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< BRI Z & o I O BEREE K ORAICE U 7z I i 5
THMBEBZHELDH &,

- B EE (BE0RHINS) . HMEHED - » 04t
BRI, R CMITERROER ., MikEH (&6
T 5 EMITBREFEEICS CCEERMERGIN., 3
R S I A B 24T ) U I/ VIR I 25 00 5@ 1) 72 0d
TEREDOBGE 2 EBT 52 &,

Y URIEGRPEND T, MEBETIEARF OBREIC
WBERTRWwWEEZOND,

14. BRALDFER

14.1 FRIZAHFOER

14.1.1 PTPRZEOFEAIPTPY — + 2 6 WO L TRAY
2E£518 92 &, PTPY— FOBEKICED, TE
WH AP EEREARA L, BIC3EALZzBIL
THERARFOEE L BELZHET L VDS,

1412 KB FEQO LICORTHERZIRESE S EHET S
7, K& UCIRHAETH 2. £72. KTIRAT
H5ZEHTE D,

1413 KRN3Rz EEZORETIE, KeLTRASEZL
Z&o

15. ZDMDFE

15.1 BRERERICE DB

1511 B ICBLWTERBSN3FMEOL -7y Fa7
75V M ALY UHA Fip27Y a7
TA YIHUR) OWT NG DB T MAREDBEREL D
A VIRETNAERBEEEEZNRE LA & T
V7 7)) OIEERERELALRERICE VLT, Mg
BHEA R VOBEREDS, LT 7 CE6LHITIZER
HOENZP o TDITH Uy AREIEETIESFIH7HIIZER
HoHNET,

1000
—0— 5mg
5 —— 10mg
n qﬁﬁiiku e
To100 ‘O\ZEE\
% \ \A\D\g
e
;% 10 ° O\O\A
ugL) \
1
0 4 8 12 16 20 2
e 5145 (hr) FA P (n=8)
AUC Cmax tmax* t12
BSR (e hn) | (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)
¥ HRE (FE)  REEEE (EAICV (%)) n=8

16.1.2 RiERS

HARAE#BBEZ36HIc., YN—aF4 /810, 15X
20mg® % 1H1[E7HMEZICREROKRS LI, 7
m# 50 & g USRI BBt o R E 2B BE 2L, &
BELZEOONLEP T, [13.2 2]

R HIEH| AUC(0-24) | Cmax tmax* ti2
= (ug-h/L) | (ug/L) (h) (h)
GE 2326 13.0(1.0~
g 14432100 | G [P |57082)
7HE 2469 13.0(1.5~
1533(149) | (0w |~ agy | 77412)
TR 080(26.7) | 3476|4000~ 1 355 1)
I5mg (23.0) | 40)
7HE 3306 135(0.5~
2243(21.1) (20.8) 4.0) 8.7(26.9)
THE | ) 410246) | 3912 12520~ ¢ 150 g)
2omg (212) | 40)
7HE 3985 |3.0(1.5~
28390209) | OO0 |20 07 |77(236)

Hh R E ()

AP fE (EACV (%)) n=12

REEAE R AR M ARE (DVT) B K Ol Z2489E (PE) B
FENRE L-ENE AR O MEBEFREZH W&
SFZEY B REARNTIC K MBS X — & (HEEME) 1.

DToEBYTH-7z,

L AUC(0-24),ss* Cmax,ss*
A% - R (ug-h/L) (pg/L)
15mg 1HI1[HE 2977.5(36.8) 276.9(19.8)
15mg 1H2[q 5955.0(36.8) 363.0(26.7)

AT PIE GRITCV (%))
¥ L EET2H O MEEHIRE T — & 1ICED < HEEME



16.1.3 £YEHEEM
HANBERABEIC, Y N—0F9 /30D 10mg
EYN—OFHFNVEEIOMEg, XEYN—aF Ny
OD#15mge U /N —TF 4\ §E15mgs 7 0 A% —
N—ECTEERBEOEOHRE Lz, UNN—aFH )Ny
ODSEIKTIRANEAKZ LTORMAE L, Y N—aF

YN VEEIGAKTIRA L7z MEEHRALIARE 2 05E L.

/BoNT-FEWERE/NT A —% (AUC(0-tiast) & U'Cmax)
IZDWTHEEHRT 217 > 7o KGR RRAMFHEO H o Wil
0NEWXIZVITNH0.8~1.250HHANTHD ., W
ThOEETLHBAOEMLNFRSEEITER S NI,

= . AUC(0O-tiast) | Cmax | tmax* ti2
BSR|OBA O D (wegl)| () (h)
oDz 1460 | 230 15 | 837

10mg | OkciRA) | (23.6) | (27.2) | (0.5~4.0) | (43.6)
(n=40)| %t 1510 | 245 25 | 809
Gkl | (18.1) | (22.1) | (0.5~4.0) |(52.4)
(78:?51,%? 1580 | 240 20 | 6.99

1omg | eS| (269) | (28.0) | (05~4.0) | (33.1)
(n=39) ¢ 1530 | 231 15 | 650
(K THRA) (30.2) (35.5) | (0.5~4.0) |(31.4)

OD3E 1800 | 265 25 1919

15mg | OkciRA) | (27.3) | (31.9) | (0.5~4.0) |(55.9)
(n=39)| % 1710 | 248 20 | 938
Gkl | (27.8) | BL.7) | (05~4.0) |(61.2)
(ﬁ;ﬁfﬁ 2150 | 290 20 | 876

15mg | e C ] (266) | (33.0) |(0.75~40)|(53.6)
(n=40) 4 2170 284 20 | 7.79
Gkemi) | 27.1) | BL7) | (05~4.0) |(45.4)

s o HPRAE () RRAPRE GRITCV (%)) (GEMIBIREAEHT IS
M)

16.2 IRUN
16210 NAFT7RASEUFT «
YN—B F YN 5mgKkU20mg® & ZEER IR O S
L7z, XN AS T TR T I3ZENTh
112% K 066%TH -7z BFEAT—%),
16.2.2 BEDEE
(1) UN—uFH/)N>20mgH & BHITHS Lz, AUCIK
ZefERR S U 7= & it L39%En L 7= SAEAT—% ).
(2) BRANEEBERABFLIIFIC, UN—0FH N>
15mg# 2R R BB ICHERFEOKRE LK, g%
SRI2IZtmaxDBENSED 5 N/zA. AUC. CmaxiZ
WEBIROONZP o,
16.3 9
16.3.1 DTEE
UN—BF YN EFBRNES LB 3B HE (Vss)
ZHS50LTH - 7= (HEAT—%),
16.3.2 IV INTHEEGER
In vitroRERICBWT, UN—TFHNUIImEEy o8
ZEBWEAERZR L, b MY VR HERIZN2
~95% TH o7z EIZTLT I VIHEET %o
16.4 X3
UN=—aF 9N VIEEIZCYP3A4R U CYP2J212 & ARG
BEICEDRBSN, FTELRBWEELERY ) VEBROEE
(bR RO T I FREEONKDIEIETDH %0 In vitroik
BIiCBWT, UN—OFHNYPEREY > 87 Th HP-FE
% 37 (P-gp) RO FLEME 4 > /87 (BCRP) DEE TH
BHIENWREINTWVWS, [10. ZE]
16.5 HEttt
UN—OF N ZBIRNESG LB, 25279772
3HI0L/hTH D HEEBDA2%DWRELAED F £ BHE
SNTzo BERASF4FI[14CI Y N —a F 53 10mg
ZHAROKRS LB, #580/2/3IEANEER#Y &
L CRPRO#ERICHRES L, B0 o1/ 3B RENED
FEEHMS N GIEAT—%),

16.6 HEDERZHI 2E2E

16.6.1 BlEEEE
BE(LVv7F=>27Y97 5 A(CLer) : 50~79mL/
min). FEE (CLcr: 30~49mL/min) X V0EE
(CLer @ 15~29mL/min) DERRED H 5 BEFIHI Y
N—aOFH N2 10mgz EERERZEORS LHE.
BFHERE LB LAUCIEZNEN1.4. 15K TL.66E
WK ER U7z BXalFEHEERIZLS, 1.9KU2.0M5
WML, 7 u be s EVERE(PT () 1.3 22K
2.MERER U7zo CLerZP15mL/minskisn BEICB T %
BRI EB L TV BHEAT—%). [2.12, 2.13.
7.1, 7.2, 9.2.1-9.2.3 2]

16.6.2 FFEEEE
BEOIFREDH 5 IFEZ E# (Child-Pugh/3HA 8fl)
Tk, UN—aF N2 10mg# %5 Lz BoEY#e
LR B & e L TIZIEREMR T H U (AUCIKL.265 1
). BAOREHBICEIRD NG P72, FEEOD
FFREED B 5 AL B (Child-Pugh4JEB 8fi) Tl
FEERE B L CAUCH 2.3 LR Lz, B, Ik
AEOAUCIE2.6f5 LR Uiz, HXalkFiEHHERIT
2.6fEHML. PT(#) b2 152K L7z, Child-Pugh%
HCOBEZEIIBIBMETEEHBL TRV (SEANT -
%)o [2.4. 9.3.2 ]

16.7 ZYEEIER

16.7.1 U RFEIL
BFERABF126012) FEei600mgs ) /N—a F4
N2 10mgz RS LZEE. UN—uaFH N> OAUC
1£2.56%, Cmaxidl.off L& LHEEERA S EES
HEAT—%). [2.6. 10.1 ]

1672 7 haFVY =)L Z)FV =)L
R ABE 206127 b3+ —)400mge )N —u
FHNVI0mgz TS LB, UN—gFF N> 0
AUCIZ2.6f%, Cmax!d1.7f5 EF UHIBEERE P HERS
niz(MEAT—%). [2.8. 10.1 ]
ERRAB T34 7 )L aF Y —)L400mgs VN —1
FHN20mg® 2 HHKES LB, UN—aF PNy
DOAUCIE1.46%. Cmaxid 133G LA L AHEAT—%),
[10.2 2]

16.7.3 7302004V - TUAONAYY
R ABF1ISHIc7 5 ) 2Aa~v A »500mge Y
N—aFHN210mgz KRG Lz, VN —aF4
NYOAUCIEZL.5f%. Cmaxixl.46% EHF L7z (SEA
F—=%), [10.2 B3]
BERABF15HlIcTY 2a< 1 2 >500mg& Y /N —
OF N 10mgE HHAKS LR, UN—aF Ny
DAUCK U Cmax& b I121.3(5 R L (BHEAT—%4).
[10.2 8]

1674 U770V Y
BERABT1I8HIC) 77 ¥y > (BBAE150mg &
D 600mg TWiH) & /8 — 0 %4 /3> 20mg® % Al
BE LB, UN—aF 3N OAUCHKIS0%ET L.
FREHFOREBRFERLES L (MHBEBAT—%).
[10.2 8]

16.7.5 T/F9/)XUY
BERBEABFLIOBlICT ) F45/%) »4000IU & Y N—1
FHN10mgEHABE LB, UN—aFIN20
BRI 2D o . HUEE X alRFyE M S AH N
I U 7225, PTROAPTTICIEHE IR 5Nz h -
ZHEAT—%). [10.2 2]

16.7.6 7AEU Y
BERASBF136Ic7 A »500mgz &5 L-BH
IZ7 AEY > 100mg & UN—1 493> 15mg % H %
B U8 ON—aF 9N OEYBHRE R OHLEE EA
CHBIROeonG ol (BHEAT—%). [10.2 &
M1

16.7.7 70 RTUIL
BRRABT1IHIC 7O K7L )L300mg %z #5 Lk
BHICZ B RZLA75mge U AN—aFH 3 15mg%
PR S LB UN—O F 9Ny OSBRI B
RO SN > Tz BIORERITHB W T—HROHERE 1T H
MEEOEENSRD SNz EORENDH S (HEANT—
%). [10.2 18]



16.7.8 7O+t UN—gFHNY | TILT 7 N
BERABFIPICF 70 %4> 500mgl HIERAR o raro b | (N=639) | (N=639) | ~7—Flt
BRI Y S— 0 %58y 15mek BRIZE LB, Hil (/100824 | n (/100 | OSFFRER)
BROERRED 5 NAD -1, —HBOWREILBL [ 2.02
CHEEEROBERARD 5 h SEAF— ), |[OHEE 3(0.34) H012) 15 30~ 28.1)
[10.2 2HR] R 2.96

167.9 D)L T 7 U DImESE 6(0.68) 20029 (6 60~14.7)

HA AR A ST 1261 (VKORCLEIEF 16391 DA
TULDBREESERZELTLAHEEE)ICTLT 7
VEREHRSG L. PT-INRP2.0~3.0ICFE LI,

(RN REE., RBRERET)
¥ ARSI IR HEREREDOE AL Y PR A > b

%20 ZER. FEFPIR IR R ERE L DMEFEDEA T Y R
2

AR, FEFRAR AR R ZERE ., O E UL DMETEDE
BAIVRRAV b

UN—aFHNr15mgx I HIERERSICTI D& Z 7
BE. aPTT. SHBXaRFEMEHEERUNEE bo v %3
AR (ETP)NDOEEIIANMNTH > 72 H, PTRUPT- ’

INROE—ZfHIZV N—u F 5N B S5 & g L
FNFN23MERO2MGIC 720 UN—TFH N
ERBm3EEICE. YLT7 7Y VOB EIZEELT,
B, BYFRICHEEREIEREO N R -7z, [8.6.
8.12. 10.2 2]

REEFEFMEEHOEMA XY MRHELIZNZH
18.04% 116.42(/1008BEFHE)THD. YN—OF YN
YOTNT 7T HIELESMEES L7z (HR ©
1.11. 95%CI: 0.87~1.42, ¥HHEOHBRAE :

16.7.10 ZDfthDEEE HR2.0)%,
IFVTL, VIAFTIRET MUNRAYF L EYN— INR—aFFNY | TLTFY > o
OEF N OBRIC K ZEMHEERRBEER LA, |2y R | (N=639) (N=639) ((;‘:; i Fxli)
MBS ATE (A IE R 5 T, BB OkERfL 7 n(/1008&4) | (/1004 | POPEREH
VIZT LT - KBAEY 72 2T LEEHD . =5 £ 4V B2V 1.11
SURUARTTI =M, UN—UFF A OENE  |EEe 138(18.04) | 124(16.42) | 077 4)
BICHBERITSBP 7 GHEAT— ),
" o UHEAT=2) AL 26(3.00) | 30359 | 08 43)
V) ARIOKRAE - T, EABEEOFEBEECBIS  [Ehcaaus
R ML o e O BB O SREIIH | T2 15mg LB LB gepkayicpsE & | 119(15.42) | 99(12.99) 1.20
BETHD. £B. BREOEEIE U CHRET B4, 7 3 Al (0.92~1.56)

10mgl H1E#%ETH % [FIRIMRIERIEDIBR K O EFHM
Hllcid, BEROMHEMIZ15mgl H2ERE, 0k

(R RER. BBRERST)

¥ [ERZBM]IFTEARTIEZWAERIICRIEE 725 HiM ]
DEETY RKRA Vb

BIEFH(BRAMEMERE 2&T) 1263961 H 3264
(51.0%)ic@®O 5N, EaERIE. FHim88Hl
(13.8%). R RHIMSO0MHI(7.8%) . A HIM140f](6.3%)
MFR24461(3.8%) « AEARHIM2361(3.6%)  FRAMFEHE1S
B1(2.8%) EI17H1(2.7%) . BIEHIL1SH(2.3%)

15mgl H1E#%ETH %,

17. ERPRRHR
17.1 BMERUREECET 555
GERIREMS DEMEIES (CHT 2 RMMERMEPR US4
EREDFAENF])
17.1.1 B MR

FEABEM DE B EE 20 RIC, UN—aFHIN
EHERFTILT 7 ) Y OBEMER R LM% ERE
T 5L, BERL. YTV I-HIckD, =
HEM, FIENE, WTRRE B (J-ROCKET AF
) WEMES Nz,

JEFREERE DA B R 1 27801 (R MM R R 1) 1
xtLTYN—uFH /3 15mg(CLer : 30~49mL/min
DEEZIE10mg) 1H1E(QD)XIET LT 7 U > A
2 (BREPT-INR : 70AK1M1%2.0~3.0. 705&LL Rid1.6
~2.6) Y BRICEE SN, PHEBREGHEIEY -0
FHNE4989H, 7L T7 7)) V481 1HTH - 7,
AR EEIEIEE 1) N — 1 9N BE637 I L 14,
TIVT 7Y YEEE3THIF22BNCFRO 5. A N b
HBRIZENEN]L.26K0V2.61(/100BFHF) TH -7
(WY —FH(HR) : 0.49. 95%EHEXME (CI) : 0.24~
1.00. per protocol f#HiREM . BEERET).

UN—aFH NV

TIVT 7y

W 1440 (2.2%)  CIEP I 1261 (1.9%) « =EHIf 1451
(1.7%) « {EWEILFREEOR] (1.4%) . MREHIM7H](1.1%) .
X LFTHI(1.1%) ERMm760(1.1%) . HIm74(1.1%)
EHThHoTo

17.1.2 7 AR

JEAEREME DE MBI B E 25, UN—a F N5
EHERB TV T 7 U > OEMER R e 2 ket
T 5L AR, BEAL. FTUFI—RIckS. =
B, EHERIE, TR R (ROCKET AFR
BR) AERS iz,
FEFRIERE T DA B E 2 14236/ (R MEIT TR A5
X LT Y N—1 F93>20mg (CLer : 30~49mL/min
DEEICIZI5SmE) QDEIETI LT 7 Y F b L
(PT-INR : 2.0~3.0) ¥ BEZICREG SNz, FkE
HMEUN—aF 5N BE572.2H, V7 7 ) VB
57990 TH - 7z. ARMEFEFMEE ) N—1F5
NV EE6958%1F 188%1. TILT 7 U EET7004%1%241

TURELTR | (N=639) | (N=639) | U FlE Blcgw B5h. ERA Y M ERREZNZNLTIRT
n(/1008E4E) | n(/100M ) | OOEREH) 2.16(/100BEE)THD, UNA—OFFNLDT L
ekl st il 0.48 TV T HIELMENIMIES N (HR 0 0.79,
Pt 11(1.26) 22(2.60) | (4.23~1.00) 95%CI : 0.66~0.96. D FFARFAE : HR1.46.
BB R ET 0.65 per protocolf#iTxt REM. 1GEREEHRET).
MiTE E 1742 16(1.83) 24(2.84) (0.34~1.22) UN—BEGNL N TLT 7V e e
AR HEEIREET 0.74 IYRALY R (N=7061) | (N=7082) | ..
i g 5 273 19(2.17) 25(2.96) 14 41~1.34) n(/1008% %) | n(/100gzsE) | PPRAEE)
0.46 AR Rl 0.79
iz 10(1.14) 21(248) | (157008 EE 189(1.70) 243(2.15) | 4.65~0.95)
o 0.40 B RNIRIET 0.86
BIERzE | 7(0.80) 17201 | (0 17~0.96) ]2 346(3.11) | 410(3.63) | (2470 90)
o 0.73 HRERNRIFE 0.85
MRS | 3(0.34) 40047) | (0.16~3.25) R 22 433(3.91) | 519(462) | (74”0 06)
FEHIR AR R 28 0.99 v 0.85
o 1(0.11) 1012) | (006~ 15.8) sy 184(165) | 221(1.96) | (20"




UN=aFHNy | TILT 7Y NF— KR
IV RRA 2| (N=7061) (N=7082) (95%(EHX )
n (/10084 | n(/100854) | > PHHRAR
— 0.94
MR 149(1.34) | 161(142) 67571 17)
. 0.59
RS | 29(0.26) 5000.44) 1 5 3770.93)
FEP A ERE 0-23
il 5(0.04) 22(0.19) | (5. 09~0.61)
- 081
D 101(0.91) 126(1.12) (0.63~1.06)
- 0.89
DIEFE 170(1.53) | 193(L7L) | 7377 10)
(REHMIARER, RRERS T, | R ORI & &3>
5ERAL)
¥1 0 MR ITIEPRERRERIEDEE LY KA b

2
1> b

MizEr, FEHIRMHERERE IS DN EFRDOE AL Y B R

¥ PUREEEORIB S BB R IGA . IRERER S REET
48R LI D IR O P B3 Ry mE A~/ ) > i
TxFNY X7 A)DOEGIEAE Lz, BEDVT
BETIE. UN—TFH3>210mgBID—15mgQD
BEO23HIH 136, VN—1FH)315mgBID—~
15mgQDEED 2541 1 541 K& O HESERE D 1 247
BT, AMPEEREHZE TR, UN—OFHNUBED30
Blep 2801, ot HESERE7 Fl R 6] TIERE O HLEEE HE D
Hife 50 d > 7o ITTHEITHRER) . 8. KIHE
ARV ORHRED H - 125G, RS SRR
ROEANIN) VOB EGKRTHRARRDIEICIT W,
T A FINY X T ADHHEN B - 1215 R
BERBIE T+ 8 X7 A0¥E/KTHRI2~
24BERIDONCITH E ORE R F T 12,

Bt EEMMEEE CGEREEDVT XIZPEOEAT Y KR

4> hM) 3. BEDVTEETRYN—OFF N

15mgBID—15mgQDEED 2541 1] (4.0%) IZPEAYFS

»oN, MBICIZEDSNEDP 5. ANPEERETIZY

IN—1 F YN B30I R ORHBBEERE 7 O VT RIZB W

3 Hﬂfifﬂzfﬁ%fﬁ%mﬁ DR DI ® T, AMHEEERMEEORREED 5 Na Lok
a (ITTARHT AT RER) o
ZEEICHL TR, UTFOR#AIEshe. REMICBIL T DIFORFNE S0,
UN—BEYNY | TLT 7 U2 e el SEDVTEE AMPEEE
IYFRSL2 | (N=7111) (N=7125) (95%EHIX ) UN—TFHNY JN—n
EAETETE n(/1008#%) |n(/10085F) 03 T2 KA | 10mgBID | 15mgBID |xttesge | 77 s
SEEE 475 (14.01) | 1449(14552) ' > b ~15mgQD | ~15mgQD | (N=12) | *FE°~ | (N=7)
JHHE* (0.96~1.11) - . o —15mgQD o
Toa (N=22) | (N=25) | n(%) | 30y | n(%)
EA I 395(3.60) | 386(3.45) | () 50" 20 n(%) | n(%) (%)
BERATEELN ZRMEEE
R H RS | 1185(11.80) | 1151(11.37) (0961),9411 5 g 2| 3(136) | 2(80) | 1(83) | 1(3.3) | 0(0.0)
75 % Hilfl e A 000.0) | 0(0.0) | 0(0.0) [ 0(0.0) | 0(0.0)
(ZEMERITHRER, BPRERST) ERTEL
s [EAGHIMIREEATE A LAERNCHEE 25mm] | WAERI 30361 560) | 1(83) | 133) | 0000
DEBLY AL Vb l-ﬁﬂﬁt&
B

17.1.

BER (BAMEERE 2E& ) 3711141+ 20964)
(29.5%) I N, FREEAIF. BHIMS5374]
(7.6%) . BRPIHM196M1(2.8%). MIR195M](2.7%)
ME12461(1.7%)  BERHIMI1761(1.6%) . #5944
(1.3%). &1m92f1(1.3%). ERBLMmEn(1.3%). B
JHm8 161 (1.1%)  FEEHM77H(1.1%)FTH > 7z,

(ERIRIMAS ZASTEDAE N O B FEHIH)

3 EASE MAEAER
SHEREREDVT XIZPERE 2RI, YN—OFHN
VEEDAMER R ERE T 5 BHERER . BIES
b JEE M. EEXR. AT ML BK R
(J-EINSTEIN-DVT K& U-PEGER) H°FEfE S 11720
REMEIE O 2AEDV T EE SOB (LA kAT RAFI#) 22
BIR 25603t LTy HI3ERIE Y N—aF 53>
10mg X3 15mg 1 H2[E (BID). Z D1 15mgQDA
SMERIEPEBE 376 (L 2RI RBIE) 30611
LT, WHH3ERIEY) N—aF 5N 15mgBID. D
%IZ15mgQDAVT b BRICHRE SNz, WREL
U CRARFIHAS R D E A/ > (aPTT @ IEENEO
L5~ 2.5 EE L DBATTILT 7Y ¥ A1) 7 L (H
EPT-INR : 1.5~2.5) 5 ahi-*, RS HMIIEM
OHWHZ X D3, 6XiF127 AICIRES Nz, FHERE
HEEZ, SEDVTEETY N - FH NV
10mgBID—15mgQD#191.8H. 15mgBID—15mg
QD#186.8H. xR I2.IHTH Y. [UPEREHE
TYUN—OFHNUE204.7H, FHEEH213.0HT
H o7z ARMEFMIEE R O MBEREIIER T T
Shiz,

BID : 1H2[E, QD : 1H1E (L&A RER., HREEREST)

*1:

BARFHAS AR EAS) VEEEOHHARTILT 7

U >~ (BREPT-INR : 1.5~2.5) % #tfiit 5

%2

[ERZH]IIE[ERTEZWAPEHRNICHEES 25 H

MmloEHTY FRA 2 b

17.1.4

BIEH (BBABREHEREZET) 3 NN—aFF N>
10mgXix15mgd 1 H2[EI3E M 541 15mgA 1 H 1[H
5. &N7-DVTREE 22614841 (36.4%) K 0254+ 7
(28.0%) WiV N—aFH/N > 15mgd 1 H2[E 358
M 5%1C15mgA 1 H1E# 5 S W 7-PEEZ306IH15
B1(50.0%) ICER® 5 iz, ARF7TTHIH3061(39.0%) IR
OOENEEATER D OIZE FHMSH (10.4%) . &
HM6Hl(7.8%) « IMEGEAF](5.2%) FTdh > 7z,

B MABGER

BHEREBEEDVTIIPERE 2 3dRIC, U N—OFHN
VEROBMER R M RET T B SHEa AR EAES
fb. FEEM. FEFI, AT E (EINSTEIN-
DVTXU-PERER) W EfE S M7z,

FERMEO 2DV TERE342961 R A HEPERZ 481741
(R REIE) 23 LT, FII3ERIE ) N—1
FH/V 2 15mgBID. ZD#%1%20mgQD® A &#Z Ic#H&% 5
XIdmEM#SHE T 7 F49%) > F MY 7 A1lmg/kg
BIDE REELOMHATRTEY I VKIEHZE (BEIEPT-
INR : 2.0~3.0) DfZHIRESHIEEE LTREE N
BEHRIERMOFRTIC L D3, 6XiX12» AICHRE S
Nizo FHRSHEIEZ. SEDVTEZETY N —aF N
VEE194.4H. xHIRSERE188.2H. AMPEEZE TYN—
OFHNUH216.9H, MIEEH2149HTH 7. B
PEFHEIE EH R O H M BRFIIER N TS iz,



¥ PUREEE OB S BERIGA . GRS HEET
AWM LIN D IR TR ESE (AN > E 7 7+ ¥
TR A)DF G E Lz, BEDVTEET
. UN—TFHN O 17316191 2645 K O
TR D 1718611213061, BHPERETIX, Y
N—TFHNBED24196IFh 22376, o FEEEEE
2413619122230 IR OAFRBEIZEORTHIR S D B -
72 (ITTHRITNRER) . BB, ~N) ORHRSGH
B o 7GE . BB SRR DEAIN) > D%
SRR THRARMEDIEE. B TFEASY Y01 H2E#%
5 T#%6~ 12BROBIE1IH1RHRSE TH12~
4B DRICITV T+ I8 X7 ADRHRG
Ho TG BERERSHBIE T ¥ X7 R
OFEGHRTHRI2~ 24 OBICITS & OHE % HK
17z
B EEEEE ORBEE X, AEDVTEE TIXY
N—OFHNEE2.1%. WIEER3.0% (HR : 0.68.
95%CI : 0.44~1.04). 2MPEEREZETIEZNZN2.1%
ROL8%THY, WThIBLWTHYN—TFH N D
R ICN T B IEL M A MIES N (HR 1 1,12,
95%CI : 0.75~1.68, FEHEOHFARAME : DVTRY
PE& $HR2.0. ITTH@HNREM).

ZHDVTEH ZEPERH
Geae s | UN—EF A= e
YOI e | R e | )
(N=1731) _(% (N=2419) _(%
n(%) ne n (%) e
BHEEEF
i 36(2.1) | 51(3.0) | 50(2.1) | 44(1.8)
KEMRIEPE 20(1.2) | 18(1.0) | 23(1.0) | 20(0.8)
PE(FET)*3 | 4(0.2) 6(0.3) | 11(0.5) | 7(0.3)
REREDVT | 14(0.8) | 28(1.6) | 18(0.7) | 17(0.7)
REMREMEPER O
DVT B3 1(<0.1) 0(0.0) 0(0.0) 2(<0.1)
(ITTHEHT A SR
%1 RESHMT ) F9%9) > 1mg/kgl H2[EE T 5 & 0 Ht

*2

%3

ARTEY I VKERE(7 L7 71U ¥ X &
acenocoumarol, HIZPT-INR : 2.0~3.0) Z#kki&k 5
SEREEDVT USEEEPEOEA LY RARA > N (PEDH
REMESBETCE R VWERAHOE T2 ET)
BEEMPEXIZPED M REMENERE TE 2 WERERERAHDIET

SEDVTEE T, BT EIHEEE OFFEEIZY
N—aOF YN H8. 1%, WHZERS.1%(HR : 0.97,
95%CI : 0.76~1.22). [ERZHIMIOFREFIHEIIZN
Zh0.8%KU1.2%TH -7z (HR : 0.65. 95%CI : 0.33
~1.28), [MPEEFE CIZ, ReMTENMEEE DK
BEIZ ) N —OF PN EE10.3%. HEER11.4%
(HR : 0.90. 95%CI: 0.76~1.07). [EXZ&HIM]DFE
BB ZNZEN1.1% K 2.2%TdH > 7z (HR : 0.49,
95%CI : 0.31~0.79)12)13),

I

b

=2EDVTEE
UNnN—pF s

YN
_ (N=1711)
(N=1718) (%)

n(%)

ZEPERE
Y)N—uaF s

VAW
_ (N=2405)
(N=2412) n(%)

n(%)

KRA >

T
HisEE >

139(8.1) | 138(8.1) |249(10.3) |274(11.4)

HAR &

14(0.8) | 20(1.2) | 26(1.1) | 52(2.2)

HERTEAEW
7S PR 19 12 [
& 7 A H I

129(7.5) | 122(7.1) | 228(9.5) | 235(9.8)

(REMEMBTRER. RBRERET)

%1

%2

RESHB T F9%) Y 1mg/kgl H2E E DR T TE
& I VKEHEH (T L7 7Y > Xidacenocoumarol, HIZ
PT-INR : 2.0~3.0) Z ik 5
[EAZHMINIZTERTIE WA ERICRIEE 25 H
MmlOEETY REL 2 b

BIEH (BBABREHEREZET) R NN—aFF N>
15mg® 1 H2[E3EM#5%1C20mgA L HlIEH S S h
7-DVTEZE 171861 UPERE 2412611 F#hZhn401
$1(23.3%) R O77641(32.2%) 12380 57z, &EF4130
BIHF117761(28.5%) ICERD 6N -BIfEATEL B DI,
SHM24001(5.8%) . AREEZ10161(2.4%). 81
B1(2.0%) . BAHIM776(1.9%). MER7661(1.8%)
Wi 7541 (1.8%) . EBHM66M4(1.6%). MAE60MH]
(1.5%). BERESO6HI(1.4%) . EHIM4461(1.1%)F T
Holz

AHEE T, SSRARMOZEICHBF B N —aFH N
EORRBBEABETELVARBZ ORBEEN
12.4% (10041/804%1) Td - 7z,

AR ORERE - ARG, PDEFRBEROERSRE BT %

JoE A PR 2 R e O 4 B M ZEAREE D FEE N | T13 15mg1 H 1[a]
BETHS, ub. BREOEEISCTRET SHEIR.
10mgl H1E#5TH 5. [FIRIZERIEOIGR KX O HEFHT
HllTiE. FEBROMBERIZ15mgl H2E#S., 0%
15mgl H1E#%ETH %,

18. FEIE
18.1 {EAR

UN—aFH N, BRI DB NS X alklFHEH
THO., BOKESTHRERT . WERKE Y E R IMR G
EAHAr— RFhoOEXalF2I)N—aF I NV D HET
5ZLT. buYEVEARUTMBERSMHSNS, Y
N—aFHNFraryErzHEEES., 0/
THEEEHZAES VY,

18.2 FIMiEZHR

UN—BFFNVIE, T A, T b REBTTFOERKL
OERIMIAEEEE T IICB W T AERERNIC MR Z I
BlL7ze Fioy T FERMBEETIVICBWT, MEE
BB O IMIAE D HER A ] L 72149160,

19. BT ICEY IR E2HFR

—RRE9ZFE : ) N—a F 53 (Rivaroxaban)

{542 : 5-Chloro-N-({(5S)-2-0x0-3-[4-(3-0xomorpholin-
4-yl)phenyl]-1,3-oxazolidin-5-yl}methyl)
thiophene-2-carboxamide

SFR - CioH1sCIN3OsS

SFE - 435.88
% R ARIAG~MEBOWMERTH 5.
{EEEE
i 0
S 7, O
CIKJ)J\N ., \.'/
\ / H H//\/N o
i ‘NJ\
Lo
22. 3
(UN—OFY/V>ODEE10mg[/N( T)L])
100%E[10%E (PTP) x 10]
(UN—OFY/VODEE15mg /N« T)L])
100%E[10%8 (PTP) x 10]
23. FEk

1) #NER: JIRT v MBI S laiEENE (7Y L L b

2012#F1 H18HZ%&F. CTD2.6.4.4.6)

2) HAERL U FICB B - IRFREICE T 2 BIERHER (1

TH LIV ME201291 A 18HA&EE. CTD2.6.6.6.2.2)

3) HAERL T v MBI 2 HARTR O IR O FAEM OIS RHME

OREREICBIT 2585 (1 79 LV M E20124F 1 H 18 H AR,
CTD2.6.6.6.3)

4) #HNER: T v MIBI IR 7LV b EE20124F

1H18HA&GE. CTD2.6.4.6.4)

5) Brodsky S, et al.: J] Am Soc Nephrol. 2018; 29: 2787-

2793

6) Zakrocka I, et al.: Adv Clin Exp Med. 2022; 31: 165-173
7) Pengo V, et al.: Blood. 2018; 132: 1365-1371



8) HHMER: HA AJEFRBEME DEMBBE 2B 5 EANEIIHE
B (A 7 LIV M EE20124E1 H18H &R, CTD2.7.6.46)

9) HNERE: FEFBEM OEME)EE 2B 2 EIE TR
(A4 7Y LIV ME2012F 1 H18H AR, CTD2.7.6.47)

10) #AERL HAR NSRRI RS EIRIASEERE 2B 2 EA
SEMAERER (1 79 L)L b 5E201 58E9 H 24 HA&RR
CTD2.7.6.4)

11) #tAER: HARASREREMZERERE 1CB 2 ENEHE
FRER (4 7 L)L ME20154E9H24H%RE. CTD2.7.6.5)
12) #AERL SRR EEIR IR A REEE 1S B 2 E A T
B (1 7 LIV ME20154E9H24H&RE. CTD2.7.6.1)

13) ttNERL SHEREEMZERRE R I T 5 ESV 5 THHER
(4 7 L)L b EE201 589 A24HA&RE. CTD2.7.6.2)

14) Perzborn E, et al.: ] Thromb Haemost. 2005; 3: 514-521

15) Biemond BJ, et al.: Thromb Haemost. 2007; 97: 471-
477

16) #HHNERE w2 2B T 2 MRERFEFHRE (1 73 L)L b
$E20124E1 H18H&RR, CTD2.6.2.2.2.1.8)

24. THEERERUVEVEDESE
BRI 2T rHASH BERHERE
T103-0027 HFAHREHAME2-13-12
TEL : 0120-100-601

26. SHERTCRES
26.1 SHEERFETT

I ATV SATUA LT ABHEH
KIR L EAEE2-4-9
26.2 BRFEIT

O F—=HIATrHra

Daiichi-Sankyo KE'\ %K EF'E’% l: El Z’KTEZIKHUS 5-1
26.3 BR7ciEE

O F—Ssktan

Daiichi-Sankyo KR%BEP%EBZ'KEZKHTS 5-1
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