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WHFER S OMEEL (J£3C) : Clinical studies with growth factor receptor tyrosine kinases
(RTKs) inhibitors in cancer have met with a lot of promise and underscore the importance
of this pathway in tumor biology. We present evidence for a novel intracellular signaling
pathway linking RTK to the CDM Rac exchange factor DOCK4 via adaptor protein Grb2. In
NIH3T3 cells, DOCK4 is required for PDGF-dependent cell migration and PDGF receptor B
(PDGFRB) endocytosis. In HCT116 cells, DOCK4 is required for EGF-dependent cell migration
and EGFR endocytosis. Inaddition, DOCK4 expression is increased in proportion to invasion
depth and metastasis. These data may indicate that DOCK4 is a potential regulator of tumor
progression.
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