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sariZsges | CDCP1 regulates the function of MT1-MMP and invadopodia-mediated invasion of cancer
2t cells.
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CDCP1 (CUB-domain-containing protein 1) is a transmembrane protein that regulates anchorage-independent
growth and cancer cell migration and invasion. Expression of CDCP1 is detected in a number of cancer cell
lines and tissues and is closely correlated with poor prognosis. Invadopodia are actin-based protrusions on the
surface of invasive cancer cells that promote the degradation of the extracellular matrix (ECM) via localized
proteolysis, which is mainly mediated by membrane-type 1 matrix metalloproteinase (MT1-MMP). MT1-MMP is
accumulated at invadopodia by targeted delivery via membrane trafficking. The present study demonstrates
that CDCPL1 is required for ECM degradation by invadopodia in human breast cancer and melanoma cells.
CDCP1 localized to caveolin-1-containing vesicular structures and lipid rafts and was detected in close
proximity to invadopodia. Further biochemical analysis revealed that substantial amounts of CDCP1 existed in
the Triton X-100-insoluble lipid raft fraction. CDCP1 was co-immunoprecipitated with MT1-MMP and
colocalized with MT1-MMP at the vesicular structures. The short interfering RNA-mediated knockdown of the
CDCP1 expression markedly inhibited MT1-MMP-dependent ECM degradation and Matrigel invasion and
reduced the accumulation of MT1-MMP at invadopodia, as shown by immunofluorescence analysis. These
results indicate that CDCP1 is an essential regulator of the trafficking and function of MT1-MMP- and
invadopodia-mediated invasion of cancer cells.




