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Immunosuppressive roles of HNF-1beta in ovarian clear cell carcinoma (OCCC)
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Hepatocyte nuclear factor-lbeta (HNF-lbeta) is a transcription factor and is
overexpressed in ovarian clear cell carcinoma (OCCC). Here, we investigated immunosuppressive roles of
HNF-1beta in OCCC. IL-6 production and activation of NF-kB and STAT3 was associated with HNF-lbeta
accumulation in OCCC cell lines. Culture supernatants (CS) from HNF-lbeta accumulated OCCC have
activities to impair dendritic cells (DCs) maturation. These immunosuppressive CS activity was reduced by
knocking down HNF-1lbeta, partly owing to down-regulation of IL-6. Murine splenic, lymphnode and
tumor-infiltrating DCs obtained from nude mice implanted with HNF-1beta knocking down OCCC cells restored
activity to activate T cell than did DCs from control OCCC cells. These results indicate that HNF-lbeta
in OCCC may be involved in the immunosuppression mediated by impaired DC, and is not only useful as the
tumor marker but also attractive targets for restoring immunocompetence in patients with OCCC.
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