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Molecular mechanisms and pharmacological application of autophagy regulation by
tyrosine kinase inhibitors
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Cyclin G-associated kinase (GAK), one of the molecular targets for
gefitinib, has been shown to be involved in the regulation of autophagic flux. Since GAK knockout
delays the fusion between autophagosomes and lysosomes and lysosomal reformation, gefitinib has
autophagy-inhibiting activity mediated by GAK inhibition in addition to autophagy-inducing activity
mediated by inhibition of the EGFR-mTOR pathway. In addition, using nanobeads technology, multiple
new molecular target candidates for various TKls such as gefitinib were identified, which may lead
to the discovery of new autophagy regulators.
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