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B&EE RE (HABEIEL) =N
14C carbon-14 PR3 14
ACTS Anti-Clot Treatment Scale PUBE BRI AR R A 7 — v
ADP adenosine diphosphate TTFI)V )
Aeur urinary excretion rate PR AR R
Al-P alkaline phosphatase TNHYRAT 7 2—EF
ALT alanine aminotransferase TI7=TI ) N UAT 2T —E
APS antiphospholipid syndrome g CHEEPURIE et
aPTT activated partial thromboplastin time TEMEALE Sy b e v R T AT K
ARN anticoagulant-related nephropathy PR [ 45 B i
AST aspartate aminotransferase TANGX U NT AT IS —E
AUC area under the concentration-time curve T B — IR bR T A
AUCo24 | AUC from time zero to 24 hours Bl 0 Rl 5 24 Kefil] & T AUC
AUCoa100 AUC from time zero to 24 hours at steady JEHIRRRIZ I 28¢5 O FEfE] 2 B 24 R[] £ T
state AUC
AUCo- AUC from time zero to infinity e 5 0 R[] 0 & SR KIRF[#] & Too AUC
AUC, ﬁgg from time zero to the last measureable BB O ISR B B 6 B AT BRI 5 T o0 AUC
AV arteriovenous iR
BCRP breast cancer resistance protein M & Xy
BUN blood urea nitrogen M RFEHR
CCUS complete compression ultrasound SEA I SR R A
CL clearance BHI VT TR
CL/F apparent clearance Andoesg s 077 R
Cler creatinine clearance IVTF= T VT TR
CLr renal clearance BT TR
Cumax maximum observed concentration e MAEPIRE (R
Cmax,ss Cmax at steady state EFIRIBIZEIT D Cmax
CV% coefficient of variation EERE Yo
CYyp cytochrome P450 F 7 m—24 P450
CYP2J2 cytochrome P450 2J2 F k7 v —2 P450 2J2
CYP3A4 | cytochrome P450 3A4 F ~ 7 v — 24 P450 3A4
DVT deep vein thrombosis GRS IR M. A2
ECso 50% effective concentration 50% %h R L
EDso 50% effective dose 50% A %M &
ETP endogenous thrombin potential WK s 7o v BEARRE
FACS fluorescence activated cell sorting HOGTE PR AR g
FXa factor Xa 1% %[ 5 Xa [KF-
ICso half-maximal inhibitory concentration 50%BH
INN International Nonproprietary Names EIFR— x4
INR international normalized ratio 7'a kv v R E R
ISTH Eliggl:stg;;z;l Society on Thrombosis and s e 1 2
ITT intention-to-treat TRIRAEX
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JaN | Japancse Accepted Names for EIE AT (FA)
Ki inhibition constant PHE 4K
Koft dissociation rate constant FiAE A o S T 4K
kon association rate constant o B 4K
LDH lactate dehydrogenase FLIA K 1R
MedDRA | Medical Dictionary for Regulatory Activities i% SAHREMERSE (ICH) EERESAE
NVAF non-valvular atrial fibrillation FEIFRREIEME O 5 AR )
oD orally disintegrating M e R
PD pharmacodynamics )%
PE pulmonary embolism it (fnfe) ZEfedE
PEG polyethylene glycol RIxZzF L7l a—)
PFCA plaque forming cell assay 7T = R T v A
P-gp P-glycoprotein P-¥Es Ry (P—HETZAHE)
PIF photo irritation factor SerEtELRER
PK pharmacokinetics HHpydEhhe
PT prothrombin time A= N =V Vg o
PT-INR f;;)it;lrombin time-international normalized Sa b R S L
QOL quality of life AEIEDE
QTc QT interval corrected D CHIIE L 72 QT [H6g
QTCF g’f nilrllltlzrval corrected using Fridericia's Fridericia #CHiiE L 7= QT [
RH relative humidity FE S
RMP Risk Management Plan EIAL ) A 7 S
SPAF stroke prevention in atrial fibrillation iiﬁig&g\gﬁg igf E% %\;—ﬁzf % % iAo 2 o
tie half-life associated with the terminal slope EESSSE
TAT thrombin-antithrombin complex froer-7roF hr s BEUEAR
TAVR transcatheter aortic valve replacement &7 — T VI KRBT E
TF Tissue factor FERA 1
TIA transient ischemic attack — ISP T8
tmax time to reach maximum concentration He 1o HILHRE T i B 81 S g
t-PA tissue plasminogen activator W77 A2 ) — 5 U IEHAER T
TSQM ﬁjjﬁ;&gg Satisfaction Questionnaire for SRR |7 % % VAR e R
VKA vitamin K antagonist vx I K3k
VTE venous thromboembolism FRR A ZERRAE
v -GTP y -glutamyl transpeptidase y-INVEINVENT AT =T —8
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L &
U 8= 8 5E 10mg (3 L)
U S—m N bE 15mg (3 L)
Ux—ua %43 0D # 10mg [/31 =)L)
U \—m 4,30 0D & 15mg [/31 =1
2F %
RIVAROXABAN TABLETS 10mg [Bayer] /15mg [Bayer]
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WE PR 1T 9 H 22 B AR 0922001 &) ITHESERE L,

2. —#&4&

OF & (B8
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Rivaroxaban (JAN)
rivaroxaban (INN)

(B) AT L
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4, FRRUSF=E
73 F3 1 Ci19H1sCIN3O5S
48 . 435.88

5. {e24& (fdiE) XIFFE
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ERBRBRIE B R —MGEBRTE RN A ~7 b AVIETE (BAED U U AEERIE) | TEIE7 a~ w757 4 —)
& D,
OB IR ARGABRIE TRk o~ b7 77 40— 1285,



V. fANZBI3 5HE

V. 2HI|(ZBHd 51EH

1. & ®
(L)FIRz DX Fl
JoN—a RPN UBE 10mg (/34 =1 TN b a—T 4 TR
JoN—a X PN UEE 15mg [/34 =1 T g b a—T 4 TR
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UoR—m P88 16mg 34 =) @ 100 $€ [10 8€ (PTP) X 10]
500 & [, X7]
UR—m %3 0D & 10mg /314 =/v) 100 #£ [10 € (PTP) X10]
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Fyryv 7 R Te L
Y= P30 0D $8 1734 =)L)
PTP @&
—h Ry Fuvrry /Ry suaa b 7ot F e, T =T LE

11L& RE IS EHSE
AR ONANA

12. 2D
[LLTOREHRIIEREERDERZELH L=, ]

OD #£ M B e Hl 7 BIC & 5 — L FRF

ARG 4G F CREMRA T ERESME (25°C/T5%RH) T 3 # ARFE LB S H/2 Y N—m X 4,3 0D §E
10mg - 15mg (22T, £ 300 HE% H #EEEA 0ok 3 i (¥ 7> /il Eser HP-128HS-GP, % (LH/ERT i
Litrea IV-VC, PROUD) T—a@fb L., ZOBEO Ay NEEEY - BFZE L OD SEOFIIL « KRIFHEOMHE % 57F
L7z, ZO/RER, WTFNORESRETL Iy NNTOREFOFRE Y - BEEIT/R, —aboiEfE < OD §
DEIR - RITFETRD bR,

- a5 ) B LR ERT Y
Eser HP-128HS-GP2 Litrea IV-VCP PROUD?
TRE Sk R i R TN © R i e
OD & BERI % =¥/53 =Y/58 R4F RA4F =Y/58 R4F
F - X
10mg T H 0 $£/300 & | 0#E/300 & | O0#E/300 & | 0 /300 & | 0 /300 & | 0 £E/300 &
A% Bt By Bt Bt BAy B
OD 5 F - xiF
15mg Py 0 $8/300 & | O %£/300 £ | O HE/300 $2 | O HE/300 H2 | 0 58/300 & | O H&/300 HE

a Bty MidElide EB, 1 88/ X100 8 +2 5/ X 100 8H =300 &
b Ity MIEIIR EE, 18/8 X508 +5 58 X50 2,=300 §E
c 25°C/75%RH, Mwids 3 » AMRT



V. BICEEd 5

V. JBEICEEY 5IEH

[V R—m P S OFINER OVZEVEIZB T DA 255 & U T2 BRRRER (3R AT L 72V IR Y BEAI 2 W T2 pli ©
bH5, ]

1. BEEXITHR

4. PEEXRITHER
OFFBEMDEMENEEIZH 1T 5 EMMERZE D KR U2 FMHEERE O FEIE HIH
OffiRMmizZEISAE GREDFFARMATIE R UFIMAZEATIE) DA KR UE RN

2. DEEXEIHRICEET HFE
5. REXTZHRICEET HFE
(BEARMAZ AR E DB BR R VB FKIH)D

51 va v 7 RMEMEABILET D K 5 R MATENREA AL TE 7o i AR ZEARIE B U < IR TR AR 125 S I3
FEARAH BRI 23 B 72 i AR ZEARIE B )T 2 AR O L MR OB MG ATV RN T, 2t b
DBEEITHF L TANY CORBHRIEE LTARIZREG LN &,

5.2 TREEIRT 1 /L2 — DN S VT BF T3S D AAN D22 I O PRI E S Tun7gn,

[(BHEEX [THHRIZEEET 5T B DR ERM]

(ERAR M AR RE DA B R U B HKINFI)

5.1 i ZEReE B FE O PITITMATEIRE S AN E 22 B | BRI AR IS AR IE S ZERERRRAT & Vo 72t
R RREHDEVREEZ T HULERDLBELEEND, 2O X9 B IE, Bamicitimy 2o
AZEENE D EOER 2 DI T T 5 2 E W ATREE 225 K 5 . TR 5~13 KEM A ZE T2 U /S—
BN TERLS KO EEEINEOAANY COFEANEE LN E SN TS, £72. THHOBEITK
ANVTE B#E &5 L Lo ENAME TR LRI SN Tz, U= o0 ak
FKOEFMEIRFI S TR0, LEER-> T, 2D O ABFICRI LT, U —aFxH i) oo
REFEE LTERA LR &,

5.2 FTREFIRT 4 VF—DREZZIT TWDHEEIEL. A VIE BF 255 & L7283 O EWNE AR 5
PRON ST, LTS T ROFUREESB G/Re72 FREIR 7 4 V& —REERFEICHT 5 U N—r X%
PN BGOBEGITHEEICHET 52 &,

3. HERUHAE
LOEERUVHAE
GEFBEMHOEMEBREICH (5 ENMEKEZED RV LS EEREDFKAEDNHD
WE . RAIZ Y S—a PN L LT 1smg & 1 H 1 RIBZICROEET D, 2B, BEEDOH 2 BHF I
LT, BHEEORE IS T 10mg 1 B 1 EICEET 5,
(FRAR M2 EARE O BB R VBRI
B BTG R VR AR E ST A2 R e S E % O P 3 WL Y N—m 9 L LT 16mg % 1
H2EEHICERAOESLS L, Z0%IE 15mg % 1 H 1 [ERZBICROEE TS,
QFZERUVHAEDETERRE - B
GEABEMHOEMEBERICH (TS ENEMNESD R UL B HEEREOREINH)
H A NFEFRIEEME LM B B 1280 il 4 %4 & L7 S8 5h O [E N TAHFR GAUBR 12620, J-ROCKET AF)



V. iBRICEEd 5 HHE

T, BRI SUIER TIE2WAEROICHEE 25 B LT, Y x—a %43 15mg 1 A 1 [F#
G [heEEREERE (7 L7 F=0 7 VT T A 30~49mL/min) (21% 10mg 1 B 1 [B]] oM, HE
FEHONT 7V U E R LU CELETH D Z 2 Rat Lz, & 512, ENE IERERO A E &R O 2R
| e gL O ES O B IAHRRBR A & L35 2 & C EANRBR AR O B AR N B~ ST AL A 374 L 7=,
FEFPIEREPE O GBS 14264 6] 4 %f5 & L7 ES S AR (A5 11630, ROCKET AF) Tid, M

TR MEERIEDORIEMHENIC S L, VA= FH+ 30 20mg 1 H 1 EHFE [FTHEREERE (/1L T7F=
Y7 07 7 A 30~49mL/min) 121% 16mg 1 H 1[8] OFHMER, HERFEH VL7 7 U o L ik LTSN
THDHIEERFT LT,

IO ORER, ENAOEMFGERIZ 1T 2 BRI, AR H T b 5 MMash XU R G PEIERRIE D FIE
RICEAT B AT — FIZBWTWTI NG U R—a S CHE LWERTHY eIl TiEvLr 7 >
U ERIFRET, MEBROMARITIET— BN H D LS, S 612, ENAMETHEREN L& bZh
ENORHEM S ENREE T VENTHE R O, WRREBRICK T 2B BEORERIIFBRETHL BN,
TN EEEE 2, R IINETH D TIEFPBIEN L EANE) B T30 2 MM 25 R J OVE B PEZERRE 0D %
JERNS]) SR 2 HELROHESE LT, AT HEE, RAIIZ) ANA—a XL LT 1bmg # 1 H 1
BIEBICRAOKBET S, 2B, BEEOH HBEEITH L, BHEEDEEIZS U T 10mg 1 H 1 EIIEET
5, | ERELT,

B, U AN—a XA oEGE, ERNAEIHERBRICK T 2% 5 HEEBY, BBEE L LT,

(ERAR M2 AR E O BB R VBRI

FEMEMEZRAE IR MARAE (DVT) Of % bk WarEEmEIEmERE (PE) B4 4833 & OVEMEME PE %
e R WEMIERNE DVT B3 3449 fl&2 22t g & L3 @ 2 SO ESE A KBS AR ER (G
B 11702-PE,/EINSTEIN-PE X Uit 11702-DVT,/EINSTEIN DVT) Tix, Az FEFGEE Td 5 iE
Pt VTE ORI RIZHONT, U A= %330 (PE X3 DVT RES O 3 #MIE 15mg % 1 H 2
6], Z DT 20mg % 1 H 1[E[#EE) OSB8I/ s v KK (VKA) (28T 2 LMD KREE
Sz, Fio, BEMEEFMEH OE KR SOIEKR CIEA WS BRI IIE E 70 2 O R HEN G 1T,
UoS—na F PN RS T BN VIVRA BECRBEE CTh o7z,

JEfEME PE B3 40 fl 2 kt5: & L2 e o ENEIAERER (U 15960,/ J-EINSTEIN PE) TiE, JEfEdE
VTE O F3MhE & O BfE 2 R AT A, WNTHI Y 27 & iz Z it L T A—r %
PNUFELRDEANSY UL T 7 ) CREETEBETH - 72,

JEWEME DVT B 60 fl & xt4: & L= e3 i o EN RS (3B 14568,/ J-EINSTEIN DVT) TiL, U
—a XY Ao 28 (DVT BEZOWH 3EBILY N—a %43 10mg X% 156mg % 1 H 2 B, ZO#%E
W 3 HEOAREIZE ST 15mg # 1 A 1 R E) OFMMEROLEM T, ROEASY TLT 7 U R
AR CH T, Fo. BEMIZHOWT, #I S HO U N—m 430 2 HEa i L72fE R, 15mgl H
2[EZHG LIEHAICBOTH, 10mg 1 H 2[EZ2#G LgA &l LC, BRRMICRAICRIE & 72 TR
BTz,

Fio, ESMENFARS (EINSTEIN-PE X O'DVT) & [EANFEIFHRER (J-EINSTEIN PE & O'DVT) OF%)
PERONZ RO RIT—EH L TR TH Y | EUNE IR TRENTZ ) ARN—a X N DRI/ T 4
FEVRZDNT o AE, HRNZEWT S, BNEIHHRBRORFHER O & TRE LIS a i T
HHDEFZZ BN,

& BT, g s O EAEE T FHRRER K OVE N TAHERER 2> 5 15 6 - REE SR B e T VI X DTS R |
HAN VIE & 128175 U x—a 93 10mgl H 2 A58 L 156mg 1 H 2 [ HRFOBREEIX. A
AN VTE B#FIZ 156mg 1 H 2 [l 5 L7-BROHEEREE & L ik LT, 10mg 1 H 2 G TIEE K<, 15mg



V. BICEEd 5

1 H2BEEETEIEETENPTbOO, EEEOHEEFMIZES L T\ e, — 4, HARA VTE £ 15mg 1
A 1E#%S L-BRogEEIZ, BA VIE B#1220mg 1 B 1 H#%S LZBoHEEgRERE & RBRETH -7,
IhboZ et VIE (PE X DVT) BEOFIEROYS 3 HEIZB VT, RN 2082179 LT,
ESh & RO 16mg 1 A 2 [ml#&5-% | 5Bt 3 BFRE%UREIE 156mg 1 B 1 RIZ2RIRT 2 2 LTl L
EZzbhiz,

¥, UV AN—a xS ORFERIIEEERE THEINT 2 2 LML TV DA, S M OE NS MARRER D
MAEMATICBNT, UN—aXH R TI LT TF=0 7 U7 7 AR TS, 223 EEHIE H O %
BEIGREIM L7z b OO $IMOREIZESMERIEFET LV RELRBD LN, Fo, U AA—a 3R
WZBWC 7 L7 F=0 27 07 7 AOERTICHES TERZRHIM OBINIFED HLRhol, 2O &b,
EHEREDME T LI2E 0 RHIC BN T BB L 6T N—m AN UR-HETEZEN T r 7 7 A AR R
HCThd I LRIz, iz, EAFEMFHRER & FEIC, B#ECLOT I AA—a X U RER—-HEL L
TR OENEMFRBRICB N T, 7 LT F =227 U T 7 A<50mL/min OERELILY N—ma F
FEOIBILIROEN TV DD, ZaMEFEEFMEHEA OFBUT 1 HITH Y, THERZRHIM) 1T3RH TR
W L73o T, IR TH D THRIMARFERRIE (G ER AR AE S OV AR FEARIE)  DIEHR K OV 5
) TRt D ANER OYHEE LT, AFTIE DlE ., A IR R AR ML RRE 3 AR ZEAR SE FEE % D )
W3 HEMILY N—a PN LT 1omg % 1 H 2 FEBZICEROES L, £0%IX 156mg 2 1 H 1 [RIEH%ZIC
ARG T 5, | LRIELT,

B, V=m0, ERNASIHERRICE T 2857k EB0, B%EL L L,

4. ABERUVHAEICEHET 5FE
7. RZERUVAEICEEYT IR
GEFBEMHOEMEIBREICH (5 ENMEKEZED R UL HEEREDFKEDHD

71 V7 F=r7 U7 7 A 30~49mL/min OEFIZIX, 10mg & 1 H 1 [BEET 5, [9.2.3, 16.6.1,
17.1.1 ]

72 JVT7F=v 7 T T A 15~29mL/min O BEFITIE, ARG OMG A EE ISR Lz BT BT
HY%A0%, 10mg # 1 H 1% %, [9.2.2, 16.6.1 ]

[(RERUVAZEICEAEYT 52 0OHKTEIRM]

GEAREHLDEMBEZCH T2 ROMKEZED R UL S HEEREDREMNH)

7.1 HEEBEE (717 F=227 )T T A 30~49mL/min) O 5 BHE IOV TIL, JE3E4h O E N TR
BRCUNR—axH 0 10mg 1 A 1 B LEZBOAINER 2N, 2 VT F=0 7 0T T AN
50mL/min P EOBEICU RXR—aFH 3 15mg 1 B 1 [EIRE L7ZSEA L REOBBE Th o722 Lk,
10mg # 1 H 1EELHETLHZ L& L,

72 HEBEE (L7 F=r 7T T 15~29mL/min) D& 5 BEITHOWTIE, JoFE b o E A8 iR FKHE
BRiCE W, BBERKR O NZRRNEN 7 LT F =27 )T T & 30~49mL/min O FEE L 0 0084
HZEWNTBENTWS, ZLTF=027 U7 T2 15~29mL/min OBREFIZBT HHEHRBRIZE SN T
BO, UAR—a XS OFMER VRIS TR LT, ZOEMOBE I, Bk B EERIC
BIAHMAESIHEDORIL Y 27 REWI LRI TS, L Lans, BRmEEE CllmieFERED
FIEY A7 DNENZ ERRESNTEY U AA—a 0 2 HV D HiEREEZ LE L5 BE LIS
LHEZEZBILD,

L7z - T, BEBEE (/1L T7F=227 U7 7 A 15~29mL/min) O 5HBEITIE, VA= F P
WEOBMAEZEEICHB Lz LT, UN—a X3 "0 10mg 1 H 1 HE&ETHZ L L LT,




V. iBRICEEd 5 HHE

5. ERIREIE
B IR BRI e R RS i O R & Feillk L 72,
VEERT—2 1y H5—o
JN—OFHNCOERBEICETIEERT—2/1\vir—
GEABEMHOERESERICHS T2 EMMEKED R UL S HEEREOREIDNF)

E WS
BRI Sy
B HERR A BEHER A
o 1 ARl 53 5 1A S
B mmesng | ——TN\ 5 1R 5 R
A | Bk et \FRPDOLE Bl < B B [ 45 5
e A Y/ B B 1 45 538
S B (IR S {F T3R5
HEAIK S NVAF# % g DT
VAR D T —
- |eranvarmEse | N s -
R L P ( PK/PDOL#E 500 T
EINSTEIN-DVT
A A ANVAFRE % //1 NVAF % 5t 4
B | H MRS - ) B N OV A o0 B [ 25 I -
J-ROCKET AF AN | ROCKET AF

NVAF : JEFpBUEEOHEME), DVT @ JEERMAE, PK : Ey#EiE, PD : 3%



V. BRI 5TEE
(B4ARMAZZERGE CGREPELARMARIE X MR EIRIE) OABERUBRING)
EN HeAh
B X Sy
FERERE A fEFERL A
B |51 AaE CARGE
= SMEEENE | SUEE SMEIEENE | BPEEEE
B | NVAFEE | “ppas | "Dyrmsr DVI## | PE# | NVAFEHA
H AN PHDVT SEIE M
NVAFHFE 4 HEMEEERO | DVTHEE G2
5 1L o5 1R EER AR, I HH A
w BRI ODIXa-DVT»
DI EINSTEIN-
/ DT
R N = T :
Lo | R DVT@E LR |
i ! DVTE# %% [, — — \| AIERE: ! !
| E0sE || 5 MAH AR E%E&U EINSTEIN- 1| ! ;
! : ']])'\]?,{,NSTEIN PRPD O ki APVT | | !
: v H v |
: HAA | At :
; A b | PR #5% :
! PEEA I b | B AR !
; SRS / ! | EINSTEIN- :
: JEINSTEIN |/ #4004t . PR/PDOMEE N | PE |
P PE \(EJWPE%ME?&%%MH%%W) ' .
&5 IAH ! . |
a . a
: BRIV L5 |
| PEIC %t 5 bk '
\ A RO ﬁf%égilzi; E@ |
AAA A U A v
NVAF#EE % PK/PD® A B - NVAF# %4
UL —HE EINSTEIN-Extension | | FE/MBIAHEE:
JROCKETAF | L. || === e | ROCKET AF=
a: A 7 L b5 1mg K OFISE 10me DIEVKIEIG (2012 4 1K) FRH 20kt
NVAF : JERBFYENEOERED, DVT - EEEIkmieiE. PE : it 2EteiE. PK : 3pEime, PD : K15



V. iBRICEEd 5 HHE

EABEMOEEDESCH 1T 5 EMMERMEDR UL SHEREORENH. TUICHIRMLERE (FE

FARIASAE & U4 ARE) DBBRRUBRINGIOFRE T OIS LIZHT HEERAER GHEER)

(J-EINSTEIN DVT)

FHEREIE —HER) |
FEHE R, A TR R b

Ak B o
@ f;%f;; 5 % KT 1
ﬁj\
HA ABERERE N B VE | EEA L. EER. YoX—p XHP 32 5 10, 20 XN 40mg %
11126 (40 1) 7T R IR, MY | 22 i S B G R o S EhRe . SR
2 M VR DM
=]
. ARG A BT | (A, WER, | )5 a%7/5> 10, 20 KO 30mg & 1
P 11127 (30 1)) 7R R, AR | 0206 H &% KER GO I ERE,
| W, VR OEBEO R
A A AR RS & | BIEA{E, HER, U_R—u P30 10, 20, 30 KO8 40mg*
=% 11395 (64 151) 7T AR IR, R | 2 2% SRR SR o S EhE, 4K,
[N LA M OB DMt
i *PEE N7z 50mg HBE 1T E T
IS AN RS | FEEMH, R UoNx—m PN 10, 156 KO 20mg % 1
I 12026 (36 #) H 1\ 7 A W &%ICRE R GRO I B TE,
= N VR OERYEO KR
S AARNERRASME | BIEALL, 78RS ILT7 7V Uhb U N—aFH 3 15mg
B (36 1) RR. WATRERILLERER |4 1 H 1F 4 BB E5ICH 0 B2 -3k
14883 hi5E. EpEhe, ReEMkOREME T T
TARXITY N — Yo BB R &
%
AARNFERBEM | sk 3EHE, FEER, A |V A A—m X330 10 KT 20mg*1 H 2 [
11390 DB R B 28 A MG ORMpBE, KM N4
(36 1)) MO
=] *PE S N7z 30mg 51X EMET
" HANFERBYENE | Sk de, #(EA(L, | U S—a %43 25, 5 L% 10mg D 1 H
L 12024 D EANE) B B, EHHIR, W4T |2 [[] 28 H M G0y EhRe, 352 K O
I (100 ) REM b MO
i AARNFERBEM | ZHEaER. BIEA(L, | U N—m X930 10, 15 KO 20mg @ 1
11866 D AR R IS, EIE, W4T | B 1\ 28 HREEG-RoIRyEhEE, 3% K
(102 1) FER b [0 X))
SAEANRMEEREME | ZhEadtE, EER, | U N—mF N 10, 20 KT 30mg & 1
11993 DVT &% B (U N—m 93| H 2A], 40mg 2 1 H 1 [A] 12 38 [ 5-H 0
(ODIXa-DVT 2t5) (613 ) CORBEREIZIZEE | BpEhRe, EOh%, AR OREEOR
41 i ) | ORISR, WATEE| R =YY T P YU A/EZI K
o R b PO & o Hefg
1 WE ARG | ZHRIER . SEEA(L, | ) A—m %92 20, 30 ROX 40mg % 1
8 11528 DVT &% FEH (U AA—m X33 [ 1\ 12 B 5RO & GBR. A
(EINSTEIN- (543 f51) CORERMIIT CES | RO ZEEORE, ~R) X I
DVT H &5 T0ER) ) . EIHR, WATRE | K SPUEROHE & o ki
R b
HANIEFRBENE | ZhaaxdtE, BAERL, | U= %532 15mg (CLer:30-49mL/min
12620 LB AMED B TN I —IEICLD|1X10me) 1 A 1 B 5RO R V42
(J-ROCKET AF) (1280 i) THER, SR, I EICETIHEREIO LT 7 ) Lo
ATRERA bt FEHE QN [E S AR ER & o Fhig
AARNSVEIEGEME | ZHEsREF. BIEA (L, |98 8 ALY N—a P32 15mg % 1
E5| PE & e, FHAW, WAT| B 2B, TO%K 15mg & 1 B 1 [l GR0
" 15960 (40 1) ] Ll HHER OREMEICET 2~ /e X
" (J-EINSTEIN PE) 2 v KSHUROER & o Figeall oNe =4k
I RS & o (TE#5-HIR 3, 6 X
ta X 12 » A )
AARNBVEERE | 2R, BIEA L, [F1) 3 BEIXY N—rF ¥ 30 10 X
DVT &% HEH EERML 3HEM | 15mg Z 1 H 210, 0% 15mg & 1 A 1
14568 (60 #il) WY N —ua 00| Bl SREOFIER R EMEICET D~ 3

Ve 2 K O & o thigigt
A ONZ FEAME M ARRER & Ok (TE#RS
[ 8. 6 XiE 12 » AR




V. BICEEd 5

=
B AR B . s s
% it *t % SR o
77
SNEFERBEN: | ZhEa L RIEER L, & | U S —r X3 20mg (CLer:30-49mL/min
11630 DM E) TZ BT XD 13 15mg) 1 H 1 I GRFO AR O 4
(ROCKET AF) (14264 1) B, EHE, A X |\ ErHEREIT LY 7 U oL R
v b AR AT RER b
L1
SNENBMEEREN: | e AR, BEA L, |9 8 ERIX Y N—m ¥R 15mg & 1
11709-PE PE ¥ HFEER, TR, A~ H 2], Z0O% 20mg & 1 A 1 [#E5RFO
= (EINSTEIN-PE) (4833 i) N EEAR SATRERE B | B R O etk A ) oS v R Y
54 % T AIEH I v KRG & R (7
. TG 3, 6 XX 12 » A )
I SNENEMEERENE | ShEsdkE, EEA, |9 S EMIX Y N—a X 15mg & 1
i 11702-DVT DVT & HER, FIAR, A< H 2[E, ZO% 20mg 2 1 H 1 FEHEGREO
(EINSTEIN-DVT) (3449 i) v b AR WATRERI | AR O etk e ) oY v R Y
L1 U AEH X KSR & g (7
TG 3, 6 XX 12 » A D)
SNENBMEEGEN | ZhE R, BEA L, | U N—a XN 20mg & 1 H 1 B 5
11899 DVT I PEZxd | “EHEM. 77 Rt | OFMEROZEME T T B R & et
(EINSTEIN- HPUEEEE A 6~ | B, A X bR | (TERGHIM 6 XX 12 » ARM)
Extension) 14 » AT 7835 [ 1TRERILE
(1197 %)

Cler: 7 v7F=2707 TR

W) AROARAELOCRAEILTOLEBY TH D,
@ JE SR IEENE LA E) A 12 R T B MMM 7R R VAR By PR ZE AR E 0D S8 AE 11l
GEE ., RAIZ Y R—a g 0L LT 15mg 2 1 A 1 HA%ICROBELET S, 2B, BEEDDH D BE I
L, BRREDREIG U T 10mg 1 B 1 EICEET 5, |
@ FFRMARZERRAE (0 ER AR M AR IE R OV AR ZEARAE) D VEHE I OFFFE 4]
(A E | BT PR SR LA I ST A FEARE R 0 ORI 8 MRENIX Y N—nm PN L LT 15mg % 1 H 2
FlREZICRAOKREL, Z0#%IX 15mg % 1 H 1 HBHBIRDEET S, |

REREN
E AN TAERER I BT A Hifn it A <2 hDEFKE LA TIZRT,
HfLE A v s D4y FE EOFE
K72 i - 2g/dL PA ED~E 7 1 B U RO T A2 5 il

[EFS A 1L 2y (ISTH) JE4E] | - 2 B2 boofm (RERMEK S 34) 2342272 i
- EERNEARIZI81T S Hif
< FER & T o T i

LUFIZRZS ¥ 5. BRRAVICH & 272 i

ERTIERVWDBERRAICHBE L

72 % Hiif * ARSI RHIALIE 23 20 270 H if
CEENE OTEND S b (B, BRIHR) BME LR o7 i
* TRBRIR O S 1k A8 6 R
< PR H AR SR B B AR £V Uz il
(2)ERFREEAER

1) BEEEREHER
ERE AR (HEBRES 11126) v
H A NFERERE A - 40 Bl ) N—a 530 5, 10, 20 KON 40mg XX 7 7 & 7R % 22 JEREC B Rl R% 1 4%
H L7, TORER, Vx—a X 0 EOREBEBNEETERWAEERESRIEL, 10mg BT 2 ] (ks
FIER) . 20mg AEC 2 f] (HIMFRFFEER ., AMEREGRD) ICRO LR, WTNBBETHY | BHE
MATFEIRENCHIE & 7 2 A EFEFERITRO SN o7z,

E4E 1 R GIEBRES 12361 : AERAT—4) 2
R A B 7 24 B U N—a 30 2.5, 5 O8N 10mg Z ZEfER IR QG Lz, ZOfEE, U



V. 1BRICEId 5 EHHA

—a XY N L ORBEBEBRAEE CTERWEERSIT 24 FF 2 61 (8%) 12 3 EICHA S, bmg #ET 2
B RSO, U S—EHI) | 10mg # T 141 QESEBAME) 12580 b7, 5mg #0141 (F
SHBALMAE) OHHEET, TOMITRE ChoTo, HEUIMAKMICHE L 22 FEFEFRLITFED LR
Mmool

2) RIEH®SHER
ERE I BER GEBRES 11127) 9
HA NERERE A+ 30 BlC Y N—a F£4,310,20 LN 30mg XIE77®R%2 1 H 2E 6 HBRERD
Bl Lz, ZORER, UV AA—md A0 EOREBERNEE TE WA ERSIT 10mg BT 2 61 (Hif iy
FIRER) . 30mg #£C 3 fl (HMMmFFHER ., &, ME) ([ZROLNER, WTINbLRETHY | HEX
ISERRICHIE & 2 2 A EFEGITRO LN o T,

) ARHN DA %&&U%EiuT@&%ofﬁé
@ FESRIEE MR L A E) S 12 R 1 B e M AERK 7R R OVAR By PR ZE AR E 0D FEIE 1l
@, AL i)A_u%%A/ka1m@%1B1@ﬁ%’%m&5¢é ek, BREEDOHDHBEEHIC
XL CIE, BHEREOREIS LT 10megl A 1 EICEET S,
@ HHIRIMARFEME (12 B%W@&f&omm&%&r)@%ﬁﬁoﬁ%m%
BE- N YN i%B%Wm&ﬁlimm&%&ﬁ%ﬁ&@@ﬁSﬂ%i)ﬂ—m%#A/ka1@g§1
H2EE#%IcRA#KEsS L, Z0#%iX1bmg % 1 A 1 HAZICRAKRET 5,

(B%) WHRAICET 5 QTc MIRICHT 2 B

QT/QTc ¥k 9 (Through QT #kEr) GHEAT—4)

[EAM TR0 C RSB 4 54 51 (4 27 ) & AT 40T, U 73— %9732 15mg U3 45mg,
75 RANCEF 27 1% 2> 400mg (BPERHID) & HIFBGT 5 4 BE 4 17 0 x4 — S~k i
FEhg L, UV N—mXxH 0 QTe lE (Fridericia #EDOMIEXZ A : QTcF=QT/RRY3) ~D 2% i
L7z, B 5 3% O Y S—a %43 45mg B L 7T RBEE © QTeF MWD F/ — R T E D%
I¥—1.03msec [95%IEHEXIMH : —3.47~1.42msec] TH Y, U \—mFH 3 QTcF I8 4 MIF
SRV LRSI, BXL TRy (B BT, EBO AL 9.77msee [95%(F
HEIX[W : 7.39~12.15msec] TH -7,

QR)AERIGIERAER
GERFEEHOBEMBREECH TS EMMEMNER RV LB EEREDFRIEINF])
1) BN I8
@® HEEES 113909

A AR NFEFRBE M OB B 36 Bl 2 kt4c, U x—m %4310, 20 X' 30mg % 1 H 28], 28
AR O35 LB O S EhRE | IV F R R O L2t T2 2 L2 AN E LIFERAR
Witk BR 2 £ L7, ZOFEH, Step2 (20mg, 1 B 2[8) (2B WT 11 il 5 61 (45.5%) (ZHI =
GRFBL, EGFIE o2 Enn . BRAFEFRBIEMEOEMENES L, U A—aF P
20mg. 1 H 2[5 LI ED HAE TOMRGITEY) TRV Il S,

@ HERES 120249
HAR NFEFEEME D EMENBE 100 Bl 255812, UV —o %P 025 5 KN 10mg # 1 H 2=, 28
HHBER ARG LB MBI, PR R O Z e e imitd 2 2 L2 AL LT, Y7y
Uz xtie U B2 IFE AT eGR4 S5 L 72, 2 ORER. AR TILAR WA ERIR IR
L A ) N—m kY8 5mg BET 26 FilH 141 (3.8%) . 10mg T 24 il 2 i (8.3%)
IR BT, WL S IR CHEELLE 1T TR LTz,



V. BICEEd 5

HMERORIFEE
Y 8—mFHo3 s (1H 20E) .
2.5mg 5mg 10mg U/V7_7 )
(n=24) (n=26) (n=24) (n=26)
EiwNadantiin 0 (0.0) 0(0.0) 0(0.0) 0(0.0)
BERTIERWERIRPIIC I & 72 5 i 0 (0.0) 1(3.8) 2(8.3) 0(0.0)
R A i 1(4.2) 0 (0.0) 2(8.3) 3(11.5)

MR GERNEBREE S T (RBREREK TR 7THHEET) n(%)

@ HERES 11866 7
H A NFEFRBSE M D MBI ERE 102 2 %t512, UV x—m $4H9 3,10, 15 XN 20mg % 1 H 1[A], 28
HHRER DG LI BR o SEmEiE, PR K LA BT T2 L2 ANE LT, ULV 7
U v axtRE U BAE A L IEE M TRER LR & 520t L7, = OFESE, B CTIXA W ASERR A2
LD A Y N —m %P3 10mg FET 26 FilF 16 (3.8%) | 20mg #¥ T 24 #iH 1 1] (4.2%)
IZRRD DT, WL b B THEAREICTHR L,

HMERORIFHEE
US—m FHo8r (1H1E)
10mg 15mg 20mg 7/1/7_7)‘) -
(n=26) (n=25) (0=24) (n=217
K72 i 0(0.0) 0 (0.0) 0(0.0) 0 (0.0)
ERTIER O EERIICEE & 72 2 i 1(3.8) 0 (0.0) 1(4.2) 0 (0.0)
Ly eadantiig 1(3.8) 4 (16.0) 0(0.0) 1(3.7)

RV GEMNEBREE S T (RBREREK TR 7THHEET) n(%)

PLEDORGEN S U= 3300 1 HAHRE LT 20mg £ TR OB D 5 Tl b 72 %
LEZ 6N,

2) EIN4VE T4 PK/PD 4 810
EShClE, SEERM: DVT B 255 & L72EA S THERER (ODIXa-DVT® & O EINSTEIN-DVT i &
RFER 9) OFEREZBEI, AOMEL LRI S G EXE IR T 2 FEROHEE LT,
YNR—a PN 20mg (7 V7 F=027 U750 A 30~49mL/min ®FEFIZIX 156mg) 1 H 1 [BERE
ST,
EWNCIE, ENE THERBR G0N PRK/PD 75— & AMEREN DVT BF 2 xt4 & U EANE 1HH
RGO PRK/PD 7 —XICHESE . ARANTONCHCK N DIEFRBIEM L EMENEFIZ Y N—r ¥
PRz 1 B 1EHRGLEEOY S 2 b—32 g 21T, BRBEROLREZIT- 7,
ZOFER, EHATOREROHEE 7225 20mg 1 B 1 [EZ2 &L LS, BARAIERBEN L EMENEE O
—H I, Bk AR L IBRE RN S D AREMEIURIB S L, 15mg 1 B 1 RZ2#E L7ZBICIZIZR
REORERLY T LB X b 10,



V. 1BRICEId 5 EHHA

ERNOBEERABRBREN D DEMHEL I 2 L— 3y
(ue/L) Cmax ((g=h/L) AUC
600 - 8000 -
Cmax . AL;LCo-u °
< 500 1 -1 T . _—
= . S 6000 -
= 400 - . C
J L !
%4 300 | N 4 4000 - -
: [ I :
& 1 = & - -
= 200 -+ = ] i = o
= . % 20007 ——
w100 - 5
1K 7N
B, . ' . .
BRK A BAEA Bk A BAA
(20mg 1EED (1505 1B1E]) (20mg 1B 1[E) (20meg 1BED  (15mg 1@1[E) (20mg 18 1)

J57135-10-25-50-75-90-95% R &R T

(BRARMAZ AR CREPEFRIRMATE R VIS EIAE) DABRRUTBERIG])
1) E4EE DHEHER
@ ODIXa-DVT Bk (RERES 11223 : SAEANT—%) ®

18 % LA LD RMSEGMEEAL DVT 5 613 il 2 x4z, U/ —mF43-10, 20 XU 30mg & 1 H 2
[l AFONZ 40mg 2 1 H 1 [\, 12 BRKER D& S L-BEoa 2, ek, EyBhhek O3 71
WNIA=B 2T 2522 E LT, EAMEREE (= 330 U M) O AR TFERGRRE X
TV K #ER OGO ) Al Lcaim &, Sk dtFE, BIERlk, FEER (U N\—mFxH
NrORAERMITER) | WATRERMEGERER A FE Uiz, AR EFE A ek s 3 Mi#%
DFEHH (CCUS X AT *¥PRR=RF A UMD 4 mUAEeE LIER) ] ORI, U AA—m g
> 10mg (1 H 2[8]) #£53.0%., 20mg (1 H 2[a]) # 59.2%. 30mg (1 H 2[A]) #f 56.9%. 40mg (1
H 18 B 43.8%. TERMIERE 45.9% Th o7,

BERERE 3 BMBROEMGIOEGNK (BlF)
Y_"—m X480 (1A 2[E)

20mg
(n=98)

58 (59.2%)

YoR—m o] (1 H1E)

40mg
(n=112)

49 (43.8%)

PEARHR L

10mg (n=109)

(n=100)
53 (53.0%)
7'a bk a— VG ER
* CCUS (complete compression ultrasound) A 27 : & HEBHFMAEIC LD . MR H 61D FRIRO EHBAL

TllzREIb Lis, BHIERAIR (WREERIR. SISHE IR 1A, BEEIR 2 s, RBEFRIR 4 50 ORIRTERIR 2 50 .
BAEERAR 8 R 4 R EDOUGEEZFBD T AER 2 285061 & HIE Lz,

30mg
(n=109)

62 (56.9%)

50 (45.9%)

LM FEAMEEE (R HMm) X, UV A—m %P0 10mg (1 H 2E) #T1.7%. 20mg (1 H
2ME) BT 1.7%. 30mg (1 H 21/a) FET3.3%, 40mg (1 H 1[H) FT1.7% TH V., ERIFEREC
RO bR hoT,

ZEMFEFMER DREBEHHK (RRIEE)

— U/i‘~r1«*\»4;;*‘2/ 1A 21E) — JR—n ﬂez:‘/ 1\ 1mE) —
mg mg mg mg =

(n=119) (n=117) (n=121) (n=121) e
2 (1.7%) 2 (1.7%) 4(3.3%) 2 (1.7%) 0 (0.0%)

LEVEMNT R SRR G T (AR GR TH® 2 HRET)
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@ EINSTEIN-DVT HE®R1HE GEBES 11528 : AERAT—4%) 9

18 s L Lo @EMEEGE DVT B3 543 Bl x4z, U N—r ¥4, 20, 30mg X F40mg % 1 H 1
B, 12 R RER DG Lo E, Zettk O E-FOGERERFT2 2 L2 NS LT, it
SR (~ANY UG RO S 2 K FEHUER O &RG O] xR E U7 & 2k 3t F %
EALIFER (HERMIIZEER) WATHERFEGAER 2 35k U7z, AR EEHMEEE (EFEME VTE
DOFFE, VTE Bi#ist, it o) OREESIT, UV 3—a X343 20mg # 6.1%. 30mg ##
5.4%. 40mg Ff 6.6% . TEARIFIERE 9.9% Th o7z,

AT ETMEE OREF (REZS)

1 R— (1Al

UoR—mEH,30 (1 H 1E) -
20mg 30mg 40mg (n=101)
(n=115) (n=112) (n=121)
7(6.1%) 6 (5.4%) 8 (6.6%) 10 (9.9%)

7'a ha—viEaEH

AR B OREAL : SEAFEBERBRAIC L0 KEEERE IS EFFIRZRE L, N— X714 VLD A2 4mm B
EHRLUEZSGA, UIMMREA X v A KV H/NER TR 26% 2B 2 T LIZEE. XidEriRinie e 1
Ny MRRO LNTEGE

et FEEFHMEEE (ERZ2H M SUIER TIHAR WA EERAICIE S 725 i) X, UV —m
20mg #£T 5.9%. 30mg AT 6.0%. 40mg FE T 2.2%. FERBIERET 8.8%IT38 O bz,

LZEMETERTMEE ORBEFIH (REFEFE)

Y R— S (1A1
YoR—m s (1H1E) ——
20mg 30mg 40mg (n=137)
(n=135) (n=134) (n=136)
8 (5.9%) 8 (6.0%) 3(2.2%) 12 (8.8%)

LEVERAT R GEEHIARR R G T (R GR TH% 2 AR £ T)




V. 1BRICEId 5 EHHA

2) EMSE THEVEIE PK/PD f#1T 1V

EACIE, BMEERE DVT BEF 2 x4 & L EAME DS (ODIXa-DVT & O EINSTEIN-DVT &
Bt OfRES B, AR OLEEO S0 G, EAEIMERRICE T 2 HELCHELE LT,
I 3T Y N—a PN 15mg 1 H 218, ZDOH%E20mg 1 H 1 [RINRE SN, ENTIE, BN
BB O 5 S o it d U X —m YN RET — & L ESVE DR B 67 PK/PD 7 —
ZIWIZHSE, AARANECICAAD VIE BFIC) N—mFH "2 1 H 2E&C1 A 1EERS LEEDO Y
Ral—varE T, BEBEEOKEZTo7, TO/RE, AANBEEIZBIT % 15mg 1 A 2 [AIE G2
HARNBFICRIT 21BEE T 10mg 1 H 2 B TIEE RS, 16mg 1 H 2REITIEETELS 2D SO & H#EH
STz, —H. AAEEICRH LT NR—a x93 20mg 1 H 1[EHEGE LZEAEE BARANBEICHLTY
N F PNy 15mg 1 H 1ERG LERADY S—a 33 OB RITAAA L AATIRIERERED
MERL T BN,

ERSNOBRKRBRREN S DEYHE I 2L—2a3r (1H2EES)

(/L) Cmax (gh/L) AUC
Cmax s AUCs-24 . y
<, 800+ . . <, 150001 : .
2 : :
; i . F | —+
| 600 - | : .
<, . -1 3, 10000+ .
a . 3
= 400 4 [ ] ~
: > 5000
o J E
Eow) TS : m=
1K 7N
fig &
1 1 0 T 1
BA BAEA BA BAEA
15mg 10mg 15mg 15mg 10mg 15mg
182 182 182[E 1820E 182[a 182[E

ERSOBRRFRBREEN S DEYHESI2L—2 3> (1H1EERS)

(pg/L) (ug-h/L)
800 Cmax AUC
Cﬂax . Alg_\Co 2
2 . S 120001
S 600 ¢ 3 .
L i v $
s s S, 80004 1 .
3 400~ U 3 | »
@ - @
@ @
% 200 I I w4999
w® ®
: % . ==
C L] 1 0 T 1
BA BERA BA BARA
20mg 15mg 20mg 15mg
1818 1818 181E 1816



V. BICEEd 5

(4 RELRERER
1) BMMEAREERER
CGEFBEMHDBHEBREICH T D EMMENZE D R UL S EERE D FAE )
1. ERFENIH-_EER I TEMBLEEEER J-ROCKET AF : JELMHAER (FRE& 12620) 12

R4 J-ROCKET AF

BT A v Al &, Zhasxdtl, EEAL, 7V 2 —IEIC & D BRI R TRER He ik
B

x5 AARANOFEFBEME O EMEIHRE 1280 #] (DAL, SMIME. 75 UL, BREDO I H 2
DOLEDY R T AT S, ITE MK A T/ — @Y S E (TIA) 125 PEFERRE DBE
FEEHTDHEE)

H#Y BEMICBIT B U AR—a X PN DU LT 7 U AT RIS M A RET S 2 &

(BEWEDORERCII F o 2B LT\ ho =253, BRIV T S EE)

Jiik

s \

IS IRIETE D B HEIEE (1,28041)

L2772 (REHREE)
(B#EPT-INR <70k : 2.0-3.0,
=705 : 1.6-2.6)
(64045)

\ Clor: YLTFF=_O TSR J

YMN\—aFH215mg 181
(CLcr30-49mL/min : 10mg)
(640%1)

s U R—aFP N 1bmg (Z LT F=27 VT T2 A 30-49mL/min O EFHIZIL 10mg)
EOUNLNT7 7 Vo 7TwR, &5VTHEMRE VL7 7 U (BEE PT-INR : 70 Al
132.0-8.0. 7O 1T 1.6-2.6) Y A—oXH AL FS5RA2 1 H 1 ERS L., i
£ 31 » AR L,

TR LU Jbd 25 o S A By M FEARE D SRR - % A9 D FESFRIBE ML Al R

FpBRo e 1. MATENREIC B A AT TR OEIEfppezsie, N LOWREHT 54

2. ALAMEDERE (B HURIMEEETUHERE . MigERE, Bolf o Tif, ORRIIER L) 128D
—i@BELEMETH D B D,

3. LEREIED 5 VI ELELREZ AL TWDE SO,

4. 7VvT7F =27 VT 7 ADHEM (Cockeroft-Gault =iz L 0 &) 23 30mL/min
Ko b D,

AR B [ EERHmEA ]

AR ST A B VETEARE

(Rl mE A ]

© MZER . B PR SEARE X0 I AE

c ZER, B PESEARAE, LR ZE 0 M SE

c izE . SR PEIERE, DAEZE LD M E SEOE 2 DA Rk

s HERBEEEORN L 725 M%EF (modified Rankin Scale : 3~5 #)

- BT
Tt E M | BRI IIER TR BRI RIS & 72 5 Hf*
HH ¥ [VBQEBKT—2/1\vr—2) 0OEEZSH
) 5-HI ) UNR—a XN RE4989 H, VL7 7 U UBE481.1 H
fRHT R LM FEFEE B 2 OWT, ZeMMAT I REMNERERE T (BREREK TR 2 H

HET) OF—ZIkES %, INR—aXxH oD ULT 7 U ST 53650 FEEM~
—¥ 2.0, WA EKYE0.05, Cox HfFINF— FET NV GHER KGR ] Z2BGEE LT,
AOMETEFME R IZOWT, 7'r b a— LS EHMMBRERE T (RREER 5K T#% 2
AHET) OoF—Ziciko>&, Cox N —FET /L GHER  £51) 2HVTHE
BRI O 21T > 7, EEFHEHE OFHERERIZ OV TH RO 217> 72, S b,
AFRERIT IS 1T 2 A M R OV 2R 2 ROCKET AF & BT 5 2 & T, HRA~D
SN AT REME 2 R L 72,




V. 1BRICEId 5 EHHA

(A2htE]

ANEFERETE H (M2 h UG MERIE) ORIERILY NS—a 2P 0B 1.26%/4F, TL7 7
U UBE2.61%/MFETH -T2 (NP — K 0.49 [95% (58X : 0.24-1.00] , p=0.05) , BZRIEFHGHE H
UN—m PR 10 B, U7 7 U R 21 I Th
Sl (A= R 0.46 [95% S IX M : 0.22-0.98] , p=0.044) ., WAEFORFRFITIL, U A\—m ¥
YARURETIE, TV T 7 U CBHCHAS TR AT (HEZE) OFEN DR (R 7 LT
0.17-0.96] , p=0.040) . HifiEfKzE

DB, WL BITHATORIENR K HZ <,

17 B, P — ik 0.40 [95% 13 HE XM -

NEN 3B 4], ~P— FE0.73 [95%1EHE XM @ 0.16-3.25] ) .

HERIEETH- = (£

AOMETETMEEORBERER (MEPREEHEERE)

(%)
L P
6 INY—KEE:0.49[95%{E #E X [41:0.24-1.00], p=0.05
C
%o
iE
R 24
14 Y|k 43 M
— - | ) N—O N\
0 b L] L] L] L) L] L] 1 Ll Ll L
0 100 200 300 400 500 600 700 800 900
FE 1B % - J|IEABTALDBEH
Y)\—0xH/\> 637 593 563 542 443 313 217 156 48 0
2IILI7) 637 581 547 517 406 285 212 154 48 0
7k a— VEAENIRBRERES T RRERSKTH®R2HEET)
AT 775+ Cox Hefin¥— FEF L (LR 585
AxhEEEmIE E DM
X)) ¥ OO/ .
‘ $§%Ezﬁd§k (%/4F) S R
Jri—mxtoss S [95% 12 4 < ]
(n=637) (n=637)
HWEE RN A B 11 (1.26) 22 (2.61) 0.49 [0.24- 1.00]
HEWERIKEHMEE 12 16 (1.83) 24 (2.85) 0.65 [0.34- 1.22]
HEWERIKEEmE B 2P 19 (2.18) 25 (2.97) 0.74 [0.41- 1.34]
HIEWERI LG E B
iy 10 (1.15) 21 (2.49) 0.46 [0.22- 0.98]*
H P b 2 3(0.34) 4(0.47) 0.73 [0.16- 3.25]
MMM 2R (XA IE) 7 (0.80) 17 (2.02) 0.40 [0.17- 0.96]*
A B FEAE 1(0.11) 1(0.12) 0.99 [0.06-15.85]
A 2 3(0.34) 1(0.12) 2.93 [0.30-28.16]
IR 6 (0.69) 2(0.24) 2.97 [0.60-14.70]
/v/\‘f- PAA= =N ﬁ% 1 71- 7 \;(/X‘K
ERCRBEEORA &2 ST 5(0.57) 10 (1.19) 0.48 [0.16- 1.40]
(mRS:3-5)
IR 7 (0.80) 5(0.59) 1.37 [0.43- 4.31]

7o b a—VEAEHAMBBEREG T (GBRERSK TR 2ARET)

kT 51 - Cox Ll — REF L (L5 &
a WA, g MEIERIE 3.0 M A

s T 5HE) *p<0.05

b A, e PEIERRE, (O AREE S0 L SE




V. BICEEd 5

4k ]
LM TEEIMEEE (R UIER TIXAR W EEERAICHE S 22 5 i) ORBRZ, VA—n
TP AN 18.04%/4F, VAT 7 U UEE16.42%/FETHY , U NN—a XY DUNT 7 U KT D
FELMEDBEES Tz (N — R 1.11 [95% (54X M : 0.87-1.42] , FEHPE~— 2 2.0, p<0.001) .

LA R RN IE B O KSR T 2 ERZMMOREBLEIZZNZI 3.00%/4F KN 3.59%/4- T -

7= (ONF— K 0.85 [95%1E4EX [ : 0.50-1.43] ) ,

REMTEIMEEORBEREER
(EXGHMRXIEEKRTIFE VA ERKIIZRE & 45 Hm)

(%)
30
n=1,278
INY—REE:1.11[95%{E 58RI :0.87-142], p< 0001 (JELH)
2 20 -
i}
B
E
3
& 10 4
X Y|Vl <) M
— ) N—O
0 100 200 300 400 500 600 700 800 900
TP EEABFMACDBEH
YA—aFHAy 639 548 501 473 367 260 175 125 39 0
INTF) Y 639 551 504 461 350 241 170 117 35 0

LRV SR NRREREG T (RBRERSHK TR 2 AR ET)
fEdT 715« Cox BN — RETF L QR « &5/

TEMEEIMIER DM
S (%
TERREGIE (%) N
s S [95% {2 ]
(n=639) (n=639)

et EE I B 138 (18.04) 124 (16.42) 1.11 [0.87-1.42]
R M 26 (3.00) 30 (3.59) 0.85 [0.50-1.43]

2g/dL LA EDO~ET R EVEOIKT .
P S i 13 (1.49) 17 (2.03) 0.74 [0.36-1.53]
2 BN LA b oot f 78 24 55 7 1. 4(0.46) 6 (0.71) 0.65 [0.18-2.30]
HERRER ST 5 Hii 13 (1.49) 13 (1.54) 0.98 [0.45-2.11]
FER & 72 o 7= Hif 1(0.11) 3(0.35) 0.33 [0.03-3.14]
%ﬁ TRV AR IR & 72 2 119 (15.42) 99 (12.99) 1.20 [0.92-1.56]

LR S BRI RR R 5T
it 7k - Cox N — KET L (HLEE &5



V. iBRICEEd 5 HHE

2. ENETNH_ETRUITHRBLEGFE ROCKET AF : EE MR (B 11630)
BNEAT—4%) 1

ROCKET AF

A &, ZhasdtFE, |IEAL, ¥ 70 I —EIC X 2 THEREIG A N b Em
APATRE ] HE R

FESPIEE PR LS ANEN B 14264 B (D4, MifE, 75 Ll L BERFEO 55 2 DLl ED
YA &F/T D, IR MR P TIA/ S W IEERIE ORI E 2 H 5 BFH)

HMEICBITF A NA—aX P "o 0U LTy U AT AIESMERIET A &

FEFRE L FE MENIEE (14,26441)

1) /8—0F4/\220mg 1H1[H 27> (RERE)
(CLcr30-49mL/min : 15mg) (B42PT-INR : 2.0-3.0)
(7,131451) (7,13341)

Cler: JUFPF=UIYFTSUR
\

s U= FP N 20mg (7 LT F=27 VT T2 A 30-49mL/min O BFEIZIL 15mg)
EOUALT7 7 V7 TRR, bHWTHERE VLY 7V > (BEE PT-INR : 2.0-3.0)
R R_R—a XY R 7T RE2 1A 1EESL, KE 42 » AMBE LT,

EpRm P UE

28 o ST A PR AR E D FEBRIR 1 & A3 2 R BHEME O BB 5

AP St

1. MATENREIC % KT THEE OB AE, N LUEREET 54

2. AWPEOB A (B . FURBRESRETIHERE . MiZERAE, LD FIR, DIEER L) 12X 5
—iEELEHEITH D H O,

3. LEMEIED D WA LRI EZEFFL TS H D,

4. 7VvT7F =7 VT 7 A0FEME (Cockeroft-Gault OXIZ L W HH) 2% 30mL/min
KD b D,

A PERHAE

[ =2 Hih R H ]

- EE P ST A B R FE A E

(ARG H ]

- e B MEIERRIE ST 0 L SE

- EE . AR MEEERRE, DAEEE U0 SE

A E DA R

- EELBEREDRRA L 725 HAH (modified Rankin Scale : 3~5 i)
- BT

7 R L TR A
HH

TR L ST B R TRV ASER IR A I R & 72 % il *
¥ [VBQEBKT—2/\vsr—2) 0OEEZSH

Y G-I

UNR—a xR URE5722 H, VL7 7 U 5799 H

FAT

FHRMEFEERFEE B ICOW T, 7'a b a— LS ERNRRER S T (EBRERGKTH 2
HAET) OF—Z(ZEIE, UNR—aXHh 00U LTy U AT 5HLM [FELHMHE
~— v 1.46, FIAEKYEE 0.025, Cox Wl F— KET /L GEE K58 1 2%
AEESNTHA . RONEF CHRETIEZ Eh U, B RE Lz (WA EKE 0.05,
Cox Wf Y — RNETF /L (AR £58) 1 . OFIMETZEFHMIEE . QA ZMERIKET
MEE 1 (Had, S HEFERE XL OIMESE) . OFMERIKEHIEE 2 (e, 28
PEFEARE, DT OIMESE) . @2 (I 2 F TIELeaEfT o S8 M G 5 k%
HBETFTEM) . @ ITT ST SE/ 2R BRER)

LRI, BRI SERNEBRERE ST (BBRERGKTH%2BHET) OF—XI
Hox | Cox AT — REF L G 58 2 HO TGO k%17 - 7=,

FRNCHE SNV T I N—T M e LT, Fkn, B, (KE, BIRE, ORE0fa
DY AT RA-BNENT 24T - 72,




V. BICEEd 5

(B %hiE]

ANMEFTRE R H (M2 P SUT RS PEEARIE) ORIERIT, VU AA—a X U 1LT%/MAE, VT 7
UUBE 22%/FETHY, UV AR—ax P DTN 7 7 U Ak T 2 IEEERRFES N (Y — Rk
0.79 [95%1EHIXH : 0.66-0.96] , FIHHPE~— 2 1.46, p<0.001) .

IEEMENBRES N2 L h | BEMEIC OV T, FANCBUE L 72 22T e REMNRBRER 5 T ¢
DF R EEFME B OFRIEIC OV TIRIT L7z, ZORER, FRBERIT, VA= 2R 1.7%/
FLUNT 7 VB 22%IFETH Y HERENGED bz (O — R 0.79[95% 151X [ : 0.65-0.95],
Bt p=0.02)

B, MHERAENEMRT & LC, ITT £ SWTREDHT 217072 & 2 A, ARMEEEHBEE 0%
JERIL, VA= XY SR 21%/M4E, U7 7 U URE24%4ETH Y (A — K 0.88 [95% 5 HEIX
il :0.75-1.03] ) . Y77 U U BRICKT DIELMEDR R E NN (p<0.001) | EEEMEIZERD bt
ol (p=0.12) .

CZOEE L LT, IR 5 IR IR T 2 AR ERIE B OFRIEN, UL T 7 U URRICH AR Y R
—B XY ANUEETE L, BTSRRI DREHENA BN SN o T EE 2 DT,

AT EFMER (£HEBRAMZE C =)

FRIIER (%/F) NP R p fiE
JoN—m N AT [95%EMIKH] | Jegre | b
Za%ﬁié’;;iﬁé\% (1881/67958) (2412/'72004) 0.7910.66:0.96] | <0.001
éﬁgﬁfﬂ%ﬁ{ﬁ (1891/'77061) (2432/%2082) 0.79 0.65-0.95] 0.02
g;;ﬁf:;%ﬁ (2692/'71081) (3062/.74090) 0.88[0.75-1.03] | <0.001 ) 0.12
gféi 5 (fé;) (224%) 0.79 [0.66-0.96] 0.02
e @D ) 1.1010.79-1.52] 058

(O IR IIEFIENE I T F S RIE G S E 7~ T
Cox [HINY— FET N GEEE : BHE) . B, ITTEMICBT 2IRBRIER S T K OH 1% 13 post hoc fEHT
p EIEIEL M - Ak E, EEE - mRE




V. 1BRICEId 5 EHHA

A EIEIMEEORERESR

(RZER R L2 FHEERIE)
(%)

n=13,962

4 it e -4 4

NH—REE:0.79[95%{S#E X[ : 0.66-0.96], p<0.001 (FEL 1)

W7

— ) N—OH N\

0 120 240 360 480 600 720 840
A B E| T HVE %
i 54 - \EAZSASDOBE
JN—axH/\> 6958 6211 5786 5468 4406 3407 2472 1496
JILTFY) 7004 6327 5911 5542 4461 3478 2539 1538
7'u b a—VEGEMNGRERE T (RRERGKTH%2BEET)
it 775+ Cox Wiy — FETIL (LR HE5H)
A EEmIE E DM
y (%[
‘ %%%EWJ;& (%/4F) N
Ys—mEGsss | U7y ) [959% 12 41l p fit
(n=7061) (n=7082) !
HWERIKGHEEE 1 2 346 (3.11) 410 (3.63) 0.86 [0.74-0.99] 0.034
HMEREIREHEER 2 b 433 (3.91) 519 (4.62) 0.85 [0.74-0.96] 0.010
HEERI KM E B
Rpize 184 (1.65) 221 (1.96) 0.85 [0.70-1.03] 0.092
H P b 2 29 (0.26) 50 (0.44) 0.59 [0.37-0.93] 0.024
IR ZE T (A ZE) 149 (1.34) 161 (1.42) 0.94 [0.75-1.17] 0.581
4By P IERRIE 5(0.04) 22 (0.19) 0.23 [0.09-0.61] 0.003
N ES 101 (0.91) 126 (1.12) 0.81 [0.63-1.06] 0.121
DL 5 170 (1.53) 193 (1.71) 0.89 [0.73-1.10] 0.289
I 208 (1.87) 250 (2.21) 0.85 [0.70-1.02] 0.073

LA SERNGBEEER G T RBER G TR 2 AR £T)
fEdT 715« Cox BN — RET L QAR : &5

p AR E

a AT RS VMEEERE 30 M E

b A e PEIERE, (O AREE S0 B SE




V. BICEEd 5

st
G

e BEREAMR S H (FER 70 Hi ST E R TR WS ERRAYIC R & 72 2 i) OFIHRT, U —n

FHNCRELL9%AE TN T 7 U CRE14.5%/FE T o 7o (NP — FEH1.03[95% (5 #HX[#]:0.96-1.11])

ZEMETFEIMEIEE OMKERZ THLAERZMIMLD 55, 2g/dL L EO~EZ7 v B8O T2 H
MOFEHLRZ, VA= PR 28%/MAE, U7 7 U VB 2.3%/M4E (N — RN 1.22 [95% (5 HE X
il : 1.03-1.44] ) | 2 BZDL Lot 3L E e ik, 22 1.6%/4, 1.3%/MAF (A~ — R 1.25
[95% E#HIX[H] : 1.01-1.55] ) TdH o7z, —F, HEWHIMLIZ Y N—ua TP UFET 0.5%/M4F, U
77V RET 0.7%/4F (Y — RH 0.67 [95%(EHEXH : 0.47-0.93] ) | ZER & 2o 7o HiiLix, Zh

I 0.2%/M4E, 0.5%/M4F (NN — FE 0.50 [95%15#E X : 0.31-0.79] ) Th 7=,

ZeMTEFTMHIEE O
FLRBUEL (%/HF) PRSI

Vosmaxyss | U7 e fgsosfpgme | P

(n=7111) (n=7125) )
Lt BRI A 1475(14.9) 1449(14.5) [0 916913 1] 0.44
R i 395 (3.6) 386 (3.4) [0$%mﬂ 0.58

2g/dL Ll ED~F 7o BEDOKT 1.22
P 5 AL 305 (2.8) 254 (2.3) [1.03-1.44] 0.02
2 BT LA F O L5 6B A L 183 (1.6) 149 (1.3) 1o ss) 0.04
HHEZNEIC I T D 91 (0.8) 133(1.2) m%%gﬂ 0.007
BP9 H 55 (0.5) 84 (0.7) oo 0.02
FER & 7o 7= Hif 27 (0.2) 55 (0.5) mﬁ%ﬁm 0.003

HERTIERWAERICHEE 2% 1.04
o 1185(11.8) 1151(11.4) [0.96-1.13] 0.35

LA SERNGBEEER G T (RBEER G TR 2 AR £T)
fENTH7 1% © Cox HfIN— RETF L GG « F5HF)

p B AR E

Lk, ENEE IR T b o plif 2 . [ES4 S A

REBORBE L L2 2 A, MRBROREIZE

RWE BRI B & O 2 F R B I OW TR TH U | £ OO G RN L 2O AR F

WTH B RSN,

1) @FEFMBIENE L EMIEN R I8 1T B i LM 26 th R OVES By MEZERRE O FEAE N ]
AFNOAGEAER O EIL, HEE . BRACIEZY) S—a %90 L LT 15mg 4 1 B 1 BE%ICRAEST

b, B, BEEOH D BFICH LT, BHEEOEEICS U T10mg 1 H 1 EIZEET S, | THD,




V. iBRICEEd 5 HHE

(BPARMAREMRE GREPFFIRMASER UMM ZERTE) OBABERVBRERINE)
1. ERNFEMHEEFACIETRL TR LEEEER J-EINSTEIN PE R U DVT19~10)

o

R4

J-EINSTEIN PE (35 15960)

| J-EINSTEIN DVT (8 14568)

REBRT YA v

Zhiak b, M4, B (J-EINSTEIN DVT O# 5544 3 #@RIL Y S —m 43

MERH O —EER)  FEFRAM, ERT

AP, ATHE R SRR

PSES

AAANDAPHERN: PE 8% (EMME DVT
DOHF L 7a) 40 4

HARANOEVEEGEME DVT B8 (EEME PE
ZEb 72U 60

H Y

HARANDOAMIEGEN PE BEICBITS U N
—a XY DFMME L et & RS~

HARANOAMEEGEME DVT BFICBIT 5 U A
— XN DOERNNE & e A RSy o~

RY NIV T 7 ) & BRHTT 5 2 &

WRYNONT 7 UL HRETT 52 &

Jiik

™

J-EINSTEIN PE

=0 F 4,3 15mg*
1H2E
Ay |

Ll |

Y A—0FHs3215mg
1818

AMERE(RIEPE
(EEEDVTOREEMbALY)
n=40

A
>

38R

J-EINSTEIN DVT

A IRIEDVT
(EIRTEPEZ fEh L)
n=60

(W N—D s UBm BRasmspiEa)

FEREHIM : 3,6 X120 AR

RFERE. A8, BERZIY A HAT4SHRILIAOIEORBEEREIC & ZARIEATRELE Lz,
*:JEINSTEIN DVTIZDWTI10mgRH Y . #5BA3EMIE ) S—n 39/ o ORAEHM (10mgh & 15mg

L ox-EEH )

U= XY oNUREE, O 3 LY S—nrm %93 (J-EINSTEIN PE : 15mg,
J-EINSTEIN DVT : 10*Xi% 15mg) % 1 A 2[E, ZD#%i% 15mg # 1 A 1 [A&%RED
BhHE L,

-% FEASY T T 7 U URRE, D7 E b 5 BEIEREA~RY > [aPTT 28

T%@L525hfmgﬁm]%%WWE5L\UN7TUVﬁUWAﬁD&53

@W%TTPTmRﬁ2E@ﬁflﬁukkﬁot%\7»77UVﬁUWA%@&5
(B PT-INR : 1.5-2.5) & L7=,

s TERGHMIX, Ex OBEOY R T TR O Lo FEE
EETOHEIZ LD 3, 6 T 12 » AL &hr-,
CBEKTH 30 HME 74 n—T7 v IR L LTz,

*10mgl H 2 FEIFEIE, 15mgl A 2 GO 2 /HERT 2 B THRE SN,

PRIZHED & BRSBTS

EEVASE /AP 0

SEMME DVT OF L bR WEMERNME | JEGRME PE Z bRV EMEERMT L DVT
PE LHEERZW SN H D LEERZH ST H O

ERA P4 St

+ BIfE® PE/DVT {8 O 7= DI AR EN . TREART 1 L2 —BE, IARERERIC L5
BREZZIT 0D

« PE/DVT LSt B # 2 v KAEFE OIS B 5

o VR EIET 48 B 2B X DIRIEHEO~Y v (B 7B~ v EET)

s THUHENY X ADEEE.

o EEEAEINET 2 BILL Eo b # I v KRS

s VLT F=r 7 VT T A 30mL/min A

s BRRIICTRE & n D IFREE (RPERFZL, BIEOTREIERFZS, FFEZ 7R &) 3T ALT 23
HHLHEE LR 3B 2 D

A PERHA

[ EEFHmE A ]

JEGN: VTE OF% UEfENE DVT XUSERENE PE GEBSER L OBER) DA

(7272 L PE OA[REMENRTE TE 2 WERIKARHDE T 2 &) ]

(Bl mIE A ]

- RS BB ARG 21 A 1% 0 i R A ) S+

- TRBRIE T ER 58 T RO M o ARG D AL
‘%i?m&@%ﬁ¢@ﬁﬁéVﬂ&2iﬂrﬁé@mﬁ@@EM@@A

* VTE BE TOEGZKICES < MREREIZ W T, 2 ¥ 7 U v ARERARICE W
T\f@$WE®ﬁ%&W%?6:&ﬁ%éﬂfw&




V. BICEEd 5

AV E B | BRI ST E KR TIZ AR WS ERRAVICRIE & 72 2 i

HAH *. VB )ERT—2/3vy 75— 0B25M]
SRR B R U= R URE 204.7 H U R—o 30 10/15 #£ 191.8 B,

KB A~SRY )T T7 7 ) 2130 H 15/15 #f 186.8 H.

RSB~ )TV T7 7 ) UFE192.1 H
AT E ] HATICHRERT — X OMEMT 21T O T ENBE SN TV, B OV 4t E 3R
HHICH LT, A0 FEREESDOSHETEE L BN EHEEKM ARG ICEH L, F

To R O R BUAE OZIZ OV T H SHEEM L O 95%F X M & FiH Uiz,

(i) ERNFEOMAAER (J-EINSTEIN PE XU DVT] D#fAEH 1©

[ 2htE]
AWEEEFEEE  GE@EYE VIE OF%) 1%, TERGHRKE T ETIZY N—r %43 15/15 B
® DVT %%‘ 16 (1.8%) [ZRD B, U = X430 10/15 BELORSHEASY /T 0T 7 )
VEETCITIRD b o T,

AYMETETAEER
(J-EINSTEIN PE U DVT O#ET—4 )

FLIEIEFE(%)
YR Y
10mg 1 H 2 [&] 15mg 1 A 2 [d] P RITBA~/RY
N5mg1 A 1 | /15mg1H 1A (£_7§ 19VT 7Y v
(n=23) (n=55) i
SEMENE VTE O3 0 (0.0) 1(1.8)* 1(1.3) 0 (0.0)

ITT AT R SE M/ ER S5 H (3, 6 X 12 % AR
*FEEME VIE O3, J-EINSTEIN DVT #Bi o 15/15 BEIZ I T 25 filH 1 4] (4.0%) 12288 B,
J-EINSTEIN PE #&Er > 15/15 # 30 #2138 SN0 -7,

F7o. AMERIEHmIE B IZBE T 5 A2 OFHlIC I8 ) T IRBRER -5 21 H &Il
B BIVTIEG OEIAIL, U N—a PN 10/15 8 T17.4%, U /N—1 453 15/15 8T 30.8%.
KRITBANY TN T 7 ) T 15.8% TH Y . TEKGHMKE TR TIL, U 3—mFH 3 10/15
FET 50.0%., U N—mFH,30 15/15 BET 66.7%. K7 E~Y /T N7 7 U VBT 31.6% Th >
77




V. 1BRICEId 5 EHHA

BSHMRIREHMEIER (BBRIES 554 21 H#% O AR RHEI R K OVEBRIER 5544 21 H#% O M2k
HED AR ER I T B 544 T B o0 IR 7 oD A5 o0 A L)
[J-EINSTEIN PE R U' DVT O#i&T—4%1]

SEBIE (%)

UoN—pm N

KO E Y

10mg 1 H 2 A 15mg 1 H 2 [A] = N

/15mgg1 H 1M /15mgg1 H 1M =RE oz
Be 5544 21 A (n=23) (n=52) (n=75) (n=19)
ot (ATl kE Te) 18 (78.3) 45 (86.5) 63 (84.0) 17 (89.5)
IRENEEN 4(17.4) 16 (30.8) 20 (26.7) 3(15.8)
Zibia L 4(17.4) 5(9.6) 9(12.0) 2 (10.5)
b 1(4.3) 2(3.8) 3(4.0) 0 (0.0)
FER G IR TR (n=20) (n=51) (n=71) (n=19)
W (MR AETe) 20 (100.0) 48 (94.1) 68 (95.8) 17 (89.5)
IRENEEN 10 (50.0) 34 (66.7) 44 (62.0) 6 (31.6)
i L 0(0.0) 2(3.9) 2(2.8) 1(5.3)
Bk 0 (0.0) 1 (2.0 1(1.4) 1 (5.3)

ITT fi##rxt G4ER/ T ER G4 (3. 6 XX 12 » AR

EABE A (CUS) MOA/SA T CT A% x> (sCT) FEROHATEAN
MATEL]  THREEUIOWTIIZ S MRE R H R

Mk 0 T - fivd b i, U hnsndeE Uilr oE (b7 L
k7L @ TR - fiivwdFh e 2 b7z L

o (TR N - AN B g WA RV/Y: ¥ |

[ Z24t])

APEFEEMEE (BRI ITE R TIEAWDSERICRIEE 22 4 i) OFRBEEESIZ., VA
— 2PN 10/15 FET 18.6%., U N—a FH N 15/15 BET 5.5%. ROWEA~NRY /T LT 7 U v
HETIE53% ThH-oTo, BEMEEFMEE OMBEERTHLIERLMMIZ, VA A—aXH UKL

VBRSEANY )TN T 7 U P BEEONTHICBWTHERD LI o T,

7S
7S

TEMEETMIER DM
(J-EINSTEINPE XU DVT O#i&T—% ]
FH R EIE (%)
UoR—nm N
ROEA~XY
omglA2E [ 1mglH2E [ oo | ooy
(n=22) (n=55) B
7 N ECAAAYA
%%ﬁfg&éﬁfﬁfﬁ 203 3(13.6) 3(5.5) 6 (7.8) 1(5.3)
A7 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N e AV 1
%gg;jmf VBRI R 3(13.6) 3 (5.5) 6(7.9) 1.3
b ERTE R i 1(4.5) 0 (0.0) 1(1.3) 0 (0.0)
TERYEAL A Hafn. 1(4.5) 1(1.8) 2 (2.6) 0 (0.0)
AR A o R 0 (0.0) 1(1.8) 1(1.3) 1(5.3)
%gg{ﬂfﬁfﬁﬁwu% 1(4.5) 1(1.8) 2(2.6) 0(0.0)

LAV SREFNRRER G T (GBRERSHK TR 2 AR ET)

) @FRMARIEMAE (GRS FIRMARAE & OVl AR ZEMRAE) DR OF-F il
AFNOFERAEROCHEE, TEF . BRI ERR AR AE S0 i FERAE 28 5E % O 9T 3 18
T Y N—m % N L LT 1mg % 1 H 2 BEEBHZICERAKREG L, T0O%IL15mg % 1 H 1 [BE&#%
WA G5 15, | Thd,



V. BICEEd 5

(i) EWNE IR (J-EINSTEIN PE] 19

(A %]

AROMEEEFHGIEE  GEGENME VIE OfF%) 1L, PERSHIRK TETIZ ) A= TP ANUREROR
DAY )TN T 7 ) CREOWNT BN T HRBO B o7,

At T EMEIE R

FLIIEGIE(%)

ROy EA~IRY
/975U (n=T)
JEEME VIE O3 0 (0.0) 0

ITT fENT RIS/ TEH 53R (3, 6 X% 12 » AR)

U 8—nm ¥ 43 (n=30)

[Ze4k]
eV FEIMEEE (FEAZ MM XL EKR TIEZR WA EERACRIE L 225 i) 13, UV 8—o 93
CHE30 B 16 (3.3%) IO BNz, RGBT U NT 7 ) CFETITRE O bR noTz,

Ak EEEEME H O E R TH HEARMMIL, U S—a FF SRR ORSE A~ /T L
77 UV BHEOWTIUZEB N T LR biveho Tz,

ZeMEFEFTMIEE DM
FLIEENE(%)

. . ISTAIY

U/“&Z;XV\/ iii5779:/
(n="7)
FRZR M SOZE KR TR WS EREACRIE & 72 5 i 1(3.3) 0
iGN iilg 0(0.0) 0
BERTITR WA ERRAYICIRE & 72 2 Hif 1(3.3) 0
FRAEBAL B OVEFHEBAL LS D B RE + B H i 1(3.3) 0

LR R SRR G T (BB R G T% 2 AH £T)

) @FRIMARIERRIE (BEHTFRIRMARAE K OVl AR TEARRAE) DRI M ONFHE
AROARREROCHAET, B, BT IR MARAE X e ZEARiERAE % O] 3 BRI Y
N FP L LT 1smg %2 1 B 2RE#ZICRAFTRS L, 0%I% 15mg % 1 A 1 [HARICROEE
35, ] Thd,



V. 1BRICEId 5 EHHA

(iii) EWNEMMAEHER (J-EINSTEIN DVT] 19

[ 2hhE]

GRVEFERMEEE (EMEME VIE OFR) (X, TERGHMKE T ETIZY N—r %93 15/15 #
T1H] (4.0%) ([ZRD B, U =330 10/15 BER SR HEA~ R /T VT 7 U UBECHERE

O LN INo T,
A EEITEIER
FRIIEBIE (%)
U—u N
RIyHEA~RY
/15mg 1 H 1 [A] /15mg 1 H 1 [A] (n=48) (n=12)
(n=23) (n=25) n=
JEMENE VTE O3 0 (0.0) 1 (4.0) 1(2.1) 0 (0.0)

ITT fifAT % GAER/ T E & 51/ (3, 6 %12 » A M)

(24 ]

LAV EEIMAEE (EAA i ITE KR TR WS EEEANCRIE & 25 i) 1, VA= Fg
> 10/15 BET 3 451l (13.6%) . 15/15 BET2 il (8.0%) . R/ EI~NY /DT 7 U UFET 141 (8.3%)
IZERD BTz, BT EFEE O E R TH o2 E R MM, U S—8 %P S U R OS5
ASRY TN T 7 ) CHEOWTIUCE N T HRBO bR ol

TE&MF EETHIE B 0
ELREBHE(%)
e SN
/15mg1 H 1[7] /15mg1 H 1[7] (n=47) (h=12)
(n=22) (n=25) n=
K7 i XL E K T 72 W 3
e 3(13.6) 2 (8.0) 5(10.6) 1(8.3)

K72 i 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

R TIRAR VAN EE R A R RE &

7o 7 HUIML 3(13.6) 2 (8.0) 5(10.6) 1(8.3)
b ERTE R i 1(4.5) 0 (0.0) 1(2.1) 0 (0.0)
TERYEAL R Haf 1(4.5) 1(4.0) 2 (4.3) 0 (0.0)
PA] AR A I R 0 (0.0) 1(4.0) 1(2.1) 1(8.3)
FRAM AL Ky OSSR EBAT LLS D
o - L 1(4.5) 0 (0.0) 1(2.1) 0 (0.0)

LAV GEHRRER G T (GREERGK THR2 AR ET)

1) @FRMARIERIE (UEHFIRIMARAE B O AR FEARSE)  DTEEE I OV F8 il
AFNOFERAEROCHEE,  TEF . BRI ERR AR AE S0 ke ZERAE 28 AE ORI 8 @ fix U
N—m PN L LT 15mg 21 H2 [AIBZICEOKRE L. Z0%IT 16mg 2 1 H1 FIRZIENEET 5,
Thb,



V.

IERRICBE 5 IHH

2. ESNVEMEEMERLETRIITRRE LB EINSTEIN-PE R U DVT : 3ES14EER
(HEAT—4) 17.19.19

R4

EINSTEIN-PE (7% 11702-PE)

EINSTEIN-DVT (G 11702-DVT)

THA

Sfiaedtlml, WOERAL, FEEM. IR, SRR, MATRER L, A N b IR

PERRRIERR

H%

PSES

SVEREEEVE PE B GEMEME DVT of &4/
D7) 4833

SUWEEENE DVT B3 GEWEMYE PE 21Eb 72
3449

H Y

2MEREME PE BEIZRBIT D Y N—a i
DOHEDMEEBEEE IRy T E~N) V/EH
VKPR L RS 2 b

BPEIEEEME DVT BEICBIT 2 U A—m F 4
PO L e o e 0 R i SO A e
UKL BT 2 &

Ttk

Y \—OFH/3215mg )

182[E

1) N—BF4/3220mg
181[E

EINSTEIN-PE

SR IEPE

GESRMEDVTOERZMDALY)
n=4,833

EINSTEIN-DVT A, 945 4>

DI ER5BRHES TR A/
SEREIEMEDVT /d+|:“7=;K#*?E¥§’fﬁT :
(ERIEPEE b ALY Bl >

n=3,449 PTINRZ2.0TE 23U Kis Hi5E 8 (Z58 B422.0-3.0)

FERSHAM : 3, 6XIF121 AR

R: &AL, 46, BELZIY M TAT4SEMLINOER ORREIEIC & ZAHFIETHEE Lz,
* ERFREANRY T/ X582 (RHEPEDVTDARE L TIEARIERRR)
E#4 2 UKEREE: 7L 7 7 ) > XiFacenocoumarol (FRFREKEE)

J

< UN—m RO RE, M1 3 BRI Y N—a PN 15mg 2 1 B 2 B, D13 20mg
1R 1E8a%REAO#RE L L,

AR TFEANY e X 2 KK (VKA) BEE, A< vl 5 AfiZ 2 980 >
F YT A Imgkg & 1 H 2EETFHRE L, B4 3 KEFEREAHRE L ofH T < PT-INR
N2 EHERET20 L EE o2, X 2 KEPUREM&ES (HZ PT-INR: 2.0-3.0) &L
7=,

s PEBRSHIMIZ., (#Hx OBRFED U X7 FHEE OO TREEIC RS & | MAELA BRI ERT D
HIEHZ XD 3, 6 T 12 » AR L -,

E7
B SLvE

JEMEME DVT O A 2 D 72 WAMEREWE PE | JEGME PE 2 fEb e APERIELAL DVT &
LHEERWT SN H D EZR S NTZH D

E7
bRk HEUE

- BIED PE/DVT IHEO = OIZIMAREREN, FTREIRT 4 V7 —HE, IRREANC L 2R
EZIFTWD

« PEDVT LSk v % 3 o KAEHIEOBEISN H 5

- EVEAEITRT 48 B 2B 2 DI ED A~ o (BT BN U EET) 17+ &%)
X7 ADEE

< EEAEIFRT 2 BILL EO B I v K FEFTERE S

s JVLTF =07 VT T A 30mL/min K

- BRRAOICRIRE & 72 DTS (BT, B TREEF 2.
HEE LR 35225

FFREZE 72 &) X% ALT 2k A

A REREA
HH

[EZ=EHmEE ]

JEMEME VTE O3 Ve DVT UTEEN: PE GEBSER KR OHIER) B4 (272L PE®

AREMED G E CTX 2 WREAARHOE T &) ]
BIAEME A ]

- JEfEME VIE UEf@EME DVT UERNE PE GEBGER) ] IEstTodEs

- A I B OB AERRER T EX i oEA

- B BRI IE B O EREESR, BRI, DM, OEZE, R R AR o ST e
AR R ERIE DA

(=Rt H ]

R ML ST E R TIZ ARV DS ERRAVIC RIS & 72 2 i *

o (VB BRRT—21\v7r—2) ORZZMR
AU H ]

- RIELT




V. iBRICEEd 5 HHE

SDMEFES (LMESE, OFREZE, PR AR oS3 AR R ZEARTE)

* BRI IR A A
R UoSi—nm 98 2169 H UoSi—nm N8 1944 H
F 5] B~ VIVKA BE 2149 H Koy~ U VKA B 188.2 H
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ITT fENTRISERTERSHM, ZRMEOMITIXHRNRE S - 2RI R GBI R 53
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R—2 T A VREOIEEWEEMEEE O F 1K)

BT EFEE B O F M

ELIIERE (%)
. BB~ v NP — Rl
S N [95% I3 4]
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JEMEM: PE 23 (1.0) 20 (0.8) —
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N— 2T A R OTEEVE NS O A 1)



V.

IERRICBE 5 IHH

TEE EHTlEE O
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RN 0(0.0) 3(0.1) —
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ITT fEAT <G LT e 58 (3, 6 XX 12 » A)

R . TERGHAR (3, 6 X 12 » A) @& LZER Cox i — FEF /L (GLZER B ERHED
N—= 2T A REOTEEIPEENEE R O A )

*E PR PE X% PE O R[EEMENEE CTE 2 WIRIKRAH DT

R

\



V.

IERRICBE 5 IHH

[Z4t]
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fiRAT R AMEEEFMIE B 2D\, ITT AT SRR/ T E& G MO T — 2 IchkoS% | U 3—
0 X YN DT T BRI HEENE [T EKYE 0.05, TE#KGHIH (6 XXX 12 » A)
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WZHOWTOE-M [MAAEEKE 0.05, TERERGHM (6 Xix 12 » A) ZEE L-/Eh]
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FRAE LTz, BT, RAMMATIH S ERNRRIEE S TOT — X I12E5%  BRIL 72 Cox
BB — RET A E AW CERGHB O EIT o720, 77 2R CEA R I A B
L7p/no 72728, exact log rank #7E & H\V iz,

[f%htE]
AT EEE B GEBEME VIE OfF5) OFREFS T, U A= T8 1.3%., 77 B AREE7.1%
ToH Y. JEBENE VTE GEFEM DVT SUMERENE PE) OFEHMHIZOVWT, U AA—mExH Ao I¢
KT DB REES e (O F— RE0.18 [95%E#E XM : 0.09-0.39] , p<0.001) .

A ERFEER OREREER
CERMERIRMAZZEEE (VIE) OFH]

A
- O
@ o

<

n=1,196
1249 NY—Kt:0.18[95%1E#E X :0.09-0.39], p<0.001 — J5tR
— ) N—OFHNN

© o =
L1

8_

4 I e 8 4 3o 48

3—.
5 I_I—I_
]_
0= T T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 360
I - BEAETALDBEE
JN—aFH/\> 602 590 583 573 552 503 482 171 138 132 114 92 81
TS5tR 594 582 570 555 522 468 444 164 138 133 110 93 85
ITT fEdT 4

AT 15 - PER G-I (6 XX 12 » A) &8 & L72JER Cox BN — FET L (LR « B5H K ORTAR
(U _N—m X P 3 VKA) ]



V. BICEEd 5

[Ze4x1E]
LAMEERHMEEE (EXAHM) ORHABIGE, UV AA—a P38 0.7%, 77 AR 0.0%TH
olce U A—m YU RETRO bz 4 B 3 BITHALAE HifL, 1 FITAREZ TH -7z,

T METHIEE O
FHREEHIEE (%)
U_—m N 7R
(n=598) (n=590)
B R GHILE B
7 L S Gl 7 33 B AR AU LR & 72 % A 36 (6.0 7(1.2)
EHELE
e L 4(0.7) 0 (0.0)
FEIR & 70 7= I 0 (0.0) 0 (0.0)
FHE R RAC 3T 5 i 0 (0.0) 0 (0.0)
2g/dL LLED~EZ v v o BIER T 2L 9 Hifnd 5
2 WAL OB 472 401 000
BER TRV EERAICHIE & 72 5 Ml 32 (5.4) 7(1.2)

LEVERAT R SEEHINRRE R G T (R GR TH% 2 AR £ T)

) @FARMARZERIE (EEFFIRMARAE & O AR ZEARIE) DRI K V3 P
ARNOABAERL ORI, DB RATRE R AR AE I fie ZE e S AE % ORHT 3 WML
N—axH AN e L T1mg & 1 H 2EEHICROKE L, £20#%IE 15mg % 1 H 1 HEERIRO#KET
%, ] ThHD,

2) REMEHER
LR L



V. 1BRICEId 5 EHHA

(G)EHE - RAERIGER
D BESHELNRE LI-HEEREHE (58 11325) 2
60 ik LA B> H AR NERE R B2 64 Il Y N—1r 33010, 20, 30 XN 40mg L7 7 B A2 Hl &%
ICHERRO#E L, ZOREER, U AN—a X330 L OREBEGENGE CE WA ESRGL 30mg #£ T 4
Bl CEL, WErk, M7 27 —BHEME) | 40mg FET 2 F (MF 7 B oI, R (2780 5
NI, WINBRETH Y | HEUIRKMICHBE L 25 AEFRIIBO N R o1, B, mHE
TOMEIKGFHIRS)FEH T A =2 O EANTRENIehr ol 2 Lvh | 50mg #5135 S e o7z,

Q EEEHEENRE LEREREHER (518 12026) 22
65 L B H AR NGRS £c 36 FllC ) N—m 93010, 15 KT 20mg & 1 H 1[0 7 HEERA
Beh Uiz, TOREE, Vo x—a x4 30 L ORERBGEDSEE TX WA EFERIL 10mg BT 161 (FHI) |
20mg #ET 141 [ALT, 7ANXT XU N T AT I —8 (AST) ] IZ@ED LN, Wb
ETHY ., EEXIIERMICHEE 25 HEFLITBO N T,

(%)
(DERBEE)

ENEIAHRER (G 12620 : J-ROCKET AF) I\Z351) 5N b UL T OSSR S b7,

@ BEEEEE
ENFEMHRBROR—2 T A VICHEERRE (VL T7F=027 YT 70 A 30~49mL/min) #HF
HIER (n=141) 1%, UV "—uaFH$ U0 fEZ 10mg & Lz, 2 OEFNZIS T 522 F Bl hE
H ORBLR (27.76%/4F) 1%, 16mg A3 F G S 7z EH BB RE 388 & H 85 (50mL/min P |-, n=498)
DI (15.64%/4F) IZH_EETH o7, VA7 7 U RO P EEFREEBE BT 2 58BL% (22.85%
M) LHARTHLREMETH -2, mERARMMOFIEICAEILRD o7,
B, ZVTF=27 VT T A 15mLimin Kl O BE TG L TR,



V. BICEEd 5

@ =EE
E N ITARRBR BV T, 75 LA E DA E (n=252) 1281 5 &M EEHEIE B O RBHE (25.05%
1) 1L TH AR O LR (n=387) TOHBLE (14.18%/4F) ITHREE TH -7, VL7 7 U U
BT D 75 mlh LOE SR (n=246) TOIHBLFE (16.95%/4F) L THEMETH 7223, BHENH
MOFBBERIT Y N—a TN RETED o T2,
—J5, 15 LA ETOFIMEEERMEEH ORIER (2.18%/4F) 1%, 75 MR ORIEF (0.72%/4F) &L
REETHoTZ, UALT 7 U RSB S 756 mlh LOMHSEMA TORIER (4.25%/4F) & H~MEET
HoT,

ERNENHERARICE TS0 KEMNENT (Finhl)

AMMEFETMIEE T2 MEHEIER
10 1 IMvs—oxys 30 1 EEV/is—oEyIs p=0042 (REfFR)
[ e Eon77uy [1.02-2.16]
— 1
8 4
~ /\20 7
6 p=0.823 (X E{ER) J
z 020-1271 <
@- — e
® 4 - p=0.042 (EE{ER)
0.44 10 1 1.51
[0.13-1.42] 0.49 [0.68-3.32]
ol T 1 [0.23-1.05] —
s 501
g 329
0- (38764) (391f4) (2506) (2464) 0- (38781) (393f) (252f4) (246#1) (387#1) (393M) (2526) (246f1)
T5RAKH 75&LE T5RAKH 75k E T5mAk R 5L
BEAREESHERE EX4dm EXLHMRIE
BRNICRHREE LM
[ZeHEEFMAL ]

(%)L, BE 100 A47=0 O 1HEBICA Xy bRRAT 85K EZ L, UTORICEVEELE,
(%)= (A R b 388 U T R B0 - 055 O 281 B 5 DA 7F1H)x100%365.25
NP — R E[95% (5 EHIX ]



. IGPRICBId DI

Q) EKRE
[E N AR RBR BV T, 50kg LA T OESER (n=57) 28T 5 LM EEMIE R ORBE (43.99%
1) 1%, 50kg iz 23 EH] (n=582) TOHHLR (16.22%/4F) I[Zlh_EETH T, VL7 7 »
REICB T D 50kg LU FOE34ER (n=74) TORBLE (16.52%/4F) LEXTHEETH 72, BHEN
HI A5 o B R 22 i D BRI 1L 22 o 7=, — 5. 50kg LA F CORZEFEEMEIE H OFIER (1.50%
1) 1%, 50kg % % D CTORIER (1.24%/4F) LH_EE THo72M, VA7 7 U UBHCEBT 5 50kg
LLF O ERTORIER (5.30%/4F) L HANEETH -T2,

ERNENHERARICE TS0 KEMNET (KER)

At ERFTEEER REMTEER
=0.010 (XE{EF
101 Ells—osyie 50 1 EElVs-oevIe ’ [1.25°4 90]
B w77y 7779 -
8 40 1
p=0.569 (XE{ER)
#6- 0.28 -
o [003-2.36] 30 -
S =
& A
Bt 1.00
4 >
0.55 p=0.406 (RE{ER)
[0.25-1.20] 1465
27 104 o079 [0.37-5.84]
0.45-1.39]
S 6.24
0l 74 351 424
(580f) (563 (578)  (748) 0- (582f) (565@) (5760) (7480 (582f) (565M) (57@) (7480
50kg## 50kglA’F 50kgi8 50kgll'F 50kgid 50kgLlF
BFEhR 2RI E EXLitim BEALHMR I
EREREYICRIEE 3 M
(R EIRRHEEE]

(%L, BFE 100 A7 0 LAEBICA Xy bR TBEHEZTRL, UTFTORICEVEE L,
(W 1HE)= (1 X N &I U I R B 505 R O 28122 B B0 A FHXx100x365.25
NP — RE[95% 13 18 X ]

@ FFEE
EIN K& OEA B IR BV T ERARATRE (BT, BMIEEIEATR .. IFIEZES%E) U3 ALT 234
HEME EIRD 354 B2 2 BFIIBS LcTod, ZHUOOBFICHT LT —ZIIHB 6 TR,

(6);A8 A% A
1) EARERE (—REAKERE. RECRARERE. FRABBLERE) . HERFTRT —FX—RH
. RERTRERABRORE
A EER L

2) RREHLLTERETENDARRIIRE L -AE - HBROME
BRI L

(N ZF Dt
B R L



VI. SR+ 5

VI.EZNEEIZEY 5IEH

1. FEEZPHICEEH DILEYRITILEYEE
T )XY RN F NI DA, THHFRIXIAFTRNITA ULTZ 7Y AV OA XEH T 2T T

— " AKX AR R, T ES N = RSNV U VR KR

EE : BEOH LBV OMREUIIRF L, BHOEBFRILEEZRT D L,

2. IR
(L)/ERERGL - fERBER 29

TEMAL IR EERE 2 X K1 (55 Xa [R7) 1%, NIRR K OSMESREEE B 2 & — R OAYEAIALE T 2 EEE R 1T

BV MEEEE OGO L7 &EE Ao Tng, B a7 7 —EBThoHE XallFiX, mr o vy

BB L, ZORER, FXalT 10 7I2XY 1000 53T ED v s B U g Ihd,

U R—m N3, BRARGIZRY . BIROEEAICIERER X O 7w e o e — B E A KR

AHOE Xa K7 OIEWNLICHREART D22 E CIREREL, har e roLka sl 2 2 & ChgtEER

RS D,
I & 28 E 1
HEZR RER
BVISET | XET —> BXET | PReRT
HERET i %:Ymag]j
UUREE = JUREE
Ca?* Ca?
Fsﬁ?ﬁf’ﬁﬁﬁﬁ! ‘ E*ﬁfﬁﬁﬁ’ﬂ
%Xa % lllllllll ak 73 F----n-' ""“X ;
BEEH -7 FrOVEY L % xi'.; | %Bﬂa%‘ﬁll
UUREE f
Jokoor—4Y PVaRk+—3FXaAF
#EK Ca?
| JOrOVEY => rOVEY |
—> EHL A |
R (G459 75> => F459




VI. HELh3KECBA 4 5 IE A

QEMEEN T HHAERIE
1) £ b5 Xa AFREEER 20
bt M Xa R0k LT, U =1 S R EER AR5 Xa (A7 2 BEFE L, BLE E% (Ki) {513 0.4nM
ThHoTl,
Fo, U -3, P ESRE T e e B — B EEERESEOE Xa @ik b be
VB AR R PR L £ D 50%PAFIRE (ICs0) 1%, £ 241 0.70M K T* 2.1nM Th - 72,

EFEXaBFRUVTA MOV EF—EESKERITHT T HEEER

100=

i
RS

80 =
;\; 60=—
B
o 40—
=

- U5 Xa [EF
20=—
....... -@ . 70OV EF—EEER
------ P19 {E £ SEM
0 . T
001 01 1 10 100

YNN—OFHN\EE (nM)

2) thdt) o TaTF7—EITxd 5RINMESER 20

UR—m P83 00F 28 OV 69uM (10 &Y 30mg/L) ORET, R T U ROB Y 7 LA OiEES
BRI L722Y, B ComBEh e 0.58uM (238ug/L, 15mg 1 H 1 [E% 85 L7ZFEED Cmax (ZFHY)
ICHRERETH Y | BRIZBWTEELZ KT T X0 REATIERr oo, 28 VIa K+, FXa KF,
frrey, 77230 W7 e T A v CHIZH LT, U AA—a X 3B L2 RITE ol
Mae LT, brrErZE oL stmot) r7ur7—RBIics LT, U AA—aXPh U MERT S
TREEITE Xa RFIT/ER T 2IREE & B2 & 10000 f52L EOBE R H Y | 5 Xa K125 2 s @R
DRERD LT,

3) £ FE XaAFITHT HfEE R U MEHERE 29
U= XY NAEE TR OIEFEE FICHB T D ME Xa RFI2 K DG REE ONKSMRIERE D DR L
72V = R D Xa k1 & OFEEIEE EH (kon) 13 1.7X107M 11 FRBEH B (Kott) 13 5X1073871,
WHIRE A FHGERERD L 200 B CTH o 72,



VI. S FEMIZ B4 55

4) PuEREER 20
b FEOSEEYOMBEIZIBWNT, U A—a 337 e ha B U mlE (PT) ROVEMEEHS e v
AT T AFRE (aPTT) ZEE SH, b MFICBWCEERFMZ 2 FIEE IS5 DL ERRER
0.23 %0} 0.69uM Th - 7=,

PTRUaPTT 2 EERESEADICHELZYN—OFHN\VEE

BEFEIRFH] 2 5 SRR A (WM)
PT aPTT
= 0.23%0.02 0.69%0.09
ZAvkes 0.12+0.01 1.97+0.49
2 0.30+0.02 2.09%0.19
~ TR 0.15+0.02 0.57%0.10
A X 0.23%0.03 1.19+0.17

Mean+SEM (n=4-12)

5) MiREE TIVIZE T inmieiER
D F v MEMIEE SR IR CEARMAZE € TIL 20
7w b (Wistar) OFFRK OCBHBNRICHEBAIEG E 202 TR RGER LizE T v 2 T, A
— XN A RO LIZEO MR EIIEIERIZOWT, =/ 330 UEIRNEES: & g L7,
U n—nm 2o I BRI iR EE 2K T S, 50% A% & (EDso) 135k T 2mg/kg, Bk
TIL 10mg/kg THho7z, =/ ) U FEEICIREELS KT I, EDso 2V T 1~3mg/kg
ThoT,

J v MEBMGEFRORERETILISHT 5/ER

S| & AR DR (%)*

(B 5 ) (mg/kg) BRIk FE R

1 407 12*15

Y S— 1 32 (po) 3 61+12 34+16
10 80*5 51*+14

1 44+8 20+20

= % H 2 (i) 3 73+ 15 89+7
10 71%x17 88+9

U= m 4T AERE S 90 23, T/ F 48U T 16 Rlic S
Mean+SEM (n=18-20). * : %change of vehicle control




VI. HELh3KECBA 4 5 IE A

@ S v FEEAR S - MiE A SE E T )L 2027
7 v b (Wistar) §Ik 2 - mPEMARIEET LV E AT, U =m0 ZE RN S L 7B o e
TERAMHIERIC OWT, =/ 33U UE RN S & ik Lz, U S —a o8 3 FE pk 2 #dl L,
Z® EDso % 0.1mg/kg Th o7, F7o, HEKFIICE Xa HHIEEEZREL, PT ZIEE I, =
J Y8 b AR AR TR & 4] L. EDso 12 0.04mg/kg T~ 7228, 55 Xa HFEMEICH LT,
EDso %8 2 % &R CIIH BIRGFEICET 2 5 DO D, EDso LLFOHETIHE L o7,

S v MERAR S o M MAREEE TILICK T H1ER

HA H& AR R % Xa K- HE MR PT iEE
(B 52 ) (mg/kg) (%)* (%)* (X-f=R)**
0.03 8+18 24+4 1.2+0.1
P NS 0.1 58-+8 32+5 1.840.3
(iv) 0.3 86+3 65+3 3.2+0.5
1 86+3 79+4 4.6+0.2
0.01 14+21 4+6
0.03 47+13 -1+7
i
TIXRYRT 0.1 72410 21+4 _
Gv)
0.3 96+1 504
1 97+1 84+1

UN—m XN = YY) AR (TF) 35%5 15 aick s, - - Eagd
Mean+SEM (n=10), * : %change of vehicle control, ** : vehicle control D%

@ SYRAV YU RETIL 2029
7> b (Wistar) ZH#FIR (AV) x> bETAZHNT, U A—m XN 2RO0#%5 Lo
BIRIEIERIC W T, =/ F 98 U TG LR LTz, U N—a N 3R ke
TR EMHI L, AESUSHR SR L7 EDsold 5mglkg Thot-, £/, U x—pF 303
FERAMEI O EDso T, 2 Xa K75, hrrvr-7 o F hrr e EHEk (TAT) KO PT 222
MK T4%. K 76% KUK 3.2 580l & 5 WITIER 32 LHEE Sz, =/ 980 U FREKFIIC
AR Z $l L. EDsold 21mg/kg TH -7z,

Sy kA vy FETILIZHT BER

FFH) B RER) AR AR aPTT #Ef PT i FXa TAT
M (mg/kg) (%)* X-fi52)*= X 2)*= Pl (%) * i (%)*
Y R—p FH 3 (po)
1 -14%7 nd 1.71+0.16 38+5 26+9
2 16+5 1.12+0.05 1.80-£0.09 46+3 5110
3 41+7 nd 2.38+0.20 61+2 75+14
6 51+6 1.400.02 3.66+0.36 78+2 784
10 7342 1.7740.07 5.06+0.14 89+2 105+4
= 7 %980 (sc)
3 13+7 1.000.02 568
10 36+6 1.75+0.12 57+8
30 50+7 2.58+0.08 N N 617
100 85+21 8.43+0.68 87+2

UoN—m PN TRREERT 60, 90 /3 ICiR O G, =/ X930 03 60 SRICKE TG,
Mean+SEM (n=5-18), FXa : % Xa KHFi&EM:. * : %change of vehicle control, ** : vehicle control MR,
nd : not determined. - : EfEt$




VI. S FEMIZ B4 55

@ YYFX AV v Y RETIL 2029

DHE (NZW) AV & > hEFAE T, U /S B9/ 30 Z 40U HIRA S LB i
FRAEERIZOWT, = 2 3980 U TS L L7, U AS— o 28 R OB 30, 1L
B E IR L, %D EDsold 0.6mg/kg ThHh-olz, ET-HEERFNCHERMS Xa B IEMEEZAEL,
PT #IER L7z, ZOfEERLY,. UV 3—a X3 0o fiieE kit o EDso Toh 5 0.6mg/kg T, & Xa
M2 T2 ICPE (19 90%) 25728, PTIoxs U CITEIEE (59 1.2 (%) ICl £ 5 L e SN,
IR EE 5123510 T b U 8= 1 R SRR AE P R R 2 76 L, 2 0 EDso 14 0.6mglkg C
bHolz, FizaPTT. PTZEE L7228, PTICBWCHERITHEE CTH -7,

YHEXAV vy FETFILICHT BER

FEH (e -1 5K) A% 7/ A A PT it aPTT fEf 55 Xa K715
A& (mg/kg) (%)* (X5 )% (X-fig)** it (%)*
Y R—n F 30 (po)
0.3 1725 1.07+0.03 59+9
1 55+5 1.32£0.05 — 91+9
3 68+11 2.11+0.25 10010
U= P30 3Gy)
0.1 4+10 1.25%0.02 1.05+£0.07
0.3 40+10 2.19+0.13 1.25+0.11
1 58+5 3.48+0.24 2.271t0.11 —
3 83+t7 8.60*£0.58 nd
T ) FH30 2 (sc)
0.3 107
43+5
3 62+9 — — _
10 84+6

U 8= P 3 AE 90 S ATICHE A SUTLEERATICFIRN I G, =/ S5 3 ) 3B B AT § R
W5 Mean+SEM (n=5-12). *: %change of vehicle control, **:vehicle control D% nd:not determined.
-

O IR TF ZFRMBRERETTIL 30
<~ % (NMRI) TF #RIMERIERIEET L2 ANT, U AA—a 430 (0.03, 0.1, 0.3 %1 1mg/kg)
RN G- L T2 BR O AR 28R K 2 3L TSR T 2 EMIC DWW T, = 7 £330 UFRIRINER G- & Bl L
Too UN—a X PN, HEEFENIC~ T ZAOEFREHENEE, EDsolf 0.32mg/kg Th-o72, =
J XWX UG ABRIZ AR EZ IS H, EDsold 7.13mg/kg ThH -7,

®5 v b TF ZFHEEFTEETIL 3D
7 v & (Wistar) TF &% fiREEE ST T V% VT, TAT IR 251 & U 7= il B EE I x5 5
J_x—nmFH,30 (0.0009~0.9mglkg) & FEIRNE G- LIZEEOERIZOWT, AT H 7 (KRFRAR
KRR) LR L7,
Un—nm F o33, FEEKEIC TAT A28l L, 0.27Tmg/kg T TAT ARz 524z il Lz,
0.0027mg/kg VLT Tl TAT ApRICHEEY RIE S o7, AT 87 0% 0.835mglkg T2 TAT
AR A IEI L7223, 0.012~0.035mg/kg DOEH & Ti TF #F38MEEeE 4 Tt DM 48 LTz,



VI. HELh3KECBA 4 5 IE A

6) lEMIZR(FI EE 2052
F v ~ (Wistar) BHMEFAZHNT, U A= X HAR 2R O#E5 LEEO LMIcRIFTEEsx )
XY TG L L, Ty MIEET L (AV v FETARE) [ZBWT, U AA—n X
R 3mglkg DA LT LY 34~61% D MARTERIMHIRI R 25807273, T ORIV T IR
WEERO IR o1z, MARTEEIEIZIHED EDso Zi# 2% 6 KT 10mg/kg CTHIMFFHIZKT 2 f5~3 fFDLE
@B bz,
T FYPRY DR TEGITBNT, K 36% D METERIMH IR 25 07 10mg/kg O & T, HIMmFF
IE 2 fRICHER L Cuhe,
Uz &inb, U AA—aXH 00Ty MBI D AN Y 27 TR THD B2 6
77

Sy NEHMETIVIZHNT 3ER

R & HH ifn, P [ aPTT iEE PT iER
(B 512 1%) (mg/kg) (X-f52R)a (X-f55)a (X-fiz3)a
‘ ‘ 3 0.96+0.06 1.14+0.02 1.99+0.12
oo .
3 (D%)ﬁ’\/ 6 2.06+0.23 1.04+0.02 4.35+0.73
bo 10 2.73+0.17 1.39+0.06 3.59+0.34
. 3 1.01+0.03 1.97+0.12 —
.
I/iii)’\)/ 10 1.95+0.19 3.97+0.18 —
30 2.3 3.90+0.19 —

Mean+SEM (n=10), a : vehicle control ®fi#=, b : Ml >600 £ (9 ), — : Eitigd

7) I/MRESE~DEE 3
UN—a 2PN DM MREEE I RET B R L, b M/ MULEEC Y N—a 930 2.3~
230uM ZINZ., M/MUEEFZEWE (25 —4 >, barRXY o707 [U46619 T F ) 20
UUBEIADPI 22 L) LA Fa—hLml A, U=V TSRO T b M/ MREHEIC
Br RIES 2oz,



VI. S FEMIZ B4 55

Q)EFAFRIREFAE - ik
BT L

(%) LT ORI IeEERMORIREZRTR LIz, ]
U_—n YR OF MR NVEZ ST DN 2 R L LT ERRERER TR R L 2R WBR D B241 & Hv 7z
A Td %,

1) 5 Xa BFEHEITHT 516
H A NRERERR A 51~ 32 Bl U /S — 1 F4 30 510, 20 K OY 40mg % ZEJEREIZ B RIFR O 5 5 L 7258k
% Xa [KFIEMEFLE RIT R 5% 0.56~4 FFEIC RS EICEE L 24 FFE B OFRFETX—2Z 7 1 - D-3~16%
RS T2, 5 Xa N FIEMERERIT 44.4~70.0% OFHICH D . FAEEHEIZHED EH LT,
PT. aPTT & U Heptest® (BEREIFR]) 1ZZNETN—R2T A D 2.52 %5, 1.73 {5, KO 2.41 fFIZHERE
L7z,

1) AFNOAGBHELOCHEIZILLTO LB THh 5,
@ SEFRIEE ML L AR ED BB (2 33 1T D R MR 25 R OV B P SRR I 0D S SE B
GEE, A A= P LTC1mg 2 1 H 1 EBZBICRO®BRST 5, 2B, BEEOH D EEIC
$TUTIE, BHEREORRE G U T 10mgl B 1 HICEET 5, |
@ R M AR ZERRAE (GRS FRIR M AR AE fe OV A ZERRAE) IR S NP Bl
DEHE BRI AR AR E Sl AR ZE A E FAE % ORI 8 WX Y N—a X P & LT 15mg % 1
H2REHISEOKS L, TO#%IX1omg 2 1 H 1 RIEZICREAKRET S, )



VI. $Eh3EMIC B+ 5 IEH

2) 7o rarEERM (PT) 12X 5/ER
EWNE IR J-ROCKET AF (281 23WEhRE (PK) KO (PD) 7 —% 22 b 4% b= fRHER
PK-PD E7 L& 39 U N—m X430 15mg KON 10mg (A #HEEZ 211 1000 Fl O AR BE
BTV " —a X U KERGHOEFIRETD PT offfEs v Il —rar L, HELRZ PT
T AN—m P I L TERERENE SN TWARE T T AF 7T 2e (PT 38 9% HWEIE
LIEBRDETH %,
UN—a XY RERGHOEFREBIZBIT S PTIX, LTO X i " &B 2 b,

BE£M PK-PD ETILMSESAFYAA—OFHN\VIRERD PT () O#iE

(2alL—v3Y)

15mg ¥ 58 (CLcr=50mL/min) 10mg ¥+ 58t (CLcr30-49mL/min)
404 40
— s —

30! i == 90%{E %8 X 0 e ;%ﬁél_ﬁﬁzﬁﬁ
2.l 2 .0F e
’%’5 204/ E 0y e

oP W e

0 0

0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
5 & (h) &5 ®EE (h)

BEH PK-PD ETILSH{ LN ) NA—OF YN\ UEEED PT ()

(YzalL—v3Y)

PT (7))
B G5 REH (h) 15mg # 5-7% 10mg % 5-7%
(CLer=50mL/min) (CLer30-49mL/min)
4 19.7 [13.8-31.3] 18.3 [13.4-27.4]
12 16.1 [12.1-23.9] 15.4 [12.0-20.8]
24 12.9 [10.2-16.8] 13.0 [10.4-16.3]

FfE [90%1EHEX ], Cler: Z V7 F =7 YT TR

) 7o bhoyr o REREEE R (PT-INR) 13U N— o 390 OFEEIER IO W CREREL S - fsE ol
aPTT % OREEREMRAEIL. UV AN—a X h U oRBEEERZ2T=4 Y U 7725 EEE LTRSSV, #E5IC
HT--> T, BRERZEEEBIE L, BN SN B IHmEE2 I+ 577 CHEO R0 EL1TH =
L,
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VILEMEREIZEE T 5188

BN RRIZ B3 2 JERR AR DN R R G I3 e E R O R AL LTz, U N —a 23 oY Ehiglc B4 %
FRIRFRER (TS5 LW IRV S8R 2 W Z R TH 5, ]

1. MAREDER
Q)RELEAEM G ILFRE
M ER R L
QQEERARTHREIN-IPRE
1) BERAN/EREEE
® Yn"—aFH/ U8 (5, 10, 20 RV 40mg) v
HAR NGRS T+ 32 11 U S — 1 3§ 510,20 X% 40mg 4 ZEFIRF I BARIRE 1 #25- L 72 B,
MHER Y S— 1 N RIS 0.5~4 RERNC B MSE IR T (Cmax) (23 L. VIR (f12)
X 5~13 il Tho7c, U AA—mXH 00 1 BEHEOHPIZEW T, BEEIDS UZIREZOHM
BERDH BT,

YN—OFH/NU8E 5, 10, 20 B 40mg B A% S rE O Mg iR EHS

1000 —4— 40mg (n=8)
—4— 20mg (n=8)

—— {0mg (n=8)

—0— 5mg (n=8)

100 B FEISE

MmEERIRE (ue/L)

0 4 8 12 16 20 24

5 %R (h)
HRZORSHEOEYHE/ NS A—4

= AUC Cmax tmax* t1/2

RS R (ug * h/L) (ug/L) (h) (h)
5mg 815.5/13.2 141.3/14.5 1.4 (0.5~2.5) 5.7/19.8
10mg 1564/24.5 226.9/18.7 1.4 (0.5~4.0) 7.1/35.3
20mg 2777/26.9 341.7/29.6 3.3(0.5~4.0) 8.9/50.1
40mg 3051/21.3 329.4/26.1 1.4 (0.5~2.0) 12.6/40.0

AUC : %Eiﬁﬁﬁﬁﬁﬁ%ﬁrﬁiéx tmax :
ool (RERE) | B LISMIRTER T A ERE (CV%)

i i L35 % R B S R

) ABIOAGBRHELOCHEEFUL TFTO LB TH D,
@ JEFRIEDE MO AR EN BB 1 301 T D PR 2R T K VA B P FEASE D FIE N
DEs, BRACIZY "= 2P0 L LT 1mg % 1 B 1 HAEZICRAKRET S, B, BEEOH LR

FIR LTI, BHEREOREITISC T 10mg 1 H 1 FIIET 5, |

@ FR MR FEARE O 1595 S UV

. n=8

D BRI TRES IR AR SOl AR ZE AR FEAE T2 DT 3 W)L Y /S —m P 3L LT 156mg

Z1H2EAEZBICROEEL, T0%IT15mg % 1 H 1 EBHICROKREST S, |
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©Q fRFl& OD D EMFEHREERER
AR, FEER 2B 2 W17 0 A4 — N—IECHEM L7z,
H A ABERERR A B PE 80 i, 40 BiliZiX VU /N—rm %43 OD $E 16mg Z /K CTRH OkH V) KUEEH
15mg & AR A &8, 40 HIZIZ Y NS—nm 330 0D 8 15mg 2 7K72 LTHRA Ok7Z2 L) K OSEA] 15mg
ZIRA S, Wb ZEERICHEEBRR ARG L, U 3—a %33 0D §E 16mg kdH V) K OEEH
15mg 13 150mL DK E & HICHRA &7, TOfEE, OD SERAROKOFEICE DL L3, Rl
DIEBFNFEXT X —% (AUC KT Cmax) DR FEEED LE O 90%[EHEH X HIE VT b A5
A& O E L E 0.80~1.25 OFPFHNTH V. OD §E 15mg & §EA] 15mg (ZEMFMCRHRETHD 2
EWIRE NI,
'JN\—BFH/\ 0D £ 15mg (KkdHY) RUGEH 15mg HEEEORSEOMRFREER

350

g

—6— y,A—O%H,40D5E15mg, KHY (n=39.)
—m-B---- U S— O F Y857 15meg (n=39.)

B IE/ BARERE

¥

¥

g
L

Mgty N—nFH 8 BE (ug/L)
2 g

161

%2 %

B E#ERE (h)
LN AEFESR (BMERGERIYE) (X RBRE Ik L,

JA—0OFH/3> 0D &€ 16mg (KAL) R UEEH| 16mg BRZOKRSEHOmMBREE#TS

===9--- YN—OFH,0D§E15mg, KA L (n=40)
m=e==Be=ss Y N—AFH N REILSmg (n=40)
RfTE/ S AIRERE

migh Y N —OFHNE8E (ug/L)

.....
anea
.......
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JN—0FH/32 OD §£ 15mg (kHY) RUEEH 15mg BEREORSHOENBE/NS A -4

Y —um X430 0D §E 15mg

U= X3 BEA] 15mg

RTA Ko 1) (n=39") (n=39)
AUC; (ug - h/L) 1800/27.3 1710/27.8
Crmax (ug/L) 265/31.9 248/31.7
tmax (h)*2 2.5 (0.5-4.0) 2.0 (0.5-4.0)
tue (h) 9.19/55.9 9.38/61.2
CL/F (L/h) 7.92/26.8 8.30/27.9

CL/F : ANToed s )77 A

1 1BIAAEESR (GIEXGERYYE) (X VRBRz ik L7z, CL/F XUtz iZ2W\Tid n=38
*2 Pl REFE) . ZRIMT R fE/ AT CV(%)

J/3—0F4H/3> OD & 156mg (k7% L) R Ul 16mg EEIROAKREROENHE/NS A —4

Y _R—m 4,3 0D $E 15mg

U 8—nm 43 g 15mg

RT7AS K72 L(n=40) (n=40)
AUC; (ug - h/L) 2150/26.6 2170/217.1
Crmax (ug/L) 290/33.0 284/31.7
tmax (B)* 2.0 (0.75-4.0) 2.0 (0.5-4.0)
tue (h) 8.76/53.6 7.79/45.4
CL/F (L/h) 6.70/27.9 6.72/28.1

ol (REER) . 2 AULAAMIST I T CV(%)

FIRRIC, BHARNEERR A B ME 80 #l (OD SED/KH Y dK7e LORBESHBNCE 40 1) 2V N—a 4
X 0D $E 10mg K UBER| 10mg 3% 5- L7ZBRIC b, mRANIAEMZHICRETH D Z LR EnT,

)N—0FH/32 OD f£ 10mg (KHY) RUEEHl 10mg HEEORSHEOMBHREHER

mighy N—OF BN VE2E (ug/L)

—O— UnN—FH0DFELI0mE, KB Y (n=40)
s=e-B---- U —0OF B VEEEI10mg (n=40)

BT E/ BARERE

W 5 14B5R8 (h)




VI Py Ehiel

S ERAREE

J/3i—BAFH/3> OD §§ 10mg (K7 L) RUEEHF 10mg BEFEOKSEFOMTEHREHRS

350- -
S . = ==@=-=- U, N—OFH,0D$10me. KA L (n=39.)
2 T == Bd--es U A—OFH 8 5EEI10mg (n=39.)
7 201 I HAFIE/ R ARERE
il
B
N a0
- b
~ ] .j?
B i | 2
A (]
o | L
| R
; A
'ﬁ 3
3
TRN
=| ; o S
~§-~mﬂmm4m__‘ ___________________ .
& o % ’.r ¥ ) %
&% ERE (h)
: 1 BIAS RN &0 RBRA ik L,

JA—0OFH/N> 0D &€ 10mg (KHY) BRUEHR 10mg BERZBORESEHOEYFHE/NS A —4

L U x—m %43 0D $£ 10mg U 8—nm S FEA] 10mg
INT A—H
7K ¥ (n=40) (n=40)
AUC: (ug - h/L) 1460/23.6 1510/18.1
Crmax (ug/L) 230/27.2 245/22.1
tmax (h)* 1.5 (0.5-4.0) 2.5 (0.5-4.0)
tiz (h) 8.37/43.6 8.09/52.4
CL/F (L/h) 6.70/23.1 6.45/17.5

o puRfE (REBR)

Z NV LISME AT I fE /AT CV (%)

JA—OFH/3> 0D &€ 10mg (KAL) BRUEHR 10mg BRIBORESEOEYFHE/NS A —4

- U _R—umFxH30 OD §E 10mg U8 —nm FH 30 5ER] 10mg
INT A—H X *
K72 L(n=39"1) (n=39"1)
AUC: (ug * h/L) 1580/26.9 1530/30.2
Crmax (ng/L) 240/28.0 231/35.5
tmax (h)*2 2.0 (0.5-4.0) 1.5 (0.5-4.0)
tiz (h) 6.99/33.1 6.50/31.4
CL/F (L/h) 6.23/26.0 6.42/29.1

*1 0 1B RERmENC & v RBRe ik L7,

*2 e (RERE) |

2 LIMI AT T e/ 547 CV (%)

) AROEKBHELOHEIZLTO LB TH D,
U 2 i MM AR rp R OVA By R FEARE oD FE S B )

© JEFPHEE M O G B B I

BGEg, AT N—a X" L LT 15mg # 1 H 1 RIERZICROEET S, B, BEEOH DA
FITH L TR, BHEREDOREIZE U T 10mg 1 H 1 ENZEET 5, |
() ﬁ%ﬂﬁﬁﬁ&&%&f (TRERER IR ML A AE K OV M A ZEFRAE) 0D Va2 OVE- S8 401
[ BN IR ERIR A S e ZERRERE S ORI 8 WX Y N—a %4 S & LT 15mg

Z1H2 Eﬁ?’ﬁiiﬁ‘éﬂﬁ%‘%b\ ZO%IT 16mg 2 1 B 1 HERICHEAKRET 5,
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2) FEMRMERARFRARIMASAE (DVT) ROEMRMMERE (PE) ORAEE
A DIERGME DVT #38 K OYEWE PE B 2505 & U7z [E PG IARRRER 0 i 4% i e 2 w72 REEE TR
WENEMRATIC K DM EE T A —F (HEEME) 12, LTOLBY Thotz,

3 S L AUCO-24,SS>:< Cmax,ss%
FBRURE (ug-h/L) (ng/L)
156mg 1 H 1A 2977.5 (36.8) 276.9 (19.8)
15mg 1 H 2 [ 5955.0 (36.8) 363.0 (26.7)

AUCO-24,SS : E#%ﬁgﬁ:%wjé&‘g‘ 0 H%—:Fﬁﬁﬁ‘% 24 H#Fﬁﬂif@ AUC, Cmax,ss : iﬁ%ﬁgﬁzﬁafé Crnax %{ﬂqziéj1ﬁ (%‘%

i CV (%) ) % : GFk 72 FloMIEFRET — 21285 < HEEE

(3) st
KR L

WRE - HREOEE
B AFORE

HARANEFER A S 11 61C, U =m0 15mg #2281 X A% (900kcal, ENiD T %L ¥ —
PNED HEE 30%) ICHEHEE LB, BE%EERFITIE tmax DIZIENTRD S57258, AUC. Cumax (2528

TR LN oz,

JAN—0OFH/\2 156mg ZERBEXIBEZICES L-BOMLRHREHRR

1000.01

100.001

10.001

mFRRE (ug/l)

0.10+1

- 15mg ZHEEF (n=11)
< 15mg B (n=11)

AT B+ RN E R E

1I2 2I4
B5HEM ()

48

YA—0F4/32 15mg EEMERERERISES LEBOENHE/ S 4 —4

NRT A—H Ze [ Iy B
2042/26.95 1924/16.31
AUC (ug - b/L) (1196-2816) (1490-2399)
o (uelD) 9289.0/31.67 268.2/23.75
max WS (160.5-520.9) (169.4-372.6)

2.50 4.00

*

tmax (h) (0.75-3.00) (2.50-12.00)
v () 6.90/33.96 5.85/28.94
v (4.07-10.68) (3.67-9.61)

* o PREGEPE), T LISMTRTEE, AT CV % @EFH), n=11
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(2% SEAT—H)

R A B T 24 Billz, UV R—a X430 10mg & ZEERF TR % (900keal VL b, JEH O = L —723
DHEE 35%LLE) (TG LB, BRBEGRIIIE, tmax (35 0.5 FFEOBEIENFE D S22, AUC,
Crnax [ZBTFRO B LR Do 72 87,

JA—BOFH/1\ 10mg ZEEBEXTBRZICES L-BOMRDREHD

350 —d— 1 Omg ZZHERF (n=24)
300 4 —O— 10mg B (n=24)
Tl S{0] 1 i/ 4T IE (R
3 250
NG
on
200
1
2 150
T
e
= 100
50
0 T T T T T T T T T T T T 7T -*#

————
o 2 4 6 8 10 12 14 16 18 20 22 24
5 &EERE (h)

Y A—OF4/3Y 10mg EREH X IEREICES L-BOENHE/ S X —4

NT A=A ZENE Iy =%
AUC (ug - /L) (555.6-1941 (1549186
Conas (/L) 183.9/26.14 190.1/25.86
(94.52-288.2) (105.4-332.2)

b () 2.500 3.017
(1.000-4.033) (0.500-6.000)
b1 (h) 7.442/37.81 6.668/24.69
(3.348-13.94) (4.296-14.28)

* o PRAE D), DM CV % @EIH), n=24

—. BEERAS T 24 Hilic, U N—a PN 20mg & ZEERE T EB% (900keal UL E, AER D= R
—NEDDHEIE 35%LLE) BHRE LB, BREGERICIIWINAEIET S & & HiZ, AUC KO Cuax X%
NEN 39% KN 76%E3 N L7=,
ZOBH L LT, U A—u P8 30K IS W o ZEIEIRIC B G LT BRICIERIERME T L7223,
EEIFEEERIZ LD WINAEEML, XM AT XA TV T 4o NREELIZZ EICLD EEZ BN %),
) AROARMELOCHEBEZLTOLEY TH D,
© JEFIBRENE D FEMEN R (23 1T D e P A 28 T Ky OV By M SE AR JIE 0D FERE 717
Gas, AIZ Y A=t LT 1mg % 1 H 1 EAZICRAKRET S, 2B, BEEOHLHBEIC
5L TiE, BREREDREEICS U T 10mg 1 B 1 BICHET 5, |
© FRRIMAR FERRSE (VRS ERIRIMARAE M OV AR ZERRAE)  DIEHE S O FE 4]
DEE ., BRI GE FR R IE S AR SEARIERE % OFIH] 3 MRIIX Y N—mF P L LT 15mg % 1
H2EEZICRAKREL, 20%IX15mg % 1 H 1 EEHICRAOBRET S, |

B OFHSEORE S ( (VIL7.Q)FAZE L TOER] OHEZSH)

OV rFrenr REAT—Z)
BEREERR AN B 12 B2 Y R EL 600mg & U AN—o X430 10mg Z0FHHRE L2, U N—m 34
N D AUC 1 2.5 /5, Crmax 13 1.6 £75 5 UPTEERE /EH 235 S iz,
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@ & brary—n-7rary—n HNEATFT—F)
fRERHER NS 7 20 Bl R =Y —/L 400mg & U N—r X H3 10mg Z 0 G L2, U N—n
FH AN D AUC I 2.6 fi5. CmaxlE 1.7 5 A7 LIBEEER 8 s S vl RS+ 13 filic 7 v
2=/ 400mg & U R—u XN 20mg E PG L72ER U S—m 9300 AUC 13 1.4 5,
Cmax 13 1.3 5 BH- L7z,
@ vV an~wAfr -2,y NEAT—H)
R AT 7 15 fillcy 7V Aa~<A 2 500mg & U 38— X430 10mg Z0F G LB, U
—a X PO AUC T 1.5 5, Cmaxld 1.4 f5 LH L7z,
R A B 15 fllic= ) Ar~A 2 500mg &V A—a X430 10mg ZFHAKSG LZE. U 3—
72X 30D AUC L Cmax 1, & HIT 1.3 512 EF- L7z,
@ V7rreyy GMEAT—#)
TERERRA B F 18 filic ) 7 7 v e (BMGAE 150mg LV 600mg % T & U 8—wxH v
20mg & GG LZER, U = 330 D AUC 239 50%M5 T L, U PEO Bk (ER &9 L7-,
® =/ FH Y QEAT—%)
R A B 7 10 fillc= 7 93U > 4000IU & U X—a X430 10mg A& G L2, Vo 3—n
YN OEYEREI BT 2D o T, U Xa RFIEMEISAEMBIZHEM L7223, PT KOt aPTT 121X
HEITRO RS T,
® 7RV v WEANT—H)
AT+ 13 Bllic7 AU » 500mg # %5 L72EHIC7 A ) > 100mg & U A—m FH 3
15mg Z FH&E G LI2BR, U 3 —n F9 3 O S8 s e & OHUEEEE IR BIIRE O e o Tz,
@ r7av Rr7Lr GNEAT—)
BEFERR AL T 11 Blic 7 m B R L)L 300mg &G L7cHAIZ 7 v B R7 L)L Tomg & U S—nm &4
N> 16mg FOFHE G LIS, U AN—a A\ OEYBREICZEIIRD v o T, BlIORERIZE
W T OHRERE | LR D IER 2NRD H iz L OREDDH D,
® FrmrFrr GEAT—H)
BERERR AT F 11 BiC T 7 1 %+ > 500mg 1 H 1 [EIEHRGRFIC Y N—r 430 16mg 2 5 L
7oBR, MR O IERIIFED HALIR Do 1oy, —EOHERF T3\ THUEEEH DR 3FRD b7,
ORI e IV
AARNfEEERR A 51 12 5l (VKORC1 {51 1639 LD A 7 LAWK EHAEREZ A L TV HHE) 12
N7y ) oERERS L, PT-INR 28 2.0~3.0 IZEEL &I, U 3—mFH 3 156mg 1 H 1 [\K
WG 2 T2BE. aPTT, % Xa KFEME R ONENE e e pEgRE (ETP) ~OREITMH
M TH o728, PT LOPT-INR O & — 7 fEIX Y /S—m 5 S BB GRE & i L 22 2.3 15 &
V2952 oz, VA= ANUEERAE 3 HEIZIE, YLv7 7 U v ORBITHA L, 7k, 3K
WIENEE A BEAER TR bz o Tz,

TDED, IFYTA, VIAXFTURNT MAANRRE T L Y R—a X R ORI L B3 AAE
FAaRER A F2hE L7223, EWEREZOMBEERIZEO T, sl OKERbT V=7 A7 - Kigfb
< TRV ULREA) . T2F VUK RF AT T =T, U R —a xR oK EhEIC R A K IE
ot GMEAT—4)

) AFIOEGBAELOHEZLL T EEY TH B,
© JEFIBRENE DB ANEN B (2381 D B2 P b 2 v M OV By M BE AR i 0D FE E I
GEs, AR NR—a x4t LT1mg % 1 H 1 RIEZICRAOKRET S, 2B, BEEOHLHBHIC
X LTI, BHEREORE IS U T 10mgl A 1 BICHET S, |
© FRRIMARFERRSE (VRS ERIRMARAE M OV AR ZERRAE)  DIEHRE S O FE 4]
MEHE ., AR I AR ARE S AT AR ZEARE % ORI 8 MRIX Y N—m F L LT 16mg % 1
H2EAEBICROESEL, 0% 16mg % 1 A 1 HERIROEET S, |
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2. BYRERINT A —4
(€)% iwap~
1 RBPGEREOH S 1 2 /3— kA MET L
(2) R IR IR E FE
FMERRL (VL3.Q/TA—2EBER] OHEEZSH)
QRVHEREETEH
M EE R L
Ho2IVT7IR
FAEE R L ((VL3.QUSTA—2EBER] OHEEZSH)

G A TMER

ZHERR L ((TVL3.2QNTFTA—2EBER] OHEZSH)
(6)% D Ath

EEE R L

3. B&EH (REaL—ay) @

(LR A&
1 RBIGEEREOSH D 1 a2 /= F AV FET L

QIS A—REHER
IR L AMEN R 2t G & L7 [ENEE AR (BB 12620) TE L2 iR (597 ], 1834 i)
Z AW CRHEM SR B REMRHT 2 s L7z, S SN2 RET L 2 RMBIIE T A — & ORI EE
(BRI D) 1, WIGHEEED 0.617 (/hr)  (58.2%) . 7 VT 7 A0 4.73 (L/hr)  (41.0%) KO
DAEREN 43.8 (L) (63.6%) Thv, B (Z L7 F=27 V77 X) XU A—aXH 0 D3EYH)
RBICHBICHEL RIT LT 39,

4. |k I

W LIERAL - T R 89

WASAT A TE) T o

(ZE HAEAT—H)

fEEER ARV T, U = P30 Img OFIRNBEGIZH 95 U 3 —n1 F430 5mg §E 0> 221 i BBl 1 $
HREOHMETHI NS A T XA Z 8V T 413 112%, 20mg $ETIL 66% Th 7o, ZiE, U _A—m P R DKk~
DEEFREDIRZIC LY, BHEEZEMERFICE G LRI, WIEME T T 5720 LB 2 B, 20mg $E2 BZIC
e 5 U2 BRI3 22 G 1O b IR BN 1,395 T o 72, T D728 10~15mg B%E R 5-H 1212 100% L #HEE S5 10,

) AFNOARNELOCHEFLTOLEY TH D,
@ JEFAEUE L U A AMED BB 1238 1) D i IR 265 R OV By MR AR IE 0D FJE T
GEE., RACEY N—a X3 L LT 1bmg % 1 H 1 BIRZBICRAKREGT D, 2B, BEEOHDLEFITHLT
1T, BHEREOREIZS U T 10meg 1 B 1 EICHEET 5, |
O HHRIMARTEARAE  (HEERE IR MARSE K O MARZEARAE) DR K OF &I
FEHE . ST F AR M ARIE ST MR e FEFIEZ ORI 8 WX Y N—a P30 L LT 15mg % 1 H 2[H
BHRICREOTSG L, Z0#%I13 16mg 2 1 A 1 HAZICROKEET S, |
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5.

oo
(1) M 5% — iz BE P a8 14
(%) 7>k
Z v MZ [UC] U —a XY 3 3mglkg FHBEIRROKG Lz & & MICH T 2O EERE K<, 2
FROF TR LN -7 (AUCo»T 0.149mg-eq-h/L) 4042,
(2% — e BREA P A 1%
(%) 7>k
YR Z » M2 [UC] U N—nm ¥ ¥ 3 3mglkg ZHEIRRO#RE Lz & & | B O BREIEDGRD b 7o 3,
e Ve O S RE IR BV, REEM O MR IR E & L MRWRE Th o 72, B TOEY A EIRE O
AUCo-24 (3 REN D LT T DOPRE DFI 20% TH o 7= 49,
QR)FET~DFBITHE
(%) 7>k
D% T v M [UC] U N—m XNy 3mglkg ZHEREAORG Lo & &, iR KON OB REIR E
D tmax (% 1.0 LY 1.7 W], AUCo-wl% 4.85 X O 11.1mg-ep-h/L TH V| ¥5 32 Feflijtk £ Tzt oo
SN HERIF RS ED 2.1% L HEE STz 49,
(DEBRA~DFEAT
MR L
(B)Z DDA~ DT
(%) 7>k
7w MZ [UC] U —a X% 3mglkg #HEIRR A& Uiz & & Heilitlgss o 2170, B, EhigsE <
BV REIETEDGR O DTz, 13 & A E DlE# - MRICIHS W TR L IZIFFRBEDORE TH Y . KSR
Beh 24 FE# £ TITIH R LTz 4042
(e)MIFELBE R
%1 92~95% (in vitro) 49
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6. £t i
(DA ER L B UM SR B
UR—n PR3 FIC CYP3A4 (2 K A REHRRIKIC L v R s, —#8 CYP2J2 DR 5-23380 bivf-, T3
RRETENARY 2 VEOBAL SRR KL YT I REEE DMK IRIETH 5 39,

EMIHEFE)A—OF 5N\ OHEFEREY & HERBRR

wooo—- 1
< i noch“O'L()l :_ 1
9 N_O' Cu D L ° ,_/"1"0'" { q
GO o AR
HO, 0 o
CYP3A4 < X
° Q N NP
/—( s A"y _D- L(J: [ e o
o e N s R e Mo o4 1
™ \—\';"\(E)_C o Rkl S c‘/'_O_’{—li;}Y[&m
v B ome N g T i
M-5
~ CYP3AY o’ju X —
0 N-@‘Nﬁ o / = \_Q,’JY[}‘C‘ — _ K
(- P}“IQ_C BAYS9-709 o \ JﬁO'" )
M9 o / PR HOMO i \Hf\yb
/ \ wi o
. 5 Ty
\ v A ,,_< ). uo\g,(i‘cx
" R Do R s ’ M-13 ,’_{‘O‘H
@N ) M-15 & A L.(,;;]IS-V
MAO/" (S)1-Oxamine ¢
w10 9 HooC FIYD%" W12
Ly
O !
— \_k,U
M-16 M-4
o o
ok dod
\_&L‘H COOH *s it I" - 1 ]l .]
M-17 M-18 ‘position of radiolabe

QR#IZBE5T BEFE (CYPEH) OnFiE. FE5X
CYP3A4/3A5, CYP2J2 39
Pt T — 2 KO 7 0 7 7 AV EBE LTER, U AA—a XS0 oERIckd 5 CYP3A4/3A5 KO
CYP2J2 DFERITZLNENK 18% KUK 14% TH D T L 1VRIR S T,
QRWEERENRODAEERVZDEE
EEIRGAE P A DRANTAN
ORBVOFEDFERVFMSL, FHELE
UNR—ax PN ofRFWTHL M-1 (B FEERHY) . M-2, M-4, M-7, M-13, M-15, M-16, M-17
J Y M-18 & FXa {EMEIZ %9 2 BLEEH 2 38l L 72 /558, G M-13, M-15, M-16, M-17 & Of M-18 i,
100000nM T FHEEH &2 /R S 72205 72, AR M-1 KT M-4 @ ICso CE¥IfE = AR 75) 13 5840+E110nM
J O 52457 +5429nM THWHEMFEM 2R Lz, @ M-2 X O M-7 D ICso CEEIE = FRHERZE) 13 2.3+
0.2nM & Tr89+15nM TH Y, U 3—uaFH 3 (ICs : 0.68=0.17nM) D#J 1/3 LU 1/130 TH - 7=,

7. e
U 3= F Y8 ORZAGI S ORI B g b O 25 L TRt S 40,

(% SNEANT—5)

UNR—a XN DEE5EEOK 2/3 PAREHRHE E U TRP ROFE P ICHEFS L, 780 0 1/3 SR LED
FEBHRIEI NS,



VIL_ SEWEhie I c B4 5 H

IRANZVRAHE WEAT—42)
fEFER A F -+ 4 Bl [14C] U N—a X P30 10mg & HEFE O # 5 L72BE. £ 86% 23 3EERTEM: 2 R R bR
L LT, SRERIEAIE K OBEBNIREIZ KL 2B HEIRR I 2 U CHE & iz, RIEAEHY 2 & TR K OFE P~ 0D
HETBE DHEMER I, ZIE KT 66% K N 28% Tdh - 7= 39.46)
) ARNOAGBHELOHBEIZLLTFOEED TH D,

@ FEANFENE L EMENBRE (SR 1T B R MMM AR T M OVE B Mk ZERRE O FEE H

GEg, AR N—axP L LT 1omg % 1 H 1 RIBZICGRAEET S, B, BEEOH D EF I LT

I, BHEREORRE IS U C 10mg 1 B 1 FIZHET 5, |

@ SRR ZERIE  (REREIRIARIE K O AR ZEARIE) OO TAIR K O S8 4

35 . AN TR B AR HLAG S 03 i I A FEARE TR E % DM 3 WL Y N—ua P02 LT 1smg % 1 H 21[H
BRIEO®RES L, T0%IX15mg 2 1 B 1 EIEZICKRORET D, |

8. FIUAR—E—IZET H1FER
In vitro RERITEBNT, U AN—a X H N REES Ry ThD PHEX 37 (P-gp) KOFUEmNESY 37
(BCRP) OFEETHDHZ LRI NLTWND,

9. BNHICKDIRER
MEE R L
(%)
U= TP N TIMSE Y RS LBV ERERT 2 0D MIRENTIIARIOREIZITAHTRNWESB X b
o, (NL1I0BEHRE] OHZSHR)

10 ENEREZETHESE
BREESREICSTIENHE (RERSE) 22
H AN Sills 5 20 36 i Y /N—m ¥ ¥, 10,15 XL 20mg & 1 H 1181 7 H I &HZICRKERAHE G L7,
HEEE G IRf & LLie U S Eh B AFMEIC R E R EE)T e <. FREMELRO bR T,

REROKEHROEMEFE/NS A -4

R EEN HER (ﬁ; 'C}(i-/zﬁ) Cmax (ug/L) tmax* (h) tuz (h)
J0mg 1HH 1443/21.0 232.6/18.7 3.0 (1.0~4.0) 5.7/18.2
7HH 1533/14.9 246.9/10.6 3.0 (1.5~4.0) 7.7/141.2
I5me 1HH 2080/26.7 347.6/23.0 4.0 (1.0~4.0) 6.3/35.1
7HE 2243/21.1 330.6/20.8 3.5 (0.5~4.0) 8.7/26.9
2omg 1HEH 2419/24.6 391.2/21.2 2.5 (2.0~4.0) 6.1/20.8
7HE 2839/20.9 398.5/24.8 3.0 (1.5~4.0) 7.7/23.6

*ooE G, 2R LIAMIET /T CV %, n=12

E) AFNOAGBHELOCHEIILLTO B TH 5,
@ A BEVE O BN RS 1 35 1T B M AR T e VA By MEFEARE oD FESEAM I
LA, AKX N—a X0 LT 1mg % 1 H 1 EIBZKICROEET S, 28, BEEOHDHBHIIK LT
. BHREORE IS LT 10mg 1 B 1 [EIZHET S, |
@ 4 RIMARFEARE (G R IR IMARIE K OV AR FEARE)  DIBHE K OV
[ AR IS E IR AR RE STl AR ZERR RS E% O W] 8 BRIZ Y N—m ¥ PN L LT 1bmg % 1 A 2 [A]
BHRICHEOEES L, 20#%IZ15mg # 1 A 1 EBHICROEET S, |



VIL_EYyEhielc B4 5 HH

BEEZTEEICSTIEDHRE
(ZE  AEANT =)

WE (Vv 7F=r27 Y7 7% 50~79mL/min) .

P A4S 8 Bl

47)

U _S—nm 2430 10mg & 2GR HLAIRE O 32 5 L 72 BR
L L AUC T2 £ 1.4, 1.5 LT 1.6 fiF

FEE (30~49mL/min) K OEE (15~29mL/min)
. TEEEAERE (80mL/min U\J:)

T ER U=, 6 Xa INFIEVELERIT 1.5, 1.9 KO 2.0 fZi

WL\MW@)%L&22&@24%@ELKOﬁVT?:VﬁUT?VXﬁlmmMm$ﬁ®%%C‘

HREHT I L Tueuy,

250 - BEFEEFICHITAMBRREEHE

200 4 —h— SLFF=UHYFSR Z80mL/min (n=8)
— —O0— SLFPF=UHUFSUR 50-79mL/min (n=8)
3 —o— HLFF=UHUFSR 30-49ml/min (n=8)
= 150 1 —— YLFF=UHYFTSUR 15-29mL/min (n=8)
-4 SETYE
B 100 -
®
=]

50 -
0 T T T T T T T T 1

N 4

BREEEZCETH2EVIE/ NS A4

8 10 12 14 16 18 20
RE®EFM (h)

22 24

o BEEDORE (/L7 F=7 YT 7 : mL/min)
INT A—H
=80 50-79 30-49 15-29
AUC (ug - h/L) 1247/49.3 1863/30.9 2068/33.1 2228/37.0
Crnax (ug/L) 172.3/30.7 217.5/37.9 206.2/26.0 232.2/33.1
tmax™ (h) 2.000 2.000 3.000 3.000
tuz (h) 8.275/38.4 8.685/50.1 8.990/38.6 9.459/31.8
CL/F (L/h) 8.022/49.3 5.366/30.8 4.836/33.1 4.489/37.0
CLr (L/h) 2.384/46.5 1.183/29.2 0.6779/33.1 0.4982/40.4
oo, ENLISME T EEAET CV%., &#En=8, CLr: BZ VT 72X
15 - BEEEECH TS0 OV E UEREOETR
Q— —h— JLFPF=HYF SR 280mL/min (n=8)
'r'<‘ 16 —0— SLTF=UHYT IR 50-719mL/min (n=8)
,l a‘a —o— JLT7F=UU)TF S A 30-49mL/min (n=8)
éz | —— JLF7FUHUTIU A 15-29mL/min (n=8)
= B
Eg
A
) '}0 1.2 4
AR
O
L
O
N 1.0 A —
tll 1'3 1|2 1|6 2'0 2|4
BB &M (h)
) ABNOAGBHELOCHEEFUL TFTOEBY TH D,
@ FEFIBEM L EEN B 123 1T 2 R AN 25 H R OV B A FEARE 0D F8 JiE )
GEE., RACIZY S—a x4 08 LT 15mg # 1 H 1 ERZICROEET S, 2B, BEEOCH D BHIC

LTid, BEHREORE]

ZIETT 10mg 1 A 1 (8]

WZWET D, |

O© FRRMARZERRSE  (RHERIR MARIE R OV AR ZERRAE)  DVEHE S O FE 4]
[3E 5, Bl A PR B IR AR AE SO AR ZEARERAE R O 8 BRIX U N—m PN L LT 1hmg# 1 H 2
ElREZICEAKS L, Z0%IZ15mg % 1 B 1 EABICROEET S, |



VIL_ SEWEhie I c B4 5 H

WTEEEEICH 1T BEMBE ©
(B% : SMEAT—4)
P DT O b 5 FFEZ % (Child-Pugh 2% A, 8 #il) Tlk., U A—m 40 10mg ##%5 L72FEo
SBIRE RS & i L CIRIERBETHY (AUC 13 1.2 f5 15 | SRR TR b
ote, WEEOIHEED b SIFHERH (Child-Pugh 5% B, 8 9)) TIHIEHEHEE & L LT AUC 7 2.3
& ES Uiz, 728, IEBAEIO AUC 12 2.6 f5 B L7, 5 Xa AR ERIZ 2.6 5 LA L, PT () b
9.1 #4ER Li-., Child-Pugh 44 C 0 BAIH 5 RBULIERE L TL72,

350 - FIEEEEICH T2 MBRRE#TS

—h— PEEOFEETEE (n=8)

J 250 - i
% —o— BEDEEEE (n=8)
=200 4 —O— REHEBRE (n=16)

il H 47T F 19 i

HE 1l

7 190

¥

£ 100 -

0 4 8 12 16 20 24
5 &EHE (h)

FEEEFICET52EYHRE/NS A -4

Child Pugh A Child Pugh B TR B
INT A—H (n=8) (n=8) (n=16)

AUC 1746/42.39 3510/59.07 1516/33.44
(ug « h/L) (840.0-3158) (1109-6578) (850.4-2886)
Chnax 202.6/41.82 279.0/45.76 213.8/36.82
(ng/L) (107.0-311.7) (110.9-425.2) (118.8-466.8)
CL/F 5.728/42.41 2.849/59.06 6.595/33.43
(L/h) (3.166-11.91) (1.520-9.014) (3.465-11.76)

Aew (0-48) 24.94/37.3 25.09/50.9 36.10/21.3
(%) (8.063-36.39) (7.203-49.79) (20.13-53.84)

KA EIIEAAT CV %, Aew(0-48) @ SR PR

E) AFNOABHAELOCHEIILLTO LB TH 5,
@ JEFRBYENE O EMENBE 1T T D RPN A K ONa By PR FEARRIE OO FESE I
DEE, AT A= %402 LT 1smg % 1 A 1 HEBICROKRSES TS, 2B, BEEOH D EEICH
L i, BREREDIREIN U T 10mg 1 B 1 [BICHET 5, |
@ FHRIMARTEARE (G E AR IMARIE K OV AR FEARAE) DTG B OVFAR M
3EH BN TR SRR A E S A ZERRE AE B DA 3 BRIT U N—a $ P L LT 1hmg % 1 H 2
BIEHICREOZREL, Z0%IT 15mg % 1 A 1 RERICRAOKREST D, |

11. 7 Dt
BRI L



VIL 24t (A EoEES) (B3 5EA

VIL.ZEH (ERLDXESE) ICET HIER

[V N —u kR OFNER OB T DN 2 x5 & LT iR RBRITHR RE LRV IR Y S/ 2 FAV T2 Bliii
Thb, ]

(FheEL@E)

11 AFDFEEICKYHIMAFKIRL, EELGHIDOBZEICIE, RTICELE TN H S, AFIOERIZHT-
ST, HINDBEKRHEEZEREL., FFBRSEOEBLEEICHE TSI L, AFICKDHHEM) XY £1EH
ICFHETEABBEMIINTLEL SO, REIBSHIE. MEREICETIBREBEOAGSY. B
PENFEOHIEZTRICHRET LI L, INLOHENRHONBEICIE,. ELICEULGLEEITS
&, [22, 8.1-83, 85, 9.1.1, 11.1.1 3]

s

(EhEesa@)

1.1 AFOEGICE 0 HIMARHE L, ZOHMAEELSEAICIE, HTICELIRBERARD D, LEn> T, AH
DFERIZHT- > TiE, AFIEEGOBEE2EEIHRT 5 2 &, /o, AFIELTTTHEIC, BH IS,
A, R, R, i R ONAESE . BE 2 il OBENED SNEHAICE. ERCHEKT D LR
L5 L,

AANC X DMLY R 7 % IEMEICFHE T & D8I STV T & 2D | ARHIF G i g el B
HREMEDO AT BT, HIMCE MEDOBIEE o IZBlE2T 52 &, £70. 26 OBIENED b HA I
I, EBICHEY) @B AT 2L,

1.

T

H

(ESAR M2 EARAE D AR R OB RG]

1.2 ZREEBE R MARIE ST AR ZERERSE M O M 3 D 15mg 1 H 2 R 5K WCIE, FRZ o
fEBRPEN B E D RN A ZBETH L & bic, BEOHIMY 27 12+ L., Frlo, BREE, S
BAEREOBRE CIIHMOGRIENE KT 28ENNH L2 L, £i2, Hul/MAEl 2R3 % BE ikt
MAEF R RTHBZENRH L Z D, ZHDBEEFIZOWTUIIRE OB N GERRMEE BE S &
HWr S NGB OBRFEEETH 2 L,

1.3 HHE - BEESREE S 5 OITIEHEZE A & OOFRIC XV RO MAEAAE U, AR ORI L 5 R

MHOLOLNDLBENDD D, WS T—T VB, L < ITEHE - BERAMNREE SO IIEHEZE R B

BWEAIE, AAlOEGE2EZ D2 L,

fEER -

1.2 FEEHEIRMEGE (DVT) XidfimieZEriE (PE) 2E% o0 3 EMOH &L, EN TOIERFIEMEOFE
#ME) (NVAF) BEICRT 2 AA O@EHETHS 15mgl H 1RO 2EETHDHZ Lns, HilLOfERYE
DEEDLAREMENRH D, £, FHIBEE, A UIRAEORE, H 25 WIIPui/IMEEZ AT 288 T
X, BERICHIML Y A7 JOIHLOBERAE KT 2820 H 5, S HIC, L OENERRBRICK TS
UR—m xR 8E 15mg 1 H 2 B0 5252 1 TEFEUIR SN TWD Z &b, ZOEEMEZFE L
776

1.3 PrleE# L & THE - BRSNS 2 VITIEREZERISE & O OFRIC L 0 BN AEN A U, MRS X 2o
JEEN BN S SN BZENNH D, THE « BRI D T — T VEE L O HE - BEIRAN 22003 T o 7o 3
TEAMEL T2 O DVT XUE PE O L OVFEEMGI 2 B9 E LT, A& 16mg 1 A 2 [BFE5 In-550
LR ERET S+ R ERAE LTy, BRSNS T — T VR E S L < OEEHE - BEIRALRRIR O
MEHEZE R O MLE % H OERWIGEIL, ABIORGEEZHZ L,



VI Zz4ett (B o) (CB95EA

2.

oz
=

2

EENEEZFNDER
. =

B2 (ROBFIZEEBELEWNIE)

(GhEEHE)

2.1 REIORSIZx LiBBEUE OBEERE D & 5 B3

2.2 Wi LCWaEE BEENHINL, ME HMEOBKMICER M) (HilzBET28Z0RH 5, ]
[1.1. 11.1.1 /]

2.3 EEREEZ O FEREDBRE [9.3.1 2]

2.4 HEED EORFESE (Child-Pugh 3% B XX CI2/1Y) b 5HEE [9.3.2, 16.6.2 B]

2.5 I TR LS D aTRErE 0 B % Lotk [9.5 2R ]

26 U NFEAEEGAET LA, THYFENL, ZAFEN, RAT T L EAERETOEE [10.1,
16.7.1 ]

27 AV AX v NeEaT A Z RGO B [10.1 B3]

28 A ~hTaF—, RyaFS—i, RY)ar—i, JafFy—i A~ haF S — o0 XIEN
Hlapthhofss [10.1, 16.7.2 ]

29 TV FLAELAEZERERORE [10.1 &)

2.10 SEMEME LR OBRE (ARl < BECHE S MREREEREZ 2T 2803 ® 5, ]

fiRER -

(Zhie@)

2.1 RENIORRITN BSOS Z T RO H 5 BE R L LT,

2.2 AFNE, pugEEERIC L vIFEEO M ZBET26ENNH 50T, ‘il LT\ 5 EE (BAZN I,

THALAE IS ORFRIICE R 2 i) 7 248 L Lz,

2.3 I HEEERE PR E K OERRAVICRIBE L 72 2 il U 2 7 208 9 FRBZ2 A3 2 8F TR Lo ERES R T 2

BENWRHDLZENOEETE LT,

2.4 JeFEdh O EAMRREIRBRICRS VT, PREFEEZ AT DMELEE (Child-Pugh B2/ T, M

B ) R—m TP ANRENAEIC EA L (AUC T2 5801 | il ) 27 B3RS 2 alRetE s w2 S
Too LIedoT, “thEELEOFES (Child-Pugh /5% B XiT CIZHHY) 0b5HE” 28R L L,

2.5 SEFEAMOIE - JRIRFEAICE T 2R T, R ZRIEAEH ORE L 60 5 RMEREICHE D FERN M, R

WD B b R TORTIERAEROHEM (V¥F) | SLEOHWINFEOM - BIR#HME, HAROA
FRIET RO—REOE (T v F) BREOOLNTWD Z &, HHALDEIRT v NI T 2 IEEIRERER
TU A= F P OEERE 2 R T AT ANRO SN Z L b EIRP O LA 2R G L2556
R TR b ivTe X O ARG EE eSS BT 2 FIREMEIT A E TE RV, o, MEIRT O MEICRIT D U
— 1 S O RERIE R < O A RME R OV EPEITHESL ST TWRWO T, “IiE TR LTV % AlEE
MTDH LM 2Hae Lz,

2.6 o hn O ESMERSERBRIC BV T, CYP3A4 KU P-KES L X7 OMF IS LN R MERTH D, U

NSRS T, METh ) N —m S U EERAEIC ES L (AUC T 2 £ ) .
Hif ) A7 B3SERKT B a[REM N RE I, LERn-T, “UNFEALEZERETIHF, 72V e, &
BN, RAT T VA ERGROBRE” 2L L ( L7.0)AEZETOER) 0EHES
)

2.7 CYP3A4 IZXT 2N AERTHSH, a2 2y "NEEATHHEAE ORIV . KF o

WEFL. MY 227 BNERTLAEENRH LD, “ab v A ¥y NG AT 2/MAZRETOBE &
Frllle (NML7.Q)HREREEDER) OHEZSZHR)

2.8 JoFEhn O ESMERSEEERIC BV T, CYP3A4 KO P-HES 2 /37 OWMAIZK§ 5N RMERTH L7 b

aF S N E LGRS SN BRE I MR ) N—a YOSV EENAEIC A L (AUC T2
HI U 27 B RT DN " Sz, LieRn->T, ‘A FafFy—r Kratry—iu RYaft
Y=, Aty = Fhatry — oA XTERA R TORE” 2Ea L Lz ((TVL7.(1)5H
EREEDEA OHAEZMR) |

2.9 CYP3A4 OIS 7pHEKR RN P-EZ o 7 OHERITHLZ L FLLELEOFFRIZ LY . KK i

FEM EFR L, HILY A7 B RTDAMREM DN H 5720, “mr v ML e 2GR0 BE 242 L L
( VL7.Q)HRAZES L ZTOEAR] 0HAZH]) |

2.10 AMEEMELABE D BRE TIZ, DIBRICBWT 7 2 7 U v - /MR & M EERIC L AEE N S

. JERR S VITEBIINEDS TSNV e b, ERIEZAHT 22 ERZ0nE SN TWD, AHlD X



VI et (B EOEES) (IS4 HEHA

O AR 283 2 8AID, S OBEITRESNISGE, BT L0 5 BN DALY X
%L\%@E%%ﬁﬁéﬁ%hﬁ%éobk#of\“%ﬁﬁlf@ﬁﬁ*®%ﬁ”%ﬁ%&bto

2. B (ROEBFIZEFEBRELEWNI L)
(GERREHEOLEMSBRECH T2 EMMEMEDR UL B EEREDFEINF)

211 BAR4E (7 v 7 F =27V T7 T A 15mL/min &) OHEE [9.2.1, 16.6.1 B ]

fiRER -

BARAE (ZLvT7F=r27U7 7 A 16ml/min £ifi) OBFIX, UV AA—a X Ao RN RN & il

OPEFEEOB 522 T 5 ENBEELEENDI 00, “BRE (/LT F =227 U7 7 A 15mL/min AJi)

DEF DL LT,

CEE (ROBFEIZEEBELEWN L)
<%mm&gﬁr®é$&0ﬁ%WH>
212 BEDBEE (7 L7 F=227 VT T A 30ml/min £jili) OHHEE [9.2.1, 9.2.2. 16.6.1 BE]

iR

HEOHESE (VL 7F=227 07 7% 30mL/min Kjii) O 5EEIL, SMEEREME DVT XX MEmEM:
PE ZxtG & L7 eR O ENFEMFERER D SR SN TN lod U —a 330 O R 722 &
NVAF B#F(C Téfemlfiﬂu oK OV B PEZERRIE D FIENH] ) D X D I BB IS U7e B 2 38 L7e v
ZEmnh, BEOREE (F1LT7F=r7 V7T 7 A<30mL/min) OBREFEEEED L LT,

pp, WIGIE Z & OBBKREIZIS U ARG 51k - WRIFU T O LEY TH D,

IVTF= VT TR
15mL/min A 15~29mL/min 30~49mL/min 50mL/min 2L F
BERS PR
SPAF 3= Eﬁ;ﬁ%ﬁiﬁ%h (mfgéa FH R AN B
17 i) 1 [EZEE)
PE/DVT 2= 2= HEEE FH A AR

SPAF : #F#Hﬁf@m%fﬁ@] VH 1T D HE AN A o R ON 4 By PEFERRE 0D FE A
PE/DVT : ZHESHRILARAE K OVifi f AR ZEARAE DTRHE K OV S840

3. EEXRIIMEICEET 5FE L FNER
(V2 MMEEXIIRICEEST 5FE] 22T HZ L,

4. BZERUVAEICEET T8 L ZTDERH
(VARERUVBEICEET DEE] 2230 THZ L,

5. BEEGERMIE L ZTDER

8. EELEARMNIEE

(BhEEFHIE)

8.1 7'm br v UHEEEEREL (PT-INR) (ZAFOHEEEERICOWTERE LI EBE TR, IE
PEALE 7y b AR T AT ] (aPTT) EogEFEREREIL. AFOFEREEN =4 735
L LTSRS ey, (1.1, 11.1.1 &[]

&2mm%@ﬁwmﬁiuézkﬁ%é@f\zﬁ’mufm%(m%ﬁm@yﬁ) (TR I 55 DR AL 2 S

ML, SR A~E 7 1 B AERME DR T %O H O EEAFE D b Ga I, WMURRE AT 2
& [1.1. 11.1.1 B8]

8.3 ’:I s, B P, SR, fpR, wEin, i R OMAELE | R I OESFED Hi
t TiX, EENCEKT L2 X ofE T2, [1.1. 11.1.1 ]

&4#@4&%2%&@%%% 1T, HIMY 27 BNEICHE KT 28FNRH D720, AFEOHFHIZONT
L& GICHEEICHRE L., IBE EOFIENERMEL ERS S Hr SN0 45, 2 b OIRA L HFH
T52¢&, [1.1. 10.2. 11.1.1 2]




VI Zz4ett (B o) (CB95EA

8.5 AHIDOE LTI FHRLRIEAVLEZAT 5 e, BRRIICFTHE T HIUTAK ORG24 Feff]Ll Lk L

8.6 AFA| LM OPUEEEF & DIV 2 ICBWTIE, UTORICEETDHZ &,

8.7 MEMMKENHHDLND ZENRHDHOT, Bk, MK, RN, FEHEOIERDEH LONIHAEIC

8.8 RHZENTHEITELICARZIRA L, FA20HH 1 RORMEZITS KO BFIHEETL 2L, Ik

8.9 AAIFL G- rh o> FEFE T A A A 70> 9 H A S 03 1k of R 8 722 HH . 0D 8 BRINE | AR ) oD Hi Bt [ 4 FH 00 Hh N 4 a4 B

TRRITATO T ENLEFE LV, FITCRENLEOIGZELE D Z LN TEXRWEAIE, Bt L i
VA7 BT 22 &, RAIDOES X, FHRCREMLER., BEOERIREIZEEN 2 < B 720
TLEERLTHHL, ARAESHICEHTAZ E, [1.1, 11.1.1 ]

- ONT 7 D UIPHARANCEI DX DMERDHGEIE, VLT 7 ) o5 A2 IE LT, PT-INR %,
MREEE RER A &2 3206 L. JABIRD TIREL TSR 72 2 & ZHER L=, 7 KA AR D% 5 %
BT 52 L, [16.7.9 ]

- EHFNOHEEE S (~NY ) DOARANCEID B X A5, REIOFFIRNULE TR D TE I
W D 0~2 BRSO E R IR L 0 . AANOE G E2ET 5 2 &,

c KRN TUNLT 7 U A0 ZRFICB W THUERBEIER DA+ 2107 5 AIREEN R I TWDH O
T, PUBEEASHRFF SN D X 9B L, PT-INR %, MEEEERERE OEIEFIKO FIREZE 25 %
T, A7 7 D ERAIZHAT 2 2L, b, RAIORGH T % 24 RefiliE+ 2 £ Tk, PT-INR
XU T 7 U OHEEEER A BRI B LR,

« KA B EHFNOTEERNCE D B2 256, AFOEEZRIEL, RIEIOARFEGR T E S L7k
(CHUREE A OB RN 4% 53 TR 5-2BRA+ 5 2 &,

X, N EIREICHER T D XY B ICEE TS 2 &, [11.1.3 /]

HEENTHEE TS, —EIZ 2 Ry Z2RAES, RORAE T 12 BRI EZET S X5, BEICEEY
HZ L,

ETLHAIE, TR THLT TR Ry M YTy (BIEEEER) OBEFIRCELTSRL,
e, MELAUCHEICHEES ZEERE, HEQEARNER, FEOERZA T LEEICHT R, BIE
MEOHEH EOTEOTHEZMRT 52 L,
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13 387 0. 1250\‘ 2500, 5000*% | fft : 5000* AT ISR B o T,
(A GReE) ) I : 5000%
13 37 0. 60. 300, 1500 1 : 1500 FHIEFTRIIRD SN o Tz,
o omas ) I : 1500
Z vk A 3 0, 12.5, 50, 200 1 - 50 1 200mg/kg & T—iEPEO AR ERINATE
(Wistar. Mz (& (PEG 3&itis) ) | #f : 200 EoXEY Wit
% n=10, . 0. 12.5. 50, 200 I : 200 FHEFTRIIRD SN o Tz,
X1 20) WM | e 0 (PRG JerEdk) 1 | i - 200
13 3 0. 75, 1‘50\ 300 It <75 TR TORGHE CEREININHEAE D 5
BEn (ReH) ) M <75 niz,
13 87 0. 60. 300, 1500 1 : 1500 FHEFTRIIRD SN o Tz,
0 (ki ) I : 1500
96 3] 0. 12.5, 50, 200 - 12,5 1 50mg/kg LA ORETAREEEE NS 2358
(& (PEG 3&itil) 1 | #f : 200 »HiT,
4’3 ‘ A 0. 15, 50, 150 I <15 #éf@#ﬁ@ﬁ%féﬂﬁgﬁ@%& (BRif, 1
(B—2, (#&n (PEG 3utfs) 1 | #f: <15 JERIE) I2fE 9 AR b,
eI \ 0. 15. 50, 150 # : 50 MERE 150megflkg %L B 72 I B OV I
# n=3 BB | e (pRG SEpkE) 1 | - 50 BRF T A — 5 DA BT,
XL 4) ‘ 0. 5. 15. 50 i - 50 it 15mg/kg BA b OBECIREHINIHNR 23R
S | “leely (PRG Stk ) | -5 bR,

* BT ppm, PEG: BV zFL L7 a—u



IX. JERRAREAER(CBE9 5T H

R)EEHE MR
ARXIF T AW MW TAIR A RFEERER (Ames i BR)  (in vitro) . F¥ A =— AL A X —VT79 #illd %
AW Qe B R R ERER (dn vitro) . ~ 7 2 HWI/MERER (in vivo) 1TV TIERZE B LR 5
TR D b o7z,

(H)DYARIEEER 59
M~ v 2 (CD1, 4 n=60) WNIHEMET v & (Wistar, 45 n=60) (Z, U /S—mFH,00, 10, 20 KO}
60mg/kg % 2 FRER A &G L2l 25, WTNOBREIZIE T LIS AR b enoT,

(5)EEFR A FHEHER

1)

2)

3)

ZRRRE R VSR £ COMBIICEET 2 53ERER (5 v ) 60

MifEZ >~ - (Wistar, 4 n=24)I2, U "—a X430 0, 12.5, 50 KO} 200mg/kg (PEG dLybik) 245
> MTIEAECHT 4 WM M O O OAZRHIM 2 S5 E T, T~ MTITAELAT 2 8 & O D#% O AR
BRI HIEIE 7 A E CHARO®REG L-L 25, 200me/kg FEOMERHEEIY) AT EORD . RS I
IREBININE 2 B T2 23 ZIRRERLE R L TR FEFT R AR o3, MaME & MRS B4 © 50mg/kg/
H. AERE L OWR IR LT 200mg/kg/ B & HEE S 7=,

IR - fe EFEAICBI T 258k (T > b, ) 196D

HiEZ v b (Wistar, n=22) (&, U "—wa 4,30, 10, 35 XX 120mg/kg (PEG H:ibik) ZIFIE 6
~17T BEECHEHAKA®ZELE Lz 2 A, 120mg BEOREMWIC FENHIN, &, EEEEORD, (KEHE
MOHR3FRD HAL, JRIETIL 120mg #E TEHREDORA . BLEBLENRD N2 L s, BRI EEIT,
BE L O - BRI AEICRE LT, WIiud 35mglkg/ H & H#EE S L7z 6D,

YR 9% (Himalayan, n=20) (2. U —g X430, 2.5, 10, 40 X O* 160mg/kg (PEG :7bAK)
IR 6~20 HHF CHAKROKG LZE 24, 2.5mgkg L EORHIZREGEIHY 2389, 10mg/kg LA
FORICIEBEE - HOKEORA, EROE, EREFXCOEMBBD b, o, BEWOENSR
BHETHD 40mg/kg*Ll E)s B IRAT R AR OB OV 72 B (LR AE J OB 2o B & o s 238l
KIh, BEWOLEmIEICREE L. IR EEEZ b, 202 b, EEMEEL, BEmo—
eI LT 2.5mglkg/ H A, REEM) O AEFERE &K OMRIEIZ X% LT 2.6mg/kg/ H & HEE S L7 49,

R ) N—p YN OLHIBRFER (AUC) & LT 3.066mg-h/L, B MZ 1 H 18 15mg #5860 27 {HFH4
s AR

AR A O T AN N RHEORREICEE T 238k (T > k) 50

M7 >~ b (Wistar, n=25) (&, U 3—uaFH,30, 2.5, 10 KO 40mg/kg #4EHE 6 H B~k 21 H
HECHARAKRG LcE Z A, 40mg/kg FEOREN ICEEERE O - (REHINIE], HI T2 ORE
BEROMF, L AL D, BOREGE MK TR EMAZRD, SREEN R S, FEANECRKRE,

fRMEE% ., WEROWA, MAEND 4 RAGFEROKRTARD bitlz, £72. 10mg/kg UL EOREIZIERE DM
MRFED bz, 7eds, F1HAROSEREE, Ko, BREEBHTONCFE K OFEER, F1 OXkiE, F2
HRICITEENRD b o Te, WEMEEIIREYO KM, AR N HAERTR AR O F1
A% L C 2.6mg/kg/ B & HEE ST,

OEEEIE: {1
24 L0



IX. FEERREERZBE4 5 IH H

() Z Db D4FHEE M
1) SofE ek 62
(%)
—HEONAER G FEMRBR O R, R R e T 5T RO b oo 2 L b SEEMEICRHE
L7ilBRISEN G L e o 7o, 7eds. 7 v FTo 13 HFsE #5538 (0, 12.5, 50 XU 200mg/kg : PEG)
BV THRIEFBEDIRF STz, ZORER, PFCA K OWMIERIE, FACS fight (Milakm~ —0 —ff
Br) &S L7 R, e P i thpt lIERR bille o7z,

2) HeEElE 69
U R—na R O R~ U ARSI (3T3, A31) Z AW 7-%:4M MR (5d/em?) FREHIZ X 2l
AT (24 REETH) Z00E L, AR5 O SRAMR IR FT AL O ECso & FEFRIT ST IRAIL O ECs0 DL L L
THFMEAREL (PIF) Cali L7z, ZOfEE, U 8—a X930 250pg/mL OB EEEICH T b5
HUN OF 2B D & TR O AFRITEITRD OGN T PIF (X 1 &L S S, U AA—m 38w
FeneEZ T,



X. BEHFHEICET AHE

X EEMEIEICHET HIER

1. RHEX

B AATGEER - EE - IEMEFEOLGZICLVERT S L

ARGy © 5% L7gw

2. BxhEAME
B 36 » A

3. BENRETORE
HPiE SRR

4. kWL EDEE
WEIN TN

5. BERITEM
BEMEELTAR  HY
<FVoOLEBY Y

ZOMOBERITE . [XIM.2.ZDMOEEER] OHAZSHR

6. FI—F5) - RIS

SESEIEIA, : A 7 LV 146 10mg - 15mg. A /% Lob brOD B 10mg - 15mg (3 = AR BHKR A1)
[ — B% 53 3 0 A 7P LV FOGE 2.6mg, A 7Y LoL FOfiiKI3 ) 10mg + 15mg.
ATHFLIV O RT A vmy 7N 51.7Tmg + 103.4mg
(A =R R A1)

7. EEEAEERAE
20084E 9 H 15 A (HF %)

8. BERTADEABRVARES, RMAENKFEAR. RETHBEAR

W4 BLEIAREA H R SEM R B | e H
UoR—pg FP R
5 10me <A ) 202242 /1 15 H | 30400AMX00049000 | 2024 4 12 /1 6 [ 2024 4212 J] 6 H
Ak 202242 f 15 [ | 30400AMX00047000 | 2024412 1 6 0 | 2024412 /1 6 A
b 15mg [/54 = /1)
JoN—m Ny 202242 J1 15 A | 30400AMX00057000 | 2024 412 J] 6 H 20244212 1 6 H
OD & 10mg XA /)
UoRX—p N
OD 5 15mg [+<f /b | 202242 1 15 H | 30400AMX00056000 | 2024 412 J] 6 A 2024412 1 6 H

0. MRERITMBEM, FAERUVARLEEENEOEFABRUTONE

A% L7




X. EHEEICET DA

BAROANA

11.BEEHME

BN ONANA

12 F R GIRICE I S 1HH

10.BEERR. FEBERARFEABRVZOAR

AANTIEATTBREDED 2 [HRFEMIMIC ERAR T STV D EHRER] ITY LRV,

ARANTEZHRHIM L DR FEEIRLTH D,

13.&£Ea—F
JEAE A 1B 51 2= 38 L7 NEE
fR7E4 A FE BT L a—F HOT (13 #71) %= PR 2T
EHHa—F (YJ =2— ) a— K
e = A 1297270010101 100 ££[10 ££(PTP) X 10]
5 10mg 3339003F1040 | 3339003F1040 622972701
(314 Tl 1297270010201 500 HE[R, 7]
R A 1297287010101 100 ££[10 ££(PTP) X 10]
5& 15mg 3339003F2047 | 3339003F2047 622972801
(34 )L 1297287010201 500 E[fR, ~37]
UoN—pm
OD #& 10mg 3339003F3094 | 3339003F3094 | 1297232010101 100 #£[10 s£(PTP) X 10] 622972301
[N )|
UoR—pm o
OD §% 15mg 3339003F4090 3339003F4090 | 1297249010101 100 $£[10 £E(PTP) X 10] 622972401
[N )|
. - GS1 =—F
BN IT (R ~ R . . R N
a = AT — | JRF A B = — R SRR = — N
§1/<~«u:%f%/§>/ 100 #&[PTP] 04987081787050 14987081186980 24987081186987
€ 10mg
(A T 500 $E[NF] 04987081787067 14987081186997 24987081186994
;L’*“D:*f*’§>/ 100 £E[PTP] 04987081787074 14987081187338 24987081187335
€ 15mg
(S gL 500 $E[NF] 04987081787081 14987081187345 24987081187342
YoR—nm Ny
OD 5& 10mg 100 4E[PTPI 04987081782888 14987081186874 24987081186871
[N )|
UoR—pm PR
OD 5& 15mg 100 $&[PTPI 04987081782932 14987081186959 24987081186956
[N )|
14 RIEHRT LDEE




XI. 3 ik

X1.3X [

1. 5|FAXwHk

1 AERER: BARNERSA S 231 D a5k (f 79 LoLr b gE 2012 45 1 A 18 H &R, CTD2.7.6.7)

2) FENEE: U N—mF YNy 25 5 KON 10mg $E& ZEERER G LT & O &GN Z R L2 - R
Br 12361 UEIAT—%) (A7 H LL REE20154 9 A 24 H&GE, CTD2.7.6.8, 2.7.1.2.2)

3) FEWNEEL: B AR NGRS A B 11031 2 iE G- (41 7% 1oL ME 2012 4 1 A 18 H7&RR, CTD2.7.6.8)

4) tENEEL : Through QT #ER (1 7 ¥ Lv ME 2015 4F 9 A 24 HKGR, CTD2.7.2.4.1)

5) FhNEEL: BARANIEFRBEN CHEMBIYEE (CH1T 2 EANE TR 1 (1 7% Lv ME20124 1 A 18 AK
7, CTD2.7.6.48)

6) FEPNEEL . AARANIEFRBENME O MENEFE 21T 2 ENGE TAHRER 2 (f 7% Lo MEE 2012 4F 1 H 18 HIK
8, CTD2.7.6.44)

7 FENEE: BARNIEFRBENML O MBIV EE [T 2 ENE DAHRER 3 (f 7% L/ MEE 2012 4F 1 H 18 HK

. CTD2.7.6.45)

8) ﬁwgﬂ VSR M AR R AR AR E B 1 d 1 2 ESMEE AR A BSOS aRER (f 79 1oL b 2015 4R
9 H 24 H7%FR., CTD2.7.6.12)

9) FEANEEL : SRR G IR MARAE B 23T D EAME A Bty (f 7% Lov MEE 2015 48
9 H 24 B, CTD2.7.6.13)

10) #EEE - [ENAE DAEER (PK/PD fiftr) (o 79 Lo M gE 2012 45 1 A 18 H7KFR, CTD2.7.2.3.6)

1) #ENERE - AR NE IR RS ZEARE B & I A AR AR LA B8R E AR 126 1T DIREE B Ok (f 7 LL b
$E 2015 4 9 A 24 H7&#, CTD2.7.2.3.3.1)

12) #ENEEE : B AR AFEFRIEE MO BB B 12351 5 E NS IARER (1 7 1L RE 201245 1 A 18 A&
A, CTD2.7.6.46)

13) thPNEEE © ISR IRE R DR MBI B 1361 T 2 ESVE AR SR (1 79 Lov MEE 2012 45 1 A 18 HIKFR,

CTD2.7.6.47)

14) AEPNEE : SRR IERRE B (TR 1T D ENHIERER (f 7 Lov ME 2015 4F 9 F 24 FZKRR.
CTD2.7.6.5)

15) tENETEL : S G MEVR DR R AR E B (2301 % [EN S TAHRRER (f 774 Lov b EE 2015 42 9 H 24 HK
. CTD2.7.6.4)

16) FEPNEEARE « ARUHESE B B IR AR E SR R OVRMEAE (B Il ZE A e AR 2 38 1 2 [EIN B8 AR ERBR O e & i AT
(A4 7 Lov MEE 2015 429 A 24 A&, CTD2.7.3.3)

17) AENERE © BEE M AR B T3 1T D ESME AR (f 7% Lo MEE 2015 42 9 A 24 HIKGR
CTD2.7.6.2)

18) LB« AR E R BRI AR E AR 1S 3810 5 EANE ARRER (1 7% Lov MEE 2015 42 9 A 24 Ak

. CTD2.7.6.1)

19&W§ﬂ SMESE (G MR R R AR i AR R OV MIE (B MR i SEARE B 2 330 ) 2 [EIS1 25 TR BBk D A5 A g iT
(A 7 Lv MEE 2015 4 9 A 24 H7KFR., CTD2.7.3.1.4.3)

20) FEPNEERE ¢ BUMEE (G G SR AR E AB R S R A A M i ZE AR FR A 2 5 U 2 [EI A0 4 TILAH = 3 % -3k Bk
(A 7 HF v MEE 2015 4F 9 A 24 H7KFR, CTD2.7.6.3)

21) #ENEEE: B AR N BERE & e 5 223800 2 HE B 538k (4 7 Lov R EE 2012 4F 1 H 18 AR, CTD2.7.6.9)
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22) HENEEE: B AR N R Rl 5 A2 ds 1 2 ROE G- (1 7 Lo MEE 20124 1 A 18 HKGE, CTD2.7.6.10)

23) Kubitza D. et al. : Expert Opin Investig Drugs 2006; 15: 843-855

24) Perzborn E. et al. : J Thromb Haemost 2005; 3: 514-521 (—¥#-NEEN)

25) Tersteegen A. et al. : J Thromb Haemost 2007; 5(Suppl2): Abstract P-W-651

26) tENEEL 1 T v MEMAIE EF R MARIETT VST 21EM (1 79 Lor RE 2012 £ 1 A 18 HKR.
CTD2.6.2.2.2.1.2)

27) #ENEEL - T v MERIR O o MR MARIEE T ST 21EH (1 7% Lov REE 2012 4F 1 A 18 HIKRR.
CTD2.6.2.2.2.1.6)

28) *ENE R - T v b AV v U MNET VKT HER (4 7 Lor MEE 2012 42 1 H 18 HARR.
CTD2.6.2.2.2.1.1)

20) NG R - UHF AV v U MNET VIS THER (1 7 Lr MEE 2012 4 1 H 18 HARR.
CTD2.6.2.2.2.1.7)

30) tENEEL : v U X TF FFRMARTAIE T 7 /W T 24EM (f 7% Lov FEE 2012 48 1 A 18 HIKRR.
CTD2.6.2.2.2.1.8)

3D HNER . 7 v b TF FFEEELEE T VT 24EH (1 7% LoL MEE 2012 £ 1 H 18 HIKR.
CTD2.6.2.2.2.1.9)

32) HENEEL : T > k%ﬂjm:&wv st H1EH (f 7% Lo ME 2012 4 1 A 18 H7KR, CTD2.6.2.2.2.2.1)

33) FENEEL ¢ I/ MBI TR (f 7Y Lo Mg 2012 42 1 H 18 A&, CTD2.6.2.2.1.6)

34) Kaneko M. et al. : Drug Metab Pharmacokinet 2013 ; 28: 321-331

35) Samama MM. et al. : Thromb Haemost 2010; 103: 815-825

36) FENEEE 1 HARNERERR AL 112381 5 15mg §Ex AW o BFEORERER (1 7Y Lv ME 2015 4F 9 H 24
A&, CTD2.7.1.2.1)

37) HNEE - 10mg SEA AV RFEORERE WNEAT—%) (7 ¥ v ME 2012 4F 1 A 18 HIKRR,
CTD2.7.1.2.4)

38) AENEEL : HMH EAEMRER (1 7L hEE 201245 1 A 18 A&, CTD2.7.2.2.4)

39) Weinz C. et al. : Drug Metab Dispos 2009; 37: 1056-1064 (PMID : 19196845)

40) B R  MEFHIANA AT XA T U T 3B GMEAT—%) (1 7V Lov ME 2012 4F 1 A 18 AR,
CTD2.7.1.2.1)

41) Weinz C. et al. : Xenobiotica 2005; 35: 891-910 (PMID : 16308283)

42) tENEEL - T o MBI Dliges - MRk (1 7 LoV M EE 2012 45 1 A 18 A&, CTD2.6.4.4.2)

43) tENEE MR T v M2 D eEmiEtE (4 7Y LoL REE 2012 41 A 18 H&R, CTD2.6.4.4.6)

44) HNEEL . T v MTBIT DHF W (7 LoV ME 2012 421 A 18 A&, CTD2.6.4.6.4)

45) tENE R} MIEER ARSI BT 2 (nvitro) (4 7 LV hEE 20124 1 A 18 H7&FE, CTD2.6.4.4.1)

46) tENEE : PElbe b (f 7 Lor R EE 2012 4F 1 A 18 H7KGR, CTD2.6.4.6.3)

47) Kubitza D. et al. : Br J Clin Pharmacol 2010; 70: 703-712 (—##NE&EE)

48) thNEEL « JIFFEFEE BT 2 EYERE GMEAT—%) (1 7% L/r ME 2012 4 1 A 18 HIKR.
CTD2.7.2.2.3.8)

ANFENERE: U Y2 BT DRI AT BE T 5 mtERER (1 7 LoV REE20124F 1 A 18 H kR, CTD2.6.6.6.
2.2)

50) tLNEEL : T v M D HART R ONME AR O R AN N RHEOMRBICEE T 238k (1 7% L)L Mg 2012
1 H 18 H/KGE, CTD2.6.6.6.3)

51) Brodsky S, et al. : J Am Soc Nephrol. 2018; 29: 2787-2793 (PMID : 30420420)
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52) Zakrocka I, et al. : Adv Clin Exp Med. 2022; 31: 165-173 (PMID : 35212199)

53) Pengo V. et al. : Blood 2018; 132: 1365-1371 (PMID : 30002145)

54) NG EL - LM ERERER (1 7Y LV ME 20124 1 A 18 AR, CTD2.6.2.4)

55) tEPNEEL ¢ BIRAVIKELERER (1 79 L)L MEE 20124 1 H 18 H&RE, CTD2.6.2.3.2, 2.6.2.3.3)

56) tEPNEEL « HEIE G R (f 79 LoL REE 2012 45 1 H 18 HkRE, CTD2.6.6.2)

57) tENEEL - E R G EERER (f 7 LoL REE 2012 45 1 H 18 HikRE, CTD2.6.6.3)

58) tENEEL B mE RS (f /Y LL MEE 2012 45 1 H 18 HkGE, CTD2.6.6.4)

59) tENEEL - BNAJFMERRER (1 7Y LoL R EE 2012 45 1 H 18 HKFE, CTD2.6.6.5)

60) tENE KL : T v MBI 2R MRREKR OB IR E TOYMIIRICE T 25408 (1 79 Lv ME20124E 1 A 18
H &2, CTD2.6.6.6.1)

61 &R T > MBI DR - BRI AICBE T 2 H IR (1 79 Lr Mg 2012 45 1 H 18 HIA&R,
CTD2.6.6.6.2.1)

62) thNEE : SEHEME (f 7Y LoL ME 2012451 H 18 AR, CTD2.6.6.9.2)

63) &R : 3T3 NRU & M5 in vitro YemtEaliR (4 7% 1oL ME 2012 42 1 A 18 H7&#R, CTD2.6.6.9.7.1)

64) FENERE : fERER AT I 1T D 20mg SERR N4 5125 2 e ORE B 5-OFBXIANA T XA T8 ) 7 o
REr GMNEAT—%) (A 7HF L ME 201549 A 24 HEKR, CTD2.7.1.2.3)

2. ZOHOBEXH
AR L



XII. ZEEE

XI.SZEH
1. EHAETORERR
BRI L

2. WIS H1T BEER IR
R L



XI. f &

Xl &

1. FRH - MEZEICERL TEREKHIZTS IS H-> TOSEFR

AREOHEHIZET DR « KHIIAREZ T TORWWEICET S FERrEEN 5,

R GTEENHELL TORVHNELETENTEY (O ETHREHSIN TV LHBRGIETH LR 25
ELTIRRL TV D,

ERIEFE DA EH 2 BET 5 ETOZEFHRTH Y . MLFEORREZRT HOTIEAR,

(PR AL - TS R A O IE G e EEC BT 2 A4 R T4 IZBT % QA I2oW\WT (2D 3) |
BMICHE 9 A 6 B EAEGEEEK - AVEHE KRS - PR RER FEEH)
(AT OFERIEEREERRDERELEH L= ]

(L)
DEF DM DR EME
TN TRAFLAE AP RE A7 R
oo vy —L KRGy DM ZZRBD I Z AL D
semowpy | 20 C/TO%RH (BAH) 3HR | A ckieamn o i
(10mg, 15mg) St R Ty—L a KEF OB % BD T8, FHLSD
25°C/60%RH (B %) o THE T EBD RN T
a 42001x TH 12 MG L, #BEE 120 5 1x-h
REEE - Mk, EEWE. a8, k%
@OD DM DRE M
TN {RAFLA RAFI e A7 IR OR
Cre—L EAE 1~2mm FREOELEY &Koy
25°CI75%RH (B 34 H DOEMZEFTREDT=0, FLSDIEH
OD B DKy F) " TR ERD Do T
(10mg. 15mg) SRS SN FIF RSk DR Z RO T8, Eh
925°C (%m) e LIS DI B TR L 2R 7o
MR 0 AT & g Vo

a 50001x T 10 HRIFST L, HFEE 120 5 1x-h

HIEEE - MRk, BRWE., &8, Ko%

)

ARTF—Z X ERFUETIZBT AR THY, OFMTICBITILEREZRIET 2 HOTIEH D THA,
Tz, REEFEIZEB T DARENOEIMER NLZEMHEITHREFT L TR 8 A,

—100—



XII. i =

(QFRE - BAMRUBEREF1—JTDEBYE
OfFEFIDRRE - BAMRUBRERSF1—JDREBME
UNR—mF PN 88 10mg » 15mg D 1 2w MMIHOWT, £ 1HEXTY ., K 55°CHK 20mL Mz 5 45H
fgES, DERETREZBIZ Lz, SERORENRD SNR2WGE, SBIC 5 olkkE L, [Fkk2FIE
THIE LT, 7o, BNl % 8Fr.ORE RET = — 712K 2~3mL/A O THA L % ff
AL, TOREE, WAL S 5 HE CIIERE Lo 7203, 10 oiaE CRE L, SFr.oF 2 —7%
B L7,

QOD fEDHAE - BEAMRURBRERSF1—J0EBMH
U R—m 49,3 0D §E 10mg « 15mg D 1 7 v MIOWT, & 182HY . £ 55CHK 20mL #/Nx 5
SEE%, DERETREZBE L, £72. BonBEiK% 8Fr.. 12Fr., 14Fr.OREHRET = —
TNCH) 2~3mL/FP O PE THEA Uil e 2 fEad Uiz, 2 OFES . Wi & & 5 7 M e T L 8Fr., 12Fr.,
14Fr.OF = —7 Z i@t L=,

OD £t D FHIRE &
U= 430 0D $£ 10mg « 15mg D 1 2 v MIOWT, % 3EEEXZIY . BB A v a LICEER., &
AR 7 % VT S 8em DEER LD B 3T CORERIK 240 20mL/ 55 OB T T L, AREER 2
BIE LTz, EORER, SFHRERMRIZZNZEN 20 P26 B TH- T2,

@EEFIDKBEHEDRE N

R PRAFA TRAFIZHE TRAFHIH i R
e K AL = A D

KRR (K 20mL)
WEEE MR, &%

®OD fEDKBBBRDRE M

Wk RAFSRAE RIFTHE A7 1 OB
OD § 7 K K iR et e e -
(10mg. 15mg) S P Wt ] T A% 24 5[] | B ERO AR5

KRR (K 20mL)
HEER - Mk, &

1)
AT =2 LM IR 2R TH Y (ARG HIEIZB T DAFORNENRE, AMER O 2T LTl £8 A,

—101—



XII. {

el

®

REMBRUBRERSHOEMERE NEAT—45) @

TR 55 Bl & Xkdk L, 88/ 20mg* 2 piktk, TV EBA LY v TICBE LR DL (W& S) | KiZ

B LM EE T 2 — 70T (BRERE) | ISRl EROEKE EEREE) L, 2hEiis)

e EHICHEIERE LBy EE: . 373 B;ﬁﬁ 1 AF— /=R TR L7,

3B 3 W5 A 5E% Lic 44 BIZI51T 2 ek 5 OMRE & G- R O SEAIIE H-RFIC k325 AUCo--D i

ZTNZEI 95% K N 89%, Cmax DHITZ LTI 90% LT 82% & SR 58 & RIFLE CThH - 7=,
FRETHRIEINTND U 3—a 385K (Xarelto® Tablets 20mg)

FEBEERHTICE TS ) /A\—0O0F Y/ 20mg*EEIEOKR RO MBHREHRS

300 -
—& §FFI1% 5(n=49)
250 - —— R 5 (h=52)
— —— FER 5 (h=49)
?ﬁ 200 A HiTESEESD
i
;@ 150 -
g
’“g“ 100 4
50
0 : "—W
0 4 8 12 16 20 24 28 32 36 40 44 48
5% ()
BREEBREEUETIZCE T ) NAN—OF Y/ 20mg*E AR SEOEYPHFE/NNS A —4
IRTRA—H FERIFEE (n=49)*3 B s (n=52) REE S (n=49)
AUCo- (ug * h/L) 2280/19.6 2140/19.0 2030/20.7
Crmax (ug/L) 261/18.8 227/13.2 214/21.4
tmax () *1 4.00 (0.75-6.07) 4.00 (1.52-6.00) 4.00 (0.30-6.00)
t1z () *2 6.88 (3.34-11.9) 6.36 (3.30-11.2) 6.47 (3.32-12.3)

tmax : %%Jﬂlﬁﬁqu%}_g%”éﬁ#%ﬁ\ tug :
*1oPfE (REPE) |

TH I
*2 o BFARTEAE (REDR) |

*3 : AUCo- X TN t 12 12D Tid n=48

Z NI BT E/CV %

RETREISNTNS U A—m 243854 (Xarelto® Tablets 20mg)

ERRSRICHT 2MBRUBRERERD AUCo-R U Cnax DL & 90%15 58 X [

A T LIME e S1gEAIB I (%) | BREBEEERIEE T (%)
PRI G | MR | SR [90% (X [H] [90%E M X [H]
. 95.4 89.1
AUCo(pg-h/L) | 2200% 2100 1960 [92.38-98.60] [86.23-92.03]
90.0 82.0
Crmax (ug/L) 254 229 208 [86.08-94.08] [78.48-85.76]

*1:n=43, ZiLISMI n=44
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XI. f &

[CNSDHBRICE DV ERIZWMT CERVMEEDREHIE]

ARIRBRAAE A B E 2 Todmm ORGSR, 2018 4 3 A X 0 KE QR SCE Tl TR E R 512 LT T o

FEEOREAEMS T,

- BERIE R L . AKXUETVEBA LY VIEORLPWEY LIRBE TR S 258101, BERED
ICREFLZBRSE D,

- BRI LEEIC LD BT A5AIE. BEANCEEOME AR LT BT bEOKE L HICH
BEBUCRE%, KCTHELRE L, BEHICRBRELIT O,

BB, BRI OSREREBIE T TOREMEICOVTIE, [V.eHFDRBELETICHITIREN) ©HE

LMW,

*1 o ABNIAKITIRFICS W D, ZEIEIRC S U2 BITRIAME 95 28, B EE L7 BRI AN LA
FTRATEVT 4 DWENRBDOLNTNWDHI D, BFELEBIRGTIZEEENTVD,
($£#4] 10mg M X 15mg W GO ABFEDOEEBIZ SN TIE VILL.4G) BE - #RAEOFE] DEEZSR)
*¥Q 0 U — 1 Y NP NS TR ENTEEED AUC KT Cmax 13, SERIZRE ARG LA Lk LEN
T 29% MU 56%IE T35 Z LA/REINTNS,

D) ARBEE R, SMEAZRRIC, RKETREREESNTND U N—a 9385 (Xarelto® Tablets 20mg) % A
T, BEAIRR N B BRI 5, R O E B B RF ORI SA AT XA T U T 4 WO EFEE R L5

Tbh D,
1 2) ARNOARAELOCHEFLTOLEY TH D,

@ JEFBUENE L EAE B E TR B B M MEAK 2E B VA By PR FEARIE 0O FiE
NEE., AT A= P 0 LC1mg 2 1 H 1 EBRICROFRS T, B, BEEDOHLBHFIC
)L TiE, BREREOREIN U T 10mg 1 B 1 BICHET 5, |

© FRRMARZERRAE (0 ER AR M AR IE R OV AR ZEARAE) D VEHE I ONFFFE 4]
FEE . BN I IR AR AR AR AE S AR ZEAREFRAEZ ORI 8 WX Y N—aF PN\ & LT 15mg % 1
B2EERIEOKBES L, Z0%IT 15mg % 1 B 1 EERICROEET S, |

2. TOMOEEERN
(BT &R
A=Y TARXR Ve v I ERE (AG) & TFELTTN?
cHOEDNL ! A=Y IFA X V=2 v 7 (AG) |
s U= YN gE - OD BENSA vy (BUBEEAD) ZIRA L ThET (IRERESAT—F)
s U= T RN GE - OD $ENA L 2R SN 5 LEMEBIOBE S A~ (DEMENZOWTE S D)
s U N—m YN gE - OD BENNA b 2 iR S0 5 SRR ZEARAE O FFE S A~ (FRIRILAR ZEARAE I DU
TE<ms5)
(BEREE)
C U N—m XY NUGE I ) ZIRASNDEBE SA L THEBEOTT~ GERBIEMEOENE)
s UN—m RPN UEE NS L] ZRASNDBE S AL THBEOT~ (FRlRinieFERE)
s U N—a XY AN 0D EE [N ) ZIRShDBES AL ZFKEOTT~ GEFIENG5FEE))
s U N—a XY AN 0D EE [N v ZIRHSNDBES AL ZHEKEOTT~ (FRILEFERRSE)

F— =z A7 S A — L= (httpsi//med.daiichisankyo-ep.co.jp/index.php) &

N
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