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I focused anti-oxidative stress pathway in lymphatic endothelial cells as a
molecular mechanism regulating lymphangiogenesis, especially FOXO1 transcription factor, which is
abundant in lymphatic endothelial cells.

I revealed that siRNA-mediated reduction of FOXO1l expression leaded to cell death caused by
inhibition of glutathione peroxidase 4, accompanied with accumulation of lipid peroxide.
Quantitative PCR analysis and western blot analysis also revealed that FOXOl reduction repressed
XCT/SCL7AL11l expression (amino-acid antiporter, inhibitor of lipid peroxidation) and GPx4 expression
(glutathione peroxidase, inhibitor of lipid peroxidation). Conversely, FOX0l reduction increased
ACSL4 expression (acyl-CoA synthetase, promoter of lipid peroxidation).

These results show that FOXO1l is an integrative inhibitor of lipid peroxidation in lymphatic
endothelial cells.
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