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            Abstract
Inflammatory bowel diseases (IBD), including Crohn's disease (CD) and ulcerative colitis (UC), are complex chronic inflammatory conditions of the gastrointestinal tract that are driven by perturbed cytokine pathways. Anti-tumor necrosis factor-α (TNF) antibodies are mainstay therapies for IBD. However, up to 40% of patients are nonresponsive to anti-TNF agents, which makes the identification of alternative therapeutic targets a priority. Here we show that, relative to healthy controls, inflamed intestinal tissues from patients with IBD express high amounts of the cytokine oncostatin M (OSM) and its receptor (OSMR), which correlate closely with histopathological disease severity. The OSMR is expressed in nonhematopoietic, nonepithelial intestinal stromal cells, which respond to OSM by producing various proinflammatory molecules, including interleukin (IL)-6, the leukocyte adhesion factor ICAM1, and chemokines that attract neutrophils, monocytes, and T cells. In an animal model of anti-TNF-resistant intestinal inflammation, genetic deletion or pharmacological blockade of OSM significantly attenuates colitis. Furthermore, according to an analysis of more than 200 patients with IBD, including two cohorts from phase 3 clinical trials of infliximab and golimumab, high pretreatment expression of OSM is strongly associated with failure of anti-TNF therapy. OSM is thus a potential biomarker and therapeutic target for IBD, and has particular relevance for anti-TNF-resistant patients.
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                    Figure 1: OSM and OSMR are highly expressed in the inflamed intestinal tissue of patients with IBD.[image: ]


Figure 2: OSM is associated with response to anti-TNF therapy.[image: ]


Figure 3: Nonhematopoietic stromal cells are prevalent in inflamed intestinal tissue and express high levels of OSMR.[image: ]


Figure 4: OSM promotes inflammatory behavior in human intestinal stroma.[image: ]


Figure 5: The OSM–stromal cell axis is conserved in a preclinical model of anti-TNF-resistant IBD.[image: ]


Figure 6: OSM promotes anti-TNF-resistant colitis in vivo.[image: ]
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Change history
	11 April 2017
In the version of this article initially published, there were two typographical errors in the Abstract. The unnecessary ‘h’ in the line “Furthermore, h according to…..” has been deleted. The line “OSM is thus a potential biomarker of and therapeutic target for IBD,….” was changed to read “OSM is thus a potential biomarker and therapeutic target for IBD…”. These errors have been corrected in the HTML and PDF versions of the article. A coding error that inadvertently resulted in incorrect ordering of the authors in the HTML version was also corrected.
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