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HU ﬁi; 1>C) D=3 | RIV100D2-2 e A TRy e
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RANE—ME n=3 RIV100D2-1 | 2.30~4.80 2.78~4.65
(& B —MERER) | RIVIOOD2-2 | 2.34~3.93 — — 3.48~4.27
<15.0%LL F > RIV100D2-3 | 3.72~4.75 3.69~4.29
N RIV100D2-1 22~26 23~28 23~30 23~26
4 20 =
Hﬂ%%o(;{ Lmi 18 | RIV100D2-2 292~27 23~29 23~28 24~26
> RIV100D2-3 292~27 23~28 24~98 23~26
i RIV100D2-1 | 83.4~87.6 83.5~87.4 84.0~87.5 82.8~87.4
NS ] V) =
f:m;) “;E\ (/;z—w un Llf RIV100D2-2 | 82.5~86.6 83.6~87.1 82.6~86.3 83.2~86.9
7\ 2% RIV100D2-3 | 83.1~87.7 83.1~87.7 83.2~87.3 82.7~86.4
s () %2 pg | RIVI0OD2-1 | 9857~ 99,51 [ 99.21~ 99.67 | 99.13~100.37] 98.27~100.27
ii,) 01105 0o~ | RIVI0OD2:2 | 99.05~ 99.25 | 98.98~ 99.50 | 98.50~ 99.94| 98.47~ 99.64
: D% RIV100D2-3 | 99.12~100.09 | 98.87~100.14 |100.10~100.48| 99.52~100.39
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RSB M n=3 RIV100D2-1 | 2.30~4.80 2.52~4.05
(& &Yy —MEER) RIV100D2-2 | 2.34~3.93 — — 1.72~4.27
<15.0%LL F > RIV100D2-3 | 3.72~4.75 3.24~5.68
" RIV100D2-1 22~26 24~29 23~29 25~28
J 4N =
’E’H%%O(;{ z/mi 18 | RIV100D2-2 29~27 24~28 93~29 93~28
- RIV100D2-3 29~27 23~30 23~29 24~29
- RIV100D2-1 | 83.4~87.6 84.2~87.3 83.5~87.3 83.4~88.1
YR HH 0 =
fﬁ “;E\ (/;z_,)(y un Llf RIV100D2-2 | 82.5~86.6 82.5~87.5 83.6~87.4 82.8~86.9
7 0 RIV100D2-3 | 83.1~87.7 83.4~87.3 83.2~88.5 82.4~87.3
4B (%) %2 p=g | RIVI00D2-1 98.57~ 99.51 | 98.68~ 99.65 | 99.17~99.54 | 98.50~98.80
 95.0~105.0%> RIV100D2-2 | 99.05~ 99.25 | 98.64~ 99.73 | 98.93~99.30 | 97.67~99.40
: o0 RIV100D2-3 | 99.12~100.09 | 99.39~100.22 | 99.22~99.91 | 98.79~99.33
M1 X DEGWE : 0.2%L0 T REGME : 0.5%LLF X2 HRRICHT28H% (%)
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: RIV150D2-3
RIFH—PE  n=3 RIV150D2-1 | 2.35~3.14 2.78~3.73
(& &) —MEBR) RIV150D2-2 | 2.28~2.97 — — 2.18~2.83
<15.0%LL F > RIV150D2-3 | 2.23~3.19 2.13~4.89
o RIV150D2-1 29~36 27~35 26~35 27~35
j: 4 2N =
HH%%O(;{ ;Wi 18 RIV150D2-2 28~32 29~33 27~32 28~35
- RIV150D2-3 28~31 28~34 27~34 28~34
N RIV150D2-1 | 79.9~81.8 79.7~82.5 80.0~82.2 79.9~81.2
YR HH 0 =
{fggrf (/;é(y un Llf RIV150D2-2 | 80.4~82.5 79.9~82.8 80.7~82.3 80.3~81.9
7T 0 RIV150D2-3 | 80.6~82.5 79.7~82.7 80.8~82.6 80.4~82.1
4B (%) % ne=3 | RIV150D2-1 99.18~100.00| 99.82~100.56 | 99.32~ 99.81 | 99.84~100.46
95.0~105.0%> RIV150D2-2 [100.06~100.47| 99.46~100.62 | 99.92~100.28 | 99.45~101.78
: o0 RIV150D2-3 |100.07~100.94| 99.83~101.13 | 99.94~100.58 |100.09~101.08

1 fE & OERME  0.2%LL T WEEWE : 0.5%LLT X2 TR EIIKTIEEE (%)

6




OVUNR—m 4,3 0D §E 156mg [HET)

IEEER  40°C - T5%RH [k Al
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- Sg o ;,> RIV150D2-2 e ey i i 2
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e RIV150D2-1
%”‘“(gﬁc)n 3 RIV150D2-2 JARay TReY SReY TReY
RIV150D2-3
PR <$EJC) D=3 | RIV150D2-2 Ty Ty e ey
: RIV150D2-3
AN —P: n=3 RIV150D2-1 | 2.35~3.14 2.61~3.96
(& B¥—MEER) RIV150D2-2 | 2.28~2.97 — — 2.44~3.28
<15.0%LL F > RIV150D2-3 | 2.23~3.19 2.52~4.08
o RIV150D2-1 29~36 29~37 28~35 27~37
hed h =
HH%%O(;{ ;Wi 18 | RIV150D2-2 28~32 28~36 28~37 29~37
> RIV150D2-3 28~31 28~33 28~34 28~38
e RIV150D2-1 | 79.9~81.8 80.0~81.2 80.7~82.5 79.3~81.8
NS J 0, =
fggrf (/%v un Llf RIV150D2-2 | 80.4~82.5 79.0~81.8 80.7~82.4 80.6~82.2
SANRE RIV150D2-3 | 80.6~82.5 79.7~81.8 80.1~82.6 80.8~83.3
g (0 %2 pe3 | RIVISOD2-1 | 99.18~100.00( 99.11~100.19 | 99.53~ 99.71 | 99.47~100.41
‘if{) 01105 o<y_> RIV150D2-2 |100.06~100.47| 99.96~100.79 | 99.54~ 99.58 | 99.05~100.36
: v RIV150D2-3 {100.07~100.94| 99.56~100.30 | 99.32~100.13 | 99.81~100.04

X1 2 OERWE

(2) MEEEREDZENE
SERFEHEWIR : 2021/6/29~2022/8/30

D0.2%LL T MR WHE  0.5%LL T

K2 RREISHTOIERR (%)

OV NR—m 430D §E 10mg THET]  #adE 60C LEY - KEA]
AERIRH 7y k PRATHAR
<KifE > & B ha 138 2 14 A
PRk n=3 N
- = 0)?:::”% 0)?::;.;9 /35\:”
< EEOFEE>S RIV100D2-4 M a0 FEE H a0 FhE H a0 FhE H D FREE
FUERE (HPLO) n=8[ .o . i e o
<¥1>
FRENE () n=18
<60 LI > RIV100D2-4 22~28 26~33 26~33 27~31
EHE (%) n=18
<4545, TBULLE > RIV100D2-4 | 86.0~90.8 83.2~88.8 86.2~89.7 85.9~90.2
a (%) "2 n=3
~95.0~105.0%~ | RIV100D2-4 | 99.56~100.73 |100.62~-100.91|100.39~101.42 99.43~100.34

K1 : B % OIEBE : 0.2%LL F

43K
/\/D\*E

R

FWE - 0.5%LL T

7]

K2 RREISHTOIERR (%)




OUAN—mFH N 0D §E 10mg [HET) MadE 25°C - 75%RH LS - Bk
ABRIE B [mESVIEN PRI
<HUHE > & BA A 1A 2 % A 3% A
PER n=3 ) o e - i
<At ERE> RIV100D2-4 A DFEEE M DR EE A DHEEE A& DHEEE
WIERS JIPLO) 273 prvicopza | 4 i e e
e (F) n=18
260 FHLLA > RIV100D2-4 22~928 14~16 12~16 12~16
wHM (%) n=18
<45 4y, TEULL L > RIV100D2-4 | 86.0~90.8 83.7~87.8 83.3~88.7 82.7~87.8
P = N P —
& (%) 2 n=3 )
< 05.0~105.0% > RIV100D2-4 | 99.56~100.73 |100.35~101.79[100.82~101.92|100.40~101.01
(&) @E (N) n=20| RIV1I00D2-1 | 42.2~56.9 19.1~22.0%3 — 20.5~24.9%3

X1 fE &2 OEBEIE - 0.2%LL T

IR E © 0.5%LL T

K2 RREISHTOIERR (%)

%3 :n=10 — . REE
QU AN—mFH 0D §E 10mg HET] HEa3E 25T - 60%RH, B: [D65 i (1600Lx) +
VX —LE&ET v THEI]
RERTE H 7w b S A
<HiE> &5 BHLAHF 30 i Lx+hr | 6055 Lx*hr | 120 5 Lx * hr
PER n=3 ) . e - o
<At ERE> RIV100D2-1 H oD FEE M DFEE H &0 FEE H D FEE
RO (HPLO) 023 | prvioong1 | wa e e e
<W1>
FRENE () n=18
Z 60 FLIH > RIV100D2-1 22~26 19~22 17~19 13~20
EHE (%) n=18
<454 T5%LL L~ | RIVI00D2-1 | 84.2~91.2 85.5~90.8 87.6~91.1 84.1~90.5
A-E (o ¥ —
& (%) 2 n=3 )
5.0~ 105.0% > RIV100D2-1 | 98.57~99.51 | 99.94~101.41 [100.60~100.88| 99.33~100.13

*1:

il x DFEBWE - 0.2%LL T HREBEWE : 0.5%LL T

BRI : 2021/6/30~2022/9/20

K2 RREISHTDIERR (%)

OUN—aXH N 0D 1bmg THET] HE¥E 60C LY - [ERET]
ABRIE H [mESVIEN PRAFHAE
<> &5 B A b 138 2 i 1% A
PER n=3 ) o e - i
<At ERE> RIV150D2-4 | HEDOFEEE M DFEE A DHEEE A DFEEE
R (HPLC) =3 | o s0D2-4 i fiRay A A
<H1>
FREEME (FP) n=18
60 Fh LI > RIV150D2-4 30~36 33~40 33~40 29~31
wHM (%) n=18
2904, TavLL L~ | RIVISOD2:4 | 80.6~82.9 79.7~82.5 79.7~82.2 79.8~82.2
8 (%) *2 n=3
05,0~ 105,00~ | RIV150D2-4 [100.01~100.12] 99.78~100.07 |100.01~100.86| 99.81~100.50

X1 : B % DIBE

:0.2%LL T WERBEWE - 0.5%LL T

K2 FRBEISHTOEAEER (%)




OV N—a x4, 0D $E 15mg THET) a3k 25C - 75%RH [ - Bl
ABREE =SV PRAFHIH
<Kk > & B L 1% A 24 H 34 A
PER n=3 ) o e - i
<At ERE> RIV150D2-4 | HEOHREE SREXPES 7 SRS 7 ERERPES 7
WIEAS JIPLO) 273 pivisopza | 4 i e e
AREYE (F)) n=18
260 FHLLA > RIV150D2-4 30~36 14~18 15~20 14~17
wHYE (%) n=18
<90 4. TE%LL L > RIV150D2-4 | 80.6~82.9 79.4~82.4 79.1~81.6 79.9~81.6
P = N P —
S (%) 2 n=3 )
< 95.0~105.0%> RIV150D2-4 [100.01~100.12|{100.54~101.69| 99.71~101.11 {100.55~102.60
(&) 1% (N) n=20| RIV150D2-1 | 58.1~69.4 | 22.0~25.2%3 — 22.5~27.3%3

X1l 2 OFEZWE - 0.2%LL T #
— : RE

%3 : n=10

OV R—u X3 0D §E 15mg [HEE T

VX —LET v THEY]

REAFE  0.6%LL T

K2 RREISHTOIERR (%)

25C - 60%RH, Bt [D65 i (1600Lx) -

SEBRE R RN IR R
<HUHE > &5 BH 4 IRE 30 FLx+hr | 60 5 Lx - hr | 120 5 Lx * hr
Mk n=3
iz - O)?%" 0)?_::‘\:.1 O)??u ??\7%
<BaOERES RIV150D2-1 H oD FEE H 50D FEHE ERERRES 7 A DFEEE
WIERS JIPLO) 223 prvisopz | 4 i e e
ARsENE (FP) n=18
<60 FHLIN > RIV150D2-1 29~36 24~29 23~26 21~29
M (%) n=18
<904y, T5%L > RIV150D2-1 79.9~81.8 78.3~81.1 79.7~81.6 77.6~80.2
A-E (o ¥ —
&8 (%) ™2 n=3 )
<95.0~105.0% > RIV150D2-1 | 99.18~100.00|99.48~100.35 | 99.88~101.42 | 99.46~100.55

K1 : B % OIEBE : 0.2%LL F

7. RRERVERROREN

A Lg

IR E © 0.5%LL T

8. FILDEAELL (MEILFMEIL)

AR ANA
9. K
R ER Y

(Y/x—OxY¥/8> 0D & 10mg THEI))
BRERLOEYFHRENERBR T A T4V EO S EICOWNT (B 243 H 19 B AR

03198 1 75)

BRI

I8E - AARIR T WHEBRE S vk
[al#n K OVGRBRIE © 50rpm (pH1.2, pH3.0. pH6.8. 7Kk). 100rpm (pH3.0)

K2 RREISHTDIERR (%)




CHIE]

- pH1.2 (50rpm) TiE. f2 BIELDMEIL 46 UL ETiXRino7z,

- pH3.0 (50rpm) TliE, FEUERIFI DA 40% K O 85% T D 2 FEAIZEBW T, AfhD
s HH R AT E R D A5 R £ 15% D EFHIZ & - 72,

- pH6.8 (50rpm) Ti., FEUERLKIAS 360 43 12351) 2 FEHEH R D 1/2 O IAHER o371 2 2
RN 860 F3IT BT, ARG OB A SR AR HE R O PR R = 12% OFaPHICH > 72,

- K (50rpm) TiX, FEERFOFEIEHEN 40% K O 85% LD 2 FEAIZB VT, AL O FEER
HH R VAR VE R O S PR 2 = 15% D HEFAIZ & > 7o,

- pH3.0 (100rpm) TiX, HEHERAFIOFEFEH D 40% MK Y 85% T D 2 FE IR\ T, KD}
Py SR AT VE A D SRS 2R £ 15% D FEFHIZ & - 7o,

PLE, REOEHZEE) 2 mERE] (4 7% Lr  OD § 10mg) & kb L7z#5 R, pH1.2 (50rpm)
DS ORBRIRIZ VT TR IEES OAE TR SRR T A N7 4 ) O¥EEREIZEE LT,

(VA H i)
BHE (%) pH1.2 (50rpm) BEHE (%) pH3.0 (50rpm)
100 | —_g— 1);i—O#/i0DgE10mg TBET) 100
80 | =& = 5% +0oD#10mg 80 —— A g gl
60 N 60
40 &= 40
= & = o S )L OD#E10mg
0 L' 1 O 1 Il 1 1
0 30 60 90 120 0 90 180 270 360
BFfE] (453) BEfE (A7)
BHE (%) pHB.8 (50rpm) BEHE (%) K (50rpm)
100 100 |
80 80 | N—=>- -0
60 60
40 40
20 —e— ) {—OF i 0DE 10mg THETL] 20 —e— )i —OF 1 0DEF10mg THETL]
o —ﬁl—/fﬁ'*fli]/hODﬁ10mlg . .. —ﬁl—/fﬁ'*fli]/f‘ODﬁ10mlg .
0 90 180 270 360 0 90 180 270 360
BEfE (47) B ()
BHE (%) pH3.0 (100rpm)
20 —e— )/ i—O 11 ,0DEE10mg TBETL]
0 =& = A J%¥L )L }ODfi10mg .
0 90 180 270 360
BEE] (57)
(n=12)

10



(YNR—OFxH/>0DfE15mg TBETI | (BESHF : 1 FH LI OD & 15mg))
HBIEE L OAEY FHIFEIENERBR T A R T A4 V5O —EWIEIZDOWT (5Ff 24 3 H 19 B BAKSE
03198 1 75)

ARER A
E - ARG BEHRBRE N RUWE
IR ONRBR I - 50rpm (pH1.2. pH4.0. pH6.8, 7/K)
50rpm (pH1.2, pH4.0, pH6.8 (AR VU Y /L— | 80 0.5%¥/N))
100rpm (pH6.8 (ARV YV /L~_— | 80 0.5%¥/))

CHIE]

- pH1.2 (50rpm) Tix, 2 B OEIX 53 LA ETidZedro7z,

« pH4.0 (50rpm) Ti, FEEUERIKIA 360 43 2351T 2 A HED 1/2 O A R 2 x4 2 7
SRR 360 43I FBUNT AL O SRV H SR I TAF HE R 0 SRR H SR = 12% D FPAIZ 8 - 72,

- pH6.8 (50rpm) T, HEHERIFIA 360 43 2H 1) 5 PR RO 1/2 O VIR R 2 R~ 975 2 72
RN B60 43T T, A O H R IR E A O AR R £ 12% O IZ & > 72,

- 7K (50rpm) Tl HEHERAFIN 360 SrIZd51F D AR RO 1/2 O LA 3 2 75 971 24 7 R R K
TV 360 43123V N T, AR O S92 AR VERUA O SEX S R £ 12% O FEFHIC B - 72,

*pH1.2 (50rpm/R Y Y L— k 80 0.5%¥NN) TiE, FEHERIAIN 120 /3BT 5 FHRHERD 1/2
DI R A 7971 24 72 S DY 120 2312880 Ty AR S O 243 HH =R A HE LA o0 SEA PR HH =R +
12%DEFHIZ & - T,

« pH4.0 (50rpm/AR U Y /L_— |k 80 0.5%¥N) T, FEAERIF| O FERH R D 40% K OF 85% 3T D
2 RFRIZ RV T, A dh OB 3R TR E A O S B R 3R = 15% ORI & - 72,

* pH6.8 (50rpm/AR U Y /L_— |k 80 0.5%¥NN) T, FEAERIF|O TR R DY 40% K Y 85% 3T D
2 RERIZ N T, A O SR H S TR E A O SR 2R = 15% ORI 8 - 72,

* pH6.8 (100rpm/AR U Y /L_— K 80 0.5%¥RM) Tl FEUERIHFI D SEIIVAH D 40% K O 85% 1T
D 2 RERIUZIBUN T, A OSB3 TR E LA O SR ER 2 = 15% DO FaFR I 8 - 72,

LLE. RO T 25 =R (f 79 Lov b OD $E 16mg) & i L7=#5 R, pH1.2 (50rpm)
LIS OFRBRIEIZ I\ T TR RIS DA AR R T A BT A > OYEFEECES LT,

11



(¥A HH )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 } 100
—e— ) {—O & i ,0DE15mg TBETL
80 - & = 1)L - OD#E15mg 80
60 60 TAy A Al
a0 | i 40
-5 . .
20 Bﬂ'—ﬂ 20 —e— )i —OF+{,0D5F15mg THETL
/a = & = 4 S 0D§F15mg
0 L' 1 Il 1 1 0 1 1 1 1
0 30 60 90 120 0 90 180 270 360
BEfE] (430 BFfE (43)
EHE (%) pH6.8 (50rpm) A (%) 7k (50rpm)
100
80
60 n— H— A A ]
40
20 —— )/ i—OF5 1 0DFE15mg THETL] 20 —— i —OF 1 0DFE15mg THET
0 - o‘—/f’j"*:ﬂdlb honﬁﬁmg . 0 —ﬁl—/fﬁ'hwl/{lx h00ﬁ15mlg .
0 90 180 270 360 0 90 180 270 360
BEE (430 BFE (450
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 AL — F80 - 0.5%F 100 AU ILe— F80 - 0.5% N0
80
60
40
20 L —e— i —OFH i 0DFE15mg THETLY 20 —e— |/ i— &t i 0D$E15mg THETL]
o & =& = A J%L )L I-OD§ 15mg ‘ 0 = o = A4 %L I0DHi15mg .
0 30 60 90 120 0 60 120 180 240
BEfE] (430 BEfE (1)
FHE (%) pH6.8 (50rpm) BEE (%) pH6.8 (100rpm)
100 ) )Loi— 80 1 0.5%FR0 100 s L= 180 0.5%FN0
80 80 r—rtr—1Y Ay N
60 60
40 40
20 —e— )i —O /5 0DFE15mg THELY 20 —e— )/ i—OFH i 0DE15mg THEL]
0 - t&‘—fl’ﬁ'*fwlb FOD&E15mg . 0 —'ﬁl—f(ﬁ'*fwlb FOD&E15mlg .
0 90 180 270 360 0 60 120 180 240
BEfE] (430 BFfE (43)
(n=12)

12




(UNR—OFxHY /> 0DfE15mg THET| (BEHHF : 1 Y LJL FE 15mg))
HBIEER L DOAY FHIFEIENERBR T A R T A4 VO —EWIEIZDOWT (5Ff 243 H 19 B BAKSE
03198 1 75)

ARER A
HE - ARG BRHERBRE N Rk
[al#n K OVGABRIE : 50rpm (pH1.2., pH4.0, pH6.8, /K)
50rpm (pH1.2, pH4.0, pH6.8 (AR VU Y /L— | 80 0.5%¥s/N))
100rpm (pH6.8 (ARV Y /L~_— | 80 0.5%¥/))

CHIE]

- pH1.2 (50rpm) Ti. f2 B OEIX 46 LLETH T,

« pH4.0 (50rpm) Ti, FEUERIAIA 360 43 2351T 2 FENAHED 1/2 O A R 2 s 37 2 7
SRR 360 43BN T AR Sh O SRV H SR [ TAF HE R 0 SEX VA H SR = 12% D FPAIZ 8 - 72,

- pH6.8 (50rpm) T, HEHERIFIA 360 43 2H 1) D R RO 1/2 O VIR SR 2 01975 2 72
RN B60 43T T, AR O H R TR ERIA O E AR R £ 12% O IZ & > 72,

- 7K (50rpm) Tl HEHERLAFIN 360 SrIZd51T D AR RO 1/2 O A9 3 2 75 971 24 7 R K
TV 360 43123V N T, AR D S92 AR VERUA D SER S R £ 12% O FEFHIZ B - 72,

«pH1.2 (50rpm/R Y Y L=_— k 80 0.5%¥sNN) TiE, FEHERIAIN 120 /3BT 5 FHRHERD 1/2
DI R A 7971 24 72 R R DY 120 2312880 Ty AR S O 243 HH =R A HE LA o0 SEA PR HH R +
12%DEIFHIZ & - T,

« pH4.0 (50rpm/AR U Y /L_— |k 80 0.5%¥N) T, FEAERIF| O FERH R D 40% K OF 85% 3T D
2 RFRIZ RV T, A dh OB 3R TR E A O S B R 3R = 15% ORI & - 72,

* pH6.8 (50rpm/AR U Y /L_— |k 80 0.5%¥NN) T, FEAERIF|O TR R DY 40% K Y 85% 3T D
2 RERIZ N T, A O SR H S TR E A O SR 2R = 15% ORI 8 - 72,

* pH6.8 (100rpm/AR U Y /L_— K 80 0.5%¥RM) Tl FEUERIHFI D SEIIVAH D 40% K O 85% 1T
D 2 RERIUZIBUN T, A OSB3 TR E LA O SR ER 2 = 15% DO FaFR I 8 - 72,

YLk RO 28 28 ERA] (f 73 LoL ME 16mg) &R LR, 2 ToRBRIKRIZIHE VT
3 = I S DA FIEERER T A BT A > ) OYEIEEICES LT,
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(¥A HH )

BHE (%) pH1.2 (50rpm) BHEE (%) pH4.0 (50rpm)
100 100
—e— )i —O i 0DEF15mg THEL]
80 ' — A = HHFLILHEEI5SMg 80
60 60 " v A -
40 40
20 20 —e— )i —0OF {1 0D5F15mg TEETL]
-t = FHL L -FE15mg
0 L' 0 1 1 1 1
0 0 90 180 270 360
BEfE] (430 BFfE (43)
EHE (%) pH6.8 (50rpm) A (%) 7k (50rpm)
100
80
60
40
20 —— )/ i—OF5 1 0DFE15mg THETL] 20 —— i —OF 1 0DFE15mg THET
0 —o‘—/fﬁ"*fwlb k- §E15mg ‘ . 0 -ﬁl-xﬁ'ﬂ”w}, k- $%15mg . .
0 90 180 270 360 0 90 180 270 360
BFE (7 BFE (450
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 AUl — 180 : 0.5%FR0 100 AW LN — 80 0.5%F0
80
60
40
20 | —e— J/i—0Fi,0D#15mg THETL || og —e— )/ i—OFH i 0DEE15mg TBET
. f.-& - & = A JFLILHE5Mg | . - 4 = A JFLILFEEISMg .
0 30 60 90 120 0 60 120 180 240
BEfE] (430 BEfE (1)
FHE (%) pH6.8 (50rpm) BHEE (%) pH6.8 (100rpm)
100 AL — R 80 0.5% N 100 r ) IL— 80 0.5% 50
80 80 | " n——_ -0
60 60
40 40
20 —e— )/ i—O 0D 15mg THEL || 29 —e— )/ i— O &t 0DEE156mg THETL]
- & = FHL L FEF15mg - = S L -E15mg
0 Li Il 1 1 1 0 b 1 1 1 1
0 60 120 180 240 0 45 90 135 180
BEfE] (430 BFfE (43)
(n=12)
10. B -aF

(1) FESRELER - AF. NELIVERLERE - AECET SR
Y LW
(2) A%
(YA—OFx4/"> 0D & 10mg TBEIL])
100 #& [10 &< 10 ; PTP]
20088 [T AF v 7R MV NT o HEFIAD ]
(YA—OFx4/"> 0D & 15mg TBEI])
100 #& [10 &< 10 ; PTP]
20088 [T AT v 7R MV NT o HEFIAD ]
14



(3) PHEE

FAAPSA

(4) BHROME

1.

12,

PTP G134k NT Ak

PTP :ARUfkr=nr- -R)sun ) r7rtacFL R RKIZFL

BET 4 NVA, TAI=T LA Fyv 7 R T L
Ea—: 732U h - RVZFLUEET 4 VA HlRAl U
ARIBHE SN EHE
B R L
ZDith
AEHOERICET HFE

AREEHITHBR T EENHENL L T RVANELEENTEY ., HLETHLREHIN TV EIRBFIET
SoNTERREEZEEL L TEHRLTWS,
EPIEEEDERER 2T 2 ETOSEFRTHY . AIGEE2 7T L0 TRV,

H BGEA 5> eI IS T D B NI AR BR Y

(Y/x—OFx9¥/8> 0D & 10mg THEI))
Y 8—m 43 0D §E 10mg THETL] 2OV, HEMSEAI M~ OSHERET 0O 72 0 128 FiiA
MR % S0 L7

BRI - 2023/10/5~2023/12/27
1. EFA#ES

4 HEBERI 2y Ak - 260PROUD (5 L SU/ERT)
n—%—htv b BELET7.0mm. FEXIEAS 3.2mm

2. {FERASH
ongd Lot No. (RAFLAE
Y —p %480 0D BRLARE - W2E B L 2B
. : T22G07
§iE 10mg [HEET ) R 1 » A EEANE 25°C-T5%RH (IR . 1 » A1RAE
3. FASH ORI
RIS B (mg) B (mm) JEZ% (mm) M (N)
BH AL 120.4 7.13 3.11 42 .4
e 1 4 H 121.9 7.23 3.28 19.0
4. 9BFE
BB RERANC Y FEARBE L, 183723005872 30 0% 507 5,
B¥ v M
1 8E/1a) 5 §E/0
o PR e e
B B PN i 30 @ (=30 %E) 30 2l (=150 &)
B B 4l 30 & (=30 £&) 304l (=150 &)

=
ot



5. Elh - RIFO$ MR

D 30%3T < MK L TWBEGAIE Tl LW 5,

K] M) = CoEEIRmENS, HETHRRLTIIAL TS LEEbh 2 bold TRIF] L4
W5, TR BEECLS>T TREVRT] & UhESWKRIT) 251 5,
[REWKRIT) . R 2mm DL EOKRIE, —H T2 D KIS,

NSRS | s R 2mm RO KIE, EEREBIET D L R b K,

6. RRmR
— el bR R
e b " . KT o

TRAFSRAF s FESU L Fan PR R KRN
e 1 58/ 04# 30 6% | 082/ 308 | 0308 | 082/ 304E
- 5AE/EL | 088/ 150 BE | 0&# 150 & | 058/ 150 §E | 0 &/ 150 6
. 1 58/ 04# 30 6% | 08/ 308 | 0304 | 082/ 304k
T 5aE/E | 088/ 150 BE | 08 150 §E | 058/ 150 8¢ | 0 $&/ 150 §E
g 1 §&/1 088/ 308 | O#E/308E | O8E/ 308 | O8HE 30 &
Ptk 5AE/EL | 088/ 150 BE | 0&# 150 & | 058/ 150 & | 0§/ 150 6
1% H - 1 58/ 04# 30 6% | 082/ 30%F | 03048 | 082/ 304k
5AE/EL | 088/ 150 B | 0&# 150 & | 058/ 150 & | 0 &2/ 150 6

KL BINEEAI O %2 RITTEERIOR X3 SERIO XA DNRA LT

—efbT A MEOr—F =Tt v FOIRE

RAFESRAF %O —2—nt v hOIRKE
B AR MO X2 D> T2,
hnie 1 % A B OMEIX 20N> T2,
7. BREE
TRAF AT il R
LGl B RITITFRD e do T,
e 1 » A ENRITIZFRD HiZedo Tz,
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(Y/x—Ox4/8> 0D & 15mg THEI))
Y x—m X430 0D $E 156mg [HIET] 2oV, HEEER A~ DOXIERT O 728 128 FiA
VBB 2 S0 L7,

ER M - 2023/10/5~2023/12/27
1. FEAKS

2 HEEER Sy % - 260PROUD (B 1L BYERT)
n—X—%t%y bk EES8.5mm, HEHIEA 3.4mm

2. {FERASH
W44 Lot No. PRIFSA:
J S—pm 430 OD BRLAIE - D2E B L 2B
: T22G08
f€ 16mg HIET ) R 1 B : EEA%E. 25°C-T5%RH (BAD . 1 » A1R1E
3. {FASH XY
P17 B (mg) E (mm) JZZ (mm) M (N)
B A 180.5 8.62 3.32 54.7
AME 1 4 A 184.0 8.76 3.51 22.3
4. pafrx
BB - NERANC Y FEARBE L, 18372300587 30 0% 4507 5,
Bt Mg
1 8E1a) 5 §E/0
s S e e
f B P i 30 & (=30 £&) 304l (=150 &)
B B 4l 30 & (=30 &&) 304l (=150 &)

5 Elh - RIT O EZE
Fl 0 30%IT < MR L TV D EHAIE TEIh LRl 5,
X : Tl £ ToRBIFENR, HETHRRLTXRIELTVNS LEbIS bk [KIF) L
Wy B, [RT] BREICE>T TREWKRIT] & DhSWRIT 251 5,
(K& WK FfieE 2mm L EO X, —HThh bR,
UhEWRT ) R 2mm KO KE, EERBIRT D &R DRI,
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6. HEBRER

R
et | E " M s B mf & j ] KA
g 1 8E/18 0 88/ 30 #E 0 88/ 30 &2 0 88/ 30 #E 0 88/ 30 &2
5 §E/18) 0 #8/ 150 #2 | 0 #E/ 150 #€ | 0 82/ 150 2 | 0 &/ 150 £E

I e e o
TR 1 88/ 0 &8/ 30 %2 0 82/ 30 &% 0 &8/ 30 %2 0 82/ 30 &%
5 §E/10) 0 #8/ 150 #2 | 0 #%/ 150 #€ | 0 82/ 150 2 | 0 &/ 150 &£
g 1 BE/18 0 88/ 30 #E 0 88/ 30 &2 0 88/ 30 #E 0 88/ 30 &2
PIIRLTA 5 &/, 0 $8/ 150 #& | O #&/ 150 &£ | 0 &€/ 150 € | O $&/ 150 &E
tan [ | W@ | oswsos | 0sws0sk | 0sEB0sE | 0%/e0 s
5 §E/18) 0 #8/ 150 #2 | 0 #E/ 150 #€ | 0 82/ 150 2 | 0 &/ 150 £E

X1 B sER DK

2 RIT T EERIDOH

—ebT A MO —F =Tt v hDIREE

X3 BERIDO KR T NEAN LT

RIS %O —%—J % v hOWHE
BH A6 B OfEIZ R - T,
JE 1 % A WO IZ R T,
7. BRBE
PRI il A
B A1 BN RIFITBD e d o T,
R 1 A FINKTIFRD SRR T,
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V. ARICEYSEE

1. BREXIEHER
FEFpMEE M O B BN SR L 3 1 2 ki I ME IR 2 R OV B PR ZEARE D FEJE ]

2. PDEEXEHRICEHET HFE
FEEIN TR

3. HERUHAE

(1) RZERUVHAEOHEH
WL, RAICIZ) N—a X P L LT 1bmg & 1 H 1 EIBRICROKEET S, 2B, BEE0H D
BT LTE, BEREOREIZS U T 10mgl B 1 BIZEET 5,

(2) HZRUHAERORTERE - B
BRI L

4. RERUVRAEICEHEY SFRE

7T.RERUVAEICEET 5EE

71 7 v 7F=027 07 7 A 30~49mL/min OAEFIZIL, 10mg = 1 H 1 [AFEHT 5, [9.2.3,
16.6.1, 17.1.1 ]

7.2 V7 F=227 V77 A 15~29mL/min O EFITI1E, AREIE G OWE G2 EEICHREF Lz EC,
BT 55A0E, 10mg %= 1 H 1E&%EET 5, [9.2.2, 16.6.1 ]

(fi#s)

7.1 WEEBEE (VL7 F=227 VT 72 30~49mL/min) OH 5 EBEFEITHOWTIEL, ENEIHHE
AR CAA] 10mg 1 H 1 BIEE LIEBEORMER RN, 2 v T F=0 2 VT 7 AN
50mL/min PL EDBFIZAHF 156mg 1 H 1 [FIEE L725GE L RBROBE TH 722 L5, 10mg
1B 1EERGTHZEE L,

7.2 BERESE (/1L T7F=27 07T 72 A15~29mL/min) O 5 HBEFIZOWTIE, [EHMEK SR
HEBRICB W T RBEREN RN REN 7 VT F =07 VT T A 30~49mL/min DEE LD
RN D EMRBINTNWD, Z LT F=27 U7 7 A 15~29mL/min O EFITEIT S
HEHRBIIR O TEB Y . AFOFDER OLREMITHL SN TR LT, ZOEMOBHEIT, il
EERIE TR 2381 2 HIPEA DHEDRBLY A7 W@ Z ERENTWD, LIL2eRn b,
R pEE RS IR ERIEDORIE ) A7 NEWV I ERRE S TR Y, AH1& 5 FukE Rk
ELELETHRELFET HEEZDND,

L7eioC, BEREE (/L7 F=227 07 72 A 15~29mL/min) O % BETI1X, ARAIR
B 2 EEICHlr Lz E T, A&l 10mg 1 A 1 RIZ&5T52 L & Lz,

5. ERERALAE

(1) BET—aNn\wFr—o
MR L

(2) ERERFEEHER
EUERR L

(3) AERGERRER
AR L
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(4) BEEREAER
1) BMMEREIAER
17.1.1 EREIAFER

I BIENE D MBS 23t gc, Vo x—a XYt LHEREI VLT 7 U U ORFIER O
A ERETT 2 Zhtiak 3. BIEA, ¥ 7 VE I —EIcL b, “HER, FRAE, AT
LGB (J-ROCKET AF #BR) % %06 L 7=,

S IGE PR O T A BN B 1278 1] (2 RMEMENT G515 (2% LT Y N—m %43 15mg (CLer :
30~49mL/min OB 21T 10mg) 1 B 1[F (QD) XiZv w77 U H Y A (HEE PTINR : 70
AL 2.0~3.0, 70 5L Bi 1.6~2.6) BNy B®RICEG I, FEHEGHFIEY N—nr 43
VHE498.9 0, UNLT 7 U UHE481.1 A TH o7, ARMEFEFHIEBIXY N— 1 9 3R 637
Bl 11 B, Tv7 7 U URE 637 Bl 22 BIZERD Hiv, FERA X MEBERIIZNEN 1.26 K
2.61 (/100 FBEF4E) Th - 7= (NY— R (HR) : 0.49, 95% 5 #E X [# (CI) : 0.24~1.00, per protocol
BT R AE ], TR G T),

Y_—m xR g7y .
e NP — R
T RRA b (N=639) (N=639) (959 (= X )
n (/100 BE4E) n (/100 BE4E) I
0.48
i B I 11 (1.2 22 (2.
A5 = R I H (1.26) (2.60) (0.23~1.00)
o . . 0.65
B RhEEIREEmE B 1752 16 (1.83) 24 (2.84)
(0.34~1.22)
o . . 0.74
BRI RIR I REmTE B 2% 19 (2.17) 25 (2.96)
(0.41~1.34)
0.46
iz 10 (1.14) 21 (2.48)
(0.22~0.98)
0.40
R P A 2 7 (0.80) 17 (2.01)
(0.17~0.96)
0.73
HH oA i 22 3 (0.34) 4 (0.47)
(0.16~3.25)
. 0.99
FE AR AR R FERRE 1 (0.11) 1 (0.12)
(0.06~15.8)
2.92
D gE .34 1 (0.12
Lt 3 (0.34) (0.12) (0.30~28.1)
2.96
INIKERd 6 (0.68) 2 (0.24)
(0.60~14.7)

(ZRPEMAT RG], TR T)
K1 o AE P ST ARAR R ZEARIE DA = RARA > b
X2 AR FEPRARR R IEMIE LD ME DB ST RARA b

X3 AR FEPRARRCRIEMIE, OAMZE ST L MESEDEE T RARA & b

H1) U —m XN gE
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ZRVEFEIMIE B OFERM A X2 MEBERITFENEI 18.04 LT 16.42 (/100 BEHE) THH ., U
NR—aXH X DUNLT 7 U AT HIELHRHEES - (HR : 1.11, 95%CI : 0.87~1.42, 7k
FHEOFARAE - HR2.0) +,

UoR—pm PR o7 7 Yy .
e NPF— RH
= RRA » k (N=639) (N=639) (95% =X )
n (/100 HF4E) n (/100 HF4E) P
. 1.11
22 Ak T RN T ¢ 138 (18.04) 124 (16.42)
(0.87~1.42)
0.85
R 26 (3.00) 30 (3.59)
(0.50~1.43)
EXTHEOSERIC S 119 (15.42) 99 (12.99) 120
&7 % i ' ) (0.92~1.56)

(R EMERT R RN TR S T)
X TERZ2 M) SUE TERTIEZ2WARKRIICHES 25 M) oGz FRA > b

BIVER (FREMAEM R 28T) 13639 Bt 326 il (51.0%) (23D b, ERBIEMIL, &
88 {5l (13.8%). Fz Fiiin 50 B (7.8%). Py 40 B (6.3%). Mfjr 24 5 (3.8%). FEMH I
23 B (3.6%). FRTHMLEEM: 18 Bl (2.8%). &I 17 1 (2.7%). AlEHIN 15 6] (2.3%). Wil 14
Bl (2.2%) . HFEANHM 12 4] (1.9%)., MM 11 61 (1.7%) . EEImEETE 9 #1 (1.4%). M
7TH (1.1%), A VvF 76 (1.1%) . EEm 76 (1.1%). Him 76 (1.1%) & Th-o7-,

17.1.2 @5 B MARRER
S EE O BB B 2 5t 5, U N —a P oD LHEFRE Y LT 7 U ORISR O
A R D Sk LR, EAEAIL, ¥ 7VE I —tkic kD, CEHEER, EIRAW, WATHE
MHisBR (ROCKET AF #Bh) % % L 7=,
SR EENE O BN FR T 14236 ] (22 BT 8150 (23t LT Y N—nm F %3 20mg (CLer :
30~49mL/min ®HHIZI1F 15mg) QD *2 XizvAr77 VU F rU » A (PTINR: 2.0~3.0) 28
A RBICEE S, SFERGHIRIZ Y N—a XN UREBT22 H, YL 7 7 U UEESTI.9 HTH
o1z, AENEEEIHEE E (XU S — 1 Y38 6958 il 188 5, UL 7 U LB 7004 il 241
BNZFE®D B AL, FERA N2 PEERETENEN 1.71 LV 2.16 (/100 BEHEFE) THY, U x\—nFx
PN DUNT 7 VAT HIELERREES L7z (HR @ 0.79, 95%CI : 0.66~0.96, FELTEDFT
APRFUE : HR1.46, per protocol fiEAT IS4, 1RBRIEEES.TF),

Yoxi—m &Ny o7 L
e NP — R
T RERA b (N=7061) (N=7082) (95% 4K )
n (/100 HF4E) n (/100 HF4E) P
) . 0.79
B h M T R T 189 (1.70) 243 (2.15)
(0.65~0.95)
e . . 0.86
B ERIR I REAmTE A 152 346 (3.11) 410 (3.63)
(0.74~0.99)
s . . 0.85
AP RIR REAmTE B 253 433 (3.91) 519 (4.62)
(0.74~0.96)
0.85
it 184 (1.65) 221 (1.96)
(0.70~1.03)
0.94
JE A i 25 149 (1.34) 161 (1.42)
(0.75~1.17)
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YoX—m N N7y .
e NP — R
T RARA b (N=7061) (N=7082) (95% =X )
n (/100 HF4E) n (/100 HF4E) P
0.59
HH A i 25 29 (0.26) 50 (0.44)
(0.837~0.93)
. 0.23
FE PR AR SR ZE AR T 5 (0.04) 22 (0.19)
(0.09~0.61)
0.81
TN 101 (0.91) 126 (1.12)
(0.63~1.06)
0.89
AL B 170 (1.53) 193 (1.71)
(0.73~1.10)
(R EVERNT R R, TEBREEE 5T, 1 a0 OIERI 2 E57F) DRI
1 AR SOZIEF AR R ERRIEDE AT R4 > b
2 AR, FEHPAR AR R FEARIE UL DA SE DA T RARA o b
3 MAAT, FEHAN AR R IERRIE . OAFREZE ST OB SEDEAE T RARA > b
LAV LTk, L FOREN G SN,
1] )N— AN )7 U
. SN LT A
T RARA b (N=7111) (N=7125) (95% 4 )
n (/100 BE4E) n (/100 BE4E) T
. 1.03
22 Ak T RN T ¢ 1475 (14.91) 1449 (14.52)
(0.96~1.11)
1.04
R i 395 (3.60) 386 (3.45)
(0.90~1.20)
ERTRECHBWARIICEE o0 01 80) 1151 (11.37) 104
&7 % i ' ) (0.96~1.13)

(R EMERHT R RN TR S T)
X THERZR M) E TERTIEZRWABRKRMICHES 25 i) oG FRA K

BIWER (AR RE 2&Te) 13 7111 Bt 2096 i (29.5%) (23D Hiv, EREWEMIL, &
M 537 il (7.6%). BRI ML 196 il (2.8%). MR 195 il (2.7%). MJE 124 ] (1.7%). BERH

i 117 B (1.6%). #4145 94 B (1.3%). & 92 B (1.3%). EGHIMN 89 ] (1.3%). HiFHIMm 81
Bl (1.1%) . #EEHIm 77 B (1.1%) % Th o7,

1) U= fE

T 2) AFRNOAGEHE - H&ElT, 156mgl H 1RHFRLETHSL, B, BHEOREEIIS L CHET S
AT, 10mgl H 1 [H&E5TH D,

2) REHHR
PR L

(5) 8% - HEARB
AR L
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(6) AEMER
1) EARERE (—REARKRE. FECEABRKRE. EARGELERRAE). RiERST
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
PR

#T—4~
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
B EAEE A X a (KB E A
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. RBER

(1) {EFAEREL - {EFRBF
U= P80, BRI OB Xa R EFITH Y ROEGToifernd, WNIKRK
OSSR R MR EERE 0 A r— RO Xa K142 U A= X P ASURHET L2 LT, hrr e vEE
FOMMARTER S B S D, U A—m 29003 b o v B U A REE S, E i/ MRS 5 B
HaEf S0,

(2) EDHERMITLEBRRE
18.2 MR
UR—a PRk, v A Ty b UL FOFIRE OB RMARLEET ViZBW T, HEKG
BN MAR TR 2 Il L=, £70. U FEARMARIE €7 /W28 T AR A TE O e 0 HE K 2 )
H L7208 8,

(3) eSS - B
MG R R L
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VI. EMBEICET HRE

1.

meREDOHR
(1) AERLAEVWGOLPRE
MR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE
AAR NS EGRFER AR F 32 2 U X"—a 493 5. 10, 20 & 40mg P % 22 JiF I (2 B[R0 O #%
B U-Bs, A R LA 5 3% 5% 0.5~4 BRI & Mg % (Cmax) (ZE L7, U A—
X r o 1 RAEOFKEICE T, #5 RIS CEBREREOBMNGED bz, [13.2 2]
. AUC Cmax tmax’™ ti2
R (ng- L) (4 g/L) (b (b
5mg 815.5 (13.2) 141.3 (14.5) 1.4 (0.5~2.5) (19.8)
10mg 1564 (24.5) 226.9 (18.7) 1.4 (0.5~4.0) 1 (35.3)
20mg 2777 (26.9) 341.7 (29.6) 3.3 (0.5~4.0) (50.9)
40mg 3051 (21.3) 329.4 (26.1) 1.4 (0.5~2.0) 12.6 (40.0)
X0 R (RRPH) BATEIE (T CV (%)), n=8
16.1.2 REHRE

H AN miin %5 2z 36 iz

U= X 10, 15 XX 20mg P &2 1 H 1E 7 BRI IER

¥ U7CBE, Rl Gmg & i U SR BB R IC R & R 8 3a <. FRME LB ool
v, [13.2 2]

N AUC (0-24) Cmax tmax’™ ti
R | R (ng-h/L) (u g/l) (h) (h)
10meg 1HH 1443 (21.0) 232.6 (18.7) 0 (1.0~4.0) 5.7 (18.2)

7HH 1533 (14.9) 246.9 (10.6) 0 (1.5~4.0) 7.7 (41.2)
15mg 1 HH 2080 (26.7) 347.6 (23.0) 0 (1.0~4.0) 6.3 (35.1)
7 HH 2243 (21.1) 330.6 (20.8) 5 (0.5~4.0) 8.7 (26.9)
20mg 1HH 2419 (24.6) 391.2 (21.2) 5 (2.0~4.0) 6.1 (20.8)
7HH 2839 (20.9) 398.5 (24.8) 0 (1.5~4.0) 7.7 (23.6)
Koo RAE (FEPH) SMEME GRATCV (%)), n=12

1) ARAN DKL « HEIT

A1, 10mgl H 1 [H&5TH 5,
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16.1.3 EYF MR F1EHER

(YA—OFxH4/ > 0D & 10mg TBEIL])
B EIRS O EWFRENERBR T A 7 A VO HYIEIZ DWW T (1243 H 19 A FAIK
#30319% 1 5)

(ERE)
UN—m %3 0D §E 10mg THET] KO 79 Lb b OD §E 10mg &, 7 7 A4 — 3 —EIC
Fvznzin 18 (V3 —mdHh L LT 10mg) @EEMRABHICHRAEREROKRS kLT
AR R OVK TR LTl U /S —m e SR 2 JE U A5 DLz EmEhie <7 2 — % (AUC,
Cmax) 2OV THEGHRIT 24T o 7 R, BB O BB D7D 90%(E X[ 2% log (0.80) ~log
(1.25) OHPHNTH V| WHIO AW LI R SE DS e Sz Y,

HENRE ST A =4 (fER - KR LERE)

HENRT A—H BEINT A —H
AUCo-30 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
UR—nm X430 0D
1404+397 207.42+66.48 2.51+0.99 7.20+1.91
10mg THET
A 7% 1k 0D & 10mg 1464+412 218.96+63.89 2.561+1.04 6.51+1.87

(1 #£#¢5-, Mean*=S.D., n=39)

(ng/mL)
300 -
) —— U/N—OF%H/3>0DEE10meg [HETL]
EE 250 - —’ ' --A-- A FH L)L FOD§E10mMg
: . SEH + =
oo | i 1§E#%%5, Mean=S.D., n=39
) b4
N i
[ 150 |
m|
x
# 100 |
A
=z
B 50 -
i
0 . . . : .
0 6 12 18 24 30
RS (hr)

i S IER EEHER (RER - K72 Lig5)
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HEOERE T A =5 (R - KDY RE)

HIE/INT A—H BEINT A —H
AUCo-30 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
U o_X—um %3 0D &
1424 +344 201.98+56.13 2.831+1.08 7.051+2.99
10mg HETL)
A 7¥ 1Lk OD # 10mg 1459+318 202.22+56.38 2.54+1.31 6.72+1.70

(1 #£#¢5-, Mean*=S.D., n=39)

—— U/N—OFH/N>0DsE10mg [HETL]
-a-- A FH LIV ~ODEE10mg

188#% 5, MeanxS.D., n=39

I
A
* 100 -
-
/

0 6 12 18 24 30
RERS (hr)
MAEF R REHE ER - KbV iRS)

MAEHFPREENONE AUC, Cmax B0/ 37 A—& 3, HEBRE ORI, (KEOTRIEE - K% 0
BREAFIC Lo TR D ATREMED H 5.

(Yy"—AxH/\> 0D & 15mg THEI])
BRER S OEWLRENRBR T A R T A VO —EIEIZ DWW T (B 24 3 A 19 H 3RAESK
#A 0319 1 5)

(BEBE)
UNx—nmxH,3 0D $E 16mg [HET] KO 79 LL k OD §E 15mg %, 7 7 A4 —/3—1E|Z
IoEnEn 16 (VU AA—axP N L LT 15mg) fEERABHICHEEHE RO ke LT
AR OUKCRRA) L CliEf U S—a 9 8 R EZHIE L S O - EEhiE 27 A —# (AUC,
Cmax) ([ZOWTHEHIAT 21T o 7o fb R, RIBIEDOFEEIED D 90%(EH X M 25 log (0.80) ~log
(1.25) OFPANTH Y | WA O ALY FRE LE D3 s Sz 12,

HMENRE T A =& (R - KR LIRE)

HENRT A—H BENRTG A —H
AUCo-30 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
Yx—w %N 0D &
2436+673 337.67*=117.45 2.77+1.03 8.75+3.59
15mg [HET
A 7% 1Lk OD & 15mg 24751686 346.40+104.72 2.71+0.92 8.31%£3.35

(1 $2# 5., Mean+S.D., n=39)
27




—— /N—0Ox4/N>0D§E15meg [AETL]
-a-- A S L L FODEE15mg

1#E#% 5, Mean=S.D., n=39

6 12 18 24 30
RS (hr)
MAE PR R HERE (el - KA LES)

YRR N T A —2 (& - KDY FE)

HEINT A—H BENRTG A —H
AUCo-30 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Y _R—um %3 0D &
22451483 318.57+80.49 2.59+1.04 8.24+4.33
15mg [HET
A 7% Lk OD g8 15mg 22511472 313.94+86.51 2.45+0.96 6.89+2.34

(1$2# 5., Mean+S.D., n=37)

—— J/N—OXH#/N>0DEE15mg [HETL]
--a-- 4 Y LJL FOD$E15mg

188#% 5, Mean*xS.D., n=37

6 12 18 o4 30
AERE (hr)
MAEF YR EHE ER - KbV iRS)

MAEHREENONE AUC, Cmax B0/ 37 A—2 3, HERE ORI, (KROTIEE - K5 0
BREAFIC Lo TR D ATREMED H 5.
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(B&REE)
UR—a %43 0D # 15mg THET ] KOS 7 Lv ME 1bmg 2, 7 B A4 —/3—EIC LY
FhZEh 188 (U N—mXH 0 & LT 16mg) EFERABIEICEZHER O#& S (k72 L CiH
FROUKTHRA) LClEdR U S—a S9N R E 2 JIE L, 15 b o yEie <7 A —4 (AUC,
Cmax) 2OV THEGHENT 24T o 72fii B, S EAE O EEIEDFED 90%(FH X[ A3 log (0.80) ~log
(1.25), o, FHEDZEN log (0.90) ~log (1.11) OFPHNTH D Z En, WHIDOEMFH
[ PED R STz 1Y,
C¥ARZe LIRAIZ Y N—m %33 0D $E 15mg [HIET.] OKT, A 7% L/ FE 15mg (3K T
i)

HMENRE ST A =5 (RfE - KR LIEEG)

HENRT A—H BENRTG A —H
AUCo-32 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
Yx—w %3 0D &
2678 +447 293.401+-42.29 5.54+t1.59 5.02t0.65
15mg THET ]
A 7Y L MEE 15mg 2638 =556 323.36149.73 3.6710.98 5.18£0.87

(1$2# 5., Mean+S.D., n=27)

(ng/mL)
3507
a0 T —e A—O%4/320D815mg [HET
n 1k 534\2;} r -t A FHF LIV R §E15mg
£ 2507 LA el 138425, Mean+S.D., n=27
1 !
Jx 200 1 l
|
0 150 |
2 150
_'j.
/% 100
=
7}:’-.—;(- 1!
2 50
0 : : : . : — —
0 4 8 12 16 20 24 28 32
B RS (hr)

SBIE ST A — 4 (2t - kb D #H)

HENT A—H BENTG A—H
AUCo-32 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
U= X430 0D $iE
2539+474 297.74+43.43 4.46+0.98 4.82+0.64
15mg [HET
A 7 L)L NEE 15mg 25061413 309.97+45.77 3.54+1.17 5.06+0.86

(1$2# 5., Mean+S.D., n=26)
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T —— J/X\—OX4#/X>0D§E15meg [AET]
4 o A FH LIV MET15ME

138455, Mean*S.D., n=26

SO —>cH

i\’

BERS (hr)

(SRR HER (1R - KbV I5)

MAEHREENONE AUC, Cmax B0/ 37 A—2 3, HBRE ORI, (KEOTRIEE - K% 0
BREAFIC Lo TR D ATREMED 5.,

(3) i
M ERR L
(4) BE - SfRAEOEE
1) BEOEE
16.2.2 BREDEXE
QU N—mFH 3 20mg P ZEBICHES LB AUC 122 8RR 5 L7oBR & Ll U 39%58m L
=W HEAT—H),
Q@ HARNEFRERAN S T 11 g, UV 3—a X% 3 15mg & 2GR L OV RZICHE RO G L
7B B G FCIE tmax OIRIENFRD 57278, AUC, Cmax ([ZHEITRD beho72 19,
2) BFRAEOEE
16.71 Y FFEL
R A B 7 12 12U R EL 600mg & Y S— 1 ¥ 30 10mg LS LB, U A—a ¥
YN0 AUC 1 2.5 £, Cmax (% 1.6 5 E5A LHUEEEH RS Y GMEAT —4), [2.6,
10.1 & ]
16.7.2 7 +kaF+J—i - Z)LaFJ—
R A B 20 B2 b 2> —/L 400mg & VU N —nm R4 30 10mg Z %G LB, U X—
7 X300 AUC 1% 2.6 %, Cmax 1E 1.7 {5 EA LYUEEEEA SRS ¥ GMEAT—4),
[2.8, 10.1 B ]
fEFER AN B+ 13 fillc7 /v aF > —)L 400mg &V N— 4930 20mg P ZOFHEG LZES, U
N—mF P00 AUC 1L 1.4 4%, Cmax 1 1.3 EFL72"9 GEAT—%), [10.2 BH]

E) AFNOAKBAE - HEIX, 16mgl H 1B 5TH D, 2k, BHEREOREIZLSC CHET 55
AlZ. 10mgl B 1 [HEE5-TH 5,
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16.7.3 £ 3)RXRAXA - T YRARSL Y
fERERAB 15627 7V Au~<A 2 500mg &V 3N—a F93 10mg & G L7ZE, U
N— P00 AUCIE 1.5 4%, Cmax (T 145 EF L7219 GEAT—%), [10.2 ]
R A S 15 flicm ) Ar~A > 500mg & U N—aFH /3 10mg #0F &G L7zBE, U
—rFH 00 AUC KO Cmax & 62 1.3 LA L2 GHEAT—%), [10.2 ]

16.74 Y27 VEIY
fEFER AR 18 BlicY 7 7 vy (BtAHE 150mg LV 600mg £ CTHliil) &V S—o 4
> 20mg P APEHIHEG LI2BE. U R— a2 H o300 AUC 2569 50%IE T L. Z AU PRV BB 75
HIEkEI L7z Y UrEAT—%), [10.2 2]

16.7.5 T/ XY 1)
fERERR A B 10 Flice 2 F9,30 > 400010 & U _"—o FH30 10mg 2 OFHEG L7ZEE, U
— 1 PR DR BN EEI BT R o T2, FUE X a R IR PRI AN B8N L 72 25, PT } (Y aPTT
XD Do 72 190 UEAT—4), [10.2 2]

16.7.6 TREU Y
fERERA B 7 13 BT AU > 500mg 2% 5 L7=F AT AU > 100mg &V /N\—pa FH 3
15mg ZOF G L7zBR. U S —nm 330 O3B HE K OSTEeEE N BT3RO B Lo 7z
9 UNEAT—4), [10.2 2]

16.7.7 Y AE K4S L
A S 117 n E K7 L 300mg 28¢5 L7 AIC 7 v B K7 L)L Thmg & U 3—12 %
PN 15mg BOHHEG LB, U A — o 90 OSEMENEIC EITRD b o7z, BloR
BRIZEB W C—EOWBRE ICH M OEENRBD Dz L ORENRSH L Y GNEAT—4), [10.2
Z ]

16.7.8 +7Axt >
Rk AN B 7 11 flic 7 e %k 500mgl H 1 BEIKEEGRHCY N—na F 43 15mg & (f
B UTZBE, IR OMERIFER S Divie o 7oy, —EBOBERF I\ THUEEE EH O B8 2358 6
bz GMEAT—%), [10.2 ]

16.7.9 777>
A A NS A 51 12 B (VKORCI B5 1 1639 (1D A 7 LA REBEAIREZ A L TV S H0RH)
WCONLT 7 ) o ERERS L, PTINR 8 2.0~3.0 IZBEL7-&IZ, U= %P3 15mg & 1
H 1 [EIKERGICE B2, aPTT., % Xa KGR E R OWNESE e v e EARE (ETP)
~DEBITFMETH - 722, PT KO PTINR O B —Z {11 ) S— 1 480 B # G505 bbbk
LEFNEN 23RN 2.9 o7z, U AN—aXx U RERG% 3 HEIIZIX, VA7 7 U0
MENIMA Lz, 2B, EYEREICHAERITRD benorz 19 ¥ [8.6, 10.2 BH]

16.7.10 T DD ZEH
SHEYTA, VIAFTVURT MAARREF LY AN—a AN DI & B EY M A EHRER
UENE L7y, EWERE SO EAERNEEER O b T, HlEEAl OKEB(ET VI =7 A50 - Kb~
TR AREHD) . F=F O ROF AT T — i, U —a N Oy BRI R
S Aoz GMEAT —4),

) AFNOAGRHE - &I, 15mgl B 1RG5 TH 5, 728, BHIEORE LU THET 5%
A1%. 10mgl H 1 5 TH D,

2. EMEEBNASA—5
(1) BRiFH %
SRR L
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(2) WRALEETEH
MR L
(3) HREEEH
MR L
(4) YVF7I3VR
MR L

(5) HHBE
16.3.1 HHBHE
U= XN E RN LTZBE, AR (Vss) 138 50L Th o7 BHEAT—4),
(6) Tt
MR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

16.21 N A FRAFEYT«
U _—a x40 bmg LN 20mg P A ZEERHCR O LBS, M A AT A T8 T o
EENZEN 112% K 66% Th -7 BHEAT—4),

) AFNOAGRHE - HElEL, 16mgl H 1 BEETH S, 7ok, BHEOREIZILE U CHET 5%
A%, 10mgl A 1[EES5TH D,

5. 9

(1) imik-RBaPYEAE
RS L
(2) Mm&-REERaPTEENME
(Tvii. 6. (5) 4t DIEZSM)
(3) EA~OBITHE
(TVIl. 6. (6) #=Hbw) OHESM)
(4) BEE~DOBITHE
Pl v/
(5) TOOBB~DBITHE
AR L
(6) MPEAHEAE
16.3.2 R I\ AR
In vitro IERIZEBNT, U AR—m X U 3miE S "7 EEmniEaiEEZ R~ L, b MgEL X
FEARITH 92~95% Th » 7=, BT AT I UITHAET D 2,
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6.

R

(1) BRI R U

U3i—m F P33T CYP3A4 KO CYP2J2 1T K AU & 0 A S v, 2R MAEmITE
VIR ) CBRDBACS IR K O X Rl DMK RIETH %,

(2) RBICEST 58K (CYPH) OFFE. F5F

AKFNIEE L TTF b7 v—14 P450 3A4 KX 2J2 (CYP3A4 KON CYP2J2) IZ X W REfan s, [16.4
]

(3) VEEBENROFERVEZDES

10.

1.

MR L
(4) REVOFHEOERRUELL., FHELE
MG R R L
et
UN—a F YN EIRNEES LTEBE, 287 V) 7 7 0 A3 10Lh THh Y, BEED 42% 03 KE
bARD £ FBPef S A7 9, RS T 4 il [14C] U N—aFH 3 10mg FHEHRRO#ES L
TBE. B HEOK 203 1T RIEMEMRE# & L TRF R OFEF TP S 7L, 75D OF 1/3 BARE KD F
FRP SN0 GNEAT—H),
bSO RR—42—ICET SRR
In vitro i RBRICB W T, U R—a X RURHEk Y X7 ThD PHEX s (P-gp) K OFLRE:
#2327 (BCRP) OHETHHZ LIRENTVS ?, [10. ]
. BEICKSKREE
(TVIl. 10. WEHKE ] OHZH)
BEODERZFTLHBE
16.6.1 BEEEEE
WRE (7 V7 F =27 U7 72 (CLer) : 50~79mL/min). F%EF (CLer : 30~49mL/min) &
OEE (CLer : 15~29mL/min) OFEFEDH HHEE X 8 HIIC Y N—a 43 10mg % 2 fEIFH
EIfE OG- U256, MRS & ki L AUCIZZENEN 1.4, 1.5 KON 1652 EH Lz, X
a R IEMERLERIZ 1.5, 1.9 KON 2.0 ficghmL, v her e (PT () & 1.3, 22 &
W 2.4 fHER L7z, CLer A 15mL/min #{ii DO BHEIZH 1 2 BREHEEMK L Then® GrEAT —
%), [2.11, 7.1, 7.2, 9.2.1-9.2.3 Z#]
16.6.2 FFEEHEE
WS DORFIEE O & 5 AR (Child-Pugh 78 A 8 ) Tik, UV A—m ¥4 10mg ##&5
L7- B0 BB BRI LI EE A S & i L CIRIEFRBRTH Y (AUC X 1.2 15 E5) . FIZAhERIC
EIBOONRPoT2, PEEONFREED S ST EHE (Child-Pugh 208 B 8 #) TIXfdHk
B & el LC AUC 28 2.3 fi5 5Lz, 7o, FEREATLO AUC X 2.6 5 R L7z, HXa K&
PEFLER T 2.6 5L, PT (B) & 2.1 f54ER L7 *, Child-Pugh %338 C O #BF BT 5t
ML Ty OMEAT —4), [2.4. 9.3.2 ]
T Dt
MR L
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VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

&
1.&
FEOEREICEYHOAREL, EEGCHMOBEICIE, REICESISETALH D, AFOFEAIC
Hz-->Tlk,. HMOBEEEEZEREL. FFREOBEZREICHE TSI L, FEICKHHMY X
HEERICEMETZAHREBEEBEISA TGNV, XFIREDRX, MEREERIZFHIT I2BREEDH
HZ5Y. HOOENZEOHEEZTHICRET I L, ChoOBENZEOOA-BEICIE. EbIC
BWULMBEETS &, [2.2, 8.1-8.3, 8.5, 9.1.1, 11.1.1 BE&]

ok

(i)
AFNZ TS HENS, BEIS S, R, MR, wEif, i K& OS5 72 i o A
RO LNTGEITIE, ERICEET D X EET L&,

2. ¥ERABRLTOER

2EE (ROBHIZEBELELNI L)

2.1 KRB ORI x LiBUE DB ERE O & 2 B

2.2 i LCWa B EEBENHIM, WEEHnEORKMICERZ MM (HihzBET2BEn

NdH.] [1., 11.1.1 B8]

2.3 BEEEFE AL FREORE [9.3.1 B3]

2.4 PEEL EOFEE (Child-Pugh 4338 B XX CI2/Y) 0H 5 HEHE [9.3.2, 16.6.2 H#]

2.5 I AT L CW D ATREMED & 5 etk [9.56 ]

26 UV NFEALEEETAHE, TEFFEL, XALFENL, RAT i arfHihoiE
[10.1, 16.7.1 ]

27 avi 2y VEEHTLARAEEEPOBE [10.1 ]

28 A FT7ary—, K¥ary—i RYary—i Jafy—i Frhafb)—LoiknX

ITERAIZ &SRO BE [10.1, 16.7.2 S

29 v heniEREhoRE [10.1 ]

210 2MEME LR O BE [kl < BECfE © e ERRERZ 2T 2820 1AH 5, ]

211 R4 (7 L7 F=227 U7 7R 15mL/min Kjili) OE#E [9.2.1, 16.6.1 HH]

(fi#sh)

2.2 AANT, PUEEERIC L VIEEMEOHMZBET 28T NH D Z éhbiknl Lz,

2.3 e [ P & QG RBICHIE & 22 B I Y 2 7 Z 8 5 PR 263 2 B3 Tl o fa ik
PR TDHBZENDNHHZ EbEERE LT,

2.4 ESMEREHEBR IC W T, PEETEEL AT ST LR (Child-Pugh B (I250%H) T,
MEHR U N—a 9 N BRENFEICES L (AUC T2EL ), Hifl U 227 23HK4 5 arsEdk:
WRBINTZZ ENBEEEE LT,

2.5 IR« FRIRFEAICEE T 2R T, BRI EIIEHORE L B O D RHEREICE S FEAHIm, &’
I ETER S Db D HETORFERAERORN (VX)) JEEOHEMEDIER - iR VEHENE,
HAEROAFEREK T L O—BREBOEL (7 b)) BROLNATWDLZ &, HIRT v MZBIT 5
SN RERR CAK O MBI 2 R T ITARREO b2 Z L b IR O LI ARA & 5
L7zA . BB il bz X 5 At A LT 2 WEEME I R E TE 220,

F iz, AEIRP O LI BT 2 AR OB AR < AR OVZ eI S T ienz &
Mgl L,
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2.6 [ESMERIEHEAERIZ IV T, CYP3A4 KON P-HEZ o /37 O I 2 elEATH LD, Y
M e EREFRE SN EBRE TR MR Y S— e RPN RENFEIC EA L (AUC T2
fELA ), MY 27 SR B AREMEARIB SN Z bR s LTz,

2.8 WA Z XIS & U2 EAMRARFEBEER T T, CYP3A4 KN P-FEX /37 OWFITKIT 2507178
FEAICTHL T haFy — a2 EE SN BE T, mER ) S—a U RENFEIC
EHL (AUC T 258 E), M) 227 R T L RN R SN2 Enbiip e L,

2.10 SMEMEME OISR OBE T, DIRFIZE W T ¢ 7 U > - /MR & LRI X HIE
BB SV, TER S AVTE B ITNESS Tl T nW o &, ERIEZ G752 & nZne
SNTWVD, AAIO LS pPtlEH 26+ 2FHR, b 0EFICERESNELG, BT
D O DIEENLNIEL U IX<EEL, EBRIEARBLTOBENR L bRl L,

211 BALE (7 v T7F=22707 T % 15mL/min Kiiti) OEE X, AFIOMERARBRNS 2V L&
MOTEEEEOE G2 Z T L2 BENEELEEND Z LnbEET L L,

. REXIIHHRICEHET 5 FFE L TDER
BES N TV

. BERUVAERICEET 3R L TDEAH
(IV. 4. AEXOHEIZBEET IEE] 22T 52L,)

. BEEGEFNIE L ZOEH

SEELEXRNMIE

8.4 7'u hu b URFHEEEERENY (PTINR) (XAF OFUEEEERIC W CHEHE(L S L7 F5HE T 72
< IEMEAEERSY e v R 7T 2F UK (aPTT) S OREEREMRE L, AFIOPEEERZE=4
Vo735 EEE LTSV, [1., 11.1.1 ]

8.2 MMHFDREWEHMNELDZENHHDT, LEISLTHE (NEZ 1B E), (EIE %M
BEFM L, BMR~ET 7 B AERME IR FEO M OBERE S b HE 12, #)7ea
EEiTo 2 &, [1., 11.1.1 2]

8.3 MEITIX, S, B R, g, MR, PRI, Mo R OVIAESE . B R H i D180 3R
D ONTHEEITIR, EMICERT L2 Lo ET 52 &, [1., 11.1.1 ]

8.4 Pl /RFA 2 Al & OPFRKHCIZ, LY 27 MK T 282NN H 5720, AAlE O
DNTITE HIZHEBEICHRF L, 168 EOFRENEBREL LR 2 S SN 0HR, Zb0
HHEGMT D&, [1. 102, 11.1.1 ]

8.5 AH| D FIZFMAREAVLE Z1T 5 e, BIKMIIZ AR CHIVUIAF OB 5% 24 FRfEILL 1
R L 721212179 2 ENEE LV, FIRCEBENABORGEZELE D Z ENTERWEAEIL, B
BMEE MY 27 5 liT 5 Z &, AFIOEEIL, FITCREALER, BE OB M-
7 RN Z L AR L T D, AIRIESCICHERT S 2 &, [1., 11.1.1 &#]

8.6 AH| L MOHEEEAI L DUV BEZICEWTIE, UTOMRICEETDZ L,

CONT 7 VDB ERANZEID X DBEROLHGEX, VLT 7 ) o2 I L%, PTINR
S MEEEREIR A & 20 L, JRREH O FIRLL TS /e 572 2 & 28 L7tk Al 00 S ARHA
O EBGTZ L, [16.7.9 2]

s ERAOPUREEF] (~RY ) NOARFNTEI B Z 5556 WEIOFIRN UKL TGN TE S
T D 0~2 BERE AT USRI R I L 0 . AFIOBREEZBRGT 52 &,

s REINSTNT 7 U sOY) 0 X B CHUEBEE RS AR+012 7 5 ATREMES RIZ STV D
DT, HUEEERASAHERF SN D X9 EE L, PTINR %, [MigEEE AR O TENRIE O TR 4
ZHETIH, VAT 7 D ERRZNAT L L, 7B, ARIOKLKTH 24 FEERET 5 £ T
IE. PTIINRIZU VT 7 U OHUEEEEH &2 IEREIC B L 720,
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- AN DA OFEEE RN Y 2 D56 AAIOFRG- 2 Ik L, REIOARFRG08TES L
REN LB E A O FRIRIN A 5 XTI T G- 2 BtG 35 2 L,

8.7 MEMMEENH L OINDLZ ENHDHDT, IKHK, Mg, FERIKNEE, FBEEDIERN® & L bl
LA, NI EIREICHET S L) BEICHEES L2 L, [11.1.3 M)

8.8 IRAZENTHAITELICAFIZRAL, BAOEE 1BEORMAZIT) L5 BEFITHRESTS 2
Lo IRAZENTZSAETH,. —EIC 2 B2 RAE T, RORME T 12 FEILLEETS X5, &
FITHRETLHZ L,

8.9 AKIH G-t D B A Ay & A 97 Hi i S0k i DRI 86 72 H i 0D 58 B L2 A o0 BOEE [ E F oo i Fn
BV ET LA, FRFICTHLT TRy b 7Ty (BIE MR OB FIRCE
VPR, A5, HERKOHEICEET 23R, BEREANER, EOEREAT HEFIC
B4 2R, BHERSOMHA LOEBEOGEH AR T D Z &,

(fi#E)

8.1 AFIF AT X B LD fEltE % Fl 3 2 L BN H 5723, PTINR (X707 7 U > D= DITEHELL
ENTHLOTHY, aPTT IIAF O MAEFIRE & OREPFESCHTH VIRENFE 2, LN
ST, TNHLOEBEIZL VY AROPRBEIERZE=2 1 735 Z L3RI WD, &5
BldetE ., HIMMESOHEDEIEZ EERBIET L2 ZLNEETH D,

8.2 AAIGIZ LY . HrEEEIEMIC L0 Wi OMEBRIEDS R U, ik & OWige 2> © OB XA BANE
OHIMARE Z 2BZNNH 570, HEICH L CESEORE 2 £ L, 2R ~T /ol
XZMEDIE F 358 b HA I, WU RAEAITH ZENEETH D,

8.3 NVAF FH x5 & L ENB IR T, mitif, PIARAIMIR, sy i, s e i &
OMEPN/ABIEH M AS, AFIBECB N T UL T 7 U U BEL Y L EWRBEE TR b, Hilo®E
B M G OHE O 72 23 Bl2 RIRICH LT 2 72012, @Y 2Ll 2 B T H 2 & N EE
ThbH, AL DR, BEICHMCEOBMERED DN HA IR EMICER T2 X9
BESL5Z &,

8.5 KA -+ o> NVAF B8 S F UMRRAVLE % 50T 256, PriEEAIC L0 2Bk sh
HBENDH D DT, REIOEMEE 5% 24 ReLL R U, HrgdEER 23855 L% I25VF
HIILE 21T O RETH D, FIFCREMLEORGZELE S Z LN TERWEEIL, LAEDOE
SAMEE MY A ZFHI L, AEFIEZHMT S 2 ENEEE D, Fo, BITOREALEIC
PESRIKIC L, MRERIEDORIEY A7 BNEEHETR L H D Z b, BEOREBICRHEN
7R L3 722 & A RO b RFI O 5% A RESCICHHT 5 2 E RN ETH D,

8.6 1) NVAF BE # XI5 & LI-ENFIHHRERICIBW T, VL7 7 U OIS ke, AKIE
CHEIHT D7 B CTIHIRREEBAA I 1) 2 Z et T EFHIE E (BRI X IXEKT
RO ERRAVICHIE & 72 D ) OFBENE NIz, TAT 7 U inbRFI~OBITREIC
L R PR EERIC LD MY 27 ROBEEEEH O R RIC K D AR ZERRIE D FIE U A
IR ENDZ D, U BEXICEL X, REEAEEISHWE L, 902 I2FE S Him
e OV AR FERRIE DR B A58 572012, PT-INR %5, M fEEME GEMRA 2 BRI FE0E L, TRIRIR
D FRREAFIC /e o7 2 & R LT, Al RIS CARKI OB G2 Blth9 2 Z E NN L 72 5,
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2) ~NU OIS HIOHUERE R D D AN D Bz 556 . NVAF ORANEBHE Zxt5 L L-IH
WA AR I HLE L TV O EERFIEEZ S B, [REIOFEARN SUTE THREX TE I
K D 0~2 RFRRTSUIFFFE T LR L 0 . AR OKREGZHMT D 2 &) LIEEREST S Z
e L,

3) NVAF B#E Z x5 & U7 [ENANE MAERER O ARFIF G- R BV T ARAIE G IR TR L
Ty VU EBMGETHZ L LS, Y10 R RSB EER A4 T, BEE PTINR 23G%
D TR%E FRIZBENA LI, ORI ZERIEFSR DB LIEG b & Eh Tz,
IO  RKEPOTNT 7 ) AZE VX D56 PUBEEERIHERF SN D X223 5720,
PTINR %, [MiREEFEREMREDENEERO FTIREB X 5 ETEIARLE UL 7V 20T
LT L, B, AROEE L% 24 RFEZFET 5 £ TiX, A OHEEREEM 2 PT-INR (2
RS0, ULVT 7 U OPBEEERN EREICKRS RN b, EEMES 5 2
L,

4) AFI S ES FAPURE AN B 2 5 ik L LT, NVAF BE 2 x5 L L EHNENAHRERR T
. FPERVRBRALERT (K9 2 B) ORI (RAISUIAA O T Z vR) ik L, LERGE,
Fifio 2 Bk D IKHEDORIE A~V > (5000 HEiiz2D7< &b 1 H 2 BE FEN) OF
B 5% Bth T 2 L OMEE BB ICEERESTHZ L L L,

8.7 M MENTIE BOIRIEIZHOWTCIIEME LT 2 &
8.8 ENAK DR Z S5 A X MARTERIEDFIE Y A7 NEE LN, TOLHATH—EIC 2

BIoERALCLES EHMY A7 03&mE D, £72. RAZENTZ 2R 0T, T <IZRA

L. WEIDOARM & ORIRNFEL o HEIc b i) 227 o EAMElsinn s Z &b, Tl

FITHRETLHZ L,

89 TrTxYxry b TAT7y GBEHHEZ) 23, TEHEMEMREE Xa REA] (7Y 0

Y_—m BN T R348 0 S IOVBIEKFY) BGHOBFICBIT S, Adaz o3

1 3k i PRI 7 H i, DR BRRE O FTEEEEH O Fn) OZhRE UM R THEB SN TNDL Z Enb,

ZOX O nAE T, AFOFEEER ORI EZ LI LT H5EICIE, RFEIOE T IR il

R R Rl Uy Y

6. HEDEREATHIBEICETIIRE
(1) AHHE - BEESOHIBE

9.1 SHHE - IEEREOHLHE
9.1.1 ) R/ AEWNEH
PUF O X 9 B Tl HilnofERERE R 5, [1.. 11.1.1 ZH#]
- kM EEO B 5 EE (R EE)
- EEEREEO B D RE
- e RVET R RO iR B O & 5 B
- a2 b — )L CEZRVEAE O F MLESE O B
- I PEREREAE O FR
- JEEME TR I 0 R
IEEMEOEBEELE R E OB
- HLENRIIER B O WEE
- BHENH MAIER A OV EE
- FREN UM S B O B D B
- FRECIRO FAlr#% A DRV
- SUE SCHRARSE ST i DBEAE D & 2 R
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9.1.2 BEAREDESE

M OMERMERERT D2 L3 D,

9.1.3 BB HLEREBOSThOHLBE

BB R E IR 288 e THCRLE T 5 2 &

(fi#s)

9.1.1 AAIDOFEHIEN FHUEEEIEM) (280 MRk & Qg2 5 OB SUIAREAME D il = 5%
TN D, Fio, IlEEOIERERFEE OB 5 BE T, AfloRGICXE 0 HinnshEEhsd
BENRHDLOT, “HiLY 27 BNEWEE" ~OREOBEEIL, 158 EOA R OO
BRtEZ R L7z 5 2 T, HEIHET 2 0ER S D,

9.1.2 NVAF B Z x4 & L2 ENEIHFERBRICEH O T RED 50kg LA T OEHEM 22 2k - 8AT
B OFBI=RIL, KE 50kg 8 2 DD EMORBLRICHANEME ThH o7z, S DITHRAIRED
50kg LU F O EROL S FEFEEE ORBFIXV LT 7 U LR L THREEEZ R L
2o B, BEDOKEZDOTMNCERS, HDHWVIETRESD Z LT, HILOGRENE L EDD
LITEBZ NN, HIEEL R DR EDOEREL I vy MATEE LTRERHEH L TH2RLY,

9.1.3 BEMHLERE D H 2 BFICARID L IN256 . REIOFUHEFEIERIC X 0 HLE Himo
FERPER R T DI 2NN b 2720 IMGIEHLE R EICKT 208 e TRHICEE T 5 2 &8N H
HCThD,

(2) BHeEREERAE

9.2 BieEEERSE

9.21 BFX20BHE

BehLpnZ &, ERASIHRRICBNT, 2L T7F=07 U7 T A 15mL/min KO EA 1
AL ST 5, [2.11, 16.6.1 &)

922 EENEEERSE

ARG OB E 2 HEICRGFT 22 & AFOMAREN ERT2 2 L3RI TnD, BNt
BIFHRRICBWC, 7L T7F=027 07T 70 A 15~29mL/min O EH IR S TW5, [7.2,
16.6.1 &[]

9.23 PEENDBEEOHLBE

AF GO ZEEICRN T, 7T F =027 VT 7 A 30~49mL/min O BE TAAID
MAPRENR ERHT 52 AR EN TR, HiOERESERTLZER"HL, [7.1, 16.6.1 &
]

(fiA0)

9.2.2, 9.2.3 FAZ x5 & LIz ESMNEREERABR CIX, 717 F=227 U7 7 AH 30~49mL/min
DHFEEBREEL N LT F =27 VT 7 A 15~29mL/min 0 5B B [ B (AR K 2 3%
BLESA. 7V T7F =027 07 5 A0 80mL/min L EDIEFBHEIZZ VT F=o 2707
7 A 50~T9mL/min ORI fEHE B L g L C, BT E LK O R GuEEER) o
HIERARD biTe, L7edo> T, FEEM EOBREEBREZITIL, AREIOFK G 2 HEEIHE 25 2
LRH D,

(3) FrtReRERE

9.3 FFreESTEE
9.3.1 HEEEZH4SHEBRODBSE
BH LN L, HILOERENE KT 28ZN08H 5, (2.3 BHE]
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(4

(5

(6

(7

(8

9.3.2 hEELLDFEETEDHSEE (Child-Pugh 9% B X(X C [ZHHY)
e Lz & AFIoMmAPREN LA L, HilOfBEBEESE KT 8Z0RH 5, [2.4, 16.6.2 &
i

) EFEREE AT 5E
BRE I TV
) bR

9.5 TR
TG SUTHENRE L CW D ATREME D & 5 eMEICidd G- L2 2 &, B FER ClRikmiErt (7 v ~) 20,
FEAHIm, FEICEERN S S s HETRITERAEROEM (X)) | FEEOHIMNED
IE - BRIR M, HAEROAFERILT LR BIREEDE (T v ) 2 RfRESNTHD, [25 5
8]

) =AW

9.6 RELIB
RALLRNWZ ENZEE L, BWER (T v b, BOERG) THLIHTICBTT 2 223 mEsnT
WD, B FORRHICBITT L 2 ERWES TV,

) INRF

9.7 NE%
AN s G & U T IR ERRRBRIZ S i L TR,

(fi)
9.7 NVAF B4 Tl /MNEFISH DR 2 ized . R HESL L TH7Ru,

) EinE

9.8 BiNE
—RRICERERE R EOAETBRENME T LT3, 2k, ENEIHEERICIS W T 75 WLl EOBFE T
I 75 AR O B &l U, EOR A I K& OVEE KR IR 2R W S ER RIS RIE & 72 2 il o F8 =R )N

=N Y

. HE#%RA

10.48EH
AFNITE LTF b7 v—24 P450 3A4 K11 2J2 (CYP3A4 KO CYP2J2) Ick v fR#itans, %

7oy ARANL P-BEH R0 R OFLEE S > X7 (BCRP) OREETH D, [16.4 ]
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(1) HREREZDER

101 BFAEZ (BFALARWL &)

A4 55

BEARIEIR - HEE T 5

By - fabRIA -+

U hFerzagad o84 (V) —¢
T, VT, RNFREYR)
TEYFFEN (LA T H )
N En (FYVPARE TR
A —7)

RAT I LFEL (LY T 7)
(2.6, 16.7.1 &[]

ARy NEEHETHEA (F
VARAY, LTV abv v A, VA
Y —)

[2.7 ]

PUF of% 1 U S
A FaFy—n (A4 RS —N)
Rary—i (V737 40)
RYaFy—iL (FA4 7z F)
Rafy—n (7rl—FK)
rhary— (ENRET)
(2.8, 16.7.2 &#]

=Y RLJVENL (VT a—N)
[2.9 &[]

AF| DM EEN R L, T
BEEER 2 RS D Z LT
F U HIL O fERRE D KT
LBENDD D,

CYP3A4 O )72 35 & O P-FE
R OREIZLXYV VT T
VAN T B,

CYP3A4 o H7eflEIC LY 7
VT T ANREDT 5,

CYP3A4 OS2 EKR N P-4
o DOREIZLXYV VT T
VAN T D,

(i)

FRA D ESMGEARSEBEER (2T CYP3A4 DA ZRfHE KO P S /7 OIERTH LY T
e, ROV b a by = a el i G S g ik, g U A= o 9N RENAEIC ER
L (AUC T2f5L b)), il 227 BEERT 5 Rt s S ivlz, 72, CYP3A4 ([ZXfT 25717
EATHL 22y b AT 5MAE OMICEY . ARlOMFERELS EF L, Hi) 27
WWERTDBLTNNDHLHZ b, HHERE] OHEICFEHE LT,

40




(2) FRAFEEZOER

10.2 HiAERE (BFRISEET S )

4

BRAER - FEE Tk

P - fEbRIA T

PUBEE A
AN BRI AR s8N
A (= XYY F RY UL
EY) T H N X T AF R
L, INT 7o)y LE
[16.7.5, 16.7.9 &[]

HI o fERRPE S B K9 5 I F
nnd5H07T, BlEE oI
T, EETDZ L,

W 77 0D F70 U [ 205 AH N A (2 4
MEND,

i/ INREEER BRI 2 A3 2 FEA

P N
TAEY Y, Zav RILVE
Feth., F7 vy RS

FEAT 1A RUEAREGR IE A
Fruxtr, Yruz=Fr
F R YA

(8.4, 16.7.6-16.7.8 &:JiE]

H O fEBEIEREE KT 5%
nWRHHDOT, Zivh DA
EARFDBEHIZOWTIE, 1A
B EOF RN & fERMEZ B E
L CHEEIHBT o2 &, &
B3l oAt
HTbHZ L,

ERAE e b= LY A2 PR E A
trh=r- 07 FLT U Ui
V) JAFRH A

AR R R
v xS —¥, t-PA K (7T
77 —B%)

H il OfERIENHE KT 5%
NBHLHOT, BlEZ 7T
T, EETLZ L,

AHN OFUEEE 1R & i /MRS
PR RS &0 AR INAY IS H i {6
AR S D,

KA OFLEEEIEM & 7 4 7Y >~
VRIS &0 FROINE L H ifn A8
AR SN D,

T)Nat—)u
RATZ)afF ) —u
[16.7.2 =]

7o) z2u~wA T
TY R
[16.7.3 =[]

AFNOMAFPRRED EH L&
DHRENHDHDT, KA
10mgl H 1 &5 %2EES
L. 85 WIETIRE Eo AR
LfEtEE+HaIlcER L, A
F o523 & S b
BEICORHTHZ &,

7 )vat > — s CYP3A4 %A
EFTHIEIZELOVARKDOI VT
FGUANBYTDEREENND D,

T B OIKIN CYP3A4 J O P-
Bz R BILET L LICK
WARRNDZ VT T ANEADT
5,

V7 y vy
[16.7.4 2]

ARFN O i TR EEDMET L
BEE VR 238055 L 72 & O
VAR SRR

Pt
He
=

V77 CYP3A4 %58
INTFHFEL PHEZ 3T Ziha
THZEICRVARFDOZ VT Z
> AT %,

Tr=hrAV

0 S g il =V

Tx )NV EH—)L

A a3 U4 XU YU (Stdohn's
Wort, Z> b+ ¥ a—r X TU—1])
A R

AFOMAPREMETFT 55
TNDDH D,

s DO FEFE N CYP3A4 %58
TNCHFES B Z 2k RHF D
VT T AT 5,

41




(fian)

AR BIEN S OBUEEE R, i REEE RN 28T 2 KA, mARIEAEANL, mEE L < IEARHl o
PUEEEER ISR SN D Z &b, HELZRT I & L L, FRZ, 7TAEY Y /rbE Ry
VOVRRERIE K OV T 7 v & RGO PLi/ MEE & OPFRIZ W T, i) A7 B @mEs 2 &%
B E X, B EOFRM L fEREEBE L CEEICH T 2L ERZH D,

CYP3A4AFHEITHH Y 7 7 B A LIEHEICIE, AFID AUC 2358 50%IK T L, ZiUcre
W PUEBEEER BEE L Z ERRESINTEY  JFHT 256X AROZ V7T 7 AR L,
MK T T H7-0EETILERND D,

7 x= A UED CYP3A4 ZTRIJICFHEET 5 3KA| & OOF B GRBRILIM STV R0 & 3KA
EOMBEAERC XD AFNOFENME T AR S D 2 Ennn, HEEAEE L,

8. El{EA

(

—r

11.El4EH
WOBWERNH bbb Z ENHDHDT, BEEH0ITITV., BFNERO b HAICT&kE % h
T 572 Y Bl 24T Z L,

) EXGENER & OHER

1.1 EXAEMER

11.1.1 il

G L (0.09%) , Mk (0.06%) . HifPE2EH (0.06%) . BRHIML (0.23%) . M (0.08%)
ERGHm (1.25%) . BHiHMm (0.74%). A L7 (0.53%). EEEAE L (0.86%). FiBiELE
i (0.21%) . HifPEEIEE (0.14%) . BAFIANMHIMm (0.16%), =22 73— 8 A2 NMEGEREAZ LD 5
NI (0.01%) ZOEERHOAH SbNs ZERHY, HCICELHPRESNTND, &
B0 RENRBO NG EIIERGERIET L 2 L

¥, HMICHES GOMEE LT, ra vy 7, BARS, MERREE, il 50, HEEDEv, BA.
BIER D oD I ENd D, £, —EHOFITITEMOREF & U CTHga IO AERE OO i
JERR S b Tng, [1., 2.2, 8.1-8.5, 9.1.1 &#]

11.1.2 FFBLREREE - HiE

ALT E5-. AST 5% IF¥REREE (0.1~1%AK0) . 3E BHEEARY) BZHobhsd Z &b
Do

11.1.3 MIEEMESR (L)

D HNTHEAITIE, LTI X . BEE CT. i~ — b —%ohEs £+ 52 &, BEME
BN EON - GE IR G 2RI L, BIBERERLVECHOREELITH 2 &, [8.7 B3]
11.1.4 f/MRED  BEAB)
11.1.5 SHEBFEE (BHEAH)
EOPIBEEER OB GRICAMEBREENS Db b Z End 5, & OPUEEE SR 5% 0SB EED
HIZiE, MRZRBD DB O, BAERIC XV IRMENICRILER T2 25380 5 b OR#HE ST
S 31). 32)O

(fian)

11.1.1 T 20V Tk, A ZxIR E LERNAMEITHERER C, FiEE I EEaRICEY [H
Rptiin) EfESNTEFEEN Lo i, EFHICEREEZZ: bNL A FL#E Lz, TH
My iE, BEAR, & XIIBSENREEIREZILD AREMEN S D FR L H D0, AFIO 5B
., MIMESPHEDOEESL &, B O EATERS BT N & F 2, AEFEL O mME
B OHE % o L7,

42




11.1.2 ZHVE TIZHEM S 7oA &5 & U7 ATIRR R K& O R R AR I K 2 D b 13, ARG
12 K2 IFRERERE T O RBUCE U CTHREBI T 2 R 3 5T AU Ty, L L b,
AR DOEERFIRICIN T, ALT FOMEEE FR., vV ey ERFAORERHEIN TS Z L
Mo, Az BB ORI T 58824 0l To 72 ETHREG L, BENRO N5
Bk U, #MYR0AELZITI Z &,

11.1.3 EWNTORNEE ~OM I T, IR LAE . AAIIRH B M (M EMEM R 2 5 & b
TIRERIRHE SN TEY, FICITHCICESTEM b EEN TV, BREBRETH LD, HE
RATH D03, ARG PICBIEEZ 32 70 K, B8, PR, N, Mg & RE
WRD NI HGEIL, AAl 2RI L, MEEMROREMEZ TR L CERLAELITIZ L & L
7

11.1.4 A Z x4 & U7z E AN E AR RRER O ARSI 5-HEZ 31T D i/ s B 5 o R BB FE 1.
NVAF B#E T 0.49%CH V. ENE I ~IFHERER CIL, EE M/ D EDOBE LR o7,
LorLen b, ERIZRWT, IRGEBRLALIE . AAI & DORIREMR 2 M4 E T & RWEE R M/ MR
YOWREVEBI NI, BIEE 21TV, BEPRDONEHGE TG EPIEL, @Y
RAEEITO L & LT,

1115 HBAMBEEERGRICEZ22EEEEOO L S & LT, HoEEE 5 E & IE
(Anticoagulant-related nephropathy, ARN) 2SI TEY | WMV CTIIRE D HrkeE 3K
DWW LFEIT ARN 2B T 2 fEMToN Tz, ERNICBW TS, RAGUEEEIC OV T, Sk
BIEE XL ARN L ORREGAGE CERVEFNER LI 006, FEMRETLSZ L
2o 728, ARN OB EEEFIZENAD T A R7 A LETHL L TWRW2H, REIZIT T2
PERRETE ] 2 ARN ORI AT 7 & sk L7z 2 %2,

(2) Z0tbDEI{ER

11.2 ZDHDEIER
1~10% A 0.1~ 1%A1if 0.1% A HE AN
Kt R SEA . FEMED N, R
ARHR
S 2R s . i,
EE(e=r PR HH I, JLFFH I, R, O . 77 —8 k1
ARERN ML, e, g|H5. U —8 LA
Jo . AV, L RE
LR R, (A, MEiE,
Mofn, ANEZE B
EWETERR, R
T B 1 & B, AR+ 1. 78 12 &) IR 98 T
D3
DRES s, PR | R
1. 1. INR H#90, ~F 7 & &/ maE - (ifi/)s
P BRRZ PR I (B N )
JHF M ALT L&, AST E&H. |y-GTP L&, E#|LDH L&
mHevreybH, (Ve ER
Al'P |5

43




10.

1.

1~10%A 15 0.1~ 1% 0.1%A i BB
5 fik 1R R v af BB PREGHM, B LT
F=r o2 VT T
AW, s v
F=r EH. Bk
%, BUN L5
LEFH AR EEESIEES P HH .
i - B R DO, B 155 PAI PN L
3 EREPR HH 1. Fe R, B R fE, |EhE
WE, RIGEUE
W EE B, F O T LA|UARE (gt
X —PER %% IFEIESE) | T LK
— I, I
Z DA, 5 AME L, AL % HH L | R R I e, 8 TR,
MEDJRE, ARV, AR, FEEN, A
BAKIBGE, JE 57 i T i A
. BEREHSRICRIZTEE
FRE Z ATV R0
BERS
13.8ERE
13.1 fER
HIMESOHEN E U ABENNH 5.,
13.2 &

W M2 2 T DTG MR G2 BT 2 2 &, HARBD 5N L5813 LTORLE LTS Z &,
CEEL REIOEGAIEW T 5 0H k5 2 & AR 5~13 Kl TH 5, [16.1.1, 16.1.2
]

ERF & O i o B FE K ORALIZ G U7z i st 2 E 2 T 5 2 &

- B (BEOSHMS), B EEO D ORI IR, MKk OMATEREOFEL, i ik
Al (B0F 28 M IREEEREEIC S U CHRIEARM BRI, SHrEssE w417 5)  Xd /M
MAEOFE L 2 xHERIEORIGE BB T 52 &,

BRI FEGREBENO T, MIRENTIIAFOREIIIHFHA TR EZZOND,

(fifta)

HIMOFEEGED 1oL LT, WH, REOEREZEHT 20, B5E2HFIETHZ L LR, BR
HERICBIT AR ORI L., EHE (20~45 %) OWERE TIT 5~9 KE. B (=75 %) O
BT 11~13 B TH D720, AFN O R EREAIE 5~13 B & 588 L 7=,

HALOZXE

148RALDOEE

141 EFIXMHFOIE

14.1.1 PTP @30 3EANT PTP > — F b HBO HUTIRAT 2 L 5 &+ 5 2 &, PTP > — hOREK
W20 WA REREEEATIA L, B2 2 2 U CHEBRTA R % O EE 7o & 0HE 2 0F 5%
THZENHD,

44




14.1.2 AFNIEDO BB TR ZIZE ST 5 L RET 5720, K2 L CIRHATRETH D, 72, K
THRHETAZ LT 5,
14.1.3 FFNIE-FETOWRETIE. KA LTRSS L,

(fifa)
14.1.3 2E P RIEB S CRMDRIED BEN RGN RICEENDH Z L 2EE L, ML CTRHATIBEDE
BaiE L,

12. ZOHODEE
(1) BREFERICE I HEH

15.1 EREREEAICE D < 18R

1511 MEAMCEBWCER SN 3 Hik (V—F2AT7 v Far s b, HIALIF Y EUbik, i
B2 7V aras A 1l OWTFGBEBET, MREDOPEEN S HH0Y v IRE P AIEGRE
FaRGL LEARFE U NLVT 7 ) OIFERBEERERBRICHB VT, MARERMEA N FOFES
DT T 7 ) R 61 B TIZFRD HIRDN - T DIT% L AKIRE T 59 il 7 7B iz %,
15.1.2 B TH D0, WM BV TIEM SN0 7 — 7 VI RBIRF B4 1~7 B OBE
% REGUTARAN F T TPl MRERIC L B IEH 2 el L7258 T Hifi/ MR bl U TAHA
FECHC KR OMRERELNZBO LN L DORENRD D,

(fi#sh)

15.1.1 SN CHEMi S N7=ht U VIR FUREGERE (APS) O CTRUCIIAIEF R D Y X7 A E0, 34T
K OV—TAT7oFarlIrh, iV FIEUHUE, Hip2 7V aras A 1HIK) O
WL E 35N (triple positive) THh D EE EXRIZ, KK ET LT 7 U o OEMER VL 4L
PEZ RS 5 EA S O MAEA(LIFERABRICISW T, U7 7 U g (061 #i) &b L <,
ARAIEE (7/59 B) TlteZERtEA X hOFREEENREN I ERREINZ Y, ZoWEE%T
T, ZOMOAFIRIL, AFNOFEMAHRER, BIIEGIMET — & 208 L7okER. ft) VIREH
KEHT L O RERCITmREREA XV RO U 27 OBEINIR SR - 7208, triple
positive O APS B Tix, MARFEMRMEA X DU R NEE D EEZ DN, Ykl
REezomoFEE s L TR L,

15.1.2 s CEfi S N7z 7 — T A REIRF - EHLUT (TAVR) #% 1~7 AR OEEZ LRI, K
Fll e =R & UTZRIR L PR 2 N — R & LT IRIR & a4 2B Ic kW T, AFIRET
I ICRRE L 0 b 23T R ONMARZEME A R R 3 < FRD BTz, TAVR #% O IfAE T Bh I
WIS CTH DS, EERERE L CYERBRE R 2T OMOER L L TRedi Lz,

(2) FERRERSBRICE I H#

BE I TV

45




X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L

46



X, BEMERICEYTSRE

1. REX»
LT 5 I SR
UR—a %3 0D 10mg HIETL )
1) | N :‘ftzélt:f A2 ) BIL %:
By a5 OD b 15mg [ FET) Ea%k ERTF ORI L0 AT S
BHihksy | U o—o Yo L
2. B
3 4
3. aERBTORE
SEIRRAT
4. BRWLEDEER
BEEIN TR
5. BEMITEM

BEMERSL T AR

<THoLEY

H

ZOMOBEMTEM A ((XI. 2. ZOMOBEER) OEBM)

6. R—H% - A%E

W—m5 « 4 7% 1L bEE 2.5mg/10mg/15mg. 1 7% L)L  OD $& 10mg/15mg

7. ERR4EERR
EN;

8. WERFTARFARRVREES. RMEXNEFEAR. WEFBFAR

1]

HR7E4 RERCAREH R TR FEMMEYENEAEA B | ARoeBHAsSEH B
JoN— AN
. 2024 4F 2024 4F 2024 4
OD 4 10mg [ H [% 30600AMX00201000
8H 15 12 H 6 H 12 H 6 H
T
JoN— AN
. 2024 4F 2024 4F 2024 4
OD 4 15mg [ H % 30600AMX00202000
8H 15 12 H 6 H 12 H 6 H

9. MERIHREN, RERVAREEENFOFEABRVEDOAR

LR

10.
L

11. BEEYM

AR

12,

BELMFIRICET 1HHR

BEERE. BERRAREABRUVZTORE

AANL, BRI BI T 2 HIFRIZE O BV TNZRW,

47




13. £Ea—F

A4, Ei%@?%ﬁﬁ% @%E%%HTF HOT (9 4) &5 %th%%%%
I R e i = — R (YJ =—F) AT L a— R

JoN—nm o
OD & 10mg [ H = 3339003F3078 3339003F3078 129760701 622976001
N
UonNR—pg PN
OD & 15mg [ H = 3339003F4074 3339003F4074 129761401 622976101
iy

14. REHRTLOIE
RANIZ IR L OB REIRNLTH 5,

48



X1

1.

. XHR

5 A HE

1) fEPNEERF MR

2) tENEEL : R

3) tENERE - T A MR

4) BARNIEFBRENE LM EHE 12381 2 [EN B IMAIRER (7 Lor MEE: 2012 45 1 7 18 AR,
FRE RIS 2.7.3.3, 2.7.6.46)

5) FEFPBUEME LAEMENEEICRB T S ENEMAERER (f 79 Lr MEE - 20124 1 H 18 HKR., HFE
ERHBEEL 2.7.3.1, 2.7.6.47)

6) Perzborn E., et al. : J. Thromb. Haemost. 2005 ; 3 : 514-521 (PMID : 15748242)

7) Biemond B. J., et al. : Thromb. Haemost. 2007 ; 97 : 471-477 (PMID : 17334516)

8)~ U ALK D MR FERIETH#ER (1 79 LL hEE: 2012 4F 1 A 18 H &R, HIFEE MY 2.6.2.2)

9) M (HEEGRE) (7L Mg : 20124F 1 A 18 HARR., HisE M 2.7.6.7)

10) MHRE (EEGHER) (79 LL Mg : 201245 1 A 18 H&GR, HFSEEHEE 2.7.6.10)

11) tENEEL : A er R EERE GERHER S OD §& 10mg)

12) thN&EE A E RSB (R HEE S 0 OD 5 15mg)
13) &R AW RS R (B%EREE S © OD § 15mg)
14) 20mg $E& AW BFORERER (1 79 L)L hE: 2012 4F 1 A 18 HAGR, HiEEEHYEE 2.7.6.4)
15) 15mg & AW =B FORERER (1 79 LV ME: 20154 9 A 24 AAGE, FiFEEHEE 2.7.6.7)
16) WA AIEHER (f 79 LoL MEE : 20124F 1 H 18 HAGR, HEFE TS 2.7.2.2)

)

T ) XHRY L OEYMAERRR (f VLV RE 2012 4 1 A 18 HKR., HEEE R

2.7.6.30)

18) U7 7 U AR DGR SKEGABR (f 7 L REE: 20124 1 A 18 HIKFR, HiE & MRS 1.5.2.1)

19) fEEE S MHERE 2 x5 & U7 ESNVE 1 FRERIRERER « Mok A A7 XA Z 80 7 R (1 7Y L
JUREE 2012451 H 18 AR, HGEEEMIEE 2.7.6.1)

20) HaIHINSA AT _A T U T ¢ BRER (7 LL FEE: 2012451 H 18 H KGR, RN EL 2.7.1.2,
2.7.6.1)

21) MAEZABREEE (A 7V Lo ME 201245 1 A 18 A/&GE, HWFEEEHMER 2.6.4.4, 2.6.5.6)

22) Ut (f 7L L hEE : 201241 A 18 HARR, WHEEEHEE 2.6.4.1)

23) fEREHMEGEERE 2 x5 & LT EANVE 1 FERRRER : ~ AT U 23 B (4 79 Lv ME : 2012 4F 1
H 18 HKFR., WEEE LM 2.7.6.13)

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

25) BEERE AR L UEREBER (f 7L L MEE 2012 4E 1 H 18 A/KER, HEERHMsE
2.5.6.5, 2.7.6.16)

26) HFREERE 25 L UI-REREEABR (1 7% Lo bEE - 2012 46 1 H 18 HI&RR, HEERHEs
2.7.6.17)

27) $EHR T > MZET D e (f 7 Lor MEE - 2012451 A 18 HKGR, HiEEEMEE 2.6.4.4)

28) UHXITBIT LM - fr R AEICE T 2 mERER (f 7 Lor MEE 2012 4 1 A 18 HIKGE, HREE
BHEEEL 2.6.6.6)

29) T v MBI D HART R O A% O AN N RMADOKEREIC T 5 3RER (7Y LL FE : 2012
£1H 18 HA&GR., HiEEEHMEZE 2.6.6.6)

30) 7 v MIBITDIHITFSW (7P LL MEE 20124 1 H 18 AKRE, HiEEEHMEE 2.6.4.6)

31) Brodsky S., et al. : J. Am. Soc. Nephrol. 2018 ; 29 : 2787-2793 (PMID : 30420420)

32) ZakrockaI., et al. : Adv. Clin. Exp. Med. 2022 ; 31 : 165-173 (PMID : 35212199)

17

49



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

. ZOHOBE IR
DR L

50



XI. &84
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VA By PR FEFRIE OO FE H AlEg#ICR &S T5, B, BEEOH DK
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<DailyMed (USA). 2024 4 9 H K& >

4 S
Dt4 Janssen Pharmaceuticals, Inc.
Ar7e 44 XARELTO

., Tablet 2.5mg/10mg/15mg/20mg
e - B .
AR - Bk Oral Suspension 1mg/mL

INDICATIONS AND USAGE

1.1 Reduction of Risk of Stroke and Systemic Embolism in Nonvalvular Atrial Fibrillation
XARELTO is indicated to reduce the risk of stroke and systemic embolism in adult patients with
nonvalvular atrial fibrillation.

There are limited data on the relative effectiveness of XARELTO and warfarin in reducing the risk
of stroke and systemic embolism when warfarin therapy is well-controlled.

1.2 Treatment of Deep Vein Thrombosis
XARELTO is indicated for the treatment of deep vein thrombosis (DVT).

1.3 Treatment of Pulmonary Embolism
XARELTO is indicated for the treatment of pulmonary embolism (PE).

1.4 Reduction in the Risk of Recurrence of Deep Vein Thrombosis and/or Pulmonary Embolism
XARELTO is indicated for the reduction in the risk of recurrence of DVT and/or PE in adult
patients at continued risk for recurrent DVT and/or PE after completion of initial treatment lasting
at least 6 months.

1.5 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery
XARELTO is indicated for the prophylaxis of DVT, which may lead to PE in adult patients
undergoing knee or hip replacement surgery.

1.6 Prophylaxis of Venous Thromboembolism in Acutely Il Medical Patients at Risk for
Thromboembolic Complications Not at High Risk of Bleeding
XARELTO is indicated for the prophylaxis of venous thromboembolism (VTE) and VTE related
death during hospitalization and post hospital discharge in adult patients admitted for an acute
medical illness who are at risk for thromboembolic complications due to moderate or severe
restricted mobility and other risk factors for VTE and not at high risk of bleeding.

1.7 Reduction of Risk of Major Cardiovascular Events in Patients with Coronary Artery Disease
(CAD)

XARELTO, in combination with aspirin, is indicated to reduce the risk of major cardiovascular

events (cardiovascular death, myocardial infarction, and stroke) in adult patients with coronary

artery disease.
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1.8 Reduction of Risk of Major Thrombotic Vascular Events in Patients with Peripheral Artery
Disease (PAD), Including Patients after Lower Extremity Revascularization due to Symptomatic
PAD

XARELTO, in combination with aspirin, is indicated to reduce the risk of major thrombotic vascular

events (myocardial infarction, ischemic stroke, acute limb ischemia, and major amputation of a

vascular etiology) in adult patients with PAD, including patients who have recently undergone a

lower extremity revascularization procedure due to symptomatic PAD.

1.9 Treatment of Venous Thromboembolism and Reduction in Risk of Recurrent Venous
Thromboembolism in Pediatric Patients
XARELTO is indicated for the treatment of venous thromboembolism (VTE) and the reduction in
the risk of recurrent VTE in pediatric patients from birth to less than 18 years after at least 5 days
of initial parenteral anticoagulant treatment.

1.10 Thromboprophylaxis in Pediatric Patients with Congenital Heart Disease after the Fontan
Procedure
XARELTO is indicated for thromboprophylaxis in pediatric patients aged 2 years and older with
congenital heart disease who have undergone the Fontan procedure.

DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage in Adults
Table 1: Recommended Dosage in Adults
Renal Dosage
Considerations *
CrCl >50 mL/min

Indication Food/Timing

Reduction in Risk of Stroke in 20 mg once daily Take with evening

Nonvalvular Atrial Fibrillation meal
CrCl <50 mL/min ¥ 15 mg once daily Take with evening
meal
Treatment of DVT and/or PE CrCl >15 mL/min £ 15 mg twice daily Take with food, at
V after 21 days, the same time
transition to ¥ each day
20 mg once daily
CrCl <15 mL/min Avoid Use
Reduction in the Risk of CrCl >15 mL/min ¥ 10 mg once daily, after | Take with or
Recurrence of DVT and/or PE in at least 6 months of without food
patients at continued risk for standard anticoagulant
DVT and/or PE treatment
CrCl <15 mL/min Avoid Use

Prophylaxis of DVT Following:
e Hip Replacement
Surgery$

Take with or
without food

CrCl >15 mL/min ¥ 10 mg once daily for 35
days, 6-10 hours after
surgery once
hemostasis has been

established

Avoid Use
10 mg once daily for 12 | Take with or
days, 6-10 hours after without food
surgery once
hemostasis has been
established

CrCl <15 mL/min
CrCl >15 mL/min ¥

e Knee Replacement
Surgeryt

Avoid Use
10 mg once daily, in Take with or

CrCl <15 mL/min
CrCl >15 mL/min ¥

Prophylaxis of VTE in Acutely 111

Medical Patients at Risk for hospital and after without food
Thromboembolic Complications hospital discharge, for
Not at High Risk of Bleeding a total recommended
duration of 31 to 39
days
CrCl <15 mL/min Avoid Use

Reduction of Risk of Major
Cardiovascular Events (CV
Death, MI, and Stroke) in CAD

No dose adjustment
needed based on
CrCl

2.5 mg twice daily, plus
aspirin (75-100 mg)
once daily

Take with or
without food
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Renal Food/Timing ¥
Considerations *

No dose adjustment

needed based on

CrCl

Indication Dosage

Reduction of Risk of Major
Thrombotic Vascular Events in
PAD, Including Patients after

Take with or
without food

2.5 mg twice daily, plus
aspirin (75-100 mg)
once daily.

Lower Extremity
Revascularization due to
Symptomatic PAD

When starting therapy
after a successful lower
extremity

revascularization
procedure, initiate once
hemostasis has been
established.

Calculate CrCl based on actual weight.
Patients with CrCl <30 mL/min were not studied, but administration of XARELTO is expected
to result in serum concentrations of rivaroxaban similar to those in patients with moderate
renal impairment (CrCl 30 to <50 mL/min)

§ See Dosage and Administration (2.4)

2.2 Recommended Dosage in Pediatric Patients
Treatment of Venous Thromboembolism and Reduction in Risk of Recurrent Venous

Thromboembolism in Pediatric Patients

Table 2: Recommended Dosage in Pediatric Patients Birth to Less than 18 Years
for Treatment of and Reduction in Risk of Recurrent VTE *,}

Dosage Form Body Weight 1 mg XARELTO = 1 mL Suspension
Dosage Total Daily
Dose &
Once a 2 Times a 3 Times a
Day § Day § Day §
Oral Suspension 2.6 kg to 2.9 kg 0.8 mg 2.4 mg
Only 3kgto3.9kg 0.9 mg 2.7 mg
4kgto4.9kg 1.4 mg 4.2 mg
5 kg to 6.9 kg 1.6 mg 4.8 mg
7Tkgto 7.9 kg 1.8 mg 5.4 mg
8 kg to 8.9 kg 2.4 mg 7.2 mg
9 kg to 9.9 kg 2.8 mg 8.4 mg
10 kg to 11.9 kg 3 mg 9 mg
12 kg to 29.9 kg 5 mg 10 mg
Oral Suspension or 30 kg to 49.9 kg 15 mg 15 mg
Tablets >50 kg 20 mg 20 mg

Initiate XARELTO treatment following at least 5 days of initial parenteral anticoagulation

therapy.

T Patients <6 months of age should meet the following criteria: at birth were at least 37 weeks of
gestation, have had at least 10 days of oral feeding, and weigh >2.6 kg at the time of dosing.

I All doses should be taken with feeding or with food since exposures match that of 20 mg daily
dose in adults.

§ Once a day: approximately 24 hours apart; 2 times a day: approximately 12 hours apart; 3

times a day: approximately 8 hours apart

Dosing of XARELTO was not studied and therefore dosing cannot be reliably determined in the
following patient populations. Its use is therefore not recommended in children less than 6 months
of age with any of the following:

+ Less than 37 weeks of gestation at birth
* Less than 10 days of oral feeding
+ Body weight of less than 2.6 kg.
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To increase absorption, all doses should be taken with feeding or with food.

Monitor the child's weight and review the dose regularly, especially for children below 12 kg. This is
to ensure a therapeutic dose 1s maintained.

All pediatric patients (except <2 years old with catheterrelated thrombosis): Therapy with
XARELTO should be continued for at least 3 months in children with thrombosis. Treatment can be
extended up to 12 months when clinically necessary. The benefit of continued therapy beyond 3
months should be assessed on an individual basis taking into account the risk for recurrent
thrombosis versus the potential risk of bleeding.

Pediatric patients <2 years old with catheter-related thrombosis: Therapy with XARELTO should
be continued for at least 1 month in children less than 2 years old with catheter-related thrombosis.
Treatment can be extended up to 3 months when clinically necessary. The benefit of continued
therapy beyond 1 month should be assessed on an individual basis taking into account the risk for
recurrent thrombosis versus the potential risk of bleeding.

Thromboprophylaxis in Pediatric Patients with Congenital Heart Disease after the Fontan
Procedure

Table 3: Recommended Dosage for Thromboprophylaxis in Pediatric Patients with
Congenital Heart Disease

Dosage Form Body Weight 1 mg XARELTO = 1 mL Suspension
Dosage Total Daily Dose *
Once aDayf | 2 Timesa Dayt

Oral Suspension Only 7 kg to 7.9 kg 1.1 mg 2.2 mg
8 kg to 9.9 kg 1.6 mg 3.2 mg
10 kg to 11.9 kg 1.7 mg 3.4 mg

12 kg to 19.9 kg 2 mg 4 mg

20 kg to 29.9 kg 2.5 mg 5 mg
30 kg to 49.9 kg 7.5 mg 7.5 mg

Oral Suspension or >50 kg 10 mg 10 mg

Tablets
* All doses can be taken with or without food since exposures match that of 10 mg daily dose in
adults.

T  Once a day: approximately 24 hours apart; 2 times a day: approximately 12 hours apart.
Administration in Pediatric Patients
Food Effect-
For the treatment of VTE in children, the dose should be taken with food to increase absorption.
For thromboprophylaxis after Fontan procedure, the dose can be taken with or without food.
Vomit or Spit up- If the patient vomits or spits up the dose within 30 minutes after receiving the
dose, a new dose should be given. However, if the patient vomits more than 30 minutes after the
dose 1s taken, the dose should not be re-administered and the next dose should be taken as
scheduled. If the patient vomits or spits up the dose repeatedly, the caregiver should contact the
child's doctor right away.

Tablets: XARELTO tablet must not be split in an attempt to provide a fraction of a tablet dose.

For children unable to swallow 10, 15, or 20 mg whole tablets, XARELTO oral suspension should be
used. XARELTO 2.5 mg tablets are not recommended for use in pediatric patients .

Use in Renal Impairment in Pediatric Patients
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Patients 1 Year of Age or Older
+ Mild renal impairment (eGFR: 50 to < 80 mL/min/1.73 m 2): No dose adjustment is required.
- Moderate or severe renal impairment (eGFR: <50 mL/min/1.73 m 2): avoid use, as limited clinical
data are available.

Estimated glomerular filtration rate (eGFR) can be done using the updated Schwartz formula,
eGFR (Schwartz) = (0.413 x height in cm)/serum creatinine in mg/dL, if serum creatinine (SCr) is
measured by an enzymatic creatinine method that has been calibrated to be traceable to isotope
dilution mass spectrometry (IDMS).

If SCr 1s measured with routine methods that have not been recalibrated to be traceable to IDMS
(e.g., the traditional Jaffé reaction), the eGFR should be obtained from the original Schwartz
formula: eGFR (mIL/min/1.73 m 2) = k * height (cm)/SCr (mg/dL), where k is proportionality
constant:

+ k =0.55 in children 1 year to 13 years

+k=0.551n girls > 13 and < 18 years

+k=0.70 in boys > 13 and < 18 years

Patients Less than 1 Year of Age
Determine renal function using serum creatinine. Avoid use of XARELTO in pediatric patients
younger than 1 year with serum creatinine results above 97.5 th percentile, as no clinical data are

available.

Table 4: Reference Values of Serum Creatinine in Pediatric Patients <1 Year of Age

Age 97.5 th Percentile of Creatinine 97.5 th Percentile of Creatinine
(mg/dL) (pmol/L)
Week 2 0.52 46
Week 3 0.46 41
Week 4 0.42 37
Month 2 0.37 33
Month 3 0.34 30
Month 4-6 0.34 30
Month 7-9 0.34 30
Month 10-12 0.36 32

2.3 Switching to and from XARELTO
Switching from Warfarin to XARELTO - When switching patients from warfarin to XARELTO,
discontinue warfarin and start XARELTO as soon as the International Normalized Ratio (INR) is
below 3.0 in adults and below 2.5 in pediatric patients to avoid periods of inadequate
anticoagulation.

Switching from XARELTO to Warfarin —
+ Adults:

No clinical trial data are available to guide converting patients from XARELTO to warfarin.
XARELTO affects INR, so INR measurements made during coadministration with warfarin may not
be useful for determining the appropriate dose of warfarin. One approach is to discontinue
XARELTO and begin both a parenteral anticoagulant and warfarin at the time the next dose of
XARELTO would have been taken.

+ Pediatric Patients:
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To ensure adequate anticoagulation during the transition from XARELTO to warfarin, continue
XARELTO for at least 2 days after the first dose of warfarin. After 2 days of co-administration, an
INR should be obtained prior to the next scheduled dose of XARELTO. Co-administration of
XARELTO and warfarin is advised to continue until the INR is > 2.0.

Once XARELTO is discontinued, INR testing may be done reliably 24 hours after the last dose.

Switching from XARELTO to Anticoagulants other than Warfarin - For adult and pediatric patients
currently taking XARELTO and transitioning to an anticoagulant with rapid onset, discontinue
XARELTO and give the first dose of the other anticoagulant (oral or parenteral) at the time that the
next XARELTO dose would have been taken.

Switching from Anticoagulants other than Warfarin to XARELTO - For adult and pediatric patients
currently receiving an anticoagulant other than warfarin, start XARELTO 0 to 2 hours prior to the
next scheduled administration of the drug (e.g., low molecular weight heparin or non-warfarin oral
anticoagulant) and omit administration of the other anticoagulant. For unfractionated heparin
being administered by continuous infusion, stop the infusion and start XARELTO at the same time.

2.4 Discontinuation for Surgery and other Interventions

If anticoagulation must be discontinued to reduce the risk of bleeding with surgical or other
procedures, XARELTO should be stopped at least 24 hours before the procedure to reduce the risk of
bleeding . In deciding whether a procedure should be delayed until 24 hours after the last dose of
XARELTO, the increased risk of bleeding should be weighed against the urgency of intervention.
XARELTO should be restarted after the surgical or other procedures as soon as adequate
hemostasis has been established, noting that the time to onset of therapeutic effect is short . If oral
medication cannot be taken during or after surgical intervention, consider administering a
parenteral anticoagulant.

2.5 Missed Dose
Adults

- For patients receiving 2.5 mg twice daily: if a dose is missed, the patient should take a single 2.5
mg XARELTO dose as recommended at the next scheduled time.

+ For patients receiving 15 mg twice daily: The patient should take XARELTO immediately to
ensure intake of 30 mg XARELTO per day. Two 15 mg tablets may be taken at once.

+ For patients receiving 20 mg, 15 mg or 10 mg once daily: The patient should take the missed
XARELTO dose immediately. The dose should not be doubled within the same day to make up
for a missed dose.

Pediatric Patients

- If XARELTO is taken once a day, the patient should take the missed dose as soon as possible once
it is noticed, but only on the same day. If this is not possible, the patient should skip the dose and
continue with the next dose as prescribed. The patient should not take two doses to make up for
a missed dose.

-If XARELTO is taken two times a day, the patient should take the missed morning dose as soon as
possible once it is noticed. A missed morning dose may be taken together with the evening dose.
A missed evening dose can only be taken in the same evening.

- If XARELTO is taken three times a day, if a dose is missed, the patient should skip the missed
dose and go back to the regular dosing schedule at the usual time without compensating for the
missed dose.

On the following day, the patient should continue with their regular regimen.
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2.6 Administration Options
For adult patients who are unable to swallow whole tablets, XARELTO tablets (all strengths) may
be crushed and mixed with applesauce immediately prior to use and administered orally. After the
administration of a crushed XARELTO 15 mg or 20 mg tablet, the dose should be immediately
followed by food. Administration with food is not required for the 2.5 mg or 10 mg tablets .

Administration of XARELTO tablets via nasogastric (NG) tube or gastric feeding tube’ After
confirming gastric placement of the tube, XARELTO tablets (all strengths) may be crushed and
suspended in 50 mL of water and administered via an NG tube or gastric feeding tube. Since
rivaroxaban absorption is dependent on the site of drug release, avoid administration of XARELTO
distal to the stomach which can result in reduced absorption and thereby, reduced drug exposure.
After the administration of a crushed XARELTO 15 mg or 20 mg tablet, the dose should then be
immediately followed by enteral feeding. Enteral feeding is not required following administration of
the 2.5 mg or 10 mg tablets .

Crushed XARELTO tablets (all strengths) are stable in water and in applesauce for up to 4 hours.
An in vitro compatibility study indicated that there is no adsorption of rivaroxaban from a water
suspension of a crushed XARELTO tablet to PVC or silicone nasogastric (NG) tubing.

Administration of XARELTO suspension via NG tube or gastric feeding tube: XARELTO oral
suspension may be given through NG or gastric feeding tube. After the administration, flush the
feeding tube with water.

For the treatment or reduction in risk of recurrent VTE in pediatric patients, the dose should then
be immediately followed by enteral feeding to increase absorption. For the thromboprophylaxis in
pediatric patients with congenital heart disease who have undergone the Fontan procedure, the
dose does not require to be followed by enteral feeding.

An in vitro compatibility study indicated that XARELTO suspension can be used with PVC,
polyurethane or silicone NG tubing.

2.7 Preparation Instructions for Pharmacy of XARELTO for Oral Suspension
Do not add flavor as product is already flavored (sweet and creamy).

Reconstitute before dispensing:

« Tap the bottle until all granules flow freely.

+ Add 150 mL of purified water for reconstitution.

- Shake for 60 seconds. Check that all granules are wetted and the suspension is uniform.
+ Push the adaptor into bottleneck and recap bottle.

+ The suspension must be used within 60 days.

+ Write the "Discard after" date on the bottle and carton.

Dispensing Instructions:

+ Dispense in the original bottle.
+ Dispense the bottle upright with the syringes provided in the original carton.

Store reconstituted suspension at room temperature between 20°C to 25°C (68°F to 77°F);
excursions permitted between 15°C to 30°C (59°F to 86°F). Do not freeze.

It is recommended the pharmacist counsel the caregiver on proper use. Alert the patient or
caregiver to read the Medication Guide and Instructions for Use.
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Drug Name Category
F—2 N7 VT DLHH rivaroxaban C
(2021 4 4 H )
2% . OB

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category C :

Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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