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The function of Hassall’s corpuscles, groups of epithelial cells within the thymic medulla, has
remained an enigma during the last 150 years since they were discovered!. We report our
finding that human thymic Hassall’s corpuscles express thymic stromal lymphopoietin
(TSLP). TSLP-conditioned, thymic dendritic cells then induce the proliferation and
differentiation of CD4 CD8 CD25 thymic T cells into CD4 CD25 Foxp3 " regulatory T cells,
which depends on the presence of peptide-major histocompatibility class I complexes, CD80
and CD86, as well as interleukin-2. In situ studies reveal that CD25 cytotoxic T lymphocyte
antigen-4 (CTLA-4)" regulatory T cells associate in the thymic medulla with activated or
mature dendritic cells and TSLP-expressing Hassall’s corpuscles. These findings suggest that
Hassall’s corpuscles play a critical role in dendritic cell-mediated tolerance, by generating the
CD4'CD25" regulatory T cells that subsequently regulate many forms of immunity, including

autoimmunity.
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