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Rbm10 regulates inflammation development via alternative splicing of Dnmt3b, a
DNA methyltransferase
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We previously discovered an inflammation induction mechanism in non-immune
cells, the inflammation amplifier. Rbml10 deficiency suppressed NFk B-mediated chemokine and cytokine
expression in vitro and inhibited an NFk B-dependent arthritis in vivo.
In Rbml10-deficient cells, NFK B reporter activity was suppressed, and p65 and p300 accumulation at
the promoter sites of NFk B-responsive genes was decreased. Epigenetic alterations, including H3K9
acetylation, were also suppressed in contrast, DNA methylation iIs increased. Rbml0 increasing DNA
methylation due to increase enzymatically active Dnmt3b2 and decrease enzymatically inactive
Dnmt3b3. These two isoforms, thus increasing DNA methylation. Dnmt3b2 efficient associated with NFk
B to methylate modulate the frequency of methylation in the promoter regions of NFk B targets such
as inflammatory cytokines and chemokines. These results reveal a novel role of Rbml0 on inflammation
development
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