ A, BIMMEMM RS (KILWE 7 7 v — 2MMEEX3/NLE OPAZEIZEE D) $ OFRIME T
3.75mg/H T 5,

% Child-Pugh /8 15 2 R 3
g L . M7 /72 (gldl) >35 | 2.8~3.5 | <2.8
FFVERGEE, REZK, M e Y v e i, TSR
HIET LT S v 7 m b E RO BREY L LY (mg/dL) <2.0 | 2.0~3.0 | >3.0
5 I H H BTS2 3045, 4 | 77 he e rkRiE GER OB <4 4~6 >6
THHO S AR L, 5~6 AT A 7 Xi7e ber e rEMo INR | <1.70 | 1.7~2.3 | >2.30
~9 KT B.10~15 5T C & T 2. | fEk (FEEEIER) L R e pE
BIED 7" L— R 7L 1Xix2 | 3Xid4
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Q) Bk >0

ElnE (75l ) ZxtRic, 5 1 BEICT T AT LIV 20mg K OEE 2~T BEHIZT 7 A7
LV 3.75mg & 1 H 1 FEIREO# 5 Lz & & OIEVEMG R-138727 OEWEiRe L, FEmnd &
i L CEITRD bR o7 (TV.5.(2) 4) @Eiind PK/PD &Rk (CS0747S-B-J110) | &),

=inE & FEmEICH 1T HFEMEREY R-138727 MEHREHRS

B®’E5E1HE (20mg#&5) 5 7HEB (3.75mg #%5)
(ng/mL) (ng/mL)
300 — 50 —
—e S ihE (n=23) o—e = HAE (n=23)
250 — 0---0 FEnE (n=23) 40 — 0---0 FEHFEE (n=23)
Mean=+SD Mean=+SD
200 —
% %m—
B 150 th
;E ;E 20 —
B 00 3
50 10 —
0 —&717 * - 0 @717 ¢
012 4 6 8 12 24 012 4 6 8 12 24
£ 5 %8R (hr) 5 %R (hr)
SEE EIESEEFICH T HIEMHY R-138727 DEMENRE/NT A —42
5 R #51HH : 20mg &5 BHE7THE :3.75mg &5
n oY iy n FEEnE n i n FEEE
Cmax (ng/mL) 22 134.331 (62.1) |23(153.319 (62.1) |23 25.227 (44.7) |23 |24.942 (68.7)
AUClst (ng+ hr/mL) |22(173.515 (34.7) |23 |174.523 (35.9) |23 (26.041 (31.2) |23 |24.673 (38.8)
Tmax® (hr) 22| 0.568 (0.269) |23 | 0.587 (0.234) (23| 0.587 (0.278) |23 | 0.609 (0.360)
tuz (hr) 23| 4.361 (60.9) |23 | 3.456 (90.3) |23 | 0.982 (65.7) |22 | 0.835 (50.5)
a) Mean (SD) AILEIE ({7 CV%)
. Tk
MU ER L
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VI. Z&4 (ERALOFEF) (CHAYTHEE

ERNBEFDEH
E I TV

SE

. ERRRLEZNER

2. 22 (ROBEIZITHBRE LA E)

2.1 i LTwWa B (AR, SREN M, HEE i, JREH M, v, f5-- AR s [

mEBETLIBENEH D, ]

2.2 RENIDORKA T3 LIRBEUE OREEE D & % BE

(fig7)

2.1 AFNIPU/ MRAITH Y . Hifl L T2 BFEICARAZ 85 L2581, HzhET 582
s, HifL T a8BFE (AR, SEZNHIM, MR Hif, JREHm, g, 78K
HIMEE) (CIEARRZ &G Lianz &,

2.2 RFNDORLSy (ARG SUTENAD) % LiBHEUE OBEED & 2 BEICAK 2 &% 5 L2554
L EEREWERANRRT BTN HDDT, KAIZ#EE LW &,

. PDEEXIIHRICEAET 5FE LT DER
(V. 2. eI RICEIET 2R 223562 L,

. RZERUVRAEICEHEY 5B LT DEH
V. 4. HEAOHEICBEES TR 220 T 5L,

5. EELQERWIE L ZNEH

8. EEREARNEE
(Zhaek@)

8.1 AANZ X A M/ MEEMGI N EEE 705 X 0 2 FMoLEI2IE, 14 BLL Eriic& 5291k
THZENEE LV, 2B, +oeREBR 2532 2 ERTERWEAITER LD Y 2
JNEEDLDOTHPINIBET DL, Fio. PINRICAROFHE G DLERGEITIE, TS
MOIEMAZHR L THOHHT 22 &, [11.1.1, 17.1.1 B3]

8.2 A& Z JfatEnNmn e B NG EIIE, FIEEEZBETHZ &, [11.1.1 ZH]

8.3 Wiz /Red 5 B ARIEIR BB b N - HAI I, EBICMERE EE Oy 2 mE & Eiid 5 =
Lo [11.1.1 2]

8.4 BFIZITEF LV LM LT < 0n 2 EABH L, BE MmN b -85 12X =
\EAET DX HORE T L, Fo, Bt (hED 2% T 58I, ARERAL TS E
ZEMICYLIIGZ D L) BEICHET S 2 L, [11.1.1 2]

8.5 Mt/ MBI PESEREE (TTP) %O\ KZREWERNEIT D52 083 H DD T, H5B4
% 2 ARIE, 2 I 1 RIREOMERMREEOFEREEZR T2 L, [11.1.2 K]
(BEMEEARR AT (PCI) AEA SN D EMMELEER)

8.6 HIEEAM K GRFICHMDOY A7 NEELFREENRH D L2 +nBETLH L, (1111 &
iy

8. 7 WENRIEZ AN AN B G- 21T 2 Ba 1, AR O/ IMREEEMHIER I L 2 Hio U 27
NEEDDOT, BRSO HIMIC ST 52 L, ST ERLAFEZERE Z x5 L
U 7= HEFM IR AR R BR (2 3\ T L MBS CoW)al B fi B % PCTGA THRFIC B A 5- L7256 1l L,
EBEIRE A& O PCL G TRy EIBE G L2502, e 28 9MEIERD b PCI jifTiz
B L7 ERAAHIMY A7 SR LIZE OHRENRH S 39, [11.1.1 B ]

8.8 A7 v MNABEBHE ~OARFEGRHIIY EFEROB IR 1855 ) TEEHES) OH
EVTERTHT L,
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(fiF7)

8.1 AFNIPUM/IMRAITH Y . AFZLHEHICTI LGS, Bz ET 2820 n3d 5,

TEENIR A S 25 (CABG) DI/ MREEEMFIAME L 225 L 9 R oSGAI2IE 14 H
PLEDOF B REEMIR 238 E T2 Z ENEE LW, O REEIR A 3E T E WA
HERZHMOY AT NEEDL ZENHMESNTNDIOTHFICHET D L,
EN A ACS-PCI %5585k} OV ER) PCI )R BRIC BN T, 7T X7 L LDk 5
#% 14 HLIWIZ CABG 23 ifT S 72 BEIX 13 4 TH 0 | HEFHAEE/R B T CABG (2B
L7z TRHmE VNI ORHERIL 92.3% TH -7z, BEHEK TEH £ T2 CABG % JiifT
LAz &, IREWIRIZ 6 A 161, S A 261, 12 AR 241, 14 HE 1 I TH -
77

&5 % 14 BLAIC CABG AfEITSh-BEICE TS HmEA NV

ACS-PCI %538 TEEEAD PCT 42388k &

(n=10) (n=3) (n=13)
pNastiiih 7 2 9
ANastiin 2 1 3

K H L+ /N H . 9 3 12 (92.3)

FEHBIE (%)

8.2 RU 8.3 KK ET HBRCR IER LT UL 6 2V EERIZHIL TH 5, AR OMEHH
WZHTeoTE, fxOBFEOHIMY 27 (HILd 5 rlREtE mWEE | BEREREOH 5 8
FH. AREEOBE, mnEE) LOFMEROREZZE L. HiSIIH i OEEN A BT
Galcid, &Ga2PIET 572 CWEURAE 1T O 2 &, o, AAFREIC XD il a2 R
D EARTER DN DN TS EIIE, EHIZMERRA S O &2 %95 2 & (TVIL 8. &l
TER 1 ZH),

8. 4 AANIHui/IMAITH Y, FHGHFIFXHM LT < 25, BEICIE, AFIRAFIXm3 1EE v
WKL, BRIV BHM LT <22 2 L2 L, AERHINERO 6756 I ER
\EFE D 2 & e (Rl 22T 28R, AAlZRA LTV B2 ERNIZLTIRZ
DX FICHEET L&,

8.5 F— /v UUREATIX, At MBS (TTP) 283383 2 2 & lE S
TW5, AKAITIE, ERNSORLEIRGEZIZBWTAK E OREREFREZSETE 20 TTP O
HHDPRESNTND ZENORE LTz, &55M% 2 » AL, 2 BFIZ 1 BERRE O MK
MEFEOEmEZZESTHZ L (VILS.AIEH (DEKZRIEMH & WIHER] 28D,

8.6 FIFAMBKGICL > THIIMDO Y A7 NEEDLHREMERH DL Z L2+ DIZEETLH L., HE
WaED L7z,

8.7 ST LA LM ZERE 2 x5 & LT io R ER (ACCOAST * 5 39) (23T, AHFIZ
BT HAEHEE X872 205, YlEAR HE 60mg Z aB ki % ICHEER S L2 5E 1k
L, B RIER TR ICENEI 30mg & 5 L7258 12, ZRIERAIE D 5 O PCT i 712 BeE
L7l ) 27 SR LT & OEDR & 5, wBREZ AN YE AR G217 9 5613, M
MOV AT REEDDT, HHEERTHI L,

*) A Comparison of prasugrel at the time of percutaneous Coronary intervention Or as pretreatment
At the time of diagnosis in patients with non-ST elevation myocardial infarction

) AR ORGRAEIL, REAEBEIAREAIN (PCD) A3 & 4125 Mt 0y B CrilE A fmf A & 20mg, HE
FrH & 3.75mg/H ., Bl ERE (RIE 7 7 v — A6 03 NE OPAZEIZLE S ) % O]
TiX 3.75mg/H TH 5,

8.8 WENRAT o~ h DETIRIIT, AT > MRAERZ O/ IMORIEICET 2 EERTZH I T
L7129 AT v MEEBESORAF GRS ERESR OB F IR 2T 5 2 &,
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6. HENHREZAY VEEICHT HIE
(1) EHE - BEEFOHLEE

9.1 GHHE - MERZEDHLHESE
<)‘j]ﬁ|$/\L>
9.1.1 HMERRVZDRANDHSHEE (EENLENOBREFOHIEH)
HinzETosBZE01H 5,
9.1.2 2mEAHET 5EF
AFPFEG T RIMEa Yy b —L A7) 2 &, HILD Y 27 RNEE D,
9.1.3 DFIT/EYDURER (VRERILILE) IR LEBECBREREOHIEE
AHNBE 54 MBI E 2 & T BUE 2 T 28T N8 H 5,
9.1.4 BAREDHEE (IKE 50kg LLTF)
i, BRSO HIM Y 27 R K OMReMEA X hORB Y A7 Z5Hli L7z LT, SE
WL THELEBET S &, HOBRIENERKTI2B8EZNNH 5, [7.4, 7.6, 17.1.4 B ]
(BEHBERRR M (PCI) AERAINDEMMELES)
9.1.5 BFEEXIE—@AMRKEMFEE (TIN) DEREEOHIEE
MG RRBR C, WEAEEZBZ 2EARICB O THILOGERENE R Lz E OMERD D,
[17.1.2 & ]

(fiF)

9. 1.1 AANT Ui/ IMEAICTH 0 . Hif$ 2 aTEEMES B OB ICAR 2 5 L2 580%, B a4
CHBENRHLHOT, HMIZHSER LN bEEICRETHZ L,

9.1.2 BIESFifE L TV 2B TITH M OfERIENE R T 5 [ 6erEN S 5 7=, @il LD Rk
LTS EBFICAKZ#ET 258120, M H0ERE LN OIEEICEE T2 L,

9. 1.3 AL AR TN T, thoF = BV DU RIBANx L CREBUEDBEED & 5 B35 T,
AFNB G M AE PRI 2 S DR BUEO R BN ME SN TW5, fioF= ) B ) PR3k
Azt U CRBEUE OBEED & 2 B3 121, BEUEORBUCERE L, EEICEE T2 L,

9.1.4 TV AREROHEICEEST 2R fifi 74 XDV 7.6 M

9. 1.5 VA CEhi L 7= BMETIEGERE 2 %5 & LTI RER ©. IMFEZE ST TIA OB O H %

iﬁmm&odmm@%ﬁ4ﬁ Moo Z EMBERE LTz, ML TIA OEFEDO H

5 HREICAR 2B ET HEE100, M HoEE LR bEEICRET 5 Z L,
ﬁ%fiﬁﬁi&@mmﬁ%N/FﬁﬁAi/kT4/k T B S ORI R S
JMRFE S TIA ORI Y A7 R+ THDHZ ENHIA L, BRICHRESRL TV
¥, EWNTHEMLZEH mmﬁ%%Pmﬂ%ﬁ%Ti\M@%@%E@%6$%(%@%
FIE% 6 » HUNOEE, 75 il Lo B3| JrkEERENS IR BE 2 R<) . TIA ORE
HOH L EBE, BEGIEMEELZ A0F LT BE 2 HRICE DTN, 2o OEE THILY
A BEE DEWIIERO LR o T,

(2) BHEEEEERE
9.2 BHREEERE
9.2.1 BENBEHERFTOHLIBE

I DFERIEAIER T 2B NN H 5,

(fin)

=P BRI RR T BT 2% 1 T 2 I UM EE OB RRERRE O & £ A 1R BIRA Li2,
B OB FERERE S D & 5 B ICAA 2 55 255113, mm AR LN SEEICRET
52 &,

() FFHsREfEEEE
9.3 FT#eEfEEEE
9.3.1 BEDHEEEDHIEE
EEE KT OFEAENMET LTS Z ENH DT, HLOERMIEDNERTHEBZNRH 5,
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()
FIE OFAENEE % C 1B T O REAME T Ly Lo BRI IRT 5 TR & 5,
BEORTHERERE

HEE AR G T 258103, B H2EE LR OHEEICRET 52 L,
4) £ERRERT 5%

EA~—4

RE ST RN

(5) 4¥im

9.5 1%

B0 SOTIESR U TV D ATEEMED & B ZeMEICiE, TR EOFRMENERRMEL BRI D L Hlr S b
SRl OBEETH L,

HFER (T v ) THRE~OBITRRD N TWD,

(g 3n)

EFIC B Ui, ENEERRBR CoM AT <, FEHRERBRIE R A2 ZEB L CGRE L,
FFER (T b)) T, BIE~OBITIRRD LN TWD, FEIEE L TW D AREM 0 & 5 4«

PRI, TR oA SIS ERMEZ LR LR S EEIC0R 85T 5 2 L (IVIL6.1 (2)
1% — e B P st ) M),

(6) R7Lim

9.6 ZZ.1%
R EOFRMELORIREZEORAMEEZZE L, IO TP IEZHRETT 5 Z &,
W ER (7 b)) THHFTICBITT D Z ERRO LA TS,
(fiRaL)
BRI L ik, ENEERRBR ToOM AL < R A2 BB L THRE LT,
HFER (T v ) T, T ~OBITRRD 5N TWD, BIIFICEREGET HEAICIXE%R Eo
B4t M O REOFGAMEZEE L, Lok I izt s 2 & (TVILA.(3) it ~D
BT ),
(7 MR
9.7 /pR
NSRS L U7 RRREBR I 5EHE L TuZeny,
(fiRaL)
NSk & LT [ENER R BRI 5866 L TuhZeuy,
8) B#E
9.8 EENE
AFHESEENE T L TWA DT, HlLOEBRIER KT IB8F00H 5,
(figan)

— I EEE TR, ABEREAME T L TWS 2 &2k, BHERRRIELLST KRS 2 LEx

bND, Ml AR Z R T 255103, BEOREBELToICBRE LN L, HEICKRGTS
Z&,

123



7. HE/ER

(1) BEZESLEZFDER
RESN TN

(2) HRAZEEZDEH
10.2 BHREE (BRICSEEYT S L)

A4 & BRI TER « HEiE 7R Wy - fElRIK T
Pk [ B OFEAE OGFHIC XA AR % 5
INT7 Yy ~RY v = REFARVEND MO BRIELIER ST 52 EnEZ L
iR EEEINTHIVE N 2 A9 2 &5 HHBENRH D, %,
TAEY
JIIRERAY ]

vafif—¥, TIATTT—PE
FEAT v A R ERA
Xy ryusrr FruXb sk

FEAA AR IRA] FANO MBI S T3 | = 4L 5 ORI O LB

AT BEENHEH D, SEBHBIRIC £ 0 . AH
DU RIET 2 &%
2 bNB,

(a0

PUBEREAN, i MREERIIHIEN 2 A3 23/, mARIEMEA AT v IR R

T B OHEF & O, AEICHIRIER 2 BT 5 & B2 b, Zhic X HilofEitz
HRSELBENNH 50T AHEOHMTEET 2 Z & (IVIL1.(4) 2PHHFEOE | S /),
FEAA NRETRA

TS DA & OFR U TZBR, OF FIZEAI OV e B ENHNC X 0 A OIS ERIE U, AFH O 1 4
FREMETT28EN1H D LRESNLTVD 39,

8. ElEA

1. 8l¥eR
ROBWERBHHOND ZEBHLHDT, BEREEZTHIATV, REDRD bNIZHGEIZITRE
IR 57 B REERIT O T L,

(1) EXGEER & MEAREK

1.1 EXLEMER

11.1.1 Him (1.0%)

SHEAN L (RIHAEELR « BAR. LD - M, ERRRETE . RRRELSE) . VLA i, GOFEN I
HOHIMNH bbb NS5, [8.1-84, 8.6, 8.7 ]

11.1.2 Mgt/ SRR (TTP) (BEEEAH)

TTP OFIHER (B, BACRE, SE% o ffEk, BEikiEE% okt « R, M)
B, AR fER O B 2 5860 2 FR MR I, N, BIHERERE =) 03580 LA 1T,
EbHIZEEEZPIEL, MEHRE (FEROLER, MARMERORE 2 ETe) Z2EmL., LEITSET
MAER B DIE 21T D 2 &, [8.5 B[]

11.1.3 BBYE (BEE )

MEMFEE STmEIERN D bbb 2 ERH D,

11.1.4 FFEERES . &E (AR

11.1.5 BEBRIKE. BEFRUEMZ ST RMERFDGE BHEARH)
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(fEst)

1.1 FRCEFEEBEDMEREIERICOWT, 072882 R ONEY) 72 Vs 223 7= DI E Lz,

11.1.1 ERNEIHRER (ACS-PCI %5348k - J301 &RBh. %) PCI x5 itE : J302 3Bk, J303
R, J305 FER) 2BV T, KIER] 3,060 BH 31 B (1.0%) (ZEKZRHMATED Hi

77
BEALGHMICEEL-FEER
BRI R PR Ca R FRREING | R L A O 7 s 25 Rk

s B ARy SV A N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
BIERAZEEE 31 (1.0) 13 (1.2) 18 ( 0.9)
IR REER 7 (02) 3(03) 4 (02)
Jipd: H 1. 2 (0.1) 1 (0.1) 1(0.0)
Jibd {4 1. 1 (0.0) 0 (0.0) 1(00)
S E=Cafaatiil 1 (00) 0 (0.0) 1(0.0)
P H 1 (0.0) 0 (0.0) 1 (0.0)
< BT HfL 2 (01) 2 (02) 0 (0.0)
DNMEEE 2 (01) 1(0.1) 1(00)
DR R —F 1(00) 0 (00) 1(00)
DFEP I 1(00) 1 (0.1) 0 (0.0)
mhEEE 1(00) 1(0.1) 0(00)
il 1(00) 1 (0.1) 0 (0.0)
BRRlEE 13 (04) 3(03) 10 ( 0.5)
HH i R 2 (0.1) 0 (00) 2 (0.1)
L 3RRE S 3(0.1) 0 (00) 3(0.1)
YA H i, 2 (0.1) 1(0.1) 1 (0.0)
B . 1(00) 0 (00) 1(00)
(= Rt =1, Au ki 1(00) 0 (00) 1(00)
TR AL H . 1 (0.0) 1 (0.1) 0 (0.0)
A LS 1 (0.0) 1 (0.1) 0 (0.0)
AN 1 (0.0) 0 (00) 1 (0.0)
FE FRR L i 1(00) 0 (00) 1(00)
FFIRERES 1(0.0) 1(01) 0 (00)
R 15 1 (0.0) 1 (0.1) 0 (0.0)
BEHLURBEE 2 (01) 2 (02) 0 (0.0)
1R 1(00) 1(01) 0 (0.0)
it 1 (0.0) 1 (0.1) 0 (0.0)
—f% - 2EEES L UEREHLOKE 3(01) 3(03) 0 (00)
158 2RI ifL 3 (0.1) 3 (0.3) 0 (0.0)
SE. PEB I UVNBESHHE 4 (01) 1(01) 3(01)
AR ST i AR 2 (0.1) 0 (0.0) 2 (0.1)
A& 5T 1 (0.0) 1 (0.1) 0 (0.0)
ALE (K B H 1(00) 0 (0.0) 1(0.0)

MedDRA/J Ver. 23.1

11.1.2 ERLE A DERKABRIZIBN T, 7T 27 LV G T o A P i M PE 58 5w
(TTP) O|EIZR>T2H ERSORIERTERICE W TR bz, AAIOHAICH
oo T, BEZ +oIATV, BENRO bNGEIT R G2 IE L, @i 0@ =17
7T &,
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11.1. 3 [EPH IHERAERIC W TEEZIBHEIED 1 flElE S, BRI ORLEIRTERIZB
THRO b, AFOHERICHTz->TE, BlEZ 2TV, RENBO LN EIC
F#HG 2Pk L, EORLEZTTY 2 &,

1114 RO 1115 AH & [RIER D M MREEESMFINE M 2 A9 2 P/ Ml 2 5 S h iz BE 12k
WC, ITRERERET . PUE, MERRRIERGE. AR BRI 2 S O EREME 2 A ST
W5, EWNHEIHHRBRICE W TH ERREEMA ARG SN TR Y . AFIREGRHIIITER D

WEEEZ | BRE LT,
(2) ZDiDEIER
11.2 ZOtDEI1ER
1%LL E 0.1~ 1%
g 2, i/ MREGA EREREEE N, B
1 ERE ek
FH o A ) B H M (8.8%) . i, mpR, M| (EyE ., B, L@ IC K D i, ffE,
ZERIERAL AR, B T (A, ZEfEAL i, (W& ., B A, MR, i, R
PP I, AR, A H HEE M, aeNtf, T —7 -
BN, SREE, Ay - L, i
IRREE . AR L, PR,
EAENRE, AIE7E i
JHF ik JHRERE y-GTP L5, ALP k5. ALT L5
AST L5
X ik R HRERE T, JREE LN
FE AR R FEIED 0, BRRRESE, LU, [
PEH FE N
MEE(Er T, ERA, B - MR, H A E
B, N8R, BTk, B, B+
RIS
W HUE W5, KB, EHS
B AN, i B BEOE
Z DA PRIE 5. RAMERE, 755, /& 2
FEBATRERR i A R BRI A L B
. JREE LS BRI
(fif0)
N IARRAER (ACS-PCI %f4:adt : J301 5k, £7inY) PCI xf4:adt : J302 7R, J303 7R,

J305 BlR) DOOFERGRICE ST RE LT,
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s IARBE RSB I= 5 (F BB BB TR

BIVERF LR IT, i O BRI O &5 TAH ACS-PCT & ikBi K OV PCT 3 £k Bh 0 Bl
(2o R I R A P G 0> J303 FRBR M TN J 305 RER DO RAE A A F LTz,

KaJERB] 3,060 10 1,118 41 (36.5%)
ERNENHERERICH T IEMERARFER

CRIER (FRmAEER T 2 Et) 20 b,

EE(EN RE I D38 R AR | o ot PG o A e S ek
FHERIR SRS N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
BEMERARREE 1118 ( 36.5 ) 487 ( 46.2 ) 631 ( 315)
RBREES L UEFERIE 13 (04) 2 (02) 11 (05)
ELZZS 2 (0.1) 0 (0.0) 2 (01)
GRS 2 (0.1) 1 (0.1) 1 (0.0)
FEMRLAE 2 (0.1) o (00) 2 (0.1)
-HAEE 7% 2 (0.1) 0 (0.0) 2 (0.1)
FHER % 1 (0.0) 1 (0.1) 0 (0.0)
TR~ A a7V 7Y 1 (0.0) o (00) 1 (00)
A fgE~ L~ 2 1 (0.0) 0 (0.0) 1 (0.0)
Jiti % 1 (0.0) o (0.0) 1 (0.0)
S AR 1 (0.0) o (00) 1 (00)
i’%‘_f‘%g;?ﬁm;ﬁmm’ﬁ% (BiH LU 8 (03) 1 (01) 7 (03)
355 HH 1. 1 (0.0) 0 (0.0) 1 (00)
prai 1 (0.0) 0 (0.0) 1 (0.0)
¥ 2 (0.1) 1 (0.1) 1 (0.0)
i > BB EY 1 (0.0) 0 (0.0) 1 (00)
PIVAV 1 (0.0) 0 (0.0) 1 (00)
JFis# 1 (0.0) 0 (0.0) 1 (0.0)
UV HiRR 1 (0.0) 0 (0.0) 1 (00)
e 2 (0.1) 0 (0.0) 2 (0.1)
il =2 1 (0.0) 0 (0.0) 1 (0.0)
RIE 1 (0.0) 0 (0.0) 1 (0.0)
mEH LV VRESE 23 (08) 14 (13) 9 (04)
=il 18 (0.6) 10 (09) 8 (04)
BRRZ PR I 3 (0.1) 3 (03) 0 (0.0)
IR S 1 (0.0) 1 (01) 0 (0.0)
EREER =] 1 (0.0) 0o (00) 1 (00)
RERES 1 (0.0) 1 (01) 0 (00)
U E 1 (0.0) 1 (0.1) 0 (0.0)
A MEE 2 (01) 0 (0.0) 2 (01)
SiRNIdi 1 (0.0) o (00) 1 (0.0)
FOIR IR RE TR 1 (0.0) 0o (00) 1 (0.0)
REB L URERES 24 (08) 5 (05) 19 (0.9)
e DR 1 1fn Y 14 (05) 4 (04) 10 (05)
B R I 4 (0.1) 1 (0.1) 3 (0.1)
RARIHEE 1 (0.0) o (00) 1 (00)
HEE F R 2 (0.1) o (00) 2 (01)
I B 1 (0.0) o (00) 1 (0.0)
T e e 1 (0.0) o (00) 1 (00)
e I IS 1 (0.0) 0 (0.0) 1 (0.0)
JE i 1 (0.0) o (00) 1 (0.0)
AEEE 6 (02) 1 (01) 5 (02)
AARAE 1 (0.0) 0 (0.0) 1 (0.0)
RS 2 (0.1) 1 (0.1) 1 (0.0)
FFRAE 1 (0.0) 0 (0.0) 1 (0.0)
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EEIN R RO FR R | R T e 1 e
o B B R Y JEI R A GE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
KRR R 1 (00) 0 (0.0) 1 (0.0)
B RIR BT X DR e 1 (0.0) o (00) 1 (0.0)
B A 1 (0.0) o (00) 1 (00)
HRRES 65 (21) 8 (08) 57 (28)
GIEpES 6 (0.2) 1 (0.1) 5 (0.2)
JE SRR 6 (02) o (00) 6 (0.3)
bt i 7 (0.2) 0 (0.0) 7 (03)
JiF e 5 (0.2) 1 (0.1) 4 (02)
MR 5 (0.2) 1 (0.1) 4 (02)
FEMED 6 (02) 2 (02) 4 (02)
Jibdee ) i 2 (0.1) 1 (0.1) 1 (0.0)
Jibé i, 1 (0.0) o (00) 1 (0.0)
FRER Hi 1. 1 (0.0) o (00) 1 (00)
R R4 3 (0.1) o (0.0) 3 (01)
KM= 22— 8 F— 2 (0.1) o (00) 2 (0.1)
< BT i 3 (01) 2 (0.2) 1 (00)
R S JE A HH . 2 (0.1) 0 (0.0) 2 (01)
IRALPED F 1 (00) 0 (0.0) 1 (0.0)
SN H . 2 (0.1) o (00) 2 (0.1)
USRI SIS 2 (0.1) 0 (0.0) 2 (01)
SHZEN TS 2 (0.1) 0 (0.0) 2 (0.1)
b= PN H 1 1 (0.0) o (00) 1 (0.0)
7 7 R 1 (0.0) o (00) 1 (00)
G qantin 1 (00) 0 (0.0) 1 (0.0)
AR E 1 (0.0) o (00) 1 (0.0)
—iR RS 2 (0.1) o (00) 2 (0.1)
FARAE R 1 (00) 0 (0.0) 1 (0.0)
it 0 A i A e 1 (0.0) o (00) 1 (0.0)
HLERRR 1 (0.0) o (00) 1 (00)
SES AR 1 (00) 0 (0.0) 1 (0.0)
TEAE 7 M ) E 1 (0.0) o (00) 1 (0.0)
BERGE 1 (0.0) 0o (00) 1 (0.0)
FHEE NS i i 1 (0.0) 0o (0.0) 1 (00)
SEARE JE R 1 (0.0) o (00) 1 (0.0)
ER IR EE 1 (0.0) 0o (00) 1 (0.0)
T A i 4 S 1 (0.0) 0o (0.0) 1 (00)
ARfEE 83 (27) 21 (20) 62 (31)
FENBE Y 1. 45 (1.5) 12 (1.1) 33 (1.6)
HANEE 1 18 (06) 5 (0.5) 13 (0.6)
il {4 H 1. 8 (0.3) 2 (02) 6 (03)
FRP B 3 (0.1) o (00) 3 (01)
AR H ifn. 1 (00) 1 (01) 0o (00)
S EL A i 1 (00) 1 (01) 0o (00)
M N 1 (0.0) o (00) 1 (0.0)
ik BN 1 (0.0) 0o (00) 1 (0.0)
AR FE I 1 (0.0) o (00) 1 (0.0)
FE ik B 1 (00) 0 (0.0) 1 (0.0)
N 1 (0.0) o (00) 1 (0.0)
IS B i fiit 1 (0.0) 0 (0.0) 1 (00)
AR 72 ifn. 1 (00) 0 (0.0) 1 (0.0)
FRAR LA 1 (0.0) o (00) 1 (0.0)
AR 1 (00) 0 (0.0) 1 (0.0)
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EEIN R RO FR R | R T e 1 e
o B B R Y JEI R A GE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
HHE Bl 1 (00) 0 (0.0) 1 (0.0)
ER L URKBES 10 (03) 2 (02) 8 (04)
[l 6D F U 5 (02) 1 (0.1) 4 (02)
BIEL VR HEILTR RO 3 (01) 1 (0.1) 2 (0.1)
H i 1 (0.0) o (00) 1 (0.0)
S 1 (0.0) o (00) 1 (00)
DEEE 20 (0.7) 8 (08) 12 (06)
AR 3 (0.1) 1 (0.1) 2 (01)
SRS A 3 (01) 1 (0.1) 2 (0.1)
DE R —F 2 (0.1) 1 (0.1) 1 (0.0)
EalEs 1 (0.0) 0 (0.0) 1 (00)
CAEEN HH I 2 (0.1) 2 (02) 0 (0.0)
Nt PaNIE 3 (01) o (00) 3 (0.1)
el iE 1 (00) 1 (01) 0 (0.0)
T N 1 (0.0) 1 (0.1) 0 (0.0)
AP e 1 (0.0) o (00) 1 (00)
AL JififE 1k 1 (0.0) 0 (0.0) 1 (00)
TV A B VRRIE 1 (00) 1 (01) 0 (0.0)
BNk 1 (0.0) o (00) 1 (00)
mEEE 36 (12) 29 (27) 7 (03)
i e 22 (0.7) 21 (2.0) 1 (0.0)
e i £ 7 (02) 1 (0.1) 6 (0.3)
H 5 (0.2) 5 (05) 0 (0.0)
HifntEs g v 2 1 (00) 1 (01) 0 (0.0)
B YR H 1 (0.0) 1 (0.1) 0 (0.0)
AR REE S 1 (0.0) 1 (0.1) 0 (0.0)
MER S, MOZRES & UHitFRERES 190 (6.2) 85 (8.1) 105 (5.2)
£ I 165 (54) 72 (6.8) 93  ( 4.6)
W& 1. 18 (0.6) 9 (09) 9 (04)
iil; ) 2 (0.1) 0o (00) 2 (01)
RV i R 2 (0.1) 1 (0.1) 1 (0.0)
LTEEN 1 (00) 1 (01) 0 (0.0)
Ik 2 (0.1) 1 (0.1) 1 (00)
it H afn. 1 (0.0) 1 (0.1) 0 (0.0)
S I 55 38 S 1 (0.0) 0o (00) 1 (0.0)
1 PZEMRBEAS R 1 (0.0) 1 (01) 0 (0.0)
BiRlEE 206 (6.7) 74 (7.0) 132 (6.6)
A o 37 (1.2) 14 (1.3) 23 (1.1)
7 H 16 (05) 7 (0.7) 9 (04)
{5 16 (0.5) 6 (06) 10 (05)
T 12 (04) 6 (06) 6 (0.3)
B E R R 14 (0.5) 3 (03) 1 (0.5)
I S A e 8 (03) 2 (0.2) 6 (03)
JIIRECEEE (e 11 (04) 4 (04) 7 (0.3)
TP H 9 (03) 4 (04) 5 (02)
REER 8 (03) 2 (02) 6 (0.3)
H 15 H I 7 (0.2) 6 (06) 1 (00)
18 H 2% 6 (02) 1 (0.1) 5 (02)
EREt] 5 (02) 0 (0.0) 5 (02)
H i YR 3 (0.1) o (00) 3 (01)
AL 6 (02) 3 (03) 3 (01)
% 1 (00) 0 (0.0) 1 (0.0)
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o L P PR R R

SRE BRSO B FEAGE N=1,055 N=2,005
n (%) n (%)
HA L+ 38N 0 (0.0) 5 (02)
EES 1 (0.1) 3 (0.1)
KIBGRY —7F 1 (0.1) 4 (02)
1 e PN HE 1 4 (04) 1 (0.0)
L, 1 (0.1) 2 (0.1)
b ERYEARAE . 5 (05) 2 (0.1)
Mg - 4 (04) 0o (00)
OB AT % 0 (0.0) 4 (02)
R HH I o (00) 4 (02)
TERTEALAE 2 (02) 2 (01)
s PN T 1 (0.1) 0o (00)
HH I g R = 2 (02) 1 (0.0)
+ IR 1 (0.1) 4 (02)
AR 0o (00) 1 (0.0)
H Hi i o (00) 2 (0.1)
HIERE 0 (0.0) 2 (0.1)
1% JE I 1f R 1 (0.1) 0 (0.0)
B~ =T 1 (0.1) 0 (0.0)
[ENZ2sstiill 1 (0.1) 1 (00)
PR o (00) 2 (01)
W% o (00) 2 (0.1)
=Rt =17 Au s gl o (00) 1 (0.0)
B+ IR REE 0 (0.0) 1 (00)
- 1 1 (0.1) 0 (0.0)
AL TR 0 (0.0) 1 (0.0)
~B U — - UA RERRE 0 (0.0) 2 (0.1)
JiE s 0 (0.0) 1 (0.0)
Ea=lizyald o (00) 1 (0.0)
Hg 9 1 (01) 0 (0.0)
+ B —7 0o (00) 1 (00)
NI N o (00) 1 (0.0)
H R 1 (0.1) 0 (0.0)
BEA U —7 i 0o (0.0) 1 (00)
e P AR 1 (0.1) 0 (0.0)
H O R SRR 0 (0.0) 1 (0.0)
FUE i 1 (01) 0 (0.0)
BB NI 0 (0.0) 1 (0.0)
R IEE S i 0 (0.0) 1 (0.0)
R IE § RIS i 0 (0.0) 1 (0.0)
0 OFEKE 0 (0.0) 1 (0.0)
R JE I o (00) 1 (0.0)
o I e 1 (0.1) 0o (0.0)
O i 0 (0.0) 1 (0.0)
FFREE RfEE 3 18 (1.7) 20 (1.0)
JFHHE S 3 16 (1.5) 14 (0.7)
SR TR E o (00) 2 (0.1)
REAE o (00) 2 (01)
JHF bR o (00) 1 (0.0)
B O 2% 1 (0.1) 0 (0.0)
RRFE S 0 (0.0) 1 (0.0)
AMERREER 1 (0.1) 0 (0.0)
BT k1 A S8 o0 (00) 1 (0.0)




EEIN R RO FR R | R T e 1 e
SRE BRSO B FEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
RES L UVETHBES 304 (99) 132 ( 125) 172 (8.6)
BT Hiaf 252 (8.2) 109 ( 10.3 ) 143 (7.1)
32 1 (0.4) 5 (05) 6 (0.3)
% 10 (0.3) 5 (05) 5 (0.2)
P2 5 (02) 5 (05) 0 (0.0)
E S 6 (02) 1 (01) 5 (02)
SREE 5 (0.2) 2 (02) 3 (01)
% 9 FEIE 3 (01) 1 (0.1) 2 (01)
SR 7N astiill 3 (01) 2 (0.2) 1 (00)
B i, 3 (0.1) 1 (01) 2 (01)
FERg %% 3 (01) 2 (02) 1 (0.0)
PEfh 7 i 2% 1 (00) 1 (01) 0o (0.0)
HLEE 2 (0.1) 2 (0.2) 0 (0.0)
JTUA HH 1. 1 (00) 0 (0.0) 1 (0.0)
ER2 1 (0.0) o (00) 1 (0.0)
R B 1 (0.0) 1 (0.1) 0 (0.0)
9 1 (0.0) 0 (0.0) 1 (00)
IR N0 1 (00) 1 (0.1) 0 (0.0)
T UK — R S 1 (0.0) 1 (0.1) 0 (0.0)
B & iz 1 (0.0) 0o (0.0) 1 (0.0)
M B 1 (00) 0 (0.0) 1 (0.0)
& 1 (0.0) o (00) 1 (0.0)
BT 1 (0.0) 1 (0.1) 0 (0.0)
B NPESREE 1 (00) 1 (0.1) 0 (0.0)
HETRE R g ¢ 1 (00) 0 (0.0) 1 (0.0)
SR BE 1 (0.0) o (00) 1 (00)
BERRB L UEESHABES 20 (0.7) 4 (04) 16 (08)
5 P 3 (0.1) o (00) 3 (01)
RAm 4 (0.1) o (00) 4 (02)
RER T 3 (01) 0 (0.0) 3 (01)
i 3 (0.1) 2 (0.2) 1 (0.0)
HH af 4 BE EE 1 (0.0) 1 (0.1) 0 (0.0)
i 1 (0.0) o (00) 1 (00)
TRINE 0 1 (0.0) 1 (0.1) 0 (0.0)
05 s 1 (0.0) 0o (00) 1 (0.0)
FH IR 1 (0.0) o (00) 1 (00)
77 P PN If i 1 (00) 0 (0.0) 1 (0.0)
o e gea 1 (0.0) o (00) 1 (0.0)
7 1 (0.0) o (00) 1 (00)
BB LURBEE 87 (28) 65 (6.2) 22 (11)
i pR 71 (23) 58 (55) 13 (06)
PRIE H i 5 (0.2) 4 (04) 1 (0.0)
kR 4 (0.1) 2 (02) 2 (0.1)
B A E 1 (0.0) o (00) 1 (0.0)
8 s 1 (0.0) 0o (00) 1 (0.0)
HE R 1A 1 (0.0) 0 (0.0) 1 (0.0)
1B KBRS ¢ 1 (00) 0 (0.0) 1 (0.0)
IR 7 s — 1 (0.0) 1 (0.1) 0 (0.0)
BR 1 (0.0) o (00) 1 (00)
EHIR 1 (00) 0 (0.0) 1 (0.0)
HBERELVIERE 12 (04) 2 (02) 10 (05)
RIEA= Hifn. 7 (02) o0 (00) 7 (0.3)
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EEIN R RO FR R | R T e 1 e
o B B R Y JEI R A GE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
PE2R 2 (0.1) 1 (0.1) 1 (0.0)
A% 2 (0.1) o (00) 2 (0.1)
RS 1 (0.0) o (00) 1 (00)
LAHEAL L 1 (00) 1 (0.1) 0o (00)
EXME. REES &K UVERHEES 1 (00) 0 (00) 1 (0.0)
[E¥-3/8/ 1 (0.0) o (00) 1 (00)
—f% - £EEETS L VBRSO IKE 105 ( 34) 90 (85) 15 (0.7)
1 A5 2R AR 1fn e 44 (1.4) 44 (4.2) 0 (0.0)
2 JIERAL H I 25 (0.8) 24 (23) 1 (00)
1 A8 2R ARA H i 17 (0.6) 13 (1.2) 4 (02)
AP AR 4 (01) 3 (03) 1 (0.0)
FEER 2 (0.1) 1 (0.1) 1 (0.0)
s 2Rk 4 (0.1) o (00) 4 (02)
T —T VB AL HH I 3 (01) 3 (03) 0 (0.0)
Jade 3 (01) 1 (0.1) 2 (0.1)
mfz) 2 (0.1) o (00) 2 (0.1)
M AT ez 1 (0.0) 1 (0.1) 0 (0.0)
1A 2RI E R 2 (0.1) 2 (02) 0o (0.0)
LR 1 (0.0) o (00) 1 (00)
HATIEE 1 (0.0) 0 (0.0) 1 (00)
ERERIRE 139 (45) 57 (54) 82 (41)
JRIE I B 22 (0.7) 8 (08) 14  (0.7)
vy = NEZINET AT =T —EEN 20 (0.7) 6 (06) 14 (0.7)
TI5=2T I T UAT 2T —EHIN 17 (06) 6 (06) 1 (0.5)
JFHEREM Al E 5 12 (04) 1 (0.1) 1 (0.5)
MET LB Y FRRT 7 &2 —BHN 11 (04) 6 (06) 5 (0.2)
{8 s 1 55 10 (0.3) 6 (06) 4 (02)
JFHRE R A S 9 (0.3) 3 (03) 6 (0.3)
IR 7 (02) 6 (06) 1 (00)
1. FR R B EE N 8 (0.3) 4 (04) 4 (02)
TARGE VT ) VT AT =7 —BEN 9 (0.3) 3 (03) 6 (0.3)
T ERER SR N 3 (0.1) 3 (03) 0 (0.0)
1 i ERZEEN 1 (0.0) 0o (0.0) 1 (00)
~EZ B E U 5 (0.2) 1 (0.1) 4 (02)
PR HR R E 4 (0.1) 0 (0.0) 4 (02)
1 JE -5 1 (0.0) 0o (0.0) 1 (00)
H i ERE R 2 (0.1) 1 (0.1) 1 (00)
M e Y e s 1 (0.0) o (00) 1 (0.0)
7 L7 F = H#in 1 (00) 0 (0.0) 1 (0.0)
Y a~E s u e 2 (0.1) o (00) 2 (01)
R ifn. 2 (0.1) 1 (0.1) 1 (0.0)
M/ SR N 1 (00) 0 (0.0) 1 (0.0)
I R R A LR BN 2 (0.1) 2 (02) 0 (0.0)
e s Y 270U RN 1 (0.0) o (00) 1 (0.0)
PRI TR o BERGE 1 (00) 0 (0.0) 1 (0.0)
JHFm R B 1 (0.0) 1 (0.1) 0 (0.0)
Pl E5 1 (0.0) 1 (0.1) 0 (0.0)
I BRSO 1 (0.0) 1 (0.1) 0 (0.0)
7T —EHmn 1 (00) 1 (01) 0o (00)
H ifn FRe R AE 1 (0.0) 1 (0.1) 0 (0.0)
i R R R 1 (0.0) o (00) 1 (0.0)
747U DAL~ —H 1 (00) 1 (01) 0o (00)
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10.

AR R P D ORI | ot A 727 5k
o B B R Y JEI R A GE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
~< 27Uy M 1 (0.0) 0 (0.0) 1 (0.0)
~F ST e RN 1 (0.0) o (00) 1 (0.0)
PR BRI 1 (0.0) o (00) 1 (00)
B Re iR A R 1 (00) 1 (0.1) 0 (0.0)
JRIGHS B 1 (0.0) o (00) 1 (0.0)
RE D 1 (0.0) o (00) 1 (00)
BE. PEBLUVNEEHE 179 (5.8) 76 (7.2) 103 (5.1)
AE i 77 (25) 1 (1.0) 66 (33)
B ifi filE 60 (2.0) 41 (3.9) 19 (0.9)
LB X B i 20 (0.7) 18 (1.7) 2 (0.1)
SME M H i, 19 (06) 6 (06) 13 (0.6)
L& % H 1 4 (0.1) o (00) 4 (02)
A BT 1. e 3 (01) o (00) 3 (0.1)
R 1 (00) 0 (0.0) 1 (0.0)
BlE 1 (0.0) 1 (0.1) 0 (0.0)
AEAE: 1 1 (0.0) 1 (0.1) 0 (0.0)
15 % Bh RIS 2 (0.1) 2 (02) 0 (0.0)
SMEPEEE 25 P H I 1 (0.0) o (0.0) 1 (0.0)
HEAR 1 (0.0) o (00) 1 (00)
it siEn e 1 (0.0) 1 (0.1) 0 (0.0)
MedDRA/J Ver. 23.1
FRRRERERICRIZITEE
BRE STV RN
BERE
13. BEKRE
13.1 fEIK
AREN OB EREGIZL Y BIMAECDBZENNH 5,
13.2 W&
RSB R AN S TR WO T, BAaRE DS LR A Tl M 2 B85 2 &,
(i)
I E TORFRABREAE S | mmw&/ ~ OFRBLRITHBEKAFIIC LA 8 ﬁiﬁ*éhf
W5, @8 TAH %La%%ffbt 2k, HEA R N EFRT D ERERH DT DR E L
72 HIMAFRD b NTHEITE, %@J?‘M& 2175 & &bz, ERITS LT, %%Jrﬁ’m:ﬁu\ IR

W%m%wﬁ@ﬁﬁﬁ®%ﬁ%@%ﬁé:&oﬁﬁ\%ﬁmﬁﬁﬁﬁuﬁ%hfwﬁwo
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1. BRAEDEE

14 BREDFE
14.1 EFIZFEDEE
(B @)

14.1.1 PTP %D #KANT PTP > — b OBV H L CTIRAT S LK H &S5 2L, PTP > — b

DEERIZ LY | OB EEREEEA~IA L, BIZIEFELE2 B 2 L THRIRAR SO EE &

HEZ T D EnH D,

(OD £&)

14.1.2 OD 213 ED EIcoW¥ TR 2R S5 L EdT 5700, KR L TIRAMETH D,

T, KTIRHATHZEETE D,

14.1.3 OD 813 £ FOIRETIE, KR L TIRASERNWT &,

(fi7)

14.1.1 PTP A4EDIEANC HE O ZFE, [PTP OBEMKIHIZHOWT] CEk 84 3 A 27 HfY
HEHREEE 240 5) KOV [PTP OREHKIHRICOWT (3]) ) CERk 84 4 H 18 HAFH
HHRREE 304 75) IZIh o TRRE LT,

14.1.2 X8 14.1.3 OD $giZ @ E Fm,

12. ZDMHDFE
(1) EEEREAIZCEDCIER
BREINL TN

(2) FEERIREABRICE D CIEHR
15.2 FEERIREAERICE D B
< 7 AT 2 ERIR OB L7-RBR T, fE~ 7 20 300mg/kg/ H PL L, Hi~ 7 2 100mg/kg/
ALLEOFGHET, FEGORBIEMARBD N ORENRH L, —FH, 7 v M 2 F/H
PO LR B OB AR O b T Wt o@RERS 5,
(fifa)
FEMRBROMERICESXBE L, TIAT LIIEBEO~ 7 A 2 ER/D AR ERER Tl
100mg/kg (FEEERL S LT, IFREIL) LLEOMERK Y 300mgkg OBECIBNT, FFl O fEg:
JRZAE L LC, Mo EO A ERIMARO bz, £, 77 A7 VAEBEO®R 52X > T
FFEHI AR o0 AEEE O BE ML 23388 H 41, 100mglkg O 1 1, 300mg/kg OKE 1 F1I1Z AT 2fEATE
Do, B, TTATVAEBEDO T v N 2FEMB AR TIE, Ty NOBEAZTHET
HIERIERD bve oz,
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1.
(1) RNFEEHER

X. JERRPREERICRE 9 HIEE

RIEHER

VI HEEhSEEICBId D2 HE | OHSH

(2) ZEMHEFEHER

D RBERICHT HEE (TY b, TOR, EILEY M)

F v MZT T AZ L0, 10, 30 &8 100mg/kg Z HAIRE O #5 L, MR IC MIE 282 it
L7z& 2 A, 100mg/kg CTHAMEIRIFFICZEITI A DR o 7203, Wi IR HELRER 2 A B
G S8 7~ (P<0.05, Dunnett’ s test), F7-. ~UAKWNT v MZF T AT L Ld 0, 10,
30,100 KUY 300mg/kg % HA[AIRE 35 L, — R IER O TENC RIZ T B LRI LTI & 2 A,
300mg/kg T7 v MIEBW TRFILS SO EREE DY 1~4 R Z 12 A B 223, ~ 7 ATl
R IL LN hoTe, Flo, TTAT LML, KR (T b)), BEER (v R), HRHE
B (v U R), FTAXH—VREEER] (w7 R), B (T R), g (w7 R) ) KO
AR BEE S, EAEy b)) ICEEERIT I ehoT,

) DMERRUFRBRICNT SEE (fX)
RRERA RUZ7 T A7 L)L 80 KO8 100mglkg & HiE+ 4RSS L. /AT KLF U > (1.0
~1.8pghkg) ROTEF =) (0.5ughke) OFARMES IO W ISHBIIRIA I A2
MRS ERF Lz 245, WFROMETEH, Wk, mE, DR iR U EX
(-7 {E RSNy s Rl it

NEMEEICHTHEE (Tv k)
Fw MIT T A7 L0, 10, 30 KO 100mg/kg Z HERE OG5 L, #&5 0~6 K% K&K 6
~24 FEMH% OIR 2RI L, JRE, JRH Nat, KPR O CIRE, WONCIRIBIEEZRE L& 2 A,
WITNOHETYH, BHEE~OEBIIA LN ST,

4)BIEBRRICHT HEE (Tv b, TUR)
T MZF I 27 LL 0, 10, 30 X 100mg/kg & HEIRE 05 L, Bk &Kk OWeME B 4 1l E
L7zt 2 A, 100mgkg CTHEE NHRDWEDOEDNHAONT-, £, VAT T AT L
JL? 0, 30, 100 }%0* 300mg/kg Z# Hi[aI X 3 HMIKER OG- L, HANEYPEHEE 20 &
L72& 2 A.300mg/kg @ 3 HEIERE O£ 5-CTHNEMPEHHE O N BE sz, £z,
VT RT T AT LD 0, 30, 100 & OF300mg/kg Z H[A Xt 3 AMEERAKEG L-E 2
5. PRI ZRIZ A B d o T2,

5 ZDMmiEEE (v b, oYX
TIAT VR X T T A7 L oviE, EHE (F > ) EIrE (78 KOV [E RFRH
(7 v b)) ITEEE RIS hoi,

(3) ZOMOREERES
AR L

. BHEHER

RO KE I T T A7 Vv i O TCE S, BR&EHOBEMERR CIL7 7 27 LLVERE
WAL NTZ D, WbEWOEMERBEGEEZ AV CESEZFHMG L, 77271 veT
FATVUNERBEOEGRERE LT, ~v 2 14 A, 7 v b 28 HMKRU X 28 HMKER O
Fe GBI L 7=, 77 AT VIUERBIER 5\ L A e m iR o nd, 77 RS
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HEEE5 SR

DHEEEAKRSSEHERER (YOX. Sy )

TFIATVLNDZ T ARNT v FEER ARG EERR T, ka5 ETHD 2,000me/ke
TEIECITHE I N o T, BEICBEAE L2 LT, v~ AKDNT v b EHITREIC
ERT 5 LB ONLEBORDBIE SN, £72. 7 v T, 1,000mgkg LA ET—ifatk
DOHIEAY, 2,000mglkg DM TR AKE . HIFSEBOMG], R TE, WWRELKDS DD E AT
MWD BT,

(/AR © >2,000mg/kg)

2) BEEER OKR S SMHHER (1 X)

(2)

T T AT VLIIVDA X H[AMER 0GR T, RE&R SR TH D 2,000mgkg THIELT
B SN T, FEICEE L7722 ke LT, 30mg/kg P b TASEK o> R A 2 B L
7o/ EEERLEEH . 300mg/kg LA ECHEMAEIZE S 41, 2,000mg/kg C ALP O & OV
0 T T ARREALE FE - T R O ZE L S BlEE S v T,
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RERS SRR

) rEROKSEEHR (YOVX)

TTAT VIO~ T A3 H HBRER ORGSR PR Tk, 1,000mg/kg O”E 1 H]H3
BT LT, HEKICREE L22 ke LT, 100mg/kg UL ECTHEE R & OF 300mg/kg LA b CTIAHE
HIIHI AL SN, MIRFAORMA CIE. 1,000mg/kg CTHIMZ/RE$ D HRIMERR /T A —
Z DIV BT, HHEARA TIE, 100mg/kg UL ETEMNAHTES OF ST 5
LE 2 O N D AT E RO K O 300mg/kg LA ETHEIRORE RN BIZR S -,

(B KM & 300mg/kg/ H)

) RERORSEMHAR (Sy )

TITATVNADT v k36 » HRIER O &5 3R Tl BERICBE L7228k & LT,
EHEEIRDBIZE I NS, —IREBICEFIIRD Dot £, 3 » HREIKER D&
HBRIZIHTIE 300me/kg PAE, 6 4 H RIERE D #5312 350 ) TiE 100mg/kg B E
TR MG SOTB B N B S e, MRS K O bR A Tix. 100mg/kg
UL B CE I Z R B ARIMER RN T A — 4 O, PT Xix APTT OZEE, W ONZ PLT OO0
DR BT, HHEFAIRA TIX, 10mg/kg UL B CHMIGHBERFEICEETH B2 6D
JHF ik B R D H N R O AR D B R D322 S T,

(EFEMEE : 100mg/kg/H [3 » H] &1 30mg/kg/H [6 % A1)
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BRI LIZ A DN o 1o, MRS R O bR A TlE, 0.8mg/kg DL CHIME
FNTHEIR U 7= I OB EE RE D 471 . 20mg/kg T ALP OGRS ST, W BRI T,
20mg/kg THYRHMEEE OFEICEET D EZ X 6N AIREEOWHMN, +9 77 AEEL %
P o T HRIRE D RER S OV T IMaR O ¥ AR LTSRS & DO TE R DM BLEE S 47z, ALP O8I0 & JiF
EDOIFRELF A X, 9 » HRBIKERG%D 1 5 HOKRKIZEVEKRLIZZ L, alWipe
{bTHdHZ NI,

(MM R 4mgl/kg/H [3 KXON9 % AT
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4) BNARMEFER
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7T AT VIR DO~ 7 A 2 RN AFEVERBRCIX. 100mg/kg GEEEHIIEE LC. LLUFIA
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TITATVIVDT v b ERAWTEZIERE L OER F TOMMIIIE A 2R Cld, 100mg/kg LA
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IAMHIAFED Hiviz, I - JRIRIZE VT 300mg/kg CTHRIERE DR AFEH HiLizn3, iz
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T BACED) ) o

—

BEERE. AiERERAREABRUVZOAR
B RSN

BEEHM
B RSN
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FRHETORTIKR

AR L

BIMZE 1T HERRIRFER

VEURICRE T S 5ME

W A—RFUTHE)

9 2 O
F—AFZ7 VU774 | Bl Drugs which have been taken by only a limited number of
$H (PRASUGREL SCP pregnant women and women of childbearing age, without an
(PRASUGREL), increase in the frequency of malformation or other direct or

Southern Cross Pharma
Pty Ltd, 2021 4= 12 A)

indirect harmful effects on the human fetus having been
observed. Studies in animals have not shown evidence of an

increased occurrence of fetal damage.

bEIE. RELGFICEET HEEH

hydrochloride tablet,
coated,

Cosette
Pharmaceuticals,
Inc,

202242 A)

oo FLRINAY
KE DU SE 8 USE IN SPECIFIC POPULATIONS
(EFFIENT-
8.1 Pregnancy
prasugrel

Risk Summary

There are no data with Effient use in pregnant women to inform a drug-associated
risk. No structural malformations were observed in animal reproductive and
developmental toxicology studies when rats and rabbits were administered prasugrel
during organogenesis at doses of up to 30 times the recommended therapeutic
exposures in humans /see Data/. Due to the mechanism of action of Effient, and the
associated identified risk of bleeding, consider the benefits and risks of Effient and
possible risks to the fetus when prescribing Effient to a pregnant woman /see Boxed

Warning and Warnings and Precautions (5.1, 5.3)].

The background risk of major birth defects and miscarriage for the indicated
population is unknown. The background risk in the U.S. general population of major

birth defects is 2-4% and of miscarriage is 15-20% of clinically recognized pregnancies.
Data
Animal Data

In embryo-fetal developmental toxicology studies, pregnant rats and rabbits received
prasugrel at maternally toxic oral doses equivalent to more than 40 times the human
exposure. A slight decrease in fetal body weight was observed, but there were no
structural malformations in either species. In prenatal and postnatal rat studies,
maternal treatment with prasugrel had no effect on the behavioral or reproductive

development of the offspring at doses greater than 150 times the human exposure.

8.2 Lactation

Risk Summary

There is no information regarding the presence of prasugrel in human milk, the

effects on the breastfed infant, or the effects on milk production. Metabolites of
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prasugrel were found in rat milk /see Data/. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for Effient
and any potential adverse effects on the breastfed child from Effient or from the

underlying maternal condition.

Data
Animal Data

Following a 5 mg/kg oral dose of [14C]-prasugrel to lactating rats, metabolites of

prasugrel were detected in the maternal milk and blood.

AN T AR OM M LOEE 9.5 dhw), 19.6 Z3w) OHOFHILLTO LB TH S,

9.5 hE4E

9.6 RFLIR

TEba TR LTV 2 RIEEME D & B PRI iE, 1R EoF RN GERIEZ LRl b & &b
RO ETHZ b,
M ER (T v ) TRIE~OBITHRD 5TV 5,

IR EORRIER ORFLRBOAMMEZZE L. RILOMKGSUT T IEZ BT 2 &,
R (7> b)) THITPIIBIT T2 2 ERRBO 5N TN 5,

MNRFICEHT S8

o

FLHEPA

KIE DIAS SCHE
(EFFIENT-

prasugrel

hydrochloride tablet,

coated,

Cosette

Pharmaceuticals,

Inc,
2022 -2 H)

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.
In a randomized, placebo-controlled trial, the primary objective of reducing the rate of
vaso-occlusive crisis (painful crisis or acute chest syndrome) in pediatric patients,

aged 2 to less than 18 years, with sickle cell anemia was not met.

AKINZB T DARANOMEH EOFETT /WNRZE | OEOFTHIZLL FTO LB TH D,

9.7 INRZ

INREE A G & U T BRRRRBRI T L Ty,
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https://med.towayakuhin.co.jp/medical/
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