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Structural analysis of CBL protein complexes as a signal suppressor
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CBLis a RING-type E3 ubiquitin ligase that functions as a negative regulator of
T-cell activation and growth factor receptor and nonreceptor-type tyrosine kinase signaling. NMR and
small angle X-ray scattering analyses revealed that the unphosphorylated N-terminal region of CBL forms a
compact structure by an intramolecular interaction, which masks interaction surface of the RING domain
with an E2 ubiquitin-conjugatin% enzyme. Phosphorylation of Y371 disrupts the interdomain interaction to
expose the E2 binding surface of the RING domain for efficient ubiquitination.
Ordered phosphorylation is required for receptor t%rosine kinase (RTK) activation; a process mediated by
transient dimer formation of the kinase domains. This process is triggered by the tyrosine
phosphorylation in the activation-loop. Here, we report structural and biochemical analyses of the
tyrosine kinase domain interaction of FGFR required for the initial phosphorylation step.
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