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Dear Sir,
Please find enclosed our manuscript entitled “Stricturing Crohn’s disease like colitis in a patient treated with belatacept” to be submitted for publication as a case report in World Journal of Gastroenterology.

Previously, ipilimumab, a therapeutic monoclonal antibodies against CTLA-4 used in patients with advanced melanoma, has been implicated in the development of severe and extensive forms of inflammatory bowel disease with colonic ulcerations (Marthey L, JCC 2016). The over activation of the immune system in patients treated with anti CTLA-4 antibodies associated to a specific gut microflora may explain the development of theses medically-induced colitis.
Here, we report a case of severe structuring Crohn’s disease like colitis in patient treated with belatacept, a CTLA-4 Ig fusion protein, used for kidney transplant rejection prophylaxis. This patient several month after belatacept introduction present a severe bloody diarrhea and colonoscopy demonstrated large ulcerations of the colon. Only belatacept withdrawal led to improvement of the colonic disease with mucosal healing but persistence of a colonic stricture which cannot be passed. Abatacept, another CTLA-4 Ig fusion protein have also been described to induce cases of ulcerative colitis. Mechanisms of colitis induced by CTLA-4 agonists are unclear. Direct effect of belatacept may alter the development of regulatory T cells, and therefore leads to uncontrolled intestinal inflammation. Another hypothesis may be an indirect effect with a profound immunosuppression leading to the development of infectious colitis. 
We believe that it may be important and useful to report these results suggesting that in patients with severe gastrointestinal symptoms during belatacept treatment, endoscopic examination should be performed and the drug stopped in case of colonic lesions in order to avoid complications such as colonic stricture. 

All authors have made substantial contributions to the conception of the case report; to the acquisition, analysis and interpretation of data; to drafting the article or revising it critically for important intellectual content; and all authors have made final approval of the version to be submitted.
The material to be submitted for publication has not been previously reported and is not under consideration for publication elsewhere.
The authors declare no conflict of interest.

We would like to suggest referees for this article: 
· Professor Edouard Louis, email: edouard.louis@ulg.ac.be, Gastroenterology and Hepatology department, Liège University Hospital, B-4000 Liège, Belgium.

· Professor Pierre Desreumaux, email: pdesreumaux@hotmail.com, Gastroenterology department, Lille University Hospital, F-59000 Lille, France.
· Doctor Franck Carbonnel, email: fcarbonnel7@gmail.com, Gastroenterology department, Kremlin Bicêtre University Hospital, F-94270 Kremlin-Bicêtre, France.
We truly hope that these data could be of interest for World Journal of Gastroenterology readership and thank you for considering our manuscript.
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Kind regards,

Dr. Guillaume Pineton de Chambrun.[image: image3.jpg]



