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WFFERL T DOEZE (J530) : Plexins are receptors for axonal guidance molecules semaphorins.
We recently reported thet the Sema4D receptor, Plexin-B1, suppresses PI3 kinase signaling
through R-Ras GAP activity, inducing growth cone collapse. PIP3 level is critically
regulated by PI3 kinase and PTEN. We then revealed that Sema4D/Plexin-B1 suppresses
PI3 kinase activity but stimulates PTEN activity, leading to Akt activity suppression,
GSK3b activation and CRMP-2 phosphorylation and then promotes growth cone collapse in
hippocampal neurons. On the other hand, the expression of M-Ras, another member of
R-Ras subfamily, is upregulated during dendritic development, and M-Ras is required for
the denrite outgrowth. Sema4D/Plexin-B1 shows M-Ras GAP activity and suppresses
dendrite outgrowth through M-Ras GAP acitivty. Thus, Plexin-B1 is a dual functional
GAP for R-Ras and M-Ras, remodeling axon and dendrite morphology, respectively.
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