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A novel pathogenesis of rheumatoid arthritis due to dysregulated super-enhancer
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UBASH3A mRNA and protein expression was lower in CD4+ T cells from RA

patients than in those from healthy donors. UBASH3A mRNA levels were reduced by eRNA_1 and eRNA 3
knockdown. In RA patients, BTB and CNC homology 2 (BACH2), the silencing transcription factor,
accumulated at the UBASH3A loci in CD4+ T cells, whereas the SE-defining factor, mediator complex
subunit 1 (MED1)/bromodomain 4 (BRD4), did not. However, opposite phenomena were observed in healthy
donors. Although stimulation of TCRs expressed on CD4+ T cells from RA patients led to interleukin
(IL)-6 production, UBASH3A over-expression significantly inhibited its production. In conclusion, we
found that transcription of UBASH3A is suppressed via epigenetic regulation of SE in CD4+ T cells
from RA patients. Decreased UBASH3A levels lead to excessive activation of TCR signaling, resulting

in enhanced production of IL-6.
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Emerging role of epigenetic dysregulation of ubash3a in the pathogenesis of rheumatoid arthritis (RA)
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Massive in silico studies specified UBASH3A as a candidate pathogenic factor that is down-regulated in CD4+T cells of
patients with rheumatoid arthritis (RA)
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