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Intracellular function of Semad4A in dendritic cells.
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Since an interesting association between SEMA4D and antineutrophil
cytoplasmic antibody (ANCA)-associated vasculitis (AAV) was found, we studied the significance of
SEMA4D in the pathogenesis of AAV. Serum levels of soluble SEMA4D were elevated in patients with AAV

and correlated with disease activity scores. Cell-surface expression of SEMA4D was downregulated in
neutrophils from patients with AAV, a consequence of proteolytic cleavage of membrane SEMA4D.
Membranous SEMA4D on neutrophils bound to plexin B2 on endothelial cells, and this interaction
decreased NET formation. Recombinant plexin B2 successfully inhibited pathogen-induced or
ANCA-induced oxidative burst and NET formation.
Thus, neutrophil surface SEMA4D functions as a negative regulator of neutrophil activation.
Proteolytic cleavage of SEMA4D as observed in patients with AAV may amplify neutrophil-mediated
inflammatory responses. SEMA4D is a promising biomarker and potential therapeutic target for AAV.
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CUBIC pathology: three-dimensional
imaging for pathological diagnosis.
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