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A novel therapeutic strategy for endometriosis focusing on angiogenesis and the
hypoxia-inducible factor:HIF-1
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Recent evidence points to a possible role for HIF-1 in the development of
endometriosis. The objectives of this study were to investigate the critical role of HIF-1 in
endometriosis and the effect of the HIF-1 inhibitor echinomycin on human ectopic endometriotic
stromal cells (eESCs). Hypoxic stress induced expression of HIF-1a protein and VEGF production in
eESCs, and VEGF production was significantly suppressed by treatment of echinomycin without causing
cell toxicity. Synthetic progestins, including MPA and DNG, are used to treat endometriosis. In the
present study, we were unable to demonstrate the inhibitory effects of MPA and DNG on VEGF
production in eESCs. Therefore, echinomycin might be more useful than progestins as an inhibitor of
VEGF production to regulate the angiogenesis of endometriosis. Moreover, echinomycin inhibited cell
proliferation and induced apoptotic cell death of the eESCs, and significantly inhibited expression
of the anti-apoptotic proteins.
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