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Role of histon methyltransferase SETDB2 on the autoantibody production
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In this study, we found that SET domain, bifurcated 2 (SETDB2) was induced
in Bla cells by the stimulation of lipopolysaccharide (LPS), which induces the proliferation,
antibody production and type-1 IFN production. We also showed that SETDB2 expression was lower in
Bla cells from autoimmune prone mice. Thus, we have developed the SETDB2 deficient mice by
improved-Genome editing via Oviductal Nucleic Acids Delivery (iGONAD) method, which bases on in situ

electroporation of CRISPR/Cas9 complex to embryos. SETDB2 deficient Bla cells highly expressed the
type-1 IFN by LPS or IFN stimulation. In addition, expression of xbpl and prdml, which relate to
plasma cell differentiation, was highly induced in SETDB2 deficient B cells. These results suggest

that SETDB2 suppressed the positive feedback of tyﬁe—l IFN signaling and plasma cell
differentiation, and its abnormality might cause the autoantibody production thorough the excessive

IFN signaling.
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