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Pathophysiological role of B cell subtypes that change with age
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We have identified Fcrl5 as a gene that is highly expressed in CD1lc+
age-associated B cells. We conducted an analysis using B cell-specific transgenic mice with Fcrl5
(Ferl5-BTg), and the results showed that these mice spontaneously develop autoimmune diseases with
age. Additionally, we found that imiquimod-induced SLE-like autoimmune disease was more severe in
Fcrl5-BTg mice compared to wild-type mice. Mechanistically, using a B cell anergy model of
HEL-BCR/SHEL, we discovered that increased expression of Fcrl5 led to anergy break. Given that Fcrl5

expression is normally low in asymptomatic B cells, the abnormally elevated Fcrl5 expression may
disrupt B cell immune tolerance and contribute to the development of autoimmune diseases.
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