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Extracellular vesicles carrying self antigen impact on B cell tolerance

FUKUYAMA, Hidehiro
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Self-reactive B cells are negatively regulated by several mechanisms,
including receptor editing, cell death, and anergy, to maintain central tolerance. Engagement of an
antigen and B cell receptor initiates these regulatory mechanisms. However, how can these
self-antigens be delivered to the bone marrow?

Based on our study of a self-reactive antibody, BCR-expressing B cells, which are destined to be
receptor-edited in vivo, bind largely to proteins related to extracellular vesicles (EVs), as shown
by proteomics analysis. Administration of isolated EVs decreased the number of newly born
self-reactive B cells. In contrast, administration of an EV biosynthesis inhibitor increased the
number of self-reactive B cells.

Our research revealed that self-antigen-carrying extracellular vesicles in blood inhibit the
emergence of self-reactive B cells. This finding provides new insight into how autoimmunity emerges
and how we can prevent autoimmune diseases such as lupus.
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