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SR 5 2 P T R A 52 ok — 7 e R Y 4 ) ) 200 IR 9 9 S Ty o P 3
4ifdE (RCC) MR B .
(4% 1

(1) Img; (2) 5mg
[FZHE]

A MR VR T 400 I B A A AT AR BT SR TR T
HEFET B

Be 5 25 JE HEFE L 46 HIRGRI & Smeg B H B CFCRIFR BID). BT & e nl 56
Y le) iR Bl AE 5 B 2R A S 2524, B H P IR S 245 (I TR] TR) R 240 9 12 /NI CREZ54R3) 7125 D
] 7 5 JE L FH — PR KB i R

REWE R [ ImpRIRaE, NS0T, SEEREAREZNENE, ZEEARE
T I A I 24 BT R AR AT T

A0 SR R R O AR — G , ANRL53 AR — R R R R — Ak Ty
.
7o R B e

VSO A8 58 22 A PR RTINS 52V 10/ 222 S5 188 o i P 1 7

FEVRITRERE A, T2 IR AR ) S AT IR BRI 2R S B 0 R IE SR
S RHIL2 ZULEAR KN ORGSR E ESLEAER T (NCD A REHAFH WA ER
HE[CTCAED . IMKIEH . REZFERZAMIEIT. 4HEFEIN Smeg BID FHUGHE i) & i,
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FEVRIT IR, — L8 2GW) A R R B IRYA YT W R 7 L8 4 SR A R & 8 B 45 24,
ol BEARR B e (0 DEREHID. W TFHE Smg BID JFiacE, NHEE &N
3mg BID. R FHFEFREE, WHEFEFIEN 2mg BID.

& CYP3A4/S SN FR: S a4 CYP3A4/S EECHIHIF] CHE4r: Fiems,
G, T BITLAS T BT F5I2m AT FIFEA T DEA
T RFIEEE (L), &N EFET CYP3A4/S IIHEGESL G CYP3A4/S 145511
FEHIZTIIE Ry B FCHI G T 251 o R E R TEFE5E CYP3A4/S NI 45 2 T h
2 B JE RIS (A UIRL T CYP3A4/S BAHIFIA G, BRI HT 2 & 2 Y
FIEIEF, AT BT 7, I B JE il 7 2= W ] 28 F IR (AUC ) i3 2
PGHHFTFIE R AUC FELHA o A R 2L PRI SZ 7 T P 257 8 D1 2 1 M b
S WIRIFELL ST HRCHHI G, WL BB @ T (25253 3-5 T
FLRHT) TFAG CYP3A4/S #BRHIHIRIZ 25 AT e/ 177 (0 LZMEAER ] #1024
IV DR

A F 3 CYP3A4/5 5551

Bi)EF B JE 59 3 CYP3A4/5 7551 & FH AT BE B AR KA 2 JE i MLk B2 (L L2544
HAERD . @GR BAE BARFEE CYP3A4/5 ¥ AT RENE I Z01/E Ky B L1 5 25
"

FUE M ARAEH 2 38K CYP3A4/S 155701 B h ik 0 B B3 e ) B 1 4, (R G SR b
SR CYP3AA/S Y5 F70A H, DG ke & 2 Jg i Jadias, KR E Rk
CYP3A4/5 5 SN K 5 FAE LG S SHNGT —F P I WSR2 e
SN, RATAR MR R . — SN R 2GR B YAYT T RE R 15 Bk A Lk R
B RIRYT, H/EFRARRT & JE R (LTSI D« an s 1k 5 a0 T 0 & H
J8E ST B R 5 JE 7 T ZE TP IR SR 3 CYP3AA/S 5 S48 25 R FH 7 & (L [ 2%
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FAHZG: ZEEFLFHENE L ZERAZ] A AR5 D.

B Bl AR BEATI B e 78 B I Bt iikae . MR B 25 3 70 5 00
iR, WHEDIESRARE R EEERERETRIERFLEZEZR (15 mL/min<
WUBHE BR#[CLer] <89 mL/min) (W [Z5Azh 122 D, B 2 H i d B LR

Bl B e R dnTT B . ORI B (CLler <15 mL/min) SR A i

pain

S - 2R I T S R B 5 B JE I, TG 75 1 B¢ R 4R 77 & (Child-Pugh 43 2% :
A 0. WRIELNBI2EE, LT D RE P RT3 B8 A B 5 5 JE I, a6
ENIEA (Child-Pugh 738: B 2. A/ RIGE 2 22 EFIT SE 1T TN ZE 5238 01 2 1%
EhE T2 . H AT AR E 2 (Child-Pugh 73%: C 9 ) & olb & & e
s, AEGAFPEGREEE L GERFEH] M L2458 77%D.
JLENFE
AR AE L FE SR AT TR 5 JE 2 s PR R
[(FR&RM]
B e PR R S SR R U A A 7 i i (L [EESHETD:
mLE MR ER (E LEEFTD
- Shbkiteie RN E DESFHTD
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» RPLS (% [VEE#HID
- EAKR E LEEFHTD
NR-SINCINGAN o= 3/ )
R8s L EFTD.
I PRAR S 28 56

DR A RAR B 1 2 P AN 25 1 St DRk — R 2 W E I PRAR 6 oo 82 2 A KR
LR AR FEANRR 5 o — R 2 AR I R0 P 8 B AN R B R AR R AT BLHE LA, I HL
A8 AN BE S W AE I R SE B HPORL S I AN R SON R AR

TERRZGRITORTCI 715 BLEE TPt T RTE & e i 224 tt, Hohass 537 iy
RCC &3 - Irid#udls Sk 1 20— 505 2R AR JE AH LI BE B AR RIE 72 1K) 359 451l Rk S RCC
B R TE B Rz tt (H DnRiREE D,

2B E 5 e VR i B M R A AR R VR T B I TR AL T I TR 43 A 6.4 A
H GERl: 0.03~22.00 150 ™H GEHE: 0.03~20.1). 199/359 Bl 852 F# & JB G771
B (55%) 1 220/355 BlEZ RALARBIRITHEE (62%) HITA RFHAF 75 2 557
BECE QAT . 34/359 B2 B E B e IRIT S (9%) 1 46/355 BilF RAidFEin
FEMEE (13%) BT RRBIAKASTEZ.

B B SRR IR L (=20%) AN R RBCIEYS . Ml 92 iR
Oy KFEWRAME BRI (T2 SREit. ERER. Wk, = JMmEi. =10%
)4 52 e 5 JE B B AR SR VAT I R A AN R B ILER 1.
£ 1. Z10%KEZME B BRI BT EE RENT R
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ARRML? falEE B EhidEe
(N=359) (N=355)
ik 3/4 % kP 3/4 %%
% % % %
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AR ® FEE B EhidER
(N=359) (N=355)
ik 3/4 % A 2% ° 3/4 %
% % % %
S 39 11 32 5
AAKIR 34 5 29 4
Wl 32 3 22 1
R R A 31 0 14 0
HERLL IR OR A 27 5 51 16
LN 25 2 21 1
X 1 24 3 17 1
Z 7] 21 5 14 3
A 20 1 20 1
FOIR JBR 2 e kiR 19 <1 8 0
N 8 15 1 17 1
R 5 98 9iE 15 1 12 1
KT 15 2 11 1
i 98 15 1 12 <1
PR PR X 15 3 12 3
N 14 2 11 1
Syl 14 1 11 0
VY JEZ 7 13 1 14 1
823 13 <1 32 4
HHK 11 3 7 2
R [ b 11 0 8 0
BT g 10 0 11 0
HHAR 10 0 2 0
SR 7 0 12 0
Wi 4 0 32 0
%78 2 0 10 <1

RIS FTE A AR AT
b#R4E NCI CTCAE, 3.0 it
FE<10%[F14 52 B0 8 Je va o7 I J 3 il s MO A R R 40 B3k
= (9%). LREEER (8%) WU (7%). MK (6%). &Il (6%). FXIM (4%)-
R (4%). MR (3%). B (3%). MalilETH s (3%) W (3%). ik ZE (2%).
B (2%). M1 (2%). FEFIKIIAE (1% P00 BRIk P 28/ 1A (1%) 2040

I ZHE (1%) F—id PERER I R AE (1%).
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= 10% 132 32 Bl 5 B JE B f AR JE IR 77 1 B T3l AR 5 DL S = 45 R DL

2,
R2. Z10%MEZMEE BRRNIFBIETHEERENERELERRTE
LI ELERRE N F&& e N EKhdEe
B m% e | 314% A% | 34 %%
% % % %
QNS
MATHEE T 320 35 <1 316 52 4
MELNE (it 30 TR 317 33 3 309 36 4
IR 312 15 <1 310 14 0
SEN NN 320 11 0 315 16 <1
I PRAEAK.
LB 75 336 55 0 318 41 <1
RN 314 44 <1 291 43 0
R4S ifn iE 336 39 1 319 59 2
ALP Ft5 336 30 1 319 34 1
5 I HE 336 28 2 319 23 2
JIg W BT v 338 27 5 319 46 15
VER BT 338 25 2 319 33 2
ALT F+5 331 22 <1 313 22 2
AST FHi& 331 20 <1 311 25 1
e BN L 338 17 1 319 13 1
% B 8 I E 337 15 <1 319 18 1
e B IfILE 333 15 3 314 10 3
R I HRE 336 11 <1 319 8 <1
A I e 338 13 4 319 11 2
IR £6 336 13 2 318 49 16

a t1#E NCI CTCAE, 3.0 /X

ALP: THMEWEERIE; ALT: WRIREILELEN; AST: KRIIAZREALELE

<10%MH1# 52 0 & & RV T B RS e st =4 R 2w (240 B
AEAFE (HTIERELR BIEERHBITH 9% b KA AEeiGIT A 1%) A&

B CRE B RIRIT A 6% o RHARBIRITH 2%).

EwEak

LA AN RSBk B el 5 JE At i AT JE 3l o I 2 S bl RIS PE A

HEE AR, DRI AN RE ] SEsth Al TH L R R AR i e 5 2 W 2R ik TR A AL R OG R
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SR Bk CEARERIO . BRI AL,

(%3]

X BT 3 e BRAT AT AR sk I
[EFEFEI]

SAETFAG B 5 JE IR YT Z B A6 T SYIT8] 5 I SRy g 22 Ak S
g UL P T 7 ML S fE R

TERZ B E & R 1RI7 I RCC BH X IRIG PRI 7L, B2 B & & JE1RIT 1K 145/359
Bl (40%) AL RPARBIRITH 103/355 Bl (29%) WismiiiE. fE82m
BRI 56/359 B (16%) ML RAAREIGITH 39/355 il (11%) FR
225 3/4 Gy s . BB EIRITIN 2/359 Bl (<1%) WEmmIEER, #%
R AT B S R ME M E G R . &k (R4 E>150mmHg, 508 ik
JE>100mmHg) Ky AL A E R RFETF ARk 8 e iasr e 1 H W, JF HAEJT 460 H & e
BITIE 4 RS B T & o AR I ARAEST e LR 25 a7 s iU - $e32 B 5 Je iR
ST 1/359 Bl (<1%) &R IERTE & RIRYT, B2 RBEAERIRIT B LK
A IR (B EAR KM D,

FETFEERTE B JE IR T i, NASHIGEF M o S I & L s O, RN % 75 4
TARMETUE (LR 2507 . WS T Hum MR 259067 AR v ai s, N AR
E B BT o A AR 45 T B s L 249 B AR ] 8 25 JE ) A7)t 30 7™ 2 L Rp ek v 1
JE, Rfs RS E, — BB MR IR B E R TR 4 TR AR R T8 & e . i
s ML fE RAUEYE, N2 R8I 2 dn R W Re) 5 25 Je 45 24, B M I 32 e v UL SR 257036
TR EE S HIKIE (W LHZERAED.

AN SRR AR TE ) R b5 0 4% o T v IR DRI T M S A 1 R 5 A iE (RPLS)
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Bl K LA AR 2E S

FENGRRSS T, RS ELARSE CILE N B K AR A JE A o TEHSZ I 8 JB VR YT 1Y
RCC B ARIGARIRIG T, HeZ T8 & e ifyT iy 4/359 s (1%) Mz RhARR
1BITH) 4/355 B8 (1%) kil 3/4 BBkl ZEF 1. TERZ R H B R 16T 359
BlEFE, B 1BIEE (<1%) RS BEEHER ME &4k 2 RAdE R IEE H
RARE B IE B (W IR KM D,

LER B R IR ARREE 1, A 17/715 BLEE (2%) MGk ieie EF I (O —
REPERR R IR AE . BRI AN OHUUESE . SRSk 2D, A 2 BIAET: 4k Mg i
ISUAR

i

A RS FA R B S S s v SR S S e . H OB M RTEZ AT 12
AN AR AE Bk L A 2 A 1 S R TR e
F K ML AR AR ZE T

I IR IR TR 15 L FEBE T27E N K 0 ik LA A ZE A . 7ER 2B & Je 1397 RCC 1)
BB IRIG ARG T, Bz B B RIRIT I 11/359 Bl (3%) i &iaRRinsy
(Y1 2/355 {51 F6 3 (1% ) i it B LA e 28 A o 32 B0 8 5 JR VR T 1 9/359 11 8 (3%)
CROFE MR 28 . VRHRIDK AL . R0 RS D P 26 . R B Ik LD Az g_ R Jeva o7
(1) 2/355 ) (38 (1% )R 3/4 e ik e A% FE S0  BOOE P fifie 28 T 1/359 1 (<1%)
PSRRI SR, B RBARRIRYT B RS . TERTE & e I KR
A 221715 BB (3%) G Frkiiete 21T, Hod 2 BIAE T gk T ik 2.

FALE IR LE A XU B R X L8 S sy J s B TS & JE . H AT RAEZ 0 6
AN AR AR K L A 2 T 1 S R TR e
AR S El ] oS =

BT B e R T I AR AT R R AR I 21 R I B 4E B L A T R, S BR AT 4 L B
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L U R DD o 20200 s 52188 Jo vy 18 o A2 e = f XU

SEAETT 46 R B JE 1R YT R AR R 7 IR Hh i S0 0 1 21 3 1 s A0 i U 2 - 2R I
28R A M AR L 25 T i 2 T IR K, AR FU B AT IR YT, R AT A ek
40 A EG 25 PAATG 25 T 2 2 1A K F
HH afi

FESR 2R 5 JEIRYT M) RCC B X BRI PRI ST b, 332 B0l 5 5 JE ¥R T 1 58/359 4l
B (16%) M RBAREIRITI 64/355 Bl E# (18%) A& MM F. B2 p &
JEIRTTH 5/359 (1%) Bl B F AL R AR R 16 I i) 11/355 (3%) 4l &t 3/4 40
M CEFRMTH L W MR RV A R B o F2 52 B0 B JE VR YT 1 1/359
(<1%) Hl &3 CH HIID 32 R hAF e Va7 1 3/355 (1%) B 8 i it BAe i i

H B AR TE AR ZR IR 97 I B 2638 sl 30 P H SO0 B P S T R 2 v g 5
ERJE, ARAEIR L B p ol IR e o G SR IR R AT, R R
Je4s 2.
kB kR 2

TETC YA 0w ML 11 £ 3 o A P I8 9 R AR KR (VEGE) A5 -5l B kil 73 )
At 2 ARk Bl JikoRs A/ BB kR 2 T e FEFF AR B SRV YT 200, X T B e i R 8
il S N AP EN U - AP VAL ik e RN
i 58

FE— TR B R Y7 RCC B I IRIG R 7T, 6/359 Bl (2%) HeZPi & e
TRIT RSB 3/355 Bl BB AR R IBITEE (1%) R0, 2/359 % (1%)
P2 P E B e IR T BB A 1/355 (<1%) BlFe RAARBIRTT I E# RS 3/4 o))
. 2/359 1) (1%) #ZBTEH B EIGITHIEE M 1/355 B (<1%) #EZRHBAFBIRTT

R R BOEE L J 3
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FEREANBATE 5 JE 17 I A v 75 M 00 7 3 0 (R AR AE BAER 7T R 75 2 i 7k A 45
i) 5 e 4 il O 2
B g FLAEE T &

FEREZ B E B JE IR T i) RCC BN I R Fi, B2 R 8 Jeia T i) 1/359 151
B (<1%) WG, BZRBARBIRYT M EE ARG BTl R0 E & eI
AR, 5/715 Bl (19%) IRE B oL, B4 1 HLEE L. BB 5 fLEH A,
AF 4/715 BB (1%) R TERUER

FER 8 Je TRy 7 WAIR), S 1 00 S o 5 LSO T LS AR
FORBR T REAS &2

FEREZ R E B JE IR 7T 1) RCC 385 UM PRAT 78 b, B3 B 25 Je Va7 1) 69/359 15l
B (19%) M2 RB ARG IRIT I 29/355 #ilE#E (8%) i FARIRIIRERIR . #5252
B & & SRR ITHY 4/359 B (1%) M2 R AR IRITHY 4/355 Bl & (1%) i
RARThRE Tt . FEVRYT UL FURIRILZE (TSHD <5 uU/mL [RERE . 5265 % 8 ih
JTH) 79/245 B8 (32%) N2 R AFEIRIT I 25/232 il 3% (11%) #) TSH JH&
% 10 pU/mL 8¢ 10 pU/mL PA £ (0L IARR RN Do

FEFFURRAE 5 JE 107 5 L 00 FFODR IR Th B, 76 B0 5 5 S8 VA7 90 5 2 5 S48 s ) PR
Tfe . WA 5 HURT FOIR IR ) A IR A R IR T BE JUREREAT IR YT, DAZEREFOIRIRTh BB IE
HARA
LEOEER R X

P2 MM N B AE KT (VEGE) B 5@ 25 3 TRt B D& A

Ko Bk, BUEEef T aen & AR .

H1T, 307
Version No: 20210610



FEAE SRR TARAT DR 2 REER S B 2T . RFEARFZED 2 HAANGES
2, B N2 EE . E0 @A IR 5 HR T RETE B BV IT 1 2 et R
i€ -

A B R SR A

FEREZ R E B JE IR T i) RCC BN I R 7, B2 R B Jeva T i) 1/359 151
B (<1%) R al v 5 3 FFR 2R & E (RPLS), B2 R AR 1RI7 I B R IR
T RPLS (L [AR &M D fER] & e HoAtilm Rk 56 T i it 1 Pifi) RPLS.

RPLS & — M E RGP, W RIS R A A B RE . SRR R0,
HABRLSE AL RGL KL IEPTRE IR R H LR . RIR U2 il RPLS
WAL 1. B RPLS 188 RN FIRT & 8 8 . 4 HBLE RPLS (1 835 -0k 4 T
B RIRIT I TR A
EAR

FEHZ B B Je 10T ) RCC B0 Bl RATF Fe e, 32 Bl 8 JB VR YT Y 39/359 #l
B (11%) MEEZRBARRIRITH 26/355 FlEE (1%) HEEAK. B2
RITH 117359 B8 (3%) AR RFAREIGITH 6/355 Bl (2%) ks 3 HEH
RO IR RBD.

TEFFARRA B JR IR B R PR 8 1, ZER 8 J8 iAW A Se R R B e
I 1 3 T S T AR 9 55 2 L T B 2 77 2 2 T 1 (A M 2 - i R B3 NS
TREREAE, 15 IR B 8 o
g =

TERZ BT E B R IRI7 I RCC B W IRIG RIS, BIANRIT 4 5H 22%0) 5
FORAL TR 2O ALT Ft . BT E & Je 1097 H h<1%m 3 Mg bk e va 7 4 2%
W KA 3/4 % ALT JHsshth . i WWIRTHHIEAR AN R S R0 4% ALT. AST AIIfiLfE
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AETE (W IARKRMND. RUWES ALT (>3 % 1EH ER[ULND AR (2 %
ULND [A]I THiE

TE— TG AR =R R A, ALT (12 % ULND FIRZER (2.3 5 ULND [ F+&
BN N2 5 WA R IR, FEH 2R & JE L h 715 20 mg 5 H PR (HEF L A6 711
B4 45 11 R PR

TETFURRTE 8 IR IT RIS ALT. AST JMAHZLER, FEAEHENGTT B 1R e
XS
R E

FEBE B RIG R 7E P, P AT E (Child-Pugh B %) 52t Hr b & B 14 &
R KA IER DRl & 2 f5. R &% (Child-Pugh B %) H32 B
BRIRITI, RGN E. MARTEREEFRE (Child-Pugh C 20 MEFH TR (W
UHiEAE] M LARE%F D, ARIEXKEF PR EE)E.

R fG-E ) LBt

ARERA B Je (R FE L A S mIE 7 o iR R B, 24 i R o -5 55 J mT e i J Lt
B t® . H T ICE B 250 G KU (R ARt . E/NBRUOR B R L, 2 B
I T AR T IR RAEFE R R I AR 55 i, SR BB % e Sk IR #bE RIS L
k.

L5 R AR B 0 L PR JE R R L TE KU IR R R 2 BT B e VR T
WA A 25 J5 1 A SR 280REZ 1 it B DU 7 8 Lo PR AR 1) 58 I e e 5 o
BRIRIT HRARIRG 255 1 8 A RBCE B 4E i (W [ XL e L F 24 ),
| @ZTpLIES S PN
S

AMF
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A EAINE . BT WAL IR 5 A FUME AN 52, 5 LM e = Bl 7 -
FUBEMR AN B B E AN A o

BB

AR R T A0 T 1 mmol (23 mg), BPEEA BR “TEAN 7.
Xt 2 A I ALA% RE /T RS T

e 5 25 x5 RS L AR BE JT RS2 MAAR /N o SRR R 5 JE v 7 i R b JBE T e
A B A 0 S 2 R/ B 57 7 RN A
(20 RmAHE %]
i

AR S T ) A BUARA 5 5 JE (KPR FIMLA, Z2 I iR 250, W REXS AR JLid Bt 3
AU T TC Uk W 29 A S0 U O AR« BN RO B R T e, SRR R R BT I
IRAERER AT R A NAR Rk B, Bl 5 Je A B . IR s AR A1k (L (24538
FHD. NEHATET IHLVEA SR ) LI XS
I FL 0 &

F AU B 5 32 JeAFAE T A FLI A B i 2L 22 ) Ll L vt A AT S i A« | T
MR 7L 22 ) LAFAE R 2B ] 5 35 JE ™ EEAS RSN (R A i, 3 OR LY Lo PEAE B A2 ¥R 7 AR IR
25 )5 2 A NAF I R
LR IR kM B

IRGES VI TP R B, 2 AR B 5 JE S, T RER AR Lig i (L (2035
BY ). IR E BRI, AT IR LN AT IR

RS

L1
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ZG AR IR eI, nIREx iR LiE i B (L DB ). N AR T I
LA 5 B iR T IR AR IRES 2005 1 ) A RIUAT S50 3 245 i

i

WRYESIE T AR I, B BCE & b PRI B PR 3230 7 W R AR I 4s 2
Ja 1 AR EAT 0RE 246 i

AHAE

LAERIG

IRAEAE S FC o BB, Bl 8 e T e A A B A1 et B e A E 1 (L

HEHD.

[JLEMZ]
AR AE ) LEE SR TR TR JE (R 22 A PR A R
LE S a5 1R

FERTE B JE BID 21252 1 A H BRI TA] R R st BB R FoWL 2 214 A0 4 i
IEEIE - 7E =15 mg/kg/ I B (LUNHERA IR FI B 45 T B H TS R L 2% & BE[AUC]I 6 1%
15 15, WEER/IN AR A FE A AR I 5 1R R . #E LA =5 mg/kg/FIR (Z9093E
IR RS T BE S AUC 19 1.5 15) BEH PIIREG 2K/ rh, WERIAERKAHIT]
FHBLRE (RIEEEL . R a AL BN/ EE ) HRTEEL I AT A o<
JUR B (R HAR I £ B R (DA
[ZEMA]

FERRIE B BRI RCC B X IRImPR I Fe b, 2Bl % Je iR 7 10 123/359
BlEE (34%) =65 % . REANREHRRESER TS BURIERS, HE=65 215 65
G LR B, SR BRI E B e i 2 e VA R A 2

ZEEELTMRENE U IHEHE] M AR 5% D.

(YA EEM]
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CYP3A4/5 F#I7

Hid et CYP3A4/S H SN, R R ERE L 400 mg B H—IRAIFIELS
257 K, AERRIROER Smg B8 B AP M FHA (AUC) FHiE 2 £, Coa It
w15 A BT e S 5RAL CYP3AA/S S (40 i e, A ity FRem . sehi g ER . 40
B MBS el T, Z0EMEE . AR . RHEIS . WEIBE RN ER)
H FH AT RETT B 8 5 e LSRR S o 1 0 v 0 AT R T e B 2 85 8 LSRR o i WU R TG B
ARAEEL CYP3A4/5 | AT ge 25 a M. inRILZS 5830 CYP3A4/5 Hifi &
I, @ BOREERE S ERFE L DAEHED.

CYP3A44/5 5274/

FAET /2 CYP3A4/S (R0 557, TEMEREIEE T LL 600 mg B H — XN &L
7259 K, MHHFE Smg flE & 21T AUC PR 79%, 1 Cmax P 71%.

B 85 Je 5 5L CYP3A4/S 571 (BIIAAESF. MR, K%, RE P,
AAEATTT FAEMHT . R EL L% e BT [t AR A 22208 5] & F AT e R R 5 5 JE
IR . BEUGETF B B ARFERE CYP3A/S % FATRENEINZSH & . AL 405 9
R CYP3A4/5 F-37aH, BUCRENEEEmmE (W [AZEHED.

CYPIA2 F1CYP2CI19 #i)7Y

DERTEZE (<10%) 4 CYPIA2 fl CYP2C19 Q. A 7T iX L4 A T fig 1 3%
A )5 R 5 8 2 AR 3 0 2 A A o B 0K S ] TR S S ) T S e
B e Mgk e, P ME .

CYP #1UGT #I#H|HIFE-FHI S T

RN TR VAT MR EE TS, P& & JEA#H] CYP2A6. CYP2C9. CYP2C19.
CYP2D6. CYP2El. CYP3A4/5 8 UGTIALl.

PRAIEIF 52 2 B ] B 5 JE T eI CYP1A2. it, BE % B 5 CYPLA2 JEW& A

H16TT, L30T
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RS2 CYPIA2 JRY) (B2t Mk Tt

PRAMIF TR 2 A B 5 5 e AT REFIH] CYP2CS. AR, Bl & B 58 (—fck
(¥ CYP2C8 J&#)) & R, A T B e 3 (M S R M FOR T, R Z IR
CYP2C8 il

N T A ST T8 2R B R 5 8 e AN 55 CYPLIALL CYP1A2 B CYP3A4/5. [A]

TR B B Je A 25 AP -& B CYP1AL. CYP1A2 5 CYP3A4/5 MR N

IR
P 1T ESf 7E

PR AMIF 5T R # B5 JE A - AR (1. BRI, FOMCE I T MR E TR & e A2
M PR . R UL TRUIR B e A F 2N Gk Py e oE B PR 1R
[ I 3R R
(it E]

[ TG BT B B JE 25 =R YT

TERSZBE B JEIRIT I RCC EH M — T IRIGRIF S, B 1 FIEH RS2
20mg i, BHBERFFLRT 4 K, HIkE (140,

TE— TR B R I R A E R R SR, $5% 10mg BID 8 20mg BID #2467 # 1) %
A KA RN AL LS 5 e LA 5SRO A A A B UL

MBS RGN, BFHBTEEE, FRS PSRRI .

[R5 1
A4061032 BT (EBRBTF)

TN — DB TG ARG E 2 bl 3 IR TS, VRN TR e i e Ak
FIH R KRR — M A SiRTT € CBISEEF RS, ks, &% 5n 6
IR 5077 220 IRy AR BOR T R AR B R IR ] RCC 8 (N=723) BENL4
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(1: 1D FEZESHE (N=361) BEfdFe (N=362). HESMIZHLH AR NS

fli EEA GG A (PFS) o IREZ BRI L% (ORR) MU AL (0S).

e 5z R BT, 389 6l (53.8%) Wi —FiLLET B B e N ERIA)T
251 Bl (34.7%) B —FURE T (ANR-2 BFIER- o ) AEREIT, 59
B8 (8.2%) GHZ—FhLA VRPN ERAIT, 24 B (3.3%) WiEZ—HLL
B9 D SR E IRTT o B B R 5 RN AR e L AR N 1 G v 2 R R AR
L, AFRAEES . PER. FRE. REPREMEL (ECOG) MR JRML. Hb B X I A1 BEA: VR
JT o

FERTA B NFFEAD 2 A L2 (BEAEEY B B 8 iyT FIEEAR 4R T80T o, X
TRELLPFS, FIEERESIHE FRBRTRAAE (WER3IFE 1, 2. 3. 7EA
Rl BEA IR YT W 2H R, Az PFS ISR RR AN A . 2 ANIEAE RN, Toikes T S 25 5 (RE
B P B SRR YT BEAE DR BUIRIT ) . fEFTA B A UL B IR T i W, A
5] OS ZE R LG THER L.
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R 3. AHMHEER

K ARNEE FE % e ZhidEe HR (95% CI) P {H
BAEE C ITT) N =361 N =362
Hifi; PFS&b, f] 6.8 (6.4, 8.3) 4.7 (4.6,6.3) 0.67 (0.56,0.81) | <0.0001¢
(95% CD)
Hifr 0Sd, H 20.1(16.7,23.4) |19.2(17.5,22.3)| 0.97 (0.80, 1.17) NS
(95% CD)
ORR ¢ % (95% CD) 194 (15.4,23.9) | 9.4(6.6,12.9) | 2.067(1.41,3.00) | 0.0001¢
BEAEET R & B iR T WA N =194 N =195
thifi; PFS&° , H 4.8 (4.5,6.5) 3.4(2.8,4.7) 0.74 (0.58, 0.94) 0.0063"
(95% CD)
Hifr 0S4, H 15.2(12.8,18.3) [16.5(13.7,19.2)| 1.00 (0.78, 1.27) NS
(95% CD)
ORR ¢ % (95% CD) 113(7.2,16.7) | 7.7(4.4,12.4) 1.48f(0.79, 2.75) NS
REAE 4 M Ry yr WA N =126 N =125
tifi; PFS&° , H 12.0 (10.1, 13.9) | 6.6 (6.4, 8.3) 0.52(0.38,0.72) | <0.0001"
(95% CD)
ifz 0S4, H 29.4 (24.5,NE) |27.8(23.1,34.5)| 0.81(0.56, 1.19) NS
(95% CD)
ORR < % (95% CI) 32.5(24.5,41.5) | 13.6(8.1,20.9) | 2.397(1.43-3.99) 0.00021

CI=Ef5 XA, HR=NX[LL (B e/ R4dke); ITT: FIAAYT; NE: Eikflith; NS:

TGt L ORR: ZMZEMA; 0S: BAEAAH]: PFS: Joitfed:1r .
@ AL ZE AT AR i P 5 SO o 8 FE BAE T RIS T, BT rhse A . AR H . 2011

F£6H3H.

b AL AR S AR AR SEAR 2 VA AR (RECIST) #EAT VT

¢ $Z {8 ECOG & /RGN BEAE 69T 1HE4T 43 2 VA TT 1Y log-rank A5 535 1) 540 p {E
dEEHE: 2011 F 11 A1 H.
e i HM: 2010 4£ 8 A 31 H.
T ORR i XU EG . U EE>1 R BARH 5 & Je 2 R AR R i ml Re 1 B s AUz Li<1 3R B

FhiARJe 4 kA SR I AT RE PR
¢ $7 B8 ECOG & PR I AR A Va7 3E4T 43 )2 BI¥E JT 1) Cochran-Mantel-Haenszel 46 56; ) 5]

PEIER

b 5 ECOG 1R JPIRDLREAT 20 JZ IRITA T 1Y) log-rank A6:56: (¥ .00 p 1K

1 %8 ECOG 1R IR I HEAT 43 2 IR TT 1) Cochran-Mantel-Haenszel 656 11 51 p 1E .

B 1. FSEPPE IR AN B S R A Y Kaplan-Meier Ri£2
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0.9 1

0.8 4

Proportion Progression-Free

0.6 1 %

INLYTA (N=361)
Median 6.8 months

- —— = Sorafenib (N=362)

Median 4.7 months

Hazard Ratio = 0.67

0.5 4 . 95% CI [0.56,0.81]
e %z-% H P value < 0.0001
0.3 4 K e N
02 e R N
o e - .
0.1 BT~ -, S — 6———=0
004 . i . ; T _.\ T
0 2 - 8 10 12 14 16 18 20 22 24 26 28

Time (months)
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B 2. JRSLVRAR O BRALET B B B RYT A K ok FRAE 7E HIK) Kaplan-Meier M2

R INLYTA (N=194)
‘% Median 4.8 months

I = —o= = Sorafenib (N=195)
0.7 4 2 Median 3.4 months

-4
.,
aé 'lQ Hazard Ratio= 0.74
0.5 Tl e 95% C1[0.58,0.94]
3 3. Pvalue = 0.0063

Proportion Progression-Free

Time (months)

B 3. JRSLVEAl ) BRAE 40 Rl TR 9T A K ok FR AR 7E BT Kaplan-Meier M2k

© oo \ INLYTA(N=126)
o - = Median 12.0 months
I-IL 0.8 4 \__?j "
c H -
S Lo t—, = —o— - Sorafenib (N=125)
o 077 & b Median 6.6 months
9 - q‘\ .
o 06 b
o 4 L ) Hazard Ratio= 0.52
T 09 %w; .~ 95% CI1[0.38,0.72]
S oe %, i N Pvalue < 0.0001
g_ . %ﬂﬂ.u

0.3 [l
§ e — .

0.2 't ——&)————G —L‘

o4 e L

| I P —— o
OO T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

5 A4061051 (AR

A FOEAE LI X ITT R ATBEAL . XL TP, Z2Hoitse. R — & Sia)T
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(EFEeE e, MR e A2 5 IR R mRCC B, XL 7
B B e HRBAR R A R 2 . 3t 204 BIREAEESZIL IR T N B (RLEE
188 91| [ £ 38 4% 2: 1 LI BENL 7 o3 32 B 5 8 Jé (N=135) BERZRFi R JE (N=69)
HIT . FEL UL EAAN (PFS) SR E AL O s LA T PP . I RS
S (0S) M MEEFHE (ORR).

AR FENAI B, 101 BB (49.5%) BEAE2 1 — R4 &7 e B 8 7 RIRTT

103 Bl (50.5%) BEAHZ — P A 75 69T . BE B R A MR AR e 4
IR N FVGE Tt 2 RS AR AR AL, BLHRAEES L PR3 P AR R BMEL (ECOG)
PR IRV B X AN BE A IR T

FIRIATT S I BE AR 2 VR YT 1 A 11 PFS WK 4. 54 PFS 40 HTHT OS £t i

A ORR UESERE & e iair It TR B AEE1RI7 (ORR 7354 23.7%F1 10.1%) .
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R 4. HHEGER

FIEEE S0 (S HR (95% CI) p

M N=135 N=69

Hif7 PFSe, H (95%CD ° 6.5(4.7,9.1) 4.8 (3.0, 6.5) 0.731°¢ 0.0531 ¢
(0.506, 1.058)

iz 0s2, H (95%CD) ° 17.2 (14.8,NE) | 18.1(12.1,NE) 0.959 © 0.4289 ¢
(0.609, 1.511)

ZAFSLIF) 4K ORR?% (95% | 23.7(16.8,31.8) | 10.1(4.2,19.8) 2.339¢ 0.0090

FEff CD * (1.094, 5.002)

BEET e & 1R T WA N=67 N=34

Hif7 PFSe, H (95%CD ° 4.7 (4.5,6.5) 2.8(2.7,6.4) 0.629 © 0.0412°¢
(0.377, 1.048)

Hifiz 082, H (95%CD ® 14.9 (12.8,19.8) | 14.9 (9.1, NE) 0.866 © 0.3163 ¢
(0.478, 1.568)

ZAESZEK ORR % (95% | 14.9(7.4,25.7) 5.9(0.7,19.7) 2.532¢ 0.0963 i

¥ CD * (0.571, 11.232)

B4 iR A N=68 N=35

Hifz PFS?, A (95% CD) ° 10.1 (6.5, 12.0) 6.5 (4.8, 12.0) 0.860 © 0.2945 ¢
(0.502, 1.475)

iz 0s2, H (95%CD) ° NE (15.9, NE) NE (13.5, NE) 1.104 ¢ 0.6077 ¢
(0.544, 2.238)

ZAESEI) SR ORR? % (95% | 32.4(21.5,44.8) | 14.3(4.8,30.3) 2.263¢ 0.0240 i

FEw CD f (0.939, 5.454)

CI=B 5[X[a], HR=K[LL (FE#B/RAAEE): NE=LiEfhit; ORR: BMEME, OS: BAfF

HH PFS: oA,

HmER H . 2011 48 10 A 31 H.
b KT Brookmeyer fll Crowley /7%

© BRI ERELG], XU LE<1 o

WS A AR 4218 log-rank 4556 AR 7] fr1 702 PR 2 68 IS AT TR 28
¢ RARARED T, p AER BZ ECOG MR JPIRUUAIERAE IR 70 2 BIR )T H01 log-rank f6r % .
¢ p{EK B ECOG AR 2 I A log-rank #5:56:.

B Je B A B KR 2 A WU > 1 FRoR Rbn AR Je A7)

b fEHET F A BRI %

F#£F Mantel-Haenszel fifi i1 (XU EL AT CT; 1% 5 Cochran-Mantel-Haenszel 646 4H [6] ) 43 2
IR 2060 AU B b AT 12 1

YT BAR AT, p [EIRE TR ECOG R R AT BEAE 697 4 2 1R YT HM Cochran-Mantel-
Haenszel £ 54 .

p 16K B 3% ECOG £ 7R 73 2 B 5| Cochran-Mantel-Haenszel £556 -

Hh B S AL AT RS R AR 5
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x5 AHEER - PEHIEA

FIEEE S0 (S HR (95% CI) p

M N=124 N=64

Hif7 PFSe, H (95%CD ° 6.4 (4.6, 8.3) 4.6 (2.8, 6.5) 0.785 ¢ 0.1138¢
(0.536, 1.149)

iz 0s2, H (95%CD) ° 172 (14.3,NE) | 18.1(11.7,NE) 0911°¢ 0.3439 4
(0.576, 1.440)

ZAFSEIF) 4K ORR?% (95% | 21.8(14.9,30.1) | 9.4 (3.5,19.3) 2.369 ¢ 0.0133h

FEff CD * (1.038, 5.408)

BEET e & 1R T WA N=61 N=30

Hif7 PFSe, H (95%CD ° 4.6 (2.8,6.4) 2.8(1.5,4.6) 0.708 0.1068 °
(0.417, 1.200)

Hifi7 082, A (95%CD) ° 149 (11.6,19.8) | 11.8 (6.4, NE) 0.832°¢ 0.2720 ¢
(0.459, 1.510)

ZAESZ B4R ORR % (95% | 11.5(4.7,22.2) 6.7 (0.8,22.1) 1.732¢ 0.23151

¥t CD * (0.381, 7.88)

B4 A a7 WA N=63 N=34

Wiz PFS?, H (95%CD ° 10.1 (6.4, 12.0) 6.5 (4.8, 12.0) 0.876 ¢ 0.3231°¢
(0.504, 1.524)

iz 0s2, H (95%CD) ° NE (15.9, NE) NE (12.1, NE) 1.032¢ 0.5350°
(0.504, 2.113)

ZAESE B4R ORR? % (95% | 31.7(20.6,44.7) | 11.8(3.3,27.5) 2.701 ¢ 0.0148

fHh CD | (1.002, 7.281)

CI=Ef5IX [, HR=K[t (Ff# &% Je/&idEe); NE=Likfhiit; ORR: ZMEMAZR; 0S: MAALF
H#; PFS: TGHbEAAFH.
BIEHIEHI: 2011 410 A 31 Ho
#£F Brookmeyer Il Crowley /512

s AR B, XU bl<1 IR 5 6 B 4 R XU 3R B A s URSE > 1 R R Bz ARJE FE 411
KR PR . 12185 log-rank K50 AH [F] (1) 73 J2 R 2060 AU L kAT 17 %
X EARNBE AT, p AER H 3% ECOG & R BEAE 1697 77 )= BVE 97 H M log-rank £ 56 .
p K H 1% ECOG 14 JpIR L 53 2 (1) FEAN log-rank A58 .

a
b

C

AT F oA ARG 7%

F#£F Mantel-Haenszel fifi i1 (XU EL AT CT; 1% 5 Cochran-Mantel-Haenszel 646 4H [6] ) 43 2
IR 2060 AU B b AT 12 1

X BAR NN, p EIRE TR ECOG &R BEAE 697 4 2 1R YT HM Cochran-Mantel-
Haenszel £ 546 .

p 16K B 3% ECOG £ 7R 73 2 B 5| Cochran-Mantel-Haenszel £556 -

[ZEEH]

ZEEH

Boy < 5 JE AR IR I 7T B R AT DA A s R B A2 AR, B I N B A DR T A2 AR

2471, 307
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(VEGFR-1. VEGFR-2 #l VEGFR-3). IX%652 {5y BV I AR Bt iR A KA e
BEFRAHDG . A AMRLE 5 /N R AR AR IG SR BT & B v VEGF /51 3 B2 4 it
BT A7 FERDR /N BB R R R R AR K B VEGFR-2 I BERRAL -
BEHFR

BALTME: PTEHJE Ames TRISAT R AN AR YL (A AR IR B0 25 NI, /N R
BEIAZ AR 0 25 B BE 1

AFEEME: BTE S R TR E AR Th R E ). TEE R LA TR, /D
RS 2 R, =15 mgkg/filE (LN ANHERRIGHERN 2GR (AUC) 17
i), BRAENHZ 2 KK, =15 mgkg/lR (L ANHERERIGH R RS REN 0.1
&5, FISIEHETEZN Y A/ M B R G EAEURI . ARSI KD
BRERE T, WTEESIHE0RD: £25 mgkg/FlE CRRE R 2 AL
AR R RFEIN 1.5 587 0.3 i) Ay WMEPE /N RFIEPE R AR I8 7, BT AR
PIEIR . AR DB T R R T

NRAEF IR, W DNREOS2 2 WK, £ 70 K, FEEE 50mg/ke/il
B (LA NIEFERIA IR REGRTEN 57 £5) XMErE /NS R 54 F AR MW,
HEPEN R IA 25 2 IR, B 15K, =15mgkg/filE (LA NIFERERIGHIER R %
FEFRIN 10 £5) AT 5HERMENE N BUAE & 0 SRR AA S 2 MK

FEMRRE-RRAF SRR FU T, SRR/ BRAE 5 TR I IR 22 D125 TR E 8 e, 7l &N 0.15.
0.5. 1.5mg/kg, 2 /K. 1.5mgkg flE (L NHEIER TR KRG ZFEEN 0.5 5
AT WG -IaAF s b, BFEmIE (J52); 7£=0.5mg/kg A& (L9 NRHER L6 &E

W R G R TR 0.15 £5) Al WA BRI .
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[ZR3h 71%]

AR LIRS J1 52 i e T A R 23 A e B P e iR 17 TG ) E A
K P — GRSt J 8] P 300 3 A 2R AT 7 ks ] 3 5 i 0 o P2 - s )t 42

WSR3 A= A Smg BB IR I IRGE 245 )5, AL Toax JE Y 2.5~4.1 /N o AR 1ML
KAPEM, TUHES )G 2~3 RNIBEIRES. SRRGZMEL, & EEU Smg & H
LUK, FEAML LA GER. AN, FEH B4 1mg~20mg 7 & v [ N I H
LRPEZIREN 1% IR Smg FIE G, FiHE &8 1P 4axt VR BEN 58%.

S R AR, BB R S AR RE R, 45 RS E AUC TR 10%,
SEali. mAEREE RS, SRFEAUC THE 19%. B & e 5 a4 E iRk
TG (O THEHED.

fIEBRSANREA®ELSS (399%), e5HaERSE, 5o -REREAR
& & RiEH. 7EH RCC B3 (n=20) W, TEHERETHHS FHIX Smg F&,
Cmax F1 AUCo.24 [ JUFFI5ME (CV%) 4051124 27.8 (79%) ng/mL. 265 (77%) ng.h/mL.
THRRF AR A A LAFIE (CV%) 43514 38 (80%) L/h. 160 (105%) L.

AR AT HEHE: B 5 JE (R L S MV DA 2.5~6.1 /N o )5 5 JE SR T

CYP3A4/5 i, DEZ CYP1A2. CYP2C19. UGTIAL Qi . 4B E # J2 LL Smg Jii
EVERE DIRG 255, 29 41%T80E T S [RIG,  23% 005 35 4 PRV BT Wi
B B R SR T 2494 (4R 2700 1 12%) A2 SR R A (K £ B oy s R A
B P40 o R P BRI PR 4R 2 8. TR ISR, N TR BR A QU P 4R 3 - 3
UG RS R BRI PR 50%), B 85 J8 J5 P 25 0 A SRR 7= 4 4% o5 AR 3R
JEEE VTR 20%.

SRR R AL, SRR =R N- AR R AR = Y06 T VEGFR-2 11 4h

B B 400 £5E8 400 £5 LA L
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Z¥)-Z BAR A
A2 et B 5 5 JE B el 5 e £ BRI CYP3A4/S AN LA, Bl

JEAKEER T pH 1H, pH {ETF & FEUS LK. CYP3A4/5 5ERNHI 7. CYP3A4/5
SRR SN PTER FAXS B & Je BN R LK 4 (L DHERE Y 0 L2594
HERD.

B 4. W& R E X R B R A R3h 12 KR

PN ;- PK A AEEAN 90%CT i
CYP3A4/5 B3I HIF: Cmax F BEEALR AT 5 2 Je 7
i e AUC s
400mg QDx7 K
CYP3A4/5 58305 7: Cmax — G 5
FIAEF AUC (e
600mg QDx9 K
BT Cmax [ | T 7 1
& U AUC —
20mg QDx5 K
iR E
BRRE/IER Cmax s T 7 1
AUC ——
TR Cmax e R R
AUC —_
/IR &5
I I I I 1
0.125 025 05 1 2 4
AR R A

AUC: EE@%F@ /Els Cmax: %j(i&}gv *ﬂﬂﬂﬁiﬂ%% (2>
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Bl B8 JE XS A 25 Y S i . ARSI R, B R R RESI A CYPLA2 A

CYP2C8. {HZ, FIEERMELE GE—F CYP2C8 &Y & HIEATH R EFHER
i MR P

AAMIETE 7, B & JEAE IR YT LRI L T A CYP2A6.CYP2C9.CYP2C19,
CYP2D6. CYP2El. CYP3A4/5 5{ UGT1A1. ARF4RHMIAARSNIE S B, Bl 8 e th AN
5 CYP1A1l. CYP1A2 5 CYP3A4/5.

FEARSL, B B e AN I R B P-HEERE (P-gp) HI—FMMHIFR. (g, itk
FIVR T B MR B 1R B 5 5 JE JF AN P-gp.

Regk N

JUEAEA: MARTE 18 Z LA T BE T & e .

FERAEE . B XTB B R 230 s W 4 (0 LR & ] M [EEH
WD

BERUE: AE 590 e FE S I A B ek T REAZARE) 02 IR S e 7 A
IR hRENG DL 04D, Ferp A0 4E 5 ) 52 W 4 3 2% (15 mL/min <CLer <29 mL/min).
64 {5 B 13 (30 mL/min <CLcr <59 mL/min) H3 Al 139 {542 fF B $13 (60 mL/min
<CLer <89 mL/min) M3 . 5 45 5 [ ' 4 35 0F Bl 15 5 J& 254R80 10 % To 6 = SLIEE 0
BORAE— BRI W B E 1 EdE (L TRZERED.

Hh NER 2R : NBEZREN 1 W R, B ARRS Pl AR | R
UGTIAL ZERI B CYP2C19 Jk KRN R 5 5 i 37 Bk 2 To I PR AH SG M2 o
(5]

30°C LA N ORAF
[f3:]
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R OB RS T /AR TR B A
AL LERH -
Img F7: 180 H/Afi; 14 H/&r; 28 Fi/f; 56 Fi&
Smg Frifll: 60 F/ff: 14 Fr/ér 28 Fiés 56 Fi&
[ 2]
36 ™M H
[ $uATHr1E]
E 24 i bR #E 1X20130209.
[#HEAECS ]
HBE 25 i EHIES
(1) Img Fi#%: H20150219, H20150220
(2) 5mg #A%: H20150221, H20150222
[ Eia T ReE Al
%4 #: Pfizer Europe MA EEIG
VEMHHE: Boulevard de la Plaine 17, 1050 Bruxelles, Belgium
[4=41]
44 F5: Pfizer Manufacturing Deutschland GmbH, Betriebsstatte Freiburg

A FEHibE: Mooswaldallee 1, 79090 Freiburg, Germany

] Py B R Hiu ik
b T AR IX FEARA T 1db KM 3-7 S 10T 3% B BE 8-13 /2
HE%%: 100010

Hif: 010-85167000

#2901, L300
Version No: 20210610



PR B 400 910 0055

3070, FL30
Version No: 20210610



