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Effect of eribulin, a new microtubule dynamics inhibitor, for tumor progression
and fibrosis in peritoneal dissemination of gastric cancer

Tsukada, Tomoya
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Peritoneal dissemination of gastric cancer is characterized by aggressive
invasion, extensive stromal fibrosis, and resulting drug-resistant tumors. We examined whether
eribulin, which is a newly microtubule dynamics inhibitor, could inhibit progression and EMT changes

in gastric cancer and act synergistically with 5FU. Eribulin significantly suppressed gastric

cancer cell proliferation, as well as EMT changes in MKN45 gastric cancer cells and HPMCs induced by
their interaction in vitro. EMT inhibition by eribulin was observed at much lower concentrations
than its IC50 and resulted, at least partlg, from downregulation of TGF-f3 /Smad signaling by
interruption of Smad2 phosphorylation. Eribulin also suppressed tumor progression and fibrosis in a
mouse Fibrotic tumor xenograft model. Furthermore, its administration with 5FU brought about
synergistic antitumor effects. Eribulin demonstrates the potential to be a key treatment for
peritoneal dissemination of gastric cancer.
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