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mTORC1 signaling promotes cell growth and protein synthesis, and is frequently act
ivated in various types of cancer. However, its involvement in the formation and progression of colorectal
cancer remains unclear. This study investigated the roles of mTORC1 signaling in colorectal cancer by tre
ating cis-Apc/Smad4 compound mutant mice, a mouse model for colon adenocarcinoma, with mTOR inhibitors. Al
though both the mTORCl-selective inhibitor RADOO1 and the mTOR kinase inhibitor AZD8055 reduced colon canc
er formation and prolonged the survival of cis-Apc/Smad4 mice, they failed to suppress the local invasion
of colon cancer cells. Analysis of possible feedback loops revealed EGFR activation in colorectal cancer c
ells treated with the mTOR inhibitors, suggesting that the resistance to the mTOR inhibitors might have be
en acquired through activation of EGFR. Combination treatment with EGFR inhibitors may potentiate the effi
cacy of the mTOR inhibitors against colorectal cancer.
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