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(ERESMETHRREE)

EREE MRS EREDRAER C+ORA6H - £z
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2. 22 (ROEBEICIFTRSULEWVWTE)

2.1 AFN DR UBBEEDBEERE D H % BE

2.2 ROFH|ZRESHOBEE  YEY R, TLI¥ I VEA
B - BKHTAY - AV TUELTVFEY Y, D
RO )LIF IV, AFLIINLIAMY Y, TR
FU Y [10.1 2]

3. #8RY - IR
3.1 #8R%
Hi7E 4 TLINA I A%E240mg
BRI LFILEEIL
g oo e 240mg
BEtLO—A, ZuAALAa—AF Y
Th, RERY, BEEKTAB. AT7Y
I VEE TRV LA. e TaXa—R, BT
vy KR, NI T REF Y. BEET
Bitsk, HLFoNay
3.2 "WEIDMHER
HR7e4 TUINA I A%E240mg
A - iR FEHEE - 74 VL a—F 4 V75 - EE
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£#% 1 16.5mm
5512 © 8.5mm
ASiZ BT
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HE #1618mg
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4. WREX (TR
TERICBIF BT A b A HOD A )b R EEAEDFEAEHNH
O EfESmErbiasiE

O [l
x5, MHEN [FFRICEHET D3FR
(fEEsTHE)

BRELDAORSBEEE 2N RICAR OGN R etz
A9 % B PR AER T M L T Lz

6. BENUHE
BH. RAKIE LT ILEEILE LT480mg#% 1 H I EFEO#E T
b0 YUUARY VEHABRETHHEITEILTILEELEL
T240mg#z I H1EREO#ET %,

7. BERUHEICEET 23R
ok (HREHE)
7.1 §EAl S EGTHISEM OB T OB THAT 5 2 LA TE 5,

1=

PR SNEAICZ. AFlOKS2HIEL, Y1 M x4
T AN AT BIREE., WY EETSY 2 &, [17.1.1-
17.1.4 28]

(EfEEMmeHntEiE)

*7.3 FEEMHHEBEOBELH?» 5 BHE%Z28HEE TEHER
ELTHRERBIBT A2 L. HEHEIE. BEOY A MR
Oy A INVABREDORIEY A7 2 EZE LN 5., BiE%200
HEfTxB®%RETAHZ &, [17.1.1, 17.1.2 ]

*x ([HESTEHE)

*7.4 BHEBREHI VKRS 2B L. BEHBEIZ. BEOY A R X
AT A NABRIEDOFKIEY A7 2EB LEN S, BHE
200HEET2H%ET S E, 727L. LFLEELIEE
ICHF 2N LTHERT 5720, BHEEZICHEEESRZE LR\
& MFETEEP LRTL2BZNS SN 6., BE5AHR
ZEEICHRIT S &, [9.3.10 16.6.2, 17.1.3, 17.1.4 &
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0. BEDERZEIHEEICHT IR
9.3 frgseEEERE
9.3.1 EE (Child-Pugh£#aC) DIFHEEEEDH 2 EE
LTVEELOIMBEHBEEN LRI I2BF0NH S,
[7.4, 16.6.2 H&]

9.4 &hERe =BT &
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HMLH B &2 HDICHB L. AFIEE R R ORARSK
TH—EHEIEY) 2T 2T BTS2 L, [9.5 &
]

9.5 iHiF
R AR L C W A ATEEE D & 5 et icid. KRR S DH
WA ERYEZ LR SHRT SN BIGEICORRE5TH T &,
ERRFPICAF 25T 50 KEBSHOBEPITIR L 7235
Bl KRR EIC L2 EHFEEESECLIAREEF L L
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9.7 INR
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10. 8BE{ER
LT LVEECLVRERT A VEHXERYRTF FIB1/3
(OATP1B1/3). P-#%&H (P-gp) &UUDP-ZL7ua) ¥ )L
NS5 AT7x5—¥1A1/3 (UGT1A1/3) ORETH B, LT
JVEEIVZCYPIADKEBHRIER 2 REMEA . I NI FIE &
H (BCRP) RUOATPIBl/3DMHEERZET 5, £/, L
FILEELIZCYP2COK U'CYP2C1 9D FHE/EF #7463 5 A BE
HhH 5, [16.7.1 2]

10.1 AR HALBWI &)

HH 2% HEARREIR - $EE SR W - fElRA 7
YEY R (F—FHICED, EEYRDO|ILTFLEELOHA
v ) miEhEEA EFELJICED., CYP3AN
[2.2 28] QTEERVLEBRAREHESN S L FHlS
RZFIEEITBENS Nb,
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HHB% HRREIR - $EE A W - fElRE 7

CYP3AOEHE |ftHICEYD. ThoDE| L FLELLOHHHE
Zz =) FHlomEERRES ERTICED . CYP3AN
F=Iv BBENNH B, [HESN & FHlE
AN ns,

[16.7.2 2]

R)arv—n
[16.7.2 2]
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V=L D MR AV
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. M7 2= b1 i
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SNpEFHSNS,
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I2& 0. OATPIB1/3
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ROHEEICIZ, 70
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[16.7.3 2] ADMAEBEN LRI B(I2&D. CYP3AD
BENDDH B, [HEXN S & FHlS
LT LVEEILEDOH AR N5,
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11. BIfEF

ROBWERADPHS5DONB I EPH LD T, BEZTFITITV,
EEDPRD S NIGEIIGEY 2 AEEITS Z &
w4k 11.2 ZOMDEIER

19%2 1 5% 1961t
sk | R MY > NRIESE | H IMEBRBAE g Bk E
Bl b, TR, MERE
RS HEBE
sk | [ PRAREL A I ER A ek >

14. @R LDER
14.1 FFIZAHRHOER
1411 PTPY — b O R L. IRABEAICPTPY — M 5H
DT ESERT I L,
14.1.2 PTPAROEFIIPTPY — b2 5BV H L TIRAT 5 &
SRBTHI L. PTPY— bOB#MICE D, BLHiAEH
HEEREARTA L, BICEEAEB T U CHERRARS
DEETAHEZHRT 2 LN DH 2.

15. ZOHDER

15.2 FEERIREER ICE D < B3R
YR (Z v b) IKBWT, FREE MBS EEE DR
RBER (702X CHATTO240mgEO#%S5) D3
B EOBBERE CHEHBENE (BHEOLE. BTROKEME,
BrOEHEET, REBTRIEROEM. ZRENDOHE
E) PROLNz. Ty MERBHICHT 2 EHEERTOR
BRI, BABBEREIARECH . YT ARTYILT
. BcBY 2REHAE (BRBEROZNTNS. 7ERY

3.5(%) X THEADOE

IEBD NG o7z, EMHEREBET

WL TIVECIVICHEE L RS2 TRB T 2T RIZERD 5

Nz -otz,

16. EMEIRE
16.1 MePRE

16.1.1 f2ERAIA

AA AR A LI L 7 ILEEIL240mgh) % 0'480mg % 228
BEEROKRSG LD, LT ILVEEILOEYBE S X -5 %
KUIRT . LTIVEEIZ, $5#2.25~ 3. 0085 H T HRm i

WEICEHEL, 0%, ZHEOMHEZR L.

LTILEEILD

AUCo-»ld. A&z EE2 EFE2RL7.

#1 LFILEUIL 2 EEBREEORS L BOEYEE ST X —5
Chmax AUCo-» TmaxT t12

RE | A% (ng/mL) | (ng - hr/mL) (hr) (hr)

. 10,800 61,800 2.25 9.96

) 4 4

240mg™ | 6 | (o6.6) 43.1) | (1.00-3.00) | (23.5)
asome | 6 | 19600 180,000 3.00 9.66
& (30.0) (35.1) | (3.00-5.00) | (37.2)

ST (TS < BB (%))

TR ()
—2_



F72. BAAMEERALEC LT ILEEIL480mg 2 KIER DK S
L7zBE. AUCo-24n: % U Crnax D E A LI HE D < BRI, Z
NZEN0.97KV0.94TH > 7z,
16.1.2 EESMEMMREERE

[ IS MR A & 3506 (5 5. HAAFME e
BE2361) o/onimEERLTILEELVEBET -5 20T,
RREE ISR B RE AT % 206 U 72 . H A N RIRESE MR AR el
LT LEELE2480mg. KUY 7 uaARY ¥ a2 RE5T 585
HIELTILEEILE240mgTIHIEREO®RS LIZEDO, LT ILE
EILOEFREIZE T BAUC 240 % E21RT o 55 MAHEPEILF
B (00135%) RSN -BBREOBA T, —H LIAMEN
IRENTBD., SHREFRICBI2BBERIC, BRNZEOVIEER
Hohghro7z,.

2 HARARMEEMSAMEEHEESEICL T LELL2480mg. KUY 70
AR ¥ EGRABET H5E1ELTILVELEILE240mg T H 1 EREO#
5 L7BoOEFEREICEB T 5 AUCo- 2400

AUCo-24nr ™ (ng - hr/mL)
HE5T51% T4 B IcE <
Bl EAERB] B (%)
480mg#E %5 13 42,390 32.0
Y7 uARY VB
240mgfELI S 7 66,450 19.5

THARARES MRS EEEOMERL T LECVBET —Y 2 A0
RHEMSEMBRERRMT > 518 5 172 AUCo-240e DR A R HEE E

*%16.1.3 BiglEEE
HAABBEEEICLTFILELL2480mg Tl H1EREO®#S Lz
D EFRIEICHE T HAUCo- 2402 F3ITRT o

#3 HAABTBHEBHZICLFILELL 2480mg Tl H I EROKRS LB
EFHIREIZB T B AUCo-240r

AUCo24n ™ (ng + hr/mL)
575 —_ AP IcE o<
Bl% SR SE] TR (%)
480mg#E %5 21 156,000 47.3

THAAEBHEEZEOMEH L FLECLVEET - 2HW0n: ) v ar)8—
N A Y METD 515 5 7z AUCo2ane O HEEH

F/. NEABBIERE 2R E Lo EIHEENRE (002iK5k)
THRONZBBEEOHFE (AUCo24n - 14,300~259,000ng * hr/
mL) Ti&. —BLzaEIRSNZ,

16.2 IRIY
LMD BRI 2 5. BAAZGORERAIL. LTILVEELE
240mg® » 5480mg D& THE LD, LT ILEE L O
NAFTRATEY T 41, Ko4%EHES N, T2o HEAANZE
oM MR 1. LT LELIL480mgZ 1 H1EES L
7ZBO. LTFILEEILOMERIINA A TRA Y T 11k, $35%&
HESNT.

16.2.1 Y 70ORRYU Y DFE

HAANZ GRS MSBIRBEESC, LTLELELEY T
AR CEFHBS LR, LFLEELOMmMEREEDS LR L
7z REMEMEEMT PSS, Y7 ARY Y ELTFILELEIL
240mg# 1 H1EIfHH#S LzBO. LT ILEEILOMRTHINA F
TRAFTEY T 1 1E, H85%ELIHETE SNz,

16.2.2 BEDOEE
SAEINBERRRAZMEIC, @B - mho) —fEEEZICLTVE
YL480mg % BRI G Uz [, ZER S il T, LT
LEEINDCradddF30% LA L7zH DD, AUCEEDLS P57z,

16.3 9
RHEMEM BT 5. BAAZ GO RS MM EEE L
TILVEELZEIRNES LIZBO. LT LEELOEFHIREICBIT S
DHEBOFIEIF. 45.5LEHEE SNz,

In vitroF—% &0, LFILEELIE, b MIEEEICH L. S0
EERLU (98.7%). LFILEL L DI &g (M, /1
#2) 130.56TH D MET L7z IREHA (0.1~10mg/L) TEDLS X
ol
JEERDARED S, LFILEL IR, LE. HE RO
AR TR IS Ly ISR IS LTz

16.4 X8
SHEABREAIL, IRNVETE# LV T LVEE L ZRO#E L
B, s L 7L COVBEME O KEBIREETH D (96.6%) .
FERBWMIRE S D o7z, LT LELEIIZ, UGTIAL/1A3%
ALV rarigagickn, —EEKR L.

16.5 Bttt
RHEMEYBREMENT 2 5. BAANZ GO RS M EEE L
FLECILZEIIRNBES L2, LFLVECLOEFEREICBT S
V7T YA, 484L/hrEHEE SNz, F2. 7 U7 T 2 ADOMEKR
L, 24.6%EHEES N,
SEANBRBEAIC, TNUVETE#R LI LT VEE L2 RO#S LT
B, MHSTEED93.3% xS IS Nze LT ILEEILIEEICHE
Zifke LcERICHRES . DB (6%) &7 VIV ru v Bfas
REe LTt E N, 720 LT LEELOBEIRIZ. bThTH-
7o (2%A:) o

16.6 FEDNDERZHITDESE

%% 16.6.1 BHEEEES
SENBHEEREE 2R E LCBRABET. LTLVELILELH
IE8HMREROHRSG L2k, BREEEE (HERIREEBE
A90mL/min/1.73m2 k) EHELT, LTLEELD
AUCo-24nrld HEE (HELXREEBEH,T30~59mL/
min/1.73m?2) BHEEEREES TIIN1.OGROERE (HEREREIE
AR A30mL/min/1.73m2AN) EERES TN LMEE» o 72,
NEANEBEEEICB T 2 BEREYBEFET» . BE (71
7FZ2 7)) 75 2 AA60mL/minkl E90mL/minski) .
(ZVv7F=> 275 ZAH30mL/minl_E60mL/minAi) &
CEE (ZL7F=>27) 752 AA15mL/minkl E30mL/min
i) OBEHKERELE T HHBREICB IS L TILELELDOAUC
E. ZLT7F =2 ) T T2 AH90mL/minbl b o & Hik
LTENZENLIE L3BROLMEE D - 700 BRI E
3w EBEZLNT,

16.6.2 FTHEEEEES
SLE PR REREES I, LTIV EY L1 HIESHEREROHRS
U7-B8. FFREERZE LT, LT ILEEILDOAUC- 24l
Child-PughHIcE D < &% E (Child-Pugh B) FF#RERER
T3 .65 % V'Child-Pugh7y#Ic D < #EE (Child-Pugh C)
SRR ER TIER3.8MEEm A 5 2. [7.4. 9.3.1 @]

16.7 EYWEEER

16.7.1 In vitrosig&

In vitroT—%7#»5. LTLELELIE, OATPIB1/3. P-gp.
BCRP. UGTIAIKRUUGTIA3OEETH S ENFRBENT,
Fiz. LTIVEEILIE. CYP3AD R RUKAFR 22 HE R X ILFHE
fEF. CYP2C8D I 2 HE/EA. CYP2BODFFEERAEZAT
BT ENREEINS, £ LFLEELIE, BB SV AR—
% —Td5P-gp. BCRP, HIHEEEHXAR > T (BSEP). Al
HR#EES (MRP2), A7 =% +5 > AR—%— (OAT3)
ROFFEDIAA NT > AR—%—TH50ATPIBl/3DHEEH
*ETHIENRBEINT,

16.7.2 BRREYIEE(ERHER
EREMHEERARBE» 6B ON. LT LEEILOEYEREIC
BT HREORER OHHAEOENBHRICKITT LT ILEL L
DHEBIIDOVWTENZTNEAKROESIIRT . [10.2 2]

£4 LTFILVECLOEYEIREICRIT T HHAEOR

L7 ILEEILOERY S RE
B VT A — ACIRSE
e |PPREO| T / Z;)ﬂﬁygﬁgﬂ%%
BGTE| (90%(EHEIX )
AUC Crnax
THEE¥E
400mg | 480mg L11 LO6

TNaAFY - Bifm| Bim o 14
PO PO
200mg | 480mg
A a3V -| QD QD 14
PO PO
v A anssy 7
600mg | 480mg

Bifm| Bi[m| 16
PO PO
600mg | 480mg

Bifm| Bim| 16
v PO
600mg | 480mg
QD QD 14
V77T POT PO

(1.01, 1.23) | (0.93,1.21)

1.33 1.21
(1.17, 1.51) | (1.05, 1.39)

2.03 1.59
(1.84, 2.26) | (1.46, 1.74)

1.58 1.37
(1.38,1.81) | (1.16, 1.61)

0.81 1.01
(0.67,0.98) | (0.79, 1.28)

480mg
NI QD 14

pmgeT| PO
248
K

0.15 0.27
(0.13,0.17) | (0.22,0.31)

SIS

200mg | 240mg

vouz£Y s | mE | QD | 12 211 1.48

(1.97, 2.26) | (1.33, 1.65)

PO PO
a7z —E é% 4%gg 14 1.18 1.11
ETIFIL o oo (1.04,1.32) | (0.92, 1.34)

5mg 80mg

1.02 0.92

570 LA ¥[E | BID | 14

o | pow (0.97, 1.07) | (0.84, 1.00)
HNEADT—%

QD : IH1[E# 5, BID : 1H2[EI#E., IV : #kRAHKS. PO : EO#KE.

AUC : BE#EE50HAEIZAUC«. | HIEEESOHAIZAUCo 240, 1 H2[H

#5085 E1ZAUCo-1200

THREZ24B MO M IRBE (Coanr) ORMIFIGL (90%EEXME) X,
0.14 (0.11,0.19) TH -7z,



U7 7 Y URKES 5 24ABMIRREZ D) 7 7 Y UL TILEY
W RIETHELRT . Coun®D EAFIE (90%EHEXRE) &, 0.09
(0.06,0.12) TH-70

§HAADT—%

£5 HHEOHEMBEICKITTLTILEELOE

PEFEE D ERYBh e
PeFIED LFILE INT A =5 OEAFE L
o | WO g (ot FEotE)
B 5 (90%({ZHEIX )
AUC Cmax
CYP3ARE
{ﬁm@g 2‘(‘§§g s 1.47 1.05
| pom (1.37, 1.58) | (0.94, 1.17)
REAVAFN
2mg | 240mg 2.25 1.72
mE | QD | 16 : '
0 | pow (2.04,2.48) T| (1.55, 1.92)
P-gpHEE
0.5mg | 240mg
e 0.88 0.75
IAE %El o | % 1080,096) 7| (0.63,0.89)
PRI %E
50mg | 240mg
. . 1.66 1.08
YIRARY & %gl gg 14 (151,1.82) | 097, 1.19)
I3z —E Eég@ ‘%’gg " 1.08 0.96
ET7FN PO PO (0.97, 1.20) | (0.82,1.12)
5mg | 480mg
2.42 1.57
FIHY AR fgl D113 (204, 288) | (132, 1.86)
2mg | 480mg
. 3.40 276
FRULA %E %OD 131 301,3.85) | (2.48, 3.06)
TMEREER O A IV ASE
400mg | 480mg
. . 1.02 0.82
TrrREN %E %OD 131 (0.87,1.20) | (0.71, 0.93)

400mg | 480mg
ZNaFy—i L) HE | 14
PO PO
200mg | 480mg
A r5a+Jy-1| QD QD 14
PO PO
300mg | 480mg
RYaFy—n Hi[H QD 13
PO PO
200mg | 480mg
RYary—i BID QD 12

1.03 0.95
(0.99, 1.08) | (0.92, 0.99)

0.76 0.84
(0.71, 0.81) | (0.76, 0.92)

0.98 1.11
(0.82,1.17) | (0.95, 1.29)

0.56 0.61
(0.51, 0.62) | (0.53,0.71)

PO PO
HMG-CoAgTeEE I EH
20mg | 480mg
. 3.29 2.17
7 RUVNZAZF | HiE QD 14
PO PO (2.84, 3.82) | (1.76, 2.67)
FE B3
0.03mg
EE 2 1.42 0.89
TFoLTRLS %gl 480mg (1.32,1.52) | (0.83, 0.96)
A=K 0.15mg QD
NTA RV NG | PO . 1.36 0.95
Hifn| (1.30, 1.43) | (0.86, 1.04)
PO
NEADT—%

QD : 1H1[E# 5, BID : 1H2[E[# S, 1V : #ikRAHKS. PO : ZO#KE.
EE: ZTF=NVIAMTVF =, LNG: LA LT A LI, AUC : B
BEDEHAIZAUC- 1H1E#EEGDHEIZAUC 240y 1 H2[EE G DHE
1ZAUCo-120r

T AUCo1astD It

*%16.7.3 £EZNEYRERETIVICELDYZab—Y 3y
AN ENHERETVICLS Y I2L—varilBLT,
CYP3ARE THSHINT ) LAA2mgZBMIFE Lz TR L.
L FILEENL480mgE O TIE. TRV A ZDAUCIE2.5
EICHINT 5 LHEE SN2, [10.2 2]

%) ARIOAMRE - ARIE. LFLVELILE LTLALE480mg % EO#5 T
HBo B, YUUAXY Y EHARET 2B A, 1H1E240mg
EROFETH 2,

17. ERPRALHE
17.1 BHUERORLECET HHR
(EiEEMmEFHIRTEE)
17.1.1 SMEEEHREEER (0015358
HARANZ E&TCMVILER O R A RS M das (e
RIS NIZBESTOR. > 5 HANEE36H]) 2HHRIC, CMVE
PHEDFREMBI R L OR ek 2 mEdTs & 2BRNELT, 7
7t AR EEAE 2 (L — S MR TREF LU BAER (0017KER) %= %
Uiz, BHEHD 5 BAE%Z28H £ TOMMICL 7 ILEEL480mg
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