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Elucidation of the interaction between tumor epithelial cells and stromal cells
in acquiring resistance to molecular-targeted drugs
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Although molecular-targeted therapy has become a standard therapy for many
cancer types, solid tumors acquire resistance against the targeted therapy in most cases. In this
study, | investigated the possibility that the tumor microenvironment could be a therapeutic target
for colorectal cancer that acquired resistance against targeted therapy. Colorectal cancer tissues
that acquired mTOR-inhibitor resistance showed elevated levels of cytokines via MAP kinase pathway
activation in the stromal cells building the tumor microenvironment. Because the mTOR-inhibitor
resistance of colorectal cancer was abolished by suppression of the activated tumor microenvironment

using a MEK inhibitor, the tumor microenvironment is considered a clue for overcoming resistance
against targeted therapies.
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