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The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer

(1) It may be useful to review the conclusions inserting some comments in the discussion on the role of CRF2 in response to therapy and the changes that may occur in the activity  or remission state of  the disease. 
The following information is now included in the Materials and Methods sections:

‘Patients had UC for >10 years, based on history, endoscopic and pathology reports over the years. Four patients had active clinical disease presentation and met the criteria for mild-moderately active disease (grade as 2-3) and 6 UC patients met the criteria for minimal to no active inflammation with markers of quiescent disease (grade as 1-2). Grades were based on Matts UC classifications as used in other studies 35[]
. No participants were taking steroids and one was taking a low dose of the immunosuppressive agent, 6-mercaptopurine (25 mg/day). All were treated with 5-aminosalicylate except one patient who was taking only omega-3 fatty acid gel caps. The mucosal biopsies of patients with HIV (n=4) or with IBD (n=7) revealed no inflammation at pathological examination.’

And in the Discussion section (highlighted – modified):

‘The down regulation of CRF2 protein expression in the sigmoid observed in the UC patients seems to be specific to UC. This notion is enforced by our findings from a small number of two more patient groups, with HIV infection or FBD, where CRF2 protein expression in colonic mucosa was not down-regulated. Thus, we could conclude that CRF2 down-regulation is specific to acute or chronic inflammation of UC patients with moderately active disease and persist in colitis in remission (also inflamed) in patients receiving conventional, non-steroid therapy. ‘
And

‘Taken together, while the experimental and clinical studies provide convergent data showing an up regulation of CRF ligands including CRF, urocortin 1 and urocortin 2 under conditions of colonic inflammation or UC, this can be associated with either up or down regulation of CRF2 receptor 47[]
.’

And

‘These findings along with our recent studies showing the upregulation of CRF1 receptor protein expression in macrophages of the lamina propria from sigmoid biopsies in UC patients suggest the involvement of CRF receptors in the modulation of colonic mucosa inflammation which needs further investigation. These results along with existing evidence 32[]
   point to  the potential therapeutic use of drugs targeting CRF signaling systems to interfere with UC pathophysiology. ‘

The following text is also added in the discussion, which to our opinion helps into drawing conclusions:

‘These data  seem specific to this cell line since previous studies  showed that adenocaricnoma HT-29 cells expressed mRNA for CRF2α 45[]
 and the non-transformed human, NCM460 colonocyte 46[]
 also express  CRF2α although at a low level. 45[]
’

3 References and typesetting were corrected
4. Minor text changed were also incorporated. 

Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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Ekaterini Chatzaki
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