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We studied the mechanisms how auto-antibodies are generated in autoimmune
diseases using gddY mice, a model of IgA nephropathy (IgAN). Sera of gddY mice and IgAN patients
contained IgAs that bind to glomerular mesangium, and we identified B Il-spectrin as a self-antigen
for these IgAs. Although B Il-spectrin is normally present inner plasma membrane, it was exposed on
the surface of mesangial cells. IgA+ plasmablasts were accumulated in the kidneys of gddY mice and
monoclonal antibodies from these cells bound to  Il-spectrin and another self-antigen on the
mesangial cells as well as commensal bacteria in the oral cavity of gddY mice. Administration of
antibiotics mixture to gddY mice reduced the plasmablast accumulation and autoantibodies, and
ameliorated the IgAN symptoms. These data suggest that particular oral bacteria primed B cells to
induce immune response, generating IgA+ memory B cells that continuously provide plasmablasts
producing anti-mesangial IgA autoantibodies.
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