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1/29




SFE: 473.99

[#IR]

200mg N A BB E IR, — PR, A4 —HZIE MNERE “GSIT,
400mg N A I FETLHIR A B, — PR, BAM—mZA MEARE “GS UHL”.
[GERIE]

A 38 FH T 6 B A e R A — £RR T RN R B S A B R YR T RO BG4 e iR
FHIETT o

(341
(1) 200mgs (2) 400mg (F% 5 M JE i)

[HERE]
A IR b IRAEAT DU 250 N e B i) B i 5 R BT
HENE

FEWEIA JE (O HERE TR B 800 mg, BEH — . AR IsARGTIE, HLBE T UGH &R A
AN AL 12 /NI, AN BEAMR o

B Je AR S Y E i, TR 1NN B I 20 2 /I IR A (ILEZ
715D B JE A N R KB ik, B 20 P elimgey (L [25sh 7

#D.
FIEIRE

TR R AR AT SZ 15 0, $% 200 mg IR P 0 i sk, DA Rk
2o S JE 57 B AN Bk 800 mg.

BHE

B JE S AR AR b 22 B RS, B AN 2ok B e Je i 25430 s AR
A IEARAT R 5 (W CZE 0% Do T B 45055 AN 2 5 0 15 R e ) 2 e &
PRIk, X AILEHE BR KT 30 mi 7y By &, B E . X TULEHE R T 30
ml/73 85, UM, DDy H AT e IR JE 1 — AR 255 .
FHmE

Xt T R AHERE N R Sk T AEAN RIRE BE O T Zh REAS 2 8 Th b AT M 24R3h 7
T L LB 2 D ARG IT BT A T, ROy B AT
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DhReHATAIN, VIR R EAFRE L EERFEID. B 5 E S g N
BB 2, 3 HLSI%5 ) e i 32 1% . 800 mg 5 meiy e 45 H — k2 T i 1)
Rl BRE R T CESCNHAR EFEHEAEMEENN AR EEZNE (ALT Jf
m, BUE IR ALT BE N2/, AR (535 NHEEMPAER) AN 1.5 Fik
LR (ULND) BEMHEERE. TR ERFRE G2 XN’ ALT M{ENZ
A, A EFE> 1.5-3 5 ULND 3, EBCKE M JE 177 & k> 22 200 mg & H
—I (L LB 1% D

BT ohZ BEHHE GEXNLR ALT KIK-Fanfl, SAHZR>3 FIEHE LR
[ULND 8 BRI 25508, DR AS S 30 B2 P oy e 4 3 A6 (56 PR B ki JE

A7 RN KL S BT B s L 1) S8 BEAT AT Zh R ME AT R B AR 2, L R
FI 1.

(AR &M]
ZetEg

Sop BRI R AE B A (RCC) 2k (it n=1149) w2 4R 2 ik 4T 1
SRTEAY, BT B0 ok B 58EE RCC MY (VEG105192, n=290). ¥ EHFF
(VEG107769, n=71). ZH¢iE 11 BAWFFC (VEG102616 ZH, n=225) FIFEAL. FI
ML SPATZE 11 AR AT AT (VEG108844, n=557) VL A %dE (L DIRRRE D .

X 15 M JE E oAt IS NORE 320 P 1 2 PRI 52 BT T SRV (R e tEN
B n=382), FIiTMEuE vk B HAthiE MORE I BEVERT 5T (VEG110727, n=369) #il
TR 1R (VEG20002, n=142) KL E%dE. BR1E RCC M5t R BLEFIA
R MNAL, A 7EHANIE BOE R0 78 R4S BT AR AN R RN R, AR -
RAEAME, FIPMELE; %W AO0EIhREASE, &k, W, HEE, XS
B, FEMRG AR, MALEERSSE; A% . WL, B, RERR, &
JR I 77 o

£ RCC Bl H Al 3 WREAIF 7 HH B S 1Y) i B B ) ™ B AN RS I B A P I s L A A
BRIMAPER A O LB U ZE O ThREA S BT, QT [H)HY]
JERC il B R E A L, BT A R N SRR B IR T 1%.
8 LA 3E BLAE FRBIF FE i R A A B R ) N S K A R E AL A
IR AT o

41 5 A T2 T X TS S 4 5 I A /0% 1 T D 6 8
B 2 LR L i 2
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£ RCC AIHAhIE NLAE AR FTH B 5 WL EAE AT A R B bL R AE 570 10% 1) B
PP B 185 BRGSO SIRERED . RIRPEEZ . R, B,
SR DT BWORIR . MKREL BRICRERG. DR RERRE. . NRREE
R T M MR & RIR B F T

1% MedDRA 51k REA T« ARHI™ BT %5405 1) RCC R At 3&E BEAE 32 144
o b T AR BT SRR T AR AN R BN o BE ) 73 R LR 5 451«

IR W, >1/10

L > 1/100 %< 1/10
ANE WL > 1/1,000 F< 1/100

I >1/10,000 %< 1/1,000
EHEFEN < 1/10,000

K kNI PIEERAS T

AR Wik PR ATE T B B 20 IR AT 702 0 Sy ANt sx BT 55 e i JeE i PRI 55 10 b7 5
2 AP SRR AR B B A & FEAE T 190 R RGUA B 3R,
TR PR AN B 5 N 42 7 B R B2 328 A FRD DY 71 Y

AR RPLFE
#£1 RCCHIF (n=1149) HAMEAN T f5 i & WG TT A RAN R e 8L
RAB/ENR S AR R FEHH |34 4%
(A& n (%) n (%) n (%)
D)
ANE DL YL (PR | KA KA KA
PRI gD )
BRI/ | AW I R IR 1(<1%) |0 0
ANE DL JE YL B % 1(<1%) |0 0
Bk, BERMER | AL T IR 1(<1%) 1(<1%) |0
AHBME (A
FERFE AR
=, /MR D 80 (7 %) 10 (< 1%) | 5(<1%)
i R R 2 A k2> 79 (7 %) 202%) |4(<1%)
% RME RS | A 1 41 g ek > 63 (5 %) 5(<1%) |0
7 T, M A P P KA ARHN RN
(B0 AR if /i
/> A 5 R 9 1T
PR EBRCRAAE) T
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REGEBENRK A NEYSIA FBE%H | 34& 4 %
Q= n (%) n (%) n (%)
D)
N 53Uk RGBT I, HR IR DD REIRR 83 (7 %) 1(<1%) |0
1R I BERIE © 317(28%) |14(1%) |0
(L B IfLE 21 (2 %) 7(<1%) |0
RBREFRIER [ R 16(1%) |5(<1%) |0
ANE I R I 10(<1%) |0 0
FEFRR i I, Ui 30 (3 %) 0 0
1R I Ik P A © 254 (22%) |1(<1%) |0
IR I, L 122(11%) |[11(<1%) |0
s [T 55 (5 %) 3(<1%) |1(<1%)
i B e 30 (3 %) 3(<1%) |0
i SRV 20 (2 %) 2(<1%) |0
i, AR SRR AE | 17 (1 %) 0 0
, , N SRR 8 (<1%) 0 0
MERARR o [mEEmAaER | 7(<1%)  [4& 1% |0
AN D I HiE 3(<1%) 1(<1%) |0
N i 1fn A 7 A 2(<1%) 1(<1%) |1(<1%)
ANE I, a5 i 4 A 2 2(<1%) |0 1(<1%)
T, AP R R 25 | RN ENl ENl
A /AT I i
5 0975 £ B A
Cis AR 19 (2 %) 1(<1%) |0
; ANE DL A PR 5 1 (<1%) 1(<1%) 0
el SR T@% 1% o
N I i 1 4 (<1%) 0 0
ANE I OBt sz 6 (< 1%) 0 0
AN I CHUUAEFE 5(<1%) 1(<1%) |4(<1%)
s ) ANH D OIREAA T 4 (<1%) 1(<1%) |0
HEBR AN, O LR I 3(<1%) 1(<1%) |0
AN I R R = O | R KA KA
it s
R I, e I 473 (41%) | 115(10%) | 1 (<1 %)
Ci A 16 (1 %) 0 0
Ci Bk ot A2 ke ZE A | 13 (1 %) 6(<1%) |7(<1%)
[¢]
INEE S 3T W, IEAN 12 (1 %) 0 0
i IR KA ARHN RN
ANE i 1ML fE B 6(<1%) |0 2(<1%)
ANE L H i 1(<1%) 0 0
FFIR RS KRG | H L £ 50 (4 %) 1(<1%) |0
3] i I, R R A 48 (4 %) 0 0
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REGEBENRK B NEYSIA AEEH | 3% 4 %
Q= n (%) n (%) n (%)
D)
i I PR 5 42 (4 %) 8(<1%) |1(<1%)
i I, A 15 (1 %) 1(<1%) |0
ANE I MG 8 (<1 %) 0 0
AN ity H 1f 2 (<1%) 0 0
N S 1(<1%) 0 0
R DL JiiZRE] 614 (53%_) | 65 (6 %) 2 (<1%)
1RH I, B 386 (34 %) | 14 (1%) 0
1R H I, X fH: 225 (20 %) | 18 (2 %) 1(<1%)
R 5 DL JIE @ 139 (12 %) | 15 (1 %) 0
I 1 %8 96 (8 %) 4(<1%) |0
L HUEAR 83 (7 %) 2(<1%) |0
i, W 5 < 43 (4 %) 0 0
i JE K 36 (3 %) 2(<1%) |0
i 135 28 (2%) 3(<1%) |0
i H+ 27 (2 %) 0 0
ANH L JHR AR 8 (<1%) 4(<1%) |0
ANH L Bl i 8 (<1%) 2(<1%) |0
= g R G R AN I {8 1f. 6 (< 1%) 0 0
AN I ELZEN 4 (< 1%) 2(<1%) |0
AN I ayid 4 (< 1%) 1(<1%) |0
AN I SRS 3(<1%) 0 0
AN, JILTTH afi 2(<1%) 0 0
ANH I PNER(S 2 (<1%) 1(<1%) |0
AN D 1 2(<1%) 0 0
ANH I FVHALTE 2(<1%) 1(<1%) |0
AN W 5% 1(<1%) 0 0
AN DL X il 1(<1%) 0 0
AN W, 5 H I 1(<1%) 0 0
A EE7EER 1(<1%) |0 1(<1%)
ANE DL & I 1(<1%) 0 0
ANE I I H I 1(<1%) 0 0
i fon H 4T 2% I 38 (3 %) 2(<1%) [1(<1%)
‘ i JHDhRe 29 (3 %) 13 (1 %) 2(<1%)
HRIBR SO G2 JHEEE 18 (2 %) 11(<1%) |2(<1%)
ANE I O 3(<1%) 1(<1%) |0
N 24T 2(<1%) 2(<1%) |0
AW 3 1(<1%) |0 1(<1%)
TR I BRI R 404 (35%) |1(<1%) |O
B R B TR | R I FREGEAE 206 (18%) [39(3%) |0
] R DL it & 130 (11%) |0 0
TR L 25 129(11%) |7(<1%) |0
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RARESE K AR BL AEEH | 3% 4%
Q= n (%) n (%) n (%)
i)
L S ke 2 ek 52 (5 %) 0 0
i, B JRT-J 50 (4 %) 0 0
L JESE 29 (3 %) 0 0
i DL AR 4 25 (2 %) 0 0
i L F R €7 20 (2 %) 0 0
I E2NN 17 (1 %) 0 0
ANE I i B 11(<1%) |0 0
AN B I 10(<1%) |0 0
ANE I TR N 7(<1%) |0 0
ANE DL AR RS2 6 (< 1%) 0 0
AN I i RS 5(<1%) |0 0
AN, 7R 4 (< 1%) 0 0
ANE R PEPE 2 3(<1%) |0 0
ANE KV B 3(<1%) |0 0
ANE A SRR 2(<1%) 1(<1%) |0
AVE I, EHMHEE 2(<1%) |0 0
ANE I, Bt ez 2(<1%) |0 0
ANE I, AR 1(<1%) |0 0
i BNk 48 (4 %) 8(<1%) |0
SHUAEREE | F W WLJF 35 (3 %) 2(<1%) |0
S H R BIR i, VLA AR 25 (2 %) 0 0
ANE I, VLA % 9(<1%) 1(<1%) |0
SRR R R G | IR L EHEIR 135 (12 %) | 32 (3 %) 0
V] A, W PRI Y 1 1(<1%) |0 0
ANE W, H&id% 3(<1%) |0 0
e I T [ FT 31%) [0 0
ANE I, T E M 1(<1%) |0 0
R W i 415(36%) [65(6%) |1(<1%)
i R R 86 (7 %) 5(<1%) |0
éﬁﬁ%ﬁ&%%jﬁg Zﬁ &U? 20 (2 %) 1(<1%)
L i I K 72 (6 %) 1(<1%) |0
W, Jiiop 18 (2 %) 2(<1%) |0
ANE I, FE I 4(<1%) |0 0
ANE I, R 1(<1%) |0 0
R W, WAL A | 246 (21%) | 84(T%) | 14(1%)
Tt
RH W, REAMRAFEL | 211(18%) | 51(4%) |10
A BTt = (<1%)
i, PR TP 96 (8 %) 7(<1%) |0
W MAHZL R T 61 (5 %) 6(<1%) |1(<1%)
i, I YLEFF 55 (5 %) 3(<1%) |0
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RARESE K AR BL AR | 3% 4 %
(B & n (%) n (%) n (%)
5D
W, Jig 0 Bl 51 (4 %) 21(2%) | 7(<1%)
W, FIZE T sk ¢ | 51 (4 %) 3(<1%) |0
W, I FFAR Iz T | 36 (3 %) 0 0

=
W, R BT 35 (3 %) 7(<1%) |0
W, Y -BEBEEEETT | 31 (3 %) 9(<1%) |4(<1%)
5]
W I T3 15 (1 %) 2(<1%) |0
W MR ZET & 12 (1 %) 1(<1%) |0
W JHE Ty eI S 12 (1 %) 6(<1%) |1(<1%)
A FT BT v 1W(<1%) |[4(<1%) |3(<1%)
ANH A PR 7(<1%) |0 1(<1%)
ANH O QT ML | 7(<1%) | 2(<1%) |0
IS
ANH W AT S 7(<1%) |1(<1%) |0
ANH W HORBR Zh ekl 57 | 3(<1%) |0 0
W
ANH F75K T+ 2(<1%) |0 0
ANH W Wi Tt 1(<1%) |0 0

T R BVETT AR IS AS RN (R B T 5 A JE I R BIT 7T 0 5 A1 41 35 0™ B RSN o

EoR T AIRE A IE:

R, R R
K, AN, TRERERI, R AR A
“URSEIERR, R SRIE

¢ A T R
SRR R

FERCAR B TR R, AR TR B

LLIDIREA A D E IR A AT 0y B AN R AL LR
SFFAKIM AR AR FE AL R IIAR . Tk ZE AN AR

PRI D LN AT AR R S AR AR T R LR B R A R

T E A R R

B AR 22 VR 25 ok B 5 TUIG IR I8 . 2 TORAY 11 BABEAL . FFIs0lE R0 5
(VEG108844 1 VEG113078), JLAu% 209 44 rh[H £, 1 TS Fp ks ey JE 76 Rk 36
T OB YRR FL (VEGL105192) FT 2 TS FriEATF 7t (VEG102616 Fil VEG107769),
JLALFE 19 P [E g, Hodh 18 BN E SR e 4 2 M A BE

VEG108844 Wit &—TFaML. JFCE 10 BIWTFSE, CERIIE B0 300 B 4 o e 2 ik
HRPEA T B JE X EL AT SR B B MO e A 22 4. VEG113078 BTS2 1 HARTF T
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VEG108844 H—WiFHf7E, £ E. HEMGEMX T, NAWEE NS
VEG108844 Hf 7t #H[F], W78 ¥ it Al szt th LT 52 e A R, 6 3 AIE 70V S/ il 4%
PR 22 A VRS .

7t VEG108844 1 VEG113078 ixX PR Iiift 7t (1) 1 BB, d5e WA R R (iR
ST K AEFES35%) NE L. 5. FRgEGME. BRGNS, ALT F&. AST
Fhms P85 BROEGR . BB, BAMIBCGE . R AR RE L H R A
THEED I/ NSRS RE AR LSBT kb (LR 20 B5 ki e g7 e & e iR yT 4
[FIX LA R N5 VEGF TKI R 2 (1) % WA B R BiAH—3. Hd, F2Lx
AAE. AR RE . AR AT B RE . R R N B B D N R R S
I/ D TR T JE B B 2H LU AE RS R JE AH TR 8 L, B H PR IR S ) £ A A
JoR R Y LA RS, R BRI R i 2 AR TR R e . 7 B
KR R FFL5 RS AR NFEAEL .

®2  EAERITH=Z10%52 R KEREIT P A RFFEE (VEG108844
VEG113078 #iff 57 H [ 22 4= 1t N FD

BHIERIE kg e B
n (%) n (%)
(N=109) (N=100)
A R4 ZRE 108 (>99) 99 (99)
e 1ML 65 (60) 50 (50)
&5 57 (52) 37 (37
F LA 52 (48) 57 (57)
BR B SR 47 (43) 13 (13)
WNR BRI = 45 (41) 32 (32)
I 57 43 (39) 41 (41)
KA TR DI R W = 41 (38) 32 (32)
AR 41 (38) 32 (32)
EER 39 (36) 39 (39)
F1 24 i gk /i 33 (30 43 (43)
MARZT ZE TS 27 (25) 21 (21
HR PR B 92 i 26 (24) 36 (36)
HR PR B T A sk 25 (23) 40 (40)
JIRANY TR A 23 (21 39 (39)
i N A= 21 (19) 32 (32)
IR /i 20 (18) 39 (39
Wl 19 (1D 15 (15)
MK et 19 (17D 9 (9)
FOIR IR D Re R 18 (17) 23 (23)
52 17 (16) 25 (25)
20 i > 17 (16) 33 (33)
IR HE: 7K i 16 (15) 28 (28)
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BHEAE Bk B frReER
n (%) n (%)
(N=109) (N=100)
R 15 (14) 7 (D
S AHAET 15 (14) 6 (6)
M AESE AR BT 15 (14) 8 (8)
I 21 4 F e 13 (12) 31 (31)
B e 2 U i > 13 (12) 3(3)
I H i = BTt = 12 (11D 14 (14)
I 7L R o S T v 9 (8 18 (18)
£ (] 9 (8) 11 (1D
R IR 9 (8 12 (12)
VY JB 9 (8 12 (12)
JE 9 (8 14 (14)
I AR R B R T 8 (7 19 (19)
1M 7 (6) 25 (25)
R [ RS 6 (6) 12 (12)
A1 JE 7K 6 (6) 14 (14)
A JUEL ] P 5 (5) 10 (10)
1 98 4 (4) 12 (12)
TH S 7K i 3(3) 17 (17
F R B8 3 (3 22 (22)
BB 58 2 (2 10 (10)
B Ik s 1 (<D 10 (10)

LA 3 Bt FEr, RE T EAGLEE D (18 fD, (HAERXEEE FIENA R
HOPERM R EE BLED ML, 5S8RSR 2

EiE%E

FERTIRIE R HEAE SR A R B T LA RN, IXEAE B AR GRS, PLEOK
) 1 A AL R R B REAE IEAEREAT ORI AT L I R 24 BE 22 A S8 MR R AL 70 Hh i) 72 B
AR,

G KR GRITR

AHE W G CPEEAE YR D W CEREHEID

MY B2 B2 R GE

Fh 011 =4 11| = A D 1o A Y VPR R ey R R K T ey
fit; W EEFIHD

ME& RGP

AW SRR (K GEZFEID

Bl RGR

H L i B IS

ANHIL TR

FHRE &R G5
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L Y -BABFEAL T =
e INA s S AT S
RHE L K5

L LA 28

AR #R 5

AN DL R R A 25/ 7284

IR i R IR

= )BT PE Rl 26 (L EREID
[#3]

X 73 BRATE AT s I A 25

CERF]
Xt A A TS

TESEMEIE e S, 2R A TR CRARSETD BRbl. B srh BT D
BE BFH AR RIS, JF HRCE VLN . 35eein e 800mg & H —UGZ T I
HEDhReRs B B 8 G2 SONIBLLER IR R EATE TR E ) ALT Fhi, s J6ie ALT
B A2 b, IBLLE T AR 1.5 £ ULND [ IOHERE R . 0 T o BERTFR S G
SCRTEW ALT IE 92/, RLCRTE> 1.6-3 fif ULND BB, @il Hmkin e
7B 2 200 mg & H -k O DHEZAEY A LARS1 1% D AR
i GESCONTER ALT BZKCPInfT, SAHZLER>3 £ ULND S5 (I i e .
fEX Sy, R ERECR, {HAE 200mg 7 &R iR E I R, AR EL
IRAF I RAH R AR

TESEMEIEJE B ABIT TE AR, AT S LI 2 B4 Rl (ALT FIR AR IR S A2 I
[ASTD MBHZLZET R (W DARRMD. ERZHAEIT, ALT Al AST T 890
SEHEARTE, R BRI ZLR TR . 60 & DL LR HIL ALT B (>3
i ULND ZHE (58 1% ULND THi it KB o

LEFEMEN JE VAT FFUE 2 BT, CARRAESS 3. 54 7. 9 J&, MIMAMIMIERThaEtedr. )5,
MNAEES 3N HAME 44N A LA IRRIBAER ST . 55 4 MNAZ )G, M4ksiE ]
W,

of T IE 2R MU I EE <<1.5 £ ULN, H AST /& ALT FI%UE <2 % ULN [,
HANEHEIER S WE 3.
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®3 EXAYERTEIER R R IR

FFIhREASUAE FIR AR
REERE T m A 3-8 | e Mg einyy, HaH W 1 ke, ERERAEE
ULN fig k3] 1 2% (NCI CTCAE) mhREZkfh.

BIHM BT = £>8 4 ULN | hriE s e iayy, EREAEREERKE R 1 40 (NCI CTCAE)
BRI LRAR o WA DY BB AR RS M JE IR ROV e AR etk i T
PR RS, TP 55 i JE A7) B B AIR 28 400 mg &3 H — X E BT
BVRTT, PRI — LIS AT Zh e, kil 8 F. BTG
Brwema e iayr e, AR AR BRI F A T i 3 £ ULN,
W 7K A 2 1B A JE VR YT

REL BT ™ 2 >3 5 | MAKAZL LR MR iRIT .

ULN, JRPERRAZRTmE>2 | M EH R TIRN, BEEREEBEBEKE S 1 2% (NCI
f% ULN CTCAB) 487K, B5MEH JE  UGTLAL #iiil7 . B4 Gilbert
CRAER EE T RE S H IR R S A (ARES & 1) IHLL R E.
NoF AN AT B2 P v (A E 40 2% IE () 5, i 2 B 1B Gilbert
ZEOE, H ALT JHEE>3 % ULN I, RARIEEE I ALT
Fh e S B RIAT

FEWEIA JE AT AR AR T & F 2180 ALT s XS (L D28 AT D, Rt A
2yt I .

X CAFAEE R, ST T IR LS A DU R A I A R, BRE BUR 2 I
HHEHE R A B E 800mg BE H — AT IR 7 AN o AT 35 14 R R kS dm 7
B 200 mg BF H—k4h,  WEHE— 2P B5R EEE G  .

[=110i S

FERFEIA R MG R 7, WS R S MR, A HREHHS Wi & T+ =R v &
B (B fES) . EEMEIE R IR YT UG 2 /T, NAEHILF IR . EI7 P aa e AR (B
WA B YA T R AR fa AN D 1 R, BN B 0 i A AT MR, IR S AT A
W, DARAOR R e 15 2. R AKSF A mr (leds =150 mm Hg BT 7K =
100 mm Hg) —RERAELEIRIT I (4 40% %R B R AEAERT 9 KN £ 90%IK) 9% 1]
RAEAERT 18 JA Do I I s F A2 B R A AR HE DL iy LR VR T, [R5 e g
(77 CRRE I R I T v6 97, S8 5 DARRIR R 2 B a6 167D (L AR &
M IARKIID . WA A EE LS LR ASR, ST s s 24599697
TR 55 A 55 B B DL S AT A P S AR S ) v L, B £ kB R JE
1BIT .

A S S R4 A ME (PRES) /]I 5 i A R R 45 &1E (RPLS)
BRI JB 17697 H A PRES/RPLS #5135 « PRES/RPLS RI RG] & RJfi~ il
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Feo B AN FEHE, RCRBOM . R R AR A 2 R G AL, IF HATREZ R
SEPERT. HiFW PRES/RPLS ) N K A28 1R REEIE R VR 9T

B R MR (ILD) /ffi4

Wk I E R FEARSCH ILD CRTRERZAEIERT, WA RN SIS
HILEA ILD/l R ARAE RIS AR, FEXS B0 1LD sl 8 i 6 45 ] S5 e JE

D INRER A0 S5

TEBRAEAEAE O D RE AN 2 I B3 T I AR VR T BT N 25 e R M JE I XU AR s o 1o A
FUBEMRIA JELE A R 48 FE R0 e B B LVEF (R T IEw B I B TR i e PR 2
DIV ®

TERE MM JE I R oA, 8 B O Th e A S, G A i O Jy 3 Fl e O =5
S % (LVER) B#K (L IAR RN D. fE—TiRzmemg et b7 e % i) RCC
BERLIG RIRES , A R4 LVEF MEEMZiRE T, RuimeEHds 13%
(471362) 32il# HILOThReA A, #FeB A 11% (42/369) 132 HI
O IIREA A . I 0.5%M 3230 B Fe It 0o 77 3535« 75 F A& NORE I BEATL I
PRARIE, BEMMAEa 11% (16/142) HEE B T ONIhREA &R, 2R
FUILH X — I8 5% (2/40). 78 HADE NRE ) 1 BAIGPR RIS H, 1% (3/240)
(R A2 B ey JE YA T 1 BB 38 B T TRk O Sy 383, HAZ A AE A 70 45 BRI R 22 i
TE A E NORE (PGS H,  BEsz 55 Je ¥R TT 1Y 16 fil.Co L Sh Rebetg BB A 14 41 9F )k
EE, Xl Re it G e, AN E A KBS R 2= B (R sz
WRZGYIGIT I EE) KL IhRekEtG. NMISImE, I &RER AP IERTT, [
R 3 R R S ()55 B R I R I R vy, S8 5 BARRAR 77 & B0 R U676 97)
(L DEBFDD. MY G &S 7 O 77 32 v G R AR EEER . X
FHEOLIIRAE RN BRI B RGYIGTT) s, S riEs
5 BART LVEF VA FENZHHARIE BOEE R 1 HARE S B, A 99% (243/246)
(B E B T BN RAYNGTT « BEAE IR R AYIRTT Al BeSe O D Re AN A= A 1 XU
RIZ . A IEIRTRAE, LVEF 2235 FEAR Y 18 A s iy Je v 7 A/ s sk =2 1 [RD B
RS2 R IRYT (A S, 2 W ST iR fE ).

QT [AIYIE K ARl 4% B == k0 B 1 T

FESFWEIAJE MR RAT 7T, 88 Bl QT [RIYIAE KA S b 1 4% B = M Lo sl I s 2R
(L IARKMD. *FEBEA QT [EIREKS L& . IHATREEK QT [A]
W PTOERE VBB B . DURSERTAAAE DR R R, NTE 8
PRI JE o 400 FH BT JE I, R T B AN E IR O rEL BRI, R s BT (A
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B, B, B 4ERFEIEEE N
SRk AR A

FEBSIEIE R ARG R BT T, R AIVESE . OGO SRR A o DL R 2 1
kA AE L OARKRND. USRSV Rk ke f . mae A i X
B ) R B IR S S R SR B T B PR JE o 5 IR R I PR 7T R AN AE
WEAE 6 /N H W R A sl ik Mk AR 10 B . A7 SGI0R 9T 7 S TR SRR DA S M 1 3R
/RS VAl 2 Al o

Bk I A e ZE A

FE BRI JE ARG R BT T, 8 BT ik i A A ZE A, AL K AR AT S A i
4 2E . TEHAIERE AR RCC AT & A 253 511 5% 2%

i AR I

FERMEIAJE B2y 5 MRER BT AR YT . DL S FEIAE BB & 17 I PR 1
By, BRIl AR VERUILE R (TMAY (I TAR KRN D, HEL TMA 1
H R AL R 1RYT . JRIT T IR R E] TMA i, By fe i o 5 H e
2PN AR BIE NLAE o

H I B

AR JERIIE R FC o, EakE A S A L IARKMD. BRALE
SEVE S o B MR JE PRI R AT FE AR ANAEBRAE 6 > H AL i H 1 BAT s
R R SCH) il I St R SR o A S I X P R A FH 5 e JE

B W 5 FLA

FERTIRIE R RIE R BT T, WA B LB A (L IARRNMD. 8R4
BOETE M SLFAE . A B Mo Lo KRG i 8 N R e

s

W AR AT AR AT AT B iR JE X 0 D & R B S 7E . T i 8 A R AR TR 7
(VEGF) fifilfilalge xME D &a, TP RIED 7 K, Mg R
WHEIRTT . PUE TGRS BIITHRRMEAEIRTT, N AT A58 2@ & A A
NG XTI OZIF B, M IERIEEIR)T .

FOR B Th RE TR

FEREIRIE R ARG R BT T, WA FORBR D RERGR S A A (W IR RN D, fE5;
PRI JEIR T TP AR 2 A, S BRI 2R HOIR R EhBE X+ FOARBR D REROR i B,
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TR BRI BT SR BCHEAT IR TT o« ARG MR JENR T HITR], XA s N DU HIR
BRI RERIR R ARAEAAEIR o € IHEAT FOR IR T BE R S 00 S il 4% AR HE 1 =
I7 SR BGEAT AP

HAR

FEREMEN R B PRI TS, SRS 28 R TR . U LRI 1 1)
HEAT PRI ES, 9 FLRLIGI B 3 EURTBAL IS . W08 L A, L%
LR I T

gl

FERFEIA JE VR 7 FAl G RORE IR AT 7T, AR FE A A (L EARKBD.
BEAEAL B R iR T IR, RO DI SR AR AR ARE IR A A o

KRG

WA EE G (PEEANAE TR PRI LR B AR, A SR P LU
BRI

SR e tiRrikRe A

H TR MBS T 2T s A AE L, $RATZE T R R HR A Ry S i 28 IR/l
filfeg (NSCLC)) FHziH#E e CE#itiE) a7 iR K . A RXEIRIT T RIE
AT R 15 25 245 B T AN AR

2V EAER

T B e JE 2% gk m G hn it XURS:, Nk e [RIEHE H CYP3A4. P-FEEEH (P-gp)
WANRIEm 258 H (BCRP) sl FHGT (W AWM EAERD. N ExREF
X CYP3A4. P-gp 8% BCRP A EAEAEMEHIEH e /ERR N BEREHZ.

H A 5 IR e % R R X XU, R 3BE 4 RN CY P3AAE 3 71)iR )T (L (2%
YIREAEH Do

WA A T IS A5 P R e 3 ) 5 A v AR R 467

HH T 55 R0 JE A R XU R ) 4 BE IR PR JL e M 1AL (UGT1AL) s, H
UGT1ALEY) CUnfRr &R RN 25 251 RTE1E

BRI JE ¥R T S IE) L S B A (L LI EAE R D
X8 BN N LB RE 77 152
1 AR TZEAT 15 A A JE 6 25 B AR LR A BE JT SR AT T o TCVR AR A i 1) 26 B 2R
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TR X X LS S A AR . £ BB EPATIES 7 2. 123 E0A R
BOREMIESS MIRE ST, N0 B IR AR DU A dh A R FAFRFAE . B W/
W JEAEEE S, NIt Y s B BRI .

[(ZEREIAE ZHE]

YR

1P 10 S 0 S 8 A FH B Wk b & 11 78 23 B8 - St o o AR i B AR R (L LES
BB D. A g0 AR A KU i AN 2E

PRZ S ) AN LA T PR B, BRARIZ AP R R 19 1 S 7 LR IR JE VT . TR
BEAEVRZ I A R B R, B AE SR S R JE TR TR PR A, I 1) R
A iR LR B

VU W S0 S AR $ 52 B MR IE JE R T U1 R FH 78 70 P 2 1 i DA JBE B PR 42
LA O &

FEIR LIP3 A TS IR JE 1 22 R i AN A . H AT ANTE BB e JE 2 5 22 N 2R
Horilbe IR E LB MFLIT 2 W I EdE . ASBEHRRRAS R BEFLIR IR JLE A,
AT RS o 15 I JE ¥ ¥ 3 A) N A5 LR L o

EX=W

SNV SR, HETEATHETE (AR B8 13506 TR 2 BB MR JEIRTT BRI . B
e RE = HE DM LMEMAT /7. R MMEVE R A ER O, D g 2
VEAE B AIREAC (L (2 EE D,

[LEMAZ]

FH -5 PR )4 P BIL A1 R ™ SR M G o SR sh ) Hh A e SR | B B A B AR A
e L [Z58RE D, MTXLESE R E MR 2SS, Fim e A5
T 22 UTJLE (W [Z43HFAD.

B MR JEAE 2-18 % () LE i 2 e PEAE R E AN RS (L (2532 D

[(ZHERZ]

A RIEMENA Je T 65 %2 J L bS8 3 B dia AT PR o AEST I JE [ R A e i T, A
a2 e 66 2 DL Sl SRR AR 2l A AR AR 5 21 PR 5 2%
VEZE S ImPRSEE P W R R DS 4 838 SR B8 Z MR s DU A2 5+, B
ABEHERR IR LS BON KA B AT B e R
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(2R EER ]
FoAt 250t 5 e JB R

PRANFFFCZRIH,  BE ey JE 75 N FFRck i ) S AR E E H CYP3AAN 5, /N4
CYP1A2FICYP2C8/1 5. [, CYP3AAMII 7N 7 1l e 2> AR 55 el J& 1)
AR

CYP3A4, P-gp, BCRPHilFl:

BE M JE £ CYP3A4. P-gpHIBCRPIIJEA .

LBy JE g 2] (400 mg, FEH—IR, EL7TH) FHLL, HEEpE (400 mg,

FH—) L5 H 5 CYP3A4FIP-gp i s@ 0 55 Fee (400 mg, & H—%) [F
Yy, FEEEMEEE T3 AUC (0-24) F1 Crnax 73 1) 38 N 66% F145% . 541 JE 800 mg
BN Z5 24 5 ) Crnax AU C (0-24) BB VG ] 73 J31] 927.5-58.11g/mIA148.7-10401g*h/ml; £5
M1 JE 400 mg-55 1 5 ME400 mglbk & 25 24 5, 55 R ME JE ) Crnax FTAUC(0-24) 418 73531l
59.2ug/mIA11300Mg*h/ml. IR 255N 712 8 LRI, 4l FHCYP3A4HIP-gp ik
PHIFIRITE SR, K Rrein e s 22400 mgiE H—k, KEHEEME G RERE
800 mg3i e J& B H — IR B4R 24 J5 W82 21 ) 2 7 B AR L. AN I A 1 J s i s ek iy
Je 4 B i R R H E AT RE 4 5 1800 mgRE e JE B 25 24 I R R

F WA JE 5 CYP3AA SR I 5 AMil5r] Canfr i BEme . Sodusg s, BidLalas. el
By AR AR AIFERE . RS B R ARSLREME) R4 2y
R RE 2 T R JE A I 25K L . DA S CYPIAAIIHIF, AT RE 2 T e i
I PR AL 245

5800 mghs e Je B 4h 25 A H, 1500 mgdiz i e (CYP3AAMIP-gp 4 Al 551
#il71. BCRPIGRANHIF) 5800 mghs Pk e Bt 45 24 ] 5 80 el Jé 1t~ ¥ AUC
0-24) FNCrnax 4 N1 Z150% 2260% o iz &5 J& X P-gpFl/ELBCRP I Il /E F R 7T e 5 8K
BRI R JE 1) 5 B B S

B Je 5 CYP3A4. P-gpLh & BCRPHIHIF Cndilp# e ) [FIiS 45 254 T 8 ¢
BB JE AR BE RGN . 5 P-gpEk BCRP (1453 7 il 771 [7] e 45 24 1 1T 6 5028 55 s JE 1
T EMAT, BIEETIRME RS (CNS) M.

N 38 G AR it 5 CY P3AA I s A 1) 571 Rl A FH o 6 T AP CYP3AAR s #I i 771), an =
2 LT BRI T, U RATE B e 25 IR0 15 e i JE 1A 771 5 PR 22400mg
H—R UL [EEFEHD. R0 685 29K A RE, NN R —

o RS 2557
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5238 o A it 55 P-gpE BCRP (1 s 1 51 IB 15 P 245, B S PO X P-gp e BCRP A A,
AT VEAEAMR AR Y B2 AR AR N B A 2454

CYP3A4. P-gp, BCRP [fifs55:

CYP3A4 (M-S, k&, v RRCMmRssmein e ks . By P-gp 8¢
BCRP {51753 Ik & H 245 7 e 22 U R A JE ) 28 Sk AN 0 AT, A AE Ak 2
RGP AT . EVLEFEA BA RS R A S B RN B RE
.

Jti= B N pH E 25

BRI JE 5 PR 2R S hr M5 O 24 2 s B e i JE 1) R WM JE R IR 4 40% (AUC A
Crmax), PRI IE S 5 e JE S RETH B A pH BB & I o SR B2 22 b 2
B IR T =AM (PP, SRR AR IR ] — RS IEE e, [RIINH(E ] PPI
USREE S BRG] H2 SARIE U, AR H2 SZARFE U 45 2510 28 /0 2 /N BER
252 o 270 10 N ANRE AR IR I 5 R JE o RLAE R AR BTIR 24 45 2 i 2220 1 /NI s 24
Ja A 2 AN R AR JE o A7 BRI R UM 5 PRI A H2 B2 AR5 57 IR I 45 24
(R OR B T AR FR 2B R H Y

BEWEE fe 3t At 25 M IR

TEN R A BEAT AR A 5T 3R B, BRieip JE n #HI CYPRFLA2 . 3A4. 2B6. 2C8.
2C9. 2C19M2EL. AP APXREZIN R T HATCYP3A4E WAL S FIEMH . Ry
JE800 mg#F H — IR FIlfG R 2 B 24 0JF 0 CL B UE S, B A JE X e e K8 o 156 F i (A1
(CYPLA2IARET TRY)D . H3Ebk (CYP2COIKHRET YD B LR M (CYP2C19H
REFIEYD) 25BN 1 TC IR AR IS F2 A o 55 Wk JE T Bk et (CYP3A4LY]
BENEYD KT AUCHI Crad B IN30% 24, 1 HARA E70 25 (CYP2D6HIHRE! K
Y ZJE RBP4 R VS S MG H LB 33 %6 S N 2264 % o [R5 T R i g
800 mg%i H 11k AL A2 0280 mg/m? (CYP3AAFICYP2C8JEY) #HE—k, SHEHK
M () AU C A Cmas 73 7] 1~ 3238 11125 %6 F131 %6 o

HR 4 A SR Coo AR N LK Croax IR A, 35 M JE AR U Y GSK 1268992 F1GSK 1268997
AR 2 7 3G JE XS BCRP I AHIHIVE . BhAh, A ReHERR R e JE 75 5 W iE
HXBCRPAIP-gp AT HHIE A o s Jg 15 At 1 IRBCRPAIP-gp IR B 75 45 24
I 1R

TEARAL, e Je i N AP B 7712 Z Ik (OATP1BL) . AHERREE ML JE nl fE
SRCIMOATPLIBLIRY) (WifhyT2RZ5%), LR 3C “REmein e 5 S ARthiT & FH 252
) 2R 15
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TEAR AL, BN JE 2 PR IR 6 40 B IR e A2 BB 1AL (UGT1AL) Bydiislz. For
B B TEAC U SN-38 2 OATPIBIAIUGTIAL K EY) . Bl 8 (400 mg, & H
—) H5EZE AP, (250mg/m?) AL B B (150mg/m?) [ 45 245 m] {5 SN-3811)
G REEINZA20%. 5% B R A B 19 2 R A B, B g B X
UGT1A1*28 % & 14 52 507 [ SN-38 11 Ab B 52 8 K {HUGTLALZE (A Y F{F &5 gE T
TR A JE X SN-384b B 52 « J5 P JE 5 UGT LALIK P [F] i) 45 2 i) 7 1 1E

B SRR =LA TT & I 25 B

B2 AN SEARANTT S 3R 25 S M ALT FH i i R AR 25, Wb B ki JE s PR B 98 130
BEE AT meta T, 45 RRHIEANER AT R 5%, 45126/895 (14%)
A5 T ALT>3R5ULN, 16 F- 48 FH e ARAR VT 7 B 38 v 11/41 (27%) A\ (P=0.038)
Wt TiZFE M. R MIT A AR B E I T ALT &, N B R i
el EfR A TR, &R Ry T O DFEEHEID. A, RHEFEA L,
TovR VPG HAR A 7T SR 259 A S WA JE & 58 FH 2506 ALT /KT [R5, R i 2 oA At 7T
KGR B JE A 250 T TE . AHERR BN e 2 5o HoAth b VT 28259 (i
FAIFEARAR YT SFARAMYT . MARATT . EadPiRAhyT) 2530 112,

B YRt B R B i B2

R 2 5w e s AR & RN BRI, FLAUCHI Crax I i 20215 « IR, B5 e JE
NAER AT F /0 VNN B G ZE b2/ N R 2

[Z5%d &1

ORI AR FOH PEAS 1 B 14 2000 mg 35 MR JE 25 2455 & . 7£ 2000 mg/ [H #1 1000
mg/H & T, 3 z,%féthmm 124 BEHIT 3 %% 57 GlERSIEM) 3 %
i IiE

AT R Je i B R S R, 2 B IR T N A — RSC R it
W T mein e R AR EENEE W i, B SMRERSELS S, M58 mGENT
ASHEINA S TR o

{57879

BT 1

FE—TRRENL XUE 2RISR 2 Ot ey, x5y e 18 B o i 22 4
VERIA RAERBEAT 7V SR SR SIAN B R A 1 4 M e f 3 (435 1) BE ML 32 8%
MEMAJE 800 mg 45 H — X B EGRNGYT o 1A FE ) 3 H R IPAS R L AN BT
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I ToE AR (PFS), REZ fUR AR (0S). HAl H =210 S 22 il
TG A Fr BRI 8] o

TESNINZHE 743505 g, 2336 %IiG, 20261 8 M #:%Z F M 2-2 (IL-2) ot
P2 (INFo) J9FERUZ0 B R TG 7 1 2R 5 3% My J& 4 F0 22 e 77 40 2 ) f 1k
AetRA (ECOGVE4) AL (ECOGVESr04): 42%tt41%; ECOGVEr14r: 59% Lk
58% ). 4 HE HIMSKCC (3£ [ESloan Ketteringfi i H1:0y) /Motzer i J& Pl & 1P fili 45
FANESE (39%) Bt e (54%). ATE B 43 5A 1 076 17 TH 40 B 51 DL A 41 i
Fo A—FHEFAINEBNU LMEERZR, SHEFERELRAAAEN (74%)
B ESE (54%) k.

WIVE RN ¥ 252 S IR 1367 1 BB B AE AL e ) B AR (M JE 4H : 53 % F147 %,
I : 54%M46% ). YA FEIT R EE T, KEnEE (715%)
3213 A= ARV YT

P EE ) AT E DIRR AR (R RmA Je RN 22 771 20 45 751 89 %6 F188 % ) /Bl i #2532 it it
JT (R MEA JE 2H AN 22 B8 75 28 70 33 22 % 15 % ) 1 B 3 Eu g AR T o

FHL PRSI B 2 DS BN FUNBE CRUFEWIvE NFEAT S B2 52 ik 4 e A -1
VEITHINEE) BEAT B ST 545 2 W A I VAR A SRR T o

£ 4 POSLIEAHF RCC BAAH R4 R (VEG105192)

P18
2 I N BRI JE 25 HR(95% CI) CELID
PFS
EFFITT 290 11 145 i
A ¥ CHED 9.2 4.2 0.46 (0.34,0.62) | <0.0000001
SRR 290 i 145 15|
% (95% CI) 30(25.1,35.6) 3(0.5,6.4) - <0.001

HR = XL ITT =G AAE; PRS = JCHEREAEAF . * -WIia NREAT B 45 32 1 i i X 73R /Y

Nito

P2 gt 37 DA O B AAR N B ) T 3 F2 A A7 Kaplan-Meier Bl 28 (7776 A1 22 52 5o 40 i IR -1
BT AR (VEG105192)
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Bomom 8
(N=290)

hfi% 9.2 ™MH
ZRF] (N=145)
g 4.2 M H
R E=0.46

95% Cl (0.34, 0.62)

1.0 1
_'_
5 081 ! ——
ik i
+
& g +
tt i
1 "‘
0.4 +'+IE
+I-' ————— .1 I
24 T T I : I
| e e +
0.0 4
0 5 10 15
A

X % Y. ot fREEG], BFmeinfe— (290%1), hz9.2M 1 wREGH— (14561, i

42 Hs A HEHR=0.46 , 95%CIN (0.34, 0.62), P <0.0000001

& 2

IS VEAS IRRTvR N Jo 3t e AE 47 Kaplan-Meier 2k (VEG105192)

—

RrWEMAJE (N=155)
A% 111 AN H
ZRIF (N=78)
% 2.8 M H
XU Eb=0.40

95% Cl (0.27, 0.60)
P<0.0000001

20

X A% Y #h: GEREH], FEMenje— (155 B, Aig 111 AN Hy 2EH— (78 4D,

¥ 2.8 ™M H; K HR=0.40, 95%Cl 5 (0.27, 0.60), P < 0.0000001

3 PSLVPAL Y R Bz I 4l M R YR T M NBE R eI R AE A Kaplan-Meier g
(VEG105192)
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1.0 HrmEir e (N=135)

hAr g 7.4 M H
¥ D87 A (N=67)
b hhr g 4.2 M H
ﬁ 0.6 R Eb=0.54
95% Cl (0.35, 0.84)
iz P<0.001
0.4
0.2 1 __i L
0.0 4
u h 10 15 20

R

X FHG Y B TCHERILE], Bie— (135 4D, g 7.4 AN ER— 67 D, iz
424 KK HR=054 , 95%Cl 2y (0.35, 0.84), P<0.001

SR JE IR B, MRIEIOST VA, , AR (R 11.9 ], A iy
2 [R] 2y 58.7 | (VEG105192).

BE AL 9 e 22 55 M A & 2H R0 22 8 77 28 1) B8 38 0 5 R e I B & AR A7 A BTt B R A i AR
EHACOSO Hdts 71 7 22.9 A~ H A1 20.5 4~ H [HR=0.91 (95% CI: 0.71, 1.16; p=0.224)].
H T 1E 2 P R34, 2 RFN L 54% )52 3 70 B it e J5 8252 7 B Je
BT, B B R OS £k vl A EI T . BbAh, 66%I1) e B2 52 1 & B2
2 THEICGEVRIT, B MEma e 41 30%.

24 EORTC QLQ - C30 #1 EuroQoL EQ-5D &%, Wi4H|a] i3k A& i E L4 it
=7,

BT 2

1E 225 5 JRy i B2 B e A% 14 B o BH A B e SR E R B — 00 1 B PR 7, AR 4
PRSLVPAl, BN 35% , AL 25 2 i) [a] o 68 & . Az PFS i 11.9 M H .
AR 3

E—TEENL TP “PAT 1N AR SRR 78 (VEG108844) K IV i -FHIF ¢ — 10
BEWL. FEH. SPATATRR 1 HIFSE (VEG113078) 1, XLk T 52wt 8 547 e & Je i)
AL A RO R AR T R R

£ VEG108844 i, BEAEAR#E5it4 GG T )R aft A/ a8 %4 RCC B
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(N=1110) #FEHL/ B4 32 Mg e 800 mg 4F H — kLAY 54T e B JE 50mg
BH—WIEBIT (6 FAN—AW, 64 4 BT A2 FARESD.
AHF I 2 H R R0 A B s B el JE va )y B N ET e B iR T E ) PFS.
MBI N D GerE 22 AE AL . P2 R TE WIS I RO 3 I OB R IR 17, R4k
BB 20 2= % B Al it HoA AT IV S0
VEG108844 A% 7 H FIEL A (B PFS), FFiFsciEmife kL Tar e B e, K
[tk 95% CI # B FR/NT 77 R e R AE S R BIME 1.25. SR Rt g5 38 L% 5.

#£5 ERHERMELSERE (VEG108844)
ki e FREBR HR

29 557 4 N =553 4 (95% CI)
PFS
PERN

BAE CHD 8.4 9.5 1.047

(95 % CI) (8.3,10.9) (8.3, 11.0) (0.898, 1.220)
SR
il (A 28.3 29.1 0.9152

(95 % CI) (26.0, 35.5) (25.4, 33.1) (0.786, 1.065)

HR = XU Ek; PFS = Jodt e AA7H; 2P /& = 0.245 (X))
B 4. BT pEAL R B AR NI T it e A2 A7 B Kaplan-Meier #i2k (VEG108844)

10+

097

038 1

0.7

0.6

05

04

037

021

0.1

0.0

HrLEIEJE (N=557)

T FREE (N=553)

T B AR R HEE

16

BEHLAL A I E CHD
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R 2 TORH 1 HBENL TR R 7 (VEG108844 A1 VEG113078, L4145 209
L EEE) SHATILE T, XTREIAJE — 2R VA T R U B 4N R R I R R
MEFEAT THEH: A, IBAE SIS 3 T S (— IS RFRE M JEAERRSE BT oK
BT VEG105192 Al 2 TS HFr v 7T VEG102616 F1 VEG107769) FL A4 T 18 4l
W AR, X REME B — 2R VBT Al MO I R A e v AT TR A

7£ VEG108844 F11 VEG113078 B It 7L I 2 oA H, 2 200 41 35>k B A Bl (L
i 80 1|32 K 1 VEG108844 W 5%, 129 1932 # -k 4 VEG113078 #F51) MEAL 7>
iz rrmi e (109 15323 ) BEFJe & e (100 #5233 ). 1X 209 i+ [H E &
I ALFEWS N 57 % (18-79 %), 4R ZHUEE (97%) [ B AN B i B 40 f g,
ZHEFH (T1%) N MSKCC HEfa B #, KinEE (89%) MEft#zil'F
DIBRIATT o

XTI FEIT R0 S AT e R 6 FE 5, R [E B R e T A 5 67 e &
JEAEML C(IRC 7Pt PFS XU LA 0.9927, 5 ABESE BAH—8 (HR=1.047). ™
A PFS #HA (3928 8.3 N H ). HHE RS RS S AT WS 2 145 R —2L,
55PN P8R 3 1 45 R — 5

%6  IRC PN A AE ] (FE 8. VEG108844 Fll VEG113078 H 7%
BEITT AR

B B FEER
(N=109) (N=100)
PFS, A
A EE (95% CD) 0.9927 (0.6760, 1.4580)
i3 (95% CD 8.3 (8.2,11.1) 8.3 (8.1,19.3)
oS, A

JUBILE (95% CID 0938 (0.583.1.510)

A% (95% CID NR (21.7,NR) 29.5 (17.8,29.8)
Log-rank £ 5% p 1E 0.792

ORR, %

ZfR%E (CR+PR), % 35 20

95% CI (25.9,43.8) (12.2,27.8)
P 0.020

24/29




5  IRC V¥ 1] Kaplan-Meier ot e L A7 2k n g (20 (hE
ITT AH

104 R JE (N=557)
‘\ CT ot fFJeBJe (N=553)
08 Wop
0.8 1 |’ q.i..z
07 ] ,__‘_h‘_
% 0.6 1 S
2] i s e NN
00 i
i 047 - n L — e
=R THeseeees ik . . . )
03] 3
02 1 : :
0.1
001 T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40
) s BEATLJ IS TR D
FA A 1 5 A
FEngeg e 109 80 47 23 15 6 3 1 0 0 0
SRERE 100 65 46 23 16 9 6 0 0 0 0

TES A 3T, JRE B R E NHBIECH R, Beine TR EE (AFEK
H B R R WG R RS 78 07 RS R AU S 2 ) 45 Al HdkE
rp [ 1 18 151 B W 52 B 22 i 2 Dl 50% (95% Cl: 26.9; 73.1), Flkifa @ N 33%, H
2 BlEHE (11.1%) HI T mdtE. XAERENH, o E S E R EE
JTIG IR G R 1 o DRI, S5 R0 JE 31X 3 U 9 Hh B 1A e 45 R 1E A T+ [ RCC
e

[ZEEH]
A

BEmey e A i N AR KR 324k (VEGFR) 1. 2 F1 3, I /MifiTAEA KT (%
) o B, LT 4EgM Al KK 124k (FGFR) -1 #1-3, MUk (Kit). H
M 2K-2 ZARE S T 40080 (1t B v AR IR IEE (Lek)
DA e 1 FE R B 1 52 AT R U (c-Fs) F 22 B o5 I BRI B4 1) 37« AR AE 70
B me i Je FkI AL AR5 S/ VEGFR-2. Kit Al PDGFR-BAZAK ) HARBR IR 1L » K B 7T
BRI R A SRR I Y R AR KR i R VEGFR-2 TR 4L, /N B
TR o 0 1L S0 A R — S N SR S R A AR O A K
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HHEAA

BEEAAFERE: Heemee /R KRR ZERBEET T IRRRT 22T
flio TEMGGRBNIME R L4, &MU (7. Fik. FIR. EHEEE.
MK RS EIEAEEL Fszm el ge 530t VEGFR MBI VEGF 15 51 T8 %
(ZJER AR A DG, R OB H AR T IR R W B 2K 2 #5 KCF . HoAhow
SRR PIOFERE TR IRYSFERAS RN, XLz AT Bg 4k A T SR iR s 1 24
VimBREE () GBS (R SRR E BN . AR EE (O
T AUC) 2.5 fEIFFIE T, TEMEPE/N B AR mT OS2 2038 A 1 AT AR g PR 240
JEFNIRIED -

YIENBE: EARSIEE R, BITEE 9 REEH 14 R, KT
BAKRAZ GELNEENIRIKRZEEE & AUC 17 0.1 £5) B, Rmki el 380t
TR T, B Ml ARG SR AR Br= G5 20 KE 5 62 K, XWEA
K224 Ja 3R A5 B B B AT FE 45 R 5 7R AR AL 38 B 2 T R R BR WL 21 1) i U
Ty BB IR, B T e, HEEILRAAGESS E 7 AR A
Bhe FEREH, F2fa5E 20 RIS, MU T AK 2 BMJLE. SlAM, JLEEH
o B RT 28 A S L RSB A, DRI ek, CRLFE ARG ) R AR TE AR NI IR
e (>10 mg/kg/HifE) 1101 % 0.2 1%, #F AUC 5.

AT 7E Ames W50, ARSI E LAk T 20 B 5% (e A2 1 56 A K B A4 Y il
ZARIG R, BERRIE JE R 51 R PR T . Bl B R 2 R AR — A E P AR A
TA AR F = R, iZH ATE Ames W36 TCERAEME, (HTE /N B BRI
B AR A /N SR 1k B o s AT A R

AETEERME. BRI e I R R A LB A B SR Wi . (HIELRYA 2 15
Ja, AE>3mg/kg/ H 75T WS RIRS 1AL G N 2 AR IR PEBRAIK,  7E>30mg/kg/ H 71l
BT I T SRS IR B FRAC, 7E>100mg/kg/ H FE T BB TR 705 1R AK . FERE
M JE>30mg/kg/ H AR T (L9 ARG IR ZR B2 =11 0.35 fif) HLR4h %) 15 FFI 26
JaJG, BEMEREHIL 7R 2 EE N IR KR 6 N H BT
AR T 2B AR, RN IR R0 FIE 2 R e 2s

B JE 78 M K BR 45 2575 & >30ma/kgl/ H - (219 ARG IR R 52 & 11 0.4 £,
T AUCIHFED B, HBUVAER TR (BFEERITRN. BB KO. 78
300mg/kg/H (Z1N%T AUC BIAPRIGPR 285 511 0.8 %) B I 1 AR AWk
TER32>10mglkg/ H (LN NARIG IR R EE R 0.3 fi5) A2 MMM R E 8] T E KRG
WrE. RRRAET: . BRAFARE T . 7E/NR>100mg/kg/ HIESE 13 B4 2R 23] 1
FAARPR D FFER G0, 76 KB >300mg/kg/ HIELE 26 JE 4525 h ML 3 T 51 5 245
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Cor 29 R NARIR PR 2 B2 811 1.3 £ 411 0.85 1% ). XMk 500mg/kg/ H (218 NAKIR R
G EN 0.4 %) KA 34 ML s] T kD,

(CEUARIPAED |
W5 e

SR BB 1 IR800mg B FF B RS M i e J5 PR A IR g (Uil 259K FE I Crax I 19 +
13ug/mb) B8] 3.5/ (B[ A1.0-11.9/M ), AUCo-£1 46504500 g-h/ml. & H
LRI 25 24 5 1 T A AUCo-T39 1. 2343 Z 44

B I JE ) B2 5 T-800mgI , AUCER Crnan A Hy L FRSEE T 5 -

M5 YR A, BEPEIAJE 1 4 B R R RGN B EA JE 5 v s B i R TR AR
o AUC M Crax THEG 20 2 150 BRIE,  BEMEIE JE RIAEDRCAT 2270 1 /N B S 2270 2 /)
engy L [HERED.

SRR R 25 M LG, RS e JB 400 mg R 45 251, HLAUC 072, 351146 %, Crnax
WEINZ9265, MitmaxdB /D 292/ o IXEeSE FERE, ik FORGE A 85 e Je iy, AR
IR B0 AR RS R AR = TR R AR O DAER & D

il

B Je 5 AR LR B A4 5 KT 99%, 1E 10-100 pg/ml BRI ETEEIA, 6
IRFEME . MARSMIETER I, B IiE JE /2 P-gp A BCRP HIEEY)

EYEAL

PRAMIE TE L5 RAEW], 5 e JE AU 32 2R HICYP3AAS T T 1Y, /MR 7> HCYPLAZ
ACYP2C8 3o 1WA JE A DY AD 3 AT 0 W 5 i R 2% ik 696 . Horp— 4R
U IR VEGFF - 10 N BT 8 0k N B AR RO 3G 58, 5 15 e e i 2R 25 1 1) A7 A
fEL, EEFABACHT P B35 1 =510-201% o DRI, B5 MR E JE AR 1 3 AR T 1 ek e
SR 2 ) B i B

FA R RGBT, 4 THEA AR B00 mg/R A THI LB NS0. 0N . F: B (e
bk, BRI OIS A 2 4%

ReoR N T
B E

WEFLAIRR W], R AR 4% AR BE IR JE 77 & DLRE A JE S AR i 1 3K
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Z PR ARS . BEAZAB) AR TR A R CR B 242k CLCR {E7E 30.8 ml/
3-150 ml/ 73y B N 1) 32 103 I BcdE ) 3R B, B AN xR e 1 25 ah 115
A RAR SR . IUEHE BR R >30 mi 7y 108, R IHEAE. X TUEHSERRAR
T30 mloy R, EBUIEAL, KD H AT M EE A e X ARk (R OH
ZEHED.

A5 #
R

800mg & H — R & 24 ) , B2 B AT 40 35 R (g UM R IE W HAFE A FREE ) ALT
Frimr, BUGIR ALT BFIMENZ D, A RA A 1.5 ff ULND B A7 Fa s i me iy
JE Crmax F1 AUC (0240 SIEFIhREM T B R LA AL (IWLER 7). 800mg 5 W
JeE H— YO E0 L7 I Sh B B e 4% B S 1 B e R R = (L DRV
=D.
ety

R E RS CEXABAETE>L5 4 3 % ULN, Lit ALT HIEANZ )
()85 e JE e KTt 52 77 &8 (MTD) A 200 mg & H—¥%. £ W08 200mg & H —X
“heh)a, PRI EZIRE N Crax A1 AUC (024, AR ZSE 20 H1 204 800 mg & H —
K252 Ja I D Re 1R 8 3238 A A NP A2 4B 1Y 44%F0 39% (LR 7).,

Tz VRN S EEE , R R T 3 A2 3 IR B e JE 57 & s/ 2 200mg B H
— (W THER=ED.

HEF

R e 200mg B H — kA 255, B R ESZIRE HH Crax Al AUC o0 HALER
SE LN 800 mg & H— k%A 25 5 A IhEE IE & 52 i & TP A N P A B /) 18% A1
15%. ST AMEEEITMESRE (RIHZ K>3 % ULN, e ALT FI7KFanfr)
R R D, HIWRBEAESTIRE AR, Kk, AEVGZ N R i
B (W [HZEHZD.

RT O AERE N EN ARSI E s e

H7 HRFE | Coa (LO/MD) AUC(0.29 REAR
(g X hr/ml)

HFIhREIES 800 mg OD 52.0 888.2 800 mg OD
(17.1-85.7) (345.5-1482)

2R IRE 800 mg OD 335 774.2 800 mg OD

(11.3-104.2) (214.7-2034.4)

o B R E 200 mg OD 22.2 256.8 200 mg OD

(4.2-32.9) (65.7-487.7)
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EEHE 200 mg OD 9.4 130.6 AN
(2.4-24.3) (46.9-473.2)

OD - ®H—&

(-5 1

30°C LA N RAFS

(B3]

T TR I ) L BE 22 4 i 1) v o T R 0 L o
200mg: 30 /A, 90 Jr /s

400mg: 30 F /R, 60 A/

(B

24 1~ H

[ BAThR#E]

HE 25 T E R . IXoo0o0ooac

[ 025 FiEAHES ]

200mg: H

400mg: H

(A4 ]
AT 4 FR: Glaxo Group Limited
A=) : Glaxo Operations UK Limited (trading as Glaxo Wellcome Operations)
A= HihE: Priory Street, Ware Hertfordshire, SG12 0DJ, United Kingdom ([ )
HRA IR IR VO b 168 5T T L ER KA 6 4k
Ml 2w i%: 200001
HLIE5 09 021-23019800
R H 515 021-23019801
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