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Development of novel therapies targeting pathogenic plasmablasts in SLE based on
gene expression of B cell subsets
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The purpose of this study is to develop a treatment that specifically
targets the plasmablasts in systemic lupus erythematosus (SLE) by comparing the differentially
expressed genes in peripheral blood plasmablasts between SLE patients and healthy individuals with
those in a B-cell culture system, and by identifying drugs that target these genes. We attempted to
establish induction systems for pathogenic and non-pathogenic B cells from naive B cells to examine
characteristic gene expression in pathogenic B cells, and searched for selective treatments in the
pathogenic B cell stimulation system using various inhibitors. In the pathogenic B cell stimulation
system, the inhibitor TAK-931, which specifically targets CDC7-an enzyme that was found to be
upregulated specifically in SLE plasma cells in in vivo microarray studies-showed a strong tendency
to suppress differentiation to plasmablasts.
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Phospholipase D 4 positive B cells are toll-like receptor-stimulated, potentially autoreactive, and expanded ones in
systemic lupus erythematosus

67

2023




