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W AR, BEBBEICT I A7 LAl LT 20mg 2 1 H 1 RROKS L, To%, MRAEL LT
1 H1[E3.75mg 0% 5945,

QRAERUVHAEDHRERERE - IR
SeESho%E A EREHRER (CS0747S-B-J202) ToO#EEIL, [EWNTHEE L7283 5 OFH%A) PCI x4
R AR ELER (CS0747S-B-J107) M QNS CHElii SN 7= ZE M T 7 v — LB REEL S 2 %15 & L7z o3 dn
ORI ER (H7T-EW-TAAD #5r) 205G Lo O i/ MRIEEEEINSIE R 2 583 5 1 #0~ — I —
EHBECHERREEZER L, vaAmf®E [T, LD (Loading Dose) 1 % 20mg, #ERFA&E (LT, MD
(Maintenance Dose) ] Z &M &% bmg, (KA EMZ 3.75mg L% & L7,
ZOREE. FBUMAHERERBRICBIT 2V THULOMEHETHLZ 2 E R LVBECH L CHIM Y R 7 385K
ENDFERITRE ST, ZRMEOBLE HIXERSOENEIFE ACS-PCI #5458k, [E N AR
PCIM &R HiEHE L L CENE THAER ERBROWTOHAEHAETLHATE L. &2 6N,

- FMMARKABREEZRFEZA-AERVCAZORERL
SMEERBEEE (FRERDE. FSTLERLHEE, ST ELRUHEE) TORZRUVAE
SR OFIAH ACS-PCI %tk (CS0747S-B-J301) T, A zhMED EEFHHEE B OFAG BB Bl 2 )
FITRT,
7'F A7 L L@ LD20mg & X MD3.75mg/ B T L7z, SPEFIEGEREESE (REEMIE, FE ST EH-L
e, ST B LEETE) x5l L7-8IFH ACS-PCI x4k (CS0747S-B-J301) <., Atk
FETAIE B T 5 IGBREEE 5B AE) SR 5B 24 M E T, FELME A N2 b (LIEE, HEESEME
DRFEZE . K OFEBOEMERE MM AE) OFBIEIT, 7o R VALK L TF I R 7 LARETE)
olz, T, WERTHELAY— FLROSHEMIZ 1 2 FE -7,
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WIEARTE % 3 BE £ TCOEELMEA XY FOFKERIL, /o R VARLHEELTT I A7 LV
FECIRLS . EEBTHTE LAY — RO SHEEMEIT 1 % FlEl- 72,

FELMEA X ME, TTAT VAR a B K7 LVEEOWT LT HIRBRIEE 5% A % £ Tl
ZFBLLIZ, BERITZnE T VABETELS . TOEE R EEREGMIAE 24 BE THRE LT,
Z O, 1RBRIER G- 4G 24 LA & 5 O T IRBRIER G-B 46 H 2 HIBEME T H £ COMIM CH R TH
olz, ZTHVHOFERIEL, JeF I OMESS ACS BB IAHRER & IZIZFEROHA RO TR, 77X 7L
® LD20mg & *MD3.75mg/ H % H AN D PCIffT ¥ & DM b B E 12 24~48 M G- L= & &
TRRANERE LN D EEZ BT,

AMMEOTETMER ORRE (M ACS-PCI f REAER)

TITAT LIV VA=R= NV NP— Rt
A SN FA REL | REEE | B RE | REEG
=] ) [=pj} 5 Y 00

mas | mEs | ) | mas | mam | () | FUEEMD) 95%CI
. ) 0.412~
BHBBAS 3AEET 685 36 5.3 678 56 8.3 0.626 0.951
BB S 24 W% £ T 685 64 9.3 678 80 11.8 0.773 Ofgzz
BEBRBNSBHMETET 685 74 10.8 678 84 12.4 0.849 Offé:

LEVEIZOWTIE, RIEMORERRT, TR VAT 1.9%, 7ot RZLARET 22%THY . mikf
CTREE CThH o7z, o, KL OVMEMOREFRIL, 77 A7 LAEET 5.7%., 7 7 B K7 LLVEET 4.3%
THY.,. 7 KT UL L TT T AT LARETE - T2, KA/ NI ¢, A ZE KR (PCI
DEPHES) 7o LORBRIL, 7T AT VAT 1.6%, 7o ERZLARET 1.8%TH V| MWt CRRE
Thole, —J7, REMAOVNMHI O T, SMYERKRSH Y D 55 PCI OAHIEDIFHERIL, 77 A7 L
BT 28%, ZJRE R ULARET 1.8%THY, Z7u b RTUARLEKRL TT I AT LVARETHEN-T,
RHML, /N % O IRAICHE R ORI RT, 7T AT VAT 9.6%, 70 F7 LARET 9.6%
ThHY, MECRRBRECTH-7= ([V.5.(4) 1) a) EAFEIHE ACS-PCI xt% 588 (PRASFIT-ACS Bk,
CS0747S-B-J301) | OHEZMR)

HZIZOWTIE, 7T 27 LVRHIWIE ARG L o THECMIC/MOEBEMRIZI R 2R~ L, #5559
MzZmLTr et R7 VAR @Ol MREEEMHIIRZ R Uiz, £72, 7 vt F7 LV M/ MREE
LRI FIL CYP2C19 @ EM (extensive metabolizer) . IM (intermediate metabolizer) . PM (poor
metabolizer) DNEIZIEL 72 DM MBFED LD, 77 AT VAR M/ MOBEMTIZ RiX,. CYP2C19
OXRBFAZ L GTREETH T,

PLEDOFERMNS, 7T 27 Lo LD20mg K O MD3.75mg/ A #% 5-1%. CYP2C19 OFRBFAIZ L 59, &5
Wi 2208 U T e i/ MREEEIHIN R 2R L, AEMEZ RS DD, BHARAD PCI ifT ¥ i O 2k i 5
HEEZICEHThL EEZ LN,

REFE. BRIBELDHEETORZERVAE

Se3 SO FH AR PCL 488k (CS0747S-B-J302) To, A#hEd FEHGE H O s BI5 BR 4 )k
RITRT

77 A7 L v d LD20mg & O MD3.75mg/ H T3 L7, £ PCI jfTEE (ZZEMiE, BRIBME LR
FSE) kPGl LI- B IMAREER) PCT x5l (CS0747S-B-J302) TiE, EEFMEE TH 5 FE L
BA RN (LMESE, FEBSENE A E K OSFEBSEERE M EN 25 ) ORBLRIT, 77 A7 LAVEET 4.1%
(15/370) , 7 B E RZ LARET 6.7% (25/372) Th-oiz,




V. BICEE 5 HHE

WA G% 3 B HE TORELME A X bOFBRIL, 77 AT LVAEET 3.3% (12/361) . 7 vt
RZUARET 5.4% (19/349) Thoto, EELMEA X ME, IR VAR o B R7 LD
WM THIRRRE GBI H % £ TICE S B LN, BHROELFR -2 £ R E5HG% 24 8 £ THE
B Lz, ZoOML, RERER G 24 uhéawtﬁﬁiﬁﬁﬁﬁH#%ﬁ%%?ﬁif@%%f%
FEECHoT2, 2O OFERIT, MO FBIFE ACS-PCI #1538 (CS0747S-B-J301) & IEIXFREEDOM
MTHY, 77 A7 Lo LD20mg M O MD3.75mg/ H % B A N OFHEA) PCI JifT BE 1 24~48 %
HLl-&, +anE80MRBondtBExboni,

AMMEOTEFTMEL ORRE (FMARFHKE PCl dRHEK)

TITAT LI Jue R7LL
A 41 ] FEATh HEL | BBEE | T HEL | BBEEG
BEE | BEH (%) BEE | BEH (%)
B5BHENS3AEET 361 12 3.3 349 19 5.4
Be LBt S 24 B ET 370 15 4.1 372 25 6.7
B5BRMEN SBEME T E T 370 17 4.6 372 28 7.5

ZAPEIZOWTIR, KHEMORERIT, TR VAT 0%, 7ot RZLARET2.2%THY . KM &L
WINHIIMOFRERIL, 7T AT VAT 1.6%, 72 E KT LAFET 8.0% Tholz, KL OV foH
T, AR 72 LOREFEX, 7T AT VAFET05%, Z7RE RZLAMT1LI% Tho7o, £z, K&
WhHILOH T, SMIER &Y D 5 6 PCI DG PHEDREBLRIT, 7T AT VAT 0.8%, 7 vt K7 LILEE
T 0.5% CTholz, KR, i & OERRICEE2HMOFEBELRIL, 7T A7 VAT 54%, 7B R
TJUNLEET 6.2% Tho7= ( [V.5.4) 1) ¢) EINEMEFEMN PCl xt%iXEk (PRASFIT-Elective FRER.
CS0747S-B-J302) | OIHEEZHH) |

FIFIZONWTUE, 7T A7 LABHIAIEIAE R 5T K o THEeDNZ M/ MR E %W%ﬁ%%rbt ZEIEE
i G- L7z B3 b PCL E AN IR/ IMOEEEMSI R 2R L, B WM 4@ IF—EIHERE LT,

F7o. BE4EKEO 7 o v K7 LIVEED M/ MWRE %m%%%iCW%mgwEM IM. PM DJEIZIEL 72 %
RRF8H BT 7T A7 LVEED M/ MREEEITIZNRIEL, CYP2C19 OXRBANZ L & FRRE Th 7=,
PLEDOFERNS, 7T A7 1L LD20mg & O MD3.75mg/ H #% 513, CYP2C19 OFEHRAIC L 59, &5
Wi 2208 U T e i/ MREEE IR R 2 m L, AEMEZ kB OO, HARANORER PCI fifTEHF A H
ThdEEZLNT,

4. AERUVAZICEET 58

7. BERUVAZICEET 58

7.1 PSR T FIGHERERIREIL, T AE Y > (81~100mg/H . B YnlAR& S Tl 324mg £T) &
P2 2 &, P/ REE “ IO HEEEK TR OB G FIEIZ O WL, BRNAOEFHOT A K71
VERBEBIITHI L,

7.2 PCI GfTRIICARA] 3.75mg % 5 HREFRER 5 SN TV D4, #llalafr#s (584 B2 20mg % &
H42Z &) I0ATIERY, AANC &2 M/ MMREEEMHIER L 5 B TEFREBIZET S 2 LA EE
Ena,

7.3 WA ARG 2 RE 2SR OB 513 5 2 AR E LV, Z2ERHIT R %S & ik LT Cmax 23H0
9%, [16.2.1, 17.1.1, 17.1.3 ]

74 RIEEOBRF ((KE 50kg LLT) Tik, HMOMERMIESHKT HI20030 2D T, MBI U THERF
&1 H 1 25mg ~OWELEZETHZ L, [9.1.4, 17.1.4 /]
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7.2

7.3

7.4

ENTA BT A UDOBET 252 TR S EAZ B (B 2412 A 8 B IS, fuif/ Mk
OFRE (DAPT : dual [oral]l antiplatelet therapy) AR THOBE HIEICEIT 2 EREZ7C#H L7,
DAPT #lf#lid, 7 A& U > LG L, DAPT B[R T 1% OG- HIECHOWTIE, ERSINOERFTOTA F7 A
VERBEIITDHI L,

7B, BELTHESHTWATAE Y VRIFIORT, 7 ALY 2 100mg $EDE R TIE LR 300mg £ T, £
7. 7AE YV 81mg SEDOE IR TIE LR 324mg £ CTLRRESNTE Y, REREEINIZIN (PCD) i
#%ITIT D142 - SRR OB OIS EBE L, 7 ALY L OfhEO LR%E 324mg & L7z,

) AR —#E, A IEA fl; 20205 JCS A RIA T+ —AAT v 77— MR dEIREEEE BT 551
MmARFEE (2020 4% 3 A 13 HFE1T)
https://www.j-circ.or.jp/cms/wp-content/uploads/2020/04/JCS2020_Kimura_Nakamura.pdf (20254 12 H7 7
)

7T AT VOVEEFEE O I MREEEIHIVER X 7 A 7 L)L 3.75mg @ 5 H & 512 FARRBIZET D
ZEeNBESND, PCLANCT 7 A7 L)L 3.75mg % 5 H Fﬁfiﬁ&ﬁémm\é%/ﬁ fﬁ)J U=CUER SR E A
ETIER,

FeFE A O E N M ACS-PCI x4tk & OV IAHFEREAY PCT XI B <, MR & IRAL B%Ici
HEERTWe, 72, BEERABIEIC T T A7 L)L 20mg Z HER O #% 5 LT & & OiEERHE R-138727
DI ENREIL, ENERE G CTIXREZE R G & L L T Cnax 2387 3.3 {512 L7223, AUC (2B 72 7221358
Lot (VL1.4) 1)BEOFEE] 0HEZSH) |

eSO EWNE IR ACS-PCI x5 atlii T oK H L, /N i} O RAVIC B 70 i DR BLERIL, F71T 50kg
LT ORBRF TEWERIZERD bz,

HERDHMEA R hREE

PN ACS-PCI %435 ATV
50kg LA T (n=85) 50kg # (n=599)
K H i 5 (5.9 8 (1.3)
K I+ /) i 15 (17.6) 24 (4.0)
R EH L+ /1N o+ B AR A 42 B 22 7 H f, 19 (22.4) 46 (7.7)

eI (%)

Fo, eREOENE THEBERRRICB T 5 (75 Ml k) UIEKAE (50kg LAT) OBETORS
12 8% F TOEELMEA X2 b (BT, FEBSEIELHHIE, FEBIEIERZEH ﬁ)\&%%ﬁ“émw@
i IMATFEM OS> RABRA > ) OFBRT, 77 A7 L)L 2.5mg BEDT 5.4% (2/37 f5])
ZAF L)L 8. 75mg BEHT 10.8% (4/37 ) TH -7z,

IR 50kg LA F B TIE, 4R, BREES oo M Y 2 7 K1 K OAe A <> hOFBLY 2 7 % 5l
L7z B¢, MBS U CHEFFHE 1 H 18 2.5mg ~OBELEETHZ &,

W) 7AE U 81~100mg/H O, #IEIAfTHZ 20mg


https://www.j-circ.or.jp/cms/wp-content/uploads/2020/04/JCS2020_Kimura_Nakamura.pdf

V.

1GHICBId 2

5. ERPRAUHE

(NEEERT— 8 /8y or—2

BT —5/8yr—2 GHEAR)

i s ENaTe sds | L |
HEROKLGICBIT 2%, 3K
55 1 FH LRI 53R 17 R SR Eh e OfRET (HEFERL | CS0747S-A-J101 | O — O
A 50 f51)
KERORE BT D4, 3
1 RER SRR NFEROFEYBERE O (AL | CS07478-A-J102 | O — O
A 40 f51)
Ny TAEY UREHRETIZET LY
T ORS00 L L osesett, 0%, B | cS0t478A9103 | O | — | O
e OFEM BN RE DT (BEFERC A 23 1)
TAEY UREEE TICRTD T
TRV UBRRERE | 5 AZ L (R R ) N N
RERERE | B DR, ENE, ROEpEE | CS0T4TSAJI00 O ©
e e DOfFET (fEFERR A 20 1)
HEE | Bl (23 1) & IEEME (24 1) . B
Ui mhin s PK/PD A5k L O SRABE J OS2 s B CS0747S-B-J110 | O O
PRER o TF AT LIV (20mg) BEHEO & N B
A% PK 5k HEOBBEOBE (HHER A 24 1) CS07478-A-J112 | O O
TTAT LIV 80mg HHEIRE L
WS QT 3Bk WD LERSMICKTT 520 | HIT-EW-TAAP O — O
frataliR (feRERk A 60 1)
HHA] 3.75mg HEX 1 SEICHTT 5
1A 3.75mg #E BA iBR* | #UK 3.75mg FEDO AW EHIFIT | CS0747S-A-J108 | O — O
PERER (BEEERA 20 1)
[HBLA 2.5mg §E X 2 ST D
#rIA 2.5mg BE X OB bmg | Bl 2.5mg $EX 2 & 5 ME 5mg N -
52 BA 3 BE X1 B0k 2 R A v g | CS07T47SA109 | O ©
(fdtRFERk N 24 )
AR HEENRN A 7 > MR E B
FFHERYD PCT X RERIRIEH | 9 2 Bl RE B EE (84 ) Zxf .
i G2 Ui MusEns o | CSOTTS B0 O ) 0O
ACS &t
‘%‘-‘%X %H*Hﬂ%i%&ﬁé?ﬁ%ﬁ ﬁi‘%&%ﬁ’]ﬁ“@ﬁﬂ)ﬁ?ﬂx?‘/ F{éﬁ%g
A | T At DT T 5 EBIREERE (422 §) % .
i (;ﬁ u i@fﬁ%@ﬁ’] PCLAS | o w555 L mg et | CS07478°Ba202 | O @) @)
E/J PCI ﬁﬁiﬁxﬂiﬁiﬁgﬁ) A%ﬁHE@*ﬁgf
HiAT == = -
v & Bz et B IR T AT % B T 7 &
Y| HIIAH ACS-PCL 4kl | Atk eifEREEE (1,385 ) I .
%L | (PRASFIT-ACS) BBt KT LR Ak | CS0T4TSBIS0L O O O
TR L U7 —EE MGk
Y A 1 S B CASTS
B PCT gt | (TRIVUBIIRG % 7 it ot
N T 5 EEREE R EE (751 4) 128 CS0747S-B-J302 | O o o
® . 57 a v K7V VERERIE % 2 IR
(PRASFIT-Elective) — N
P e Oy s = e

O . '7\_5/§’y/7'_°/ﬂlay)f:§it5ﬁ‘ — :7‘:\‘_&/\0‘)7‘—?/\&:5&)%@1/\
* DAL U H 2T = MTIFER L TOARVEER
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FHRRARBRIC BT DA, etk %K CYP2C19 B FEROERBAIC SV TIE, LLFOERIC
K DFHE E &2 vz,
1) AEFF@IER ¥
BEMEEARF KM (PCI) AEAIhLIELNEMERICKT HHBRICETH0MESRY FOER
(48 ACS-PCI xtRiKBR. FIMAEFFHM PClI xtRHER. B4 ACS HEIMEER)
BB, ANV NEESTHIE LIRRERKERLE L,

Do A~ b T OB
D& BE FETHID S BIICESTFRRR, LOFICLD2bDET S,

FEBSENELAFZE | LT D~3)OWF i A5 2 BEFT SR OB SR H% IR S -54 . BIRIE.
PCI XX CABG (2B U 7= RIEFNZ B 597, (DL ER LT,
1) #El PCI X% CABG JafT% 48 RFRILAN D&
PCI i3 CABG JiafTHiih> & 17 48 FEFLINORIIZ, CK-MB 2 EFENHLLF DWW
NS T LB E R L2 O (BEFEEDOEA D E.U)
- PCIfiifT# ® CK-MB 230 72< &b 2 IKCIEFE RO 3 %M 2 %, PCI 7142
FTAf ATRE 72 CK-MB 23 1 MR L2NIE CE Ry o T2 HE . 0 1 RESIEFE ERD 5
BEB25 P,
QEG%ﬁ%@CKMBﬁ D &b 1 RIETIEFMHE LR 10 (5282 5 9,
PCI X% CABG Jitif TR 2> b MEfT1% 48 R LAN D# %18 L ¢ CK-MB ﬁ\fh%ﬁiﬁﬁ%ﬁz
TWHD, ZOMO -T2 AKR FMEAZ R L, ZO%E EFE2R LGS, EiiownwT g
Ziit- L, 2o ER L= CK-MB NERTD 1.5 528 2 T\l i#ﬁ(ﬁlﬁr DRFEIE &5
Do
2) #E PCI i CABG ST 28 7= 2 ArE DS IR ZE U ZE 2 5% ) FT R AR -4 9
UTOWTNMNCEEE L, oS T 5T AN D 48 IFHILING CK-MB it hrAR=
(IXIET) NEFMEERD 2{FEE2E2THNDHO
© BB OOIERE LRt o Mo
c FHRFEHUIEIE L7 1mm (0.1mV) BLEo ST EH- XX ST T
- MATENRE DO HE (hemodynamic decompensation)
3) FHORHE QN EE LSS (0.04 HLLE) @

FEBBEMERpZE D ARRE R SV AU AN B 72 | HH R b\ oV B a— X WS (computed tomography : CT)
%5\ T MRI *ﬁﬁfﬁﬁfﬁ’%{ﬂﬁﬁ?ﬂ\éﬂf: ’EHLI '43& L7c, 7o, Bz 2 15 i zs
o E R MAPERN TS R LT, Aok, BIMMERN S PN E O A L LTz,

W5k ACS ISR (TRITON-TIMI 38) TiE. UL FD LS ICEHK L=,
a) DI DA DJRK A 502 THRWELT 2 & e,
b) A ATRE 72 fc AR RS PCT Jiif 714 12 BEMILAKE CH D546, T OB IER RO 5 452812 (BEEEOLA
HEte)
o HEMEMEOLA L AT,
d) #)lE PCI i CABG HifT# 48 Mifl & B 2 =854
- CK-MB X hrAR=UNEFEEREZEL, LTOWTRrERZT,
20 5y LA Lo Fifge it oo g
- 1mm 2L ko ST EH- XL ST T
e) #1[E PCI Xi% CABG fifT# DHFRENC & &9° JFR B O OFHEIE L 138 2 2RO R QI UTWHAT R 43R0 5
Dz4ﬁﬁuiﬁm¢5%@fﬁXiﬁ@ﬁWt mﬁbt%é%%$¢&bto
F o, MzER & R ZE B & R MM 2R I LT,
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2) REMFHBER
BReEEBARK AT (PCH AERAShHEMEMREBICHT 2HBRICEITHHMES R FOER

(I HEFHM PCl R A= TEHER. S ACS-PCI &R HER,. #E5 ACS FIMAGFER, FMAFHN
PCl xt &R iER)
5 M O
R H i SN HIM 3~ 7 1 By 5g/dL L EDOIK T % ££ 5 BRRAYIZIA S 2> 7e i
(TIMI %% Major bleeding) | 2 Hfiz (1 BN : 200mL /1Y) ML, ~T 7/ vy 1g/dLone faE 35,
KD 5 BELFOWT NSNS T 2 iz AqmE2 & i e LTHET 5,
1) ’ﬂzﬁEEﬁf;Hjml
Hfy & 3 i 2) BRLIRIZ K A FIES M I e M EAS T 24 5 Hifn
(Life threatening bleeding) 3) 571**45’]&!% g b U7z i
4) 48 BELAPIC 8 BAfT (1 BEfZ : 200mL #824) LIk Dodiim 2 /8 & U7- i
5) FEfGEM: DFEZEPY H i,
ANl ~E 1 e 3g/dL Pk 5g/dL Kl O T & £ 5 BRRIYIZ I & 2370 Hi i
(TIMI #:#¢ Minor bleeding) | 2 Hfiz (1 HAAZ : 200mL FY) oO#@iix, ~F 7 vy 1g/dL O E#HE TS,
LT OWTRNICEE ST 2 iz BRI B e tHifn & BT 5,
1) BEEALO MM (BIEEE, DREEFEN, BIRE M (ROt mn] | &
RENIE, BEINZR &)
2) ~EZ B E VKT AR W I R UL RIPERE T 2 — 7 O E L B
2Nh D)
3) MR IC L 5 A W IHIRM R @
4) HERALE % B9 5 & H i
5) PHEHALE % 25 2 o P H I
6) ERTABEG-H1 1 ST AT 4 A &I U 72 i
Z O Hif. R, /i % OBRARAGIC B e 234 L2 W9~ To i
55 T AEFFERY PCT X4 H &3 ERBR TIx
a) ~EZu bty 1g/dL Xid~~ F 7 U v b 3%OEE
b) 4 Ef7 (1 B : 200mL #8%4) LAk
d) JREEH T —T AT AR L2 W AIRAYIM IR & L CEEMi L 7=,
4 ACS B IFHFER (TRITON-TIMI 38) Tl
b) 4 Ef7 (1 BEfZ : 200mL #8%4) LAk
o) IFFHIEE R & L Tuauy,

FRR B9\ BB 7 i, ©

3) ENFFIEER
a) PRU (P2Y12 reaction unit) {&
VerifyNow® System (2 L ¥ JHI%E L7, VerifyNow® System (% P2Y12 Z A AEFEHIHEH O — U v %
M ADP A ifn /MR EEEE & Stid it B O I TRt 5.
b) IPA (inhibition of platelet aggregation)
ADP B33 2 i/ IMREEESREZ T 7 ) I A —Z — & W otiEEiEIc CRlET 5,

4) CYP2C19 EnFE2RHOKREKEE
CYP2C19 #IZ -2 OFHANL, A X —T L LA S W TIRE LT,
AR L Lo CYP2C19*1, AR T L)L CYP2C19*2 & CYP2C19*3 Ol bEic kv, £IH
EUTOIIITER LT,
CYP2C19 MR A —7 LILERE & RBE D XIS

A B =T LB F BV
*1/*1 EM (extensive metabolizer)
*1/*2, *1/*3 IM (intermediate metabolizer)
*21*3, *2/*2, *3/*3 PM (poor metabolizer)




V.

BRI RE T 2 EE

(2)BRPR R ER
1) BEK%E (CS0747S-A-J101)

RN BEE G L L, 77 A7 L)L 2mg, bmg. 10mg. 20mg &K\ 30mg 27 7 R Z%HBE Lz
AEZALATHEM —EERIECHEROZ L LI &0, T AT LV OR4eM, EERE Rk SR )1% %
Bt L7z,

LRMITERARBIEE (ARER, MR R) | BPARAE R OCBARREIC L - T, EpEgixiiEthorZ
A7 LAY (R-95913, R-106583, R-119251, R-100932, R-118443) EEZHET S Z L1tk - T,
F AT ORI HIER X O IR A2 ET 2 Z LI ko TENENRGET LTz, EHIT. Y
FHRE/XT A —2 D H B AUCo24h. Cmax (Z DOV T EILFINEZ RET L7,

TERER AN BIEZ G, 7T A7 LV 2~30mg # KA END 2,5, 10, 20, 30mg & A7 v 7 T L IC&ZeME
EHWRLE L TRAT v FICBIT LI, 52Ty 7106 [T A7 LA#EE 86, 77 vR#EE 2 f#i]
T, ZENERE (10 FERICL Eofath) ICHER NS Lz, A7V —=2 7 REDHIBERHREE TO 10
AR, ABE FCHlE - i LT,

HRIRO#E Lz & & ORBMERfER S L, RISV &Rl LT,

TEPERE A K OVRIE MG O M5 Hr i B VX B - TN L 72 AR PERE) R-106583 Tl AUClast.
AUCoint, KT Cmax DWTIO/RT 2 —2 THHARELFIMERRD B, EHERHY R-138727 KO
R-106583 LSO RIEMER L DT A — & ZFrx HEFIMEZEEO b T, BHE RO
HENRE T A — X OBLEENKREL R DM TH -T2,

7T AT LIVIE bmg LA EOBEEIZE VT, ADP 20uM THEE S35 /MR EEE % & 5 B0 fE -
THIHI U7z dERNE. TEMEARE S IAE R DIER L7c % bR L. &5 168 it £ TR0DNTIK
TL7=,

R#EHRE (CS0747S-A-J102)

RN BIEE G L LT, 77 A7 LV% 2.5mg, 5mg, 7.5mg. 10mg, X{I77kEAR%Z 1 H 1[H, 7
AMMERO#S (1 BEROT HAX 10 2L EOR%IC, 2~6 A BIZHA%ZICEYS) Lizt&o
SEMENRE e OV &M & RRET LTz,

Z OFER . TGV R O RIEERE O AR IR EIX, Wb 1 HE & 7 B B CIRIERBROHERS 2 7~
L7zo THPEREM R-138727 1%, #EGZECMICIIEFRREN LA L, &5 0.5 RH#ZICRSEICEL
#%, BT L7,

AUCtau* O Cmax 1%, 2.5~7.5mg # ClI G EITHEVEM L7223, 10mg BETIE 7.5mg #E L W /hS o
Too RIEHERHIT, B REICHEVEM L2, ADP (5, 20uM) TEE S5 M/ MOgEEmHIERIL 2.5
~7.5mg OFPHCITHEIZ LS TR L=, 7.5mg B L 10mg BE CIEFRE TH -7,

REPEIZOW TR, RIGBRCTHEBL L 2B & ORI RBRZ B E CERWVWAEFZIITITHRETHY |
ML 725 X9 RHMMEAEERLBEO LN o7z, LIz TR ABEICTZ A7 L)L % 10mg
EFCOHBETREROEG LIZGE, ZEMEICFFICHEIT 2D EE 2 b,

% AUCtau : IEH G- REIZ I 5 £ 5[0 o T o i B — RERT i T T

B PKiER (CS0747S-A-J112)

HARANFEFRR A BMEEZ SR E LT, 77 A7 L)L 20mg & 2-way 7 B A4 — "—{E|CCZEERE, IR
(CHERR OG- U, ZalE, i/ MREEEMGIZR L VT T 2 7 LV OTEMEREY R-138727 O3 BIEIC
KEFTEEORZEZRFT LI,

ZORER, BEVEIZOWTIL, ZERR G R OBEREGEDONTITH 77 X7 L)L 20mg OAEVET BT
THY, BERZMETRD SN2 oT-, HEIEEIT, ZEMERFCIIR B G & Il LT Cmax 2549 3.3 512
W L7223, AUC ICBHZE 23813 o T,



V.

IBFRICBE 5 IHH

4)

*)

1)

= #5% PK/PD E& (CS0747S-B-J110) 49

g (756 A L) 277 227 Lov 2003.76mg (Bl BAERF &) 285 L7z & & O SWEhie & O
T % FEFEEE (45 LA b 65 R RT) 2 ) RIC LR 21T - 72,

Z ORER TEMEAGEY R-138727 OFEMEREIL, IEmlind & i L TR b Rino T, MWikEsk
mﬁwmi\%%%f%@%w@m_%otoﬂéﬁfi\%%%ﬁﬁETﬁ%$%#%%%w@m%%
DI, WIS ERIICRE & 72 2 HiflE e o 72,

TREY UG REEEEHER (CS0747S-A-J103)

R AN B AR E LT, 7TAEY > (100mg/H, 5 HRE) KEHEG FICBIT5 7T 271 /120mg &
Ot 30mg HEIRE O GO 3B e, 3K)) 7 R OVE M2 e Lz,

ZOFER, TR R-138727 1%, #H &I mEFRIRED EF L, 85 0.5 REMBICRm il e
L7zts, HLIZIE R L7z AUCuast. AUCoinf & O Cmax 1. 20mg Bf & bl L C 30mg A TR X i %27
Lz, £z, WTFNo#HETYH, ADP THE 45 M/ IMUEEEIER 1T 5 1~144 FEf#% O W ORf
JCH T T EARRE L i LA E I L7,

HIMFERIZ DWW TR, 77X 7 LA ONThOREETH 7 78RR L i LU CIEE T 2B M 23580 b,
BEMEIZOWTIE, IBRIEL ORNEEREEETERVEERERSRRONLN, T_THRETHY , RE
ERDEDRBLDITRO NIRRT, LIzRo T, @BERABIICT IR LA ET A Y VU KERS
TC30mg £ COHETHRBEIRAOKE LI-GE., ZaMEICRICEIT Wb D LB 2 b,

TRAEY U AREREHER (CS0747S-A-J105)

TR A B A x5t & LT, 7 AU v (100mg/H) KEHEE FTOT T A7 L (B &R &)
20/6mg MO 30/7.56mg 1 H 1181 5 HIRERE D G- O ENRE | 317 R O 2 BET Lz,
ZORER. TEMEMREY R-138727 13, LGB MBEFIREN EH L, &5 0.5 FEf&IC R il
L7t HoTIET L7z, AUChst. AUCoing KON Cmax (3. AGHEHRGR (DFH#S 1 HE) KUHE
FFHER R (P& 5 HH) & HIZ, 20/6mg #f & bl L <, @H&ED 30/7.5mg #ECafEZ = L7,
ADP CTHEE S 25 fi/IMEEEIIHI(EH 1, 20/6mg BE CIXOFHE G 1 B H OGS 1 RR% O E/KT 72
Refl# £ C. 30/7.5mg #ECIEOFHEES 1 HEO®R G 1 FEMZ MO EGHT 144 R £ C. =nzgh”
7B ARHE L i LA TEISHE U, i MREESEIHIE X, 20/6mg #E XY b 30/7.5mg B TR~ 72, H
ML, 7727 L LOWTROREETH T 72 REEE i L TIEE T 223580 by,
ZREMETIE, BERLEAFEFRIIVTNAORETHY, BMELRLI LI R bDIFRDO LN T, Eo
T, BEERABHEIC T I A7 L a7 2 VO T C 30/7.56mg £ CORHBETKEROES LG E
LAMICRHCHBEIZ 2 VW O LB 2 bz,

#wot QT SRER (H7T-EW-TAAP)

R BB E N O MR 12 77 A7 Ly 80mg ZHEE S Lz & & OLEFSMII 5T 5 A%
QT/QTc FIREIZHWTHF Lz, ZTORRE. BRMNWICERO S DB IIBD ONhoTz, 2, 7T X
T L OB O MR L QTe FEDR—2F A b D& _Eeﬂiiﬁaiéﬁb bivieno T,

AFNOARAET, BEMEEBNGEHRN (PCD 238 H S5 i 5 B CldglEI A mT H & 20mg, #EEFHE
3.75mg/B TH B,

Q)RERICERFRHER

A PClI M REGEREIEHER (CS0747S-B-J107)
a)hix

H ]

FABIREENIRN R 7 > MAE 2 B3 2 B RE BB 2 X8I, M/ MREEEMRIER ZHEE LT
F AT VL IVOHERIGEEZREFTT 5,




V.

IBFRICBE 5 IHH

”;t#/r?f Zhak 4R, BAEAL, “EER (Vo R LARHIIEEMR) | WATEER ik
. FRHEREBIRN A 7 > MEREZ TE L TV D EEIIRE R RS CEIEFMmc S - 78 il LA Mki s
xt %
% 84 f)
HEEfrHAE (LD : Loading Dose) & LT, 77 X7 L/l 10mg, 15mg. 20mg OWTihd, HD
WEZ7 mE RFZ7 1)L 300mg ZJ5HIE U THlE%RRE ARG Uiz, LD &5 A LI, #FHE (MD
Maintenance Dose) & LT, 77 A2 L /L 2.6mg. 3.76mg. bmg DWIiLh, HDHWIZ/ e K7
UL 75mg %, 1 H 1 EJRAEIRE%ZIC 28 HRERO#E Lz,
B, TAEY L 81~100mg/H % 5 AU ERERE LZ ET, 779XV AHo0NE7ne K7
UL LRS- LT,
—» TSRS LILLD20mg, MD5mg/H n=17
FMEBIIRA
RFUBEE m | F» FIRTLILLD15mg, MD3.75me/H n=23
1E
¥ FELTWLS o ]
&‘g‘ji{f EQ]HII’E#E? ,%\%- 1?2 ] 7517&)bLD10mg, MD2.5mg/E| n=20
n=84 —» 0OERSLJLLD300mg, MD75me/ B (JEE#) n=24
_____________________________________________________________ ’
HHAZE - 7XEY (81~100mg/H)
I | I
JAREFRAE 18 28H
T LD : Loading Dose (#)RI&FTHE)
PCI MD : Maintenance Dose (# {5 F &)
BRETERZO PCI 2 BT 2L FOBE (ST LA LHMZE, % &Y 27 OFF ST EFLHEE)
SHEAN M T Z OBEE AT 5 BE
* 7 RMARZESE, — @M M REIE (TIA) X2 OEEEZ AT 58S
AL H RS (AR, von Willebrand ¥, EMIME MEFHIES) 2A9 5HEHE
- Hif L CTWa B, kR EH 3588
IRTE 50kg UL T DS
L, BEELZ AT LEE
<FEJ)FAHmEE >
- IPA (inhibition of platelet aggregation)
A A T e -
HIPRR ) e ppapimm g >
AEFER %

) AFOAKRBHEZ, BEOEBARE AN (PCD) 236 S5 E Mk EE CIIPIEAR HE 20mg, MR &
3.75mg/H T 5,



V.
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b)EREL =
FIRTUVNLEE | TIRT VAR | TR T LR NN .
10/2.5mg 15/3.75mg 20/5mg - t(ni273;/}l/g$
(n=18) (n=21) (n=16)
PRI Bk 15 (83.3) 19 (90.5) 13 (81.3) 21 (91.3)
etk 3 (16.7) 2 (9.5) 3 (18.8) 2 (8.7)
ISy sk 3 (16.7) 2 (9.5) 3 (18.8) 0 (0.0
(RIFEIBATR) | A 15 (83.3) 19 (90.5) 13 (81.3) 23 (100.0)
Fiim Ok) Mean+SD 64.8+6.17 64.1+6.79 65.1+5.74 63.31+6.84
(RS |65 miacits 9 (50.0) 10 (47.6) 7 (43.8) 13 (56.5)
65 LA 9 (50.0) 11 (52.4) 9 (56.3) 10 (43.5)
& (kg Mean=*=SD | 67.44%+10.407 67.28+11.887 61.67+6.037 66.84+9.835
60kg A4l 4 (22.2) 3 (14.3) 6 (37.5) 5 (21.7)
60kg LIk 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 7L 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 PR P 2L 11 (61.1) 11 (52.4) 14 (87.5) 13 (56.5)
Ho 7 (38.9) 10 (47.6) 2 (12.5) 10 (43.5)
Mean*=SD X iIf6i#x (%)
c)faR

A (MRS ISIER)
/MRS IHE RO#HRE (IPA)

M/ HEEEEII R R (IPA, SEEEEWE L LT ADP 20uM ZfEH) 1. 77 A2 LV 10/2.5mg BE.
15/3.75mg £, 20/5mg #f, 7 7 ¥ K7 LVEEC LD £ 5- 24 B[] T2 24 22.91%., 34.48%.,41.71%.,
9.96%. MD #+5-28 H (K& TH;) TlXZEh<Eh 21.46%. 32.08%. 37.74%. 21.69% CTdH -7z,

M/ RESEINHROHR (185 28 BiR)

—e TS5 L JL20/5mgdE (n=16)

O—0 75 R4 L JL15/3.75mgdf (n=21)
FSAGLIL10/25meBE (n=18)

0--0 #OE R4 L L300/ 75mgB$ (n=23)

(%)

_—
B

I
ﬁ[‘l % 40 L
& I 304 ‘
#il +
g o® .
* f[‘ e Y 1 | I - |
P
A

288

LDk 5

MDI% 5 i

Mean+SD



V. BICEE 5 HHE

i) ReM
BERFEE
BIWERNE, 72 2 7 L)1 10/2.56mg BE, 15/3.75mg #F. 20/56mg FE TZLZH 65.0% (13/20 ) | 47.8%
(11/23 fl) . 47.1% (8/17 1) &, 7 v E RZ LR 37.5% (9/24 7)) ([ZHBL LT, ERENWERIE
WM (777 227 L)L 10/2.5mg B 30%. 15/3.75mg # 4.3%. 7 0t RZ7 LVEE12.5%) . T
. (72 A7 L 10/2.5mg & 5%. 15/3.756mg #f 17.4%. 20/5mg £f 23.5%) . JRFMEGE (R
Bitk) (77 A7 L)L 10/2.5mg # 20%., 7 2 R7 LLEE8.3%) Tholo,



V. BICEE 5 HHE

2) ENENHASRTERER (F ITHEFHHN PCI RAEHRERR. CS0747S-B-J202) ©

a)Ai&
A ) FIEMEBIARN A 7T > MEEEAET 5 BEBEBEE 2 RIZ, 77 AT VAR 12B#EE L& &
DM (WA <> MR 2L U CHlRARAEREH &2 BT 5,
B ShmeR, s, “WER. FTAY . BATRRERR
THA
S FIRSROTEBIIRN A 7 > NAEEZ TE LTV D EhiiRE B EE
LARVERMRT S« 421 i, 3 FREHm%I4: « 370 i
Wikl A (LD : Loading Dose) & LT, T X7 L)L 20mg, 7 =t FZ L /L 300mg % PCI #fi
W5 L7, LD %53 A LI, #:FFHE (MD : Maintenance Dose) & LT, 77 227 L/l 3.75mg
(FR 2> D/ X TARAR TR Tl 2.5mg) | 5mg (H#H D/ IR EERF T 8.75mg) . 7 v K
LV Thmg %, &8 1 A 1 ERAIFIEZE DG LT,
B, TAEY Y 81~100mg/H% 5 HMLM EXEHE LI LT, IR T L AHLNE7 e K7
UL G LT,
e - FHRAEABE - FElS 75 AR 2O IRE ) 50kg BB O BE
FEIAKIR RS« RIS 75 iUl k85 R 2N O/ SULIKE D 40kg Z 8 % 50kg LA F D EE
SRR ’—v FSRAGLILLD20me. MDSme/ B (i a3 75mg ) n=141
RFUNASE " —
ﬁgibft\ 5 15 FSRAGLILLD20me, MD3.75me/ B (it morih stz 5me ) n=141
C BoREERE | | 1k L
B3 hk h=422 YBERY L JLLD300mg, MD75me/ B (BHREE)* n=140
_________________________________________________________ ’
A% . 7RE1> (81~100mg/B)
| |
AR AE 18 48 1258
—————————————— T TR =
R 1 PCIEF
(CAGRIZBEIIRCT) (LD 5. BAtA 2 6B5 R LU ~ 4 B LLFR)
B LD : Loading Dose (¥]EI& R FHE)

MD : Maintenance Dose (13 &)

* ATBREMF,  BRAZAEBIIERAN (PCD) 23 S5 TREDMEILIECHRE « ZZEPE,
BRIBIEDAREZE ) ORREIINREA L TR elc OB L LT,

SMELEZE (ST RHUAEEZE, IE ST RALHEEZE) T Braunwald 43 3A I O AR ZEE B LE BE
TR EBIRIC )2 PCT UFHEBBREASN DI E 2% 2 AT (PTA, CAS %) TEDBH
EEEE, B AE, Bk T 7 MREICAT Y NEBETEDOBRE
¥ 7 | HEARLUIZ OB E AT A EE
BROVELE | IMEEZESE, —IRMEME MAEIE (TIA) XXz oBEE2H 3 5 8%
Hi A (AR, von Willebrand ¥, B/ EMITIES) 267 585
M RR 2 H 4 5 8H
L, BEELX AT LBHE
< FEFHILEE >
FEBIR A 7S 2 5 (CABG) (2B L 72K i e OVINH if o> S8 B AR
<FNF>
PRU (P2Y12 reaction unit) 8 (VerifyNow® System)

&) AAIOAGEHEIL. BRALEEINRIZAN (PCD) @A S 2B M0 E TIIPIEAM AR 20mg, M H&E
3.75mg/H TH 5,

BRIEEE




V. BICEE 5 HHE

b)EREL =
Femithn - IR E B e /A E R
TIRATVIWNTTAT VNN I RT VLIV TTRT LV | TTARAT L)L | Zab K7L
20/3.75mg £ | 20/5mg #f | 300/75mg #f | 20/2.5mg B | 20/3.75mg #f | 300/75mg #f
(101 1) (100 f1) (101 1) (37 1) (87 ) (36 #il)
il %) 63.8+ 75 | 649+ 7.1 | 63.9*= 85 75.4+6.4 77.5+3.2 772+ 3.0
K (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
m&E (kg) 66.610.2 | 67.011.1 | 672+ 9.5 58.4+9.9 54.2+7.8 55.7+10.2
BMI (kg/m2) 25.0+ 2.9 | 254+ 35 | 248+ 2.7 23.3+3.5 22.4+25 23.0+ 2.6
B EROE 61 (60.4) 77 (77.0) 73 (72.3) 28 (75.7) 28 (75.7) 27 (75.0)
5 [SY[RREN RS 7 (6.9 4 (4.0 10 (9.9) 0 (0.0 2 (5.4) 1 (2.8)
IR | N TERUE 14 (13.9) 10 (10.0) 13 (12.9) 4 (10.8) 6 (16.2) 5 (13.9)
& TEREWEME LM | 20 (19.8) 9 (9.0 5 (5.0) 5 (13.5) 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)
b IR 9P 39 (38.6) 38 (38.0) 37 (36.6) 13 (35.1) 8 (21.6) 17 (47.2)
N 53 i i g 83 (82.2) 90 (90.0) 77 (76.2) 22 (59.5) 27 (73.0) 30 (83.3)
OF | e i e 73 (72.3) 84 (84.0) 81 (80.2) 30 (81.1) 30 (81.1) 24 (66.7)
i Z Dt 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)
e L AT r—/VIE, IREREE, IFERERTEL ST Mean=SD XiIfil#k (%)
c)fER
E-3-=E

(DCABG [ZBE:&E L A VK H I K& UM i S 37 5

CABG (ZBJ:# L 7\ K i J OVINH I O 58 B3 1L, JE@ln - IR EBE T3> 7 A 7 L)L 20/8.75mg
RET 3.8% (4/104 f3]) . 20/5mg FETHBLZR L (0/103 #4]) . @/ EBE Tl 20/2.5mg B TR
72 L (0/37 f) . 20/3.75mg HET 2.7% (1/3741) THY ., FIZ AT VA OfEh L FEFHEEE Th
% CABG (2P L2V K I & OVNHIM O R BRI EEITERD bl o7z, —J, Z7rE N7 LL
BEOFRBLRIL, FEmE - IFMAERE T 2.9% (3/104 ) | EIAKAERE T 2.8% (1/36 i) TH

<77,

CABG IZF8:#E L 72 L R i B O/ M 15 3

FEEhn - IR ERE AR AR E R
FSATULI | FIRT LA | ZJab RZLL | FPTIRTLL | FTRT LA | Jub K7L
20/8.75mg #f | 20/5mg #f 300/75mg Bf 20/2.5mg # | 20/3.75mg &t | 300/75mg #f

(104 #1)) (103 1) (104 1) (37 f51) (37 f51) (36 51)
FEHLER 3.8% — 2.9% — 2.7% 2.8%
(f1%%) (4 1) (0 1) (3 1) (0 1) (1 41) (1 1)
QEMERFETRE

BUWERIX., 77 A7 LAVBETIL, FEmiln - IR B O 20/3.75mg # T 36.5% (38/104 ##) . 20/5mg
FET 43.7% (45/103 #i) | mlsMRARE B O 20/2.5mg #ET 32.4% (12/37 1) | 20/3.75mg # T 48.6%

(18/37 B) (ZHI LIz, 7 & T LTI, FHmn - FMRIEEBE T 38.5% (40/104 #1)) | s
MEAREBHE T 44.4% (16/36 #1)) (2B L7z, ERBERIZZ THMILT, 77 27 VAT, FEmikm -
IR E A D 20/3.75mg FET 9.6% (10/104 f51) . 20/5mg #f 16.5% (17/103 1) | & kAR E &
HD 20/2.5mg BT 0.0% (0737 f5) | 20/3.75mg #£ 16.2% (6/3741) . 7 v R LAMETIE, HFH
i« IHMRARELE T 9.6% (10/104 7)) | milAXAELE T 11.1% (4/36 ffl) Th o7z,



V. BICEE 5 HHE

i 1

m/MREEREDHT (PRU E)
TZ AT VRO PRU X, FEEH - FIRAERE L OERREKERETZOWTLL, &5 B0
s TR T LTz,

d)#EEm

PRU [ED## (%5 12:81%)
ESE - HEARERSE S/ EARERE
GEIA 500 o—s TS5 IL20/5meEE (n=87) 500 O FS5 24 L JL20/3.75meRE (n=34)
D=0 7524 L JL20/3.75me i (n=93) FSAGLIL20/25meEE (n=31)
o=-0 ZOERS L LB (n=91) o= 0O RS L JLE (n=27)
400 400 T
. L
1 ' -,
% p 300 p 300
5 B 00 B 500 -
15
H
l 100 100
fx {0 0 T T 0 - T T
BE5RERT 4R 128 B5mRET 48 12:8
HEGR HREDM
e LIk
20/5mg¥ 87 85 81 20/3.75mg¥ 34 34 32
20/3.75mgi¥ 93 88 83 20/2.5mgHE 31 29 28
HAERFLILE 9 90 85 SOERTLILE 27 26 24

Mean+SD

ARARBRAAE D D B UAHERRRER O H &1L - IFRAEREAET KO FERIREEEE VL TRICB N THY)
EIEMHRMEEREL LT, 79 27 L)L 20mg/3.75mg 28I+ 5 2L L Lz,

(4)#REE R ER

1) BMERGEEAER
a) EINZEIIHE ACS-PCI Xt Bk (PRASFIT-ACS iXB&. CS0747S-B-J301) 7

FRERHEBNRE Al (PCD & HifT P E O BIMEIEGEE (ACS) BHEEZXMRIZ, FT AT L2224
~4A8BER G L= & EDFEME, BaE s o N7 LAt s Uz “H BB BRI TR
RERE

SR, EHER, BERL, “HER, 70X I — WATHERHEGERR

i YAiE
H Y
7 L7
T
PO

PCI {7 FED ST LA OFAEZE, E ST LAODHEIE, REEROEDOWVTNMNICEE YT 5 20k
LA A AR

NN R ¢ 1,363 ] (75 27 L LRE 685 fhil, 7 a v K27 L LR 678 fi)

FERVERENT RIS 1,363 5] (75 27 L LRE 685 fhil, 7 v v K27 L LR 678 fi)

SRR G 1,256 ] (75 A7 LVREE 629 fhil, 7 v v R L VEE 627 i)
% (RS SN IERIRK ;1,385

—
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wEl A A& (LD : Loading Dose) & LC, 77 A2 L)L 20mg, 7 Bt K7 L/ 300mg % /JFH|
E LT PCLAMCEE AL L=, 7277 L, BAPCI*OBEITHIT—T LEBRE 1 K% ETHO LD
BHEEZTFAR LT, LD BEZB ALK, MEEHAE (MD : Maintenance Dose) & LT, 527 L)L
3.75mg., /7R ERZ L/ Tomg %, 1 H 1 EFEAFIESRAOKE LT,
B, TAEY rEYIEANHE 81~330mg, HiEFHE 81~100mg/H & U CEAGHLAHE D
BEHT B E Ok L CTOFHIEE LTz,
BRI 48 B & Lic, 72720, 24 MU OLOEBIZL Y F=/ B Y U Rt
WD E N L SN a, PIRREICEY LA THLEAZEGEKR TTHZ L&A E L
72
% B PCL: 2B BIC PCI 2 Mi/TT 556 (Bl L CIERHEBIRIE R & /L — HEIER £ TA%Y 90
SUNTHDHE,A) &Lz,
B 51k
PCIfEFT - TSRGULILE : LD20mg, MD3.75mg/ H n=685
FEDO || %
ACSEH ﬁ
n=1.363 YBERTLILEE : LD300mg, MD75mg/ H n=678
I .
PCI BAZE . 7XEYY (LD81~330mg, MD81~100mg/H)
< 2R 24~4858 R >
LD : Loading Dose (FIEIE&HR AE)
MD : Maintenance Dose (¥i3FH &)
SHEN IO SOOI EE /T 5 B
3 7 JMFEZESE, —EMEINE MIEIE (TIA) OAPFXITF D2 H+ 5 BE
Gl e Hf MRS (AR, von Willebrand ¥, MM A MIIES) 2 AT 5H8E
. Hif e m 2464 5 8E
FiEsE, BEELHTL8E
< BT EFmEE >
OB H5BAtE LR 5-BA4% 24 BETIZREO LN EEZLIME A X2 &+ (Major adverse
cardiovascular event:-MACE)
< DL BE
© FEESEME SRS
o FEELSENE HE i M i 25
<ZAeMFnEE >
SE{E OFEAR A X2 (CABG) (2B L2V Hifft A = b
T - Kt (TIMI Hif &% Major)
« RHL K OV (TIMI H L 54 Minor)
o RHA, /N I R OV PR V2 B 7 I
G PIICE L HifntE A X b
T RTOHMMEA R N ORI, /NI, BERPCEE AR i, Z Ofthoo i)
OfFEFES %
<IKJFRHmE E >
OPRU (P2Y12 reaction unit) f& (VerifyNow® System) 2%
iEEE=
VA ALY 7sav K7V LEE
(n=685) (n=678)
451 Bk 536 (78.2) 538 (79.4)
o 149 (21.8) 140 (20.6)
Flim (%) Mean +SD 65.4+11.44 65.1+11.30
75 AT 520 (75.9) 530 (78.2)
75 Ll b 165 (24.1) 148 (21.8)
®wE (kg Mean+SD 64.22+12.304% 64.40+11.199
50kg LA T 85 (12.4) 72 (10.6)
50kg #4 599 (87.6) 606 (89.4)
BMI (kg/m2) Mean=+SD 24.21+3.598* 24.23+3.291
ML ik 2L 197/684 (28.8) 178 (26.3)
HY 487/684 (71.2) 500 (73.7)




V.

IBFRICBE 5 IHH

A~ 1 0
P L TERROME 156 (22.8) 124 (18.3)
I ST kL5 Uts%E 187 (27.3) 213 (31.4)
ST k& Of%E 340 (49.6) 341 (50.3)
B HHE L 495 (72.3) 491 (72.4)
BE AT 516 (75.3) 500 (73.7)
B PRI 250 (36.5) 237 (35.0)
IVTF= 60 & 486/622 (78.1) 507/625 (81.1)
7VT 7oA 30 il 60 LLF 128/622 (20.6) 114/625 (18.2)
(mL/min) 30 Al 8/622 (1.3) 4/625 (0.6)
R 63 53
MmATEEE OMitT | PCI 651 (95.0) 637 (94.0)
CABG 9 (1.3) 6 (0.9
7L 27 (3.9 36 (5.3
BiE LT BMS 353/640 (55.2) 353/627 (56.3)
A7 v hORMH  |DES 291/640 (45.5) 278/627 (44.3)
H 45 51
LD ®%A 22 |PCIHi 395 (57.7) 390 (57.5)
PCI # 51 (7.4) 54 (8.0)
PCI # 205 (29.9) 193 (28.5)
PCI KT 34 (5.0 41 (6.0)
B € PPI 282 (41.2) 287 (42.3)
ABF 346 (50.5) 328 (48.4)
Ca #H13E 184 (26.9) 159 (23.5)
ACE FHE3E 109 (15.9) 93 (13.7)
ARB 189 (27.6) 165 (24.3)
B L 122 (17.8) 114 (16.8)

CYP2C19 #/ix T

EM (extensive metabolizer)

153/390 (39.2)

135/383 (35.2)

EZHOF -k IM (intermediate metabolizer) 160/390 (41.0) 171/383 (44.6)
PM (poor metabolizer) 77/390 (19.7) 77/1383 (20.1)
ENGE 295 295

PCI Jif TRk |1 k% 470 (68.6) 455 (67.1)
253 181 (26.4) 182 (26.8)
PCI R fE1T 34 (5.0) 41 (6.0

# n=684 Bl (%)

i J#E R
¥l

IBLMES R FORRE

BEBARN O EEMA 24 W% FE TSRO N FEELMAE A XV b (OIAEE, FEESCM: O ZE K
OFEBIEMEE MM LT OEAE T RARA > ) OFBRZK, T AT VAR 9.3%, 7rE R7 L)L

B 11.8% (INH— K 0.773. 95%[EHEXH 0.557~1.074) TH -7z,

FEOMEAS AN FOFRRE

TIRTE sRE R (oD
FELME A X IR 9.3% 11.8% 0.773
(B0 (64/685) (80/678) (0.557,1.074)
R (S IRERERNER) %2 E T WZE DTz Cox AR
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FELOMMEARNY FORBEHKERE (Kaplan-Meier Plot)

(%)
15
ore i 11.8%
HOERTLILE JTT -
[ L
9.4%
2
*E >
i TSRGUIVEE
piz)
T T T T
90 120 150 168
B (8)
%
REREE (%)
TSRTUILE 685 624 617 615 613 611 609
(2.3) (7.6) (8.6) (8.8) (9.1) (9.4) (9.4)
JOERTLIILEE 678 604 599 597 592 588 584

(4.6) (10.2) (10.5) (10.8) (11.4) 1.7y (11.8)

Eogc A

OHEMmMHEA Ry FDOFEEE

CABG (ZRE# L2V K I ORBRIL, 7T AT LARET1.9%, 7o K7 LARET 22% ThH- 72,
R E OV OBEAS A XY hOFRBIRIX, 7T AT VA TET%, 72 K7 LT 4.3% Th
o7, K, AN & OEIRAYIC EE R MM OEE A N b OFBRIT, WL 12 9.6% Th o7,
T, WEHEFILICEDHMORBRRIL, TTAT VAT 23%, 7B E R LARET29% Th-o7,
TRTCOMMEA R ME, TTATVAEET49.8%, 70 E R LT 36.4% CThoTo,
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HEAR/ N /AR ffi (CABG) [CBEE LAWKt N2 FFETE

TIATVUARE (n=685) | 7 ¥ R LILEE (n=678)
K H i 13 (1.9 15 (2.2)
i %% oy L 4 (0.6) (1.0)
HFEH 72 Haf. 2 (0.3) (0.1)
/INHA I 27 (3.9) 15 (2.2)
W& PR PV B 7 HH 1. 29 (4.2) 39 (5.8)
Z DAt H i, 298 (43.5) 209 (30.8)
FH L A+ /)N 39 (5.7) 29 (4.3)
I H I /N I - AR AL B S 2 H afn 66 (9.6) 65 (9.6)
B kc 5 i 16 (2.3) 20 (2.9
T RTCOHMMEA X
R HH /P -+ BRGERE 1= B8 HH L+ 2 0> o ) 341 (49.8) 247 (36.4)
STBHAM - BEBIEN SR EHT - Ik 14 HH FHEBIEE (%)
K+ /s H off. ST,
+ /)
n | ki jfﬁg’a%%ﬁ@@ %%gii%@ﬂ@ T BRI
fiil N | EER I
i e Y
TITATVIVEE 685 | 13(1.9) | 39 (5.7) | 11 (1.6) 19 (2.8) 9 (1.3) 66 (9.6)
Ju b RILVARE | 678 | 15(2.2) | 29 (4.3) 12 (1.8) 12 (1.8) 5 (0.7) 65 (9.6)

FEHBIE (%)

BG4 T % 14 HLANIC CABG 23ifT Sz B <o, Kb, /i & OFRREVICEZ 22 il 1%, 7
AT VARET 10 Hh 9 Flic, 7 m e K7 LVRET 9 Bl 7 BlCRBL L7,

QEIERAFKTRKR

RIERH ORBRILT T AT LOVEE 47.7% (327/685 ) . 7 v v K7 LILEE 39.5% (268/678 f5l) Th
ol EREWER (WTFHrORET 2% E) 1%, Rl (FT7 A7 VARE 91%, Z7rE K7 L)L
BET7.7%) . &M (7.4%. 5.0%) . MR (7.4%. 4.4%) . MEZRREALMIE (4.4%. 2.7%) . K
TE (3.5%. 2.7%) . MfE (2.3%. 1.5%) . ZRAFEBAZHM (2.8%. 0.6%) . i Him (2.0%.
0.7%) TohoTz,

BEERBEWERIL, 77 A7 LARET4.2% (29/685 ) . 7 o B R7 LRET 5.2% (35/678 i) 1272
DO, TTAZTVARETIE b, MRS, PR i, e Hi, 3855,
I ZERERAL M, Fz IS5 2 4, 7 a v K7 LVEECIREIM 3 B, ST, 7% M5 fE
WENE 205 TH oo, RBRIEA L NERROH LT, 7T AT VARET 2 6] (Mg, 58
WA 1H) ( 7a e R LT3 6] (LZEAHIM 2 6], LEME) 161 Thotz,
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BIERFERRKRE (WFhHDET 2%LLE)

TS5 AT VL EE (n=685) Ja bt RZLAEE (n=678)

HRREFIE (%) 327 (47.7) 268 (39.5)
BIVE A o B (%)

B2 T . 62 (9.1) 52 (7.7)
St 51 (7.4) 34 (5.0)
Jiiil7 51 (7.4) 30 (4.4)
1045 ZE AL . e 30 (4.4) 18 (2.7
BT I fiE 24 (3.5) 18 (2.7)
. fiE 16 (2.3) 10 (1.5)
ZEAIEAL H 1, 19 (2.8) 4 (0.6)
i H o, 14 (2.0) 5 (0.7

MedDRA/J Ver. 14.1

BhE

@ m/MREEREDHTE (PRU fE)

77 A7 L VREED PRU fEI1L. FlElAmi A& (LD : Loading Dose) #5-BH#ARET 324.5+58.97 725 LD
Fe b 2~4 RFE#£1213 207.56 111542 £ TR T L. &5 4 HELREIT 48 4% £ TIFE—EITHER L7z,
Ja v K7 ULARED PRU EIE, #lel&fr A& (LD : Loading Dose) #5-Bi4fAl 325.3264.38 2>5 LD
Be b 2~4 BEREI#£121F 309.9£65.08 £ T T L7z,

PRU {ED##
CE[A)
—e FSATLILE
0===0 ZOERS L ILE
i}
N //‘/
-} P
§ R OmrrrrsssnerQuanmemees s niOrnant g
m 4 . .
& B
£
)izl
40 00— T T T T T T T
R—R 2~4 5~12 438 128 2458 3638 4858
S4B 0]
FREZHARS
) LD 5 # i ) MD#E 5% !
LS
TSRT LB 41 382 328 536 521 506 188 190
(n=629)
SAERSLILE 409 374 332 527 503 469 194 168
(n=627)

MeankSD
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@CYP2C19 MEEFLZEOKRIRE (EM. IM, PM) Blom/MrEEsE (PRUE) ~DEE
CYP2C19 migfn £ oFHA (EM, IM, PM) Blo#EE 2~4 FEfIZH1F 5 PRU filiZ. LLF 0@
N ThHoT,

CYP2C19 MELRFZEOKRIKFE (EM. IM. PM) BID PRU {E (%5 2~4 BfE#%)

550N 500 —
+
‘ 400 —
m o
/N
i 300 — ol [o:|
B P
% 5
m e
jﬁg 200 +
A - +
100 —
LN 0
I I I I I |
EM M PM EM IM PM
(n=98) (n=109) (n=50) (n=89) (n=101) (n=48)
TSRTUIVEE JOERTLILE
— SMEERW R A(E
75%m
ePG [ BHTHE
e ol
25% =
L sLnEERM =R /ME
+— S (25% M X [E75% SR DS FEBE D 1.5~ 3E DR IZH S 1E)
B 5T F5 AT VAR Jav K7 LR
belrnee SRl EM M PM EM M PM
. |n 100 116 63 104 114 53
¢ 5-BRAAR(
SEEME+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 98 109 50 89 101 48
g B +SD | 194.8+2118.78 | 212.7+118.28 | 218.5104.98 | 300.9+68.80 | 301.359.91 | 339.2+56.29
Eitaca
A
i) oy - A 189.5 231.0 231.5 310.0 299.0 341.5
/M 1 3 23 124 178 172
N} 422 433 424 433 437 481

EM : extensive metabolizer Ui iE &7
IM : intermediate metabolizer Vit
PM : poor metabolizer A4
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CYP2C19 0E £ oXIET (EM, IM, PM) Blo$s 4 %)

BT 5 PRUMHEIZ, L FO@Y T

HoT,
CYP2C19 MELEFZEHORIRE (EM, IM, PM) FID PRU {E (%5 4 8%)
EE[A) 500 —
p<0.001
!
400 — T
+ _
m
N
® 300 —
% P -
)
m Q
f,g B 0
m Qe
100 — +
Bl 0 + - -
I T | T I T
EM M PM EM M PM
(n=136) (n=153) (n=71) (n=128) (n=165) (n=73)
TSRTUIVE HOERTLILEE
— SMNEERWRATE
75%
’n\u [é %iﬁﬁhﬁ
Rl
25% 8=
L — S\hiEERV - BR/ME
+—— SVl (25% A R 1£75% M AN SIS R FEE D 1.5~ 35 DR I8 B 1)
Mann-Whitney &
fiacx i TTAT VIVEE VA=R=l N WY
WG ZR o RBA EM IM PM EM M PM
n 100 116 63 104 114 53
Beh-BRkGRET
SEHEESD | 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
5 T +ESD | 171.3£71.25 | 189.0£66.24 | 175.2+72.32 | 178.6+70.39 | 233.7£78.07 | 274.6+63.53
i fgf g fE 172.0 195.0 166.0 176.0 230.0 280.0
e/ ME 6 0 8 5 45 92
FRAE 341 355 364 358 420 406
EM : extensive metabolizer {X#f1E i 7Y

M
PM : poor metabolizer

: intermediate metabolizer Vit [
R Rem
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b) <&&E>iEN ACS FIMMHEERAERT—4 (TRITON-TIMI38 HEX) (B4 T—4%) 9

AFRER TS ACS BHBIAHRER T, AR RN E Th 5.0 MAEFE, FEBIENE O FEZE K O FIEEL

FEMERMZE R DA T RARA » FORBIRIL, 7T AT LIVEET 9.44% (643/6,813 %) ., 7 v K7
LVEET 11.49% (781/6,795 f5il) | ~#— Rkt (95%(EHEHIX[H) 1% 0.812 (0.732~0.902) TH Y,

FSATUABTHEBICKLS ., 79 RAT VAL OANTEREGERICH T 2ENEN BRI ST
(Gehan-Wilcoxon # € : p< 0.001) .

i )AE
o | PCURTI P EDACSEREA BRIz, 79 A7 LA O A DIEAE, FRETELT I K OTF i
BN OB A = KA o R ORBRAIGE L U CRIET 5, £, ZAMEE R 5,
BB i, SR, MEAL. R, ST —. TR R
THA

PCI JifT ¥ ED AL EMRIME, FE ST EFHLHFZE, ST EFLHEEONTNMNTHEYST D ACS
x B | BE* 183,608 5] (FT AT LIAEEE,813 i, 7 v R LLEE 6,795 f4l)
s ME(EA (L S SRR 13,619 f

#alAm A E (LD : Loading Dose) & LT, 7 A7 L/L60mg, 7 B E K7 L/l 300mg % &5
L7z, LD $#%5- 20~28 Bfl %2 & #6572 (MD : Maintenance Dose) & L C, 7' J A7 L/l 10mg,
Jua BRI Tbmg %, 1 H1ERO®&ES Lz,

¥, FARGHFPICT A o 75~325mg/ H & F 5 LT,

BRI, 6~15 n A& LTz,

PCIHEST - TSRJLIVEE . LD60mg, MD10mg/H n=6,813
FED # -
3 — <«—» PCIE{T
B Jris ACSEE ﬁ
n=13.608 YOERS LILEE : LD300mg, MD75mg/H n=6,795
___________________________________________________________ .}

HERZE . 7RE) Y ERFAE75~325mg/H)
£ 6~15n 8

A

v

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

B Y 27 OB

21 B

/ISR i R

FAENITHRT OB 2 A+ 5 B

Bk b5 HUNICO T ) BV U0 RER A2 B G S BE

S AN
Rk I UE

<AhM%EFEEFMEE >
O SE, FEBSEIE DA E R OFIEBIEMEM AT OEE T RARA Vb GRBRIE THRFE TOH
Bi=R)
<ZAeMFHhEE >
OEEIAR A 23247 (CABG) 1ZBI# L2V EL F oA~ b
* R H
R X R /N A T
o K H I K OV HH if

A2 H

W) ARENOABHEZ, BREOEBINRE AN (PCD 23 i 2 itk 0% B CIXPIRIA A H & 20mg, HEFF
H& 3.75mg/H TH 5,
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iEEER

TT AT VIVEE ruav R7UVEE

(n=6,813) (n=6,795)

PRI BYE 5,108 (75.0) 4,977 (73.2)

i 1,705 (25.0) 1,818 (26.8)

Fim Ok) Mean=SD 60.9+t11.2 60.9+11.4

75 AT 5,912 (86.8) 5,887 (86.6)

75 Lk 901 (13.2) 908 (13.4)

&&E (kg) Mean+SD 83.6+16.8% 83.2+16.9%2

50kg AT 46 (0.7) 45 (0.7)

50kg ULk 6,676 (99.3) 6,670 (99.3)

BMI (kg/m?) Mean+SD 28.5+£5.0% 28.5+5.1#

T2 fo L 2,351 (34.5) 2,305 (33.9)

HY 4,462 (65.5) 4,490 (66.1)

G f;;gj;iiﬁ% 5,044 (74.0) 5,030 (74.0)

ST E5F-CaMifii%E 1,769 (26.0) 1,765 (26.0)

WEAL R IR EIE 1,226 (18.0) 1,208 (17.8)

A e 1,356 (19.9) 1,316 (19.4)

fibd 2 181 (2.7) 160 (2.4)

—E PRI AE (TTA) 94 (1.4) 117 (1.7

B PR 9P 1,576 (23.1) 1,570 (23.1)

& i e 3,790 (55.6) 3,790 (55.8)

& I SE 4,370 (64.1) 4,371 (64.3)
I VT F= 60 A 5,982/6,699 (89.3) 5,907/6,681 (88.4)
7IT7T A 30 LA 1= 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)

BRI AL E 73 (1.1) 74 (1.1)
HELZAT v hoOfEE | 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

)
)
)
)
1,559/6,610 (23.6)
)
)
)

LDOX AT PCI gij 6 B AT 132/6,656 (2.0) 99/6,610 (1.5
PCI i 6 FEEI LAY 1,580/6,656 (23.7)
PCI 4,881/6,656 (73.3) 4,884/6,610 (73.9
PCI # 63/6,656 (0.9) 68/6,610 (1.0
PCT Jad 79 245k 18 6,290/6,574 (95.7) 6,250/6,524 (95.8
253 284/6,574 (4.3) 274/6,524 (4.2)

MEELAMEME (Major epicardial vessel) @ 50% LA _EoO$k%E
#1'n=6,722, #2:n=6,715, #3:n=6,708, #4:n=6,693

Bi% (%)
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ii 5

Bt GHEEBIE TVSMBRKRT—2/3y 47— OHESH)

IELMEA R FOREE

HEAE 2y BT 20 B BEAEZEIRT 450 H 2 E TIZRO DN FELME A N b (LIESE, FEBIENE LA FE

I e OFEBBENE 2
0.812, 95%f{=#H[X[H] 0.732~

IELMEA R FOREE

0.902) Th ol

) ORBERX, TTAT VAR 9.44%, 7ot K7 LA 11.49% (ONF—FRlt

A e A R S
TIATVARE | RO RSV gy i) p i

FELME A R MR 9.44% 11.49% 0.812 <0.001
(150 (643/6,813) (781/6,795) (0.732~0.902) p=E

a) Gehan-Wilcoxon 7

FELMEAARN FOREHKIE (Kaplan-Meier Plot)

(%)
15 —
x
=z JOERTLILEE e
1L P
m 10 | '
= Y
1 e
) . -
£ TIRGTUIVE
[}
2
5
i
|
O ——7T 71T 71 T T T T
0 30 60 90 120 180 270 360 450
\|IEALLZOHM(B)
No. at Risk
TSRTUIE 6813 6304 6176 5950 5118 4444 3084
HOERSLILE 6795 6168 6035 5834 5042 4368 3016

Te
OHMmtES Ny FDOFEBRE

CABG (2B L2V KL ORHRIT, 7T AT LARET 2.2%, K &L OVNMEfLOBEE A~ b
FHEIL 4.5%, TXTOHMMEA N2 ME10.9% TH -7z,

AEEAR/ N1 /AR {7 (CABG) IZ

SEELG LM Ry FRER

I AT VLA (n=6,741) s a v R7LUAEE (n=6,716)
pNasliiik 146 (2.2) 111 (1.7)
Ay & 3 i 85 (1.3) 56 (0.8)
/N H I, 164 (2.4) 125 (1.9)
Z O H i 460 (6.8) 314 (4.7
KL A+ /] H 303 (4.5) 231 (3.4)
ikéﬁ%ﬁ&gw;;{m@mm) 732 (10.9) 528 (7.9)

JESER (%)
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CABG 23ifT SN/ BB CORMMOEE LT, 77 A7 VAEET 11.3% (24/213 ) . 7o RS
LLVRET 3.6% (8/224 f5]) Th o7z,

QEEEZRHRBKR

BAEERIIT T A7 VVEE 80.3% (5,416/6,741 i) . 7w’ K7 LVEET 80.0% (5,374/6,716 fi)
RO bNT, ERAFEFRE (WTHrORETE% L) 1%, ME (X7 A7 VAR 11.3%, ZuE R
7 VIVEE 10.4%)  RREREA 2 —_v v 3 v (9.9%, 10.3%) | mILE (7.5%. 7.1%) | #45 (6.9%.
3.9%) . L& (6.5%. 5.6%) . &L (6.2%. 3.3%) . FRLJE (5.6%. 6.1%) . BUF (5.5%. 5.3%) .
HiEE (5.0%. 4.5%) . WEREEN (4.6%. 5.8%) TH-ol,

RERAEFLRIT, 77 A7 VAT 24.7% (1,665/6,741 i) . 7 2 & K 7" L VEET 24.3% (1,629/6,716
BN IR bz, EREEZ2AEFRG (WThORET 1%L ) X, BB (77 27 LVEE 1.83%.
7at K7 LARE0.8%) . BRI (1.6%. 1.7%) . FE0ME (1.3%. 1.3%) | FE Lt NgE (2.0%.
2.56%) . M (1.4%. 1.1%) Th o7,

TRTORLEDORBERIL, 7T A7 LIVEET 2.8% (188/6,813 ) , 7 = & K7 L VHET 2.9% (197/6,795
B DIAESEIL T AT LAVEET 2.0% (133/6,813 ) . 7 o & K7 LVRET 2.2% (150/6,795 H) .
HOMEIITT T X7 LIVEET 0.8% (55/6,813 fiil) . 7w RZ LARET 0.7% (47/6,795 ) T
of:o
BHHICES>TERHERGIL, 77 A7 LIAVEET 6.9% (462/6,741 fl) . 70 & R LAEET 5.8%
(390/6,716 #il) T8 bz, ERFEEHILICE - FEELT, HEAEFSTIXEBHMN, &
i, ffR, #5, FEMMEA EFS IR OEME, O IAR, OFEME), B, EEIR A A
GRERE AR IMARRE T o 7,

AEEZEBERTE (WThHDEET 5%LLE)

TITAT VAR (n=6,741) /ut K7 ULAEE (n=6,716)

RIAHEIE (%) 5,416 (80.3) 5,374 (80.0)
HEEROFEE BB (%)

o 762 (11.3) 699 (10.4)
REHEA v Z—_ g v 669 (9.9 690 (10.3)
e 1 503 (7.5) 476 (7.1)
P15 468 (6.9 262 (3.9
ifn et 441 (6.5) 374 (5.6)
£ 415 (6.2) 219 (3.3)
el 378 (5.6) 407 (6.1)
GIEEE 372 (5.5) 355 (5.3)
R 340 (5.0) 305 (4.5)
ek BN IR P A i 313 (4.6) 390 (5.8)

MedDRA version 9.1
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c) EINE MR PCl xtRiAER (PRASFIT-Elective 8%, CS0747S-B-J302) ®

i )AE

H £

FHHEREBIIRA 2 7 > Mak 2 = 2 8K BEE 2RI, TAEY ST TT I 27 L
Z24~A8RMI G Lz &L OFMME, BeMEHET D,

THA

Sl e, HESR, ELL, “HER, ¥ 70¥ I — WATHEHIBGRR

PO 3

FREMEEIRN A 7 > NEEZ TE L TV 5 aBhIRE B BE -
HIWEMAT RIS - 7426 (FZ A7 LB 370 . 7 a v K7 L VEE 372 )
eV RIS - 742 ) (FF5 A7 LABE 370, 7 v v R7 LR 372 )
S FPRAEATRIEE - 7196 (FF AT LILEE 363 6l 7 v K2 LAEE 356 4)
k AT —ARarty NEEEEAE : 774 6]

b J51k

e Efr A (LD : Loading Dose) %##53 25481%, FAFERMLEBIZLD L LTFI7R7 L
/L 20mg. 7 v ¥ K7 L)L 300mg &% 1 #% 5 L7z, LD #5523 DARRIE, #Eff A & (MD : Maintenance
Dose) L LT, 7AZ L/ 38.75mg, 7t RKZ L)L 75mg . 1 A 1 EFEAIFEEZRAKS L
7= PCI | LD $5-% 6~96 BREREILINIZHETT L7,

LD ##5 LaWgGaid, EARGHRBEA LY, 77 A7 1L 3.75mg, 7 E R L)L T5mg %,
10 1EFAEIE%ROFEG Lz, 2B, 7T ALY > 81~100mg/ B 2 HAE GBI B bR 5K T
H & Tk L CHEA L7z, PCI I MD #5-% 14~21 H O¥IBWNIZHEiIT L7z,

BEMIIFER] 48 M & Lz, 72720, 24 WL T OB RICE Y F= /7 vV DU RPUi/MR
SEOBENARE LW Sz 5E, FIREEIZHY LA THIRAIBG AR T T L2 L L,
LD 5

By | ]
— I Ny -
FFHERTE BIAR it HOERS L JLLD300mg. MD75mg/ B B (BHEE)*  n=266
ATUNEERE —
FELTLD [
BEREERES

TSR5LJLLD20mg. MD3.75mg/ B B n=269

4} PCIIELD 5 16~ 9685 R LA < HEAT

ﬂ{ TSRS L ILMD3.75mg/ B B n=101

LD S o

n=742 | SOFKS L IILMD75me/ B i (B RE) * n=106

A PCIEMDIR 5 % 14~21 B D HIRE I =BT

HRE . 7RE (81~100mg/H)
ERETHARY 24 ~485E R

LD : Loading Dose (#][EI & T FH &)
MD : Maintenance Dose (# &)

« ARBIIEE,  [REOTBIOYRAT (PCD MM Sh 5 FROBMIEOHE  ZENUIE,
BRIRPELAIIE ) DAREUTAREH LT Ao 1o b BIIE L LT,

v

S 7R
Rk I UE

AR (ST EH-OMgE, JE ST ERLREZE) UTE MR (28R FEAER 72 BRI
N D ARLE BB LME D B3

T, BUHeffE, Bk 77 MEERICAT Y MEIBEZTEL TWHEE
SHENHIMO A UIEEH T 5B
FHROWTNNICE YT HMEEOSH T FOBEEL AT L HBE HiEFRENLE R BE, £
Wi 75 UL E OB IS SEIERIER 6 » H LIN O BFE)

iR A (AR, von Willebrand 45, B AE METHESS) 2 H T HHE
HmAE A % 453 % &

ks, BEEL2ATLEE

FEAIiE

<HIMEFEFHMEE >
O GFtaD & & 5006 24 B E TIZERO bl RELME A <>~ (MACE)
<L AE SE
- IO LA IE
o FEERBEME R i M 2
<ZeVEEHEEA >
OEBIR A X2 (CABG) (B L Ze WA~ b
- K Hi .
+ R & OV H if.
< R, /N i R OV PR AN BE 2 7 ) if
s BEEHIRICE S A X2 b
T RTOHMMEA N2~ ORI, /M, BERAICEE 22 i, & Ofthod Him)
OFEHGFH
<FESFFHMEE >
OPRU (P2Y12 reaction unit) f (VerifyNow® System) %5




. BRI D IHH

iEBEE=
VA ATY 7 av N7 ULVEE
(n=370) (n=372)
PRI B 274 (74.1) 263 (70.7)
otk 96 (25.9) 109 (29.3)
i (%) Mean+SD 67.5+9.13 67.4+9.05
75 A 284 (76.8) 279 (75.0)
75 m L - 86 (23.2) 93 (25.0)
&= (kg) Mean=*SD 63.99+10.865 63.74+11.545
50kg LA 34 (9.2) 40 (10.8)
50kg #2 336 (90.8) 332 (89.2)
BMI (kg/m?2) Mean+SD 24.49+3.142 24.64+3.424
LIS L 125 (33.8) 142 (38.2)
HY 245 (66.2) 230 (61.8)
i LEERME 277 (74.9) 284 (76.3)
B[R i A 2 21 (5.7) 16 (4.3)
KL ERME 30 (8.1) 35 (9.4)
AMESE (P D AT B AL 41 (11.1) 33 (8.9
& PHE 5 1 295 (79.7) 304 (81.7)
REE B E 296 (80.0) 305 (82.0)
] 150 (40.5) 132 (35.5)
JLVTF= 60 #A 236/300 (78.7) 235/307 (76.5)
7VT T A 30 LA I 60 LAF 63/300 (21.0) 69/307 (22.5)
(mL/min) 30 it 1/300 (0.3) 3/307 (1.0)
NI 70 65
MmATE o MifT | PCI 361 (97.6) 349 (93.8)
CABG 1 (0.3 1 (0.3)
2L 8 (2.2) 22 (5.9)
BE Lz BMS 37/358 (10.3) 28/343 (8.2)
AT ¥ kORI DES 324/358 (90.5) 319/343 (93.0)
NIz 12 29
LD o 4% LD »Y 269 (72.7) 266 (71.5)
LD 7L 101 (27.3) 106 (28.5)
Of 38 AT 248 (67.0) 254 (68.3)
Ca F5P13E 178 (48.1) 176 (47.3)
ARB 173 (46.8) 174 (46.8)
ACE PH5E3E 37 (10.0) 45 (12.1)
B T 132 (35.7) 104 (28.0)
PPI 181 (48.9) 185 (49.7)
CYP2C19 #&/x¥ | EM 83/261 (31.8) 84/260 (32.3)
EZ2E kT IM 126/261 (48.3) 127/260 (48.8)
PM 52/261 (19.9) 49/260 (18.8)
NIz 109 112
EATEIR 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)
PCIL SEfTRZBEL | 15 225 (60.8) 210 (56.5)
e 136 (36.8) 139 (37.4)
PCI #JitifT 9 (2.4) 23 (6.2)

Bi% (%)




V. BEICE3 5IHE

i )5 R
B
OFELMEARNY FOFKBE
BHBMEN O G 24 % F TICRO DN EELME A X2 b CLIMESE, FEESEME LA %E K OV
BOEMER M AR OB E T RARA b)) OFBIRIT, 7T A7 VIVEE4.1% (15637041 . 7wt
K7 VARE6.T% (251372 f5]) Th o7z,

FEOMEAANY FORBREE (524 B)
% 5Btk ~24 1% (Kaplan-Meier Plot)

(%)
12 7
=
iy 10 7
i
e
S e
T 6 GOERTULEE et
® e e
2 &
*E 47 -...f:
F ; —
# H TSRGUILEE
E 27
0 1 T T T T T T
0 30 60 90 120 150 168
#®&5188)
Bl HZHM(8)
REFEEE (%)
TSRTUIE 370 356 356 356 355 355 353
(0.3) (3.5) (3.5) (3.5) (3.8) (3.8) (4.1)
HOERSTLILVE 872 351 350 350 349 346 345
(0.0) (5.4) (5.7) (5.7) (5.9) (6.7) (6.7)



V. BICEE 5 HHE

QLD HEFEANOEFELME AN FOFRERE

#ElEam & (LD : Loading Dose) Z#¢5 L728BEFIZHIT 5, &5 L% 5846 24 8% £ TICHR
DO EELMEA N N (DAESE, FEESENE O AR ZE K OSFEESEEE MM 2e T OB A = > KR
AV R) OFRBRIL, TTAT VAR 41% (11/269 %) . 7 B K7 LLEE*6.8% (18/266 #5]) . LD
G Lo BETIE, 7T AT VIVEE4.0% (4/1016)) . 7wt K7 LIVEE 6.6% (7/106 f1)
ThHoT,

LD ##% 5 LI-BEICEIHEELOEARY FORBHRERE (5 24 HiR)
(Kaplan-Meier Plot)

(%)
12
:
iy 10
1
& 8
1
X T SECT R
i 6 — JOERTUILEE eveeeeees bbb
At Ak, -
® ot
=2 4 — ; —
# : -
oy , 5T ILE
7
=
0 ! T T T T T T
0 30 60 90 120 150 168
( 188)
B5188 R (8)
BI%
REHREE (%)
FSRYTUILE 269 259 259 259 258 258 257
(0.4) (33) (33) (33) (3.7 @n @D
HAERSTULE 266 251 251 251 250 247 246
(0.0) (5.3) (5.3) (5.3) (5.6) (6.8) (6.8)

LD ##H{E5 LGN BB TH2EELOEAANY FORBREE (&5 24 8#%)
(Kaplan-Meier Plot)

(%)
12 7
x
= 10
i
1
& 8 .
4 YOERTLILEE
S R :
£
2 4 — 'y
iE 5 TSRTUIVEE
i 2 :
B H
* ]
0 f T T T T T T
0 30 60 90 120 150 168
(&5188)
HEEM (8)
BI%
RREARE(%)
FSRTUIE 101 97 97 97 97 97 96
(0.0) (4.0) (4.0) (4.0) (4.0) (4.0) (4.0)
HOERTULE 106 100 99 99 99 99 99
(0.0) (5.7) (6.6) (6.6) (6.6) (6.6) (6.6)

*BFL LUTRIELLHETH D . SEAHFA R LS FRE Tl3 ey,



V.

IBFRICBE 5 IHH

e

OHMmMMES RNy FOHEBEE
CABG (2B L 72 WRHIMOFBBRT, T AT VARETHEEZRL, 7o R VAT 22% Th -
7o KR OV OBE S A X FOFBRIL, 7T AT LVAEET 1.6%, 7 2 E K7 LAEET 3.0%
T o7z, K, N % CRRRANICHE R I O G A X FORBIRIT, 7T X7 LARET 5.4%.
JRERTUVLREET62% Tholo, o, HEPILICELHMOBIRIL, Wit 24% Th ol
FTRTOHMMEA N> MIF T AT VAT 381%, 70 R LAMET34.4% ThoT-,

BEIAR/ N /SR ffi (CABG) [CBEELGRWHIMMEAS N MERER

F5 AT L EE (n=370) 7a v RZUARE (n=372)
K H I 0 8 (2.2)
ANtk 6 (1.6) 3 (0.8)
W AR AL B 7 H 1 14 (3.8) 12 (3.2)
Z O H I 130 (35.1) 118 (31.7)
I A /)N HH . 6 (1.6) 11 (3.0
IR HA I /N I - B AR A1 B 7 H af 20 (5.4) 23 (6.2)
BEHIRICE S i 9 (2.4) 9 (2.4)
TANTOHMAEA N2 b
(R HA i -7 HH afi -+ AR 12 BE B2 7 Y 1f +- 141 (38.1) 128 (34.4)
Z Ot i)
STRHARM - BEBIREN SR EET - PIEt% 14 HH FEEBE (%)
R I 7]~ H 1fi. I o
HAI A+ /N
n K H i, jfj'jujﬂjmlmj B SRS D %E@g% ?ﬂj e + R
i rpppe | € PIRONE | EFER 0
H PCI O&0HE = - 7 i
7T AT VIV 370 | 0 (0.0) 6 (1.6) 2 (0.5) 3 (0.8) 1 (0.3) 20 (5.4)
7ae RILUARE| 372 | 8 (2.2) 11 (3.0) 7 (1.9) 2 (0.5) 2 (0.5) 23 (6.2)

FEHBE (%)

BEH T 14 HUNIC CABG 25ifT Sz F T, Kitifn, /AN & OFRRAIC E B e Hifnix, 7
FAZUARET 3R 3HINC, 7 u b R LVEET 1HIF 1 BITHHE LT,




V.

IBFRICBE 5 IHH

QEIERRBRKR

BUWEH ORBIZIT T T A7 VIVEE 43.2% (160/370 i) . 7 o & R7 L LEE 39.8% (148/372 ) Th
oz, EREWER (2%LL L) X, BT (77 A7 VAR 12.7%, 7o K7 VAR 9.1%) | S
i (5.7%. 5.9%) . K FIE (4.6%. 3.2%) . & ZARFEALMAE (3.8%. 4.3%) Th-olz, EHER
BIVERAIX, 77 A7 L ARE3.8% (14/370 %) . 7 ¥ K7 LIVEE 4.3% (16/372 f5l) 12O B, 7
T AT VOVRETRCNMLE 3 6, B, M BEINREAS 2 %, 7 v e R 7 LAVEECHLLE 2 f5%
Thotz, RERIEA L NERENIBEED Y OETIE, 7T AT VARET 0% (0/370 #i) . 7o K7
LVEET 0.3% (1/372 f5)  (RMEER) Th o7,

BIERERKRE (WFhHDET 2%LLE)

TS5 AT L AEE (n=370) Ja bt RZLAEE (n=372)
WIREFIE (%) 160 (43.2) 148 (39.8)
BIVE A O FEE BB (%)
B Hil 47 (12.7) 34 (9.1)
£ 21 (5.7 22 (5.9
J2 T ifi fE 17 (4.6) 12 (3.2)
A8 2R A i i 14 (3.8) 16 (4.3)

MedDRA/J Ver. 15.1

BhE

@OLD HEFEH DM/ MRELLEDHR (PRU fE)

77 AT VRO YA AL & (LD : Loading Dose) %% 5- L 7= 835 ik, PRU {134 5-BHAA 7T 324.7
+54.83, LD #5- 3~6 IEE1£121% 135.84294.49 Z /- L, 5 4 IH% LI 48 % £ T 200 Al THE
BlLi, LD #&5 Licho7oBE b, &5BAHT 283.479.44, PCI EANZIE 214.4+76.29 #7/R L
7=

LD &5 L=EF&ICE(T5H PRUE (k5 48 B#)

EEA 400
—e FSRTLILE
- 00 ZOERTLILEE

1mn

1

i

E3

%

bl

il

1

)iz

LY 0 T T T T T T

A—R 3~6 4R 24:8 3638 4838
J4 B
FREHARS
——> + »

ik LD 5 MDI% 5.1
TSATLILE 222 186 233 223 90 79
(n=266)
JOERSLILEE 205 161 218 200 84 64

(n=255)
Mean=SD



V.

IBFRICBE 5 IHH

LD &5 LGN >-BHIZE1TH PRUE (&5 48 :8%)

/Ly 400 4

—s JSATLILEH
o-:0 JOERTLILEE

AL 00— T T T T I

R—2R PCI 48 2438 36:8 4838

4 [EX:0]

ERESHAME
Bz ) MDI% & # f
ISRGLLE T 70 90 81 20 24
(n=97)
LSRERSLLE 17 7 89 8 23 25
(n=101)
Mean+=SD



V. BEICE3 5IHE

@CYP2C19 Bz FZEORITE (EM. IM, PM) Rl Mm/MMriSERE (PRU B) ~DFE
CYP2C19 &M pEHA (EM, IM, PM) 5lo LD #5 3~6 Frijick17 5 PRU fii%, LATF®D
WY Th-oT,

CYP2C19 Bz F LR OREE (EM. IM, PM) 7ID PRU{E (LD #%5 3~6 Kff&)
B/Y 500

400 —

i E
I
iR 300 — |E|

E R
£ U
m &
) 200 —
1E
A
+
100 —
*
S °l T T T T T T
EM ™ PM EM M PM
(n=48) (n=63) (n=26) (n=41) (n=47) (n=27)
TSRTLIVE JAERTLILE

— SMEERUV R KE

75% 8

juckaSivd |: HiTEHE
il R fE
25% 8

L— St R =R/ME
+,%— SN IE(25% R RIFT5% NS S EE D 1.5~ MEOMIZH B ME[+]. MEEBAHMEL* 1)

Eran it TS5 AT LR Ja v K7 LR
bt ZIUF & il EM M PM EM M PM
) . In 68 104 46 67 95 38
e 5-BR AR
SEH)E+SD | 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
[f} JEH4E+SD | 100.4+83.79 | 145.9+94.87 | 168.0+103.11 | 244.7+87.92 | 295.4+75.82 | 330.7+47.25
LD # 5
» [ . 128. 166. 243. . 1.
fi|g—g BRI g fE 87.0 8.0 66.5 3.0 300.0 331.0
B/ Ml 4 5 3 50 6 230
SN} 284 350 425 374 458 403

EM : extensive metabolizer Ui 1E & %Y
IM : intermediate metabolizer {%ajr 7Y
PM : poor metabolizer fUii R4



V.

IBFRICBE 5 IHH

CYP2C19 B+ n£HA (EM, IM, PM) Blo#5 4 B#%.128175 PRUEIZ. LTO#EY TH

>77,
CYP2C19 BIzFZEHORKREE (EM. IM, PM) RI®D PRU & (%5 4 #E%)
EEIAY 500 —
+
400 —
m -
i 300 H
1w
Wi ’H o
& 200 —
£
H
100 —
— +
E0 ° I I | I | |
EM ™M PM EM M PM
(n=78) (n=116) (n=46) (n=76) (n=118) (n=42)
TSRTUIE SOERSLILEE
— SAnEER BT
75%
s i EHTEE
@ $%¢9&ﬁ
25% =
L— shhiBEERUO-R/IME
+ — SN iE(25% R RIE75% RS EEE D 1.5~ MEDREIZH H1E)
Eran it TS5 AT UIVEE 7 ay Ry LR
b Uimal ZiE 3 il EM M PM EM M PM
68 104 46 67 95 38
Be5-BRsART -
ﬂ?i’aﬂéiSD 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
g SEHE+SD | 181.2+68.63 | 195.0+69.98 | 205.2+74.95 | 212.7+79.41 | 247.5+65.13 | 303.9+41.43
S48 |PRfE 192.5 199.5 203.5 213.5 253.0 301.5
B/ Ml 8 10 60 40 8 231
SN 307 340 440 401 381 397

EM : extensive metabolizer {XiiE i 7Y
IM : intermediate metabolizer Vit [#AY
PM : poor metabolizer R4

2) REWHB
AR L

(5)BE - WAEAIEAER
AR L




V. BICEE 5 HHE

(6);a A% F
1) ERABERE (—REAKERE. RECARERE. FARBLEERE) . ERFTRT —F~N—RHH
. RERTRERABRORNE
ORECARERE (RUEERBESECNT IRGNIOERAREICET HHAR) 9

THEAND T T 27 L)V 2 AFEE T TOFHRE/HL L &b, BRZETICE TS
H B | A7 VIR CoReM CREOBIERORM., BWERORARID KOHEDIECET D
MR A BWICHRE T 5 2 &,

TIATVNEGRE R CUTORBIIAET H8E
SHBE | (1) TR END CTEET S PCLEATED LL X PCL#EA%OAMEIEGR (ACS) BF
(2) BFEBENOHBEHMETHD 1 5 HBTE TIC T 7 A7 LV OEE2BlMh LB

WAL | iR AT

PRCIE= FRAZERIEFIER 749 B, BB NERFAM T SUE £k 732 4
FRAHIME | FRAIIRD - 2014455 A 27 H~20154-1 A 26 H, B2 : 1 » ALLE

BEER, WIKFTR., 77 27 LV EOGHHES R 5R, #llF CAG FiR. 77 A7 LV
#IEH OW)E PCI, PCI - CABG LIS OREE T4, BRI - BRRAEME, OfE1 X2 b - FEFR
(HmEEEERETe)

%ﬂab

BITERBEIA 1L 8.6% (63/732 ) TH v, ARk E CORIERARHREIS L VKL, FEDORIE
RAORBEEN LR T 2EEITRO bNRhotz, £/2, EERBIERARBREAT 3.4% (25/732
F) ThHolz,

HI A EFROBHREIE1X 6.4% (47/7324)) THY ., [BEEE] OFIEN 2.7% (20/732 #)
LEbLEL, TIMI s it TR 25 1.6% (12/732 ) . /NI 25 2.0% (15/732
F) Tholz,

FELMF A X2 b (MACE) ORBEIGIX. 7T AT LILOIREPIZ 1.9%, BEYRKTET
IZ23.1% Th o7,

Il

1|

LR IS

QB EFARERE (RmMENMREEEERRELE-RBFERICEAT 55HE) 10
TIATVIVICETAHEAERT TOEREGDL L LEBIC, BEBETICBITD 7 AL LR
H B | HiEA O GRIORIEROKRE. BEAORARR) EOHEMIMEICEET 5 S 28z
é:ko

IFORECEET D EE

(1) ATV EHDTHKE$ 5 PCI AEMA SN2 Fredmfiifh Ok BB
AVEEAE R (RLEESIE, FE ST ERODBIEZE, ST LHELGIEZE)
LEOE, BRIAME DA%

(2) 7T AT VAEERIE) D 30 HEINIZ PCL #1795 FEDBE

(8) ZHIHAMIN (hik s DRI HS < ZHBM) 7>> 201645 A 31 HE TI
TIAT VLD R LT BE

(4) R¥FHAZTELCWDHEE

AT | AT

ISEJLE

JEBIEK AT EE EE B % 4,270 i, et AR SE 15 4,155 1
AL | AR - 2015426 A 1 H~20184E 5 H 31 H. I : 2 4£79

BEE R, BIRTR, 7727 LV R OGFHZEA O 5K, I CAG i, 77 A7 Vv
FRATEE oFE PCL, 75 2 7 L% 5BMa#% D EERSE) PCI, PCI - CABG LSO BB T, BaRRGE -
BRI E, DME A X2 b - BEHES (HnEaERSET)




V.

IBFRICBE 5 IHH

EEESUEES

BWERAFSBLEIA X 7.8% (323/4,155 i) TH V|, KABRFE TORWEAFRIEIS L VK, FEOR
TEOREBEE N ERT HEMITRD SN oz, BIEHOZ S IZHMBEERESR TH - 7=,
TIAT VAR (FPT RV NVEERGNHEERT - Pk 14 B H £ CTOHRE) o it
HEFHGORBEGIL6.2% (257/4,155 ) TH Y, [BEREE] OFIE 2.1% (89/4,155 fi)
Lt <, TIMI s i, TR 28 1.2% (48/4,155 51]) . [/INHIf) 23 1.0% (43/4,155
) THoT,

MACE OREBEEIL, 7T AT LILDOIRRTIZ 2.2%., BEMMKTETIC3.1% ThoT-,

2) RREHELTERFEOARXIEER L I-HE - HBROBE

AR OVANA

()2 DAt
AR L



VI. SREHERPRC B4 2 H

VI. E3EEICEHY 5IEH

1. EEPMICEESH SILEYMRITILEYEE
Fx )Y DURGULIMREE (7 RS UIEREEE ., Fru e e Fh L a L)
EE B H DAY OEEIT RS T, BRFOBLFIRLEBRT L L,

2. EBEEMA
TIAT VR, Ta K7 v 7 Th Y E O R-138727 (=X [VI.2(2) 5) FEMERBEMOEEER
(in vitro FRER) | . TVIL6.()KHEBI R URBIRER 0mE2SH) NEEHT 5,
(EREML - FERRERF 1119
TIATVEBRIEIZ T 0 KT v 7 Th Y | RN TIEMERBWICER S L%, i/ IMRIE o ADP 451K
(P2Y12) ZEREIDOIEFWAYICPAE T 5 2 & T/ MREEE 2 13 5,
(Q)E#EEM 1T HHABRAR
1) nfl/MRPER 4111415
BREREY (T v b, A X, P) ITRAKEG L7 T 27 Lvid, ADP (2 XV &L S5 i/ Moke s
i L7,

vk
TT AT VR, B EOEANI W I MEEEMTEER 2R L, £ OERIIKERGIZE ) B2
L. EDsofEiZ 2.3mg/kg (HIal¥eE) KON 0.62mglkg (3 HNEES) Th-oTz,

HEEO®kSs 3 AMREZORS
(%) (%)
60 60 —
50 4 50 4 ™
m 40 - E m 40 Mean+SE
e I *:p<0.05
* % :p<<0.01
;ﬂi 30 % 30 Dunngtt‘s test
. = (RHER L0 L)
= 20 = 20 o =5
10 o ’L‘ 10 =
0 0
—_ 0.3 1 3 3 10 30 —_ 01 03 1 3 1 3 10 30
HEE TSR ARSI #HEE  TIRILN SOERS L
15FEE TREAE EEEE ks
(mg/kg) (mg/ke) (mg/keg/H) (mg/kg/H)
EDsofE 2.3mg/ke 19me/ke EDsofiE 0.62mg/ke/ H 6.0meg/ke/ B

Hik

Z v I (Sprague-Dawley. fEl, 8 Fl, K& 5 61) ([O7°T X7 L VIR (B L U CHER S © 0.3~3mg/kg, MERS
0.1~3mg/kg/A) kU7 vt R L VGt (il e LT, HE#S : 3~30mgkg, KEHKSE : 1~30mgkg/H) % H[a#E 0
B RON3 AMIBERE NG Uic, Il 4 RpRIZICER L L. ADP Z5 fn/ MREEE 2 JI7E L 7=,

L

77 A7 VVHRREIE ADP (20pM) AR L/ REESE & H SRR AFRY IS HNH] L7z (Spearman OO AHBAMFEAT
p<0.0001) , 7T AT L AMEEREOMGIERIIRBENTHY, B5 1 HE~5 HEIZEFIRREIZELLED
L TOMEWERIZH G 14 HE (R&&EH) £TIEIE-EICRR LT,



VI, R B B 2D H

ADP (20uM) ERmM/MREEICXT S TSR T LILIERIEDHIHER

(%)
100 —
80
Q=esQ O bO—)L(n=5) a)(n=4)
ﬁf\l 60 | B8 TSR LILEE0. Img/ke/ B (n=5)
1 bt TSRY L LEEER0.3me/ ke B (n=5)
h-1 o9 7SR L ILIGEEE 1me/ke/ B (n=5)
£ 40 1 Mean=+ SE
$ *:p<0.05
* % :p<001
204 Dunnett’s test (3 FO—JLEDEHER)
Oh: #& ST HTISAE
0 T T T T T 17T rrTr 1T 1T 1T 1T 17 T 1T T T T T T T T T T T1 4h:ﬁ§4ﬁ%ﬂf&‘:‘-ﬁ“i
01 3 5 7 1414 15 17 21 28
(Oh)(4h) (4h) (4n) (4h) (O}{4h) (0h) (o} (Oh) (Oh)
RE#EE(E)

Hik
B s AP (HEE, 4~6 F . KRES B (27T A S LR (RS LT 0.1, 0.3 &0 Imgkg/H) % 1 H 1[ 14 HFE
KER NS Uiz, #5000, S5 &R0 5 HR%ICERIL L, ADP kU= 7 —4 BRI/ IMOEEE 2 JIE L7,

E k45

HARNBERERN 23 BllcWEIAMAR L LTI A7 L 20mg ZFHICEEG L, B HOHERH &
3.75mg/H % 6 HIA#G L7z & &, M/MREEEIMBIER (I MRIEME(LOBH) 1, FIEEATER S 1 K
B HEOIRBL L7z, 20mg OFIEMAMAREIZ LY | f/MEEEMSIEE (IPA, 20uM ADP Eitd) 1%,
OiEl ARG 1 FERIIC 34%., 8 WML ICHEIE 52% %/~ L, HERE A B 51 XIS IZ R 72l C

B L=,
IPA DHEFS (ADP20uM)
(%) (%)
RN 80 80
60 — 60

il

I\

R 40 40

Bl I

£ p p

zﬁﬂl.]] A A

e 20 20

A

0 o -
B —20 7717 | T =20 /17 | 1
®E &5 4 8 24 BE 4 8 EHRRE"
ATE 1HE BE B B THE B BERE
1B & B 5H
‘ LD20mgi% 5 # g ¢ MD3.75mgi& 5.1 >
Mean=*SD
n=23
EHRRE RRR59~158%
Hik

BH51HBEIZT AT LIV 20mg, 5 2~7THEIXT 7 A7 LV 3.75mg % 1 B 1 [EEROFES Lz,
2) fnmiefEA 119

Z v VRS ¥ o b AR E T L K OVESRIIC X A2 BIRILAEE T BT, 7T 27 Lk oks
W2k HEICHAE L Tk AL 2 i L7,



VI, R B B 2D H

3)

BER v FORETIL (TY )

7T AT VOV RN (FEREE S & LT 0.3~3mg/kg) X, # G 2O AW AR Z $Hl L, 0.3mg/kg
N OAEBERMEIER AR bivlz, MARERMEIZIE 0.3, 1, 3mgkg T, TN 2129%, 32+4%,
69+3%Th Y, 77 AT LD EDso fH (50% A% &) 1% 1.Tmg/kg Th -T2, KET/MIZHEIT
DT ATV OFuRERIZ, TAEY rEOPHIC L Y ETRI T,

e e
(mg)
50 T
*
40
* %
ik -
g ¥ .r
E Meanz SE
= 20 * 1 p<0.05
*k . *% : p<0.001
Dunnett’s test
10 GHERELOLE)
n=10
0 — 03 1 3 3 10 30 (mg/kg BEO/E)
HEHE  IIRILIERIE SRERT L VB EE
ED g fE 1.7mg/kg 11mg/kg

Hik

7 v b (Sprague-Dawley, HEME, 7~9 M, #8E 10 ) (27T A7 LUVHReE (IFEEER L LT 0.3~3mg/kg) KO/ rE RS
LoVl (EERER L & U C 8~80mg/kg) #HERROEE Lz, #5- 4 FEEZ ICSHBIIR & SRR MNZERE Lz > ¥ > MZ 30 4
WIMiR & B S8, v v v MNICHE L7ofRIC s Lo AR &4 JE L,

BikmM2ETIL (BRRBGE. BEEES) (v b)
TZ AT LIV (0.3~3mglkg) X, B EOHEMIENIE NHAET S E TORFRAZER IH7,

i E A
(4)
60 e T x5
% 50 —
ht *
B a0+
% 30
N Mean=SE
% * : p<0.05
@ 207 wk : p<0.01
ﬂ# Dunnett's test
B4 (AR L DR
0- — 03 1 3 3 10 30 30 100 300 (mg/kg #EORE)
REE FSATLIL HOERSULEEE FIOEDUEME
(n=8) (n=8) (n=8) (n=8)

Hik

Z v b (Sprague-Dawley, Ml 8~9 #ilin, FHESH) (27T A7 L /L (0.3~3mglkg) . 7 1 ¥ N7 L Liilgth (3~30mg/kg) .
Fru vy U EEE (30~300mg/kg) FHEREOEE Uiz, #5 4 RZICHBIRZEBZAE L. NEZEHETLHZ itk T
THEo MR Z A S, RS-z LV mENHIET 5 F TORMZRIE LT,

FREEETILICE TS 4ER 1410

7 v MLEIEE T UCEWT, 7T A VBB AR NG5 & DR XNk L, 7
TATLMIEARGC R . Ty bl R O IEIEE 7 I\ CRMEIE Y A X2 b S,
7 v NARMEIRBAZESE £ 7 /U T PR DR T & Jiill L7z,



VI AP B4 5 HH

mEMHEREETIVL (DHEEETIL) (Svh)
7T AT VOVIRERE Y, DFRFEIEY A X (BESEREEL, R DREK) A EICED & E T,
DHEEICRT 5/ER

(%)
50 —

30

20 *% *%

SRS AHE N\ S
*

*tERRE 1 3 10
TSAY U IIEERE (me/ke RO RE)

Mean=*SE

*:p<0.05 * *:p<0.01

Dunnett multiple comparison test { R EDHLE )
n=7

Hik

Z v & (Sprague-Dawley, HVE, &8 7 6) OLBIEEET VIS, 7T A7 VVEREE GEREEILE LT 1, 3 X0 10mg/kg) %
HERAOES Lz, &5 2 FER%IC, 7 v b OLEBIIREIER: & i FATE O QI ik @Y 2 B LickiEcr — AR H L
(20mg/kg) ZFHMRAEE T2 LICL Y, MARTREZFHR Sz, LR 24 BHEZICT » bOOIRARH L, #7205 K OBEE

O RRE A ER LT,

REEEBIREFAZEEETIL (TY )

F v NKERENRICTZ 7V A EAT D &, KEMEENIRPAZEIE & PR R E 24 b, 7T AT L
NET ) BB ORTAS 11 BREER DS LR, HEOHEIT 2 H&IKE L TH RIS
L7,



VI, R B B 2D H

MEHEREEETIL (v k) 10

75 27 L (10mglkg)

(%)
18 —

16 —
14 —
12—

10—

MNA TR

(T, REZEY A X2 A RIS SH,

fEEICH T 51

13.9+15

i

11.4+1.2

Hik

8.4+06

PIlich: FIRGL I

Mean*SE
*%:p<0.01
Dunnett's test
(FHERFED L)
n=10

(mg/ke EAHRE)

Z > b (Sprague-Dawley, 4, 8~9 #iiih, 267~343g, #&Hf 10 i) 1277 A7 L (3 KO 10mglkg) ZH[EEAKE LT,
PG 4 BRI, PRIMENRICREIEE B L2 RBECr — AU L (20mglkg) ZHIRNEES T2 2 Lok, MR EFHR
SHT, KRS 24 FERIZICIM AR U, IER . Bl R O IEEB O R 2 E & U COMEIEO K& &2 RIE L,

4)

ADP Z&/IK (P2Y12) ZBIRMDIRET (in vitro FUER)

R-138727 i%, CHO K-1 #ifig LICRHL S 72t b P2Y1e 2B ~D[3H]-2-MeS-ADP D& % 50 ) h ok
FEIZHRAF L CRRE L, 2@ 1Cso fEi1E 2.5uM Td -7z, MRS2179 1% 110uM F TOREE TIiX P2Y 1 ZHFIR
~OERZRE 2> 72, —JF, MRS2179 1%, t h P2Y1 Z&KRIZx 3 % [BH]-2-MeS-ADP 54 % 9 /112
P L7228, R-138727 (X, 100uM £ TORETE b P2Y1 R E~OFEE ZHE L0 o7,

CHO K-1 fif8 EIC RIS t1= P2Y 12 2BARXIL P2Y1 BRI T S HEE/ER

P2Y12 AR P2Y1 Z&&
(fmol/10°% cells) (fmol/10 8 cells)
1,000 400
800
= .7/ 300 .7/#‘50"_/
=z =L 74,
T [ o,
T 600 T
& & 200 )
g > 0r=:0 MRS2179(n=3)
O 400 o Y ©—@ R-138727(n=3)
) o O Mean=*SE
1)) 2
g g 7
= OO MRS2179(n=3) = Q.
@—® R-138727(n=3) ‘o.,.o
0 Mean=+SE 0 - R eTT NG PG
I//1 I | I I 17/ I I [ I
0 001 0.1 1 10 100 0 001 0.1 1 10 100
= (UM) =E(UM)

Bk

BEHEEEZ R E N P2V A RE O b P2YuZAEREENENT ¥ A =— A NAAZ P HK CHO K-1 fifa EICHE S+,
7T AT U NIRRT R-138727 (0.030~100uM) % RN L, ADP 2 &IRICKT T 2 it U v R ¢Hh % [BH]-2-MeS-ADP
DEZREITHTDREEME Lz, Fo. TR P2Y) XA EFEHHE TH 2 MRS2179 (0.033~110uM) A3 L L THU -,



B SO S S AT S|

5) EHERBMOEEER (n vitro 3A58)

7T AT VOVHIERYE T BRI TIETECEM R-138727 I SR A R Bl 5, R-138727 O Ifi/MikE
EMFERIIIET I TH D Z AR S iz, F72, R-138727 1E, KREMIZ/RT X 912 2 BEOARKIKFHE
EHT L0 4 BOSIRBEMEERN D> T, R-138727 ZAT 5 4 FEONIKEMER R-125687,
R-125688, R-125689 } U} R-125690 D t I I/ IMREEEIT KT D /EM et L7z R, ADP & ifn/Micke
2 PR ARAFHINE] L7223, ICso fE (ADP 5uM) 132124 83uM, 150uM, 2.24M KT 0.39uM T,
R-125690 23 bIVMER 278 LTc, 77 A 7 L VBRI A RN C R-138727 ICRET S AL CTHBh 2 5Bl L |
Z DI O FEMRIL R-138727 k3 25 4 FEONAKEMEILD 5 5 R-125690 &5 2 Hil-,

TS ARG UIVIEERIE & EME R B R-138727 D&

’C_“/{ % q HOOC b’*;

- HC1
0 HS >x< 0
75 ATV EREE TEHEEH
(R-138727)

o Sulfur-bearing  Benzylic

position(a) position(b)

R-125688 S R
R-99224 |:

R-125690 R S

R-138727 |:

R-125689 R R
R-100364 |:

R-125687 S S

1E) R-138727 13X 2 EOARFRFE (ka K kb) 2HT 5720 4 FEONAKEMERN LK D

()ERRBERT - FrihsiE

e AR IR

< rT—%>

b MZB T D M/ MOEEEMHIERIC W TIE TVI2.(2) 1) fMU/MrRIER E ) OHEZZRE,

<#YT—45>

7T AT VOVHERYE (GEEESEIL L LT 3mglkg) &7 v MCHEIREAKRE LB T, &5 1 K% Tl

BRI ZITE R R &2 | ZO%REE 12 Ktk £ TIEHR R Frge L 72,

F PR R BE R

<#gMmT—4%>

7T A 7“1//1/1’5@@’5%4’ X R OH AT 14 H RS G U772 alBR T, i/ Mg /8 23 BRARRIIZ 53 L,
EHRRRRICE L7k, &G MF 2@ L TRk L7z, BREGMIRMK TH%, M/ EEEREN ER/ICHIET DI2iE 7

AR ZZ L7,
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VII. EYEREICET 5EHE

1. MAREDHR

()RELEEMGILTEE
MR L
( VIA.QQERRABRCTHREIN-IFEE] OHEEZSHR)

QERRABR THREIN-MbhEE
TIT AT VIR OB GHRISESLHICRB EN D720, ETICT T 27 VAL OREBLRITHBREB ST, 1§
PEARE R-138727 O ifu i B - I E L 7=,
A A
1) TS5 RT LILEE 49
RN, 51 HRIZT 7 A7 LV 20mg K OFE- 2~7T HRIZT 7 A7 L)L 8. 7bmg # 1 H 1 B A #
H U7z & = OEMERHY R-138727 O Mg R EHER N CEMBNRE AT A =2 TRD LB Th o7,

20mg & 58K (851 BB) OFEMEABEY R-138727 DMFHREHTRE

(ng/mL)
300 —

Mean=+SD
n=23
250 —

200 —

150 —

R

100 —

50

0

T T T T T T T
0 2 4 6 8 12 24

R 5 &EER (hr)

3.75mg &5 (%57 HE) OEMMREY R-138727 D MmigdREHT

(ng/mL)
50 —
Mean=*SD
n=23
40 —
m 30 —
%
®
=
B 20
10 — /
0 —
I I I I I I
0 1 2 4 6 8

5 &EEM (hr)
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FEMERBEY R-138727 OEYEE/ NS A —4

&5‘5 n Cmax Tmax AUCIast tie
" (ng/mL) (hr) (ng-hr/mL) (hr)
20mg + + + +
(351 HH) 23 177.1£96.3 0.6£0.2 185.1£66.5 4.9%5.8
3.75mg 23 29.2+t15.5 0.60.4 26.31:9.2 0.9£04
57 HE) 2+15. .6£0. .3+9. .9=£0.
Mean=SD

Crmax * B MUE TR Tmax @ B MAEPIREE RN AUChs : & B AT REZR B KEIRF A ~C D MU rp i BE— 5 R R e 7
tue © FEAAR DI R

2) 7SR5 LJLOD & 17

TR AN IS 7 F A 77 L)L OD §E 20mg 1 88 (K7e L XUIKTIRH) X7 7 A7 LVgE 20mg*1 1 88 (K
TRA) %, 78 A4 — "—{ECEIGRFHEEIR O &G Lz & & IHEREY R-138727 O i hiR EEHER J OY
HRMBNRE N T A —H 2B LTz, 77 A7 L)L OD $E 20mg /K72 L CIRA L7 & X Crnax XN AUCo-120 D
S fif5e/ N ZFEEE O L O ] 90% (5 X 1% 0.80~1.25 OFIPHNTH > 72, K TIRA L7Z & &, Cnax L
AUCo-120 D e/ “FEIMEDOLLIE 0.90~1.11 OFEFHN T, 230, ¥ HFEER Tl fA O ¥R 2B ZEEL L
TWe, LEeno>T, 77 AT LIVEE 20mg*l & 77 X7 L)L OD §E 20mg [TAEWFHIICFRFETH D Z LB

MEER S A7 *2,
20mg EEZFAOREEOFESEREY R-138727 OIFEHEEHTE (TR
OD £ 20mg #7K%: L CTHRA OD & 20mg %X CTHRA
(ng/mL) (ng/mL)
400 - 300 —
== OD#E20mg (K 7%L) (n=24) =o= OD#E20mg (FKBHY) (n=24)
o= §£20mg (K HL)) (n=24) 250 o= §£20mg (K HL)) (n=24)
300 Mean=+SD Mean=+SD
o f 200
% %
b 200 150 -
= =
= B 400
100 -
50 |
0 O 0 —
0 2 4 6 8 10 12 0 2 4 6 8 10 12
1% 5850/ (hr) 5 &EE/M (hr)



VIL_EYyEhielc B4 5 HH

TSRYJ LILOD i 20mg (K% L THRA) XIETI XTI LILEE 20mg*! OKTHRA) #HEEFEOKRERDE
B R-138727 DEMENRE/NS A =5 (EREH)

j&‘%"-% n Cmax Tmax AUCO-th tie
(ng/mL) (hr) (ng * hr/mL) (hr)
OD$E20mg 24 244+84.8 0.733+0.354 275+50.3 4.11+0.830
(K72 U CHRA) T T T T
*
i’i%gr;ggﬂl) 24 258 +113 0.729+£0.194 280*£63.7 4.02+1.09
Mean=SD

TSRS LIJLOD§E20mg (KTIRA) XIFTSRY LILEE20mg*! OKTIRA) ZHEEEOBRESEOFEER
S R-138727 DEMBNRE/NT A —3F (EREHF)

e, 0 Cmax Tmax AUCo-12n tie
- (ng/mL) (hr) (ng * hr/mL) (hr)
OD#E20mg n n + 4
Ok AR 24 218+91.2 0.583*0.374 230£57.7 3.95+1.13
5£20mg™! + + + +
KR 24 223182.0 0.816%0.309 2347+46.4 3.96+0.921
Mean=+SD

Coax @ B MBEPIRE  Toax © ferm MAEPIREENERE] AUCoon : 5-BRAR 12 el 5 C o 5% i BE— e ] bR - i
tue : FERAH DT IR

k1 B — = HRAUS A 2019 FICHRFEH I, 2021 4 3 A K H TROBAE IR T L7z,

%2 AEMFHFESERBIL. [ MR EELOEMFNFRSERBR T A K7 A U SE0—HEEICOWT)  (Fk 24 4F
2 H 29 AIEAFAT 0229 5 10 5) B 4 AIER 2R 5 WA OBINO =D OEY)FHIFEZEERBRT A K74 0] &
O T EI AL DA LAIF SRR T A T4 USO8 IEIC W T (CER 24 4F 2 H 29 A AR T 0229
B 10 5) B 1 BIEEIELOEYFHRZEERRT A K74 ] ICHECTHEME L,

()=
HMERR L
4EZE - ftREOEE
1) BEOEE
fERERR N B 28 BT T A7 L)L 20mg & 7 & A A — /N—EIC CZERERE L OVE ARG A 1B Uik 12 B e O
B 5 Uiz & OIEMAGHY R-138727 OIRWEIRE I, ZEERF TIT BB & HlE U T Cmax 2349 3.3 {5121
ML 7=25, AUC ICHEE 2213380 banotz ( TV.5.(2)3) BFE PKEER (CS0747S-A-J112) | DIH

)
ZER R VS EBERE TO 20mg EEIHRS5ROFEERSEY R-138727 OMBHREHR
(ng/mL)
250 —
e—o =Bl EIEM &R E (n=23)
i BRI E (n=23)
200 — Mean=*=SD
m 150 —
%
i
=
E 100 —
50 —
0 —_
[ [ [ [ [ I |
0 4 8 12 16 20 24

&5 &ERE (hr)
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ZEREUVSERREERRERZOREROEEREY R-138727 DEYERE/NNS A -4

85 R ZENG R 5 EAEN BB A
(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)
AUCoint (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)
tiz (hr) 1.835 (51.1) 1.357 (80.6)
a) PE (s IME~ IR K fE) SAELE (ST CV%)

AUCosn : $¢5-BikG 8 WeH]#2 % T i FE—F (] i T Eif, AUCoine : FERRICHF ] 5 C oD i 55 i BE—MRr ] h A5 T i

2) BtREOEE

<HEAT—%2>

DY baFrJ—ILEDEEER®
T AT VIR L CYP3A THERITH L7 haF Y — Lt OftREE IOV THRF LT,
RN 2351, &5 1 BT 7 A7 L)L 60mg (FIRIARARE) | 5 2~6 HAIZZ 727 1L
15mg GEFFF&E) 2 1 H 1 R N& 5 Lz, 7 ba Y — W3 3 HElk v 1 H 400mg Z &5 L7,
ZORER, OFAEEIZE Y, 7T AT L OVEME S L U ORI R-138727 @ Cmax 1% 60mg
oY 15mg 5 5-THI 46% L O 34% 1K F L7228, AUCo-24n ~DEEBIIFERO Doz, £z, Mk
W= (204M ADP Eitt) (X 60mg X O 15mg H L RO Wb 7 b2y — L fffic L 2 8

TR b o T,

TSR UVIIBEBESHRUT baFV—ILHREEROFEREY R-138727 OEMENE/NS A —4
77 . S5 AL TIATLN ST O
i A (n=18) b ET [90% (=4I
ke b & (n=18)

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]
15mg | AUCo24n (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 O Cmax PRI %777 90%EHE XM OFHATR EHMAIL, £ 0.8~1.25 K10 0.75~1.33
b) Tmax T RAE T REOZE (k) ZRT

AUCo2an : B 5-BAG 24 Wil F C o> M Hh R FE— e ] il T i fst

QU727 EYUEDHEERR 19
77 A7 Ve & CYP3A.CYP2B6 OFFEHITHL Y 7 7 B v & OPFHEEGIZ OV TG L7z,
R ANZ SR, %51 ARICTST7 A7 L)L 60mg (WEIARAR) | 5 2~6 BRI A7 L)L
10mg (MEFFAHE) 2 1 B 1EROKSG L, V77 B3 8 HATL Y 1 H 600mg 2% 5-L7-,
ZORER, OFHESIZE Y, 77 A7 LV G & el U CIEPEGE) R-138727 O3 EhRE K& OvfiL/ )N
BREEEEANHI R (20uM ADP i) (TR b o iz,
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TSRTUIVERBEREVY 77 Y EL VHARSEOEEKEY R-138727 DEWMERE/NS A —4

e K5 A soAyn | 72T | R ROk
e (n=30) (n=29) [90%EHE X ]
Cmax (ng/mL) 362 368 1.02 [0.856~1.21]
60mg | AUCust (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 | AUCnst (ng* hr/mL) 48.1 48.3 1.00 [0.933~1.08]
Tmax® (hr) 0.500 0.500 0* [0~0.470]

a) Tmax (TP IAESUTHRAEDZE (k) 27T

@3>V ITSY—ILEDHEEER20
TIATVNVEREE e N R T IERTH LT Y T T Y = E DR EIZ OV TRE LT,
R AL, 7Y 7T =1 30mg & 1 H1E7HEREOKREL, THEIZT 7 A7 L)L 60mg %0
G Uiz, ZORER IFREEICEI Y 77 27 L VBB 5 & g UCIEMERHY) R-138727 @ Cax
D3 29%AK T L7223, Tmaxs AUC ~DOEBIIIRD Sieno Tz, £, M/IMREEEMFIZ (204M ADP
) ~OPFRIC X 2EIRObNRr o7z,

TSRTUVINERBRERREVS VY TS5V —ILGRERSEOEERBEY R-138727 DEYHE/NS A —4

- N T AT L)V o
(n=24)
Cmax (ng/mL) 570 406 0.711 [0.622~0.813]
AUCmnst (ng * hr/mL) 589 511 0.869 [0.823~0.916]
Tmax” (hr) 0.5 0.509 p=0.342*

% : Wilcoxon D% S NENLFk:E

a) AUC KO Cmax DRIZEMEZ 7R T 90%FHEX M O Faisk EHibHIL, T 0.8~1.25 X0 0.75~1.33

b) Tinax (F 1 RAR 2 7=

@DF=FTOUEDHEEIER 2

TIT AT VR E He X BIRERN TH D 7 =F D0 L DHFRIEGIZ O W THRFE LT,

fERRE R,

T=FTr150mg & 1 H 29 HREREAOEE L, 2 HEIZT 7 A7 L)L 60mg (HIEIAfF

&) ZHE®HREL3HBE»S 9 HHET 10mg (HEFFAE) 218 1EFARE Lz, TO/RE. OF
G T, 7T 27 LV L il LT 60mg 51280 TEMERHY R-138727 @ Cumax 25K

14%4&1;‘ L/7LC Z)S\\ Tmax\ AUC A@%ﬁggﬁwiﬁéj\&) %ﬂfﬁ o f:o 10mg &gfbi Cmax\ Tmax\ AUC /\O),%Z
BIIRD LN oTo, Fio, M/MREEIMSIE (20uM ADP i) ~OOF I X 5 EIT3 bk

Nz,
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TSRTUIVEBRBERERUS ZF D UHARSROEEKEY R-138727 DEYMEE/NS A —4

4o JRE Foxsn | 12270 e )
e (n=23) (n=22) [90% 15 #E X ]
Cmax (ng/mL) 470 402 0.856 [0.704~1.04]
60mg | AUCust (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]

@) Tiax (TTRAESUITRAEDZE (k) 2R

®IILTF7Y U EDBEER

BERERENIC, U7 7 U v 16mg ZHERG L, 14 HHO Y+ v 227 v Mif#%, #5 1 BEIC
TTAZ LV 60mg (FIEIAMHAE) . 2~11 HEIZZ 7 A7 L)L 10mg (HEFFH&E) 2 1 H 1 [BfR0
BhHL, 56 HE (MRHERSGH) v r 7Y 1bmg 20fH&ES5 L, 77270 reun>
7V OPFHIZEL Y, v 757 U ® INR (international normalized ratio) & OV 7'1 k1 2 & U RERH]
(PT ; prothrombin time) ~DOFEIIFT DO LN oTz, —H T, T AT LIVEMKEE LT,

DFR# G 12 O 24 Refil#% CIT M LR I RIRE CTd o 7223, 48 i #% TIT LR M 2ME R U 72,

DILT7 ) VEMEBEERVTTSRATUILEDILI 7 UHBAEREED INR RUPT®
EILINT A—4

e {r ST fiE
05 2 75 27 L JL 10mg . KA LA D L
INT A—H YUAT7 U 15mg U7 7 Y 15mg [90%/= #E[X 5]
_ (n=14)
(n=14)
INRimax 1.40 1.38 1.01 [0.942~1.09]
PTmax (F) 18.8 17.8 1.05 [0.972~1.14]

INRimax & O8 PTimax D FI&EME 2774 90% (B #E X M O Hpiak ©#ifii: 0.8~1.25

TSR UVIEBEBBEBERV TSR LILEDILI 7 1) DRSSO MR

HA I B FE] D ST S8 D b [90% EHHIX ] @ I [90% 15 X M ]
IE ] FZAZ L 10mg+ I N7 7 Y 2 15mg (FFGATVLNA+TLT 7 Y) p fiE
(n=14) S B
e b 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) iR O = HUfRER], #5451 B B o8 5-ai100 i R
b) # 55 : %56 HEDOFF A7 L L 10mg+ VL7 7 U 15mg #5
(FEBSAABDT I AT L VEMBEE) D 24 FERI#%)

E) AANOAGEHREIL, BAAEEIREEN (PCI) 238 H S 2 B 0E R ClIpEAm & 20mg, HER &
3.75mg/H Tb 5.

Wilcoxon DOFF S NANLFIfRE




VIL_EYyEhielc B4 5 HH

2. EYRERP/NTA—H

(MBI AE
J Ay R— KAy NET T TRIT LTz,

(2) IR U 32K JEE 3E K
7T AT VOV & SRR R OG- LTz & & OTEMEGEY R-138727 O FEHEE AT K& 2 WINGE FE &
% (K12) 1349 3.84hrt Th o7z, BEHKEG TIE, ZEERHR L & AT K12 130 62% B TH 72 (BEH
SR BHREMRNTIC X D HEE)

Q) HEKEEEM
R AIZ T T A7 L L 20mg & HLAIRE O 5 L7z & & ORI R-138727 O{H J<ik FE 5k (L6 -2 fif)
13559 0.200hr! TH - 7=,

@GHoIVTIUR
NG E R L

B)RHmEE
RNERE R L

(6)Z Dfth
R L

3. B&EH (REaL—>3Y) @@
(WEEWAE
Depot @ 2 /X— kX 2 h~OWIITIE 0 ZaFe, IEPEMGEHY R-138727 (ZIFEER L D R-95913 7> & DAHT
CRIEREEH A ZE L 1 IRINIGREEAES -2 %— h Ay FEF L, R-95913 120F 1 RIBIN /1 R4
KiEFEEED 2-a > /8= N AV NETIVERE LT,
RIS A—REHER

AR L
4. % 1R
<HEATF—5>

7T AT VOV A R ISR N R G LT & E OWIERIT, DR E D T9% Th o7 ((TVIL7 Rt oA
=M

NAATRLSEY T«

<#MT—% (v k) >

Ty MTT T ATV EROEE LB O R-138727 Otk A 47 X4 Z U T 4138 26% TH -7 GFME
R &2 FR RN G L 72 & & 0 R-138727 @ AUC & DIz FE5<)

5 4

(1) 5% — i BE P9 @ a8 14
[VIL5.(5) % D DIHEAN DEATIE] DHA S



VIL_EYyEhielc B4 5 HH

(2)Mn % — fa B EA P A 14
<#T—42 (Svhk) >
MAELZER 1S XIS HED T v b (KA n=3) |2 4C-7'T7 A7 L)L bmglkg # BRI A& 5 L, 5 1,
24, 48 FRIZI T 2 BB M ORI O S RBIRE 2 E RN BT A — N7 U477 7 ¢ —EIC K W HE
L7,
B b 1 REREIZ BT D MR OB HER EE 1B O LR E D 0.3 (HRETH Y | T ORI G 48 Rl
1 3~4%FTIKF Lz, ZOREND, 7T A7 LAOREMIT, DT NICEEEERT S EARINT,

UC-TZRJLVILBEREOBREHOREICE T 2B EEREHRE (S )

FHEEIRE (ng eq. of 7°7 A7 L )V/g tissue)
pikis 13 HE 18 HE
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)
6 2,197 (0.60) | 205 (0.47) 139 (0.55) | 4,051 (0.72) | 361 (0.67) 119 (0.48)
T 2,762 (0.75) | 330 (0.76) 167 (0.66) | 4,034 (0.71) | 308 (0.57) 159 (0.64)
PNEEER | 239 (0.06) 45 (0.10) ND NS NS NS
MR | i NS NS NS 1,795 (0.32) | 131 (0.24) 46 (0.18)
Jibé NS NS NS 1,114 (0.20) 62 (0.12) ND
Lol NS NS NS 1,453 (0.26) | 115 (0.21) ND
s 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)
i NS NS NS 1,869 (0.33) | 324 (0.60) 82 (0.33)
ND : #Hed
NS : #HEET

FEIMN OF AL, BB O MRk 2 Mk PR E O L

B)ET~DBITHE
<gMT—4% (Tv k) >
A OT v b (n=3) ICUC-T T AL L)L bmglkg ZHEIREOEEG L, #5651, 2, 4, 8, 24, 48, 72 W]
BIZBIT DA P ORHRBIRE ZRIEY o F L—r a VA K W HIE LT,
Beh 24 WEIE E TORGREDOFLIT IR E & MR IR O IE 1.72~4.78, #1514 48 FEf#] TIL 0.58 Th o7z,
BURBED NI AL 7 » S ORI H T 9.5 FEfH, MmAEH T 18 Kl Th -7z,

ABEHE~DIBITHE
MR L

(5)Z DDA~ DT
<BPHEBRNEET—42 (Tv k) >
7y MZ UC-F T AT LV ERRRO#KE LIza . kP BOERER X% < Ok TG 1 FEf%Z ISR
flizm L, By MG, AP, B O ClRmii T L0 b mOWEHEEREZ RO, Znblicmz, #5
72 WEE#% CIXARAR R VKBRS M L 0 b @O REIRE 2380 72, T OO I, Mg &[F
BENENLLT CThole, /o KERE LIZGE %5 14 A BIZITHEE~O oM NZIEEFRBIZE LT,



VIL_EYyEhielc B4 5 HH

UC-TSRJLIERZROZREHOMEBPRAEREERE (SY M)

g JAHHEEIREE (ng eq. of 77 A7 L )L/g tissue)
lhr 2hr 4hr 8hr 12hr 24hr 48hr 72hr

IR 2,411 1,417 1,161 922 673 304 271 165
KK 189 104 140 49 27 20 23 11
71N 198 53 111 34 53 13 3 9
HERE 201 90 147 60 35 20 11 6
i 127 81 111 55 43 18 54 9
ISR N 776 646 434 514 282 304 211 60
ARER 99 45 74 14 13 0 0 0
N — i 1,320 508 424 339 197 158 54 31
SR 2,392 1,883 1,290 1,384 1,053 808 400 244
TR 1,190 508 442 304 152 84 80 54

BHU oXH 674 348 355 241 200 36 31 79
Jifa i 637 269 245 167 96 77 71 54
Lol 1,295 634 503 399 215 123 89 62
it 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
5 Nk 6,648 3,371 3,456 2,116 1,298 762 560 497
BRI 2,312 968 761 612 372 210 151 108
JIEN = 1,106 522 498 715 205 141 86 68
R 1,329 676 742 411 215 141 74 23
RERS3 393 211 276 164 43 46 23 9
e 1,190 646 387 347 157 107 94 111
WL Y o /< 1,638 834 692 907 721 181 109 99
B 658 286 274 181 114 79 31 31
pNlige 124 247 113 146 69 28 9 48
I 1,011 553 450 279 173 110 89 111
B 1,032 421 505 393 306 169 74 34
REWR 2,825 1,667 1,311 629 729 821 331 491
ML 532 244 200 135 98 56 40 37
FEE L& 943 334 361 258 152 82 40 37
EIRVAL 1,369 516 484 359 154 146 120 57
FH3E 964 744 590 477 271 184 114 62
TR 1,156 929 671 457 303 289 154 45
Gl 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
Bt 374,623 | 176,484 94,108 1,174 12,411 13,155 5,614 1,053

Mean n=8
(6)MIRELEEE

4% MITET VT 2 (HSA) IIEMERGE R-138727 % 100 K O 500ng/mL OEE TR L., #iE LIEIC
£V HSA IZx3 215 R-138727 OE AR AR A H M Lok S, IEPEREH R-138727 Ot MMiLiET
NT LK RS A RITMRE & B 98% Th o7z,
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6. X

#t

(1) BRI R UM BHRER

RARLG SN T T 27 VORI, MEfildTe F A ARF AT AT T —BIZ ) #HHIT R-95913
ARG S, S BTG R OB O R T ~ 7 1 — 24 P450 (CYP) 12 &9 fR#@if s, s <
D R-138727 WAEKT 5, in vitrodkg)> 5 R-138727 ~DO#HIZ1E, CYP3A &' CYP2B6 23 F7- SR
ELTHETDZENRBINTND

TS RT LILOHERBRERR

F CYP3A, CYP2B6 F
IXT7—t CYP2C9, CYP2C19
H °—< / | ~ N ——— 1100C XN
S o

HS °
TSRTLIL R-95913 R-138727
EHERBEY

! {QA\@

HoOC N
o H,C- s
HO

M1 R 119251 R-106583

QR#IZBI5T 2EFE (CYPEH) OnFia. F5X

TIT AT LB R-95913 ITRE SN D ORICIE, MERlOE F A RF LA AT T —E (human
carboxylesterase : hCE, 4 7#I33 & LT hCE2) 25T 5 E&E 2 b7, R-95913 7 LIHMERHY
R-138727 M AEMT 5GBS 9% CYP 2 7fi%, 9 FO¥E CYP F%/y 7 (CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, & (U! CYP3A4) KUt hiFI 7 vV —4
ZHWTHE L7z, 20uM O R-95918 ZHE & L7 & E OAFEBIFERIC L H R-138727 OAERGEE ITRIXIZ
R L7=X 912, CYP3A4 > CYP2B6 > CYP2C9 ~ CYP2C19 DJETH -7, & MFI 7oy —2a%H\T,
CYP2B6 OE / 7 m—F AHuR T CYP2B6 IHMH % [ L7256 XX b =)y —/L T CYP3A4 {EME A BLE
L7256, R-138727 OARMILAE Sh-a, —J7, CYP2CY {EME 3% CYP2C19 itEA fLE L =581
R-138727 OAEFITH/ il S ey o 72, LL b, R-95913 7> HIGTEREHY R-138727 M AERK T 5 KIS
1%.CYP3A4, CYP2B6 A Efi#d & L CRS L, Z DMz CYP2C9 & OXCYP2C19 DB 51588 &7z (in vitro
R (VL6.()RBEMI R KRB 0omHE22H) |

R-95913 (20uM) #EHZ & L1=FD R-138727 DEREE

(pmol/min/pmol CYP)
0.50 ~

0.45 —
0.40
0.35
0.30 4

0.25

e HE L208E1-d

0.20 1
0.15 4

0.10
Mean=+SD
0.05 - n=3
El (*: CYP3A4IEn=2D T H{E)
000 T T T T T T T T T 1
control 1A2  2A6  2B6 208 209 2C19 2D6  2E1  3A4*

CYP




VIL_ S Ehie I c B 5 I H

RWEEBHRNDEERUVZDEE

(VI2 EYIRERU/TA—42 ] KO VIIBEH (RE2L—3ay) @) OEASHR
GRBMOFEDFERVFESELL, FHELE

[VI.2.(2) 5) EMRBMOEEER (nvitro HER) | KO IVIL6.(N)KBHEBE R URBIREE 0HEEZSMH

7.8 it
<HEAT—E>
BEFERR N 511 14C-7 7 A 7 L)L 15mg & HER O &G L2546, #5240 Ref AN R 6E 0 RAE PRI X
95%LL EIZEE L, HUHREDK 68% RN G | K9 27% 3 Fh 7 b8k S av7z,

UC-TSRT LR ERDMETRED RiEHEM 3

(%)

&

Z

&

s L
3 o--afR e
2 e—eith
B (n=5)

HE Mean=+SE
pi:s

0 24 48 72 96 120 144 168 192 216 240
BE5 %R (hr)

1) #4510 HoEPYhRT 24 RO & L TRid (n=2)
£ 2) AHOAGRH BT A R & 20mg, #EFFH & 3.75me/H Th 5.

8. S UARKR—2—ICEAT H1ER
MDR1 #RH 7= 7 ¥ ERMAHE K LLC-PK1L Mgz HW=REHc kv, 7727 Lt ZzofEy
(R-95913 K OVEMEAH R-138727) @ % (21X, MDR1 (P-gp) 2R 5 L7aWZ & AR &7z (dn vitro
AR

0. BHFIZ L BIREE
M R L



VIL_HEAdEhielZ B4 2 H H

105 ENEREZAITHEE
(EHREEEEE

<HEAT—%F 2>

q::

L7z & & OIEMHAHY R-138727 O3RYyEhfe 1L, R & Fhle LTI

CEBHBERERE (VLT F=027 VT T A 30~50mL/min) (277 A7 L /L 60mg % Hilalfk O &% 5

RO DRI, T a L LT

D ARHE RERERE S B Tl B & b U CUEMEE R-138727 @ AUC 239 31~47% & TR Cmax 2559

20~52%1& T L 7=,
BHEEfEERE L RERADEMHAHY R-138727 OMBFFEEDLE (WNEAT—4)
PEETHEEEEE LEBERADOLE REABHREEETEE L BRERADLLE
(ng/mL) (ng/mL)
1%,000 - 1?),000 -
800 —
miRT
1,000 o 1,000 —
m 100 100
15 #5
= i i
= =
E E 10
N O T
o—o TEETHAEETES (n=10) o—o KRB HAIEETESE (n=15)
O===-O {BEER A (n=20) O===:O BFERLA (n=16)
Mean+SD Mean£SD
01— | | | | I | 01 = I | | | | |
0 5 10 15 20 25 30 0 5 10 15 20 25 30
1% 5 1% B0 (hr) 125 1% (hr)
BHEEEETEE L BERADEERBEY R-138727 DEMENFE/INT A —R DL
T L |\ — o T AR5
K5 Ak mo# n | BETROP TP | g m L e | 00% (IR
[90% 15 #E X [H] s
o (nafmL) (3295 9N 20 [433 [350~536] 0.88 0.67~1.98
max AR ARG B | 10 385 [285~519] ' ' '
[ZIE 5PN 20 506 [438~584]
AUCo¢ (ng * hr/mL) 0.91 0.71~1.18
WA R RERR S BT | 10 | 464 [378~569]
[Z3295 9N 16 |404.3 [288.4~566.7]
Cmax (ng/mL) 0.492 0.314~0.769
ENEL i e o 15 |198.8 [144.3~273.9]
[ZIE 5PN 16 |444.5 [359.8~549.2]
AUCo+¢ (ng * hr/mL) — 0.579 0.457~0.733
R B R R 2 B 15 [257.3 [211.7~312.6]
AUCo+ : #3556 t BERIH2 F 0 0 HE b i — IR A T i
) AFOAGTEIL, BREHEINEREN (PCI) 258 M S 2k EE TIIPEIARH&® 20mg, MEFFHE

3.75mg/H THh 5,




VIL_EYyEhielc B4 5 HH

QR EERE
<HNBEAT—% 2>

HRAE RS RS RERE E AESE (Child-Pugh 23%8 B*) 10 #liz, #5 1 HBIZZ 7 A7 L)L 60mg K O 5 2~6 H
HIZZZ A7 L)L 10mg # 1 H 1 BERRO#EE L7z & & OIEMEMRGEY R-138727 OIEWEIRE L, B A &t

KL TEITRBO DN T,

el E R E L BBERANICE (T HFE A HY R-138727 MBFREEHTE WEAT—4)
51 8B (60mg#&5)

(ng/mL) (ng/mL)
800 120
o—e hEEATHEEEEEE (n=10)
00 BEERA (n=20) 100
600 Mean==SD
% % 80 —
400 & 60 4
B B
& B 40
200
20 —
0+ o4

®56HE (1o0mg#&5)

o—o hEEFHEEREERE (n=10)
0--0 f#FEA A (n=20)

Mean=£SD

B 5 &R (hr)

5% (hr)

FFREfEE B E L RERADQEIERHY R-138727 DEYMFE/S A —4

y H R P T R {35 s NS e )
KT Ay %i’;%f B H ST T TEE D b
(n=10) [90% =X ]
Cmax (ng/mL) 403 (62.1) 368 (49.8) 0.912 [0.664~1.25]
g5 1RH AUCo+ (ng * hr/mL) | 477 (29.5) 466 (38.7) 0.917 [0.836~1.14]
(60mg #45-)
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]
BS6HH  TAUCH, (ng - hriml) | 56.9 (66.3) 615 (43.2) 108 [0.760~1.54]
(10mg #:45-)
Tmax @ (hr) 0.50 (0.25~2.00) | 0.50 (0.50~1.00)

a) PORfE (EDH)

EEIE (% CV)

E) AHOAGRMEIL, BEAEBIIRZAN (PCD 238 S 2 M s 8 CIdgl el & & 20mg, AR &

3.75mg/H T 5.
% Child-Pugh 4>%8

RFPERMEE, JEZK, MiFR e VL e 1,
IR A A= = V4 = 517p)
5 HWHGIFMOREERE 2T 5, 4%
HEDOREEREI L, 5~6 RIL A, T~
9 MU B, 10~15 &IX C &8T5,

(Q)=tnE +9

18 2 8 38

M7 /v7 2 v (g/dL) >3.5 2.8~3.5 <2.8

MiHHE Y LY (mg/dL) <2.0 2.0~3.0 >3.0

7'r ke R GEE oD <4 4~6 >6
iz e ke v Ui o INR <170 | 1.7~2.3 | >2.30
JEK (REIRIEIR) 7L (7354 MR
MSED 7 L— R oL 1 X2 | 3Xit4

mEnE (75 Ll b)) Zx%Ric, &5 1 BHICT T A7 L)L 20mg KOS 2~7T BHICT 7 A7 L)L 3.75mg
Z1H1ERAOKEES L L &OEMERHY R-138727 OIMBIRE X, FEEEE & i L TR0 b
-7 (TV.5.(2)4) E#r#E PK/PD 8 (CS0747S-B-J110) | DHAZZMR) .
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SEE CEEEMEICHS T AEER B R-138727 MighREHTE

#%51HB (20mg #&%5) #57HB (3.75mg % 5)
(ng/mL) (ng/mL)
300 50 —
—=e EiiiE (n=23) —0 S iiFE (n=23)
250 — O===0 3FE%%(”=23) 40 — O===0 3?%@%%“\:23)
Mean=+SD Mean=+=SD
200
L L a0+
B 150 th
;E = 20 —
B 00+ E
50 - 10 —
0 ——&TT —— * 0-— —* *-
012 4 6 8 12 24 012 4 6 8 12 24
# 5% (hr) 155 %850 (hr)
EEE S EBHEICE T 5EMRBEY R138727 DEMEIRE/NS A —4
O #5 1 HH : 20mg &5 ¥E7HH :3.75mg &5
n i n i n R n FEmmE
Cmax (ng/mL) 22 184.331 (62.1) |23 |153.319 (62.1) |23 (25.227 (44.7) |23 |24.942 (68.7)
AUCnst (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)
tiz (hr) 23| 4.861 (60.9) |23 | 3.456 (90.3) |23 0.982 (65.7) |22 | 0.835 (50.5)
a) Mean (SD) KMPEEIE (AT CV%)
1. 2D
BRI L



VI Zzett (B EoiEgss) (B3 5HA

VIl. &% (EFRLOEESH) ICBJIHIEE

ZEANBEZFDER
FIE S TN

2. EBRRB L EDEH

2. 25 (ROFBEIZEFRELGENIE)

21 i L5 EE (AR, SHBEN I, M, JRESHm, vef, 7 abims) iz
TOBENRDH D, ]

2.2 KAND RS xE IS BOE O BEERE D & 5 B

s

21 AFNIHAMATH Y . KL L TODBEICAF 2 &L LICGEIc, HihzBhRdo28En b5, H
ML Twa 8 (Adr, SHZEAMM, HE M, REHD, i, MrAaEEnsE) (3Rfz25&E L
A AR

2.2 KR OSy (R SUTIRIAD) (25t LIBBUEDBED & 2 BHEICAR 25 Licha. L0 EERE
TERRRBET 2BEZNRHDLDT, Kz LN L,

3. MEERIIHRICEET HFE &L T DER
(V2R IEHRICEET 8 22T L,

4. RZERVHAEICHEEYT 2B L TOER
'VARERVHEICEHEYT I8 2RI L,




VI Zzett (B EoiEgss) (B3 5HA

5. EELGERMIT L TDHEH

8.1

8.2
8.3

8.4

8.5

8.6
8.7

8.8

8. ERLGERMEE

AFNC K 2 M/ RIS N R & 72D X5 e PIOGAICIE, 14 BLLERTICE G2 FIE+ 25 2 L3
F LV, BB, FORREEMAZRIT 2 ZENTERWGEAITERRHMLO Y 27 BNEEDLDTHIIC
BETDH L, Fo. PINRICARIOFR G RMLE2GEITIL, PO I M2 L T 6T

5z b, [11.1.1. 17.1.1 2H]
HifLZ2E 2 FEREREWEEZEZ LN EAICIE, PI%EE2EET L, [11.1.1 2]

H i, 2 7R 2 3 2 B R SE IR 23 B o L 7o 55 A 1T
[11.1.1 2]

BECIEFELZD  HM LT D2 2B L, RERQMMNARD SN -8E T ERICE
WMIDEOBETLI L, oo it (A 22T 58T, KAlZRH LTS &% EAD
L TInx 2 X BFEICHET 2L, [11.1.1 ]

ARV MR AR ERBES  (TTP) SO EKRZREWEMAREIT L5 LR3dH 20T, HKERMME 2 » A M
X, 2EMIC 1 EREOMERESOEEBET L2 L, [11.1.2 2]

YIEA RGO U 27 NEE DGR S5 Z 2 +0EETH 2 L, [11.1.1 B3]

ol B RO 5 AT AT A B R G- 21T 9 B A iE. AR oM/ MEEEMMHIERIC L 2 Lo U 27 236
FH0T, BRI SN DL OHMICHoEET L2 &, JE ST EALHEERE 25 L LN
R RBRICB W T, A ToOMEIANRARE%Z PCLiE/THICHEIR G LA cki L, dohikd
A& O PCLEATRHIC &8 G L2 A1, B2 5 HMIERS o3 PCLAE TICBE L& K
MM Y A7 B R LT EoWERH D 20, [11.1.1 ]

2T v N BBE ~ORFE GRS ERES OB IR0 i)
THZ L,

EHHICMEREEZOMY 2MELE/MT S L,

THEFRLR OHEzZLTHHR

fEER

8.1 ARFNIPUM/ A TH Y | AF = REFICFEN LG, HLzEETs8EN0RH 5, HEPR A X

245 (CABG) % DI/ IMREHEINHI S MRE & 72 5 £ 9 7 R OGEI2IE 14 A UL EO+53 7RSI 2 5% &
THZENREE LW, +o R Z2RETCE VWG ARERRELO Y X7 BXEED 2 &ERHES
NTWDHDTHFIBIET 2 2 &,
He SO EWNH AR ACS-PCI %45k Bi & OFHER) PCL A 5RBRICB W T, 7T A7 LV OKKER 5% 14
HLANIZ CABG 23 ifT S U2 BE X 13 Bl Th v | FEFHATREZRBE T CABG (ZBFHE L7z TR HIM K& OV
i) OFHRIT 92.3% Th 70, HHHK TEH £ TIZ CABG ZiifT L7=35A 2kR< &, REWIRIL 6 A
14, SHE 24, 12 HFE 241, 14 B 1 I TH - 7=,

&% 51% 14 BLURIZ CABG M EfTSN=BHICH T HHMMEA N2 b

ACS-PCI %535 ey PCI %Sl g

(n=10) (n=3) (n=13)
K i 7 2 9
FNssTiiik 2 1 3

K i+ /s f 9 3 12 (92.3)

JESIER (%)




VI Zzett (B EoiEgss) (B3 5HA

8.2 K1 8.3 AAlZHETHEITKR BIEE LART TR 6 RVEEMIIHML TH 2, AFIOMTIZH 72> T,

8.4

8.5

8.6
8.7

8.8

i 2 OBFOWIMY 227 (Hid 2 fTRetER @V EE, BRSO H 2 8F | KEEORE . SimE %)
KOFMZOKREEZEZR L, Hil L OEEN A LN SHEITE, BhE R 1T 57 EEb) 2 @ %
1792 &, Fo. AAFTEIC L5 il 2R+ 2 BARGERS BEDON 2 56100%, BB I M BRI @ b
REEAFERTLHZ L (VL8.EMER 0EEERR) |

AFNIHUM AR TH O | FEHITHIN LT < 25, BEITE, AAMRMAFIELA L E V2 <, @
EVHHM LT <D L 2HH L, BERHMAGES DNEAIIXEMICERKT S 2 & kg (i
) 2% T 0B, AFZRB LTS EXEMICHTIZAD L)+l iET 52 L,

Fx v UUREAITIE, AR O ESEBER (TTP) MAHEBLT 52 EAMEIhTWD, %
s O ENIOBIERGEZIZIHB N T, 7T A7 L)L L ORRERRZEE TEX 20 TTP ORI RE I LT
HZEMHBE LR, BHBMG% 2 » AL, 2 HEC 1 FREOMIRRESOEEEL BB T2 2 &
( VIL8.(NEXGEIMER L WHAER) DHEASH) |

WEIEFEGIZE > THIIMO U A7 NEE D AREERSH D Z L2+l B BT 585, HEERE L,

I ST LA OAEEZERFE 2 R & L7 Je 8 i OSSR ER (ACCOAST 3kl 29) 28\ T, ARIZIKIT
LARHE L ITEZR D0, WIEARTHE 60mg 2 EBRIEE%ZICHER G Lo GAIc ik L, EBlikiE
A2 ICZNZH 30mg 5 LI-HA1C, ZRIENALZE )& 0 PCI fTICBIE L= il U 2 7 88K Lz & o
WEN D D, HBIREE AT YEIA MG 2175 561, o) A7 R8EEL0T, +oEETHZ 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

E) AFNOARBHEIL, REFEBIRIEARN (PCD) 2% H S 2 ik R E CIIvE A A 20mg, HERH®
3.75mg/H T 5,

HERA T > S OBEFIRLIS, AT ¥ MREEROPUL/IMORIEICET 2EER LRI TS, A
7 ¥ MAERE~ORFNE GRS ERES OBE TR 2 LT 2T 5 2 L,

6. RENERZEHRT OBHICHIT HEE
(EHE - BEEZEDH L EE

9.1

9.1.

9.1.2 mMEMNFHEYT HEE

913 MOFIT/EYPURER (VAERTLILE) [T LEBBECHEREOHSEE

9.1.4 EAEDEE ({KE 50kg LL'F)

9.1.5 MEEXFT—@MRKEMESE (TIA) OBREEOHDHEE

BHE - BEERZOHLHEE

1 HIMERRVZDRENHSEE (BREAHMOBREDNHSEE)
HiLzAECo5B8TnNnd 5,
AEIPEGHIEaRmEay ha—LE2(75 2L, DY X7 R3EE D,

AHIR 5410 VR & TBUE & BT 5 BENA B 5.

i, BHREEFOMO I Y A 7 RF R OMAEEA N R OB X7 5l L7 LT, BEITIS T T
HELEET L 2L, HILOBRENERTLBENRH D, [7.4, 17.1.4 ZH]

SRR © BRI E 2B 2 5 mHEICBW THILORIENE R LI L oRERH 5, [17.1.2
2]

fiEER

9.1.1

AFNIHI/EITH Y . I T 2 ATEEMES W B SRR 2 5 L5803, iz £ C B2 nn
HDHOT, HIZHSEE LRnbERICHKRET L2 L,



ety W EoiEES) (B35 H

9.1.2 FEMEAFHE L T2 B IR M OIS KT 2 alGEEN H 5 72, mlEA R L T 5 B
ARG T 286 100%, Bl g L bEEIcg s +5 2 L,

9.1.3 JERAMOWIERBEICENT, thoF = ) B VU REANIK L CREVEDBEFED H 2 BE T, 77
AT L NVEGHICIE L B TRBUE DR RE ST, hoFz /vl 2 RIERNK LT
WHEUE DB ED & 2 BT, MBUEORIUCER L, EERICES T2 L,

914 [ VARZRURAEICEET HIE) MR 7420

9.1.5 S THENE L7 BERIEMERE 2 /5 & U2 e i OERARRER T, IMEEFE T TIA OBFEED H 5 B#H Tl
K OVNE M OFEBLZR AN E o 7e T &M HERE Lz, HFHZE L TIA OREED & 2 B 1A A %2 &
A 256120F, B+ EELRPALEEICRET L2 L,

WA TIL, AR OHIMEA X FOEE T RARA v MZBT 5 FHOMHTFER G IMFEZE XX
TIA OEEEIZY AZRFTHDHZ ENHIA L, BRICRESNTND

&%\EWT%%LK%%&@%mWﬁ%%I@Lﬂ%ﬁ%?i\m@§®%&®%5%%(%ﬁ%%ﬁ
%6 » HUNOBRE, 75 Ll Lo BE . FuERIESLERBEZRLS) | TIA OBREOH 5B, &
JEGEMEIMEE LA LIZRBEEZXRICED TN, ZNo0BFETHMY A7 235 F 2R b

Mol

BREETDHLIESE
b’jﬁu@f“fﬁﬂéf PDWERTDBENND D,

fEER
%%”@EW% HERTIX, BT A2 T TWADBE LEEOBHREREED b 2 BE ISR OB LT,
DBEREFEED H 5 BEICAF 2 H 5T 5584120, HicHoEE LN HEREICHRSTH 2 L,

i
NE

Q)FHaelEERE
9.3 IFHeEEEZ EE
931 BEOEEEEOHIESE
BEENFOREAENMMET L TWAEZ ENHDDT, HILOERIENE KT I2B8ZN0NH 5,

B
A ONFHEAERE A C LB T 0 PEAEAME R L MO SEMRPEA IR 2 WTREMERS B 5., TR ONTRERERE S
B z&ﬁuwwaiﬂ/\ ML AR LA SEEIC R ST 5 2 L,

(HETEREZEHT HE
RIE SN TR



VI 22 (B EoirEs) 1B+ 5HEA
(5)4E 4%
9.5 1%
TR AT L TV B ATREME D & B okl id TG oA it Gt & ERl 2 LRI SN D512 DH
BETHZ L,
BMESR (T ) THRIE~OBITNREDO LN TS,
fEER

WERRIZBI LTI, EABRRERER COMMENITZR < e ORI R 2 BB L TRIE LT,

WESR (7 v F) T RE~OBITARO 5N T D, M SUTEIR L TV D g0 & 2 & i, v L
DA ERMEE LR Sl SN HEICoRKkET 528 (VLS. (2)E— REBEMBEEE) OHES
ﬁ.\g\> o

(6)#=FL 4w

9.6 RELIR
IR EOB IR ORARBEOAMMELBE L, RALOMKG TP IE 2G5 2 &,
BEER (7> F) THIHICBAT T2 2 L8R8 61T 5,

SR

B2 B Ui, EWNERARRER COM AL <. ERMOIERHRRABRME R L BE L TRE LT,

EER (T v ) T, WP ~OBITRRD SN T WD, RIFICEST 25 I238E Lo A MK OB
KEOAHMEEZBE L, RO TP L2 RFT25 2 & ( IVL5.Q)EF~DBITHE ) 0HESR) |

(U
9.7 /MR
IR R G b LT R RFRBRITSEHE L CTu 7euy,

fiRE

NG & LT EWNERRRERIT I L Ty,

(8)EHE
9.8 BHE
AFHENE F LTV 20T, HILOERIES AT 252 N85 5,

s
— I EEE T, AEEENMET LTS Z EIck ., BIERANRRE LTS RD 2 ENEXLND, BinE
WCARKNZ B 5T 25A12F, BEORELZHDICBIZE Len s, MEICRETL L,



VIL.

2l (I EOEES) (ST SHEHA

7.

8.

fHE%EH
MB-RZEZ EZDERA
BRE I TV

QPRI L TDERA
10.2 HHAEE (BERICEE TSI L)
FHN4 E BRAEAR - $5(E 1A By - MRk 7
PUdkE i A oA EDOPRIZ | MAEICHmMEER 2R+ 2 2 N5
INT7 Yy, ~R) vy = REH XY, HiLOEREZE | 2505,
AZ RESELBENDR B D,
M/ EEEE BN RIAE A 2 A3 2 555
TAEY
i ERENocil
va¥r—¥, 7T ST —¥E
FHEAT B A NP R SR A
oxY a7y, Sk
FEFA NRETA AN O MEF YR EE DMK T | 2405 OFEA O E LE EBEIHIIC L 0 |
ELERE TLOLBENDLH D, KRN OWIMPBRIES D LEZDBND,

fiREn -

PURERI, mM/MRBEEMEIERZAE T 2EH. MeBERAL X704 FHEHRERA
IO OHEFE ORI, FHAICHIARIERZHEMRT 5 EEZ 2 0L, ZHICE ) HilofEREEZERIES
BENARHLOT, AAEOHRAICITEET S L ( VIA.@G) QHBEDEE | OHEEZR) |

TEFA FREFEH (ELERFE)
S DA OWCEEBIFIC LV . AA ORI IEIET 5 EE X S, ARIOMIERRENMETT 58
FNRHDHDOT, AHlEOPRICITEET D Z &,

BlEF

11. BlHER
ROEWERRH LoD T ENHLHDT, Bz HoIliT0 BRENRD bG8 I3k G2 PIET 5
7R ETEE IR E AT D 2 &,

(MEXZBIMER & MEERK

11.1 EXLEIEA

11.1.1 HI (1.0%)
RN (FIHELR - BR ., O - R, BRSO RRRESE) | V(b L, OISO
mAadsbnsdZehdbsd, [8.1-84, 86, 8.7%M]

11.1.2 mAeMEI/MREDERBER (TTP)  (BEERH)
TTP OFIMIER (FBEIR, AARIR, RS o Bk, EkkEE Lo - dhRoEk, /MR,
AR M ER D HBLZ 5860 2 T MR M, FEEN, BREMEESE) PR NG a I, Ebic&kEG%
ik U, miied (MEZRMER, Rk DORE L&) 2% L, HEIS U NS E DLE %
122k, [85ZM]

11.1.3 BBYE (BHE )
MEFEZ ETREERH b Z ENndH 5,

11.1.4 RFHeElEE . &E (BEARY)

11.1.5 |IBBHBAE. BETRMAENZ ST AMBKEDAE (BHEA)




et M EOEES) (S 5IEA

fRER
11.1 FRCEB DM EREWERIZOWT, +o7e#igs 18 B 72 AL AR T 2 IR E LT,
11.1.1 %%%@EW%MH%%(Nﬁ?dﬂ%ﬁ%:%mﬁﬁ\ﬁ%%PMﬂ%ﬁ%'%%ﬁﬁ J303 7
Brx. J305 3ER*) 2BV T, HIEF 3,060 fild 31 ] (1.0%) ICEKXARHMNZED Sz,
% o IR E BB EMIRORBR O -0, KA V¥ Ea—7 4 — i3 LT,
7T AT VIVEE 2.5mg + $E 3.75mg * $E bmg - OD £ 20mg [DSEP| OAGRNRE X IIZRIT TRROEY TH D,

ORBHREBIRIZRAT (PC) 23 S 2 FREo Itk L5 &
SMEEAEGRE (RLEPLIE, FE ST LALHREZE, ST LF-LHRETE) | LEPLLE, BRIAMEL i 2E

EXGHMICEELE-AEER

SN o2 i D FRREE | o A i R R b

ar B BRSBTS N=3,060 N=1,055 N=2,005

n (%) n (%) n (%)

BERRREE 31 (1.0) 13 (1.2) 18 (09)
IR REER 7 (02) 3(03) 4 (02)
Jivde 4 ifn 2 (0.1) 1(0.1) 1 (00)

Jibd H . 1 (0.0) 0 (0.0) 1 (0.0)

i E=Cafaatiil 1(00) 0 (0.0) 1 (0.0)

g 3anliing 1(00) 0 (0.0) 1 (0.0)

< HIER HIn. 2 (0.1) 2 (02) 0 (0.0)

DEEE 2 (01) 1(0.1) 1(0.0)
DA R —F 1 (0.0) 0 (0.0) 1 (0.0)

DFEN H I 1(00) 1(0.1) 0 (0.0)

mERESE 1(00) 1(01) 0 (00)
1 1(00) 1 (0.1) 0 (0.0)

BiREE 13 (04) 3(03) 10 ( 0.5)
H P B 2 (0.1) 0 (0.0) 2 (0.1)

L 3R 3 (0.1) 0 (0.0) 3 (0.1)

R ERH AL AE 2 (0.1) 1(0.1) 1(0.0)

B Hi I, 1 (0.0) 0 (0.0) 1 (0.0)

B+ e H 1(0.0) 0 (0.0) 1 (0.0)

TR AL H . 1(00) 1(0.1) 0 (0.0)

A LT 1(00) 1(0.1) 0 (0.0)

RIET 1 (0.0) 0 (0.0) 1 (0.0)

BIE FRARE i 1 (0.0) 0 (0.0) 1 (0.0)

FFEREREE 1(0.0) 1(01) 0 (0.0)
R 15 1(0.0) 1(0.1) 0 (0.0)

BEHLURBES 2 (01) 2 (02) 0 (0.0)
1R 1(0.0) 1(0.1) 0 (0.0)

it 1(00) 1(0.1) 0 (0.0)

—f% - 2EBEELS L VEREHELOIKE 3(01) 3(03) 0 (00)
138 2R i A 3 (0.1) 3(0.3) 0 (0.0)

SE. IEH L ULEESHHE 4 (01) 1(0.1) 3(01)
AR ST i AR 2 (0.1) 0 (0.0) 2 (0.1)

A& 5T 1(00) 1(0.1) 0 (0.0)

LB X % 1 (0.0) 0 (0.0) 1 (0.0)
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VI _ZzefE (B Eoliss) (2 d 55A
11.1.2  SERMOERN LK AN OIFKRBRIZIB VT, 77T 2 7 LV GRETO AR i/ M P58 BE7 (TTP)
DT I2 > T2y, FeF i DENADORGERER IZRB W TR bivlc, AFIOMEHIZH Tz~ Tid, #l
Lo TolATV, BENRO bNEEICIEREETIE L, EURLEZITO Z &,
11.1.3  SEF A OENE MRSV CEEZEBUED 1 flE Sh, e OENSORERGERICE

WTHRBO b, AAIOERIC BTz > TR, BlEZ 7TV, REBRO bW GA I3k s 2%
B, WERLEZITS Z &,

11.1.4 O 1115 KA & FERO f/MREEESHIEM 269 2 i/ MiAl 2 55 Sh e BF B\ W T TR

PR, PUH, MENERIENGE, PN BRI A2 S TePLm BRI E DS i STV D, e O E S I

HBRICB W THEERREASHRE SN TEY . RAIBGRFIITEESLE LB 2 RE LT,
Q)7 nHnEI1EH
1.2 DD EIERA
1%L I 0.1~ 1% A
g gif, /R FERERERIE N, I EREOE
il | 2 T (8.3%) S, MR, i | ., FHif, @I X A i, miE, win, B
BRERIERACIMAE, B FImAE, ZEREAL | i, M, i, EERVEARAE i, o RPN
Wi, sl i, fEin, Al | 77— VR EERAL M., 5B, A, Hafdk
MR, FERE L i, SO H L, i A A Eh R
ARIEFE i
i fiek FFRERERE & v-GTP &, ALP &, ALT L&, AST L&
B ik BHEREE . JRE A
R GiEYS FEMED F U, BRREREE, L0, FHEED D
=
R
HibEs T, ERL, L - NEH, BAEETT R A, IETE,
MR AP, B, B+ iEEE
W HEUE F&95 . KLBE, F=HEKE
TEER2S WIAMHE . f)E B BelE
ZDfth JREE B RAMETRIE, R, M AR
T H HR IR A L N, REE B BRI
RN -

JeFE i DIEWN S AHER (ACS-PCI %t 4tk : J301 7R, F7i&n PCI 5k : J302 7Bk, J303 7™, J305

B OOFE RIS S RIE LT,

kR MEAN I AE BRI ORI O T2, ARA U F B a—T 4 — ATIFEHEH L TR0,
75 A7 LIVEE 2.5mg + $E 3.75mg - 5 Smg - OD $& 20mg [DSEP] DO&AZEANRE TR RIZ TREO@Y ThH 5,
OREAEENRERMT (PCI) 25@M SN 5 Fre ok iR H
BUEEAEERE (RLEPME, FE ST EF-DAFEZE, ST R OHM%E) | REIE, BRIBYE LG #ZE




VI Zzett (B EoiEgss) (B3 5HA

SEFRMOERNEOERREAERICES T HEERFRE

BIVEFAREBIRIL, i R BEEIR O S A ACS-PCT %S5k BR M OVFFHERY PCT f RakBR O pliigic, B2t
i . 8 g 5 AUk D J 303 BB * & Y J305 B DR A AR LTz,

HAER] 3,060 11+ 1,118 B (36.5%) (ZEWEH (BRKMAEMET 2 5T) B b,

ko MM A B E AR ORI O T2, ARA U F B a— T — ATIFEHEH L TR0,
7T AT VIVEE 2.5mg + $E 3.75mg + £ bmg + OD £ 20mg [DSEP] DOAGEBNAE I RIX TFLOEY TH D,
ORFEAEEINRERA (PCI) 25EA S5 FredR MR H
BMEREAE R (RLERE, FE ST EF-LAFEZE, ST EFOHMZE) | REFIE, BRIB M7 FEZE

EEMOERNFNBEHARICE T SRERAFERE

SO B I D% FRRE R | o DA i e R
IRE BRI A GE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
BEERARRESE 1118 ( 36.5) 487 ( 46.2 ) 631 ( 315)
BPES L UFERE 13 (04) 2 (02) 11 (05)
H K 2 (01) 0o (0.0) 2 (0.1)
i JE 2% 2 (0.1) 1 (0.1) 1 (00)
NS 2 (0.1) 0 (0.0) 2 (0.1)
ERUEEEDS 2 (01) 0o (0.0) 2 (0.1)
FHE R 1 (0.0) 1 (0.1) 0 (0.0)
FEER~ A Ny T ) TG 1 (0.0) o (00) 1 (00)
AR~ 2 1 (0.0) 0o (0.0) 1 (00)
7S 1 (0.0) 0o (00) 1 (00)
SEB R 1 (0.0) o (00) 1 (00)
iﬁ;§22§?#ﬁ$mwﬁim(§@b;0 8 (03) 1 (01) 7 (03)
JIEIZS HE if. 1 (0.0) 0 (0.0) 1 (00)
i 1 (0.0) 0 (0.0) 1 (00)
¥ 2 (0.1) 1 (0.1) 1 (0.0)
Jili D FEE B Y 1 (0.0) 0 (0.0) 1 (00)
JRNPAN 1 (0.0) 0 (0.0) 1 (00)
iR 2 1 (0.0) 0 (0.0) 1 (00)
IRl 1= 2 1 (0.0) 0 (0.0) 1 (00)
=N 2 (0.1) 0 (0.0) 2 (0.1)
iR 1 (0.0) 0 (0.0) 1 (00)
A 1 (0.0) 0 (0.0) 1 (0.0)
mMES V) VNREE 23 (08) 14 (13) 9 (04)
=il 18 (0.6) 10 (0.9) 8 (04)
R Z MR 3 (0.1) 3 (03) o (0.0)
MR kA i 1 (0.0) 1 (0.1) o (0.0)
EREE =il 1 (0.0) o (0.0) 1 (00)
RERES 1 (00) 1 (01) 0 (00)
EEUE 1 (0.0) 1 (0.1) o (0.0)
R4 hEE 2 (0.1) 0 (00) 2 (01)
RN 1 (0.0) 0 (0.0) 1 (0.0)
FOIR IR RE TUESE 1 (0.0) o (0.0) 1 (00)
RBEBLURERES 24 (08) 5 (05) 19 (09)
1R DR T 1f S 14 (05) 4 (04) 10 (0.5)
BEIR I 4 (0.1) 1 (01) 3 (01)
R IHEE 1 (0.0) o (00) 1 (00)
RE'E HLHRE 2 (0.1) o (0.0) 2 (0.1)
I 2 1 (0.0) 0o (0.0) 1 (00)




VI Zzett (B EoiEgss) (B3 5HA

XN R O FRRE | R e o A o e
B BRSO HaFEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
B E o 1 (0.0) 0 (0.0) 1 (0.0)
&3 1 i g 1 (0.0) 0o (0.0) 1 (00)
R 1 (0.0) o (0.0) 1 (00)
FEEE 6 (02) 1 (01) 5 (02)
ASBRE 1 (0.0) 0o (0.0) 1 (00)
RSl 2 (0.1) 1 (0.1) 1 (00)
PR IE 1 (0.0) 0 (0.0) 1 (0.0)
A P i 1 (0.0) 0 (0.0) 1 (0.0)
B (R BT X DS tERE 1 (0.0) o (0.0) 1 (00)
H A 1 (0.0) o (00) 1 (00)
HRRES 65 (21) 8 (08) 57 (28)
SHA 6 (02) 1 (01) 5 (0.2)
TR SRR 6 (02) o (0.0) 6 (0.3)
Jiba s s Ho afn. 7 (02) 0o (0.0) 7 (0.3)
i 5 (0.2) 1 (01) 4 (02)
U 5 (0.2) 1 (0.1) 4 (0.2)
FEED F 6 (02) 2 (0.2) 4 (0.2)
Jibdsee HE if. 2 (01) 1 (0.1) 1 (00)
Jibd S i, 1 (0.0) o (00) 1 (00)
AR T 1. 1 (0.0) 0o (0.0) 1 (00)
BT AR A 3 (0.1) 0 (0.0) 3 (01)
KM= 2 —m T — 2 (01) 0o (0.0) 2 (0.1)
< BT i 3 (01) 2 (02) 1 (00)
RS JEC A HA i, 2 (01) 0o (0.0) 2 (0.1)
IRAEED £ 1 (0.0) 0o (0.0) 1 (00)
GIEE el 2 (0.1) o (0.0) 2 (01)
USRI SIS 2 (0.1) 0 (0.0) 2 (0.1)
SHZENEhRIE 2 (0.1) 0o (0.0) 2 (01)
b =2 PN I 1 (0.0) 0o (0.0) 1 (0.0)
AR E S 1 (0.0) 0 (0.0) 1 (0.0)
HEA H i, 1 (0.0) 0o (0.0) 1 (0.0)
TR R 1 (0.0) o (0.0) 1 (00)
—iEE e 2 (0.1) 0 (0.0) 2 (01)
FIRE E ekt 1 (0.0) o (0.0) 1 (0.0)
JRHERE (A 1 (0.0) o (0.0) 1 (00)
LR, 1 (0.0) o (0.0) 1 (00)
SEFR AR 1 (0.0) 0 (0.0) 1 (0.0)
FHAE A 1 ) iE 1 (0.0) 0o (0.0) 1 (0.0)
SEIE 1 (0.0) o (0.0) 1 (00)
7 BERE S 1M fE 1 (0.0) 0 (0.0) 1 (0.0)
SEARE E R 1 (0.0) 0o (0.0) 1 (0.0)
g e 1 (0.0) 0o (0.0) 1 (00)
A P A 2E 1 (0.0) 0 (0.0) 1 (0.0)
ARPESE 83 (27) 21 (20) 62 (31)
i B 1, 45 (1.5) 12 (1.1) 33 (1.6)
FENEE HH i 18 (0.6) 5 (0.5) 13 (06)
Al - A H 8 (03) 2 (0.2) 6 (0.3)
FRP B 3 (0.1) o (0.0) 3 (01)
A FH . 1 (0.0) 1 (0.1) o (0.0)
R B 1. 1 (0.0) 1 (01) 0 (0.0)
H PR 1 (0.0) o (0.0) 1 (00)
=] 1 (0.0) 0o (0.0) 1 (00)




VI Zzett (B EoiEgss) (B3 5HA

XN R O FRRE | R e o A o e
B BRSO HaFEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
HE B 1. 1 (0.0) o (00) 1 (00)
FENORR BT R 1 (0.0) 0 (0.0) 1 (0.0)
K474 1 (0.0) o (0.0) 1 (00)
N fix ifn. A 1 (0.0) 0 (0.0) 1 (0.0)
AR e 1. 1 (0.0) 0o (0.0) 1 (00)
FRAR FLEA H 1 1 (0.0) o (0.0) 1 (00)
AR A 1 (0.0) 0o (0.0) 1 (00)
R e 1 (0.0) 0 (0.0) 1 (0.0)
EB L URKRES 10 (03) 2 (02) 8 (04)
[EIHEE D F 5 (02) 1 (0.1) 4 (0.2)
SANLMERIRME D F U 3 (01) 1 (0.1) 2 (0.1)
H i, 1 (0.0) 0o (0.0) 1 (00)
N 1 (0.0) o (0.0) 1 (00)
DMEEE 20 (07) 8 (08) 12 (06)
D FEANE 3 (01) 1 (0.1) 2 (0.1)
SRS IAE 3 (01) 1 (0.1) 2 (0.1)
D IR —F 2 (0.1) 1 (0.1) 1 (00)
B 1 (0.0) 0o (0.0) 1 (00)
LR I 2 (0.1) 2 (0.2) 0 (0.0)
D EPEIASMIGHE 3 (01) 0o (0.0) 3 (0.1)
e LMiE 1 (0.0) 1 (0.1) o (0.0)
DA 1 (0.0) 1 (0.1) 0 (0.0)
AV A 1 (0.0) o (00) 1 (00)
SO TSR 1k 1 (0.0) 0o (0.0) 1 (00)
T Y A B VBENME 1 (0.0) 1 (0.1) 0 (0.0)
BNk 1 (0.0) o (0.0) 1 (00)
mhEEE 36 (12) 29 (27) 7 (03)
I Ji 22 (0.7) 21 (20) 1 (0.0)
£ 7 (02) 1 (01) 6 (03)
H 1. 5 (0.2) 5 (05) o (0.0)
HitEs = v 7 1 (0.0) 1 (0.1) o (0.0)
Hh R H 1 1 (0.0) 1 (01) o (0.0)
e B B R 2E 1 (0.0) 1 (01) o (0.0)
MEIRES. MERE & UHthRiES 190 (6.2) 85 (8.1) 105 (5.2)
£ I 165 (54) 72 (6.8) 93 (4.6)
W& 1. 18 (06) 9 (0.9) 9 (04)
JiiN}(c] 2 (0.1) 0o (0.0) 2 (0.1)
R i R 2 (0.1) 1 (0.1) 1 (0.0)
Wi I 1 (0.0) 1 (0.1) 0 (0.0)
Ui 2 (0.1) 1 (0.1) 1 (00)
Ji 4 i, 1 (0.0) 1 (0.1) o (0.0)
SR 55 38 i B 1 (0.0) 0o (0.0) 1 (00)
11 e BEAS ARk 1 (0.0) 1 (0.1) o (0.0)
BIRES 206 (6.7) 74 (7.0) 132 (6.6)
P H I 37 (1.2) 14 (1.3) 23 (1.1)
S HH 1. 16 (0.5) 7 (0.7) 9 (04)
155K 16 (0.5) 6 (06) 10 (0.5)
T 12 (04) 6 (06) 6 (0.3)
BBl R 14 (0.5) 3 (03) 11 (05)
R AR P 8 (03) 2 (02) (03)
IR GEEZ Riiin 11 (04) 4 (04) 7 (0.3)
L H i 9 (0.3) 4 (04) 5 (02)




VIL.

2l (I EOEES) (ST SHEHA

XN R O FRRE | R e o A o e
B BRSO HaFEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
I 8 (03) 2 (02) 6 (0.3)
15 H 1 7 (02) 6 (06) 1 (00)
L=/ 6 (02) 1 (0.1) 5 (0.2)
EREe 5 (0.2) 0 (0.0) 5 (02)
H A B 3 (01) 0o (0.0) 3 (01)
A LT 6 (02) 3 (03) 3 (01)
A% 1 (0.0) 0 (0.0) 1 (0.0)
HA A+ HE TR 5 (02) o (00) 5 (0.2)
RS 4 (01) 1 (0.1) 3 (01)
KGR —7 5 (02) 1 (0.1) 4 (02)
e PN H o 5 (0.2) 4 (04) 1 (0.0)
L 3 (01) 1 (0.1) 2 (01)
R 7 (02) 5 (05) 2 (01)
AL 4 (01) 4 (04) 0o (0.0)
OB AMEE % 4 (01) 0o (0.0) 4 (0.2)
KA 1 4 (01) o (00) 4 (0.2)
TERTYALAE H o 4 (0.1) 2 (02) 2 (01)
A R R % 1 (0.0) 1 (0.1) o (0.0)
HH I g =R 3 (01) 2 (0.2) 1 (00)
+ I EES 5 (02) 1 (0.1) 4 (0.2)
PAER( 1 (0.0) 0o (0.0) 1 (00)
B Hi . 2 (01) 0o (0.0) 2 (0.1)
LR B 2 (0.1) o (00) 2 (0.1)
% i Hafn 1 (0.0) 1 (0.1) o (0.0)
2~ =T 1 (0.0) 1 (01) o (0.0)
=R sstiiih 2 (0.1) 1 (0.1) 1 (00)
iR 2 (0.1) 0 (0.0) 2 (0.1)
% 2 (0.1) 0o (0.0) 2 (01)
H-+ e i 1 (0.0) 0o (0.0) 1 (00)
B+ HeHE 1 (0.0) 0 (0.0) 1 (0.0)
- ifiy. 1 (0.0) 1 (0.1) o (0.0)
A LR 1 (0.0) 0 (0.0) 1 (0.0)
~uU— - U A REGERE 2 (0.1) o (0.0) 2 (0.1)
i 1 (0.0) o (0.0) 1 (0.0)
fEEEZM L 1 (0.0) o (0.0) 1 (00)
AER 1 (0.0) 1 (0.1) 0 (0.0)
+ IR Y — 1 (0.0) 0 (0.0) 1 (0.0)
LR PRI 1 (0.0) 0o (0.0) 1 (0.0)
H ke 1 (0.0) 1 (0.1) 0 (0.0)
BHIGAR Y — 7 i 1 (0.0) 0o (0.0) 1 (00)
T PIBERR 1 (0.0) 1 (0.1) o (0.0)
F DR SRR 1 (0.0) 0o (0.0) 1 (00)
A i 1 (0.0) 1 (0.1) o (0.0)
AE AR 1 (0.0) o (0.0) 1 (00)
R IE S H i 1 (0.0) 0 (0.0) 1 (0.0)
AIEFRRIE i 1 (0.0) 0 (0.0) 1 (0.0)
M OS5I 1 (0.0) 0 (0.0) 1 (0.0)
o P 1 (0.0) o (0.0) 1 (00)
o I 1 (0.0) 1 (0.1) o (0.0)
[ESRR) iR 1 (0.0) 0o (0.0) 1 (00)
FFREERESE 38 (12) 18 (1.7) 20 (1.0)
e Bn 30 (1.0) 16 (1.5) 14  (0.7)




VI Zzett (B EoiEgss) (B3 5HA

XN R O FRRE | R e o A o e
B BRSO HaFEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
IR TR 2 (01) o (00) 2 (0.1)
RE A E 2 (01) 0o (0.0) 2 (01)
i 1 (0.0) o (0.0) 1 (00)
H B T 1 (0.0) 1 (0.1) o (0.0)
JllEE379 1 (0.0) 0o (0.0) 1 (00)
ZPEAnEEs 1 (0.0) 1 (0.1) 0o (0.0)
B AP AR 38 5 1 (0.0) 0 (0.0) 1 (0.0)
EEH L UVETHEBES 304 (9.9) 132 (125) 172 (86)
B Hil 252 (8.2) 109 ( 10.3 ) 143 (7.1)
5 11 (04) 5 (05) 6 (03)
155 10 (0.3) 5 (0.5) 5 (02)
3B 5 (02) 5 (05) 0 (0.0)
E IR 6 (0.2) 1 (01) 5 (02)
SREE 5 (02) 2 (0.2) 3 (0.1)
& 9 PEIE 3 (01) 1 (0.1) 2 (0.1)
=S 7N astiiih 3 (01) 2 (02) 1 (00)
FJ HH 1. 3 (0.1) 1 (0.1) 2 (01)
T & 9 3 (0.1) 2 (02) 1 (0.0)
Bl R 9% 1 (0.0) 1 (0.1) o (0.0)
HLBE 2 (0.1) 2 (0.2) 0 (0.0)
JTUA H 1, 1 (0.0) 0o (0.0) 1 (00)
FES 1 (0.0) 0o (0.0) 1 (00)
HhEEE R B 1 (0.0) 1 (0.1) 0 (0.0)
S 1 (0.0) 0o (0.0) 1 (00)
ik o) 1 (0.0) 1 (0.1) 0 (0.0)
7L AX— R E S 1 (0.0) 1 (0.1) 0 (0.0)
i A 1 (0.0) 0 (0.0) 1 (0.0)
HE&E 1 (0.0) 0o (0.0) 1 (0.0)
A 1 (0.0) 0o (0.0) 1 (0.0)
BT 1 (0.0) 1 (0.1) o (0.0)
# NVESREE 1 (0.0) 1 (0.1) o (0.0)
BRI R 2% 1 (0.0) o (0.0) 1 (00)
SE A 1 (0.0) o (0.0) 1 (00)
HEERRS L UEEHARES 20 (0.7) 4 (04) 16 (08)
7 IR 3 (01) o (0.0) 3 (01)
RE A 4 (01) o (0.0) 4 (0.2)
iDEES 3 (0.1) 0o (0.0) 3 (01)
T 3 (0.1) 2 (02) 1 (0.0)
HH ot 1 A A 9 1 (0.0) 1 (0.1) o (0.0)
VU R 1 (0.0) 0o (0.0) 1 (00)
RINE BT 1 (0.0) 1 (0.1) o (0.0)
A R AR L 1 (0.0) 0 (0.0) 1 (0.0)
FHB IR 1 (0.0) o (0.0) 1 (00)
SN 1 (0.0) 0 (0.0) 1 (0.0)
o] 1 (0.0) 0o (0.0) 1 (00)
A7 A 1 (0.0) o (00) 1 (00)
BB L UREBESE 87 (28) 65 (6.2) 22 (11)
i fR 71 (23) 58 (5.5) 13 (06)
PRIE Hf 5 (02) 4 (04) 1 (0.0)
ek 4 (0.1) 2 (02) 2 (0.1)
B AR 1 (0.0) o (0.0) 1 (00)
i i 1 (0.0) 0o (0.0) 1 (00)




VI Zzett (B EoiEgss) (B3 5HA

XN R O FRRE | R e o A o e
B R R  HA AR N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
BEIR R 1 (0.0) 0 (0.0) 1 (0.0)
& MR BRI 2% 1 (0.0) 0o (0.0) 1 (00)
hEMER 7 oy — 1 (0.0) 1 (0.1) 0o (0.0)
SR 1 (0.0) 0 (0.0) 1 (0.0)
EHR 1 (0.0) 0o (0.0) 1 (00)
Y BERBLUVAEES 12 (04) 2 (02) 10 (05)
AIET- H i 7 (02) 0o (0.0) 7 (0.3)
e HA i 2 (0.1) 1 (01) 1 (0.0)
A#kieZ% 2 (0.1) o (0.0) 2 (01)
A 1 (0.0) 0 (0.0) 1 (0.0)
LM LI 1 (0.0) 1 (01) o (0.0)
SR, REES &K CEGHES 1 (00) 0 (0.0) 1 (00)
£ty 1 (0.0) o (0.0) 1 (00)
—fi% - 2BEETE I VRGO IKRE 105 ( 34) 90 (85) 15 (0.7)
1.8 2R HEA 1 44 (1.4) 44 (4.2) 0 (0.0)
ZE BT H if. 25 (0.8) 24 (23) 1 (00)
1 A8 2RI HH 1f 17 (06) 13 (1.2) 4 (0.2)
REY VR NE 4 (01) 3 (03) 1 (00)
FEEL 2 (0.1) 1 (0.1) 1 (00)
e R 4 (01) 0o (0.0) 4 (0.2)
37— T VB I 3 (01) 3 (03) o (0.0)
Ja5E 3 (01) 1 (0.1) 2 (0.1)
mRz) 2 (0.1) o (00) 2 (0.1)
M 25 kg 1 (0.0) 1 (0.1) o (0.0)
18 2R A AR 2 (01) 2 (02) 0 (0.0)
HLH 1 (0.0) o (0.0) 1 (00)
HBITIEE 1 (0.0) 0 (0.0) 1 (00)
ERERIRE 139 (45) 57 (54) 82 (4.1)
R T I 22 (0.7) 8 (08) 14  (0.7)
y = NEIN TR T =T —B N 20 (0.7) 6 (06) 14 (0.7)
TI=UT I TR T =T —EHIN 17 (0.6) 6 (06) 11 (05)
AR A LA 12 (04) 1 (0.1) 11 (05)
T AH Y RAT 7 2 —EHN 11 (04) 6 (06) 5 (02)
8 8 . B 10 (0.3) 6 (06) 4 (02)
SRS RERR A S5 9 (03) 3 (03) 6 (0.3)
RN TR e % 7 (0.2) 6 (06) 1 (0.0)
. H R B EE 0 8 (0.3) 4 (04) 4 (0.2)
TANRGEXUET I ) N U AT =T —BHM 9 (03) 3 (03) 6 (03)
T A ER A 3 (01) 3 (03) 0 (0.0)
F afL R E 1 (0.0) 0 (0.0) 1 (0.0)
~EZ | U 5 (0.2) 1 (0.1) 4 (02)
PR AR R 4 (0.1) 0o (0.0) 4 (0.2)
mmE E& 1 (0.0) 0 (0.0) 1 (0.0)
H ifn BRE D 2 (0.1) 1 (0.1) 1 (00)
A E Y L e 1 (0.0) 0 (0.0) 1 (0.0)
7 v F= 8 1 (0.0) 0 (0.0) 1 (0.0)
7 an~E s a8 2 (0.1) 0o (0.0) 2 (0.1)
{5 ¥E; ifn. 2 (0.1) 1 (0.1) 1 (00)
i/ INER F3E N 1 (0.0) 0 (0.0) 1 (0.0)
i ER R R L N 2 (0.1) 2 (02) 0 (0.0)
s V27U % ) RN 1 (0.0) o (0.0) 1 (00)
PR R BRI 1 (0.0) 0o (0.0) 1 (00)

\
-
©

\



VI Zzett (B EoiEgss) (B3 5HA

EENEN i Do e FRBER | o T 4 ot A o 2
B B RO FEFEAGE N=3,060 N=1,055 N=2,005
n (%) n (%) n (%)
s 2w 1 (0.0) 1 (01) 0o (0.0)
iR B A 1 (00) 1 (0.1) o (0.0)
I ER D 1 (00) 1 (0.1) o (0.0)
7 35— 1 (0.0) 1 (01) 0 (0.0)
Hjmlaéff'%ﬁ— 1 (00) 1 (0.1) o (0.0)
I A PR i B R 1 (00) 0 (00) 1 (0.0)
747V rDEA~—H# 1 (0.0) 1 (0.1) 0 (0.0)
~< ~7 U MEEN 1 (0.0) 0 (00) 1 (00)
N =R VZ )| 1 (00) 0 (00) 1 (0.0)
R I ERFEE 0 1 (0.0) 0o (00) 1 (00)
e AT B 1 (0.0) 1 (01) 0o (0.0)
PRAG AL FL 5 1 (00) 0 (00) 1 (00)
D 1 (00) 0 (00) 1 (0.0)
BE. FEF L UVLESHHE 179 (58) 76 (7.2) 103 (5.1)
AIEH M 77 (25) 11 (1.0) 66 (3.3)
B R L 60 (20) 41 (39) 19 (09)
AL T X B i 20 (0.7) 18 (1.7) 2 (0.1)
S\ 1 19 (06) 6 (06) 13 (0.6)
LS 1% HH T 4 (01) 0 (00) 4 (02)
T 1fi AR 3 (01) 0 (0.0) 3 (01)
AR5 1 (00) 0 (0.0) 1 (00)
BliE 1 (00) 1 (0.1) o (0.0)
A ifn 1 (00) 1 (01) o (0.0)
& A Eh RIS 2 (01) 2 (02) o (0.0)
SMEMEEEEE N H 1 1 (00) 0 (00) 1 (0.0)
iES 1 (00) 0 (00) 1 (0.0)
at - SiEte 1 (0.0) 1 (0.1) 0o (0.0)
MedDRA/J Ver. 23.1
9. MARBRERRICRITTEZE
BREESN TV
10.8=%5
13. BERS5
13.1 fE4R
ARAOBERE LY HIMAELDIBENNRH 5,
13.2 &
R RALEHAIIM O N TORVO T, REHENSLERGEE /MR D 25855 2 &,
fiREn -
INETOIRRES @%fﬁ%ﬁ%#% Hf A X2 b ORBRIIHERGFIC EFTHZ RSN TND
u/\ofztiﬁll%ﬁ%&%i L7256 iE, A X M &2FRT HERIENSH D7D E LTz, HMNiED %m_

(21, )22 AL E 2 AT 5 LBz ERITIE U T, AR, /) B i % D3 BT 7 TEIE O B hA A AR
5L, P, FRRALEEAITS DTV,



VI Zzett (B EoiEgss) (B3 5HA

MBEALDIE

14. BRAEDFE
14.1 EFIZFEFDEE
(BUHI££08)

14.1.1 PTP A0 3#EAL PTP > — b bWV L TIRAT S L 9458452 &, PTP > — FOiEEKIC &
0. BOSA TSN EERE AR L, FIZIZFLEB 2 L CHERIRA SO BEERAHEZ TS
ZENDD,

(OD &)

14.1.2 OD 8T FHD LIZOWE THERZ RS D ERET 5720, K2 L TIRAFMETH D, £z, KTk
HATHZLETED,

14.1.3 OD $EITE-EEDRETIT, AR LTIRHASERNT &,

fiRER -

1411 PTP @EOFEANI@OREZFE, [PTP OBMIHRICOWT)  (CFk 8 4 3 A 27 HAFH SRHR
240 5) KO TPTP OFAERXRICOWT (2451 | (CERk 8 424 A 18 HA H IR 304 5) IZih»
THRE LT,

14.1.2 )10 14.1.3  OD $EIC @D HEE FIHE,

12.ZDMtDEE
(MERERERICE D < 1R
BE SALTWV 720
(2)FEBEFREAERICE D  1E#R
15.2 JEERERERERICE D < 1ER
~ U R 2 ERMBE AL L2 BR T, i~ 2 ® 300mg/kg/ H LA L, i~ 7 2 100mg/kg/ H UL LD
HREC, MFEGORBIEMBFED Sz & OWENH D, —FH, 7 v M 2ERKROEE LB Tix
JESEORAITRD SN TN ORERH 5,

s

JeBe D FEMERBOFERICESERE LTz, 77 A7 LAEBEO~ 7 2 2 £ A PERER TlEX. 100mg/kg
(FREE I L LT, UFRIL) BLEDME K O 300mg/kg DORECIBUNT, AFIROEEMERZ & U<, FFi i iEo
BN @Rb bz, £0. 77 AT VVEREE O 52 X o TR O 86 O HIMER 252D S i,
100mg/kg O 1 61, 300mg/kg OIE 1 FUTIFFEN RO Hivle, 7RI, T T AT VKRR O Z > b 2 4[5
AEMERBRTIX. 7 v FOEREZFHE T 2ERITRO bnignoT,



IX. JERRAREAER(CBE9 5T H

IX. JEERPRERERICRIT S 1HA

1. RIEER

(1) ZE A BR
VI.EMNZEBEICEY $1ER ] DHEEZSMR
Q&R MEERAR
1) PREBERICHTEEE (Ty b, YOR, ELEY )

Z v MZT T A7 110,10, 30 KT 100mg/kg & B A#G L IMEICRIETREL BT LIZL 2 A,
100mg/kg THAMEIRIFFIC BT A S /2o Topy, WiaiMEIR HHBLR ] 2 A B IS A0HE S 72 (p<0.05,
Dunnett’stest) , £72. ¥~V AKX OT v M7 7 A7 Ll 0, 10, 30, 100 & * 300mg/kg % H[a#% 1
Beh L, —RIER OFTENC RITTHEBERF LI L 25, 300mgkg T7 v MIBWTHUERLSISMED
R 1~4 BRI ICA DT, v U ARATIIEBIIA LN R oTo, Fio, 77 A7 LR, Kl
(Z v ) | EEFE (v T R) | BREDE (U R) | FAXZ—VRREEHE (w7 2) | WE (=
T A) |, g (v R) o ROABERS BRE UG, EAE Y b)) ICEEE KT S RNoT,

2) DIERRUMERFRRIINT HFE (4 X)
JRIEA X2 T A7 1L 30 e DY 100mglkg Z Hilrl+ ZfEENE G L, /v 7 RV > (1.0~1.8ug/kg)
LT EFLal > (0.5ugke) OFRIRNE S, IOV W RISEBIRPAZE (259 5 MBS 2 it Lz & 2
AH. WTHAOHETSH, FERRE, E, O &L OLEMIZEEIIA bR > T,

3) BHEEICHTHRE (Tv M)
T M T A7 100, 10, 30 KT 100mg/kg & HiERE A5 L, &5 0~6 K% &K O 6~24 K
DRZEFRIL, JRE, JRT Nat, KPEO CIHRE, WRNCRBEZHELZEZA, WTHOHETH,
BHERE~DRBII R SN2 D> T,

4) SHIEBRRICHT HHE (Tv b, TIX)
7 v MTTZ7 A7 110,10, 30 LT 100mg/kg & B O# 5 L, BKEL OBEEZE L& 2 A,
100mg/kg THEEM NFIRSWEDWD RN, £lo, ¥V RIZTTAZ7 LA 0, 30, 100 X
300mg/kg A Hi[FI X% 3 HEIKERO#KE L, SNEHHFHEELZHE L& 24, 300mgkg @ 3 HIH
KER OGS THENEDPEHEE OB DRI, £/, v AT T A7 LA® 0, 30, 100 KL
300mg/kg % Hi[AI X1 8 AMIKER DL Liz & 2 A, BHERFICZLIZA DL h -T2,

5) TOMDEER (Tv b, VHF)
FIATVERBIE XX T 7 A7 LViE, bEE (Z v ) L itk (T3 ROEEREE (T > B)
B RIT S eho iz,

(3)F Dithd FE R ER
M ERR L
2. HHHAR

RO KRETNET T A7 Vv &2 O TER S v, BERAOEMERRTIZT 7 X 7 L VIERES WS
ZeMmn, b AW OFIERBR A 2 MW THEEEFHE Lz, 77 X7 Lv & 7T 27 LOVHRREIE O HlgGgAER &

LT,

~U A 14 AfHl. 7 v b 28 AMKROA X 28 HFMER Q&G miERR e i L2, 77 27 LoV

WG L DH -3 ITRD oN T, T T AT LIV E T T AT LIV RN B2 2R 253 I 2 L SRR
T,



IX. JERRAREAER(CBE9 5T H

(MERER 5 F1EHER

1)

2)

HRFOKSSHSAR (TVRX, TvY k)
TIATVLNO= T ARKDNT v NHERROEGEERBR T, RE&kE5ETH D 2,000mg/kg THIETIX
BlIhieholo, WIECBHAELLEEZLE LT, vUARDOT v b EBITRBIMICERT 2B 015
EORENBE SN, £7-. 7 v T, 1,000mg/kg UL ET—i@rEo )Y, 2,000mg/kg D TR
AR BREBOMH, R TE, IREEDSLOEHBTRRD b,

(/NEBER: © >2,000mg/kg)
HEFEZFOKSSHRER (1 X)
TTG AT VIO A X EEEIER OB G EERBR TIX, ARG R TH D 2,000mgkg THIRETITBIZE S
RN o, PeEIC N L7285k & L. 30mglkg LA b TAEE oD F= P 1 A B U 7 i/ NRBEEE BELSE 1R
300mg/kg VL L CHEM: 222 1. 2,000mg/kg T ALP O K N0 5 T ZEZAL A £E - 7= APl o 28
el Nz,

(/N EFEHE © >2,000me/ke)

QRERS SR

1)

2)

REEOESEHEHR (TOX)
TFIATVLINDY T A3 H HHBAER A5G- 05 ST EER Tl 1,000mg/kg ORE 1 FIAET L7z,
FeIKIC B L 722k & LT, 100mg/kg DL | CTEMB IR & O 300mg/kg LA b CHREFENIMGI 2B vz,
MR PRI TIL, 1,000mg/kg CTHEIMZRET 2 IRMEKR/NT A — & O D70 b, JHEFRIR
AT, 100mg/kg VL L THEMMAHBER OFHICEEST 5 LB 2 5N D NFREROEIN &L T 300mg/kg L
L THMEOERBIEHE ST,
(B KMt : 300mg/kg/ H)

REEOESSHEHR (Sv )
TIATVNDT v b3 K6 » HRIRER DG EmMERER T, RIEICEE L 722 LT, Hatfr
DB SN DA, —REBICEF IR bR o7, £7-. 3 » ARIRKEROKEERRICE VT
300mg/kg UL b, 6 » HREIER DG IMERBRICE WV TIE 100mg/kg LA TR T HINIMHI ST EH &5
DRBIE SN, MK R MR LR A Tt 100mg/kg UL ECTE M A2 RE$ B HRIMERSR /T A —
2 O, PT Xix APTT OiER, WS PLT OEEMAE® Sz, WEFAMBA T, 10mg/kg ML ET
SRR FH LIRS 5 & B 2 505 ITIRE & O &K OO R 3Bl ST,

(MM R - 100mg/kg/H [8 » A1 KU 80mg/kg/H [6 » A )
REEOKRSEHEHAR (1 X)
TITATVLINDA X 3 K9 » AMKERGFHERBR T, 20mg/kg £ T—0REE, (REEK OB EICE
{BIE A B2 D5 T2, R0 R ONIEAL ZF IR A T, 0.8mgrkg LA CERFRVE LR U 7= /Ml e g
BEOMIN, 20mg/kg T ALP OEEMNFED Hiviz, WHEFHRAE TIL, 20mgkg THEWHTESZ OFHEIC
BT 5 L EX DNADMHIEEROEM, T 0 U7 AREACZ 1 > 72 R O SRR K ONE /N AR D 4 <2
JEBCIRIEE DT R BLEE S 47z, ALP O & IR ORI 2RIZiX, 9 » ABKERG%D 1 5 HOIR

HICEVHER L s, B THD Z ERREINTE,
(I35t & - 4mg/kg/A [8 XTY9 » AT )

(QrEEFERAR
BiEUERER (nvitro, Y9R)
In vitro \Z 31T 2 A EE Z N 7oA 7 225828 SR . i PL BN 15 28 I 22 P VO 72 e R B B ) ONT - iR &
MW/ IMERBRIC BT, 7T AT LRI & 75 27 L IVICBEIREMEITRD S o 7,
(@D ARMEAER
DNAURMHE (TR, v k)



IX. JERRAREAER(CBE9 5T H

TT AT VSRR O~ T A 2RI AURMERER TlX, 100mg/kg (EEEHEIE S LT, LIFEIL) BL RO &
Y 300mg/kg DIEIZ I\ T RO FEEMHIRZ & U C HFMIEIRIEO A B e mA#8lgE vz (p<0.01, Peto’s
test) . E7o. 7T AT LIUEREE O 512 X o THFHERRHRE OBEEE O BEIME R 23 A S 72, 100mg/kg ORf 1
i, 300mg/kg DI 1 FHNHTFHIENBIZR SN, T AT LAERBED T v F 2EMBAFERBRTIX, T v
~ DI 2R T 2ERITRRD b v n o7,
(B)ETEFE SRR
1) ZBERVERECOMIEFEEICEATLIHR (Tv k)
FIGATVLNDT v N EHOTEZIGRE R OVE IR £ TOYIIRTS A FMERER TIX. 100mg/kg UL ETHEMW
DORBEBENNHIATRD S8, I BRE TR SN2 o7,
(B O — WM B3 2 HEME & - 30mg/kg/H)
(CBLEh D A5 S ORI FE AR N2 B9 5 M REPE R © 300mg/kg/ H)
2) B - FRREESMHHR (Sv b))
FIZAT VLD Ty FOIE - JRIREARERER T, BEMIZEHE VT 100mg/kg LA THREBEINENG 2378
OB, - BRIV TIE 300mg/kg THRVAERE O O b2, MUIZRE XA LT, #H
eI O o T,
(REEh O — W B3 2 EE & - 30mg/kg/H)
(REEh O AE5EC B3 % MM & © 300mg/kg/H)
(KA AN B3 2 3 & © 100mg/kg/ H)
3) - RRFEESMRR (VYF)
TITATVLAO T XOMR - BB AETRERR CIX, BE®ICE VT 100mg/kg DL CTREETERD
300mg/kg CHREHMIMG 23586 B AT, IR B VEIZ B\ T, 300mg/kg CTHE VAR O 23588 B 7= 23,
TR Bl o Tz,
(R D — ik aPEIC B3 2 M55 & - 30mg/kg/H)
(FEEV O A FEIZ B3 % M5 ME & - 300mg/kg/H)
(R AARFE AR BT 5 MR PE R - 100mg/kg/ H)
4) BERIRUVHEEZOREN NICBEOEE~NDEZEICET 25 (Sv )
7T AT VR O T AR AR OFRA - BHIEOEIE~OFBICET 2R B TIX, Y727
LIVIEREHE D 300mg/kg GEFEfHEIEE LT, BITRL) CTREMWYOREHRIMG &K OEEEORD . T
(R OBEILRTAE ORD 33880 L2, fIcRE xR LN otz
(REEh) O — i S ORI S8 2B I B4 2 M metE &+ 100mg/kg/ H)
(RLEh D AE5EC B3 % MM & © 300mg/kg/H)
(6) /B R RIEL 14 5L BR
BEFRISMERER (in vitro, 29 %)
U AN A N 1n vitro IREEEREMERER TlX, 77 A7 LAV OAE~OEBITRO b oTz, —J7,
USRI D ARKEERE M RER Tlx, OISR RORIER DSBS vz, U & F T B RIS M
R TIL, 77 A7 VVERBIE O BATENL O K IR IIRD bivieinoTo,

(7)Z D D4FHEMH
1) HURMHER (THX, ELEY )
~ U APURMERBR ClX, 77 A LA RER TR OZHKIET 7 1+ 7% — (PCA) HUilITmMmib
N PURHITRRD b olz, T, BTy PEAWEHEERR CIZ. 7T AT LIV ERE T
HEH O PCA FLAIIMRE ST, BB EGMET 7 7% — (SANA) IS HEMETH Y . PUFIEILEE



IX. JERRAREAER(CBE9 5T H

O ORI,

2) RHEMOBMRER (nvitro, T )
7T AT LRI OB X o T Lo A oL et s, 77 27 LV -ATS-B (RiRED
Rl % Gte 7 7 A7 LVREEE) AW & 9 2 ME 2 W 7o IR 2R A BB, Wil Ehis it
ZRWERAEREREHRBRE T v b 14 HERER D &G E5ERBR T L7z, T oRE, Az Xk %
RS 72 BEIEITIR O D ivie o Tz,

3) AREMHER (in vitro)
7T AT LV OIEVREI K O Ot b~ FEAEILEESS - mTHRIRI A~ S R L (K :290~700nm)
THIINE G KU © <310nm) 2732 &b, 77 A7 LLof#EY R-138727 (EMEGH)
JONR-106583 (RIEMEACHI) DYt keeMe% | in vitro YCHIOFEIERER TRAE L7, Z 0%, mHEY
EBITHFEIEITR O b oTz,



X. BEHFHEICET AHE

X BEEMEHREICEY SEE

1. RHEX5
BOA G EER  EEEMEOLGTEICLVENTS L
ARG R L

2. HREAM
ARHHE - 34

3. BENRETORE
Ik - RIRRAT

4. RV EDEE

20. Bk EDEE
(OD )
FERRENAEA AR LD RONTIEOOBEENALND T ENH D, £lo, 7/ v e —EZITR
REBETTRAFET D2 L,

5. BERITEM
BERMERLTA R HY
<TOLOLEY : HY
ZOMOBEITEM . [XM.2.ZDMOBEEER] OHEZSHR

6. R—m5 - R
[l —RH . =7 = F®8E 2.5mg « §E 3.75mg - #E Smg + OD £ 20mg (5 — =3k E4h)

Ml % 3. 7a v RTUVARREBE., 77 oy U ERES

7. EFSIAEERA
20094 2 H 25 A (EU)

8. MERFTADEABRVARES, RMELENHKFEAR. RTHAKBEAR

. _ - H At 2 1
7 Yl 25 7 2R 2 S 1 25 B

W4 BOEIRFEATRAEA A TR E I A B WRFEBHAGH A A
7T AT L NEE 2.5mg [DSEP] 30500AMX00225000
7F A7 LVEE 3.75mg [DSEP) 30500AMX00226000

— . 20234 8 H 15 H 2025412 50 | 2026 3 1 3 A
77 A7 L VEE bmg [DSEP) 30500AMX00227000
77 27 1)L OD §E 20mg [DSEP] 30500AMX00228000

9. MEERITHREM. AARVAREEEMENEABRUZONE
Y LR



X. BEHFHEICET AHE

10.B5EERR. AERRAREABRUVZOAR

11

BAROANA

BEEYM

BN ONANA

12 REHRGIRICE I S 1HH
AANTIEATTBREDED 2 [HRFEMIMIC ERAR T STV D EHRER] ITY LRV,

13. 81— F
JEA T B (ERIEEE S L7 hER
fR5E44 A 2 VB a— R HOT (13#f1) &%= PR 25
EIEGa— K (YJ 22— F) a— K
7T AT VILEE . .
7 AT Vv 3399009F3030 | 3399009F3030 1300130010101 (PTP)100 ££(10 £E X 10) 623001301
2.5mg [DSEP]
°5 2 1300147010201  Offi : »¥7)100 $&
7 T AT L)L iy v
3%zn17f1£§§§J 3399009F1038 | 3399009F1038 1300147010101 (PTP)100 ££(10 $£X 10) 623001401
-fomg 1300147010102  (PTP)500 #£(50 $E X 10)
7T AT L ILEE -
AT VG 3399009F2034 | 3399009F2034 1300154010101 (PTP)16 5E(8 & X 2) 623001501
5mg DSEP]
7'F A7 L)L OD $E .
727 L ODgE 3399009F5033 | 3399009F5033 1300123010101 (PTP) 5 £E(5 §EX 1) 623001201
20mg DSEP]
GS1 =— R
R4 RS - ] : Sy : — N ;
AR — R BB alE A 2 — R JeifEdE o — R
7T AT VIVEE (PTP)100 &
2.5mg [DSEP) PTP)100 & 04987081786251 14987081186003 24987081186000
o (»X)100 $E 04987081786275 14987081186065 24987081186062
7T AT VIVEE =
3.75mg [DSEP) (PTP)100 & 04987081786268 14987081186010 24987081186017
(PTP)500 $& 04987081786268 14987081186034 24987081186031
7T AT VIVEE .
5mg [DSEP) (PTP)16 #& 04987081786282 14987081186072 24987081186079
7T A7 LV 0D i .
920mg [DSEP) (PTP) 5 && 04987081786305 14987081186133 24987081186130

14 RIgHET EDEE
ARANTEZIRHIM L DR FEERMLTH D,




XI. 3 ik

Xl. X A

1. BIRAXH
1) R - ZEMEICBE T 5 Bk
2) Jernberg T, et al. : Eur Heart J. 2006; 27(5): 1166-1173
3) Wiviott SD, et al. : N Engl J Med. 2007; 357(20): 2001-2015
4) B RIERE & IEEEnE & OREYENRE K O T) FHEGRER (=7 o+ =2 ME 2014 42 3 J 24 HIKGE,
CTD2.7.6.8)
5) Hasunuma T, et al. : Clin Drug Investig. 2017; 37(7): 679-685
6) Kimura T, et al. : J Atheroscler Thromb. 2015; 22(6): 557-569
7) Saito S, et al. : CircJ. 2014; 78(7): 1684-1692 (PMID : 24759796)
8) Isshiki T, et al. : Circ J. 2014; 78(12): 2926-2934 (PMID : 25342212)
9) Nakamura M, et al. : Cardiovasc Interv Ther. 2018; 33(2): 135-145
10) =7 x> ME - OD §E FEAREE (20234F 9 H 11 H) | HHFEEHFHEEMIEE
11) Niitsu Y, et al. : Semin Thromb Hemost. 2005; 31(2): 184-194
12) Hasegawa M, et al. : Thromb Haemost. 2005; 94(3): 593-598
13) Sugidachi A, et al. : J Thromb Haemost. 2007; 5(7): 1545-1551
14) Sugidachi A, et al. : J Cardiovasc Pharmacol. 2011; 58(3): 329-334
15) Niitsu Y, et al. : Eur J Pharmacol. 2008; 579(1-3): 276-282
16) Ogawa T, et al. : Eur J Pharmacol. 2009; 612(1-3): 29-34
17) tENEE : BARNERBRATBEEZ NG E L7 T7 X7 LV 0D §EE 77 AT LAVEED AW R R SR
18) Farid NA, et al. : Clin Pharmacol Ther. 2007; 81(5): 735-741
19) Farid NA, et al. : Curr Med Res Opin. 2009; 25(8): 1821-1829
20) Small DS, et al. : J Clin Pharmacol. 2008; 48(4): 475-484
21) Small DS, et al. : Curr Med Res Opin. 2008; 24(8): 2251-2257
22) Small DS, et al. : J Clin Pharm Ther. 2009; 34(5): 585-594
23) Small DS, et al. : J Clin Pharm Ther. 2009; 34(5): 575-583
24) Montalescot G, et al. : N Engl J Med. 2013; 369(11): 999-1010

2. ZOHOSEXH
AR L



XII. ZEEE

Xll. 3&&%

1. EGSHETORIRR
LR L

2. W51 B KB
LR L



XI. f &

Xl 5 &

1. FF - REZIZEICEL CEREKHBREZTSICHI-> TOSEER
(1) ¥ 8%
ERNCEET 228 (S bEki, B ERERE Y E I TLESR)

(2R - BBURURERSF1—J0BEBMN
ERNCIRET 25 2 & (MWabEeid, BAEEEEHRE LY E AT TRLRER)

WA bEE O
FH— It 27 RSt BRERERE
TEL:0120-100-601

2. TOMOBEEER
< EIRBALRFE &AL >
- I A7 LVEE - OD §E [DSEP) DO IEMHMICOWT (iBh#EHS) Ol futk o5 S )
<BEWITEM >
- 7T AT LVEE - OD 88 [DSEP] ZRA S s EBHE A~ ()
< DARFEZE < PROIE 1B & R TOTODEEITA N ()
« I T ATV VEE 2.6mg/3.76mg [DSEP] ZRAHSNAHBE I AL ZFKEO T~ (BEFEE)
« 7T ATV NVEEIDSEP Z IR L TWTHAfE SN D BE S AICKE LI Z3v (BEREE)
cF =V TARXR -V v EEL (AG) ZZTHFLCTTN?
DXL NL ! A=Y TA AR -T2 xU w7 (AG) |

F-mx 27 SR — 22— (https'//med.daiichisankyo-ep.co.jp/index.php) ZHR



(XEREEKE - HABHREELEHLE L]
F—=HIRXT7HARH HEHRBEHRE
T103-0027 FIFHH RX HAFE 2-13-12
TEL:0120-100-601

EFTAGIF32603

2026 4 3 HUGT



	I. 概要に関する項目
	1. 開発の経緯
	2. 製品の治療学的特性
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	(1)承認条件
	(2)流通・使用上の制限事項

	6. RMPの概要

	II. 名称に関する項目
	1. 販売名
	(1)和　名
	(2)洋　名
	(3)名称の由来

	2. 一般名
	(1)和　名（命名法）
	(2)洋　名（命名法）
	(3)ステム

	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	III. 有効成分に関する項目
	1. 物理化学的性質
	(1)外観・性状
	(2)溶解性
	(3)吸湿性
	(4)融点（分解点）、沸点、凝固点
	(5)酸塩基解離定数
	(6)分配係数
	(7)その他の主な示性値

	2. 有効成分の各種条件下における安定性
	(1)各種条件下における安定性
	(2)強制分解による生成物

	3. 有効成分の確認試験法、定量法

	IV. 製剤に関する項目
	1. 剤　形
	(1)剤形の区別
	(2)製剤の外観及び性状
	(3)識別コード
	(4)製剤の物性
	(5)その他

	2. 製剤の組成
	(1)有効成分（活性成分）の含量及び添加剤
	(2)電解質等の濃度
	(3)熱　量

	3. 添付溶解液の組成及び容量
	4. 力　価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	(1)注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	(2)包　装
	(3)予備容量
	(4)容器の材質

	11. 別途提供される資材類
	12. その他

	V. 治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	4. 用法及び用量に関連する注意
	5. 臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	1) 有効性検証試験
	2) 安全性試験

	(5)患者・病態別試験
	(6)治療的使用
	1) 使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2) 承認条件として実施予定の内容又は実施した調査・試験の概要

	(7)その他


	VI. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	VII. 薬物動態に関する項目
	1. 血中濃度の推移
	(1)治療上有効な血中濃度
	(2)臨床試験で確認された血中濃度
	(3)中毒域
	(4)食事・併用薬の影響
	1) 食事の影響
	2) 併用薬の影響


	2. 薬物速度論的パラメータ
	(1)解析方法
	(2)吸収速度定数
	(3)消失速度定数
	(4)クリアランス
	(5)分布容積
	(6)その他

	3. 母集団（ポピュレーション）解析
	(1)解析方法
	(2)パラメータ変動要因

	4. 吸　収
	5. 分　布
	(1)血液－脳関門通過性
	(2)血液－胎盤関門通過性
	(3)乳汁への移行性
	(4)髄液への移行性
	(5)その他の組織への移行性
	(6)血漿蛋白結合率

	6. 代　謝
	(1)代謝部位及び代謝経路
	(2)代謝に関与する酵素（CYP等）の分子種、寄与率
	(3)初回通過効果の有無及びその割合
	(4)代謝物の活性の有無及び活性比、存在比率

	7. 排　泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	(1)腎機能障害患者
	(2)肝機能障害患者
	(3)高齢者

	11. その他

	VIII. 安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	(1)合併症・既往歴等のある患者
	(2)腎機能障害患者
	(3)肝機能障害患者
	(4)生殖能を有する者
	(5)妊婦
	(6)授乳婦
	(7)小児等
	(8)高齢者

	7. 相互作用
	(1)併用禁忌とその理由
	(2)併用注意とその理由

	8. 副作用
	(1)重大な副作用と初期症状
	(2)その他の副作用

	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意
	(1)臨床使用に基づく情報
	(2)非臨床試験に基づく情報


	IX. 非臨床試験に関する項目
	1. 薬理試験
	(1)薬効薬理試験
	(2)安全性薬理試験
	(3)その他の薬理試験

	2. 毒性試験
	(1)単回投与毒性試験
	(2)反復投与毒性試験
	(3)遺伝毒性試験
	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


	X. 管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果、再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	XI. 文　　献
	1. 引用文献
	2. その他の参考文献

	XII. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	XIII. 備　　考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	(1)粉砕
	(2)崩壊・懸濁性及び経管投与チューブの通過性

	2. その他の関連資料

	お問い合わせ先

