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Abstract

tion, metabolism as well as tumorigenic growth, migration and angiogenesis. c-Met has emerged as an attractive

c-Met receptor tyrosine kinase plays an important role in signaling pathways including cell prolifera-

target for cancer therapy. Moreover, the interactive cross-talk between c-Met signaling and several other signaling
pathways underlies a key effect for resistance of anti-cancer drugs. Thus, multi-target inhibitors become a new
approach to cancer therapy. This paper introduces the c-Met signaling pathway and the resistance of kinase inhib-
itors caused by the cross-talk between c-Met and other membrane receptors and then will reviews the progress of

single-target and multi-target c-Met inhibitors.
Key words  receptor tyrosine kinase; c-Met; cross-talk; drug resistance; c-Met inhibitors; anti-tumor target;

cabozantinib; crizotinib
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T SEPUIE , 380 1 B, AU e-Met J4REGA 1
HIVERT ,1C5, >~ 30 nmol/L, 1fij H X} BaF3/TPR-Met FI
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26 SEHA B E AR ATP 355 PERY o-Met 411157,
FI R IEAE X AT AOE R g 2
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L2 &, i c-Met Ji5, FGFRL ({5 £ 7 HGF
MR R & AR . BEA A crizotinib
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c-Met IR AL AT 22 A/ T ZEAR N LF- 42
PR T AMLC R4 M s ), ACR B R AL
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i, HIF-1ae 3 c-Met K, S8k 2E c-Met 4K 4
(14 e A B ) f2 28 RN RS . BRI ] VEGREF-2 17
il 7% sunitinib 7] DLy e i 45 AR K, (F & B0 R
(1412 2 12 % 1) S8 98 7 T 6 A ) sunitinib
il c-Met 114 5 PF-04217903 , #4|l T VEGFR #iI
c-Met 1 4% 18 %, W S 30 0 1 I ORE B 1R 28 B
Bt SR B[] IS0 1) 9 Al 1 2 R L T 52
PRI e 2R AT AL R . 2805 c-Met
it 41 700 AS AL ) e-Met, [A] B %F F VEGFR,
FGFR, ALK, EGFR, MAT1R Z#0 5t 47 /e

4-TLAR IS R 2 AL A5 1 29 FEBRIE c-Met A4
22 VEFH ST X HGEF/ e-Met 75 5 4 Jfd () 3 58 1 {2
78 55 10 A R PP AR AR R O T R HE T B AE
P L WA 29 vh N-FP LBk T i 3% 42 ok

O
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TE crizotinib JEAl F, AF 58 N 51 0% B8 2-2d FE ik
WEE AL, 7R 4 7 F 5 A05 ] A 20 Qnwk mg 34, O/
Fefb &9 5 8 X IVE R, IRl A AN [ B RN 2
FI AR AR PR AN [F] 0440 . X — 22 9] kg 4k
IR T &1 32(081-296) , L&) 32
TEXT 96 Ffrif it (1) A 1y 1 £ M 1 v, %) e-Met F01
RON & 7% i 1 & 19 3 5 1k, 1C,, 43 51 Oy 26,
25 nmol/L, B R 2 145 T4 &) 32 (50 mg/kg) ,
X2 c-Met 175 & [ Jg S il A% A K BROASE AR o Jir g
AW BEIE R A R AR S R B, Bl
R 7] 5K 3] 200 mg/kg, 45 AR & W] A B
Bt

2003 4, Kirin 7> 6] 256 0E T 408 46 5 v
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L R M I PR Rl g g 3 R AR B TN PR
TEFRIE W 3R 1 A5 1 30,45 30 LA
c-Met [@EERAL , [FIBF 4] T c-Met T U5 5 19 5%
o BAREG Y 30 TEARNFRSMER I T R 4T
AR T (E R VA A R B 2, IR N AR R
w2 1R RR R T AR A 30 ik — 20
PRI o TEALAS W) 30 L5 LA b BIF5E A
G 0| -2 A i Sy 2 I WE AR A B IX 0%
2, Wl AR o T IR R AL S WA 42, 10 B2 3-
REIEB LI E A RIRAFEA Y 30 h12,6-—
SORSEIL AT S R AR R P B K 148, A58 T
2-GHE-5 - T3 N AH M E R AL G crizotinib
( PF-02341066 ) ) | crizotinib J& 1 2% c-Met il 1
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