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Dear Editor,

Please find attached revised manuscript ESPS Manuscript NO: 1057: 
Article title: Evolution of disease phenotype in adult and pediatric onset Crohn’s disease in a population-based cohort. 
Authors: Barbara D. Lovasz, Laszlo Lakatos, Agnes Horvath, Istvan Szita, Tunde Pandur, Michael Mandel, Zsuzsanna Vegh, Petra A. Golovics, Gabor Mester, Mihaly Balogh, Csaba Molnar, Erzsebet Komaromi, Lajos S Kiss, Peter L. Lakatos
We are grateful to the reviewers for their helpful, and important comments that helped in further clarifying the manuscript. We thank you for finding our manuscript acceptable for publication, well-written and novel.

In addition to sending the revised version, as requested, we also attached a “highlighted” version of the manuscript emphasizing the detailed changes that were made according to the reviewers’ comments (added new text is underlined, deleted text was placed in the margins).
Answers to reviewer comments:

Reviewed by 02442330

Accept with minor revisions.

Major comments:

1. The authors used a threshold age of 18 to seperate between pediatric and adult onset CD due to Hungarian clinical practice. This is not in line with the Montreal classification (which is used otherwise in the study). Since all data are recorded, a reclassification using the age threshold given by the Montreal classification should be easily possible.

Thank you for this important comment. We reclassified our patients as suggested in the revised version. Major findings of the study were not affected.
2. Could the difference in progression to inflammatory disease behavior the result of less patients follewed for five or seven years in the later cohort (patients included until end of 2008; follow-up of patients until end of 2009?). 

We thank you for the reviewers comment. Indeed, only a proportion of the patients had 5- or 7- years of follow-up in the more recent cohort. Of note, however patient follow-up was not terminated in patients who progressed so this can not result in a relatively  “more mild” disease phenotype in the later cohort.
3. Figure 4 can be interpretated that the only difference between the earlier and the later cohort is a greater number of patients with already stricturing or penetrating disease at initial diagnosis while  the progression from the inflammatory type to stricturing/penetrating type is identical during follow up. Thus, the lag between first symptoms and diagnosis of CD might have become shorter with time.  

This is an important comment. Overall, the calendar year of diagnosis was associated with disease behavior at diagnosis and the progression to non-inflammatory disease behavior (pLogRank=0.04, pBreslow=0.04, HRafter 1998=0.73, 95% CI: 0.55-0.97) in patients with initially inflammatory disease in the present study. 

However, the reviewer is probably right, since in a multivariate Cox analysis only the effect of perianal disease, location and smoking remained significant. This is though very difficult to interpret objectively since the relative weight of the variables is unknown and will be arbitrary in any model.
Minor comments:

Introduction: Measles should be omitted in line 2.

We omitted measles as suggested.

Discussion: All p values should be omitted in the text. 

We omitted p values where appropriate

Table 1: Change “inflammatory bowel disease” to “Crohn′s disease”. 
Table: First row can be omitted. 

Follow up years – decimal missing.

Corrected.

Range of follow up is given as 6 to 19,5 yrs. Is this correct? In Patients and Methods it is stated that patients were included until end of 2008 and follow-up of ended on 31.12.2009.

Legend: the first line can be omitted.

Please note that IQR was given
Fig. 3: L1 to L4 should be explained in a legend.

Thank you, it is explained in the legend

Reviewed by 00067793

1. Here is a prospective, well-designed study, with a remarkable number of patients with Crohn’s disease. However I am not convinced about the importance and innovation of the research
Thank you for finding out manuscript well-designed investigating a remarkable number of patient from a single population-based cohort. Please note that such data were not presented in details from a single population-based cohort including both pediatric and adult CD populations in a joint GI practice where the evaluation of the patients was done in a harmonized way applying the same management and assessment in both the adult and pediatric CD cohort.

Please note that in the revised Figures were sent as separate files to the editor (Jian-Xia Cheng, Editorial Office, Director, j.x.cheng@wjgnet.com, bpgoffice@wjgnet.com)

Please find attached the “highlighted” version of the manuscript with the detailed changes that were made according to the reviewers’ comments (new text is underlined, deleted text was put in the margins).

We would like to thank you again for the helpful comments and for considering our paper. We do hope that the changes that have been made, have improved the quality of the manuscript also with regards to the presentation of the data.   

All authors have fulfilled the criteria of authorship and seen and approved the final version of the revised manuscript and they have authorized the first author to grant on behalf of all authors to transfer exclusive copyright to World Journal of Gastroenterology in case of acceptance.

We do hope that the new data presented could be of interest to the readers of the World Journal of Gastroenterology.

Sincerely yours,

Peter L. Lakatos, MD, PhD

Editorial Board Member of WJG
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