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Macrophage-mediated transfer of cancer-derived components to stromal cells
creates a pro-tumor microenvironment
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Cancer cells create heterogeneous pro-tumor stromal cells in
microenvironments. We previously identified that macrophages (M® ) uptake cancer cell-derived
extracellular vesicles (CEV), and transfer some contents to other stromal cells via release of
membrane blebs. In this study, we identified that M®s incorporated CEVs from GM3 synthase high
cancer cells induced immune checkpoint molecules in T cells, thereby caused immunosuppression. In
addition, these M®s also transformed the peritoneal mesothelial cells, which accelerated peritoneal

metastasis. These findings suggest a novel crosstalk of M® and other stromal cells via transfer of
CEV contents, and GM3 synthase may become a useful targeting molecule.
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