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Evaluating the phenotypic changes and function of aberrant B cells in systemic
sclerosis
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We discovered that age-associated B cells were increased in the spleen of B
cell-specific Flil knockout mice, which exhibit similar symptoms to patients with systemic
sclerosis. Age-associated B cells are a special type of B cell found in the blood of patients with
connective tissue disease, but the function and significance of it is still unknown. Comprehensive
genetic analysis of the function of these cells using RNA-seq revealed an increased expression of
genes related to cell-cell adhesion and changes in the expression levels of genes involved in B cell

activation and immune response. In addition, the cells showed an acquired modulation of DNA binding
site, called epigenetics. It abnormally regulated the region where the interferon regulatory factor
(IRF) family bind to DNA.
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TF Motif % of Targets P-value
IRF8  GRAAGIGAAAST 10.0% le-133
IRF3  ASTTICASTTIG 9.3% le-108
CTCF GHEICCCTIETEONs:  5.7% 1¢-99
pU.1 AGAGGAAGTG 12.0% 1¢-96
Flil  SAFTTCCTSE 19.2% le-91
KLF5 2GGGEGIGEE 13.8% le-3
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