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A SRR EEEAK F (25mg #ikg) BOR G A (50mg Flk%), FRa
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JT o
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ELAAIAE M (GFR < 15 ml/min/1.73 m? 8¢ 75 ZAT IMBGENT I B D siE
JEIFH4% (Child-PughZy 2RCH) & FREATIE A M T, RIS Bk &
FEAAMS RS0 EEFI) (2480 7%] TR,

B B A R, AR BN A SR 4E i (5 3 P450 3A (CYP3A) il 7]
M T, HIERENES TR GEzs 0 EEFEmI) (2498 EER ]
(287151 BIUF).

SECYP3ATIHF
AMEH 155 FH
B B 50 mg 25 mg
o 50 mg 25 mg
T 25 mg ANHEREAT A i
5 RE 50 mg 25 mg
W 25 mg ANHEREAT A i

1. %% : GFR 60~89 ml/min/1.73 m%; T J¥: GFR 30~59 ml/min/1.73 m? EJ¥: GFR 15~29
ml/min/1.73 m?2.

2. 8. Child-Pugh/HAZ: W EE: Child-Pugh/r Z/BZ .
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R ENRLE
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AT, K AR R B EA AR EEE S (GFR 15~29
ml/min/1.73 m?*) BFHHGEARA R, FET W =R (20 (244837
21 DR R, BUGZREENER R225mg. HE P (GFR 15~29
ml/min/1.73 m?) FEE W IEAE HIRCYP3AFIHIFR], WIAHEEMHAMS (S0 (%
PR EAERT TR,
I

EEEFHY (Child-Pugh/y HCL) B ARMAT A M T, KA
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CYP3AHHIF, MIAHEEEHA AR (S0 LAY EIERT TR,
v I SR

Kbr DU T e Tk i, iR AR R 4 R iR T 0 1A) e s I it s, Re Sl 2 X
FrmESssE. FEFEME &% E> 160 mm Hgel£F5K E> 100 mm Hg) 24
B B TR
S R UG RAIEQT IR AL K 8 7

RS, RTINS A SR IGRA QTR K (W (%
HEEH]Y BN ). (2l T ER IR 1 A QTR AE K 5 i (8 2 5 E
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BFEERERAE R, WA AMERE SR8 7RG LN 2 7 & IR
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UL MR AR U AR, RESZ RIS KR DU, SRS VR 9T 8 it DA O
B NP E A .
X CYP2DR A IR IT ) B

M KB DU 2 cYP2D6 HH B4 7], SFEI% /R AL E IR B 55 CYP2D6 i
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S s P AR AE A4 P EAT 7000 BRI, AN AT R AT X 2 30 1 2 A DR T X
ZE YA FIAG ) LRSI ] A AR iy, Y87 3R R0 PR 2 1 8 2 B [ 5 A 51
Y SERBHE

WALV SLIHHE, Tt Kb DB A R E 45 R KU T s i AT R
No ATEVEAR ROK B 45 R A K U A SR AR B DA S R S i A7 4 o %
1, 235 R AE T2 88 KR T80 Tl R N AERR 71 (MRHD) {2215 #1114
. BRAREMERER AT BRACR AR RIGFAE, AKX RIRFIET. E3hlik
375K LR I SRR 4 2

RERMERG/REAF R B TR SLg T, BRE NS TR CRIRE TR A
17R, MERZIAFRERS A BAED KB D0 104 30, 100EK300 mg/kg. R
PEAUCHIWr, BHAShY) 4 5 B HIA4LMRAD (50mg) FHJAUCHO 1.
6+ 228096f% . MK BREFELBNFHMRAD (50mg) J54 & REN6LE, &K
WHERG/RaAFE . 48 B EE % T BURT AMRHD & 4> & 2 5 1022 f5 5, JafF
H AR FIBCRECE R AT . R AT,

FKRMGMAT KB TSI, BRE NS TR GRS 6R 25
20k, MEIRZIGAFAERS -G BAMED Kbz DTFEO. 3. 108430 mg/kg. RHFEAUC
HIWT, EhiRkiA 4 85 B HEL N MRHD (50mg) FHJAUCEO. 1. 14836
5. MR¥E4 5 2 FRE B N AMRHDF &N 4 By 52 55 1465 I8 K AR IR A4 = [ 1K,
B ARIRRG/ A R SR B IRA R R S &7KF (NOAEL) , 5 Afk
MRHD# & TR &K, FEFmn, 4588 SMRHD & F A4z
FEM3efirhy, BRAMERSE, MR, TREREKAHAELREE, RiFE
TIRAERTE, FFEIRTRE LS KA AEAE R 1 .

HUE GRS 7R E 0 i 520K 3HE], LLO. 10+ 308%100 mg/kg/ 7% 77 &%) 4k
UK R 2, VPASKHL DU H AR BT AN H 2R J5 R B HIREI . AR 4 AUCHI T,
4 5 5 R A WMRHDF & N AR ZFEIO0. 1. 6712215, BHAS B3R EE N
MRHDJE IO RE I, 25 E 4 5 i A2 1R I 7L 5 T oK DU K R ST Hh o]
WA R BRAE . 2 FR7KF IMRHDS & R 122650, AR5 EB4RYMTFAFIEH
(92.7%) AHEEXSIRAL (98.8%) KAM/IMEA it~ CHIFAR, HiAE)E21
RIS GIF AR A Z M AR D A A R A2 520 . LL30mg/kg
& (NAMRHDE F #5122 HZAR, MHAEH4REETRGFINE
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BEAK5%~13%, AH LI LA BRI Bk /K-F-ik 2IMRHD & T 1221
W, BN REEEILT R EA LW TAAMAT NEAE TR
e LR A 22

AT A AR A T A3 B N FLTT o BRI A oKL DL (03 B S B4 1
ZIRFEII205 o WHFLIASIAF It . FEARTE A A I BOK B DURE o 3 AR 3EAT 150 VP
A ST NFLI i i s 20 AL 00 43 Wb sl 3 ey L 138 LI e . T
P A ST o EE NFLE, IF H PR LA W Re R A B RS, B RS
IR B B, P 4 1 FLEUE R FH 4

[JLERAZ]
18 LN JUFE A FIAS ft (1) 22 S VEANAT RO ME R R WA - R 1 A DR B
[ZEHA]

ZHEERE (2 658) ZMAMRGH G, Kb DU & HACH Y K L2y
IRIZ (Coax) MIZGYIIRIZ-IFAIIHZE R (AUC) SHERERE (18-45%)
o DRI T 7 B T
(M EAER ]

AN ]

K ML Z Mugtefeis AU . K4 DL NCYP3A4. CYP2D6. T BtiH
DREGEG . PR BRI R IR B RS (UGT). AR RIS AP-FEE H (P-gp)+
WA AL B T84k (OCT) OCT1. OCT2FIOCT3 IR . K AFFRekiiA
FEHNCYPEEHEAT W ST, OKhL DURE 2 ) 8] 4 36 (1 C Y P2D6 14 F i 4171
M, RCYP3ARISFINEIF . VR BE MK HL DL RE W] 3| P-gp /i T I 25438 .
230k G
CYP2D6 EA

CYP2D63E A% 2 45 Mok K DL R~ 35 i S 2 B O sE i 8/ (S WL [254R3)
J1%Y TR D). TR UL S CLAICYP2D6IHI IR & R A M H AR, IRk
BEATIZTT R TE . Al 5 CYP2D6AM il 71 [F] i 4 ] BRAECY P2DOAR Y fiE T 5 272 1Y)
BEPAHR, THRERE.

Zi e a e

FERRN 2 ke By, BEAT 16 I F 290 K hn DURE 245 4X3) 75 2 A ROK

P VLR e 29 254K 80 1 IS IR TS o K 22 3020 WA AR FEATE 92K F K
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http://baike.baidu.com/view/457371.htm
http://baike.baidu.com/view/457371.htm
http://baike.baidu.com/view/400.htm

P DURELERE Fr, A& 9100mg. K DLRE 5 5 F63& R A1 — HOSUNURE B4R FH
FoK KA DR i (IR) 160mg.

B K Fr DL X CYP2D6J ) B A B A FH 41, OKhr DL 5 40 ) 50375
FCYPF) LEG s BRI 254, LARAE NCYP IR LG B e a7k SR 1) 254 2 [A]
FUHAS 2 R A=A i R = SR AR
B

ik e 75 B 7 [R] IR F C Y P3 A/P-gp s 7 1) 71 Bl e e, oKy DR F2 &2 (AUC)
THE1.84f o« A 5 CYP3AFH/ELP-gp il 715 HI I JC 75 40 & o (HLAR 3 o B2 5 43
5 (GFR 30~89 ml/min/1.73 m*) BEFE 445 (Child-Pugh/r KAL) HE& A
TR . TR L RIS 5 A 5e B 2 CYP3 A SRR, HEFE A5 A25mg,
BH—-W BERH. (W THZEHEY B3I, BEEHD (GFR 15~29
ml/min/1.73 m?) =% E TR (Child-Pughy B2 ) A i {6 FICYP3 A 5% 411 1 71
s, AHERRMAARS (W TERAE] M DEEFED] T0F).

- I

CYP3AELP-gpif 57 AT A K s DUBE 25K B2 5097 77 & 1R A P B
‘ECYP3AEP-gp 5 37 & I, AR &,

Ktz JUERCYP2D6 B

@R G Y, KB DLEEXTCYP2D6 2 H BE ], 45 KR DURE J5 15K N
CYP2DGIE A YR & o Kbz WEEHER A (IR B H — IR £ IRE 2 EFTIE R
AR FH 25 2 )5 B Conax FIAUC S T T+ 190% F1229% . Ko R H — Ik £ IR%
2415 Hh E E B RO 2 2 5 R Conan FIAUC /3 51 T 121 79% 11241 %

K DU 536097 TR U 2 I H KB4 CYP2DOR M 264, Ui A e
ICHIPL ORI 241 CIngi Rk 20D A =FRGHAL L Can ki |
D & R RO, [F KR DR 5 HEAT AR & ) CYP2D6 A
QA LVAL i
K1 TEXT B 15 1 I T

KL DU 2 P-gp I 55 070 o 7E M e B IR A, OKFr DL AT {f P-gp)i )
Hh 52 F Conax FTAUCH 3 T 15529% F127% o 555 T FF AR T A A it A b g = 1) B8
b 75 S AR TR R S B AR TR L o RN I 37 M g 2 R B AT S, O H s
FIE R, DISRSHAER IR R RO . A 5 BUR I P-gp A Uik B AE R HI I
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3 2% FE KA UL St P-gp IS E R 1
HEMIIEH

K DB 5697 IR R FIGE . HRP . Bk, XIS & e
T2 R e R 27 B PR 527 10 R 2 245 45 K P B A LI AR DG (R AR LR . TR 75
&,

HH T~ 250 AH ELAE FH 3 R KR D o 5 384 0 T e 5 Kk e 19 g o
[(ZH)id&]

fi i 5 B A e 52 K hr DL B UK o e 711 i 1K B1)400mg . 1277 B KSR 1A
REFAEFEOE Qfl/6ef) FFKEAER100K/7580 L E (bpm) (34l/645]) .
fE e E I 2 A KBL DB (GRlEis 248 R300mg, FE10K), Fka A4
THire FHZid B RFRER AT s RGO Bt Bkt s el STk m . 25 B
ISR REA SRR . AR R A 25, ROk RO B
[ RZG# ]
B /1%
T

fE e SR DUROKRL DB 5, Kb DUBER R, i 2R FE 13-4/ NI ik WA
75 AR YDA BE ER R B2 Smgh [1929% 181 22 77 N S0mg i 1135% . £ 71 & ¥
N Cona MTAUCHIE I 38 08 A S (14 70) 5 o L9 . ZE BT 53 MR 2ot 2k
H, KB ISR MSOmg TR £ 100mg (FHER2ME) B, Coax FIAUC 24053 51 FF
E2.9M12.61%, T 24 KL DLEE 7 & M SOmg Tt 5 ££200mg (FH 445D B, Coaxfl!
AUCan 73 At 518.4F06.505 o KA MBEREH — k425, TRNBIIRESKE. 1
A L3R 5 e T 2 N BIR 2 R I 5
T IR 1 5

KA 5 R B FI IR, PR DB Coax FTAUC 3 71 PR 45% F117%
SRR & FIN AR I, AT DU Croax TAUCH A1 FEAIR75%A151% . F2 22111
A RIS h 7 E B B EOIRAS T IRAKBL DR, 45 BRI SE 2 &H 2. 1E
Wz CRRETEEE) FIATIDRREARIRL, BES AN, 45RIEsEL
Foaz AR TR 1O 5 IR P HERE 77 & ) oKz DL
Gy A

A WA N AT 2o RS AEM (V) 29916701 KILIES A
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MILEALEE (L71%), FHXEARAMo-1RRIER R A 2R, Kd DA
AT AN RIMRIE, NN CoK B DR B L I = 20245
AL

KA M BEL Z R, BN . (BE3 W% PR A
e K A o MCoR B DL B0 45 24 5 I R A7 A I R R O KRR L. A
ML AP A 2 AR, 500 AR B PR, o) S B R R
16%M111%. X LA TC 245 B2 0E 1

RIEAAR MR A5, i PRAH SRR FE R B IUE A 2541 CYP1A2. CYP2B6.
CYP2C8. CYP2C9. CYP2CI9RICYP2E1%54H g 4 K P4SOM 1) 1% 1, R oK Hir
UURE 5 28 bR i AW 24 P 36 B S K AT R ) S 3 AR . DR B DL RE X
CYPIA2ENCYP3AK A FIEH . Tt K4 AR I K E AL #MHOCT/r T 1Y
2z

BEARMAMA IS RCYP2DOFICYP3A4 S 5 K 4 DRI A AR I 7, Py
BIG g5 R A BoR LR [F] TRETE AN R A2 o prte R P A PR . AR MR B Akt
5 R ERCYP3A4MICYP2D6 LASL, A T BEAHGR AR B ATUGT S 55 K4 DR ALY,
LB AR T RES 5B LR
CYP2D6 Z &1

XF T H AR R R e E A CYP2D6 Y (F MR CYP2D6 D) AR A R Y
AR, Ko DL ERE J1160mg H277 ] 25 5 T2 Conax FNAUC, J3 53] ELAR I R
U320 1 14%M119%, R BACYP2D6 I8 5 22 25 Mk K hir UL e~ £4) 1f 3 2 7%
IR /N o KB DU TUIAS 2 5 T AN I CYP2D6#I il 77 & A= 4 ELAE
UE AR AT IR BE 77 R 7. Kz UL R 5 CYP2D6#M il 3514 F i 5 H FCYP2D6AR
NSNS Sl

BRI ERRER (CLo) ZIN570/M. ZRBEBRFTY (1) L850/ .
FiERR% (CLr) ZIN13L/M, 295 CL0ff25%. B iE B R DR 32 22 il B
N B RN AINERGE S o KA UL R 24 48 PRI I HE T R R AR, AR
fhVE A Z16% (B K25mg) F12.2% (£ K100mg) . {8 5 & I & Ik A 160mg
MCKHL IS, 2955%BUHE MR [EIL,  T1T34% M ZEAE R [ET . Kz DL
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I SR P 245 5 BRBUBURE T K145%, Bl WIAFAEARI o S BUR 5 PR 70 oK
T DU SR B 24

S

ZHRERE 65%8) ZIRHREGH G, Kb DU K& HACH ) 1) Cradl
AUCHERNEIEE (18-458) AMfh. KA FF EAKHE FEUe A 5 77 &
TS

AL S W Cna MAUCHE 5 M 3210 2 151 £940%~50% - Conax MTAUCH £ 531

e R TR SN A PR P S 22 3 A, ERLIMAN 75 AR 1 ) R B )

S5 (eGFR-MDRD 60~89 ml/min/1.73 m?) )5 & 8 U R K i
TFE100mg S5 P Crax TAUCS 5 Ty 8 1E 5 11 8 35 A0 b2 0 =1 6% 13 1%
B 45145 (eGFR-MDRD 30~59 ml/min/1.73 m?) )& H Coax MAUCS) 51 T
H123%M166%. % B (eGFR-MDRD 15~29 ml/min/1.73 m?) & &% F3
Crnax FTAUC 1l F+ 15792% 1 118% . FEZARIH'E W (GFR < 15 ml/min/1.73 m?8 7
TERAT MBOENT) B P AR AT I KR DU 7T
ik

BRI (Child-PughZr AR (1) &8 IR A Kbz DUBE 100mg 2.
J&, “FIICma IAUCS FFIh a8 IE 5 1 B IR E A L2 BT E19% F119% . A 45
5 (Child-Pugh/r B2 1 ESEE T Crnax FIAUC /T HI T+ 51175%F165% . 1E
FERF4R 5 (Child-PughZy 26 Ce) B AR AT I K47 DRI 7L

B AR 254880 715
A DU S 7 2 5mg i S0mg 7 F [ fg e 25 I8 3 r 77 R 25 77 B T IR 24
LoBiilhog

IR T BN DIROKh U2 Ry 25mg Je, K DL R s R i,
U2 4 /NIRRT, Crax 3EA 9.701 ng/ml, AUCaan #1{H N 64.093
ng-h/ml, tip ¥JME N 40.3%h;
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RS T R DR HE DU 228 1 50mg J5, KA DL e e i,
BUG G L) 4 INHRIEIR S, Cmax ¥IME N 37.125 ng/ml, AUCo4 ${E A 208.489
ng-h/ml, ti,¥J{EA 41.3h.

EZili¢

BEE AT T 2005 UK B LB 28 1 25mg, Kb DB iR i, 7E45
ZjJ5 8 KNILFIFRA . AR Crax ¥IME 2 8.236 ng/ml, AUCaum ¥IE 2 98.964
ng-h/mle KA T FEIEFLASHS Cmax A1 AUC24n 73 Al 2 Z IR 2555 1 K Crnax
AUCo4 12 1.8 F1 2.9 %5
AT 25008 DR S D FEZERE 50 mg, Kbz DUERCRGER IR, 45245)57
RNIEFFAE . FEEN Cradd1HE32.590 ng/ml, AUC a3 1H #2320.987 ng-h/ml.
KL DB AZ SIS Conax FTAUCoan 7350l 12 2 77 B 45 245 35 1 R Conax MTAUCan I 4123 A1
3115

Q7300
SRR A L

=BUNA2E BENL. XS 22 BRI BT s RS PP AN 1 K DR H

T eIt BV B E B R B R SR R EEHIT 2. B P RIER 59 %
(18-95%), LA 1 238 43 ) (5 72%F128% 0 48%[1 2R A B2 %2 i Hi 5 ¥
BREYRTT, 52% M 2l BE A 2 3d B de B iR YT . E—BlURE . 495
B R B2 BHPERT R 250 (FEHRR 2 B 2R AT -

FEE TR I3 RHIRHE, (1) WL RIARIT 45 R RE24/)
ISP 381 PR EE AR AN (20 MIEZR VR YT 45 RIS 524 /NP 35 HE R DB
Ao WG AT BER R AR BT BARFR G BT 2B, R DLRE 20 1k
HEW R T REAH (S HER2M3).,

R2: WITERN B EER ST BRI RRET Mty QLERR)

ICERE (046,047,074)
¥ R KL N EESRE 5 50mg
24/ PB R R ZE RS (FAS-D (XFERESITREEHN)
n 878 862
R IE 2.73 2.71
AEE FE 28 AR I 1 + -1.10 -1.49
5 2z B £ -- -0.40 (-0.58, -0.21)
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(95%CD

plE -- <0.001#
24/ FIHER IR B (FAS) (EEE SR R)
n 1328 1324
R 11.58 11.70
AR R AR I B -1.20 -1.75

5 5 R4 ¥ AE
(95%CD

-0.55 (-0.75, -0.36)

plE -- <0.001#
/KRR (mD (FAS) (REITHIERR)
n 1328 1322
FELIE 159.2 159.0
AR LR AR AL I (B 9.4 21.4

5 5 BN AL ¥ AE
(95%CID

11.9 (8.3, 15.5)

pl& - <0.001#
FHRSEE (FAS) GREITHIERR)
n 1325 1323
H 1A 2.39 2.42
FEXT 28R I (E -0.15 -0.26

CEE SRR
(95%CID

-0.11 (-0.16, -0.07)

plE -- <0.001#
F24/NEE S IR R EEIREL (FAS-D GREITRAERR)
n 858 834
HIE 2.42 2.42
AR L 2 AR AL I B T -0.98 -1.38

52z R M B E =
(95%CI)

-0.40 (-0.57, -0.23)

plE -- <0.001#
24/ PHI3FZERAF R SIREL (FAS) (RET 3 H8%5)
n 1324 1320
L IE 5.61 5.80
AHE FE 28 AR I3 1 1 -1.29 -1.93

Y5 2z B GR) AH ¥ A %Y
(95%CD

-0.64 (-0.89, -0.39)

plE -- <0.001#
BT HREE-ARENESER (FAS) REJFUIER)
n 1195 1189
Fee M 4.87 4.82
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FAR R AR A

2.01

(95%CD

5 2z B M 8 =t

0.76 (0.52, 1.01)

plE

<0.001*

CERI A RIE046 (BRI KFE). 047 (JE3E[NAD 1074 (BRH/NAD.
TARIERELR . R AIFIR G BN SR dAMA .
* R 2 R Gt L (R TEK0.05) CRHT Z B,
# AR BRI AR G it 22 L (R EMKT0.05) T2 EHEIFEE.,

FAS: &0, Fradrsanl sl S22 /0 15 XEM R AWiGIT E3Lie A HER
BATR, IF H 2D 1IREEZRF U C s oA HE PRI B 25 R B
FAS-I: FASHIEZILF A 20 LIRIRREE ) T4 .

CI: EfF[X[A

R3: BIR046. 0471074357 G R B E B R 97 MR In AR E T et

RK046 REK047 RE074
v 1 n i
% 2l j'é%;_ R | R jfég% 20 jégg
bl JiivE -3 il - 5] -
F50mg dmg F50mg F'50mg
F24/NIPI R LB BL (FAS-D (FEBESITFRIER
n 291 293 300 325 312 262 257
FLINE 2.67 2.83 2.63 3.03 2.77 2.43 2.51
EROE S R
-1.17 | -1.57 -1.27 | -1.13 | -1.47 |-096| -1.38
PIMET
52/ 5m)2H
HZ=+ -- -0.41 -0.10 -- -0.34 -- -0.42

(95%CD)

o) e ] (-0.72,- | (-0.42, | (-0.66,-| | (-0.76, -
95% A= X IF] 0.09) 0.21) 0.03) 0.08)
plE - 0.003# 0.11 - 0.026# | -- 0.001#
f24/PIEHER IR B (FAS) (XEHESITHIER)

n 430 473 475 433 425 415 426
LA IH 11.71 | 11.65 11.55 | 11.51 | 11.80 | 11.48| 11.66
FH N L 26 A4k,

-1.34 | -1.93 -1.59 | -1.05 | -1.66 |-1.18| -1.60
PIMET
5z B2
HZE - -0.60 -0.25 -- -0.61 -- -0.42

(95%CD)

o) e ot (-0.90, - | (-0.55, (-0.98, - (-0.76, -
OSSR |~ 10000 | 000 | T | o024 | T | 0.08)
plE - | <0.001#| 0.11 - 0.001# | -- 0.015#
SR EIRHEREE (ml) (FAS) (REJFIEHR)

n 480 472 475 433 424 415 426
LR 156.7 | 161.1 158.6 | 157.5 | 156.3 |164.0| 159.3

#1471/3£19151




& 046 R 047 R 074
A} E%g A} Al
J1| I v 1
?‘U RE 2R P ?‘U R SR ?‘U R SR
F50mg 4mg F50mg JF50mg
AR LR AL
. 2 25. . 18.2 . 20.
i 12.3 24 5.0 7.0 8 8.3 0.7
b2 BRI 4
HZET - 11.9 12.6 -- 11.1 -- 12.4
(95%CT)

S (6.3, (7.1, B (4.4, B (6.3,
OSWELMEDCI | 7 | 18 17.9) 18.6)
pla <0.001# | <0.001* | -- 0.001# | -- | <0.001#
FHRESEE (FAS) (REIFRFER)

n 480 472 473 432 425 413 426
FL 1A 2.37 2.40 2.41 2.45 2.45 2.36 2.41
AEX IR AR AL

-0.22 | -0.31 029 | -0.08 | -0.19 |-0.15| -0.29
SLER]
5z R
HZ=+ -- -0.09 -0.07 - -0.11 -- -0.14

(95%CID)

N (-0.17,- | (-0.15, | (-018,- | | (-0.22,-
95% HL{ X 7] B 0.02) 0.01) 0.04) 0.06)
pfH 0.018* | 0.085 .- 0.004* | -- | <0.001%
ﬁzmjxﬁﬂzigi—*vﬁﬁﬁeﬁmﬁ (FAS-D GRESTHIEH)

283 286 289 319 297 256 251
%ﬁai@ﬁ 2.43 2.52 2.37 2.56 242 | 224 | 233
FEXS LR AR

-1.11 | -1.46 -1.18 | -0.89 | -1.32 |-095| -1.33
BET
522 B
(= -- -0.35 -0.07 -- -0.43 -- -0.39

(95%CI)

I (-0.65,- | (-0.38, (-0.72, - (-0.69, -
OSREMERCI |~ o5y | 023y | T | 015 | T | 0.08)
pfE 0.003* | 0.26 0.005% | -- | 0.002%
@24/]\51‘34&&42&)%%5!%0&& (FAS) ((k%f‘ AP

479 470 472 432 424 413 426
%zﬁi@@ 5.78 5.72 5.79 5.61 590 | 542 | 5.80
FEXS LR AR L

-1. 2.2 2.07 | -0.82 | -1.57 |-135| -1.94
Pt 63 °
kv obnlEEks)|
fHEon -- -0.60 -0.42 -- -0.75 -- -0.59
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AL 046 ARG 047 R 074
K | TERZ K Ko L
S 7R e EER | ZE - ZR G
il JiE 3 il ) bl _
F50mg F50mg F50mg
4mg

(95%CI)

o) e (-1.02, - | (-0.84, - (-1.20, - (-1.01, -
SBR[~ 1 ey | o0y | 7 | 030 | T | o)
pfi 0.005* | 0.050* 0.001* | -- 0.0073
BT HEEA mﬁﬂﬁﬁ%ﬁ(m&(&%ﬁﬁ%ﬁ)

n 428 414 425 390 387 377 388
R IE 4.11 3.95 3.87 55 5.4 513 | 5.13
FEX SE 2R ARk

1. 2. 2.44 . 1. 1. 1.
(i 89 55 0.7 5 05 88

k-3 8lEERS)]

HZET -- 0.66 0.55 -- 0.8 -- 0.83

(95%CI)

o) e (0.25, | (0.14, 0.4, (0.41,
95% B 1 X 7] B 1.07) 0.95) B 1.3) B 1.25)
plE 0.001* | 0.008* - | <0.001*% | -- | <0.001%
TR IEHEZ ﬁﬂﬁﬂﬂ[ﬁmm¢ TSI -

* R RS AR R it S (R MEKT0.05) CREHTZ BB,

# A I G2 L (REKT0.05) GHEATZ EHEIFE.

T X R R G X (B TEIKF0.05) G472 EMERED.

FAS: 204, FraATHNL A, B2 2/ D 1RXE R AWiGIT LI A HE RN
BAR, I H B VRIEL G UG A HE R I 45 R R .

FAS-I: FASHUIEZILF A 20 LR IR REE ) 14 .

K D HESOme R H— Ik, 1E55— MRS ) SR A 20, BT ARe e
BA 2R PGB —TEEAL. PR KRR SR, 7 /AT R 148
IIEIT A
B FERIHRAL I BT HT X

FE =W IS 2B R I PR 56 f, OAB R il K4
DU AR H— Kk, 18 LA A e G AR 15 S5 S48 b v 7 96 2 B2 R tR TR A 7 T
52 B AM A B35 gt e N NeE .

BEE B Z AR F LT B B H) 16 )T HIOAB B2 HI)T 8

WA 42 57 o N o 4 32 1 0 3 B 25 YR T OAB R Y R DL k. EAT,
KA DR T BEAT B 197 RO T Ik u s B2 6 9T M OAB & 6 20
WHIFER RIS (178-CL-090, SFEHEBH)
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—WONII2F IBEAL . XUE O ) 22 oo T AR RS TR 1 oK HL DR
SRR R AN e I VR SAE B (JL112601 3, BR34BT E D TR
A RN 22 Ak
o TUHEAR NFEA R
45 R

FETRERRR CH IR BRIV R 24/ NP HE PR DB AR A 72 228
FULH AR VLR LRl SOmg2H 73 7 8-1.69F1-2.120 Khr DI BEZERE F S0mg 4
gz A A R IESMEZE (95% CD N-0.57 (-1.04, -0.09) , A4t
B (P=0.019) .

o hE WA NBEA R
7

- BEYTHERRS (HIELBIRIRVTAAEE 24/ NN R R OB~ 3448 4D

TE 2 R R SRR KB DL 22 B 50 mg4H 53 7] 24-2.16F1-2.90

[Z3E ]
Zi3EMEH

KL VLR i $3 0L B ' B B2 AR a7, il AE T2, A
R LRV
BHR
AL TR

KA UUE AmesiB6 . A\ HME bk B0 A G 2 A B ARG . K RO i 00 4
RGP
AT

Kr DU AE TS KT R R R AR S5 280 b R N A 77
MRHD = 1915) AR WA E JIA RN, 300mg/kg & ] WEHATEME (G4
FETD. WEBNREIREMG. FEEISY. WU, B, AESEEERR MAE
AIEAC, B iaHcE . 5 IREE AP iE Ia A ORI

MEME K SR AE 28 B T BT P9 48 7 K4z DU, 100mg/kg DL 17715 mT LB H-i 1L
HOEBAL, PR MR AR R, 300mg/kel & n] WAETE IR AR fow
T HVE S R BB ERG, BT, PR E T AR S5HRES
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R AR R B R IR D4 T KB UL, 4 5 5 7 B IAMHRD 36 f5 1,
TR WONERTE CESKT TR OIEIERD . Ak, 4 B 5 FE &k FIMHRD
(R 14F5 I Ry DLt T Rt SR R RN 5 25 2 3 58 .

R B 4 B 2 e S IAMHRD F2205 I, A AT 338 (R0 & AR FH RS CBOIR
Wi, EWIEER, Mg, FEE R AR R BHA R RN R WG
Rk, RS R 1O M RE 28 B1-E FIRER ZARIEA 1.

KERGZ TN, BERAGYIAECHAR I AT b 3T, HIREL A
MK H.745
HU L -

KL DU AE R BRI/ B AT TR D45 2 BUm MElae . mEME KRS
iR EN0. 12,5, 25850 mg/kg/ R, MEPE R BRI A ] £ /s B4 245571 By
0. 25. 5084100 mg/kg/ K. KA/ FROKHL DIFE 4> 5 2 8 5 7 il = T A 50mg )
=2 )38~4565F121~381%, K LI AE B0 .

[ 5]
225, 10-30 CIR-TE-

[a3]
MRS, 25mg: 10 F/fs
XV EAAE, Somg: 10 F/&, 30 A/&.

(B ]
36 ™ H

[$AThrEE ]
B2 S MR v 1X20160189

(LS ]

25mg: [EZGHET HI20171298 50mg: [EZjiHEF HI20171299
[ ETHiAFATREA]

%5 Astellas Pharma Europe B.V.

VFEMHbE: Sylviusweg 62, 2333 BE Leiden, The Netherlands
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(A= 4]

Mk #FK:  Avara Pharmaceutical Technologies Inc.

A= Hdik: 3300 Marshall Avenue, Norman, OK 73072, USA
(&%) &#]

% #%: Delpharm Meppel B.V.

Akl . Hogemaat 2, 7942 JG Meppel, The Netherlands
[5r34lk ]

Wb FR: 2ok 2y ChED ARA A

Syttt VEFHAPHHEARITRIX 10 ik 6 H13 5

HEEZwAY: 110027

HiG50: (024) 25814488

fEE 5. (024) 25815211
[EHAFEAN]

SR AR (hED HIRAF]

Huhk: PRBHZGFHEORITRIX 10 S 6 H1 3 5

HAG 55S: 400-0856-799 (7= i i)

LGS 0. (024) 25814488

FEH 55 (024) 25815211

k2 (P ED ARRA A
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