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Immunological network in ANCA associated glomerulonephritis
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In ANCA-associated vasculitis (AAV), necrotizing and crescentic
glomerulonephritis (NCGN) was induced in WKY rats by immunization with human MPO (hMPO). The induced
anti-hMPO Antibody (Ab) cross-reacted with rat neutrophils with activation in vitro. The crescent
formation with NETs in glomeuli was enhanced by the additional injection of sub-nephritogenic anti-GBM
Ab, whereas it was not significantly enhanced by the additional administration of TNF-a or G-CSF in
vivo. NCGN rats with the sub-nephritogenic anti-GBM Ab showed elevated albuminuria and serum TNF-a ,
CXCL1 and CXCL2 levels. TNF-a , CXCL1, CXCL2 and CXCL8, which are mainly involved in
neutrophil-endothelial interactions, were increased in glomeruli. Our results demonstrated that the
acceleration of NCGN in AAV may be necessary not only accumulation of neutrophils in glomeruli, but also
aberrant activation of neutrophils with increased glomerular expression of neutrophil
activation-associated cytokines and chemokines.
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