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Comprehensive genomic and transcriptome analyses to clarify molecular mechanisms
contributing to chemoresistance in gynecologic cancer

YAEGASHI, Nobuo
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We investigated the genomic alterations that potentially facilitate

primary or acquired resistance to platinum agents in ovarian cancer by comprehensive genome analysis
with surgically removed ovarian cancer specimens before and after chemotherapy. We found that KEAP1
mutation is possibly associated with chemoresistance in ovarian cancer. KEAP1 is known to repress
the function of NRF2 which regulates chemosensitivity in variable cancer. Additional experiments are
ongoing to validate the involvement of KEAP1 and NRF2 in chemoresistance of ovarian cancer.

In addition, approximately 600 metabolites in plasma from the patients with ovarian or endometrial
cancer were measured to investigate the association between metabolomic status and
chemosensitivity. We clarified several metabolomic profiles characteristic for ovarian and
endometrial cancer, respectively. We also identified that increased tryptophan metabolism is
significantly associated with chemoresistance in ovarian cancer.
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