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Development of treatment targeting mTOR for chest malignancies
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We aimed to develop a therapeutic strategy aiming mTOR signaling pathway in
thoracic malignancies, especially in EGFR mutated lung cancer. We examined the expression of CDK4 as
an indicator of cell proliferation associated with activation of the mTOR signaling pathway. High
expression of CDK4 was related with poor prognosis in surgically resected EGFR-mutant-positive lung

cancer, but it was not significant in wild-type counterparts. HCC827, an EGFR-mutant and CDK4
amplified cell line, showed that knockdown of CDK4 suppressed cell proliferation. The mechanism of
the growth inhibition was not only due to a direct effect on the cell cycle, but also due to an
inhibition of mTOR phosphorylation and subsequent inhibition of its downstream signaling.
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