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[ Abstract] Objective To investigate the effect of SU11274 on the resistance of hepatocyte growth fac-
tor (HGF)-induced lung cancer cell line PC-9 to Gefitinib in nude mice and the mechanism thereof. Methods
Lung cancer cell line PC-9 [ mutated epidermal growth factor (EGFR) ,sensitive strain] and human embryonic
lung fibroblasts (MRC-5 cells) were selected. HGF concentration, cell proliferation, and protein expression
were determined by ELISA,MTT,and Western blot. The tumor model of PC-9 was created. The experiments
were divided into the control group (group C),the Gefitinib group (group G),the HGF group (group H) ,the
HGF+SU11274 group (group HS),the HGF+0. 1% DMSO group(group HD), the HGF + Gefitinib group
(group HG) ,and the HGF + Gefitinib+SU11274 group (group HGS). Each group are statistically analyzed
by monitoring the volume and mass of tumors and determining the expression of c-mesenchymal-epithelial
transition factor (c-Met) and its downstream channel proteins. Results MRC-5 cells can produce high level of
HGF to impulse the phosphorylation of c-Met proteins and downstream channel proteins in PC-9 cells. Ge-
fitinib can inhibit the growth of transplantation tumor in PC-9 cell. When PC-9 cells were co-inoculated with
MRC-5 cells,the expressions of activated c-Met and downstream channel protein p-Met, p-Akt, p-Stat3 and p-
Erkl/2 were higher than those of PC-9 cells inoculated alone. Of group HG, the inhibitory effect on HGF-me-
diated tumor growth was lower (P<C0. 05),the tumor volume is larger (P<C0. 05),and the expression of c-
Met, Akt,Stat3 and Erkl/2 were higher than those of group HGS (P<C0. 05). Conclusion The combination
of SU11274 and Gefitinib can reverse HGF (secreted by MRC-5)-induced Gefitinib resistance of lung cancer
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cell line PC-9,and the mechanism may be related to the inhibition of c-Met and its downstream channel proteins.
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KA NS PC-O 4l e 5E  HOM B K W PC-
9 2 M SR TG IS AL S DL 5 <X 10° A /L4 M 2 Fh AE 96
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WA MR T T 88 PC-9+MRC-5 41l kR4
W 100 pL. MM AR E 4 mm B, C 40 H 4.
HS 401 HD % F 1% Tween-80 #H .G 4. HG
H HGS % 25 mg « kg '« d ' HH IR RHEE .
[ mf, HS 41 VHGS 4 4% 100 pg/d By SUL1274 5 N
{4, HD 4135 100 L 19 0. 1% DMSO 98 W iE 5 »
BRI 255 L3S A4 . BRI 1 R R B,
FEBE 3~4 d A AR R RO & e B AR (L) JJE &R (D),



FREZ 201949 A% 48 5% 17 M

55 R (AR B R R FR (V) = 0. 5 X L X D?, 4461 i
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HG 4 44,85+12.71 74.49+30. 22 69. 822, 35 86.10£12. 992 114. 23+16. 382 137. 68428, 042 201.57448. 522
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& 3.3 2,

N

N

X

.

w

N N . . R

o .

< 3

w 2 S

& 3 FHPCOWMMBEBHALF o Met RETHEEEBHRFRIE(IHC, X200)
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