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We studied the role of Rorl in invasive properties of non-small cell lung
cancer (NSCLC) cells. We have shown that, in PC-9 NSCLC cells, Rorl induces formation of polarized
filopodia through the Rho-family small GTPase, Rif, in 3D-Matrigel. These filopodia were spacially
associated with degradation of Matrigel. Suppressed expression of Rorl or Rif inhibited both
filopodia formation and Matrigel degradation. We have also shown that PC-9 cells express high levels

of Wntba, leading to constitutively activated Wnt5a-Rorl-Dvl signaling, which is required for their
invasiveness. Furthermore, SmgGDS was identified as a Rif-binding partner that promotes Rif-induced
filopodia formation and invasion in PC-9 cells. Taken together, these results suggest that

WntSa—Ror}lsignaling mediated by SmgGDS and Rif regulates filopodia formation to promote invasion of
NSCLC cells.
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