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Analysis of DIP2C as a novel regulator for epithelial-mesenchymal transition of
rheumatoid arthritis synovium and a potential therapeutic target
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In rheumatoid arthritis (RA), DIP2C is an important molecule involved in the
abnormal proliferation of synovium, which is comparable to epithelial-mesenchymal transition, EMT.
Domain structure analysis of DIP2C disclosed that it has two regulatory mechanisms for epigenesis
and metabolism. The former was located in the SNAI1/2 binding site and the latter in the acetyl-CoA
activating site. Synovial cell ChIP-seq data analysis revealed activating histone modifications of
the IL-6 gene H3K4me3 and H3K27ac in RA, which are absent in osteoarthritis, and that IL-6
production is altered to be autonomous rather than induced. These epigenetic changes were also
observed in the loci for EMT markers SNAI1 and COL1Al, indicating that the EMT changes were linked
to dysregulation of cytokine production.
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