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New strategy of treatment for ovarian cancer aiming intraperitoneal cell-cell
communication induced by microenvironmental EMT
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The TGF-beta;-mediated alteration of the tumor microenvironment plays a crucial
role in tumor progression. Mesothelial cells are the primary components of the tumor microenvironment for
ovarian cancer cells (0C). We show that TGF-beta;-stimulated human primary mesothelial cells (HPMCs) are
able to promote cancer cell attachment and proliferation and the activation of the promoter activities of
MMP-2 and MMP-9, which are metalloproteinases necessary for tumor invasion. Expression of the miR-200
family was down-regulated in HPMCs by TGF-beta; stimulation, and restoration of the expression of miR-200
family members in HPMCs suppressed cancer cell attachment and proliferation. Down-regulation of the
miR-200 family by TGF-beta; induced fibronectin 1 production, which promoted cancer cell attachment to
HPMCs. Finally, we demonstrated that the delivery of the miR-200s to mesothelial cells in mice inhibited
ovarian cancer cell implantation and dissemination.
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