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Elucidation of estrogen-related receptor signaling pathway by using CRISPR/Cas9
in endometrial cancer
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We previously reported that estrogen-related receptor a (ERRa ) regulated
tumor progression in endometrial cancer. Recent studies revealed that ERRa also regulated
resistance of cancer cells to chemotherapy in various cancers. Therefore, we evaluated the
association between ERRa and chemo-resistance in endometrial cancer. Chemo-resistant endometrial
cancer cell (CREC) models were developed in our laboratory. ERRa expression was edited by using
CRISPR/Cas9 and small interfering RNA.

WST-8 assay revealed CRECs were resistant to plural anticancer agents. RT-PCR and western blotting
showed increased levels of ERRa , MDR1, XIAP, and Bcl-2 in CRCEs. Additionally, CRCEs also presented
decreased level of miR9, which was involved in ERRa regulated mRNA stability of MDR1. On the other
hand, knockdown of ERRa induced down-regulation of MDR1 expression via up-regulation of miR9

expression. Therefore, these findings suggested that ERRa regulated chemo-resistance in endometrial
cancer-.
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