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Interdisciplinary research on intraperitoneal cell-to-cell crosstalk focusing
ovarian cancer-associated mesothelial cells
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We reported how ovarian cancer (OvCa)-associated mesothelial cells éOCAMs)
induce platinum-resistance in OvCa cells through direct cell-to-cell crosstalk. We evaluated mutual
associations between OvCa cells and human primary MCs with in vitro co-culturing experimental models
and in silico omics data analysis. Results of in vitro experiments show that mesenchymal transition

is induced in OCAMs primarily by TGF-B 1 stimulation. OCAMs can induce decreased
platinum-sensitivity in OvCa cells via induction of the FN1/Akt signaling pathway via cell-to-cell
interactions. Further, we also confirmed activation of Akt signaling in OvCa cells in contact with
TGF-B 1 stimulated peritoneum, using an in vivo mice model. Their results suggest that the tumor
microenvironment, enhanced by direct cell-to-cell crosstalk between OvCa cells and OCAMs, induces
acquisition of platinum-resistance in OvCa cells, which may serve as a novel therapeutic target for
prevention of OvCa peritoneal dissemination.
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