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Microscopic polyangiitis (MPA) is a form of small vessel vasculitis (SW)
primarily affecting arterioles, capillaries and venules. Aberrant neutrophil extracellular traps
(NETs) play a role in MPA induction but a lack of suitable mouse models has precluded elucidation of

the mechanism. We have developed a new mouse model of MPA based on administration of a novel fungal

immunostimulant, termed CANDE. CANDE induced NET formation both in vitro and in vivo. CANDE-treated

mice displayed disease closely recapitulating human MPA, with anti-neutrophil cytoplasmic
autoantibodies (ANCAs) in serum; necrotizing SVV in the lung; and necrotizing glomerulonephritis
with crescent formation. Using this MPA model, we demonstrate that loss of phosphoinositide-3-kinase

pl10g; inhibits NET formation in vitro and in vivo, decreases serum ANCA levels, and alleviates
organ damage.
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