2024412 AERL (51180 AAREBRHEED
873339
EIRMEZERARE X alFEEH
MHEEESD
UN—OFH /N> OENERIESR
| . W
UN—DOFIIVNJOD:10mgr-—9
| O QU
UN—DOFIIVIOD:15mgr =9
RIVAROXABAN OD TABLETS 10mg “TOWA”/ OD TABLETS 15mg “TOWA”
B 3k ERRE OD#¢10mg OD#£15mg
BRI - 34 KB ES | 30600AMX00234 | 30600AMX00235
F) FE-EMEONAFEICLOMERTEIE AR FE B IR 20244E12H
1. = Wi 4, U N—DOFH )\ > 0D§E UN—DOF YN > 0DEE
REDEEIC L Y HIAREL. BELBNOBAICE. 10mg [h—=71 lomg [h—7)
LEZHETNDHD. FEOERCHE>TIE, HIMDOBBRE % @ e
EEZEL. ARBREOBEEEEICHKTEL, FEICLS o)
1Y RS % EHICTHETE 2ISEFHITI SN TN N0, :
AFBERE. MEREECETIREMEOLEST, HOOE Wi | Sioe
MEQHREETHICERTZ-E., chdDMESRDS>NE \e/
BEICIE. BEBICEGNEEZTO> 2L, [2.2. 8.1-8.3,
8.5. 9.1.1. 11. 1. 18] AT —
1 £ (mm) 6.0 7.0
2. 2 (ROEBHBICIIERE LRI L) 1 (mm) 28 32
2.1 AAIOHIC K UBHUE DRELIED 5 5 % —— ‘ '
2.2 L TWAHEH (GG, W0 i 5 o B sk 1 & F{ 5 (mg) 86 129

k?ﬁm)[ﬁm%%ﬁ?éﬁ%ﬂﬁ%éJ[L‘HJJ§

|

2.3 BEEEE S HREDOEE [9.3. 15H]

2.4 s EED) FOFRE®E (Child-PughZr B XIICIcHY) Db
HHE#F [9.3.2, 16.6. 2]

2.5 EEUIIEIR L TW A ATREE D & B &0t [9. 55:-]

2.6 URNFTENZEETZEA 7H¥YFEN, FILFEI, K
A7 TV FENEREROEHE [10.1. 16.7. 15]

27 AT RY Y hEEET LEKERGHOEE [10. 1BHE]

28 A hTaFVy—)V, RYaFJ—)L, RUYAFJ—)L, 3O
FV—=)b. FhaFT =)V OO I EHF & &5 O BRE
[10.1. 16.7.2%:M]

29 T2 RULIVENZHREFOEFE [10. 12H]

2.10 2MEMBETEONBER OB [kl < BEICRE S e ZER Lk
JERZ R T DBZNNDH 5, ]

21 BARE (U LT7FZ2 YT 52 A15mL/minkii) DERHE
[9.2.1, 16.6. 1]

3. #ERk - MK

3.1 #8R%

Wit s U /N—DFH)\ > 0D UN—DOF /N> 0D
st 10mg k=) 15mg k=17

18EH D UN—OFH N> UN—DFH /N>

BRNERGY | e LOMG|  wrverrrerrrerreneneaenns 15mg

ABEAKFY), #EEIlo—2, yOoX L AO0—2ZF K
U A, BE7O0A0—-X, I7U)LEEEF MU T LA, 8%
ANl BRI A, TV a=)VEEF NI T A, T A
PIVTF—h -7 227 S ALBW). B A5
T BRI RIT A TOM2ES

3.2 "H DMK

Wiz 4, JN—DOFH/\ > 0Dt JN—0OF /N> 0D§E
/G 10mg '~—17) 15mg [h—"7)

PR - A F £ 0D 1P PN A

%ﬁz % UN—=0OFHN> 10 0D h=7 |[UN—=DOF /N> 15 0D h="
~H

4. WREX(IZNR
FERBEMOCEMABBEICS T IEMNMEKNEPF RV LS EERE
DFEREHF

6. RERUVAEZ
BE. RAIZUN—O0F 9N &L TlomgE1HIEREICRO
B592, 8B, BEEOHDZEEHITHL TL. BHEEDCKREIC
3 U CT10mgl H1[EIZ I ET %,

7. BERUBEICEET 5 EE

7.1 ZVL7F22 27 52 Z30~49mL/minD EF121E. 10mgx1H
1E#59 %, [9.2.3, 16.6.1, 17.1. 1]

1.2 JL7FZ2 7 U7 52 A15~29mL/minD BFITIE. AFERED
WEEHEEIRN L BT, %59 2845813, 10mgzlH1E%EEST
%, [9.2.2, 16.6. 12:H8]

8. EELEARNEE

8.1 Ju ho B UGRHIEEREL (PT-INR) 13AKI O BUEERE EH
WOWTHEMEL SN RE TR, EHEEs o> R TS5 XF
CHEM (aPTD) % 0OREfEMAIL. AFIOPREEHRZE=5 Y
ST HIEEE LTSRN, (L. 11 1 18]

8.2 HIMSDEMEMAMNEL S I ENHHDT, REIHLCTmME
(NEZDEE). EENEOREEERL. QAT /0L
SERIE DK R O Il OBENED 5N EITE. @Yk
WEzE1T5d T &, (1. 11, 1. 1]

8.3 MFITIF, S, e FHMm. g, fmpR. vEim. ik
O fFZE, B s i O #ENZED S Nz HEITIE. ERNHEE
THEIEETHI &, (1. 11 1. 1B8H)]

8.4 Bl /IMRFI2EI & OPFRERCIE. it A7 AT 8%
NNH5H70. AFEOHHIIONWTIIS SICHEEBICHRML., &
B LEOERMENGERIEZ LR SHBSNZBEDOA, ZNH5D
HENEPEHT D &, [1. 10.2, 11. 1. 15MH]

8.5 AFDHEHICTFHiCREMWNEZTTOHE. BRMICAHET
HIUIARFN DH 5154 24R LA EREB U 72812175 TEMEEL W,
FMCERNLEOMBZES TSI ENTERVESIT. BR
eI 27 23HT 2 2 &, AFIOHKEIL, THiEEML
B, BE ORI HEN 2 < It AT/ nW T & 2R L TH
5, Al RAVEERL/MICHEBT S 2 &, [, 11 1. 1]



8.6 A LMOPIEEEF E DY BHEZITBNWTIE, UFOMICHEE
5,

CONT U NS ARANCYOEZDBLEND DX, TV
Ty oG5 EMEL-%. PT-INRS, IMKEEEREME 25
L. BEEO FIRU TR /2 2 2R L =%, W &AE
PNCABI O EERET S &, [16.7. 95 ]
CEHBOFBEA] (NSNY %) hSABRNCY D EZZHA.
RIEI D EMRN T T #5237 S 3172 K¢ D 0~ 21R¢ i it S
Fefeakh ke & 0. AKO®RGERIBET 2 Z &,
CAEINSTIT 7Y ADY D EZRICB W THREER A
T B A REME DRI I N T WS DT, FlEEEER S S
N2E5FF L. PT-INRE, [MikEEHE M DEIREEO T
[BEHEAZDETIE. DIV Ty ERKIZHATLEZ &, b,
AFI OG5 7 %2405 IFE T 5 £ T, PT-INRIZT7IL 7 7 U
> DY IEEEER Z2 IEHEI R L 72,

- ARFINSENBOFRERICY O EZ D5E. AFO#KS EH
1EU. REIQ AR G523 E X N 7= B RN HTEEEH 0 % IR 3%
53R N5 ERGT 5 &,

8.7 MEMMEEND SDOND I END DD T, WKHK, Mg, K
W, FHELOERND SHONZHEITIE, EONITEREICHE
I HLOBFIHRETSHZ L, [11. 1. 35H]

8.8 IRAZEEN/HLATESBICAKIZRAL. BH»5EH1EDMRK
MAZEITHIEOBZIRET &, RAZENZHEETH, —E
WZ2[E 0 2 RAE T, RO E TI2EMLAEZT 5 LD, BFIT
BT 5L,

8.9 AF|EHDHBEE TAEMZE NS Hi i3 1 ifn I 7 H i o 5
BRI AF O PTEEEEH O hfn 2 008 &9 2551213, HFIFIT
HBTTFFTFRY N TIT 7 GETHELZ) OBTIRLEL
FHEL, B2, AEROCHEICEET 20E. EERLANE
B BEOEREZETL2EAICHTZIER. RIEAZEOHERH LD
HEEOREEMRT 2 &,

9. BEDEREFTHEEICHT I ER
9.1 AHHE - BERSEDHHESE
9.1.1 HIY RN ENEE
%T@;ﬁﬁ%%fm‘mmwﬁ@ﬁﬁ%kiéoDu
B
- IEMBEED D B EEF (/MR AES)
- BEEREOH D BE
C RRMEXBRREOHIMEREDH S BE
- 32 hO—)L TEARWVERE O MLEREDBEE
- M MERIE O B
- E BV O B
B OB IEHLEEEDBE
- HEETRBIES H DR WEH
- BB MAAES H DR WEH
- TEEN UMM IS 5% D b B B
- BRI O T H OFWEE
- QUESZHRSRIE O3 i OBEE D & 5 A
9.1.2 BEEDEE
HifnOEBENERT 2 Z &b 5,
9.1.3 BEBEMHEHLEREDEZThDOHSEE
EE ML E R EICN T DY TR ICiET 5 2 &,
9.2 BisEEESRE
9.2.1 BR2DEE
BHELLRWZ &, ERNNAEIHHARICBWT, ZJL7F22>0 1
iﬂz]‘/}(15mL/min5R?ﬁ@%%ﬂiF%ﬂé?}’L'Cbi%)o [2.11, 16.6.1
9.2.2 EENEBREERE
ARG OEGEZEEICRNTSZ &, AR OIMbEEN RS
BT EMRBINTNS, ENETHRBRICBNT, 7L 7 F
27U 752 ZA15~29mL/min® BEFIFBRA I TNWD, [7.2,
16. 6. 1Z1#]
9.2.3 FEEDBREDHDESE
AFBREGEOMEEZHEIIRNTZE, VLT FZo2UT 5>
A30~49mL/min® BFH TAFN DM FEEN FH T2 ENREE

NTHD, HMOBREAERT S ENH 2, [7.1. 16.6.1%
He]

11.1.1%

9.3 FHigsEEESRE

9.3.1 REREEZMES FERBEOES
BELWZE, HMOBBENERTLIBETNNH S, [2.35
Hel]

9.3.2 FEELLOFEZEDH ZEE (Child-Pughy$EBR(LCIZHEZ)
BELRNZ &, AFIOMPREN EF L, HitOERENERT
ZRENNDH D, [2.4. 16.6. 2%0H]

9.5 1T4%

FEFESUIIER L TW A B O S D LTI H G L nT &, &)
YESTHRgREAYE (v ) D FENHM. BEYICEESD
5HhN s HETRIFBREROEM (T9F) 2, HEOHMNED
e - BrEEE. HEROATFRK TR —BRIREOEL (T
) InWEIN TS, [2.55H]

.6 1RELIF
BHLBWIENEE LW, BYER (S v b, BOKE) THA
HHICBTT3 2 epliiahTnsd, b hoRAHRICHTT S
ZENHEIN TNV S,

=}

9.7 INBE
INREE SR E U BRI EE L ThRn,
9.8 HhE

—MRICERER E QAN T L TN D, b, ENEIIHE
HBRICBWTTISR EOBETIITOmAMOEL & higL, EKX
75 i fe VK TR 7R WASER R I R RE & 72 2 it D IR R AT E
Mo,

10. #HEEHA
AFNZEELTF b O0— AP450 3A4J% 1Uf2]2 (CYP3A4K TR
CYP2]2) ik ofR#tansg, £/, AAENIP-KEY > )87 R OHIE
fittk% > /X7 (BCRP) O#EETH D, [16.45M]
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VDAY FA—T)

KA > TVLFEN (LI
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10.2 HRER (HAICESTH L)
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AR (B AN 2BENNDHDZHD 73 AH IHS
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NUXTZAFMUDTL T
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il . L EEICHE TS
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TrFUF UL
[8.4. 16.7.6-16.7. 8%:Hd]

BEIRWtEO b= I A | il OEEREDE K | AR F O bk E
ABHEH] TEHEBZENNHSHD |[1EH & IfL/IMi
tobh=> - )7 RLF | T, BIRETHDITT | EEEIH EH
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filiEEN LN =S G I3 G 2R IEL. RIBRERIVEFHO
BEEHEZETS T &, [8 e il
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13. BERE

13.1 fEIR

HI & BHENEC B BZNDDH 5,

13.2 LB

W= MA B =DIIEERE G E2EETH &, HMAED 5N
HELEE1E. UTOAEETS T &,

CEE. REIOFRGZIEHTENHIET D &, RIS~
13RI TH 5, [16.1.1. 16. 1. 28]

< FEB Z & D HYIf D FEAE FE K ORALIC IS U 7= iz 5t 3 5 4L iE &
MmLB L,

BT EEOSBIMS), HimE RO 7z » OB k1.
R NMATENEE DB HE, Al (&6 D Bl V3 e E
EE U CRER BRI, Fr i sfs mEshE 217>) Xidm
N T2 D T U)W HE A DG 58T 5 2 &,

B NI RECGRNEND T, MBI AF OREICIIHH TR
WweEz5N5%,

14. BRALEODEE

14.1 ERIRFEOEE

14.1.1 PTPALEE O HEFNIPTPY — oD H LU TIRAT 2 L 5 ¥
BT E, PTPY— bOBMKICE D, BENG A BRI A
FIAL. HITIZZFEL 2B I U THIRBRRS O EBERESOHE 2 0F 5
THZEND D,

14.1.2 AENIED LICOBTIERZEMI TS EMETH20. K
BRLUTIRAWRETH S, £/, KTIRATSHIEHTES,
14.1.3 AANIE-FFZOIRETIE, KBRLTRAS RNV &,

15. ZDMHDEE

15.1 ERAR{ERICE D < B8R

15. 1.1 EFMICBWTE_mINZ3WiE OV—T A7 >Fa775 >
b FiAVOF D E R fig2r Y aTdarA 1A on
TNOHENBEMET, MREDBEEND 25V »IEE FUNEFER B
ERBELEARETIIL T 7 > OIEEHREELABRICTBNT,
MARZERIEA N OB, IV T 7 U CRE6LHITIZERD 51
TSN o =PI Uy AFIRETIXS9F th 7612380 5 /=7,

15.1.2 BRI TH D0, WHICBWTEREINZREIT—FTIVEK
BRI EHAM L L ~T7 H % O BE 2 W RITARF £ 7213 bl /I
X BB EE i Uil BRICB W T, Pl /RCEERIC thie U TAA
HTHREKROIMBERESGNL BEDSNZEOWMENDH 5.

16. ZEYIENEE
16.1 MAEE
16.1.1 HERE
HA NEFERBERABTFI2EICU )N—DOFH/)N>5, 10, 20T
40mg™ % ZeERFIC BERE % 5 U 72 B%, e R A LI IR 13 % 5
0. 5~ AR R Mg R (Cmax) 1IEL /2, UN—OF SN
> OLIEHAEOHFAICBNT, HE5REINULBBEEDOMINNED 5
N9 [13.22H]

) LT RECARREZHE L. 55N EMERE/NS A—
% (AUC. Cmax) 12D\ T0%(EHE XA THaHENT 21T 5 725
B, WITNBEEEO 2 DI0%(E FEIX [EHlog (0. 80) ~log (1. 25) D
FAPN. 20D EEE D 2 Alog (0. 90) ~log (1. 11) DHEEFANTH V. i
F D B2 RS SRR X 72, 10
MieR’RS kI UTIRA (1YL MMEIZKTIRA))

(ug/L)

350 ¢
—o— : UN—DOFH/)N>0D$EI0mg h—17 )
300 f —o— {7 HL )L FElOmg
S + AR ZE. n=23

MR RREE

0 6 12 18 24 30 36 42 48
Fe 55O (h)

HIEINT A—F BEINT A—F
AUC (0-48) Cmax tmax t1/2
(rg+h/L) (ng/L) (h) (h)
UN—OEYNODEE| 19314490 | 257.5468.4 | 2.2420.80 | 7. 76+ 1. 84
10mg [h—"17)
A 7FLL NGElomg | 19644400 | 270.8+66.1 | 2,301 31 | 8. 00+2. 35

B AUC Cmax tmax* ti/2
(;tg - h/L) (rg/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 (50.9)
40mg 3051 (21.3) 329.4 (26.1) 1.4 (0.5~2.0) 12.6 (40.0)

Pl + B, n=23
MEEFREENNCAUC, Cmax D/ T A—F 13, #E OEPL (KR OERIE -
IRe )55 DFABR G I & o TRIR D WA B 5

@ RrRs5 OKkTRA)
(ug/L)
300

i —o— : Y/)N—DOF /)N >O0DFEI0mg [~—17)
250 | —— 1 A JH L)L M E10mg
A E + FEE(R S, n=23

B
i

N

REREE

0 6 12 18 24 30 36 42 48

B 5O (h)

X HhULE (D AT GEMCV (%), n=8 HENT A—S BEINT A—F
16.1.2 Rig#RE . AUC (0-48) Cmax tmax ti/2

A A&l B 3661z, U /N—DFH4/N>10, 15%1320mg™ #1H1 (ug-h/D (1g/D () (h)
[E7 A BRI KER OE G Uz, PIEE5Rr & ik U S BhRe s ) N— DO %493 0D

HICREBREHIR<, EREBED SN > 72.Y [13.251H] 10mg k1) 1852553 | 249.7+66.6 | 2.05%0.95 | 10.25+4. 24
o (gep | AUCO-29) Cmax tmax’* ti A 7LV MElOmg | 17724418 | 246.1+60.4 | 2.00+1.02 | 8.48+2. 65
m (|| (1g-h/L) (1g/L) () (h)

1HH | 1443 (21.0) 232.6 (18.7) (3.0 (1.0~4.0) | 5.7 (18.2)

10mg
THH | 1533 (14.9) 246.9 (10.6) 3.0 (1.5~4.0) | 7.7 (41.2)
5 1HH | 2080 (26.7) 347.6 (23.0) |4.0 (1.0~4.0) | 6.3 (35.1)

1M,
£ THH | 2243 (21.1) 330.6 (20.8) |3.5 (0.5~4.0) | 8.7 (26.9)
1HH | 2419 (24.6) 391.2 (21.2) 2.5 (2.0~4.0) | 6.1 (20.8)

20mg

THH | 2839 (20.9) 398.5 (24.8) (3.0 (1.5~4.0) | 7.7 (23.6)

X Pl (EEE) AMPIAE GEACY (%), n=12
16. 1. 3 &2 RIS ER

(U/N—0OFH/\x>0Dgg10mg Tk—"71)

UN—DOFH/)N20DEELI0mg h—"7 ] &1 ZH L)L hELOmg %,
JOAFA—=N—FEickoENETN1E (UN—O0FHF N ELT
10mg) fEEERR A B FICHBHEEREO#R S Okiz L CTHIRA KR UK TR

SR+ ARAE(R ZE. n=23
M ARG NTAUC, CmaxS5D/N T XA —#13, #HBRE DRI, ARk OERELEE -
IRe 155 DFABR SR & > TRIR D WHEMA B 5

(U/X—BA*FY/N>0D8g15mg [k—7 1)

UN—OFH/)N>0DEEISmg [h—") &A1 7T L) M EElSmgZ.
JOAF—=N—iEIcEDZENZTNLE (UN—OF PN ELT
15mg) fEEER A B FICH R HEEREORE ki U THIRA &R UK Tl
M) ROBHEEROEES Ok U TIRMAKLRU/KTIRM) L T
RARZERBEZMEL., S50 -8EMERE/N5 A—4% (AUC,
Cmax) 1ZDW T0%EH XA TREHRIT 217 o /558, Wih
B EE D 22 D% IZHE X [ Alog (0. 80) ~log (1. 25) DEIPHN, 7D
SEH i D 7 pilog (0. 90) ~log (1. 11) DHEIPHNTH D, WFI D EYF
MR S M D RERR X 7z, 10



MipR"”S kAL TIRA (1Y L)L MMeIZKTRA))
(ng/L)
350
—o— : YN—DOFH/N>OD§El5mg [h—"7)
300 1 —— {1 JFL )L hElsmg
SEEfE A+ R S, n=59
250

900 1

R

B 150
100

50

0 6 12 18 24 30 36 42 48
#ZEH O (h)

Q) R#EEKE kALTIRA (175 LIL MMEZKTRA)

(ug/L)

450

00 —o— 1 J)N—DOFH/N>0DGE15mg [~—17)
—— A 7Y L)V MELSmg

350 SEE + BEUER . n=16

BEESE

6 12 18 24 30 36 42 48
ZEH ORI (h)

HEINT A—F BEINT A—F HEINT A—F BEINT A—4
AUC (0-48) Cmax tmax ti/e AUC (0-48) Cmax tmax ti/e
(1eg - h/L) (1g/L) (h) (h) (1eg - h/L) (rg/L) (h) (h)
UN—BESNODE|  goierpn) | 274.8+89.8 | 2.40+0.93 | 10.64+7. 43 UN—DESNODE | oy 4599 | 348 7466.6 | 5.41=0.93 | 5. 25+1.50
15mg [h—"17] 15mg [h—"17]
A ZFL)L MEl5mg | 23554511 | 288.9488.9 | 2.30+0.97 | 10. 33+5. 74 A ZFL)L MiEl5mg | 2587631 | 377.7+89.1 | 3.88=1.66 | 5.05:£0.85

SR AEHE(RZE . n=59
Mg TNZAUC, CmaxSE D /8T A — & 13, #ERE OFR, (KRR OEREEIEL -
RS DB R IT & > THRIR D RN H 5.

QpRE%ES OkTHRA
(ug/L)
350 1
—o— 1 UN—0OFH/)N>0ODEElomg [h—"7)
300, —— A JYL )L MElSmg
i SFEIIE + FRER S, n=60
250

o 200 |
£ 150

100

50

6 12 18 24 30 36 42 48
FEH DR (h)

SR AEER . n=16
Mg TNZAUC, CmaxE D /8T A — & 13, #BRE OFHR, (KRR OEREEIEL -
RS DB R I & > TR D RN H 5.

4 R#ERERSES OKTRA

(ug/L)

450

400 —o— : Y)N—BFH/N > ODEElsmg [h—7)
—e— A ¥ L)L hElSmg

350 TG + R, n=16

300
250
200

BREERE

0(/ L L L L
6 12 18 24 30 36 42 48

BGEOREHE (h)

HIENT A—5 BENTA—H HIFENT A—5 BENTA—H
AUC (0-48) Cmax tmax t1/2 AUC (0-48) Cmax tmax t1/2
(1eg - h/L) (1g/L) (h) (h) (1eg - h/L) (1g/L) (h) (h)
UN—DESNODE | opyy 4573 | 28104638 | 2.15+1.06 | 9.17+5.92 UN—DESNAODE | oy17y 500 | 33604544 | 4.25+1.02 | 5.38+1.23
15mg h—"77} 15mg h—"77}
S Z7FLL Milsmg | 2369592 | 279.6+77.5 | 2.10+1.22 | 10. 17+5.25 £ 7FLIL Mlmg | 2369309 | 356.1457.4 | 4. 16+1.79 | 5. 27+0. 88

M FEER A, n=60
Mg PR TNCAUC, Cmax D)8 T A — & 13, #ERE DR, (KRR OIREUAIEL -
REHISE DB AT K o THRIS D AIREMED & 5,

FifE = R, n=16
Mg PR TNCAUC, CmaxE D)8 T A —& 13, #ERE OFR, (KRR DIREUAIEL -
eI DB AT K o TRIS D AIREMED & 5

16. 2 BRUR
16.2.1 NMFAFRALSEUFT 4
U N— 0 FH/N > 5mgfk F20mglh) 2 Ze TR O # 5. U 7= Rg, #okf
N1 ﬂ‘?)/\“'r SEY T4 IZZFNZTNIL2% R T66%TH-7= FLEA
F—4),1
16.2.2 REDFE
) U N—=DOFH)\N > 20mg™ 2 BBICHE S U2, AUCIIZE g%
HUBEBL39%EmML 72 GHEAF—%),12
(2) AARNBEEFEFBERABTLIHNC, U)N—OFH )N 15mgz 228
e S VR AR I B AR O 5 U 72 B, A 3% SR IS tmax D JE 4T
MERD S5 N=AN AUC, CmaxiZ s EI3i80 5 Nsho 7z, 19
16.3 9%
16.3.1 DTRE
UN—OFPN 25 IRNES LB, 2mAE (Vss) 13FI50LT
Hotz GMEAT—%), 1D




16.3.2 ¥ U INUIERE
In vitro i {BRICBWT, UN—OF YN RZIMESY >N EEmnks
BREE R L. t NmAES >IN FEERIZH2~BETH o7z, EIZT
WT I HERT DY

16. 4 X35t
UN—DOF PN NI FEICCYP3AL K CYP2) 212 X BRI IZ L D
R n, EERZREWITILRY J DROBILHBAKR DT X R
EEDIKRDRIRTH %, In vitro i BRIZBNWT, UN—DOFHN
CINEREY NI THBP-KEY )N (P-gp) K OHEMMES >N
7 (BCRP) OEETHZZ EARINTNS, D [10. 1]

16.5 HEft
UN—OFY N 2RSS LR, 2582710 7 5 2 Z138910L/h
THO., BEBOGNREARD EEBPRE I Nz BEERAS T4
Bz [MC] UN—OFH N 10mgZ HEROKRES L. £580
K2/ ANIE R & U TR R ORI HRE X N, 50 0F1/308
REKRO E BRI Nz GREAT—5),10.10.1D

16.6 HEDEREHTSEE

16.6.1 BlEEEE
BE UL 7FZ>2U75>A (Cler) @ 50~79mL/min), 4
B (Cler : 30~49mL/min) K OEE (Cler : 15~29mL/min) D&
i 22 @&6%%%8% U N—BFH)N > 10mg % 22 i B [a] ¢ 4%
HBUESE. @EESRE S LAUCIEZNENL. 4. 15K U0 6%
b:tﬁbto X al FIE R ERIZL. 5. 1. 9% 2. 0FFIz L .
JohkorE R (PT () ©1.3. 2.2KkU2 AFHEEL /-,
CLert15mL/minsii D BEIC BT 2FHIERL Tz OLE
AT—4), 18 [2.11, 7.1, 7.2, 9.2.1-9. 2. 35:H]

16.6.2 FFREEEE
BREOFEEDH DL EAE (Child- Pughﬁy\*EA 8f) TiE. U
/\~D#b‘/\AOmg%&%bt[@@%%?ﬁ i{fi%‘%&%ﬁ%‘tm&b

FIEFRBETH D (AUCKKL 2% L5 . %ﬁs&ﬁ’m% THEITIED S

m‘mxo 2o WEEOFEEDD 5HELEE (Child-Pugh/r3EB
84) TIIMEREMBRE & bt U CAUCH2. 35 LR L7z, 7ab. JERS
HBEIOAUCIZ2. 665 LF/ U7z, EXalFIEMEEERIT2. 6658 L.
PT () ®2. 1{54E L7z, Child-Pugh/3ECDEF BT DT
EfiL TWwizly GHEATF—4).19 [2.4, 9.3. 251#]

16.7 FEMBEIEA

16.7.1 U RFEIN
fERERR A BT126112 U b FE)L600mg & U /)N—DOFH)\ > 10mg % ff
G U728, UN—0FH)\N > OAUCIHE2. 5f%, Cmaxidl. 6% L&
UHUREEE iR I e GHEAF—4).29 [2.6. 10. 1]

16.7.2 S harv—Jb-Z)baFV—=)b
fERERR A BF206112 4 k39 —)L400mg & U )N— O FH/\V > 10mg
EOEHEEE LB, UN—OF N> DAUCKE2. 665, Cmaxidl. 71%
LR UPIBEERSERI N GFEATF—%).20 [2.8, 10.1%
i)
R A B FL36IC 7))V aF ) —)b400mgE U )N—DO F P /N>
20mg® & PERE G Lz, U N—OF3 /N> DAUCIEL. 4f%. Cmax
WBL3MELERLE GREAT—%).20 [10. 22H)]

16.7.3 S URAARA > - TYURAARA >
TR ASF1I5FIC7 51U 20 <A 3 >500mge U /)N—OFH)\ >
10mgZ pEH#EG- L7, U N—0F 3 /)N > DAUCIEL. 5f%. Cmaxid
LAfEERLZ GHEAT—%4).20 [10. 25H]
EEER A B P15 20<% 1 2 >500mg& U /N—OFH /)N
10mgZFRHEEG LR, UN—O0F N> DAUCK ICmax & HIT
L3BEERLE GHEAT—%).20 [10. 25H]

16.7.4 U7 72E> Y
EFERABT18HICY 77 > ES > (BAMAE150mgdk U 600mg £
T U N—OFH)N 2 20mg 2 fHHKE LB, UNN—D0F
BN DAUCHKISONE N L. Z3UTEWHTREEEE Higs L 7= O
EAF—%).20 [10. 2%R]

16.7.5 T/ FH/,XU >
B A S F1061ic T/ 58 24000IU & U )N—DOFH5 )N > 10mg
ZHERG LB, UN—aF5)N > ORI KBTI o T2,
P X all G MRS INAIC 8N U 7223, PTR aPTTIC IS #8332
wenianok GHEATF—%4),20.20 [10. 25:#]

16.7.6 7 AU >
EEERR A B T3 7 AEY >500mg& &5 LB HICTAEY >
100mg<&U/\—Dq:*)‘/\/wmg;&{#ﬁﬂﬁﬁbfcl% UN—DOFHN
/@%%%ﬁ ER OPiREERICEEIRD S Naho 7z GHEA
F—4),20 [10. 25:H4]

16.7.7 AR LI
FERERR A B FIIFIC 7 OE RZ7 L )L300mgZz &5 L3 Hic/noE
RZLIV75mg& U N—OF BN 15mgZ M5 Lz, UN—
OFH )N Oy BT ZEITIRD s NBho 7. HOHBRIZE N
T*%K@%&Eﬁ%b:u”jﬁﬂﬂ%‘?ﬁ@}iﬁﬁﬁié’g&b5*17‘:&0)%&%75“35% (G4
EAF—%).20 [10. 25H]

16.7.8 77’0F%F &>
e AN B F1161Ic F 7 0%t > 500mgl H 1[E K #5612 U )N —
D‘F‘ﬁ‘/\“/lSmg’&ﬁJﬂ&%bﬁ[@ HIf R O E TR S 5 iz
Mo 7D, —EHOHBRFIZB VW THREEROHEERMNED S5z
HEANT—%4).20 [10. 25:H]

16.7.9 277U
HA N @B A S F1261] (VKORCI #EiEF16396 DAY LIV E
BAKEAL TWAHEBRE) 12U 7 7 > &2 REHRS L. PT-INR
732. 0~3. 0IZRFEL 7212, UN—DOFHY)\ > 16mgZ1H 1[0 1E %
iU 0B Z 2B, aPTT. EXaRlR FEMEEEROCNEE D> E
CPEARE (ETP) ~NOEE MM TS > 1245, PTRUPT-INRD
E— 73U N—DOF YN B GR & i Lz nehn, 3RO
2. 951272 o 7=, U/\—D#ﬁ/\/&ffﬁﬁﬁéfﬂEE 1 IIVT 5
U OEEIMHE Uz, 2B, HYBEBICHAEERIIGED s KR
Mo 72,2022 8.6, 10. 25 Hd]

16.7.10 ZDfthDEH|
IYIITA PAFTUORNT MIVNAYF > EUN—OFH)N>
DRI & 2 YA EAE B % EhE U 7225, S ERE A B 1E
AR DNT, HIEEH OKBLTIVI =T L)) - KL< T %
SULBREED). TZFIIRUFATIT—INF,. UN—OFHN
D OEMBEICEEERIFX o GHEAT—4),20

) AR ORRAE - A, 15mgl H1EH G TH 5. /b, BEIEOEEITN
UTHETZEEIE. 10mglHIERSG TH 5.

17. ERERANEE

17.1 BHERVRLMCET DR

17.1.1 BN EE M AHE ER
JEFPBE O EMENEE 2RI, UN—OFFNED L HE
o7y DOER lé&Uﬁ%l?%khF#ﬁd@“é%ﬁﬁ&“#
HAEAL. ¥ T I —RIT . ZHEMR, HEIRE, jtﬁﬁi
ket (J-ROCKET AF%KE&) ZERL Iz,
FETR I MR O B By A 127861 (R MEMAT R SB35 T L T
UN—DOFH/)N>15mg (Cler : 30~49mL/min® B EH I
10mg) 1H1ME (QD) XNV 7>y U>hU oA (HEEPT-
INR : 705&%ARM132. 0~3. 0. 70LL L1321, 6~2.6) 2N BHITHK
HXI N/, FHBESHEEZY N—OF /N #498.9H. UL
T77 VU481 IHTHh > k. A FEEFEMEBITY N—DOF
BN BE63THEIFRLILB, VIV T 7 U EE63THIFR22H11Z5R D B 1,
AR FEBRIZZNZFNL. 265 02. 61 (/1008RFHE) T
Hol ONF— R (HR) :0.49. 95%{Z#EXME (CD :0.24~
1. 00, per protocolf @it M. BFERGT).

YN—DFHN TINT 7 N

T REA b (N=639) (N=639) (95HIZHX D)

n (/100M%4E) n (/100M54E) R
AL SR 0.48

ey 11 (1.26) 22 (2.60) (0. 23~1. 00)
AN RS0 3 0.65

jukiotiseen 16 (1.83) 24 (2.84) (0. 34~1. 22)
AR K 0.7

ﬁ-ﬁgﬂéﬂxs 19 2.17) 25 (2.96) (0. 41~1. 34)

] 10 (1.14) 21 (2.48) (0. 2(2)38 98)
i 1 PR 2 70

il 75 7 (0. 80) 17 (2.01) (0. 17~0. 96)
. 0.73

i PERR 2R 3 (0.34) 4 (0.4 (0. 16~3. 25)
e v 8 5 5 0.99

o 1 (0.11) 1 (0.12) 0. 06~15. 8)
o 2.92

D 3 (0. 34) 1 (0.12) (0. 30~28. 1)

D BE 6 (0.68) 2 (0.29 (. 63'3(154. 7

(TR RE, HEBRERGT)
X1 s ARSI IR AR ARE RIERIE O T > RARA > b
X2 AR, IR ARCR ERE D MAESEDE A T > Rk > b
X3 AR, JER AR RIERE, (OFIREZE RO MBSO E T RRA > b

et EEMIEE OEMA N> NRERIZIETNTN8. 04K T
16.42 (/100 #F4E) THO, UN—OFYINOUINT 7Y >
T BIELMENMAE SN (HR 1. 11, 95%CI : 0. 87~1. 42,
L OH AR E : HR2.0),



I RHRA b

UN—DOFH /N>
(N=639)
n (/10088 4E)

VT
(N=639)
n (/100585 4E)

NY— R
(95% fF X )

2 P R

RBITEAH (RRBREMREZ2T) 1Z711168H20964] (29.5%) I
AL, EREWEMIZ. SHEMms376] (7.6%) . BAHIM196%5]
(2. 8%). IMR19561 (2.7%). MufE124%1 (1.7%) . BEIRHMm1174]

1.11
THH* 138 (18.04) 124 (16.42) (0. 87~1.42) (1.6%) . #AE94f (1.3%). @iMm92f (1.3%) . [ H M9
08 (1.3%). ®IBHMSLE (1 1%). KEEHEm77E (1.1%) %THo
FEARA M 26 (3.00) 30 (3.59) 0. 50~1. 43) o2
HEATIE VN 1.20
i PR B 1 [ & 119 (15.42) 99 (12.99) (0. 92~1. 56) ED UN—BFH N g
72 % Hiif : . ¥2) AR OAZEME - ARE. 15mgl A1IEHR G TH %, 2B, BHEEDFRE IR

CTHET 25E1F. 10mglALEETH 5,

18 FEghFEE

18.1 e

UN—OFHN L BRI DEZEXal THERTH O, #
D% 5 TR ZFRT, WER KRS ERIMEEEE N 27— RO
Xal 72U N—OFFNAEETSHZET, b EVEERN
MEERAIH S NS, UN—OFFNE a2 B2 Z2EERT,
LM/ T D EZERZH 37210,

18.2 HmeshER
UN—OFHNIE, YT, Ty S UIT S FOFNR & OB ki
MIEETIICBWT, AEBKRENMICmEEREAHLZ, £ v

B FEIRMARIEE TIVTB N T, AR O il D K 2 Bk L
725,26, 2D)

19. AT ICEY SELZIME

(L2 REN, IRBRERE )
Moo TEAGHI) X3 TERTIREWAERKAICHE S 22 M) oaT> R
KA b

BIfER (BRMREMEEE Z25T) 136396132661 (51.0%) 1238
5., ERBIMERIIE. SHim88H (13.8%) . K FHiMm504
(7.8%). HGPIH M40f] (6.3%). MLFR24%1 (3.8%) . HEMEH 23
Bl (3.6%) . RrpimbErE18F (2.8%) . BEiMm17# (2.7%) . BlEH
fm156] (2.3%). W14 (2.2%) . CEENHImI2F] (1.9%) . 5%
W1 (1. 7%) . {EEmpsEIF (1. 4%) . MEEHm7H (1. 1%).
ALFH (1.1%) . EEm7E (1. 1%) . dim7e] (1.1%) % T
Ho7m. 2
17.1. 2 JB5VE MAHE BR

JEFBAE M D EM B R E 25512, UN—DOF 5N ED i EHR
BTV T 7 > OREMEKROR 22 LR BRET 2 2 k3L H.
WEHL, ¥ TIVY I —EICE D, “EER. EFGR, GITH
ftb#ci Bk (ROCKET AFitER) %= il 7=.
FEFRIEE M0 A B FR 35 1423641 (e & PEMRMT & R BIER) 1Rt L
TUN—DOFH/)N>20mg (CLlcr : 30~49mL/min® B H 13
15mg) QDED XiZ )7 71U >F hU A (PT-INR: 2.0~
3.0) Y RBIHEEI N, FEHBGHMZY N—OF )N #

g 0
(0]
2, O
\ H " \N
572.2H. TV 77 U CHET9.9HTH o /oo BARIMEEZIAGIEE

S
U N—OF )N BE695841 1885, T )L T 7 U BET0044] NJ\

24BN B, EBA X P EBRITZHENL 71K 2. 16 L_o
(JI00BELE) THO., UN—OFHN>OTIL T 71U 22 d ) .

BIEL AR SNA (HR:0.79, 95%CI : 0. 66~0. 96, JEZH1E s UN—DF 832 (Rivaroxaban)

DHFERFE : HR1. 46, per protocolf@HTxf REM. BEREK S {24 . 5-Chloro-N - ({(55) -2-0x0-3- [4- (3-oxomorpholin-4-yl)

. phenyl] -1, 3-oxazolidin-5-yl} methyl) thiophene-2-
N : boxamide
UA—OFHNAS | TNTr U o car
T RAEA Sk (N=7061) (N=7082) A At 33 1 CigHisCIN305S
n (/1002E&4) n (/1002E&4) REAE /Y T5 : 435. 88
AN R i 189 (L 70) 243 (2. 15) 0.79 %R Bfa~EAEOMARTH 2, 7 MUILIZETIIL L,
A (0. 65~0.95) I8 —)b (99.5) IHD TETIC< <. KiTEEAER
AN HERIK I 7 0. 86 FRAN2
ﬁ%ﬁf‘w 346 (3.11) 410 (3.63) 0. 74~0. 99)
OORBAIE] 433 6.9 519 (4. 62) 0.8 22 A%
i 2 5 273 ) ’ (0. 74~0. 96) (U/N—AFH /N> 0Dsg10mg Th—71)
- 0.85 1008 [10$£><10 : PTP]
iz v 184 (1. 65) 221 (1. 96)
) (0.70~1.03 500§ [10§%50 : PTP]
RIPERAS | 149 (134) 161 (1. 42) A 1405¢ [148X10 : PTP]
. . 3008 [N7]
HUPERSS | 29 (0.26) 50 (0. 44) 03920 5 (U/A—OF9/30D$g15mg [ ~—7])
100%¢ [108£X10 : PTP]
: %R % .
R 5 (0.09) 2 0.19 0.0928 60 5004 [105%X50 : PTP]
— sl 1408 [148# X 10 : PTP]
D ZE 101 (0.91) 126 (1.12) 0. 63~1. 06) 3004 [N ]
L 170 (1.53) 193 (1.71) ©.7341.10) 23. EBXM ‘
(RN QIET, BB G T, Uik O bl e e 70 5 R0 D IR v MICBT SiEENE (f 7LV R 2012451 F18HR
X1t AR R SRR R RIE QA T > RaRA > b A HETERHIEZE2. 6. 4. 4)
K2 iz, IR HRIRE R IEARAE UL DM BSOS T > RARA > b 2) HFITBITDIE - IRIRFEA IR 2R (1 VTV R

X3 Hl\i,lﬁéq:‘ 3}3'43*[2*33#%%%@{? /Dﬁﬂigmi;bmﬁﬁﬁ)?ﬁél‘/ KARA >k 2012&1}%185%5{{\ gﬁéﬂqmgz 6. 6. 6)
Fw MZHB [P 40N 30 A DN RHAR DFEREIC
Ge Mz LT BT O 5 e 3 T v MBI B AR R AR DT N RHADHEEIZ BT %

HE (AP L)LREE D 20124E1 A 18 H KR, HIEE BRI B
R DA =k VAR INT 7 JNT—— 2.6.6.6)
TR N | n (oodimy | OSMEEIKED 9 Ty MBI BAIRE (f 7L M © 20126E17 18 KRR
ryyra— - - A YEEHEE2, 6. 4.6)
REEERI 45 1 91) 1449 (14.52) 0.9 1) 5) Brodsky S.et al :] Am Soc Nephrol. 2018 : 29 : 2787-2793
104 6) Zakrocka I et al. : Adv Clin Exp Med. 2022 ; 31 : 165-173

B3 395 (3.60) 386 (3.45) (0. 90~1. 20) 7) Pengo V, et al. : Blood. 2018 ; 132 : 1365-1371
PR E=——" 8) Il CHIELEE St (1 74P L)L g 1 2012471 F 18 KGR,
BRI S | 1185 (11.80) 1151 (11.37) 0.961.13) LR, 7.6.7)
73% i 9) MAPIRE (RAEHGHE) (f 7Y LIV M 2012F1H 18H K. H
GRTRI G, RRG ) o AEEHIER2. 7. 6. 10)
R %fffﬁMJ E TERTRABWAHEKRNICHEE 22 I oEAaELTY R 10) 1%%931‘5”‘ ﬁ'f_]‘ . @%&%#, 2024 : 81 : 473-510



11)
12)
13)
14)
15)
16)

17)
18)

19)
20)
21)
22)
23)
24)
25)

26)
27)

24.

HERHANA F7 XA FEU T« #8r (f 7 L)L Mg @ 2012481 A

1I8H/KFE. HFEERHNZ2.7.1.2. 2.7.6.1)

20mgiE & AW RBEOEERBR (f /7Y L)L Mg : 201241 H18H
A, HEEEEHEE2.7.6.4)

15mgEa W= BFOEERAR (f 7L )L Mg 201549H24H

KR, HEEERMSEE2.7.6.7)

M= ABFEER (7Y L)L ME - 2012F1 A 18HKGE. HFEEEH

HEBE2.6.4.4, 2.6.5.6)

fR# (A 7T LIV N8 20124E1 H 18 H KRR, HGEE R &

2.6.4.1)

RANT il (f 7LV g - 20124F1 H18H AR, HEEEE

HEEE2. 7. 6. 13)

Weinz, C. et al. : Drug Metab. Dispos. 2009 ; 37 : 1056-1064

HEEFEFEE MR E UBREERR (1 791 )0 ME © 20124

1THI8HA&F. FEEERHEZE2. 5.6.5, 2.7.6.16)

[R5 & U 7B RIS, (1 7 L)) M © 20124

1AI8HAKFE. HHERMYE?2 7.6.17)
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