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Transcriptional upre?ulation of HNF-1beta by NF-kB in ovarian clear cell carcinoma
modulates susceptibility to apoptosis through alteration in bcl-2 expression
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In clinical samples, HNF-13 expression was positively correlated with the
active form of NF-k B/p65 in clear cell carcinomas (CCA), and closely linked with a low nuclear grade and
non-solid architecture. In cell lines, transfection of p65 resulted in increased HNF-13 mRNA and protein
expression, in line with activation of the promoter. Suppression of HNF-1B expression increased
aBoptosis in cells, while treatment of cells stably overexpressing exogenous HNF-13 with doxorubicin
abrogated apoptosis of the cells, along with increased ratio of bcl-2 relative to bax. Moreover,
overexpression of HNF-1B led to upregulation of bcl-2 expression at the transcriptional level in TOV-21G
cells. These data, therefore, suggest that association between HNF-1B and NF-k B signaling may

participate in cell survival by alteration of apoptotic events, particularly in mitochondria-mediated
pathways, through upregulation of bcl-2 expression in OCCCs.
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