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Format has been updated according to the journal style of Original article. 

The manuscript has been improved according to the suggestions of the reviewer. All the changes made are marked with track changes in the text.
1.
The abstract is long (more than 450 words). The Results section of the Abstract should be shortened to enhance readability.

The result section of the abstract is now shortened. According to the instructions for authors the abstract should not be less than 246 words.

2.


The Introduction could be focused more. 



The Introduction is now shortened, corrections found on page 4.

3.
The patients were reported to have had ileocolonoscopy. Did the children also have upper gastrointestinal endoscopy and small bowel imaging to exclude other pathologies? 


This is a relevant point. All children underwent upper gastrointestinal endoscopy and we added this on page 5.

4.
The Methods and Results sections refer to the “Macroscopic” appearance of the bowel. This term refers to the naked eye appearance of the surface of the bowel (e.g. with a colectomy sample). This word should be corrected to ENDOSCOPIC appearance throughout. 


This change is now made systematically through the manuscript.

5.
A subset of patients was described to have acute and severe UC. However, a very subjective criterion was used. This should be clarified. 


We used the PUCAI score over 65 (Turner et al, Gastroenterology 2007) to clarify the criterion of acute and severe disease. This is now added on page 5.  

6.
The first paragraph of the Results section reports that all patients had inflammation and then that there was clear inflammation in a proportion only. This is contradictory. Also, clear inflammation is not defined. This term was also used elsewhere. 


We agree that the terminology may have been unclear. Thus, the terms to describe the level of histological inflammation are now changed (no inflammation, mild, and moderate to severe) and are now in line with previously published (Beattie et al. J Pediatr Gastroenterol Nutr 1996) (page 5).   

7.
Given the patterns of inflammation in UC (e.g. superficial), systemic inflammatory markers are often not helpful in UC. It is not surprising, therefore, that the standard systemic markers examined here did not relate to mucosal events. It would be more helpful to relate to a mucosal marker, or even a faecal marker. 

In our institution there was no such mucosal marker in routine use by the time of the diagnostic procedures during the early years. In our institution fecal calprotectin has been in systematic use only from year 2007. Most of the diagnostic samples were collected before that and therefore it is not possible to assess such relation. 

8.
The Discussion should be revised to enhance clarity, with less repetition of results. Removal of subheadings may also be considered.


The Discussion has been revised to enhance clarity and to diminish repetition of the results (page 8). We did not omit the subheadings as these may help the reader.

9.
Have the authors considered the relevance of these findings? This could be considered more fully. 


The relevance of the results is now discussed a bit more on page 9 under the heading strengths and limitations of the study

10.


The Figures provided do not consider appropriate controls. 





We added negative control figures of the Tryp-2, TATI, and MMP-9. 
References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Gastroenterology. To be remarked, the first author of the paper, Maija Piekkala is younger than 40 years of age (born 1988), this might be taken into account when deciding about the publication fee.
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