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Development of multi-faceted therapeutic strategies for diffuse-type gastric
cancer based on a preclinical mouse model
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Although diffuse-type gastric cancer (DGC) is one of the most severe
malignancy in the world, effective therapeutic strategies have not yet been established. By using
our DGC mouse model and mouse DGC cell lines, we tried to identify signaling pathways playing
critical roles in diffuse-type gastric carcinogenesis, and develop molecularly targeted agents
against the signaling pathways.

Broinformatic and immunohistochemical analysis consistently revealed that the RTK/RAS/MAPK signaling
pathway was activated in mouse DGC, and MEK inhibitors specifically eliminated mouse DGC cells by
inducing apoptotic events in vitro and in vivo. Moreover, E-cadherin-deficient human gastric cancer
cells were susceptible to MEK inhibitors, suggesting that MEK inhibitors could improve prognosis of
DGC patients.
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