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The role of myotubularins in pathogenesis of microscopic polyangiitis.

Kimura, Hirotaka

3,700,000

(MPA)
Anti-neutrophilic cytoplasmic antibody (ANCA) Candida MPA
Myotubularin
MPA NETs ANCA

NETs DNase

Microscopic polyangiitis (MPA) is a necrotizing vasculitis affecting small
vessels, resulting in alveolar hemorrhage and glomerulonephritis. An autoantibody, anti-neutrophilic
cytoplasmic antibody (ANCA) is characteristically identified in MPA. In this study, we established

a novel mouse model of MPA by administration of an extract from Candia yeast, histopathologically
and serologically mimicking human disease. By utilizing this method, MPA was induced in
neutrophil-specific myotubularins (MTMRs) deficient mice. Several genotypes among the MTMRs
deficient mice exhibited increase of the levels of in vivo NETs and ANCA titers and exacerbation of
histological damage. In the neutrophils, elevation of the levels of phosphatidylinositol
3-phoaphate, ROS generation and tolerance of Nets to DNase was observed. These results suggested
that MTMRs might participate in pathogenesis of MPA through regulating neutrophil functions
including NETs formation via phosphoinositide metabolism.
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