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tutorialProtein Arginine Deiminase 4 Protects Against Colitis in an Mice
Model by Directing T Cells to the Intestinal Tissue and Improving
Intestinal Epithelial Barrier Function. Colitis is a major cause of morbidity
and mortality in IBD patients. Protein arginine deiminase 4 (PADI4) is one
of the 11 PAD members that play an essential role in pathogenesis of
inflammatory and autoimmune diseases. Although PADI4-deficient colitis
is known to develop after intraperitoneal injection of dextran sulfate
sodium (DSS), the involvement of PADI4 in colitis is largely unclear. In
this study, we showed that PADI4-deficient mice were more susceptible to
DSS-induced colitis. In addition, PADI4 deficiency led to decreased
proliferative capacity and downregulation of the expression of
lymphocyte-related molecules on CD8 T cells. Since cells with PADI4
deficiency showed decreased expression of forkhead box P3 (Foxp3), we
investigated the association between Foxp3 and PADI4 expression.
Notably, PADI4 deficiency reduced the expression of Foxp3 in intestinal
tissue and in vivo transferred T cells, resulting in decreased Foxp3
expression and dysfunctional T cell activity. Furthermore, decreased
Foxp3 expression in PADI4-deficient T cells decreased their survival at
the site of inflammation. Importantly, we demonstrated that the
functional deficiency of PADI4 was due to high nitric oxide (NO)
production. Collectively, our study demonstrates that PADI4-deficient T
cells are dysfunctional and that the function of PADI4 is dependent on the
regulation of Foxp3 and NO production.Help us build a more sustainable
future. This November we are donating all proceeds to the
#InauguralWomensMarch on Washington, DC. Raise your voices! As of
now, the marchers are only expecting 150-200 women, but I am
encouraging all of you to support this wonderful project. And yes, you can
still donate at-will, too! Donate to this campaign
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