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Development a novel therapy targeting NETs formation for anti-neutrophil cytoplasmic
antibody-associated vasculitis

Harigai, Masayoshi
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Objective: We investigated involvement of neutrophil extracellular traps (NETs) fo
rmation in pathogenesis of anti-neutrophil cytoplasmic antibody (ANCA)-associated vasculitis and tried to
develop a murine model of systemic vasculitis. Methods: We separated neutrophils from peripheral blood usi
ng a magnet beads-based negative selection method. Immunoglobulin G (IgG) fraction of Myeloperoxidase (MPO
)-ANCA positive serum was prepared using Protein A column. A murine model of systemic vasculitis was ex?Io
red using Candida albicans water-soluble fraction (CAWS) and house-made rabbit anti-mouse MPO polyclonal a
ntibody. Results. 1gG fraction of MPO-ANCA positive serum induced NETs formation in the presence of recomb
inant C5a. CAWS and house-made rabbit anti-mouse MPO polyclonal antibody could not induce systemic vasculi
tis in C57BL6 mice. We measured panel of cytokines and chemokines in sera from patients with ANCA-associat
ed vasculitis. All cytokines and chemokines were measurable in them.
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