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EIuEigation of the mechanism of suppressing breast cancer bone metastasis by Ras
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In this study, we showed that the Ras inhibitor, Kobe0065, which was
originally developed by us, inhibits cell migration and proliferation of intractable triple-negative
breast cancer (TNBC) at the cellular level. Furthermore, Kobe0065 markedly inhibited TNBC bone
metastasis and tumor growth in vivo, suggesting that Ras inhibitors may become a breakthrough new
drug with anti-tumor and anti-metastasis activity targeting TNBC. Finally, xenografted assay of TNBC
in mice showed that Kobe0065 inhibits the tumor growth and the activation of ERK, a downstream
molecule of the Ras signaling pathway at the ex-vivo level.
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TNBC cells increase LOX and EGFR
expression compared to
Estrogen-positive (ER+) breast cancer cells
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Ras regulates the migration of TNBC
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Ras regulates the proliferation of TNBC

Proliferation assay
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Ras regulates LOX expression
and ERK phosphorylation in TNBC
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Ras inhibitors display an anti-metastatic
activity on a murine model of bone metastasis

A murine model of bone metastasis
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Ras inhibitors display an anti-tumor
activity on a tumor xenograft of TNBC

Xenograft assay

Injection of 2 x 105 human TNBC MDA-MB-231 cells (K-RasG13D)
in the right flanks of nude mice
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Ras inhibitors inhibit ERK phosphorylation in
xenografted MDA-MB-231 tumors

Xenograft assay
Injection of 2 x 10° human TNBC MDA-MB-231 cells (K-RasG13D)
in the right flanks of nude mice
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Intraperitoneal administration of Kobe0065-40 or 120 mg/kg
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