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pleiotropic cytokine produced by a number of cells, e.g. monocytes/macrophages, t cells, mast cells, b cells, keratinocytes and
endothelial cells. this cytokine exerts important effects on the immune system. in addition to its immunosuppressive activity it
modulates the cytokine network, it may also play a role in the pathogenesis of inflammatory and autoimmune diseases. most
of the studies concerning the role of il-10 in the pathogenesis of inflammatory diseases were performed in murine or porcine
models, some clinical data are available on patients with psoriasis, inflammatory bowel disease, rheumatoid arthritis, and
insulin-dependent diabetes mellitus (iddm). for the treatment of autoimmune diseases rheumatoid arthritis and iddm,
monoclonal antibodies to il-10 might be effective.the histone acetyltransferase p300/cbp is required for cytokine-induced
transcription of the tnf receptor 2 promoter. tnf receptor 1 and 2 (tnf-r1 and -r2) are the two major mediators of inflammatory
responses. although several transcription factors, such as nf-kappab, ap-1, sp-1, srf, nfat, and creb, have been identified as
crucial mediators of tnf-rl gene expression, the transcriptional control of tnf-r2 gene expression is less well studied. in the
present study, we identified a previously unknown tnf-r2 transcriptional element, located >10kb upstream of the transcription
start site. using mutation analysis, chromatin immunoprecipitation (chip), transient transfection, and electrophoretic mobility
shift assays, we identified creb and p300 as the tnf-r2-specific transcription factors that bind to this tnf-r2 transcriptional
element. using transfection assays, we found that p300 is required for il-1beta-induced tnf-r2 gene expression. il-1beta
treatment did not induce tnf-r2 expression in m12 cells deficient in p300 expression. moreover, il-1beta treatment induced
histone h4 acetylation on lysine 8 and lysine 12 in a p300-dependent manner. p300 did not bind to the tnf-r2 promoter region
in the absence of il-1beta treatment, indicating that p300 is required for tnf-r2 promoter
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