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Mechanisms of pathogenic B cell differentiation associated with genetic risk for

systemic lupus erythematosus.
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Using the world®s largest functional genome database, ImmuNexUT, we

identified Age-associated T cells (ThA cells) as T cells that potentially promote the
differentiation of Age-associated B cells (ABCs). We revealed that their phenotype is defined by
ZEB2 (Science Immunol 2024). We comprehensively assessed the context-dependent QTL effects of ZEB2
and identified ROR2, THEMIS2, PADI6, and PLOD1 as target genes of ZEB2. Additionally, we discovered
that LRRC25-deficient mice exhibit autoimmune pathologies such as enhanced serum IgG production,

abnormal differentiation of spleen B cells and plasmablasts, and early mortality.
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