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The invention relates to the use of combination of apatinib and c-Met inhibitor in the preparation of
medicament for treating tumor. In particular, the invention relates to the use of apatinib in combination with
compound (1) or pharmaceutically acceptable salt thereof in the preparation of medicament for treating

tumor. Combination therapy showed better tumor inhibition than administration alone.
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The invention relates to the use of combination of apatinib and c-Met inhibitor in
the preparation of medicament for treating tumor. In particular, the invention relates to
the use of apatinib in combination with compound (1) or pharmaceutically acceptable
salt thereof in the preparation of medicament for treating tumor. Combination therapy

showed better tumor inhibition than administration alone.

% 1H - 42 HEWHREE



201914592

[f5EFRE]
[ b2a]

N
N
N
N S = N/
X ~ "N 0]
N o)
\ \N/
F (1)
4riE
N
N
- N/

F2H - k2 HEWHREE



201914592

EELEL R VRlE EED

[SF1E] —HEPTigE fe sl AT 4% H B & c-MedIHI AR 24 (A7 B F il g Y

[531H]) 5 KIA-2HE—IARTAHY 2R - EL o Ao fleg 158 5 e
FVEREE © Fralli e B B TR B R~ o e R~ B~ M
B - BHSERE  IEE R  Re AR - RERME  (BERTICE
M BRI E I ~ A~ BHE -~ BB~ SERE - BE - 'EE - MNE
B B TENEE - UNSE - WOVERE - NS - FRE - mIPIRRE
R BE - SRR - ILPTE - IEEE - IEEE - Wiok - LB (RS
FTHICBHSARO R 58 5 s AR ~ WRfE ~ FOIRHRE ~ % DOREE © (BBERui e
BEE Askindig ~ EUF PR ~ JCOCRAE  EIEMME N R ~ R B
B~ EHER DR (BBERT AL BER B B A LAV E R - Bt ERE - e
HREE - HIURES AR - B8NS s (BEERT Al B MR B H S M EE B
i ~ MEREM AR - steEttamR - 1eaisttamn - 240
MBI - TAREAEMEE MR - AFRRORE IR B R - AT S
7 (ESEATAUR R B IR E S MR - B e (BT A SRR

BEE 1AL F Rz A H SR BRI R A R REHRAH AR AR (BT AL
U 4 4 E G R AREE)

BiS



201914592

EH MR A B B AR (R - SRR R S E AR AN
FERE

(554151 W05 KIE3FTHLEY AR - Hodr Araichiie 55 5 9 E ARt ~ /N4HRE
HfE - (EEEIE/ NIRRT -

[555IE] WA KIE3ATHLAY AR - HAp il A R E R 288 (HR) 5
MEFLRREE - ARFEAERRNT245-2 (HER2) EMEFLAREE - =27 U0R%E -

[5567H] AIFASKIASATHLATHZ - H Al B 58 5 B E A - A%
AMHEE - SRR R - SaERE -

[35776] AFESKIA3ATHAT A - H b pril e b R7 4H el 258 5 (B BE 2 1P
AR ~ (B REPAINRE - BPE IR -

(E5818] AIERIEBFLAIRR » S PP B 5 R VRS - A PR
7+ FTAL SVERF AR AP ARARS - ISEARIORE © RG1EATR | PTG E R
R - EE -

(Z50TH) 40 SFRIE 1-8 b (£ — TP A% » HL o TR % 5 VEFGRB T
FIVRR/ e MeCBFRERIVENER » VEFGRIBFE RIRURL/c-Mets} [ R B HE
Jog o

(E51078] 40RIA -9 (E TR A - Hooh BTt 5 5 o e
i~ (S EYEIERT - S — LA SRR AR S B S RERT - SRR
S ST R BRI S BRS¢ P SR 88 L
S FOBTETIE VI8 MR - B IR - (L
FSHIARITR ~ 460 AR ey — S 0 ¢ FITALA BE1358 £ EGFRIIIT « ALK
A1) ~ PARPIII] - ORI - MEK3IAIM - VEGFHUAY - VEGFRITIAHI] -

BTKIHE ~ mTORFHIH] -
42 3t 4 (GRS



201914592

[E11H] A KIE -0 E—TERT AT A 28 » R A i i e B 7] 4
HEBUEEY)()ECE R SRRV E S L FIEEH0.01-100:1 - EEEH1:12 ~ 1:10 »
1:9~1:8~2:15~1:7~1:6~1:5~5:24~29~1:4 ~ 4:15~5:18 ~ 2.7 ~ 3:10 ~ 5:16 ~
1:3~5:14~3:8~2:5~5:12~3:7~49~1:2~8:15 ~59~47~7:12~3:5~ 58>
2:3~7:10~5:7~3:4~79~45~56-~6:7~7:8~89-9:10~ 14:15 ~ 15:16 ~ 1:1
6:5~54-~43-32~85~2:1 ~5:2~3:1~4:1~5:1~6:1~7:1~8:1~9:1~10:1">
HEEEILL 105141325512~ 1:2~3:5-5:8~23~3:4~4:5~
5665~ 54~43-~32~85~2:1~52~3:1~4:1~5:1>

[5127H] 205 KIEL- 1T E—IEFT Y F R » H A Pt e B H n] 42
FH RS & 75 5 100-1000mg » {E##EH200mg ~ 250mg ~ 300mg ~ 350mg ~ 375mg -
400mg ~ 450mg - 500mg ~ 550mg ~ 600mg * 700mg ~ 750mg ~ 800mg - 850mg -
900mg ~ 1000mg ° H{E#EH250mg ~ 300mg ~ 350mg ~ 400mg ~ 450mg ~ 500mg -

600mg * 700mg ~ 750mg °
[3E137H] WEE°KIE - 124 E—IARTAET A 2R » H P prili L&) (1) ECH nT &%

FHEEM &35 H 10-1200mg » {E#EH20mg ~ 50mg ~ 55mg ~ 60mg ~ 75mg ~ 100mg -
110mg ~ 200mg ~ 220mg ~ 250mg ~ 260mg ~ 300mg - 350mg ~ 400mg ~ 450mg ~
500mg ~ 550mg ~ 600mg ~ 700mg ~ 750mg ~ 800mg ~ 900mg ~ 1000mg > F {E#E100mg ~
110mg ~ 200mg ~ 220mg ~ 250mg * 260mg ~ 300mg ~ 350mg - 400mg ~ 450mg -

500mg -
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