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Synapse formation of the cortico-spinal axons is enhanced by RGMa inhibition RGMa
binding to its receptor neogenin induces RhoA activation, leading to
inhibitory/repulsive behavior and collapse of the neuronal growth cone. However, the
precise mechanisms that regulate RhoA activation are poorly understood. In this study,
we show that Unc5B, a member of the netrin receptor family, interacts with neogenin
as a coreceptor for RGMa. Moreover, leukemia-associated guanine nucleotide exchange
factor (LARG) associates with Unc5B to transduce the RhoA signal. Focal adhesion
kinase (FAK) is involved in RGMa-induced tyrosine phosphorylation of LARG as well
as RhoA activation. These findings uncover the molecular basis for inhibition of
synapse formation mediated by RGMa.
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