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A novel mechanism of endometrial cancer development involving microRNAs
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BHLHE40 and BHLHE41 EBHLHE40/41R are transcription factors involved in
multiple cell activities including epithelial-to-mesenchymal transition (EMT). However, the
expression mechanism of BHLHE40/41 in EMT remains unclear. In the present study, we showed that the
expression levels of BHLHE40/41 were negatively correlated with those of the microRNA (MIR) 130
family in endometrial cancer (EC) specimens. Our in vitro assays indicated that the expression of
BHLHE40/41 was suppressed directly by the MIR130 family in a 3' -untranslated region-mediated
manner. In EC cells, the MIR130 family promoted EMT and tumor cell invasion by suppressing the
expression of BHLHE40/41. We identified the critical promoter region of the MIR301B-MIR130B cluster
for its basal transcription by SP1. We also found that BHLHE40/41 suppressed the expression of
MIR301B and MIR130B, and we identified a binding site in the promoter region for BHLHE40/41.
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