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Elucidation of the mechanism of breakdown of cutaneous immune tolerance using an
innovative mouse model
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To elucidate the mechanism by which BP180, a bullous pemphigoid antigen, is
a likely target of autoimmunity, we focused our analysis on central immune tolerance. Since the mRNA
expression of BP180 in thymic medullary epithelial cells (mTECs) was not lower than that of other
proteins, a loss of central immune tolerance of T cells was considered less likely to be involved as
a mechanism of BP180 immune tolerance failure. In addition, Treg-deficient/K14-BP180-humanized
mice, in which human BP180 was forced to be expressed in the basement membrane and mTECs by the K14
promoter and the Foxp3 gene was deleted, did not produce anti-human BP180 antibodies, suggesting
that forced self-antigen expression in mTECs may rescue the breakdown of peripheral immune
tolerance. The results suggest that forced expression of autoantigen in mTECs may be able to rescue
the disruption of peripheral immune tolerance.
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