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Understanding the mechanisms of the breakdown of self-tolerance initiated from
the thymus
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Hassall corpuscle fHCE is a characteristic keratinized structure within the
thymic medulla, which is crucial for establishing central T-cell self-tolerance. In this study, we
found that the medullary thymic epithelial cells constituting HCs undergo cellular senescence in a
steady state and constantly express inflammatory cytokines such as CXCL5 and IL-1 family as SASP
factors. In addition, a mouse strain exhibiting systemic autoimmune disease (NZB/W F1) shows HC
hyperplasia, with high activation levels of neutrophils and pDCs, as well as T cells in the thymus.
Administration of anti-Gr-1 antibody and removal of neutrophils, which are assumed to react to
CXCL5, suppressed pDC activation and type I IFN production. These results suggest that T cells are
activated in the thymus by HC hyperplasia, suggesting a role in initiating autoimmunity.
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