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4 ay'u,bl-ﬁ 10 mg BRSEAME | 20124:4)] 2012441
B s un ®
DTV s 15me
R Xarelto tablets 10mg/15mg
PERE S -l VDY IyIE A B K it A p Rl D2

AFOH/REICE) HMHAREL., EELHMOE
BT, RTCICES B ThPH D, KXFOFERICH
o Tk, HILOEKRHEZZERL., FAFREDER
FEEICHK IS &, AEFICELDEMY X7 %21E
FBICSHAETE 2IBEEIINTES T, AFOH
BEMERAZ DT 3ERI LRV EH, AFIEREH(L,
MZRREICBET2HREENDAL ST, HIMPEME
DEEETHBETEIZE, ChDDEEIDD
Shi-5&ICIE. EBICEYELEZITY Z &,
[2.2. 8.1-8.3. 8.5, 9.1.1. 11.1.15H]

(REBESAR M ARAE & O Bh M4 Z=ARE DA R O HF NG

1.2 RERERAR IMARIE X (4 Fi e A E R OWHAE
BN 15mgl B2EFEEICEWVTIE, HICHMOER
MHHAEEIMEMEZEETZEEHIC. BEOEHM
YZ7ICHAEEL. HiIC. BEE, SR ERF
BEOBRECIIHEMOEREIEXTI2EZThIHD
C&. A /MR ZGERA T %2 BE TlEHIIME
HMPERKTIEEThIPHD_ELD. ChE5DEE
ICOWTIRELOFERM A M E EE 5 &
ShFBEADAHREEHRETD &,

1.3 E# - WEARESH 2 O IZEH#SFRZEEOGHAIC
KV, FREAFICMENFEL. #HREOEBICK DH
ErHODbh2EThD dH 5, FEERIRMAELEX(E
fFmieEEELREL -BED. BEAHT—TI
BES. B ILEH - FESNRE:R (IEHEZERE
BOZERWESIE. ABDEZREEEZD L.

GERBEM OCEMEIREICH (T 2ENMRKER RS
BRI QO FRIEMF)

210 AL (Z L7 F=v 2 )75 ¥ ZA15mL/mink
W) DEE9.2.1, 16.6.1FR]

(REBES AR MM ARAE & O Bh AR SRR AE DJAFE R O BRI

211 EEOBBEE(ZLT7F=r 27T 5 ¥ A30mL/
minki) D& 5 HBE[9.2.1. 9.2.2, 16.6.15H]

2. BR(ROBHICIIERELEWVW &)

(FhBEHE)

2.1 AFN OB LB BOE OB D B 2 BH

2.2 Mt LT3 B (MWL, 3505 H i 55 o i
IRIICE R 20 (B2 RETA2BEN0H 5, ]
[1.1, 11.1.1&M#¥]

2.3 GEEBEEE LS B0 BH[9.3. 18]

2.4 WEEEDLE oS (Child-Pugh BB X2 Cic
MDOH5HEH[9.3.2. 16.6.251H]

2.5 I OIIER L T A RO H 5 K1k [9. 52 1]

26 HIVZur 77 —EHER( PFEL, vEFE
VY MFEN, TEIFFEL, £ X TVFEN, B
FFEN, FNVFENL, FAT YT VLFENL, RV
T4FEN), FAEF AL - XY FTLEL Y
PN ERSHOEBE10.1, 16.7. 1]

27 ARy VEGAHTZREA RGO BE
[10. 1]

2.8 TY=LVRBERAUL bFaFy—n, K asf
V=, IaFV—I, FhaFV— ) ORI
HEHH 2 5o BH10.1. 16.7.281]

2.9 2WERIR O IR Z o B [l 1X < B2 PE S Mk
ERMIERTET BTN D 5]

3. HERE - MR
3.1 #rk
Wt |4 7LV FElOmg | 4 7 LIV M $El5mg
s | LBERUS—TF | DY N—nu
AR FN10mgH A FN U 15mgH A

Wik ra—2Z, ZaAsvia—aF
MUY A, b7T X T— R, B,
whm AFTV VBRI AT A, TV
B by LA, OISk v od—
V4000, BBILF & ~

3.2 RH DR
WFes |4 7 ¥ L M eEOmg |4 7LV b gil5mg
#IE TANKI—F 4 V7§
LR Yokt VN i)
4 \ 2 v 2
= =
[lERE 6mm 6mm
JE 2.8mm 28mm
B 875mg 875mg
wpa—r 5 i

4. FHEELIIRNR
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25 EEARTE O FEAE I
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5. $hEEX I RICEHET 2R

GRERER AR MM ARAE K O fifi [ A2 AR KE DB R OB HINFH])

5.1 Y3 v 7 RMERMEIELES 5 K 5 R IATEEBIARL E
ZeMMARSERAE . 45 U A IMARVA IR I3 i 2848
05 B AR A% 0 B 2 il AR ZE R E R ISR B AR A D 54
PEROERERZRF SR TV ARVDT, TRS5DBHEIC
HLTANSNY Y ORBHREE LTAHZHRG LT &,

5.2 TRERT 4 V& —HEiE S 7z B % AH
DOREV R A IBRE S hTuin,



6. AERVHAE
GERBEEMOCEREEZICH T 2EMMERKERT RS
MEZRACTE DRI H])
WE. RAEY N—u RN e LTlomgx 1H1E
BERICRO%RE T 5, B, BEEDOD L BEITHL
Ti, EREEDREEIE UTl0mel H1MNIZ R T %,
GRER RS IR I A2E K OB I A2 AR RE D B R OB RINH])
TR BB ERIR LA RE 3L 3 1 ZE A RE FE T
BOMWSHEMZY N—aFH N L LTlomgw1H2
FEHICREIRE L, Z0#%i315mgz 1 H1RE#ICH
359 %,
7. AERUAZEICEET %2
GEREEMOEMEIREICE T 2ENMEREDRVELE
TEZERE D RAEIHI)
71 Z2VL7F=0 27075 Y A30~49mL/min® B I2iE,
10mgZ1H1m¥ 53 5, [9.2.3, 16.6.1, 17.1.1&H]
7.2 ZJV7F =2 YT 5 Y A15~29mL/min® H# 2
. AFEGOMEEEEICRTL-LET, 595
WA, 10mgZ 1HIRR S35, [9.2.2, 16.6.1&]

8. EELEANIE

(hBEHE)

8.1 7u b u v e AL HE b (PT-INR) X AH] OB
B HIC O W TR S BT <L EHEALE
G ayRT I AF VR (@PTT) 5 OB gERA .
ARNOYEFEIEH 2 =% v 7§ HEE LCHER
S, [1.1. 11.1. 18]

8.2 MM DRIWEM AL B Z EHHLHDT, LEITL
CCMENEZ T ), MM ATE O BAs %2 F2hi L
AW NTEZOVE R ME O T 5 o Wil o #EH
B OLNEEEITIE. SWARREZITY 2 &, [1.1.
11.1.18H]

8.3 MAIIE, S, K F . SRR, MR, %
I, W K O MR A, SR 2 i O BB ASFRD Sz
WA, PERICHER#T S L HET L &, [1.1.
11.1.18H]

8.4 Puiil/MRAI2H] & OPFHRFIZIZ. ML) R 7 2FI2H
KT2BENED L7200, AHLOFEHITOVTIEE
SICHEICHE L. W oA S EBM2 Ln b
EHWENLBEDR, SNODOEALBHTHL L,
[1.1. 10.2. 11.1.1&H]

8.5 AHN OG- HIZTFM R R BIYLIE 2175 BE. BIR
P BB T b T ARA O $2 5- 15 2405 H] DL B L 72214
AT SENEF L, B RELEORIGE 2
LEALZENTERVEEE, BAKE B 2 7 25T
flidszt, AFOFGIE, PRPREMLER, B
A OBKRIRBIZMEDS 2 S MMA LW & ZERL T
Mo WRNERLPICHAT 22 &, [1.1.0 11.1. 18]

8.6 AK| L MobiEFEA & DY Y FHR BT, DT
DOHICAETHT L,

CONT ) YRS ARFNY YRR HUERD LA
E. TV 7 7 ) ro¥bEdik Lk, PT-INRS.
MR BB A 2 i L. IBHIO TR TR -
e L EBMER LB, WRINERSHPICEAAOR S %
Bl 5 2 &o [16.7.98M]

AEFH O PLEEE A (N8 ) VEE) 2 S ARANCE Y B
YA, W OFIRN L TS 278 S i
M D0~20¢ Far UL Fef gk L 0. AH oK
Haemias sz L,
CARFIDSTNT 7Y ADY Y BRI B W THSE
BER AT 512 % 2 W HEMEDRIB STV S DT,
PLBEMEH 2SR S 5 X 9 EE L. PT-INRE:, Il
LB [ B MR AS DAEASTRHER O TR 2B 2 5 F Tld,

TINT 7)) VERAEPMT AL, B, KHO
PG T B4R R T 5 Tk, PT-INRIZ 7V
7 7 ) v OPUEREVER &2 IR RO L 22\,

© ARHI A SEFH OBEE AN Y B2 LA, ARH
DY E IR L, RINOARFPEG-H3F € S 7 RERIC
PUEE A ORI 5 3 TG 2 BIAT 5 2 &o

8.7 MHMEMIEENX D S5bLNDBE I LWHBHDT, K,
Mg, WP HE, FEEEE DIEIRA D & b &1,
R EBEIEMT S L) BEICIRET LI L,
[11.1.351]

8.8 MMHZENBARIEBICARZRIHL., BH25
BHIMOMWMZ9 L5 BHICREST L2 L, W ZE
BNGETH. —EI2205 2 RS, RO %
TL2REHEIPL EZ21F % K95, BHICI|ETL &,

GRERER AR M ARAE K O Fif I A2 AR KE D BB R OB RINH)

8.9 R LTI EhER IR AR SV AR ZE M S 9 1 D I 3
W D15mgl H2mBe G, WitV 2 712+ 459E
T5HI L,

8.10 AH| DG MHIZ OV T, FEH & OBEFRHIR I
A B Ol I A SEAERE D FFFE Y R 7 i NI i) &~
FEEL TR L, BREMERES LT &,

8. 11 TR TR IR I A RE S 42k i XL A SEARRE T8 2 O #1331
Mid. IVT7 70 U RORANOE Y KRR 2R &,
MW3HEMBEERIZ,. TVT 7Y U SERRNOY Y B
ZREICHUBFEE AT L 2 2R 2 £ E L2 LT
YD B2 OBEZHEEICHN§52 &, [16.7.9%]

8.12 T ¥ R ML Ade i 3L 4k i ML A E A i 6 A £ D A Al
15mgl A 20338 3% 5RO 2 Sh 7241, BHiC
WHEL. MEDIAMEEA30mgE 5 X9, BEITKY
THZE, ZOWE. —FEI22EGZ SR TD Xv,
BH2HEH2M O 2479 & 9 BEITRET 5 2 &,

9. HENEEZEIHBEICEHT I IE
9.1 ABHE - BMEEEDH 2 8BE
9.1.1 HiMU XU i EWEE

DToL) 2EHTIE, HiLoBGREIE KT 5,
1.1, 11.1.128]

< kiEEEO B 5 B

- BB EO B 5 BE

CERM B RME O BIYER RO H 5 HBE

© 3V P E—VTE RIS R IIEIED B E

- ML PR IERE o [
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BN OB B E o B

- HALE RS RES H 0w EBE

- BB N IMFIE S H O W IEE

- FBEN UM % 0 3 5 %

- RE IR Pl 0 ok BE

o S SCPEERRE S M i o YERE D B B
9.1.2 KAENEHE
HBOEREARKT 22 L23D %,
9.1.3 EEMHILEREDE ThOH 2EE

EEE LA BB 2 W 2 PRICRE T 5 2 &,
9.2 BHpEEERE
9.2.1 BR2ODEBEEWULF7F=>9UT7 5> ZX15mL/
minskji)

BH LW e, ENAETIHRBRICBY RIS
TWb, [2.10. 2.11. 16.6.1H]



9.2.2 EENBREERE(VLT7FZI9UT 52 X115~
29mL/min)

GEREEMOEREREICH T 2ENEKERRVL S
MEZERE D FAEHH)
KA G OB 2 HE IR T2 2 Lo ARA O
ERERATHIEIRBENT VS, FNAME TR
BlZBWTEBAAShTwas, (7.2, 16.6.181K]

GRERER AR MMARAE K O fifi [ 42 AR KE DB R OB HINH])
BH5LAawz b, ENAETHRERICBOTHIISh
Twb, [2.11. 16.6.1ZH]

9.2.3 BEENDHIEEVLT7F=9UT7F2 X30~
49mL/min)
KA G OBME 2 HE IR T2 2 Lo ARA O
EREART LI EIRBRINTEY., Mok )s
WRKTHEIEEH D, [7.1. 16.6.1%M]

9.3 FTHspEE=ERE

9.3.1 REEEZFS>HERBEDESE
BELEVWZ L, HMOBREIWMRT H2BEh2D
%o [2.38M]

9.3.2 hFEEL FOFFEEDH % B¥E (Child-Pugh4#EB
RIFCICHEY)
BHLZWZ L, AHOMPRESER L, BB
BB T2 BEZNNH D, [2.4. 16.6.28 ]

9.5 1T®
Ut AR U TV B Rtk 0 b 2 L3 G- L
WZ &, BB CRiERE (S v MY, TE RN,
BEEy D D S b b HE TR LR R
(T2, HEOHMMEOWR - REHNE. WA A&
HFRET LT BIREOEAL (S v F)IFHE ST
%o [2.58MH]

9.6 RELIF
BALBZWIEDPET L, BWER(S v b, RO
Y CHHTIIBITT A ERHRE SR TVWSEY, kb
DOFFFIPICBITT A EBHME STV S,

9.7 I\R%
INBEEZ R E L2ZBRRBII N L T v,

9.8 =HeE
— R R E OB HBENMET LT, 2B,
FE I AE kUl B R % R & L 72 R P9 4 T AH RRBR
WCBWTT5RLL L BETIZT5MARMOBE L L.,
ERZ ML T ERTIE R WASEIRIICHEE 4 5 H
MLOFEIHRBAE D> 720

10. MEEA
AFITFEELLTF b2 o — 24 P450 3A4 K U8 2]2
(CYP3A4KUCYP2J2) I X DR & b, T/, AH
P-HE 5 o8y ROFUEME & 287 (BCRP) DILE T
»H5bo [16.45MH]

10.1 HAZSHALEWVWI L)

(7 STRINEE 1w

A4 55 o B - a1
HIVZ 1 57 7 — €| KA oIt i FE 25 CYP3A4 Bz OV P-4
SH 5 ) LHLU. bugEREE 5 v s 0)i%

VoM ¥ VHSHEIhSEZ HEICEY YT
(2—¥7) LWZXy, Lo v AT S,
oSN - ERENEAT S
FFENVH LV BERED DL,

r5)

7T F N
(LA 7% vY)
4 VI FEN
CAEDZAND
YFFE N
¥ T —¥)
FIVF (s
VIR, T
VAZFA—=T)
RAT VT L
FE (L Z ¥
7 7)
FNT 4 FEN
(57
[2.6. 16.7. 18]
FAEF AN - KF O AS CYP3A4 J O P- b
NRYZTLEN - BHA L. BUBtREE Y 87 Dk
YU bMFENMOT 4 HPMEEINEZ HEIZEY)DZ2YT
*5 97 R) LiZkh, it |5 ¥ ZAHWPd 5,
[2.62H8] a2 AT %
BENDYED 5,
I Y RY v b RF O EEEE DS CYP3A4 D R ) 7%
AT A EHL, PUBEERECLY 2T
Z YL R) MR ENE 2|9 VAR T 5,
[2. 7] L2k, Mo
fa B AH KT 2
BENYD 5,
LT DTV — VR ARA DI FE 25 CYP3A4 K OV P-4
MEBHAGIOX LR L, JgEE 5 v 7 omdik
ETEGAD) HAalmEhsZ HECIY 2T
A rFaFy—=2ickh, BilLD| T ¥ 2058 PT %,
V(A TV —) PR T %
RV aFV—n BENLED 5,
(74727 F)
IaFV— N
(711 —F)
rhaFry—n
(ENARFE5E)

[2.8. 16.7.28]]
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ERZICBIT AW
1336 [ 6 D
FRWH Tz, A
#] 10mgl H 1 [l £
HE2ZET 5. H
HWITHHE EOA
WL B E 1+
MCEE L. AH
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YHILY AAH
R/
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7RKLFYVH
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STV, EET
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ARH D e A H
& /IR B 4R S
PERNZ & 0 A
V2 O 1) A3 4
Ihab,

LA i )
7 uFF—E,
t-PA# A (7 IV
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KT 2BLNDDH
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DAV, ERT
52k,

A O B de 18
L7 4T VR
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AV =g NV
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13.1 fER

MY EDEDSEC 2 BZNDDH 5.

13.2 g

. ~ 0,
seiinsy ORI o o o~k 0. 10k | sz
V77 ¥y y | KREOMPRENR) 77 v EY U8 WAL (RPN AT PO L, ERL T3
[16.7.4% ] KT L. PidtlEE|CYP3A4 & UFP- T L |5 —¥ ER
JHARE L7z 7 587 2l e, |V 78—¥ L5
WA3D 5o FUFHrLICE I B
DARHKIDZ )T S AL, IR
Y ADBEINT %, B LA
TJr= bV AH O MR AT & S O A s SO ik /N
ANNIEY ¥ BKTF3T5BFZN0CYP3A4%Z KT L M, T
T I NVE Y —\HD, FETHILIZE Wiz, BH&
v DARKDZ )T S 8w R
4 I3yt +F AN T B, B, BE
1 v % (St.John's WBRes | MNE IR IR |45 1% B
Wort, £ ¥ b - RERA
Va—vZx.J— MR Rs | SR, | I P
M) A Al I 1L
_ IR7/3 gl INREGHN, i 2 B 34
1. BIfEA , E 70 Y ¥R
ROEMERZH 5B DL DT, BigEE 50 WA, B Z RN
INETARN ﬁﬁﬁiﬁﬁfb b3k 2Pk 5% VLI
SEULMEE TS < 2 R ALT F 5. [;-GTP -5 [LDHL3
1.1 EXEEMER AST E 5. [EEEEY Y L
11.1.1 g TSRS N R = ot 2
UH 3 P9 I (0.09%) . i i (0.08%) . HA I 2 op vy kR
(0.07%) HRAIN (0.25%) MEREHIL (0.08%) + T HA I AL-P |- 5.
(1.31%) BN (0.78%). £ L7 (0.54%). LERHEAL M 5 ) i
REL0.38%) . T AT 230), pptpry | MU PRTIRIBTE DL
$5(0.14%) . BISSNIBIL(0.17%). T > 28—k * ¥ ME . sy
5B % PR S W I I (0.01%) 55 0 85 7 A3 & b 5 U AWM
B EhdY ., FCICELPNRGSATV S, B PR
MO RERD SNk s2hkyas2 &, F=3 L4
B, BmcHEI AEE LT, Ya vz, BAR4, e e i
FPUREE. PN O, REED 3. L B BUN LB
BhHhoLbhbsZ trHsb, 7. *%B@ﬁﬂfiiﬁ]ﬁl@ ﬁfﬁ[ﬁ%% ,ﬁ%%mm‘ H
B & LG SR D B DR L R A5 5 o L iy
Twh, [1.1, 2.2, 8.1-8.5, 9.1.1&H] W - U R 5 P P9 PR L
11.1.2 Fr8gEREE - BE % 5
ALT L5 AST L5 % £ 9 FFAERERE E (0. 1~1%AK1H) « 8 BESR L T L. | Em s
HWHE (HERH) 2B 5bhbsZ E03H b, o iR,
11.1.3 EEMMRE FEAH) SN
My, Mileim 29 %5E D H 20T, Bk, k. BioE 5. 29| L AKE 4
B, WA, R M o RESESRO Hhiz K. T LV B %
Wi, R XL, WIECT, Mg~ — 7 — FoME M EES). 7L
FOMEZERT S Lo MEMEMEESEED Y W E— e
RS2 PIEL, AIERERVE VHIORE SR 45 7 i
1752 ko (875 Zofl #E | L BRI,
1.1.4 M/vRis D (BEEAD) B, BRI, Al
1.2 ZOMORIER JIHES KAV 5 h. T2
L ﬂ;z%/" 0.1~1%kil| 0.1%Kil | BER gﬂ%ﬁgﬁg
G ol e VR TREDYE| St W T M
ER DFEWV, AR
WSERE AL | B i i 13. BERS

PUBEREEH 2 A 2 AN A S T v, Wz
MR B DR G2 ZET 52 o MDD
b aEIE. LTOWEZIT) Z &,

CHTL R ORG 2 YT S A
KPR I5~ 130 M Td 5o [16.1.1,

Z ks
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< HEBI T & o Wil o> FEAE FE B OVERAV LSS U 72 H O L
TROMEZHLL L,

- BEBRI A (R EE 0 S SE) . IS BE oD 72 D D AL
PRI LI, RS O AT By DA BL, M RA (5 OF
§ % FUUIL SO R B S U CiRIE AR M ER i,
S RS M AT 2 47 ) ) S LN 1L 55 0D 5 ) 7
TEREDORIGZ EET 5 2 Lo

¥ R IREERBPE DT, MBOEHT IIARH DRI

BHATRWEEZEZ LN,

14. BRAEDEE

141 EHZFEFOEE
PTPRZDHHIZPTP Y — F 5 Y L TIRHI$ %
IOET LI L, PTPY— FOBKIZE D, W
FERATEEREBEATIA L, BIiC 3 gile B2 LTtk
MRFORELEIEZHRT LI LD 5,

16. FEMENRE

16.1 MApiRE

16.1.1 BEEHRS
A N5 47 f R 93 - 32811 A A5, 100 20 13
40mg™ % Z2 IR 12 BRI RE 1B 5 L 72 B8, e R 2L
PRI E 1345 5- 120 . 5~ 4HF A 12 552 455 M 4 i BE (Cmax) 12
HE L7z AFOIMTROHFHPHIZB VT, HH5EITBT
7B R OWMATED b7z, [13.22 )]

1000

—0— bmg
—4— 10mg
—— 20mg
—o— 40mg

=
S
D>

TMHEH) N — 0 353 2 EE (ug/L)
g
S L
74
o poT

0 4 8 12 16 20 24
F G-t (hr) BTG (n=8)

7o BRI By REFRAT (2 X 2 BB RE S T X — & (Y€
) id. UToEB)ThHo7ed

g e AUC(0-24),ss™ Cmax,ss™
ik - R (ug * h/L) (ug/L)
15mg 1H 1 2977.5(36.8) 276.9(19.8)
15mg 1H 2l 5955.0(36.8) 363.0(26.7)

AUC Cmax tmax’™ te
(ug * h/L) (ug/L) (h) (h)

5mg | 8155(132) | 141.3(145) | 14(05~25) | 5.7(19.3)

10mg | 1564(245) | 2269(18.7) | 1.4(05~4.0) | 7.1(35.3)

20mg | 2777(269) | 341.7(29.6) | 3.3(05~4.0) | 89(50.1)

40mg | 3051(21.3) | 3294(26.1) | 1.4(05~2.0) | 12.6(40.0)

oL E (D) RIS GRITCV (%)) n=

16.1.2 REHRS
HAN ST L3611, A#10. 151320mg™ Z1H1
W17 H BRI RABRE 8 G L 2B #Imlbe 5 & e
LEMBBAEEICRE LB 2L, HRELRD 5
Nipdpoize [13.22H]

e | s one 1 | AUC(0-24) Cmax tmax™ ti2
| I
BORWER | D | wen | (h)

1HH | 1443(21.0) |2326(18.7) |3.0(1.0~4.0) |5.7(182)

10mg
7HH | 1533(14.9) | 246.9(10.6) [3.0(1.5~4.0) [ 7.7(41.2)

1HH | 2080(26.7) | 347.6(23.0) [4.0(1.0~4.0) | 6.3(35.1)

15mg
THH | 2243(21.1) | 330.6(20.8) [35(0.5~4.0) | 8.7(26.9)

1HH | 2419(24.6) | 391.2(21.2) |25(20~4.0) | 6.1(20.8)

20mg

7THH | 2839(20.9) |3985(24.8) |3.0(1.5~4.0) | 7.7(23.6)

MLl (BEBH) TR GEMTCV (%)), n=12

iE M P R R DR AR RE (DV'T) B84 K OVl 28 ke 9 (PE)
BE MR L U7z F P AT O 5 h i K 2 v

B EI M GRITCV (%))

X1 EIT2BI O MR 7 — £ 12 FED A

16.2 DRI

16.2.1 NAATFXRXLSEU T«

ARAI5mg K O°20mg™ % ZEfHRE IR G- L 72 |, it
BN A FT7RA 58 F 1 13ZFNREN112% 5 0566% T
HotzMEATF—%),

16.2.2 BEOHTE

(1) RA20mg™ 2 fHIH - Lzl AUCIZ 2RI 5
L7zBs & bl L39%3m L7z AR A F— %),

(2) B AR N SERRER AP 711602, AH]15mg % 22 5
B O EBICHEERE P L7z Bs, &P 52 id tmax
DIRFEDFRD SN 7205 AUC, CmaxIZHZIZHED S
Nihosz,

16.3 27

16.3.1 AR
ARH & HIRNBES L 72 B
HolHEATFT—%),

16.3.2 AN fEaEE
In vitroiRBFIZB W T, RANIMIE Y V87 L muvwiss
ﬁ%%?b  MLEEY ¥ 87 #EEHIEK92~95%TH -
2o EIZTIVT I VITHAET %o

16.4 m&#

AFNEFEICCYP3A4 L USCYP2J212 X A UHHRIKIC L D
fR#shn, FELZRBFWTELEY) ) VBROBILSH
HRET I FEBOMAKRGIEIRTD 50 In vitroilRIZ
BWT., KFIDWESY 82 THLP-Piy 37 (P-
gp) B OFRRIE & > 2827 (BCRP) DIETH B Z & a8
RENRTVWS, [10.3]

16.5 Hkittt
AR 2 RN G- L2, &8 20 7 5 2 A1ER10L/h
TH Y., HHRORUDVKREAED F TS Lz,
fERE B A 4012 [MC] Y /N — 1 543 2 10mg % Hilnl
REOPG LB, 5 REoR2/3 3R IEHHmE LT
W R OFRICHEE S ., R Y OR1/3HARE RO %
FEIER S Nz (FMEAT— %),

16.6 BENDEE+H T 28E

16.6.1 BE=EEE
BE(ZLVL7TF=v29Y7 5~ A(CLer) : 50~79mL/
min). FE 5 (Cler : 30~49mL/min) & OVEJE (CLler :
15~29mL/min) ®EFRiED B 5 BHE 43BN AH 10mg
MR BRI S LA, R & iR L
AUCIZZENZEN1.4. 1.5 TL.6M5C ER L7z, X
Al IS PER % %13 1.5, 1.9/ U2.0f5 12mL., 7
ba e VR PTE)) 1.3, 2.2 0245 LR L
720 CLcr?315mL/min & ® BFHIZ BT 5 Mt &£
LTwiaw@HEATF—%), [2.10. 2.11. 7.1, 7.2,
9.2.1-9.2.32 W]

16.6.2 fflE=EERE
BB O W65 0 B 5 1% B (Child-Pugh 4B A 8
Bl) Tik. A#10mgZ $5- Lf:%m%%ﬁ%ciﬁéﬁ%%&
Bt R LTSI TH Y (AUCKKL. 265 15 .
HFB R EZRD SN h 5 720 EIJ%‘%FFO)H?@:.
D H B W2 % (Child-Pugh 70 BB 841) T I3t HE %
Bl L IRl U CAUCH2. 315 LA Lze 2. KA
DAUCIE2.665 L5 L7ze 88 Xall FiGTEERI32. 655
ML, PT(R) d2. 15 RE L7z, Child-PughZ#HCo

5 Ai 258 (Vss) (34501 T



BEIEBIIHZEBL T2 VEHEAFT— %),
[2.4. 9.3.25:]

16.7 EMHEEER

16.7.1 U RFEIL
e AN B 126112 +F ¥ V600mg & A#I10mg % P H
K5 L7, AFDAUCIZ2.54%. Cmax!31.66% LA L
Vgt s R S 7z DHEA 57— %), [2.6. 10. 18]

16.7.2 S haFYJ—=Ib - Z)aFJ =L
BB 1208012 - 2 F V' — b 400mg & A#|10mg
PG L722Bs, AR DAUCIZ2.64%. Cmaxixl. 7%
LA UbisgREH s s vz BHE AT — %) [2.8.
10. 12 1]
fERER NS 136127 v 3 F V' — 1 400me & A#I20mg
2P U728, AFIOAUCIEL. 46%, Cmaxid1.3
BEALZOMNEAF—%), [10.22]

16.7.3 72U ZxAvA4> > - T)ZAAYA1> >
fERER AN 7156117 5V 2ma~< 4 ¥ »500mg & AH
10mg% AP G- L7z, ARAOAUCIEL. 565, Cmaxid
L4EERLZ2MEANT— %), [10.280#]
HERAE F1HICTY 20< 4 ¥ ¥500mg & A F#l
10mg % PP 5 L2k, RADAUCK FCmax & 12
L3EER LZ2MEANT— %), [10.280H]

16.7.4 VU7 7EY >
R ABF18FIICY 7 7 v ¥ ¥ v (BEA #150me X
Y 600mg % Tillitd) & AH20me™ Z HE B S- L 2B, A
HIDAUCHHIS0%IE T L. Z ISP WPuEe R b K
FLzMEAF—%), [10.28H1]

16.7.5 T/ ¥H/NU >
e A B F1061C T 7 4251 400010 & A#I10mg%
BERT G- U7zBE. ARAOSMBRBIGE B R0 o720 P
85 X all 71 PE A B L 7225, PT X UaPTTIC
HEIRDON Lo 72 (BHEATF— %), [10.251]

16.7.6 7AEU >
R ABF13BIC 7 A Y »500megx 5 L7-3H
127 A Y100mg & A#|15mg % PRHHE S LB, A
HlOSEEYRE K OSPUBE M E IS B R bk o
WEANT—%), [10.28H]

16.7.7 7OEKJ LIV
EHER A F1BIC 7 a ¥ F 27 L v300mg % ¥ 5. L 72
BHIZZBY FZ L V75mg e A#l15meg % fEH 5 L
LB RAOEYEEIEBIRD SN LD 572
DORFUIT B W T —E OB 1 LI ] O 5t K 2578 0
LN L OMENRD B FHEANT—5), [10.25/H]

16.7.8 F7O0% &>
TR A B 1112 F 7 1 F & »500mgl H 118 553
R\ A K 15mg % PR G- U7z B5, VLR [ o 1 Rl
RO HNLh o7z, —HOYEH B W CHEFEE
HoOBEIRD Sz (BAEANF— %), [10.258H]

16.7.9 77>
H A N5 1 N Y3 F 12000 (VEORCI A5 F 16390 DA 7
VUVBFREEGHRZHELTCO LB ICTINVT 7 ¥
ZRERS L, PT-INRA2.0~3.0ICEE L 72812, A
#156mg7Z 1 H 1M S EHR 5128 0 B 2 7285, aPTT. %
Xald i E L O IFEYE b v v € Ve R (ETP) ~
DRBIMMBTH > 7225, PTRUPT-INRO ¥ — 2~
fEVE AR F) BB 510 & BRR L 2 22 345 B 0°2.94%
otz ARARERBHIDBCIE. 9Vv77Y YD
WEEHE L. b, EYHRBICHAEERERD S
Nhh ol [8.6. 8.11. 10.25M]

16.7.10 Z D DEH]

IFVIGA, VIAFTYUVRET PVNRYTF U ERA
DD X 2 SEW M AR 3Rk % F il L 7225, SEWB)
R ILERNERRD s, HlEAl Okg(b 7 v 3 =

AN - KBALS AT AEREGHD), FT=F VUK

OCFRXT TV —=Vid, AAOEYHEIEEL KITS

Loz (BHEANTF—%),

1) ARK OREH P - HEE [ E O B R E) A
FAT BT B IR I R rp B DY 4 By P SR O T )
Wil )i 15mgl H1M¥H-CTh 5, B, BHEOR
I UCRET 52861, 10mgl H1RR5-TH
Bo [T ER IR AR RE K O Wi e SEARRAE O 15 98 Je O
FFEMH ] Tk, FIESR O WISEM 1X15mel H 2/
5., F0%IZ15mgl H1M%5-TH %,

17. BREREXAE

171 FIMROREMICEEY 258&

GEREEMOCEREEREICH T 2EMMERKERRVLS
MEEEARAE D AT H)

17.1.1 ENEE D EER
FEFBENE O B B B 2 B, ARH & H i v oy
7 7)) ¥ OFMVE R R A% MR 5 % ik 2.,
MAEBAL, ¥ 7N I =KD, HER. A,
WATRER MBSk (J-ROCKET AFRER) % 920 L 720
I WS 1 o o il Bl KR 127880 (22 M AT ok B 451 8%
125 L CA#I15mg (CLer : 30~49mL/min ® EH 12 1%
10mg)1H1M QD) Xix7 vz 79 ¥Hh 1) A(HE
PT-INR : 705% A 1£2.0~3.0. 705& 2L Fix1.6~2.6)
WY BB S iz, PRGN AHKI#E498.9H
INT 7)) YRBL.IH TH o 720 B RIE T ZEEHMIEH H
EARKIBEGSTHI11B]. TV 7 7Y v BE63THI 226112
B, EMA XY MEHRITENZNL. 26X 02.61
(/1008 F4E) TH o 72 (O VF— FIL(HR) : 0.49. 95%13
HHX [ (CI) : 0.24~1.00. per protocolf iR 4&M .
BRSPS T) o

- UN—OFHAY| TV T 7Y v SN FH
IV FHEA VL ) (%;g’%zﬁ) ) (%T)g)%zﬁi) (95% 13 BIX 1)
Eg'&j}gﬁ 11(1.26) 22(2:60) (02&?.00)
ggg?iﬁfﬁ 16(1.83) 24(2.84) (ngﬁgg)
ﬁﬁ%?;ﬁfﬁ 19(217) 25(2.96) (0.4{)14334)
e 10(1.14) 21(248) (o.zgf?ms)
PERA | 7(0.80) 17(201) (o.lgf%.%)
HOmPER S| 3(0.34) 4(047) (0.12133.2&
igﬁmﬁrﬁ 1(011) 1(0.12) (O.Oé)fs;&g)
oA A 5 3(0.34) 1(0.12) (0,302f228.1)
LA AE 6(0.68) 2(024) (0.602f)ﬁ4.7)

(RN GER. RS T)

1 AT OISR ERIE OB T v KR A U b

#2 0 A, e ARSR IR UL D L SE DB T v B R
4 b

3 A, FE AR R ZERE L O A 2E SO LA B8 O 11
ALY FRAL VU H

REEFEFMEE OERA XY PEBFETZELZER
18.04 % U°16.42(/100/ &%) TH Y. AKFADOT VT 7
Y ST B IELESBGEE S 2 (HR £ 1.11. 95%CI -
0.87~1.42. FEHMEDOHERGE : HR2.0)%,

— 7 —



BTV FRL Vb

UN—TFHENY| TV TP ¥ N R
IYFEAL VM| (N=639) (N=639) (95 %15 FX [H])
n (/1008#4F) [ n (/10034 | 2T
e L1
e 138(18.04) 124(1642) | (10771 49)
0.85
K 7% i 26(3.00) 30(3.59) (050~143)
ERTELV 1.20
AERICR | 119(1542) 99(12.99) (0.92~156)
L 72 % i -
(RAVEMNT A SRR, RS- T)
¥ 1 [ L) X3 T T 2 W AR I I & 72 2 Hiin

DHEETLY REAL Vb

BRI (AR Al 5 & &) 136391 1132641 (51.0%)
WD SN, FEEIE . 588 sl (13.8%).
Bz T 5051 (7.8%) . B A H L4019 (6.3%) . i} 24
B1(3.8%) 5 Hy i 2351 (3.6%) FR v 1fin B P 18451
(2.8%). EI1761(2.7%). Al M54 (2.3%). ¥
M14%1(2.2%) . TIPS I L1240 (1.9%) % i 1 11451
(1.7%)« FEE LB PEIB (1.4%) . KM 745) (1.1%)
AVF7EI(1.1%) . BEFm7H(1.1%). Wi 741(1.1%)

EThoT
17.1.2 B 6 MAHEER

JEFR A PR O MBI B 2 50, AR & HRREEY
W77 OB R4 ﬁ%m&@ﬂ?%%mﬂﬂ
[, WAEBit. ¥ 7V 7 I—EICk b, ZEEK, 3%

papli<N jéﬁﬁf’ﬁtt&z“c;&%ﬁ(ROCKET AFﬁEﬁ)%%ﬁﬁ L7
##)ﬁf PO B AN Bl JE 1423651 (442 ﬁﬁﬁf‘rﬁ%m&)
126 LT A 20me (CLer @ 30~49mL/min ® ¥ 1Z

15mg)QD® Xz 7 vz 7Y v+ YA (PT—INR :
2.0~3.0) 235 BTG S ze PG I AH
B572.2H, 9NV 7 7Y VES19.9HTH - 720 AR
FBEEEA S H AR A BE6958 B 18861, TV 7Y v
BE7004 5] h 241 BIC 3D B, ERIA XY PREBIRIZ
ZFNENL.7IRU2.16 /100 F4E) TH Y. AF D7
V7 7 ) IS 5 IELMEDHGE S 7z (HR - 0.79.

FAEMICELTIZ, DT OEE»E S22,
UN=aFHNY| TV T7 7Y ¥
A= R
Y FEL VM| (N=7111) (N=7125) o r=
n (/100B#%4E) |n (/10085 4E) (5% REEMH)
RV EEEE 1.03
pa— 1475(14.91) 1449(14.52) (096~111)
) 1.04
K 7% i 395(3.60) 386(3.45) (090~1.20)
HRTIEHRW L04
AEERAYICHT | 1185(11.80) 1151(11.37) © 96;1 13)
& 7 5 i ) )
(VNN SRR, BRI G T)
% [EA% kHJIIlJXLiFE}\'C 17 WA IR A9 (2 P RE & 22 % i

OHETZ Y FERAL Vb

Bl Dl PR A A A 22 8 % & &) 1 7111 1 v 2096 1
(29.5%) [CED SN, EHREMEMNZ, & Him537 45
(7.6%). HiAHIM196%1(2.8%). MLIE195%1(2.7%) .
MHE 12480 (1.7%) . BEAR ML 11760 (1.6%) . 44559441
(1.3%). #1921 (1.3%). M8 (1.3%). H
B 8150 (1.1%) « #EBEH L7760 (1.1%) 5 TdH - 726
GRERER AR MARAE K O Fif I A2 AR KE DB R OB RING)
17.1.3 ENEE D HER
SVEREBEEDVT UIPER S 2 W4T, AAOBFRME K
OB 2 2 i M. EIEAL. FFEMR.
FEHERI, B AT R ] He iR 3R (J-EINSTEIN-DVT K& ¥
-PERER) % 92t L 720
IEREVE O 2D VT 5961 (e A PERAT xS B850 22
B J O°25B1 26 LTy A0S IZAH 10mg X 1% 15mgl
H2M (BID). < ®D#1315mgQDAs, AVEhe M PES &
374 (22 AR G150 W30 LTy 90 ]33 B
EAHI15mgBID. D #1315mgQDAWV N b LRI
Peh &Nz I U CRAKHNI5H BRSm~$)
¥ (aPTT : IEHWWRDL.5~2.58) #iE & OBFH T TY
V77U AY Y A(HEEPT-INR : 1.5~2.5) %5
EnH, BGHMIZERORRICX V3, 613124 A
WIS N7z, PG HIEIZ. 2MEDVT RS TARA
10mgBID — 15mgQD #£191.8 H. 15mgBID — 15mgQD
#186.80. XTIEREI2.1HTH Y. AMPERE TA

H#E204.7H.

H1340,

HIHE D 3041 12841,

FHRSEHE213.0H TH o 720 A XM EFAM

WEH R OHIMFES ST ERT TS iz,

¥ PLBEEHEE O A BB R A, WP GG
A IRE ] LAY o I % 1T B gt [ 3 CR 70 i~ 2% Y &~
XE 74 7)) X7 )05 E Lz, 2%
DVTHEE TlX. A#)10mgBID—15mgQD#E d 23441

AH15mgBID—15mgQD#E @ 2541 1 1541

RO RER 01260076 ¢, AWPERFZ TIE. &

Xt HESETE 70 645 T I RE LT HL

BEE L DOWI I G-2%% o 7= ATTHNT R EM) . 7%

B, ROWEARY) Y OHERGBH - 2GE.

bEd

BT IR R W AR ¥ OPLGHE T oAl B LA

BTV,

i

T+ VIR X7 ADOFEGH - 72
G, BRERXRGHBE T+ VF Y X7 2D
BT H12~24F M O BN ) L O BUE %

ez

95%CT : 0.66~0.96. JEZ51ED FFABRAAH : HR1.46.
per protocolf#HT X GHERT, RIS T) o
n (/1008#4F) |n (/10085 4F)

E ggff* 189(170) | 243(215) (0.621%95)
S | weew | aoee |0
ﬁfg%z“;ﬁ?g o0 | swae | o0
R 184(1.65) | 221(196) <u755?io3>

MM 149(1.34) 161(1.42) (0.7;)%;17)

HPERA|  29(0.26) 50(044) (0.3%%.93)
%ﬁiﬁm’% 5(004) 22(015) (O.OS?E?).GI)
N 101(091) | 126(1.12) <o.e§f11.oe>
DA FE 170(153) 193(1.71) <07§??310>

(ZA AT AR IRBRIEI ST Il ORI 2 42510 5
kAt
K1 A OO I PR AR OB = v FRA ~ b

2 A, R AR AR E L DM E RO BA T FR

4> b
M3 A, IR R R R AR

— 8 —

2 S LA JE D 4

AR FEEMEEH GEEEDVT UIPEOB AT v FR
4 v Mg, 2UEDVTHEE TlEAA15mgBID—15mgQD
FED25HIN 141 (4.0%) \CPEASED S, MWMEEIZIZAD 5
Nhedrodz, SYPERE TIEARHKIEEI0H) &L OV IBSERE7
BIOVFIZBWTH, ARMEFE I H o5 BUL 2
D SN h o 72 ITTIHIT S 4EH)

BRI L TE. T OR#EE Sy,



SYDVTEE SUYEPERE SYDVTREE SYPERE
Pi-naiy Vieusriy N N (=T I S ETE T T E
AY M | 15mgqD | 15mgqp | (N=12) | 15mgQD | (N=7) _ n(%) n(%) n(%) n(%)
(N=22) | (N=25) | n(%) | (N=30) | n(%) HIEEZRE | 2501y | 51300 | s02n) | 44(19)
n(%) | n(%) n(%) fli 51 H
RS i EVEPE 20(1.2) | 18(1L0) | 23(10) | 20(08)
’ “ 1 33136) | 280) | 183) | 133) | 0000
Al H 2 (136) (80) (83) 53) 00 PEGEL) ™ | 4(0.2) 6(0.3) 11(0.5) 7(0.3)
EXAMm | 0000) | 000) | 000) | 000) | 0(0.0) EBMEDVT | 14(08) | 28(16) | 18(07) | 17(07)
HRTI% JEWPEPE L O°
s X 1(<01) | 0(00) 00000 | 2(<0.1)
s 5036 | 260 | 163) | 163 | 0000) DVT O %
z.:;j W » ('TTf#HT %4 10

%1 RAIESH R 2 F49 %Y ¥ 1mg/kgl H2M 2 T 5 & ot
TTE % I VKEPHE (T V7 7Y ¥ Xidacenocoumarol.
HEZPT-INR : 20~3.0) % #kfiik 5

BID : 1H2Ml, QD : 1H1Ia (Z2WMr s S, mERERST)
X1 A5 H RS M A Y EHEE O T TINV T 7 U

“ (HERPT-INR : 15~25) & fiHEs %2 D EBPEDVT U BAEPEOBA T ¥ KR4 ¥ b (PEO g
%2 [HEARZHIM] I ERKTIEZWHSERMICHEE 25 1 BABETERVERAHORE % 5t)
floEELY FEL v b %3 1 FAEIWPE UIPED W HEVED R & T & 2 WE A OFE T

BIVEH (R AL R 2 &5 T) 13 A A 10mg X i3 15mg
D1 H 20 38 % 5- %12 15mg 251 H1l#% 5- & L 7z-DVT
B 2261 181 (36.4%) S 25811741 (28.0%) « 3B OFIZ

SYEDVTHEE TIX, 24t Wl 5 H o F BB X
ARHIRES. 1%, *HIRIEMES. 1% (HR : 0.97, 95%CI : 0.76
~1.22), [ERZ MM OFRBHE XTI T10.8% K&

AFI15mgd 1 H 2 338 [ $¢ 5- 12 15mg2s1 H 1 M3 5 X
N7=PERE30HI 1561 (50.0%) (238 S iz. AFE77
BIFRr30%51 (39.0%) \CBD LN-RIEH TELR D DX
T H 851 (10.4%) . S Hf65 (7.8%) . 1 AE i 445)
(5.2%) % TH o 72,

°1.2%Td - 72 (HR : 0.65. 95%CI : 0.33~1.28), &
PEPEBE T, 4N R BT H o R B I AH]
#£10.3%. AFEESERELT. 4% (HR : 0.90, 95%CI : 0.76~
1.07). TERXZHI] ORBBH L ENL. 1% KT
2.2%T&H-72(HR : 0.49. 95%CI : 0.31~0.79)'0-1V,

17.1.4 BHEMEFER oy > - :

SHERIDVILUPLIALHRL, R0 A Y TP SR o
SR RAT LD MR, KRR, JFER, TR (N=1718) (N:i711) (N=2412) (N;é405)

%ﬁsﬁﬁ’i 347 1 M 3R B (EINSTEIN-DVT & O (%) (%) (%) (%)

-PERRER) & FHE L 720 T AN BT

SEEYE O ZAPEDVT B 34291 Ji O° &4 1 PE B #4817 i 139(8.1) | 138(8.1) | 249(103) | 274(114)

B (e A VERRAT R G280 123k LTy AU 308 I 1 A AWM | 1408) | 2002) | 26(11) | 52(22)

15mgBID. # ®#1Z20mgQD® A& BRI L. Wik FATE v

WS HE = 7 F49,8) ¥ b 7 Almg/kgBID ASERIOCR | 129(75) | 122(71) | 228(95) | 235(9.8)

THEEOBHMTTE ¥ 3 VKD (HEPT-INR : 2.0 RAL 7 % i

~3.0) OFEEEIRFE A I & LTRG-S h7X B5H
BRI OFIWTIC & 93, 63013120 HITHRE STz,

(REVMIT X RER, BB ST)
X1 RESHB 2 F9 %) Y 1mg/kgl H2H & DFEH FTE ¥

RS, 2YDVTRESE TARAIRELI9.4H, xHE I VK (7 v 7 7 Y ¥ Lidacenocoumarol, HEEPT-
JERE188.2H . BVEPERE TAAIM216.9H ., X} SR INR : 2.0~3.0) & Rk -

204 9HCTdh o 70 ARV B K& O M i 4 2513 2 1 [HRZ I SOEHR TR AWK I E & 74 5 1

BT CEMli S v 7z,

¥ PLBEIEE O BIGS L E R YA, REREE S PG
T 48 8] LA @ JERE I HUSE R 38 (A% ) ¥ i 7 #
VENRY X A) OYRGIEWE L, 2MEDVTR
HTIE ARHIBEO173161 5126451 J O % B SERE D
171811121361 ©. 2MEPEREZ TIX. AHBFHO
241951 F 223711, i B SETE 241 3450 v 222351 < IR
TIPS SE DR HE 553 - 72 (ITTﬁ:’;ﬁﬂ%{%lﬂ) o
BB, AN VOFIREDNDH o 2Yie. REBRER
LB R T A% ) ¥ O 53T 1540 8 DL
BTy o1 H 20 F 58 T #%6~128: [ o
W31 H 1P 548 T 12~ 2405 B o RIS 47 V.
Tk YT X7 ADRHREG DD o T h. B
WIEPIBE 7 + V8 X7 ZADFER T #12
~2URF DOFNCAT ) E OBEEZT 72,

ARIVE R E H oSS BHEE X, 2YEDVTEA T

AHKIRE2. 1%, *HHESERES.0% (HR : 0.68, 95%CI : 0.44~

1.04), B PERZETIZENZEFN2.1% L T1.8%TH D,

WU BT b ARF OFEHERIITH 5 5 I 2 HGE

EN72(HR : 1.12, 95%CI : 0.75~1.68. IELTEDOHRE

FRAUE : DVT X O'PEE 3 HR2.0. ITTHEN RS ER)

MmiogEE Y FRA ¥ b

BIVE A (R B AE 525 %2 & &) 13AF 15mg 1 H2[E3
BB £1220mgA’ 1 H 1M 5- S =DV TR & 171851
J OFPE B 24126012 Z 2140141 (23.3%) K V776851
(32.2%) 2B b7z, HREH41306IH 117761 (28.5%) 12
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