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Molecular mechanism of epithelial-mesenchymal transition induced by EGFR
tyrosine kinase inhibitors and development of EMT suppression therapy
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Cyclin G-associated kinase (GAK), a secondary target molecule of the
tyrosine kinase inhibitor (TKI) gefitinib, has been demonstrated to suppress epithelial-mesenchymal
transition (EMT) in cancer cells. It has also been shown that the inhibition of EMT by GAK is
related to the kinase activity of GAK, suggesting that TKIs such as gefitinib, which inhibit the
kinase activity of GAK, may induce EMT and induce invasion and metastasis of cancer cells. In
addition, it has become clear that GAK regulates myosin phosphatase as a molecular mechanism
involved in the reorganization of the actin cytoskeleton, one of the characteristics of EMT, and a
new pathway has been presented to develop EMT suppression therapy.
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