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Analysis of novel glioblastoma-suppresser SKAP2
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In our attempt to screen for substrates of Src family kinases in glioblastoma,
Src kinase-associated phosphoprotein 2 (SKAP2) was identified. we demonstrate that SKAP2 physically
associates with actin assembly factors WAVE2 and cortactin and inhibits their interaction. SKAP2
suppresses actin polymerization mediated by WAVE2 and cortactin in vitro. Knockdown of SKAP2 in NIH3T3
accelerated cell migration and enhanced translocation of WAVE2 to the cell membrane, and those effects of
SKAP2 depend on the binding activity of SKAP2 to WAVE2. Furthermore, reduction of SKAP2 in the
glioblastoma promoted tumor invasion both in ex vivo organotypic rat brain slices and immune-deficient
mouse brains. These results suggest that SKAP2 negatively regulates cell migration and tumor invasion in
fibroblasts and glioblastoma cells by suppressing actin assembly induced by the WAVE2-cortactin complex,
indicating that SKAP2 may be a novel candidate for the suppressor of tumor progression.
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