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Structural basis for activation of the oncogenic nonreceptor tyrosine Kinase Fer
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Fer and Fes proteins constitute a distinct subfamily of nonreceptor tyrosine
kinases characterized by a unique multidomain structure. Fer is ubiquitously expressed, and can be
activated as a response to stimulation of growth factor receptors including epidermal growth factor
receptor (EGFR) and platelet-derived growth factor receptor (PDGFR). Upregulation of Fer has been
implicated in tumorigenesis and malignant progression of various human cancers. This study was
undertaken to understand the activation mechanism of Fer, and a structure of one of the domains of
Fer bound to a ligand molecule was determined at high resolution.
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(b) binding mode 2
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