Src-family kinases (SFKs) are responsible for the signal transduction that
regulates many vital cellular functions including motility, migration and adhesion.
However, when SFKs are unregulated they exhibit oncogenic or cancerous properties. It
has long been appreciated that multiple signaling molecules act in concert to facilitate
normal biological responses and that multiple oncogenes acting in concert can increase
tumorigenic potential. SFKs have been shown in some settings to act in concert with
another proto-oncogenic protein family, the Crk/CrkL family of adaptor proteins.
Independently, SFKs and Crk/CrkL are known to effectuate signaling mechanisms
essential in many biological processes. In this study we sought to identify novel
cooperative interactions between these two protein families. Using pharmacological
inhibitors in cell culture, biochemical manipulations, and quantitative mass spectrometry,
we have identified a novel SFK substrate to which Crk/CrkL proteins are recruited,
generating a novel signaling scaffold with implications in both normal and aberrant
biological activities.



