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Mechanisms for de-tolerance spreading of B cells in autoimmune diseases
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The reason th autoreactive B cells are activated and produce autoantibodies
in autoimmune diseases in spite of the self-tolerance principle is still unknown. Recently, a
phenomenon so called de-tolerance spreading has been found, in which autoreactive germinal center B
cells break tolerance of other autoreactive B cells. To understand its mechanism, we used gddY mice,
a model of IgA nephropathy. We found that gddY mice produced IgA-type autoantibodies that bind to
proteins of glomeruli the number of which increased with age. We also found that IgA+ plasmablasts
with mutated Ig V genes accumulated in the kidneys of gddY mice with age, which was suppressed by
continuous administration of antibiotics. These data suggest that continuous stimuli from commensal

bacteria promote de-tolerance spreading and activation of pre-tolerized autoreactive memory B cells
to produce autoantibodies.
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