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Elucidating the mechanism of autoimmune induction by self-reactive T and
regulatory T cells
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The aim of this research is to elucidate the molecular mechanism of the
induction of autoimmunity as a disequilibrium of regulatory T cells and self-reactive T cells. For
this aim, we have developed mice with varying structural alterations of ZAP-70 or quantitative
changes in ZAP-70 expression levels to control T-cell receptor signaling levels. In these mice, we
have analyzed the development of regulatory T cells and self-reactive T cells as well as their
changes in TCR repertoires. We have also analyzed cellular functions of respective subsets in the
periphery. Our analyses on these mice have suggested that there is a critical range of TCR signaling

leading to spontaneous induction of autoimmunity.
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