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In this stud%, we studied how Semad4D contributes to microglia and
oligodendrocyte development and to their interrelation. During postnatal development, microglia were
not affected in number by the absence of Sema4D, but their M1-type activation was partially
inhibited in some brain area. In vitro studies, Sema4D upregulated NO (nitric oxide) production by
microglia cultured under LPS stimulation, and increased cell death of oligodendrocytes and decreased
number of oligodendrocytes differentiated from the progenitor cells. The absence of Sema4D
increased polyamine content and production of microglia and injured tissue, suggesting that this
promoted proliferation and restoration of oligodendrocytes after ischemic injury. We suggested a new

mechanism of inhibitory effect of Sema4D deficiency on NO production via IFN- and partial
inhibition of Erkl1/2 signaling.
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