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Targeting Annexin A4 with antisense oligonucleotides improved platinum
resistance of ovarian clear cell carcinoma

Nakagawa, Satoshi
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Recently, such as PARP inhibitors have emerged, various innovative

treatments strategies have become available for platinum-sensitive ovarian cancer. However, platinum
resistance is still the major issue. Enhanced expression level of annexin A4 (ANXA4) in ovarian
clear cell carcinoma (CCC) have associated with chemoresistance of platinum drug. We made
oligonucleic acid drugs synthesized with bridged nucleic acid as preclinical model to suppress ANXA4
expression. ANXA4 ASOs suppressed the levels of ANXA4 expression and significantly improved
sensitivity to the platinum drugs, and increased intracellular platinum accumulation. In vivo model
mice, we observed enhanced antitumor effect when the ANXA4 ASO was treated in combination with the
cisplatin Thus, we demonstrated improvement of platinum drug resistance with administration of ANXA4
ASO both in vitro and in vivo by accumulating intracellular platinum drug. ANXA4 ASO will be a
therapeutic option for the ovarian clear cell carcinoma.
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