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Pulmonary dysfunction as adverse effect is

attributed to the inhibition of the novel
gefitinib target GAK.

Naito, Yoko
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The aim of this study is to reveal the mechanism by which gefitinib (iressa), an i
nhibitor of epithelial growth factor receptor (EGFR), suppress tumor progression and cause pulmonary alveo
lar dysfunction as adverse effect. We found that gefitinib inhibited GAK kinase activity and inhibition of
GAK activity caused dysregulation of EGF-EGFR signaling by aberrant controlling of phosphorylation and en
docytosis. We clarified that GAK expression was increased in several cancer and inhibition of GAK suppress
ed cancer progression by inducing apoptosis. These results may be useful for development of a gefitinib-dr

ived drug which prevent side effect associated with gefitinib therapy and have a more beneficial effect on
tumor suppression.
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