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LEREE]

B 5 5 JE FH T B A 432 52 3 — e % 2 I T 411 1) 591 g 400 e IR 1V 7 2 e ) e 391
i (RCC) MIRRN B .
(345

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

A R IR I 2 56 1) e A A AT A F BT B SR VR T .
47 7

Bl B JE HEFE L 46 T IRGRI N Smg (REH RO . FiTE & e vl 5 & Y R ik el e =
JEAE TR 2, B HRIRG LI R EFRZ A 12 /N (WL L2580 1% Do A —#F
K IE AR R e

REMER T ImPRIR G, SN ARERTT, SEREREAREEZWREN, ZEEA e

i A 24 B A R AT

2 SRR K e B T — R, AN 5 AR — UG e A IR R — Ik Ab Ty
.
7o R B

SRR 2 22 A VAT 32 M XA 22 S 3 hn s FRAEC 7 2

FEVRIT IR, T2 IR AR ) S AT IR BRI 2R S B 0 R IE SR
Ty AR 2 HUL EARR RN GRIE B B SERER T (NCD A B35 AR E bR
HE[CTCAED . IMEIEH . REZEEZAIGITT . 4N Smg BID FFaR3E hnf &,

FRE R JE IR AN A Tmg BID, 2R 5 R AH R bR, it — R0 E 3 i % 10mg BID.
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TEVRIT IR, — 225448 R BIIYA YT T AR T B RS sk A p BB B B 45 2,
BRI B e (W GERFTD. WRFEM Smg BID FFaayga, MR
9 3mg BID. WIS EHFREE, WHEFERIE N 2mg BID.

A CYP3A4/S SR Wbt 4/ CYP3A4/S #ACHHIF] (et B EEmE,
P RERE, TP AR BIFLAS T EHAAST . I AT RHCAS S W ER
F. FRIBE AL, FIEFETE CYP3A4/5 HIHIEFESLH CYP3A4/5 115575
BERIZGIERN BRI B 258 . SR I RIERLSZ CYP3A4/5 SEALHNHHI i ot AT
B NI TS, (HURAT S CYP3A4/S #EAHIFIE T, DR # 2 11
I, TR I, BT & e i FE- 1 (3] 26 IR (AUC) K8
EAGHHFIE I AUC JEE A o AT IR R 2 PRI 52 P 1 1 22 57 08 I B B A1
BE G RIE e diR A 1L G SRR RO e R (L5 3-5 NIk
AT ) TFAG CYP3A4/5 #8745 25 BT A2 FH i w22 O L2459 ELAR R ] R0 L2
IV DR

A F 3 CYP3A4/5 5551

By B JE 59 3 CYP3A4/S 75551 & FH AT BE B AR KR 2 JE i MLk B (L L2544
HAEF Do #GE T B A BARTEE CYP3A4/5 Sl REVER) 29 1E M B ACHI & 25
Y.

JUE M ARAEHSZ 30 CYP3A4/S 1557701 B Th ik 0 B B ) B 1, (E G SR b
SR CYP3AA/S ¥ S04, UGG ke & 2 J ol Jadias, KR E Rk
CYP3A4/5 5 FHIMEKEFAE LG HZESHNGT — I, W2 2 e
SN, ST R PR . — SN R 2GR B A YT T RE R 15 Bk A Lk R
HE BT, M/EFECHT S B ErAE (L BESEFEHD. miE k58805 306
F . RES7 RPRE R B JE BB R R TT AR 5 AL CYP3A4/5 5 5745 2w FH B350 & (A
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[ZH EAEA D,
FERN T

BN BFERELTHERNE (W CEERZA] M 2R3 %D,

B H AR AT B SR AR B B B T i . AR EIAR25 R3) 71 5
i, MBS EAREEELEERNEREPIBRELEZEZER (15 mL/min<
WUBHE BR#[CLer] <89 mL/min) (W [Z5Azh 122 Do B 2 d i d B LR
B B Je AU . AR IIE R (CLer <15 mL/min) REFHA b

HFAR 37 %2 FE I 3 3 IR BT 5 JE i, TG 75 T B AT 4R 71 & (Child-Pugh 734 :
A 0. RIS, LEELT D fe B3 S IR AR B B, ARLA
ENIHE (Child-Pugh 77%%: B 40). AJRHEEE 4 VERIT] 2 11K 22 57 18 0 25 15
ChE G I . H BT A A T2 (Child-Pugh 43%%: C %h) M it frid by # )2
WL, ARAEZABAREAREEE O DEmFEm] A L2430 7% D.

JLENFE
AR AE ) LFE SR AT OB 5 JE R 2 PR R
[(FRR5]

D1 g i PR 6 7 5 At AN [R] S A T it 8] 0 — Aol 2 7 Ml R PO 8 B A R s
LA AR ANBE 5 o — R AP R R I8 TP OUL B AN R BOBL A A R AT BLRRELA, JF HL
R BEANAE S AE I PRSI EG H LEE BRI AS RSN R AR

FERZGRIT OISR 715 GLEE TR 7RIS & e ry e att, K 537 firg i
RCC 84  rid & S 1 20— 505 R B AR JEAH EL R BEA LI PRIT 7T 1 359 BiHE I RCC
BHERMES K24t O DgRRED.

R AE U B 5 1 FLA 5757 o SE PR AR IS 8 DA RS, BLAE R B AE SR i (L (7
BHEID: Sk, shikimiete g F 0, spkiieteEf ot mif. OH5Es. By
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LR TR FARIRThREA A, i B A I RAE. RPLS. HEAR. B &,
FHRILKE
I PR B2 B

P2 5 B e IR YT I B R R AR 1R T I B TR AR YT B R 430 6.4 A
A Gl 0.03~22.00 150 4MH GER: 0.03~20.1). 199/359 48252 [ & e ia 77 1)
B (55%) M 2207355 Gl RPAFRIGITHIEE (62%) AN R F 1575 2 #51)
BICEGRTT . 34/359 B2 E B RIGITHIEE (9%) T 46/355 Bl Rk Ein
THIEF (13%) HTARRBIKAIES.

BT B Je Va7 B L (220%) IO RRBDNIETE . Sk, = . EREGR . &
O RAERME. HEERAMAN (F2) S RERME. ek, Z HAER. >10%
e 52 B 5 5 JE s B AR Je 1R T I R RS A R R B 1.
F 1.210%KERZFE & RRRBIERIBTHBERERNAS R R

ARRPL® fil & B ZhiER
(N=359) (N=355)
ENE" 3/4 % eSS " 3/4 &
% % % %
N5 55 11 53 7
T L 40 16 29 11
i 39 11 32 5
BHEIRIR 34 5 29 4
o 32 3 22 1
R R M 31 0 14 0
BRI R SR A AIE 27 5 51 16
(N R 25 2 21 1
X 1 24 3 17 1
Z 7] 21 5 14 3
{5 A 20 1 20 1
FOIR IR D e el a8 19 <1 8 0
NZ 08 15 1 17 1
R 5 98 9 15 1 12 1
KT 15 2 11 1
I % 15 1 12 <1
P PR X 15 3 12 3
FESU, K270
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ARRPL® fil & B ZhiER
(N=359) (N=355)
ENE" 3/4 % eSS " 3/4 &
% % % %
N 14 2 11 1
L 14 1 11 0
VU JEZ 13 1 14 1
J 13 <1 32 4
THIK 11 3 2
R fR A 11 0 8 0
BT J5 10 0 11 0
HHUAR 10 0 2 0
SR 7 0 12 0
IR 4 0 32 0
AR 2 0 10 <1

NRITHRAE S BB B SRR AT
"#% NCI CTCAE, 3.0 i

TE<10%1HE 2 B 8 JR IR 7 I B8 TPl i I ST E A R (T 7040 adEk
= (9%) LREEER (8%) WU (7%) MK (6%) EHfl (6%)+ T (4%)-
R (4%). MR (3%). B (3%). MRl (3%) W (3%). filifeZE (2%).
BRI (2%). "I (2%). REFIKIIAE (1% P00 Bk A 28/ 1A (1% 2040
FIIZRE (1%) FI—id MRS & 1E (1%).

>10% )45 32 ] # #r Je R B AR e 107 (1 B Tl i IR R DL St = 45 R IR

2,

2. 210%BRZFEE ERENIFERETHREREN LR ELRRE
LRELERRYE N FERE N g0k I

IENE" | 3145 ESE" | 3/4 %
% % % %
JIiib; &
MATHH T 320 35 <1 316 52 4
WA (43180 TR 317 33 3 309 36 4
IR B 312 15 <1 310 14 0
4 T B 320 11 0 315 16 <1
IR
LB T 336 55 0 318 41 <1
Feul, 27
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LWELRRE N FEER N =hidER
MAENE" | 34 ERR" | 345
% % % %
kPR =R T & 314 44 <1 291 43 0
R A 336 39 1 319 59 2
ALP T 336 30 1 319 34
5 IUHRAE 336 28 2 319 23 2
JIE 7 Bl Tt 338 27 5 319 46 15
VEREET = 338 25 2 319 33 2
ALT Ft& 331 22 <1 313 22 2
AST i 331 20 <1 311 25 1
= B I 338 17 1 319 13 1
% B A IfE 337 15 <1 319 18 1
e A I 333 15 3 314 10 3
AR I B RE 336 11 <1 319 8 <1
AR ILRE 338 13 4 319 11 2
B IR £6 1 336 13 2 318 49 16

* #R#E NCI CTCAE, 3.0 ix
ALP: THIEWEERIE; ALT: WRIREILELEN; AST: KRIIAZREALELE

<10% #3205 & e i I7 I BB I Mok se i = 45 R w . (Ir 7020 M
EATtE (ETIEEE LR (&S RIRITH 9% b KA FEBIBITH 1%) Al
(R E B RIRITH 6% b RAFEBIRITA 2%).

(€359

K] J& AT AT Al Rk i
[EEFH]

JEPEFF A6 B B SR VA YT Z HIRNG YT 3R] 8 H M0 T B 5T e A A
TG UL S G UL fE 5%

FERZIE & R 1RI7 I RCC BH X IRIG PRI 7L, HesZ B & & Je ¥R IT 1K 145/359
BB (40%) A2 R AR IGIT I 103/355 Bl (29%) bt . ez
EHBJEIRITH 56/359 BIEE (16%) MIEZRIAAFEIGITH 39/355 Hl&#E (11%)

WELH 3/4 i E . BEZP &8 Je1RIT i 2/359 il (<1%) RESMEGR, B
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ZHRERAMFREITHEERMESMEGER . miLE (4 E>150mmHg, BLET 5K
JE>100mmHg) H Az A A R FE T ARR & e iaTr e 1 AN H W, JF HAEJT 960 H 5 e
BITIE 4 RETREERNL LTS PR AR DT LR 2500097 & L . Be32B & 5 B ia
FYH 1/359 Bl (<1%) BEME LR B eiRr, R RyT i EE L
A IR (B EAR KM D,

FEIT G R & JE BT A, NAEHIEF I o NS I s i s IS oL, R 4% 55 45
ARG MR 2R « W4 THUE LR ZI6TT AR e L, SR AR
E BB o A AR 45 T B i L 249 B ] 8 25 JE ) A7)t 30 ™ 2 L Rp e vk v 1
JE, RS FRTE e, — HEE i I H BT ih 4 T BRI R R B e . iR
i MG SAEYE, NEEIEL) . W bR B e 252, NI IE 2 B s 257076
T EE S RIKIE (UL TVZERED.

AN FEPR SR A 7E W 15 0 45 o R v 0L PR A O ) R 30 J I R 25 A AiE (RPLS)
IR WU B AT 14 W 0 35 R R A
SRk MRt SR

FENGARRIG b, RS AR FECTE N (3N Bk AR 4 ZE S o TEHZZ R B JB VR YT 1Y
RCC B ARIGARIRIG T, HZ T8 & e ifyT iy 4/359 BlidE (1%) Mz RhARR
1BITH) 4/355 B8 (1%) kil 3/4 BBkl ZEF 1. TERZ R B R V6T 359
BlIEE T, A 1HEF (<1%) kEBOCIHERKINE S5t 2 RhIERiRyT i EE T
R E B E B (W IR KM D,

LER B R IR RIS, A 17/715 BLEE (2%) MG ke e ZEF o (O —
PR SR LA A BN ILE = Ah DIVUBESE . ARSI IK A ZE), A 2 156 T 4k & T i I
ISUAR

i
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A A S A IR B S s s S SRR E B JE . H R M RTEZ AT 12
AN A R AE B Bk R A 2E S 1 S R SR e
Bk i R AR

It RS, Al i B0 G JE T AE A S K LA i ZE A . AERESZ P 5 Jé VT RCC 11
A RIS T, BB E B RIRIT I 11/359 BlEH (3%) R RhiAERiRTT
(Y1 2/355 B S8 (1% ) 75 Bk AR AR ZE S . 3252005 8 e VR )T 1 9/359 Bl 3 (3%)
CRLAR AR 28 . URFRIKIIAR « FL 0B Dk P 26 . R RS K LA D A2 &R B R e ih Ty
(K1 2/355 5 J B (1% )3 & 3/4 Pk AR i 28 S . BOEMERlAe 28 0L T 1/359 B (<1%)
PP B RIRIT IR, e RBARBIRYT MR IR . TERTE & e I K
A 22/715 Bl (3%) s srlkiiete 2 diit, b 2 FIFET 4k K T ke ZE

7K A A X5 A K A i s 1 S IR B JE . H T MR AE BT 6
AN A R AR Bk LR A 2E S 1 S R SR e
AR S A S

By B Je R T I AR T RE R AR I 20 R H B 4R B LS T R, SR ZL 4R S
L OSBRI o 2120 i A 2 98 100 v R 18 T A A 28 21 1 XU

JSEPEFF 46 B 25 SR VAT 1 7E IR Y7 P o s 9 O ot 20 2 7 Bt 2 P L 2% o R i
2L H AR LL 2R TS 2 v T IR K, ROARSE 5 RO B B AT IR YT, K AL B
L4 L B 25 AT 28 Pl e 2 1 K P
HA I

FESR 2R 5 JEIRYT 1) RCC B X MR PRI 7T e, 352 B0 5 5 JE ¥R T 1 58/359 4l
B (16%) MIEZRPABIRITIN 64/355 Bl (18%) i L fF. #HZp &5
JEIRIT I 5/359 (1%) B & A2 RALARJEIRIT I 11/355 (3%) Bl &4k 3/4 4t i
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ML CEFEmR L, I, PR TV AE AR A D . Bz f 8 e va 9711 1/359
(<1%) B F (B D M2 R HIERIRITH 3/355 (1%) 19 S 4l & BUAE I H i

A T AR AE ARG R T 1 % A% 53 B0 3 Y B 3 1 1B it I 6 v R SR
BEE, AREX R AR e . R R R, SRR
Jegi?,
0 FI

FE— TR B R iY77 RCC B I IRIG R 7T, 6/359 Bl (2%) HeZpis & e
1RTT R B 3/355 Bl RA AR B IRITEE (1%) k0. 2/359 % (1%)
P2 P E B e IR T BB A 1/355 (<1%) BlFe RAARBIRTT I E#E RS 3/4 o))
. 2/359 1 (1%) #ZBEH B EVRITHIEE M 1/355 B (<1%) #EZRBAFBIRTT
[y B AR BRI ) 30

FEREANBAE 5 JE YR 7 i A v 75 M 000 7 3 0 (R AR AE BRI R 75 3 7k A 45
i) 5 e 4 L O S 2
B I LR E TR

FEREZ R E B JeIRTT i) RCC BN I R Fi, B2 Rl B Jeva T i) 1/359 151
B (<1%) WGBS, B2 RBARBIRYT M EE ARG B L. R0 E & eI
RikgeHr, 5/715 B8 (1%) il B aEfl, O 1 GIEE . bR B aFfLEE 4,
AF 4/715 BB (1%) R TEREE

FERT & SRR T WATA], N E H I S T o LB T B REAR
FORBRTREA 2

FEA 32 8 8 JEIRYT I RCC B X MR IR PRI e e, 43232 B0 85 JE 1R 9T 1 69/359 41
B (19%) M2 RP ARG IRIT I 29/355 #ilE#E (8%) e FUARIRIIRRIR . #5252
BT B JRIRTT I 4/359 B (1%) MHEZRAARRIRITH 4/355 BIE#EH (1%) kb
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FOIR AR T B8 70t FEVRIT RTIE FOIRARIER (TSH) <SuU/mL M, Be2fd# e
BT 79245 Bl (32%) KIERRILARRIBITH 25/232 B EH (11%) K TSH Jt
4 10 pU/mL 8% 10 pU/mL BLE (L TRR M D.

FEFFURRAE 5 JE 107 5 L 00 FFODR IR Th B, 76 B0 5 S8 A7 90 R 2 5 S48 s ) PR
Tt . NIARYE H KT FR R Th BERGR A FUIR R D) e TCHEREAT IR Y7, DAAEREHUIR IR D) 8
HARA
£ D ®E I REE

1) A PR <5 5 JE 6495 11 s A B i 1 1E 20 7

PTETIE FARFZ D 24 /NI IR E B JRIRYT « RARHEG 1275 582 @A 1R
FUWT, WesE RS FFIF AR BB VR YT RS ]

Gipuiaca=y: =l =g

FERSZIE & Je 107 1) RCC B R PRI 7T, 352 B8 8 JE Va7 IY 1/359 4
B (<1%) R al v 5 3 FUFR R & E (RPLS), B2 R AR 1Ry7 I B R iR
T RPLS (WL EANR &ML D. ££R] 8 e HAtilm AR 48 sk 15 1 #%i RPLS.

RPLS 2 —M#E RGBT, W ReRIN I TR R A B RE . RO R0
HABRLSGE AP RGL KL IEPTRE IR B H MR . RIR U2 A RPLS
WAL 1. B RPLS 188 RN FIRT & 8 8 . 4 HBLE RPLS (1 835 -0k 4 T
&I 2 AR A
EAR

FEHZ B B Je 10T ) RCC (B Bl RATF e, B2 Bl 5 JR VR YT R 39/359 #l
B (11%) M2 RBEARRIRITI 26/355 BlEH (1%) MEEAK. BZEE)E
RITH 117359 B (3%) AHEZRAAREIRITHY 6/355 Bl (2%) ks 3 HEH
RO IR RBD.

Eﬁl]ﬁi

Pz
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FEFFAGR 2 JR 07 B S W PR A 1, FERRT 25 8 TR 1) e R PR A o
I 2 T B BRI A I A BT 2 S 7 B B A B o U SR R L
TREREAE, R RIBT 8 e o
A=

TERZ BT E B R IRI7 I RCC B W IRIG RIS, BIANRIT b 4 5 H 22%0) 5
FOR A VR I ALT T . BT Je 1697 4 <1%00 3 b AR Je Ve 7 419 2%
(R R A 3/4 2% ALT FHadifb. s W IRAH AN R Bl 4% ALT. AST AR
T (L IRRKMD. £WEE ALT (>3 f51E% FR[ULND FIHL R 2 fF
ULN) [ T i

FE—Tm AR EHRRB T, ALT (12 £% ULN) FIEZLER (2.3 £ ULN) [Amf T+
EBOA Y G ZAE R K IR, FE BRI B JE R AR5 20 mg B H IR GEF LG
FIEI 415 (11 ) S oS iR

TETFURRTE 8 G IT RIS ALT. AST JMAHZLE, FEAEHENETT B 1R e A
XS
R &

FERT B R IR RIE 7, P EAT#3 (Child-Pugh B 2%) 21k & P FE 8 B 14
R B KA IR W AT Db ae szl i 2 A% T EEIE B3 (Child-Pugh B 2%) #3200 #
Bleinsrnt, @RISR E . MAREEZE (Child-Pugh C 20 KB P (W
A=Y M LARE%F D, ARIEXKEFH PR EEE.
iR

AR R 5 JE (R AL, Ztc iR R 5 JE vl Rexd i JLig s dn 3 . H AT R
FEUE YR IE L sp EAT A B SR 1 70 40 RIS IR 7 o FE/ N R B R ok, M BHA R &
AT I RHER 1) B (0 AR B i, SR 30 5 & e B 8Os e . IRIR SR EAI NG )L .
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B E BB IRYTI, N BCE WA e . A AR A A A, B
RGBS, N& B Y0 n LR e e ® (I L& KoL ia 2 A
ZD.

FUE

AR EHANE BH T WAL 5 L ANEANN 52 . Lapp FUAHRE G = 5056 £ 0E-
P FUE LA R 1 S8 AN IR AR i o
X BAE FADLER R S IR

] 7 5 JE o 25 RS FH AL 8 0 O S AR /)N o LR Je T i P o S T e K
FE IR B 0 Sk B RS 55 4 R
(ZE BRI L AZ]

FEMY

LRI 0T 78 24w P o 8 5 2 1 78 0 s R OB 7 o AR SV F LA, 242t iR
FABT & & JERS, AR S ECAR LI . /AN B SR I, 2 BHA SR EE ST I
IRHEFE AR A N R e iy, WS BB B Je A St . RAG SRR ) LEE 1. HL,
YA B SR ia T I, SRR A . SRR SRR IR S, B R
AGIRTT IR, B R IR IG ) LT G

TEACIC AT B 3 — TR UE RV E), B 5 JE VB 18 45 TR /NBR, BRI AG2mIR, FEAT
AREAEA (215 mgkg/flE, &8 UMERFRIGT R4S 245428 Rk E[AUCIH
2310 %) 1, WERBIHEIKEHURZET G ERIG-IAF 8RR, i gR N RAENE 2]
R A 2 E B B2 BN 0.15. 0.5 1.5mg/kg/FI B RIS # 8 (BEHAZMIK). 1
1.5mg/kg/ AT GZAE R MR RAGTIE S T B35 T AUC 149 0.5 ), 4ok}
PR B A IR TR- TR AT S TR (52, £>0.5 mg/kg/flE4HH (LLHETER
GBS T G FTE AUC (929 0.15 1%), WEEBIH IR RE-IA AT 55 MR B 3 A5 4k 73

F13T, 27
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LA

H Al A BB 2 e 2 B NFLHH R . BT R 2B E ST HRt,  Ho L2
JUAFAE R AR B JE e BAN R SOBLI AT RE, PRI 2% RS 24 0] B IR B B, hoE e 1
2B AL B FH 259
[JLEAZ]

W ARAE ) LB R P U B B I 2 A A R

{ER#8 J8 BID 4 452 1 AN H s K R) ) 2R BN BRBOR HH SR 51 R A
HIEE . 75215 me/kg/FE (L NHEREECURTT B4 T 8 TS R G & 8% E[AUCIHY 6 1%
15 15D, MEEE/IN AR B ELFE AL AR )5 B 8% . 72 RA>5 mg/ke/7i & (L9
BRI RS T B IS AUC 1 1.5 %) B HMWRG A IS, WERERP I
I CEAREEA . FNRE AL BER/EGER D . HARTEFE RS P EAT A %)L
PG 1 HAR S AE S I VP
[ZERZ]

TERSZRE & Je 107 I RCC BH X HRIG PRI 7L, HesZ B & & Je ¥hI7 1K 123/359
BIEE (34%) 265 % o B AREARR L E KB R BGR, (HE>65 £ 5 65 %
DA ], SR BRI SRR 2 JE () 22 VA RO A 22 57

ZHERELHF HENE W CHERE]Y M 243075 D,

(&Y EAER]

TR AN Bonp S8 e £ L CYP3A4/S R, DE4 CYPIA2. CYP2C19 Filjg

R - A A BRI L RS (UGT) 1AL AR

CYP3A44/5 $it7%

i FE M4 2 CYP3A4/S IRRANHIF, 7ef@ RS E Pl 400 mg B H —IRIFIE%
25 7 K, AERRIOMR Smg BE &R HLE R (AUC) FHE 2 %, Chax

F14T, 27
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Thi 1.5 ff. BUs e 55msk CYP3A4/5 HIF] CBIaniepeme . A il et . sehids K
LA LR L eI . ZRVRmER . AR . AR . WA LB A EE)
£ FRTRE T i e 2 5 8 0L RV P o 7 0 il P R T v ] o 5 I VR B . R B PR TR B
A AR CYP3A4/5 | AT BEIE A 2595 F] - 4 SR AL 2005 9 35 CYP3A4/5 #7145
VORISR MAE L DHEHAED.

CYP3A44/5 %557

FAE-F-72 CYP3A4/5 [P0 S, fEfERERE L 600 mg &F H—RIFIELS
#59 K, MHGHE Smg FilH & JEHI T AUC FEK 79%, i Crax MK 71%.

B B Je 5 umAL CYP3A4/5 iS4 (BIanRAE-F. HuZEKM . R2d, REPF,
HMAEATYT S FAET . AR 2 K& B E R E 208 5D & 1 7T Ae PR AR £ 2 2
MR EE . BUGEFLEH RIKFEE CYP3A4/S S REMEIZiY A . WR B AL 55
R CYP3A4/5 F-35a M, BUCRENEEBHE (W LAVEHED.

CYPI1A2 F1 CYP2C19 it

DR (<10%) 4 CYP1A2 F1 CYP2C19 AR, i AHH 78 X Le [H) T i fr) o
ZECATIHR) 700 % i) 5 5 JE 25 4R B 7 22 B SR o P T B[] T B 1) 5 U 1) 5751 T e 4 84 Ty o
Bk s, KRUbMEM.

CYP F1 UGT it Fli75 3 HI RS ¢

AN FER WG YT MR EE T, Bl & e A CYP2A6. CYP2C9. CYP2C19.
CYP2D6. CYP2El. CYP3A4/5 5{ UGTIAI.

PR AN 7T 3R BB 8 JE T RERNH] CYP1A2. RIUL, R &85 CYPIA2 Y& AWl
REFEL CYPIA2 JRY) (BIInZem) Mk E Tt

PRI 72 IR 2% BA BT 5 5 JE AT REFIH] CYP2CS. R, Bl & B 54 (—fo
(¥ CYP2C8 J&#)) & R, A T B e 3 (M R R M R T, R Z IR
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CYP2C8 #i.

N2 B AR A T2 30 3% BB & B e N5 CYP1AL. CYP1A2 B CYP3A4/5.
UL TR & & R B A A A2 BRI & I CYPLALL CYP1A2 8L CYP3A4/5 A4 Y
LI AR
P-WEEE FLII RS 5T

PRGN TR BB & JE 4 P-FEER . SR, TR TR YT MRIR B T R & 8 e A

s P-REEE . DRI TIUAR ¥ B SR Bk G F 2N 2 S0 A4 o b v o BUOH B PR IR
Py LSRR P
(ZYd & ]

I JC BT B 5 JE 25 B IVR T

TERZBE B JeiRIT I RCC BEM—TUIRIGIRI T, B 1 fIEEEMEZ
20mg fE, HFHMRFFEIRTT 4 X, HIkE (1450,

FE— T B R IR R A E R Z W 7o, #%Z 10mg BID B 20mg BID #2467 # 1%
W R R RN EAE S 5 e A DR AR A e BB I

FEMBES BIENLN, BUEHPTE&e, RS TSR iasT .

({78009 |
A4061032 BFE (2ERBFS)

T — TN . AERVEE P2 el 3 I, VRO TR B B 1 e Ak
FIB R KB — A BT TR RSB E e, TRRhL. Bi9% ek
YRR 507 20 Ry AR BOR T R B R R ] RCC B (N=723) BENL4

(1: D #ZERE (N=361) BERfIEE (N=362), HIESMI A LEHEZR BT
i B U R AE A (PFS) . IREZ SRR MR (ORR) FLEAEAI (0S).

12 51ZH I EE T, 389 Bl (53.8%) B3z —MLLET R B e N EHIRTT,
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251 B (34.7%) BHEZ—FUApRRT (ANER-2 8T HE-0) NERRIT, 59
Bl (8.2%) BHEZ —F A VRBAFUNTERNIARTT, 24 BIEFH (3.3%) HHz MLl
BV SR N LRI . BE R S R IR L (A R 2R N LV T2 R R A A
Lk, ELFEAEHS
JT o
FERTA B NN 2 DS ZAH (BRAERT e 8 e iayr BRI R 13697 H, X

PRSI FgE. EEMREIMEL. (ECOG) AR, H I X 38 f1 BEAE VG

TEEALPFS, PIEHEASUZ ERENTRIAE (WK 3 ME 1. 2, 3). f£
AFEBEAERTT AT, AL PFS SCERE AR 2 MR/, Toikgs il SE 0 4h
CREAE 8 174 % SRR T BURRAE DU HUIR YT« fE T B AR R BRI T 70 A,

ZH1F) OS MZFR LG4 3o

K3 BEEHEER
KR HRAEE FMEER BhdEe HR (95% CI) P{E
BABE CITT) N =361 N =362
tiiz PES™, H 6.8 (6.4, 8.3) 4.7 (4.6, 6.3) 0.67 (0.56, 0.81) | <0.0001°
(95% CD
fifz oS, A 20.1(16.7,23.4) |19.2(17.5,22.3)| 0.97 (0.80, 1.17) NS
(95% CD
ORR " % (95% CD) 19.4(15.4,23.9) | 9.4(6.6,12.9) | 2.06"(1.41,3.00) | 0.0001%
BT R & BT A N =194 N =195
ik PES™ , H 4.8 (4.5,6.5) 3.4(2.8,4.7) 0.74 (0.58, 0.94) 0.0063"
(95% CD
tifiz 0S¢, H 152 (12.8,18.3) | 16.5(13.7,19.2) | 1.00(0.78, 1.27) NS
(95% CD
ORR " % (95% CI) 11.3(7.2,16.7) | 7.7(4.4,12.4) 1.48"(0.79, 2.75) NS
BEEE g0 R FiRyT WA N=126 N =125
tifz PES® , H 12.0 (10.1,13.9) | 6.6 (6.4, 8.3) 0.52 (0.38,0.72) | <0.0001"
(95% CD
iz 0, A 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) | 2.39"(1.43-3.99) 0.0002'

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

Tgiit i E : ORR: ZMZEMRE, OS: BAEAFM: PFS: Joitfe 1.
 NBEAL AT AR i P 5 SO P B FE BAE TS RIS T, BT P se i A . AR H . 2011

F6 H3H,

O Ul ST AR AR SRR T A AR AE (RECIST) HEATVEMT .
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¢ %M ECOG A PR BEAE VR TT 31T 7 /2 BTG YT 1) log-rank 46 1 500 p {H .

CEIEHEM: 201111 A1 H.

¢ HuLHM: 201048 A 31 H.

" ORR f# F RS Lo U EE>1 2 BT 25 R 4L rb & A S A 0 FT REVE B s KUK Eli<] R
R JE 4 AR G K T R BE v

¢ JZ I ECOG & IR AN BEA: 6 97 134T 43 |2 VAT 1) Cochran-Mantel-Haenszel 456 14 5541
p1E.

" ¥ BECOG 1A JPIRILHEAT 73 2 (IR IT 1) log-rank R 56 [ B0 p i

I ECOG 4 )R L4773 E VA Y7 1 Cochran-Mantel-Haenszel K36 fr &) p1H.

A 1. BSEPHE B BTE AR TG B AN Kaplan-Meier 2%

1.0 fo—~
0.9 1 ——— INLYTA (N=361)
Median 6.8 months
E 0.8 -
w ® - == = Sorafenib (N=362)
s ] S ey Median 4.7 months
B %3 b |
8 0.6 ‘-.ﬁ—.{so—o H Y
5 .. : azard Ratio = 0.67
o Ben 95% CI[056,0.81]
& o] & Y P value < 0.0001
5 [ -
'§- 0.3 ‘Q‘%‘_— ) - )
E 02 ‘eh——-._,l .Q—o—‘.‘_‘ ‘
o ‘a-w__w____ o ., \
a ===
B ——an b -
El -] B8 o 12 II4 6 18 ZIE: 2 24 2‘6 Z‘IH
Time {months)
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B 2.
1.0 {00y
]
i)
I 0&- 3
1 I
c i
S o 8-
7] . —‘z
® ]
9 0.6 e
o) @ ¥
g ., b
i e
: Y
.'g LL-,_ bt "_‘
8- 5 S__“ ' -
o Cea__
o 0.2 ke
_TTx
3.' -
0 2 4 6 8 0

TSI K BRAET B B R I8 T WA I B8t R AE 7 i Kaplan-Meier BH£R

INLYTA (N=194)
Median 4.8 months

- o= = Sorafenib (N=195)
Median 3.4 months

Hazard Ratio=0.74
95% C1[0.58,0.94]
Pvalue=0.0063

Ne—
"
L .
-—
___h'l___{_\ — -11 -
e i =
T T
2 4 16 8 20 24 26 28
Time (months)

B 3. JRor Pl R BEAEGE B T T A H o R A A Kaplan-Meier BHZR

1.0 18—
o j- \ INLYTA(N=126)
L“._: o e Median 12.0 months
1 0.8
15 o — —o— - Sorafenib (N=125)
ﬁ 071 ‘—i Median 6.6 months
oy 05 T et
2 - ) Hazard Ratio= 0.52
T %W? v 95% C1[0.38,0.72]
g o % i N Pvalue < 0.0001
o s % o w
Q2 g3 1 gy S,
: e —

2 e,

0. tt——&‘o————é{ —L

0.1 ____LI__ .

0.0

Q 2 & £ a8 10 12 14 16 18 20 22 24 26 28
Time (months)

R A4061051 CEMBFI)

A FURAE LI XTI BEAL . XTI, TP, 2 H0itst. et — & 5iasT
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(EFEeB e, MR e A2 J5 IR E] mRCC B, XEEsT 7
B B e HRP AR A AR 2 . 3t 204 BIREAEEEZIL IR T N B (RLEE
188 491 [ £ 38 4% 2: 1 YL BENL 7 o4 32 B 5 8 Jé (N=135) BERZRFiFJE (N=69)
IT . R LUCHEAAN (PFS) SRATE B o0 i AT PG . IR R LR
AL (0S) M MEEZHE (ORR).

ARHFFENA B, 101 BIEE (49.5%) BEA2 1 — R & &7 e B B 7 RIR7TT

103 Bl (50.5%) BRI — M AR 75 697 . BiE B R A MR AR e 4
IR N FVGE T 2 RS R AR AL, BLHR AR ES L PR3 P AR BMEL (ECOG)
PRITIRDL B X AN BE A VAT

FIRIAYT M I R A RS2 1 VR YT 1 A 11 PFS WK 4. 54 PFS 41HTHT OS £t i

A, ORR UESERE# e iaiT It TR B AEERI7 (ORR 7374 23.7%F1 10.1%) .

20 71,
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4. HREGER

K cD f

(0.939, 5.454)

P& e Fhdee HR (95% CI) pfE

BAE N=135 N=69

thz PRS®, H (95% CD ° 6.5(4.7,9.1) 4.8 (3.0, 6.5) 0.731°¢ 0.0531¢
(0.506, 1.058)

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

ZAFSER AR ORR* % (95% | 23.7(16.8,31.8) | 10.1 (4.2, 19.8) 2.339¢ 0.0090 "

Wi cD (1.094, 5.002)

BT B & BT WA N=67 N=34

iz PRS®, H (95% CD ° 4.7 (4.5, 6.5) 2.8(2.7,6.4) 0.629 ¢ 0.0412°¢
(0.377, 1.048)

iz 0S*, A (95%CD ° 14.9(12.8,19.8) | 14.9 (9.1, NE) 0.866 ° 03163 ¢
(0.478, 1.568)

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

w5 cD ! (0.571, 11.232)

BB FiyT A N=68 N=35

AL PFS®, H (95% CD ° 10.1 (6.5, 12.0) 6.5 (4.8, 12.0) 0.860 ° 0.2945 ¢
(0.502, 1.475)

iz 0S*, A (95%CD ° NE (15.9, NE) NE (13.5, NE) 1.104 ¢ 0.6077 €
(0.544, 2.238)

ZAFSEI B4R ORR % (95% | 32.4(21.5,44.8) | 14.3(4.8,30.3) 2.263¢ 0.0240 '

CI=EfE X (A, HR=KK:tt (BT& 8 e/RbdEfe): NE=Lflitt; ORR: HUWEME: OS: H4E

M PES: HERAEM.

Bmaa H: 20114 10 H 31 H.
> T Brookmeyer Ml Crowley 7572
¢ RVERBSE R, XU b<1 FRIRBTE B e B A R R AR s KRS Ee>1 Rom R B AR e B4 1K
KRB %85 log-rank #5648 [R5 2 BRI 2260 UK LU AT 1 22
O YRR ARESH p (E3K E % ECOG (AR ILFBEEIATT 23 EHITATT H0I log-rank 1656,
¢ plERB ECOG KRSy RN log-rank 1656,

U AT F ORI T A,

¢ JLT Mantel-Haenszel fifi THE A XU ELFD CT 5 %1345 Cochran-Mantel-Haenszel £6:56 48 [7] )43 E K]

A XU FE A TAR A,

MO TR AT, p (EIR E 2 ECOG A R EEEIGTT 4 B HITRTT S
' Cochran-Mantel-Haenszel #5:%
" p{ECR AL ECOG & /1R 73 E RIS Cochran-Mantel-Haenszel 164,

Hh B AL AT RS R AR 5
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x5 AREER - PEEA

P& e Fhdee HR (95% CI) pfE
BAE N=124 N=64
thz PRS®, H (95% CD ° 6.4 (4.6, 8.3) 4.6 (2.8, 6.5) 0.785 ¢ 0.1138¢
(0.536, 1.149)
iz 0SY, A (95%CD ° 17.2 (14.3,NE) | 18.1(11.7,NE) 0911° 0.3439 ¢
(0.576, 1.440)
ZRUFSE AR ORRY % (95% | 21.8(14.9,30.1) | 9.4(3.5,19.3) 2.369 ¢ 0.0133"
Wi cD (1.038, 5.408)
BT R R BT 4 N=61 N=30
iz PRS®, H (95% CD ° 4.6 (2.8, 6.4) 2.8 (1.5, 4.6) 0.708 0.1068 ¢
(0.417, 1.200)
iz 0S*, A (95%CD ° 149 (11.6,19.8) | 11.8 (6.4, NE) 0.832°¢ 0.2720 ¢
(0.459, 1.510)
ZLUFSER SR ORR % (95% | 11.5(4.7,22.2) 6.7 (0.8, 22.1) 1.732¢ 0.2315"
K cD f (0.381, 7.88)
BEEE g0 R FiRyT WA N=63 N=34
AL 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 0S*, A (95%CD ° NE (15.9, NE) NE (12.1, NE) 1.032°¢ 0.5350°¢
(0.504,2.113)
ZE 2 B4R ORR® % (95% | 31.7(20.6,44.7) | 11.8(3.3,27.5) 2.701 ¢ 0.0148
K cD f (1.002, 7.281)

CI=E(5IX 8], HR=X[E (P& e/RPIER); NE=LiEMiih; ORR: FWMLEME; OS: &4
fE3; PFS: Joidb A7 .
COBdEEUEH M 20114 10 A 31 H.
#F Brookmeyer 1 Crowley 7%

ABSE RS B EE 8], XU bl<1 7T 8 5 J B 2 1) XU 28 P URG: E>1 R R Rk Je S8 1 X
B[R %85 log-rank 656 AH [ (143 2 PR 28 0 XU L IR AT 1 %
SRS A NS, p K B % ECOG (KT3I FBE R IRTT 20 EHITRYT S log-rank #5256,
p (K B 1% ECOG & 74K 53 FE RO FAM log-rank #8:46,

b

C

LA AT F o Anussff 7 ik,

JEF Mantel-Haenszel 15 1B A XU EEFR CT 5 1Y 5- Cochran-Mantel-Haenszel £6: 56 4H [F] 943 21X

A XU FE A TAR A,

Yot F AR ANBE T, p EIR B 28R ECOG A 1R AnBERE BT 40 E A0 1RIT B
Cochran-Mantel-Haenszel #5:%
p Bk B2 HR ECOG & /7RI 57 Z A Cochran-Mantel-Haenszel 164,

(ZEEE]

ZHER

Bi] < 5 JE AR IR I 7T B R AT DA A s R B A2 AR, B I N B AR DR T A2 AR
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(VEGFR-1. VEGFR-2 #l VEGFR-3). IXU852 4R 5y 3 i AL bl g A8 KA e
T JEAH G A AR /)N B AR AL 12 7R KR 8 JE rT ik VEGF A5 14 1A B 448 3
FHSAAE s TEATRE/AN USRS b, BT e R R A2 K S VEGFR-2 [RIBERRAL .
HHEMR

BAERME: FTEH 8 Ames IRIAT IR AN G (AR AR IR0 25 BN, /N R
BEIAZ AR 0 25 B BE 1

AEFEEME: PSS RReE NIRRT R E Ty EEEESATEIRI A,
R GZ 2 WK, =15 mgkg/flE (L NHEERGFIERN RGH#E (AUC) 17
i), BRAENHZ 2 KK, =15 mgkg/iflRE (L NHEIERIGH R KRG REN 0.1
&), A5 REHEEZY) S A0/ S R IR R, FAEGRI . AR AR > R TR
BRERE TR, WTEESIHE0RD: £25 mgkg/FlE CRRERHZ AL
AR RGN 1.5 £587 0.3 i) Ay WMEPE /N RFTEPE R AR I8 i, BT AR
PIEIR . AR DB . T R T

INRAET RS, HEENRAE N5 2 IR, & 70 R, BEEJE 50mg/kg/
FIE (LN N IR B RGBT 57 85 WM /N A AL R 525 7 R R WL
HEMENRG A 26 2 IR, B 15K, =15mgkg/filE (XN NIERERIGHIER R 4%
FEFRIN 10 £5) AT 5HERMENE N BUAE E ) SRR AA S 2 A

FEIRIG-RRAF SRR U, SRR/ BRAE R 5 TR I IR 22 D125 TR E 8 e, 71l &8 0.15.
0.5+ 1.5mg/kg, 2 X/ K. 1.5mglkg F&E (LN AHEFERGFIEN RFEFEEN 0.5 %)
AT R IR-aAF s, BFEmIE (J52); 7£=0.5mg/kg & (L9 NRHER IG5 &E

W R G F TR R 0.15 £5) Al WA BRI 7% .
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[Z5R371%1

AR LIRS J1 22 i i e T A R 323 A e JE P e K 17 TS ) ER
K P — GRSt J 8] P X003 A 2R AT 7 ks ] 3 5 i 10 ok 2 - s )t 4

RSCRI 53 A LA Smg &SR ARG Z5)5, AL Toax S 2.5~4.1 /NI HRAE 1L
KAPEM, TUHES )G 2~3 RNIBEIRRS. SRREGZME, &S EU Smg & H
LUK, FEAML LA GER. AN, FEE B 1mg~20mg 7 & v [ N I H
LRIEZIREN 1% R Smg RIS, B B 81 P 4axt E VR R BEN 58%.

S R R AR, BB R S AR RE R, 45 RS E AUC TR 10%,
H5Ea . mARERE RS, SRIFHAUC THE 19%. FE e nT 5 a9 kel
TG O THEHED.

g5 NMREAFELSS (399%), 5B EASE, 5 a-REREA
M&EERiEH. 7EM RCC B3 (n=20) 1, EHERETHHS FHIX Smg 7 &,
Cnax 1 AUC .24 [ JUATF3ME (CV%) 739108 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 HE B 5 JE (0 5 S S IV DN 2.5~6.1 /i o B 3 JE R T

CYP3A4/5 i, DEZ CYP1A2. CYP2C19. UGTIAL AR, 4Fi & # JE LL Smg Mt
EVERE DIRG 255, 29 41%T80E T A SEEH [RIC, A7 23% 005 35 4 PRV BT Wi
B B R SR T 2494 (4R 2700 1 12%) A2 3R R A (K E B oy s SRR =M R
B P40 o PRI P BRSP4 R 2 8. TR M3, N TR B A QU P AR 3 - 3
UG RS R BRSO PR 50%), Bl 85 J8 J5 1 25 0 A L ARAR B 7= 4 4% o5 AR 2R
TR E VTR 20%.

SRR R L, SRR =R N- AR AR = Y06 Fl T VEGFR-2 [ 4h

B B 400 £5E% 400 £5 LA L
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Z-2 Y EAR A

A 25 B JE IR T B BT CYP3A4/S fLiff. dedh, B s

JEKIEER T pH 1, pH {ETF & SRS L FFK. CYP3A4/5 5ERHI 7. CYP3A4/5

SR8 7 ARG RN el 5 e 2948l 1A Rsgm W 4 L DRIV &Y A D244

HAFMD.

B 4. ZYaHMFSREN SRR FREmN

N3 PK ZEALAEEA 90%CI
CYP3A4/5 BIHIF:  Cmax —
i e AUC b
400mg QDx7 Kk
CYP3A4/5 BHESH: Cmax o
FHEF AUC —
600mg QDx9 K
BB : Cmax I |
B hrm AUC e
20mg QDx5 K
s
BEEEH Cmax —l
AUC _
R/ IE R Cmax N P
AUC e
/IR
T [ [ [ 1
0.125 025 05 1 2 4
yiibapopictialaai-g

AUC: Hjﬂzj%——l:ﬁ /E{; Cmax: %jﬁjﬁg; *ﬂ)ﬂ?ﬁﬁﬁ% (2)

B

BEALR BT 5 5 Je 7 &

gk G fit

To A A

To R i A
BEALR AT 5 5 Je 7 &
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Bl B JE X HA 25 Y (R i . ARSI ST o, B0 B JE AT RERIAR] CYPLA2 AN

CYP2C8. {HZ, FIEERMELE GE—F CYP2C8 &Y & HIFATHE EFHER
i M R

RAMIETE 7, B 6 8 JEAE IR YT MR T I A CYP2A6.CYP2C9.CYP2C19,
CYP2D6. CYP2El. CYP3A4/5 5{ UGT1A1. ARF4RMIAARSMIE T Bor, Bl 8 e th AN
5 CYP1A1l. CYP1A2 5 CYP3A4/5.

TEARAN, BE 8 e RAMIEREZ EE P-HEEE (P-gp) I—FhMmHl. H2, it
FIVET B M VR L R B 5 JE T AN P-gp.

RBRABRT LRI 1%
JUEAEA: MARTE 18 & LU T BE kT & e .
FERAEE . R XTB B R 20 s W 4 (W LRV &] M [EEH
WD,
BERUE: AE 590 e FE S T B T SE T REAZAREN 025 IR S e A7 A
IR ThRENG DL AT, Heh s 5 Bl 45 3 3% (15 mL/min <CLer <29 mL/min).
64 5 B 13 (30 mL/min <CLer <59 mL/min) M3 Al 139 #1432 & Hi3 (60 mL/min
<CLer <89 mL/min) . %52 5 B0 30 B 8 Je 254030 /0 2 oA = L IIRE
BORAE— B AR W B E 1 EdE (L TRZEAED.
HANTERZ: NBEAREN AR TR, BEEE . Pk, A E . AR
UGTI1A1 2 K5 CYP2C19 & KA 0f ] # 5 J& 14775 Bk 2 TG ik PRAH DS R
(-5t
30°C BL R IRAF
(%]
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Img A 7: 180 F/fi;
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Beacon Pharmaceuticals Ltd.

T Rk FhnRnb T EE R E RS B
Kathali, Bhaluka, Mymensingh, Bangladesh
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