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We found that long-term exposure of colorectal cancer LoVo cells to the
platinum anticancer drug cisplatin changed the epithelial-like phenotype to the mesenchymal-like
phenotype which is a typical feature of EMT (Epithelial-Mesenchymal Transition). Therefore, we tried

to examine the mechanism using a chemical genomics approach, and we found that TGF-b receptor
inhibitors reversed the mesenchymal phenotype of cisplatin-resistant cells to epithelial phenotypes.
These results suggested that the activation of TGF-b signaling plays a critical role in the
acquisition of cisplatin-induced drug resistance. Moreover, we found that cisplatin enhanced the
secretion of TGF-b into the culture medium. Taken together, it is suggested that cisplatin enhances
the secretion of TGF-b, which resulted in the activation of TGF-b signaling and thereby inducing EMT
and subsequent drug resistance.
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