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420 (11.8%), SFJa3sHl (10.7%) . & AR38HI1 (10. %) . FZfERLME:
3661 (10. 1%) . BRI EF 3661 (10.1%) ThH o7z,

FED SRS S L

12) ECOG/ N7 =~V AAT =4 Z (0, 1) ROHE CKE, #T4/Ma—nr v/ Zof
D) 12 L DERICox BN — RET ML D A=F =7 L DO

13) ECOG/ X7 =~V AAT =4 Z (0, 1) ROHE CKE, BT 4/Fa—nr v/ Zoff
OHIR) IZX DRI 7T 7 REICBT Dl ()

— PEXIFZT+TANTT
-—— 2=F=7

b -l
o
o

ol ™ ++H#-—"¥---l- N

0 2 4 6 8 10 12 14 16 18 20 22 24
- RMBEFHR (R)
tis}
FEYFoT+FANYT 270 227 205 154 120 76 53 32 23 13 3 1 0
=527 290 210 174 119 8 49 35 16 13 5 0

PD-L1FE BB LTI 1T 2 #E4 BAEAF B[] OKaplan-Meier i}

1.04 — PERYFT+TANTT
09

R
o
o

0 2 4 6 8 10 12 14 16 18 20 22 24
FHBLEEHME ()
At risk B

FryF=J+7ANwT 442 364 321 250 193 127 94 57 42 24 8 1 0
A=F=7 444 329 271 192 144 90 64 29 20 8 2 0

ABRFENICE T D M EA TR OKaplan-Meier Hifi

TR T =T LT =T ON G & T 7243451 (A AR N335 %
i) 41461 (95.4%) ICRIERERO bivlz, E2RERIZ. T
JFI23505 (54. 1%) . = MLE2084 (47. 9%) . FE571564 (35.9%) . F5 -
JEEEFETRENTE R A 14445 (33, 2%) . F&FAREE 11645 (26. 7%) .
BOL07H (24, %) . HURARFEREIR TAE 10561 (24. 2%) . HPNZ96
(22.1%) . BAIBEES6H (19.8%) ThH o7z,



*¥17.1.3 EIgHREE MBS (KEYNOTE-4265%5%)
{EEERIEIE D 720 MR UIBRARRE USSR E O B (B
) BES6LH (AARNEHMUFIZET) 2xHE LT, TF T =
7 (BAtAE L LClEbmg a1 H2EE n#E) a7 nl X<

(200mg % 334 I IR CRERN X 5) OO GO H MK/ O et %

AZ=F =7 (50mg 1 H 1[E] &40 R Q5 L, 238 BHEE) %ﬂﬂfa’&
LCHRET LTz, 7B, EHEREM CHREBEITHRD b aic, &
BHETT 2 R HER D3 &%nkw@®Mﬁm’£ﬁLTwé%ﬁf
1. REILIEO G CREETNRO SN ETT v F =7
ERLTn Y X~ T OGRS H 2 L AL Lie, 1%
FEATTE B X A IR L MEREA M Th Y, TR TF=T L
NaT7 ) AT OAREIL A=F =T HMEE L gL Te
AEAF I M MRS AR I 2 A B ICIE R LT,

HEEORE S
TXF=THRAT PR
A PRI A nY Xv7 (229 WTJ)
(43231))
e (A) NE NE
(9515 < ) (NE, NE) (NE, NE)
SR AN R 0.53
(95%1& H5 X ) (0.38, 0.74)
pfE™” 0. 00005
kfE () 15.1 11.0
(95%15 5 X ) (12.6, 17.7) (8.7, 12.5)
HEREAL IR N R 0. 69
(CEIEr A (0.56, 0.84)
pfE™” 0. 00012

NE @ HEERHE

D RN O T — % @ 20184E8 H24 A » MAT

12) JERICox BN — RET ML D A=F =7 L DLk
13) WRIe 2T vy REICIT HpfE (i)

74) RECISTH A KT A 1. IRIZHES < M F Az o )

100 ==
90 1 \
S
80 1 \-__‘_‘_
70 ——— 1
4 60 |
50 1
Fa0]
%
%401
20 ] — PRYF=T+NLTAVITT
104 ——— X=F=7
0
0 4 8 12 16 20 24
at risk 8 &AM (R)
TRZTEIANATE 4 w7 a8 26 138 18 0
2=F5=7 429 401 341 211 110 20 0

LA TR OKaplan-Meier gl

100
90
80 -
& 704
= 60
£ 504
= 50 oY
= 40 ot
% 30 ‘
~ .
204
——T7XIFT+RLTOYXTT iy
10 ——=z2=5=7
0
0 4 8 12 16 20 24
) FEBEFYRE (B)
at risk #
TXIFZT+ARLTO 432 357 251 140 42 3 0
Yx<7
2=F=7 429 302 193 89 29 1 0

e A A AR OKaplan-Meier

TXUF =T ENLT Y X T O E & 5% T 124296 (A AN
4401 % Ee) 41361 (96.3%) ICRIMER RO Hiviz, F/REIEH
1. FHI21061 (49.0%) ., EILAELITIF (41. %), HARBREREIS FIE
13561 (31.5%) . #EF7 13061 (30.3%), T « I IRAF AR LIE B
BELL9B (27.7%) . ALTHEAN10261 (23.8%) . FEAE98H%] (22.8%) .
ASTEEINOTHI (22.6%) . AAKIRIAB] (21.9%) . L9141 (21. 2%)
THo7,

18. FEipEE

18.1 1EFAF

18.1.1 ML4% PN B BB 72 734  (VEGFR-1, VEGFR-2J% OWEGFR-3) o
ULk EEL, 2O TROY 7 FIEEEHE LS,

18.1.2 b MEBMIEEZ B Lz~ 7 2B\ T, RIEB G
5 D L& PN B AR R 00 Y B OV LI B D i) 2358 6&71&71\
7 RS A% F SR AE T BRIP-Tag2 R TG v AV == v /=17 AT
BT, AR GBI T o> i A O 2338 iz 1017

18.2 HEBHR

W e FR S SN 2GR & S A U 72~ 7 AU 380 C L IS

PHIERZ R LY,

19. BEMESICET HBIEFMIMER

— TR . THF =7 (Axitinib)

{b%:4 © MMethyl-2-({3-[(1£) -2~ (pyridin-2-y1) ethen-1-y1]-14#
indazol-6-yl}sulfanyl)benzamide

45 F 2K 1 CooH N,0S

43k 386.47

PR 7R F =TI AA~RECOM R TH D, NNV ATF LT
F7 R RIZETRd, =& 2 —/L (99.5) KT, Imol /LEEERIZ YA
FIZ< <L KITIEE A ETET 720,

b
0.

oyBiA%% (logD) : 3.5 (pH6.5, 1-F 27 Z J —/L//K)

22. @
(€4 254 5 iging)

508& [1068 (PTP) X5]
(4 >S4 5 igbng)

108 [108£ (PTP) X1]

23, EEXH
1) BRI - BRI AICET 5B GRRAEA B - 2012456 A
29H . CID2.6.6.6) [120120329001]
2) FNEE: 7 hat Y= OMAEEMARBR GRGBEA R @ 2012
E6H29H, CTD2.7.2.2.2.3.1) [L20120329011]
3) HWNEE: VT e T L OMAEIEMARBR GRKREA B 2012
E6H29H, CTD2.7.2.2.2.3.2) [L20120329012]
4)  FENEER: RS EERER ORFREH B ;2012456 H29H |
CTD2.6.6.3, 2.6.6.9) [L20120329002]
5) FENEEL : ENE T HRER (HERS) OKREAH @ 2012456 A
29H. CTD2.7.6 (A4061044)) [L20120329003]
6) FRNEERL N LR (KERS) CKREH A @ 20124564
29H. CTD2.7.2.2.2.5.3, 2.7.6 (A4061022)) [L20120329004]
) HNEE : MEAMEIRN TR 5B GRFRAEA B 1 20124E6 29 H |
CTD2.7.1.2.2.1, 2.7.6 (A4061007)) [L20120329005]
8) tENEEl : MESMRA A B E D FEER GKEREH B : 2012486
H29H, CTD2.7.1.2.1.2, 2.7.6 (A4061053)) [L20120329006]
9) FEWNEE: in vitroR ARG FE, MERBITE GRRBAEH A @ 2012
4E6H29H ., CTD2. 6. 4. 4) [L20120329007]
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24.

26
26

) HNERL 2 in vitrolZl BT RN B T ORE KR4

A H : 201246 H29H . CTD2.7.2.3.4.3, 2.6.4.5)
[L20120329008]

) FENEER : RS OIKBER GRRAEH H : 2012486 H29H |
CTD2. 6. 2. 2) [L20120329010]
) FENEEL BRI 55 GRRRAEH B : 20124564 29
F., CTD2.7.2.2.2.1.1, 2.7.6 (A4061003)) [L20120329009]
) FEPNERE : IFRERBIR TSR GRRRAEA B 20124F6 H29H |
CTD2.7.2.3.4.5.5) [L20120329013]
TR R S I ERR IR (BMbayE) GEREE4FEA A 2012
FE6H29H, CTD2.7.6 (A4061032)) [L20120329014]
TR R EERLE S MAEEER (B99910033 ) (/S F A8
F%E200mg : 20194512 H &G, CTD2.7.3.3, 2.7.6.1)
FENE R - SEEPIEER GRRREH B ¢ 2012486 H 291 |
CTD2. 6. 2. 2) [L20120329016]
Mancuso MR, Davis R, et al. : J Clin Invest. 2006 ; 116

(10) : 2610-2621 [L20111109024]

z

N2

Nt

-

SRR ERVRELEDE %

77 A Pkt W —
T151-8589 RIS X A2 A3-22-7
SEARES A L 0120-664-467

FAX 03-3379-3053

. BERGTEES

1 BEERSETT (BA)

7 7 A4 VSt
HOTARBEA XA 2 AR3-22-7

RFRGRAE



