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Identification of mechanisms for IL-10 production by regulatory B cells
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We have identified a new population of phenotypic IgM+B22010CD138hi cells
responsible for marked IL-10 production in murine bone marrow and spleen. These cells predominantly
secreted IgM and had characteristics of long-lived plasma cells. We found that IL-10 production was
strongly correlated with the expression level of Prdml (encoding the Blimp-1 protein), an essential
regulator of plasma cell development. Furthermore, transduction of Prdml induced 1110 expression in
natve B cells. Immunoglobulin class-switching recombination events resulted in the downregulation of

both 1110 and Prdml expression in differentiating B cells. Thus, the prolonged elevation of Blimp-1
expression during the formation of IgM+CD138hi cells without class-switching elicited IL-10
production. Adoptive transfer of 1110-deficient B cells into B cell-deficient mice demonstrated that
IgM+CD138hi cell-derived IL-10 supported class-switched plasma cells and their antibody production
in response to antigen challenge.
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