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Functional analysis of phospholipase D4 for autoimmune diseases
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Phospholipase D4 is one of the disease susceptibility genes of rheumatoid
arthritis (RA), but its detailed function is unknown. Applicants have shown that PLD4 deficient
mutant mice develop B lymphocyte count abnormalities and germinal center hyperplasia,
hypergammaglobulinemia, autoantibodies such as anti-DNA antibodies, glomerulonephritis, In addition,

whole genome association analysis of SLE showed that it has a high frequency of PLD4 gene
polymorphisms identical to RA. These results indicate that PLD4 plays an important role in
maintaining B cell homeostasis and immune tolerance in the immune system, and is universally
involved in systemic autoimmune diseases beyond biological species.
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PLD4 is a genetic determinant to systemic lupus erythematosus and involved in murine
autoimmune phenotypes.
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Genetic mutation of phospholipase D4 disturbs the homeostasis and immunological
tolerance of B cells in mice.
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