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Reveal of the pathogenesis of MPO-ANCA-associated vasculitis and development of
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MPO-ANCA binds to MPO at the Fab portion and to the Fc receptor at the Fc

portion. Patients with ANCA, in which stimulation from the Fc receptor predominated, had
significantly greater renal damage and significantly more frequent renal death than patients with
ANCA, in which stimulation from antigens predominated.

Degradation-resistant neutrophil extracellular traps (NETs) play an important role in the

pathogenesis

of MPO-ANCA-associated vasculitis (MPO-AAV). Five candidate proteins were extracted to

contribute to impaired degradation of NETs, and a monoclonal antibody inhibiting the activity was

prepared for

one of them. Furthermore, the inhibitory effect of the antibody on the formation of

degradation-resistant NETs was confirmed in vitro and in vivo.
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1. ANCA

ANCA
Fc
22 74 16
69.4 + 14.4 67.4 + 15.4 63.9 + 13.9
/ 10/12 33/41 7/9
MPA/GPA/EGPA 13/1/1 39/12/12 6/2/5
( 7)) ( 1 ) ( 3 )
ANCA
MPO/PR3 20/3 63/4 10/4
( D ( 1, 8) ( 2, 4)
BVAS total 15.0 £ 6.6 16.2 £ 6.7 17.9 £ 6.2
1.3+ 1.3 15+ 1.3 2.3+ 1.0°
8.9+ 5.1 7.5+ 5.2 7.1+ 5.3
BUN (mg/dl) 39.9 + 27.8* 30.3 + 21.6 20.4 + 10.1
cr (mg/Zd) 3.0 + 2.4* 2.0+ 1.9 1.1 £ 0.8
CRP (mg/dl) 6.4+ 7.4 6.9+ 6.3 8.2+ 7.7

MPA: microscopic polyangiitis, GPA: granulomatosis with polyangiitis, EGPA:
eosinophilic granulomatosis with polyangiitis, MPO: myeloperoxidase, PR3: proteinase

3, BVAS: Birmingham Vasculitis Activity Score

*0<0.05 , one-way ANOVA
$p<0.05 Fc , Kruskal-Wallis
2. 6
p
ANCA n (
Alive (%) End-stage (%) )
Fc 17 (77.3) 5 (22.7) 22 <0.05

69 (93.2) 5 (6.8) 74
15 (93.8) 1 (6-3) 16
101 (90.2) 11 (9.8) 112
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