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JRFIE (CIEEFEE)

A 50mg, fEH—X, BERA. FKIER. BT ARMZER,
MR Ak, ATFPHIE . BT R
FEHN B
BRI

FELARIE R (GFR < 15 ml/min/1.73 m? 575 ERHT MBGENT I S &) B
A5 (Child-Pugh/y RCHD BE T RMATIEARRBIFFR, FUAHEE Bk
BEMAAGS Gz W ERFI) [ZR3071%]1 TR,

'V B B, RS BN SR 20 (1, 3 P450 3A (CYP3A) I 57
ML, HEHEFES N TR Gz ERFD) (4% EAER L
(250030151 BT,

SERCYP3AHIF
AMEH 15 H
B ifs B 50 mg 25 mg
=5gicy 50 mg 25 mg
I 25 mg ANHEFAT F AR
JFdR A5 2 B 50 mg 25 mg
g 25 mg ARHEFE AR

1. %% . GFR 60~89 ml/min/1.73 m?; H'J¥: GFR 30~59 ml/min/1.73 m?; HJ¥: GFR 15~29
ml/min/1.73 m?.

2. 82 J%: Child-Pugh/HAZ; H/%: Child-PughfrZiB4 .
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TEARIE R (GFR < 15 mi/min/1.73 m? 8(7% B AT MPBENT) Ha b At
TR, AR ERBEFEMH AN . EEEHM (GFR 15~29
ml/min/1.73 m?) HFHAGHIRER: =T —WARIN MR (W LLR30 )
FY W) 4R, #UOZKEHNE R 225mg. EEE#H (GFR 15~29
ml/min/1.73 m*) BF W IEAEE FHBRCYPIATIHIF, WAL A S (S0 (4
YA EAERA T BT,
A5 10 A

EE % (Child-Pugh/r RCH) BE P RIATEA BT, BIHAHE
FIZRBE MR PR (Child-PughZr 2B &3 40 1E 78 1§ 3
CYP3AHIHIF, WIAHEEEHAAR (S0 [ZPHEER]T TR,
NN e
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I PRARES BT R AR A S EIG R A R QT K (S, (%
HEH] U . H2dT B uieH 1 2 %A QT IR I RE K 52 Y /& # B E
FEFE % CATAT SE QTR I 25 WVa 7 O 8, DRI i AT 2 S v ok S 1 52
LT b ¥ K G S NV N VAL I
I L 1 AR L 6 5 R R 078 BB 2 06 T OAB /3%

Kbz DURE b7 e 25456 A e i DO 8 2 (BOO) TR FH 470 2 B
ZiWiaIT MOABE & K AEIRWE B s . — T R, e atImRir i, R
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JE5 06t I BERE B, A BCEEAE PR R DU . IR B S 25076 /T OAB Y &
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MRS WA A I K M, ST R TR S DR, SREGE 2478 9T 1 I LA OR
RE P E I .

EZCYP2D6RM A IR IT K B &

HI T oKH DURE 2 CYP2D6 HHp BEAAIF, LBV /R A E M ]SS cYP2D6 Jik
W5 Kb UL BRI I 4 B ZR R 1IN, BRIe A D AT & 2 I I IR R R R,
SlE SEAIAYE . R e B I EL cypape ARG YT His B 1 25 Wk
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BEA RV R 1T IR R K GG A E, JEERBIGFT. E3hkY Tk LA
YAV i SN E =

KERMERG/RAAF R B TEIESEI T, BRE NS TR EJRBTREH
17k, MEIRZIBAFERE A D KR DIFE0. 104 30, 10084300 mg/kg. 1R
JEAUCHIW, BHAShYI4 5 REALHLMRHEHD (50mg) FHAUCHO. 1. 6.
22809615 . KR REEFAMHEHAMRED (50mg) J&4: G R#E M6, A
WERR/IRAT . &8 BRI % T 8K T AMRHDF &4 5 85 122050, FirE
WAEIR AR RB R BT . IR,

FKRMBEBEAT R B RS, BRE DS TR ERFEOR
200k, MEIRZNGAFRERS A BED KR DIBEEO. 3. 108430 mg/kg. HRHEAUC
FIW, SRR A4 5 Z LN CMRHED (50mg) FJAUCH 0. 1. 14803615
R 4 B 7 Fe A B N MRHD & T 42 5 5 82 14050 ARG AT AR ERAIK, 157
FAERR/MG A RIS 2w R A B M7 E K (NOAEL) , 5 AfAMRHD)
B NIRRT, FIEF N, 45 B YMRHD &~ AR R 366
I, BRAMERSE, REEMD, 1TRERRXRPAEIRT, B RS
T, IR R R A TS KA AP K f 4R 4 .

AT UR TR A B 410 520 R BME],  LLO. 10+ 30E%100 mg/kg/ K Fr 7 & X Uk
PRS2y, VPASKBL DR th AR AR AR 5 R B 52 . AR S AUCHIT,
R4 5 05 2 I LMRHD A& N ARREE0. 1. 612215, BHMAS &R EEA
MRHDFIE FI6REIT, 285 A 7 i F12 1 IR 7L 2 55 T K DU 1) K R g AF o v
WA R PR 58K AMRHDFE R 122650, AR5 B4R A7IE 2%
(92.7%) FHECXTHEZH (98.8%) KAM/MEA Gitt v m LIFEAL, HE 521
RIS I APIEZRAZ R . A 2 H ADAF a0 A B A 25400 . Lh30mg/kg 7
B (NAMRHD & &5 12215) HZ, IWHAEEHF4REHTRYFHEE
BEAIK5%~13%, fH IG5 I FL ) AT PR . iR /K-F-IA BIMRHDJR & T 221%
W, BN RS R A T A AT VB B R
N L3 0 22

MATE A SR T AT B AT e KR FL T A K A7 DL (9 B A REAA I
VIR EEI205 o WHFLIASAF I, AR AR TR U KR DU . R AT IR VT
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kA SR o NFLVE, IF AU E LA W RER A EA R B, REE
2P0 MR BN, Yo s B AL BT B2
[LEAZ]

18 LT ) L2 A8 A b 1) 22 A P R 80 ME R A B A . I I 1o TG A D 208
[(ZEME]

CHEERFE (2 65%) ZIRANRGH G, Kb DU K FHACH P 5K 124
WP (Cma) FIZGHAREE-IF (BT ZE T THIAY (AUC) H5HRERE (18-45%) #
fLhe DRI T 75 R B 5
(2 EAER ]

RSB

Kr WL Z Mg s AR . Kb DLENCYP3A4. CYP2D6. T MifH
BRE G . PR B B A R L AL (UGT). b dkisfkP-FE E (P-gp).
WA HLBH B 44384k (OCT) OCT1. OCT2FIOCT3MIEM . FH A FFHokL A
AEH NCYPREHEAT W FC o, DKL DURE 2 ][] 4 6 (1 C Y P2D6 14 F 2 4171 1)
M, CYP3ARISHHIHIF . R EE KB DL v] #H1 P-gp /T (M 2 5632
PR HE
CYP2D6 £ &1

CYP2D6 A% 22 754 %o K ir UL e - 358 i 3 22 83 (s ma i/ (0L L2513
J1%Y TR, BRI S CAICYP2D6M A 2 KA AR, Rikk
BT Z T T . A 5 CYP2D63 I 71 [5] i 4 F BLZECY P2D6 AR RE 1 2 1
BFEPEAN, TR R,

ZEY T e

FERIRMZ WG ZR B, 3T T 6 I 20 Kb DR 254030 7 % LA ROK
P ULRE S e 25 254030 1 S B BORIE 7S K 22 B2 WA LA PR 70 R A oK
P DUREGZRE By, A& H100mg. Kb DLRE 5 36 FE3& /R AT — HXSUNURE BLA% FH i
FuR KL DU 5 (IR) 160mg.

B oK DLFE X CYP2D6JE A 1 AR H A H I AE F 41, oK hr DR 5 400 ] 5075
FCYPJR T By sl 1SR 12590, CASARE RNCYPIF T H 5l 5% 38 1 I 4 1 259 211
TUAA 2 R A=A I K SR EAEH o
A7 HI 5
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1 B 5 S [N FHCY P3 A/P-gp a1 il 71 B e e iy, KR DLRE R R B (AUC)
T 1.8% . A5 CYP3AM/ELP-gp il )& I J0 75 A A R o (R 3 v 52 433
f5i (GFR 30~89 ml/min/1.73 m?) B42 45475 (Child-Pugh7yZRAZ) £ A
P FEmE . R R . RIFEAR S A S b B F CYPIABRINHIFIN, HEFE T & N25mg,
BH—®, BERH. (W THZEHE]Y UM . HEEH (GFR 15~29
ml/min/1.73 m?) =% ERF# 45 (Child-Pugh/y Z%BZ%) [H I ff FICYP3 A5 31 81l 771
s, AEREEHAS (S0 THZEAE] A BEEFET] TR,

B 7% -FHI5E

CYP3AEP-gpif 77 ] B AR KA DB L 259K 5 . 5987 77 5 1 A 7 i 3
‘BCYP3AEP-gpis S & I, AT REE.

K TESICYP2D6 R I

fi e IR T, K DU XFCYP2D6 2 A B4, 5 F K DL S 15K P
CYP2DOVEPERT WK o KA IR (IR & H —IR 2 IRG A EFEIE R
BV 245 2 J5 B Conax FTAUC 23 51l FH H590%F1229% Kbz DUBE AR H — R £k
241 b ER I B B K 25 2 )5 R Conax FTAUC 43 1 T 5 79% 11241 %

K DU 5697 PR30 2 I LK B4 CYP2DOAR M I 254, b Fll ik gk
ICTUHL R 250 AR Rk 5 D IAmE D A =FRSRGTHAL 2 Can kg |
Ho A IABE D) G P SR (R OK iy DL B 5 R A7 AN A7) B 3 14 1R CY P2D6 i)
S FH If I A
KL TEXT o1& 1IN

K UL ST P-gp i S5 #1710 E fa B G SRS A P, Kz DL W] A P-gp IR )
i 2 B Conax FITAUCH 1 T 15529% F127% 0 St FF U Bk F A ity R b vy o 1) BB
b 75 S AT 7 B L IR A B T L 7 b v S VR B AT IR, R
AR, DRI AR MG RO . A b 5 U (KT P-gp R 470 ik LG in A 156 FH
I8 2% F& K Ar DL Bt P-gp T 7E 4RI A
HEH e/

K DB 5B T R E MR R HED . PR, H ORI e
2 R o 27 1) 52 7 11 Rl 2 2 S5 T P B A LI PR AR DG IR A ELAE FH o G 75
&,

H T 25 ) AH ELAE 3 B oK i DL 2 e B I ] -5 Bk A8 i %
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(& ]

ik JiE 2 SRR 4 52 KR DL B UK e v 1) i 11400mg . %R B KPR 35 A
R OE (1Fl/6f)D FKETE 21004/ 7080 LLE (bpm) (3451/661) .
fe e BB 2 R KR U GRIRIA B/ R300me, FE10K), kS AI4E
Tt M2 ERER T e ok, Bk s st s . AR
ITESRERER SCRRHAYT . RS R, MEMKEE . MR AG BLE
[k R
LRI RAL

SO PIBERL BUE 2 R HR T I PR R 36 PPN 7 KAz DL e
Tl e B VS B B SR B RARG /TE IR REE (T 3. B T IERE N59 %
(18-95%), A BB 730 H72%M28%. 48%1) 52\ K4 %2 it bi i
BZIRTT, 52%M0 2 R WA e 2 S i B A iR . E— 0%, 495
B B2 B VEXT IR 25 (PR @ ZRRERD) YR9T

FEGETTRIEAR A RIEIRHEIREE, (1) WIELRBATT 45 R 524/
ISP 38 IR AR R AR AN (2D IIEZR B3R 97 45 SR B 5 24 /NP 35 HE PR UCE
A . W BT AT RER R AT AR R e TR, KR DU A
HYRERTZEFIH (ZHE2H3).
2 WITARN N FEE ST RN E RET R (LERED)

LR (046,047,074)

BH S | KBS S0mg
24/ NP PR R ZE R B (FAS-D (FEE A7)
n 878 862
AL 2.73 2.71
AH X SR 2R AR AL A + -1.10 -1.49
5 o2z B ¥l E -- -0.40 (-0.58, -0.21)
(95%CD)
plt - <0.001#
24N HEFR IR B (FAS) (EEEAITHER)
n 1328 1324
S AILIEN 11.58 11.70
RN LRI (E 1 -1.20 -1.75
5oz oAl =T -- -0.55 (-0.75, -0.36)
(95%CD)
pli -- <0.001#
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SEFRHRE (mD (FAS) GREFTHdahs)

n 1328 1322
R M 159.2 159.0
AR AR AL I (E T 9.4 21.4
CEY Rk - 11.9 (83, 15.5)
(95%CD
pfi - <0.001#
R GTEE (FAS) GREJTRIER)
n 1325 1323
FLLE M 2.39 2.42
FRT I 2R AR b 3 E + -0.15 -0.26
CEY SN RR e - -0.11 (-0.16, -0.07)
(95%CD)
plt - <0.001#
B4/ PR SR PR R EE IR B (FAS-ID) QREST BRI
n 858 834
R 2.42 2.42
AR 2R AL I (E T -0.98 -1.38
5 2z B A ) E ET - -0.40 (-0.57, -0.23)
(95%CD
pf - <0.001#
24N EHI3R AR IR 2R S (FAS) GREST HHERIR)
n 1324 1320
FLLE M 5.61 5.80
AR R AL L T -1.29 -1.93
5 2z # A A B ET - -0.64 (-0.89, -0.39)
(95%CD
pff - <0.001#
BT EE - MR BER (FAS) QREYTHIEIR)
n 1195 1189
FELE M 4.87 4.82
AR AR AL I (E T 1.25 2.01
5 2z B A ) ET - 0.76 (0.52, 1.01)
(95%CD)
pfi - <0.001*

BRI EFERI046 (WIMARKFIE ). 047 (JEIE[NAD F1074 (BRIM/NAD,

TREIEFELR . PR AFIRRIG I s R IME

* D B AR Gt X (BEHKF0.05) CRETZERE).

# AT A AR S Sl S0 (R EKT0.05) G T2 M.

FAS: &%, TR H. B2 1IRNE B R AWIRTT R IR HH RN
w4, I HED IREL G Vs A HE R 245 R 1 8 .

FAS-1: FASH LI E B LIRRRIE M T4E.
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Cl: KX

R3: RK046. 047FI07435 97T S5 AR ) BB A 97 IR A% 2 IR BT 3 Fe s

AL 046 R 5047 RE074
N kg | TERY Ko L Ko L
ZH ZR EER | R TR

3 R 2R W 3 R 2R Ny REZRE

F50mg 4mg F50mg Fr50mg
24N PR KRB R (FAS-D (EBEE A7 MIERR)
n 291 293 300 325 312 262 257
FEAIE 2.67 2.83 2.63 3.03 2.77 2.43 2.51
Ig;g%z%{% -1.17 | -1.57 -127 | -1.13 | -147 | -096 | -1.38
522 R 2H 15
fH 2 - -0.41 -0.10 - -0.34 -- -0.42
(95%CD)

I -0.72,- | (-0.42 -0.66, - -0.76, -
osvofixr | - | 0.09) (0 oy | T ( 003) | ( 0.08)
pfi 0.003# 0.11 0.026# -- 0.001#
’E24/J\Bﬂzi’3ﬁ%0\ﬁt (FAS) (EE’EAJ?%QHT)

n 480 473 475 433 425 415 426
SR IE 11.71 | 11.65 11.55 | 1151 | 11.80 | 11.48 | 11.66
E;gfgé’%g%% -134 | -1.93 -159 | -1.05 | -1.66 | -1.18 | -1.60
552 R 75 20 15

fH 2 - -0.60 -0.25 - -0.61 -- -0.42
(95%CD)

A -0.90, - | (-0.55, -0.98, - -0.76, -
osvofaixE | - | 0.29) (0 06) - 024) | ( 0.08)
pfi - <0.001# | 0.11 -- 0.001# | -- 0.015#
FHFREERE (mD) (FAS) QRESFIR)

n 480 472 475 433 424 415 426
eI 156.7 | 161.1 1586 | 1575 | 1563 |164.0 | 159.3
Eg%ﬁzﬂ%% 12.3 24.2 25.0 7.0 18.2 8.3 20.7
552 R 75 20 15

fH 2 - 11.9 12.6 -- 11.1 -- 12.4
(95%CD)

I 6.3, 7.1, 4.4, 6.3,
OSWEMRIM | f7.4) fs.z) - §7.9) - §8.6)
pfi <0.001# | <0.001* | -- 0.001# | -- | <0.001#
ERHRBIEE (FAS) (REJTFREEHR)
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R 046 R 047 R 074
. k| TR K Kot I
ZH -3 p EERE | ZH p 7R
3 R 2% el 3 R 2% Ny RS2 RE
F50mg 4mg F50mg Fr50mg
n 480 472 473 432 425 413 426
HLZE 2.37 2.40 2.41 2.45 2.45 2.36 2.41
Iggfgé’%%% -0.22 | -0.31 -0.29 | -0.08 | -0.19 |-0.15| -0.29
522 5 4H 1)
fHZET -- -0.09 -0.07 -- -0.11 -- -0.14
(95%CD
IR -0.17,- | (-0.15 -0.18, - -0.22, -
osfaicE | - | 0.02) (0 oy | ( 004 | ( 0.06)
pfi - 0.018* | 0.085 0.004* - | <0.001%
BR24/ P S R RZE IR B (FAS-D ({AEF aﬁ?‘“ﬁ)
n 283 286 289 319 297 256 251
HEA A E 2.43 2.52 2.37 2.56 242 2.24 2.33
ngggzg%w 111 | -1.46 -1.18 | -0.89 | -132 | -095| -1.33
522 540 1)
fHZET -- -0.35 -0.07 -- -0.43 -- -0.39
(95%CD
N -0.65,- | (-0.38 -0.72, - -0.69, -
oswfaii | - | 0.05) (0 23y |~ ( 015) | ( 0.08)
plE - 0.003* 0.26 0.005* - 0.002
BF24/ NI 3Z AL R 2 FIIIREL (FAS) ({AET &ﬁ?‘éﬁ)
n 479 470 472 432 424 413 426
H I H 5.78 5.72 5.79 5.61 5.90 5.42 5.80
Ig;gfgz;%ﬂ%% -1.65 | -2.25 207 | -082 | -1.57 |-135| -1.94
522 540 1)
fHZET -- -0.60 -0.42 - -0.75 - -0.59
(95%CD
N -1.02, - | (-0.84, - -1.20, - -1.01, -
95% E AR X - ( 0.18) ( 0.00) - 0.30) - 0.16)
pfi 0.005* | 0.050% 0.001%* -- 0.007%
BIT R E A mﬁwﬁﬁgﬁé (FAS) ((REjyy &ﬁ“if\)
n 428 414 425 390 387 377 388
H I H 4.11 3.95 3.87 5.5 5.4 5.13 5.13
Ig?;%z’%ﬁ% 1.89 2.55 2.44 0.7 1.5 1.05 1.88
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R% 046 R 047 K5 074
g HRZ o o
n K KL
S| man | SR SE | mes | S| mes
[ F50mg dmg [ F50mg ' Fr50mg
52z R4 15
fHZ+ -- 0.66 0.55 - 0.8 - 0.83
(95%CI)
S (0.25, (0.14, 0.4, 0.41,
95% BAR X ] - 1.07) 0.95) - 1.3) - 1.25)
plE 0.001* | 0.008* - <0.001* | - | <0.001*
R I3 ﬁﬂﬁ%ﬁ[ﬁ%m¢ eI .

* A 2RI A Gt S (R ZEMIKF0.05) CREEATZ MR,

# HER 2 A LR A Ge it S CREEEK0.05) GEEAT 2 BRI ).
A 2 I AR R TE et 2 S CREZBEMEK0.05) GEEAT 2 FPE A
FAS: &x7p#r8e, PratAThadlnd. 220 GIIE 4R TT . fERLL XA HE R

BAR, I HEDVREL G VISR A R

FAS-1: FASHFELLIDFHH B/ 1IRIR AR FLEE.

ZRMEH

KA DUFESOmgRE H — K, AR — NI ] RS54 08 I A 2 By sokk 4k
BA BRI M. WAL FETEX R KIS SR, TR TR 14

Ha s .

BRI 15 R B IE IR EI K
FE=TOMI2JE IAE . 2

IUREREH

7% R IO I PR 6, OAB B 48 F K 4t

52 BRI AR LU A 23 Gt m s
BEF R B L G T B2 WG /T HIOAB B E #9973
WG A 2 52 D R AR 0 2 1 e B 2 U6 T IOAB R & IR I T 2k tk4h,
Ker DR T BEAE B F7 RO EE IS 1 L Es B 25 018 T T (M OAB R 6 AL
WM RS (178-CL-090, FIEHEEE)

IR, AE R AT G A T B AR B WA T i S NAE IR R 5 T

— WOV BN WE R IR 2 G T PRI PP AT 1 oK L DR

SRR AE N s Bt o B VE BhE FR g (R 112603, A HE34400 4 [H B Jr
G R 2e Ak

o LIMEEARNFEA R

g5
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F SRR CH B BRIV I AE24 /NS 2 PRIRER A8 A0 2228
FUL UKL DU R F SOmg2H 73 51 h-1.69F1-2.12. Khir DIBEZERE i SOmg 4
Az B R R IEXIE 2 (95% CD N4-0.57 (-1.04, -0.09) , 54t
B (P=0.019) .

o fPELH NBEA R
gL

FEYTRERIR (B BRI WL 247/ NP HE R B 3578 40D

TE 22 BRI ZRUK AL DU S 8% 1 50 mg 43 5l 4-2.161-2.90.
(23]
ZEAIER

KL DUBE e PEVERS B IR 3R 2R zh v, GBI Ve T2, (RS bk
ST LA B
BHEA
WAL R

Khr DURE AmesiI6 . A& ]I bk 200 S 0 pA g AR 00 . K BRI IR0 45
RYBHYIE.
A A

Kehr DURELE BT B /K R RE AR N A S5 2800 2 T e R N A9 77
MRHD&196%) KX A F A S50, 300mg/keifl & ] WEMARE (FL4E
FETS. IHBNAEIRRAR. KBTS Y. JH. EEL. AESESRRIO UASE
FAAE K . SRR IR B AR IR AT B PR

ME P K BRTE 38 B TR U A 45 T KB DU, 100mg/kg A B3] & m] L BAH B Ak
HOEBUR, BORME IR A 5. 300me/ke I AT WAETE JRAF IR E . B
T HE SRS EERAL, R LR AR SR
AR R A s IEUR R 45 T KB DLRE, 4> 5 2% % SIS MHRDI)36fi 1,
FEA WO IERTE (5K OBEIER) . BEAh, 4 B B R E X FIMHRD
(11405 I R PRI (Rt ARG AEN G 25 2R 283 .

KR A 5 5 H S IAMHRDIFI2265 0, 0] 0L RT3 (R B A VR F s CBOR
W, EWEER, WE. FEEREE B AR ) . TR TR R ] RS
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TPk A SR B0 B T 2@ I B - IR 2 AT A T 0

KRG Y JGa/NF, B A VA B AR AT o0 R AT, HREL
IR 1. 74
HUw

Kb DUBELE K BURV/INR P AT T AR 4 DA 2580 MR e . e KR4S
2R N0, 12,5, 258050 mg/kg/oR,  MEPE R BRI A A ol £ /0N B 45 24500 B0
25, 5085100 mg/kg/ Ko K EFN/IN BROK AT DLRE 4> B 2 5 5 7300l 5 T A\ S0mg 1) &
P2 (138~45 15 F121~3843%, A WL 7 (I Bue 1 .
[ZR3075%]
T

fil SR DK B IR, KA DURR AR, 245K BE 13-4/ NI TR A
208 A2 )R B2 H 72 Smghh F1929% T e 2 71 8 09 50mg i 1935%. £ 71 & Vi [
W ComadFTAUCHIE 38 0 e A S (14 70) & v bl o E A S5 A o 52
Frh, Kdr DR N S0me T £ 100mg (FFE2ME) I, Coad FTAUC24073 591 T+
2. 90012.64%, 1 24 K i DL FE 57 B A SOmg T E200mg (FF 465 ) B, Coadfl!

AUCoun 7 Al Tt 8. 4M16.50% o Khr DUEERE H — k45 2, TRNBRIREKRE. &
A I 2 R 2 09 R 2 R (A
e/ GEAL

WA S E MR B E IR, A KB DU Crax FHAUCST I BEAIR45%F117%
SRR & A AR A B, TSR AL DL Cna FIAUC 73 31l BEAR 75% F15 1% 3222111
A PR ARS8 72 2 B BN BE ERES TR AR B DLBE, 45 RAE Sy 2 G 3. 1E
W CRAEFE SR FRATOIRRARRL, &GS TAMN, 4 5RIEsL

HZ AR D IR o Al P 7 7 oK s DL
]

d\

K WREAEAR A AT 2. RaSAEMR (V) ZIN1670L. Koy NEES A
M EALEE (A71%), TR EFo-1 BN & E 2 BEE AL, K TR ]
AT LA A o ARSI R, ZLAHH PN COR B DI EE LL I 3R R 40 245
WAL

K DU 22 2 Mg AR, R EEAL. AL, (CEED AR LA
M KA o MC-OK i DL I PR E 45 24 s U A AE ) 1 B OB DU . A
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M3 FPAELE PR 2 B, S0 AR B AR R T, i) SR R
RI16% 1 11%. X LAY 24 B 0 Pk

TRAEARSMRIR 25, I PRAH IR FE R B2 DB 22401 HICYP1A2. CYP2B6.
CYP2C8. CYP2C9. CYP2CI19FICYP2E1Z: 41 il {2 K P450Ks i 3% P, IR K4
DURE 5 2 bR e AR 24 P 6 I A K AT Re i S AR . R B DL BE X
CYPIA2B{CYP3AW A - FAEH o Tt KAL W IR EASHHOCT/ 21
B

BEARARIMA I HE/RCYP2D6MCYP3A4S 5 K f DL [ AL AR M it 7, 1A A
IR 25 A TR FOR F) TR/ HE AV BRI R v ke /R G PR . A A 25 4k
16 2 7RERCYP3A4FICYP2D6 LS, 1A T BEAEARER B AMUGTZ 5 K 4 UL,
B AR T RES 5 AR
CYP2D6 Z &1

Xf T 2 R g I CYP2DOEY (H BLARE CYP2D6#ID AR A K )
fERERARE KL DL R F 160mg B T 245 P2 Conax FTAUC, S5 ELACH R
TP 2 R T 14%119%, R WICYP2D6 % 22 A5 P X K dir UL e - 44 1 9 2 7%
B MR N o K DB FUIAS 23 5 C 50 i CY P2D6 4 il 71 & A5 AH HAE H
P A BT I e T 7. K DR 5 CYP2D6AM 15 A I i 8 H T-CYP2D6AX i
AR BN T &
PEIEH

MARIMIETERZF (CLiw) £IN570/h. ZREELEER () 21850/,
BiEkR%E (CLr) Z9A13L/M, 29 HCLul25%. B R KHL D FE 3 22 i H
NG E BN IR ANERIERE o KA DU Y 25 28 PR A HEHE S 70 B AR M, AR
T YE B 296% (5 K25mg) F12.2% (F:K100mg) . fd B & 8 Ik 160mg
MCKPL IR G, 2955%TBURE T PRI BT, T 34% S (E I, oK
W 5T 245 o PRSI VE1R145%, Ui BEAEAE A A o S TBURNE 1 K8 43 ok
P LR JF 2

e
ZHEERE =65%) ZOMAZi G, KA I EE K ARG D) ) Cmax 1
AUCHFERWEIRE (18-45%) L. RIHA T EAK Y 08 1 #55) &
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LA SZ IR I Cnax TAUC L 53 M 320 3 151 £940%~50% 0 Crnax MTAUCHH) P 531
75 S R T EERT AR R FE B 2 SR F s R S R AR 1 3 R R
B

Kehr ULRE (R 254K 80 )1 AN PR
NE kvl

B4 (eGFR-MDRD 60~89 ml/min/1.73 m?) {5 /8 & U K 4
TFE100mgf5 , “FHICma FMAUCH 5 T fi6 1E & (1) 25 I8 35 A b 23 51 T =1 6% 131 %
i E EHi7 (eGFR-MDRD 30~59 ml/min/1.73 m?) )58 & Crnax FTAUCS 51| T
F123%F166%. HEEHi5 (eGFR-MDRD 15~29 ml/min/1.73 m?) &R #F
I Crmax FTAUCH 5T+ 15192%F1118% . TEAKHIE M (GFR < 15 ml/min/1.73 m*8%
BT MBGENT) B R BT I KL DR 5T
iiE1245]

BIZ545 (Child-Pugh7y A ) E R B R K Sz DI 100mg 2 )5
- I Cnax MAUC 5 H Dy i 1E 5 1) B S A L2 T 8 9% A1 19% . Hh B2 5477
(Child-Pugh%3 ZBZ%) 11 EIEH T Croax TAUCH I T+ 55 175%M165% . (E &
4547 (Child-Pugh/3 2% C4%) B3 R R IEAT I K b7 T EERT AL .

AR 2530 1 %

Khr UURE 22 % 1 25 mg Bl SOmg 7 r [ i e 25 J 8 v S5 i A0 22 71 LU IREG 24
LT

P IEDIRAS T HFR R O RCK DU R 25mg J5, K DB i s I A,
YU L 4 /NIFIRIEEREE, Crnax ¥9MHM 9.701 ng/ml, AUCaan BMEH 64.093
ng-h/ml, ti233{E4 40.3%h;

RS T SR & DROK R IR S0mg J&, KL TSR IR,
BY G2 4 /N IRIEREE, Cma BN 37.125 ng/ml,  AUCo4n $1E N 208.489
ng-h/ml, ti2 338K 41.3h,

EZili¢

BEE A T 2 E DK R DR 25mg, Ko DURE g s IR, 7E45

ZjJa 8 RINIAFIFaA . AR Crnax Y2 8.236 ng/ml, AUCaun BIME A2 98.964

e
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ng-h/ml. KF7 A FEASHT Comax F1 AUCoan 23 & ZFIELE 2555 1 K Conax F
AUC2n %) 1.8 F1 2.9 £i5;

B AT N 28 DUROK R WU ZZ R 50 mg, Kbz DUREBORGER YL, 245
25 7T RWNIEEIFRE . FaEH Cra3IME 2 32.590 ng/ml, AUCan FIME & 320.987

ng-h/mle KFr T TA RIS Coax A1 AUC2an 73 H 2 ZFIELE 255 1 R Conax M
AUCoqn FI%] 2.3 F1 3.1 1%
Qa9 |

B4, 10-30° CIRAE -

(R3]
AR B, 25mg: 10 F/&.

AR B, Somg: 10 H/&, 30 K/

[HR]
36 M H

[$ATHrHE ]
BE 2 S AR A 7X20160189

[t#ESC S ]

25mg: [EZG5HEF J20180018 50mg: [E 251E ¥ 20180019
[ 02 myEHES ]

25mg: H20171305 50mg: H20171306
[Zm B A A

4 FK: Astellas Pharma Europe B.V.

FEMHAE: Sylviusweg 62, 2333 BE Leiden, The Netherlands
[AP=4lk ]

ANk #FK: Avara Pharmaceutical Technologies, Inc.

EFEHAE: 3300 Marshall Avenue, Norman, OK 73072, USA
(B3 4]

% FK: Astellas Pharma Europe B.V.
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ALEE]Hitik: Hogemaat 2, 7942 JG Meppel, The Netherlands

Cipainl|

Ak A4 FK
SR
M I G 5
CENRRSEER
e L FHY:

ZRRRAZG (hED AIRAF

TEBHZBF BRI KX 10 58 6 1 35

110027

400-0856-799 (7 fhigsil)  (024) 25814488 (T.J )
(024) 25815211

KAL) CRED FRAH
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