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Immunomodulation of ovarian clear cell carcinoma by targeting HNF-1 beta pathway
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We have evaluated immunopathology of human ovarian clear cell carcinoma

(0CCC), which generally produces high amounts of immunosuppressive cytokines such as IL6 and IL8,
which are correlated with poor prognoses. T cell infiltration in tumors is fewer in OCCC than that
in serous ovarian cancers. We screened drug libraries and found twelve chemical compounds capable of

inhibiting production of IL6 by OCCC cell lines. One of them epigenetically suppressed HNF-13 , an
0CCC-specific transcriptional factor which we previously identified as the upstream for the high
production of IL6 and IL8 from OCCC. Some of them also showed reversal of the immunosuppressive
conditions in mice implanted with human OCCC cell lines. These results indicate that inhibitors on
the HNF-1(3 -IL6/1L8 pathway may improve immunosuppressive conditions of OCCC and useful for
combination immunotherapy for patients with OCCC.
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