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Anti-tumor Effects of Vascular Endothelial Growth Factor Receptor-3
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Purpose: Vascular endothelial growth factor (VEGF) plays a key role in tumor angiogenesis and lymphangiogenesis including
induction of endothelial cell proliferation, migration and capillary tube formation, E7080 (S1164, Selleck chemical, Houston,
TX, USA) is a muti-targeted kinase inhibitor, which targets VEGF receptor-2, 3 (VEGFR-2, 3) and inhibits survival and proliferation
of tumor cell. The purpose of this study was to determine the anti-tumor effect of E7080 on oral squamous cell carcinoma.,
Methods: An oral squamous cell carcinoma cell line, SCC-9 was used in this study. E7080 was applied to SCC-9 cells by
3 different concentrations (1, 5, 10 £ g/mL). Control means no application of E7080. The cellular growth was evaluated
by real-time cell electronic sensing and MTT assay. The signal transduction was evaluated by Western blotting.
Results: In experimental group, SCC-9 cell proliferation was decreased and the VEGFR-3 downstream pathways were inhibited
compared with control. Furthermore, increasing the concentration of E7080, the ability of E7080 to disturbance of SCC-9
cell proliferation was increased.

Conclusion: Proliferation of SCC-9 cells was inhibited by E7080, which was through by inhibition of VEGFR-3 downstream
pathway. /n vivo study with E7080 will be required to provide therapeutic benefits in oral squamous cell carcinoma.
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ZHAEE wjFA 100 LT 2x 10707} HEE 96-well
plated]] B3} A|E F2]S RT-CES system (ACEA bio-
sciences, San Diego, CA, USA)E 53t #sigct £
8ARY 77} F- 4709] IF 0 R vl tiEr e E7080< 5, 10,
20 pg/mLe] FER Fofeh vigkals Hrste] 37°CellA] 564
{F &Y RT-CES systems ‘§3to] ¥#23ct.

4, MTT assay

3-(4,5-dimthylthiazol-2-y1)-2 5-diphenyltetrazolium bro-
mide (EMD Millipore Corporation, Billerica, MA, USA)&
ol &3 TAMS ARgste] st 9 FUAEE widd
100wl 2x 10717} He2 Zkzbe] 96-well plated]] B53)aL
2417k B2t wllekslelch, 1§ E70802 1, 5, 10 ug/ml HEE
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Fig. 1. Cell index of SCC-9 in real time cell electronic sensing

image. Mark "O" means cellular proliferation was significantly
decreased in each experimental group compared with control.
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Fig. 2. Optical density of SCC-9 in MTT assay.
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Fig. 3. Western blot assay.
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Fig. 4. Quantitative analysis of Western blot assay. (A) Ratio of p-akt to A-actin. (B) Relative value of experimental group on control
group in p-akt. (C) Ratio of p-c-jun to B-actin. (D) Relative value of experimental group on control group in p-c-jun.
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