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COX-2 INHIBITORS INCOMBINATION WITHCISPLATIN FOR
LUNG CANCER RESEARCH PROGRESS OF ANGIOGENESIS
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Hohhot 010017 China)

Abstract: Objective: Effect of selective cyclooxtgenase—2 (cox—2) inhibitor Nimesulide (NIM) combined with Cisplat—
in (CDDP) on tumor neovascularization in A549 nude mouse model of lung cancer. Methods: (1) cultured A549 cells and es—
tablished A549 lung xenografis in nude mice model;(2) intervention, control group, nimesulide group , cisplatin group, nime—
sulide + cisplatin group, n= 8, to observe the clinical signs;(3) To specify the effect and mechanism of nimesulide alone or in
combination with cisplatin on A549 lung cancer xenograft tumor angiogenesis, we detected A549 lung cancer xenograft tumor
angiogenesis factor, vascular transforming growth factor (TGF-B1), cyclooxygenase(COX-2),and basic fibroblast growth factor
(bFGF) in immunohistochemistry. Results:(1) We constructed A549 lung cancer xenografts in nude mice successfully ,
formed a round, oval, irregular—shaped nodules subcutaneously;(2) NIM could inhibit the growth of A549 lung cancer cells in
nude mice;(3) NIM + DDP group and the positive expression of DDP group have significant differences (P < 0.001);(4) Cox-2
positive expression in the control group > NIM group DDP group > NIM + DDP group. Conclusion:(1) Selective cox—2 in—
hibitors combined with cisplatin can inhibit the growth of lung tumors, and the inhibitory rate is significantly higher than that
of single drug;(2) The selective COX-2 inhibitors in combination with cisplatin showed more significant inhibitory effect on
the angiogenesis and A549 cell xenografts tumor in nude mice.
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Tab.1 Tumor weight and tumor weight inhibition rate of transplanted nude mice in each group after treatment (x + s)

Group Tumor weight(g) inhibit rate of tumor weigh (%)
Normal control 1.11+0.18
NIM 1.01 £0.12 9.91
DDP 0.73 £0.07 34.23
NIM+DDP 0.58 + 0.06 47.75
F 32.264
P <0.001

vE: NIMZH 5 DDP 4t %5, P <0.001 ;NIM 41 5 NIM+DDP 40 th %%, P< 0.001 ; DDP 41 5 NIM+DDP 41t %, P <0.001 .,
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Tah.2 Expression of COX-2 in lung cancer A549 transplanted tumor in each group

Group COX-2
= + ++ 4

Normal control 6 5 6 15
NIM 7 7 13 5
DDP 10 15 2 5
NIM+DDP 20 6 5 1

X 45.486

P <0.001
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Fig.1 Protein expression of COX—2 in xenograft cells of lung cancer A549 nude mice (Immunohistochemistry 40X)
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Tabh.3  Expression of b—-FGF in lung cancer A549 transplanted tumor in each group

Group b-FGF
- + ++ .
Normal control 3 5 10 14
NIM 5 6 8 13
DDP 12 10 5 5
NIM+DDP 23 5 3 1
X 44.238
P <0.001
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Fig.2 b—FGF—expression in lung cancer A549 xenografts in each group (Immunohistochemistry 40X)
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Tab.4 TGEF- expression in lung cancer A549 xenografts in each group

Group TGF-B1
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Normal control 3 5 9 15
NIM 5 5 6 16
DDP 10 9 8 5
NIM+DDP 22 5 3 2

X 42.715

P <0.001
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Fig.3 TGF—B1—Expression of in lung cancer A549 xenografts in each group (Immunohistochemistry 40)
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