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(A) Model: Control of peripheral B cell tolerance by IgM and IgD. Selective downregulation of IgM is a well-de-

scribed feature of autoreactive B cells, and this study demonstrates how loss of IgM could desensitize B cells 

towards self-antigens. High and invariant IgD expression provides survival signals to allow these autoreactive 

cells to be maintained in the repertoire. Upon activation by foreign antigen, the least autoreactive cells receive 

strong signals through IgM and can quickly differentiate into plasma cells with little danger of autoimmunity. In 

contrast, the most autoreactive B cells are activated through IgD, which is less efficient at transducing signals in 

vivo. This weak signaling forces IgDhi IgMlo cells into the germinal center where they can be “redeemed” via 

somatic hypermutation, as proposed by Goodnow and colleagues. In this way, dual expression of IgM and IgD 

expression facilitates repertoire diversity and balances immune responsiveness with autoimmune potential.
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