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Development of novel therapies by antioxidants for reactive oxidative species of tum
or microenvironment in oral carcinoma
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It is known that inflammatory cells pruduce PGE-2, COX-2 in tumor stroma. Also we
have found tumor endothelial cells also express these inflammatory cytokines. Thus, we hypothesized that r
eactive oxygen species (ROS), which is produced in inflammation, may contribute to choromosomal abnormalit
y or genomic instability in tumor endothelial cells (TECs). Green tea cathecin, EGCG has anti-oxidant and
has anti-cancer effects. We have reported that EGCG inhibited VEGF-induced cell proliferation and migratio
n in TEC, not in NEC (Cancer Sci. 2009). In this study, we addressed whether ROS in TEC is removed by EGCG
, and analyzed the effects of ROS in TEC. By ROS accumulation, TEC could survive more compared to NEC. Whe
n ROS was induced by pyocyanin, VEGF/VEGFR signal was acitivated in TEC and it was inhibited by EGCG. In a
ddition, ROS induced aneuploidy in NEC and EGCG inhibited VEGF and aneuploidy. These results suggested tha
t ROS induced TEC abnormality via VEGF autocrine loop.
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