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The regulation mechanism of negative selection by Aire remains elusive.
Especially it is important which type of antigen presenting cells (APCs), medullary thymic
epithelial cells (mTECs) or bone marrow (BM)-derived cells, are regulated by Aire in the negative
selection. We have approached these issues by generating two different types of transgenic mouse
(Tg) model, which express a prefixed model self-antigen driven by the insulin promoter or the Aire
promoter. In the insulin-promoter Tg model, imaging analysis showed the dispensable role of Aire in
cognate interaction between mTECs and autoreactive T cells. In the Aire-promoter Tg model, both
mTECs and BM-derived APCs could independently induce clonal deletion. And production of Tregs by
BM-derived APCs, which express and present the self-antigen, was impaired by the lack of Aire in
mTECs, but not in BM-derived APCs. These results suggest that Aire regulates antigen presenting
processes in BM-derived APCs rather than mTECs.
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