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Elucidation of the multidrug resistance mechanisms by estrogen-related receptor
and development of novel therapeutic strategies in endometrial cancer
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We previously reported that estrogen-related receptor a (ERRa ) regulated
tumor progression in endometrial cancer. In the present study, we generated anticancer
drug-resistant cell lines using endometrial cancer cell lines (HEC-1A and Ishikawa) and elucidated
the mechanism of chemo-resistance related with ERRa , ABCB1 and miR-9. Additionally, we focused on
the tumor microenvironment. The nutrient-deprived condition provided cancer cells increased not only

levels of GLUT, xCT, MCT, VEGF, HIF-la , and ERRa , but also resistance to chemotherapy. On the
other hand, xCT, which regulates reactive oxygen species, was upregulated both in the
nutrient-deprived condition and in the chemo-resistant cells. xCT inhibition increased ROS levels
and improved chemo-sensitivity. These results elucidate the mechanism of chemo-resistance in uterine
endometrial cancer and suggest the novel molecular target for the chemo-resistant endometrial
cancer.
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