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The role of microbial D-amino acids in the pathology of IgA nephropathy
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D-amino acids are one of the characteristic metabolites in commensal
bacteria. However, it have not been identified the role of D-amino acids in host immunity. In this
study, we found that bacterial D-amino acids stimulate intestinal immune system and modulate B cell
fate. Especially, Bacterial D-alanine activated macrophages to produce inflammatory cytokines such
as TNF-alpha and IL-1beta that promoted B cell survival. Furthermore, we found that inactive
mutation in DAO gene developed intestinal dysbiosis, increased IgA+ plasma cells in the small
intestine, and accumulated IgA in the blood in mice. These mechanisms are involved in over
production of IgA nephropathy mouse model named HIGA mouse.
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