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Dear Editor

Re: Resubmission of revised manuscript following reviewer comments

Please find enclosed our edited manuscript in Word format titled “Role of nesfatin-1 in a rat model of visceral hypersensitivity” (file name: 1912-review.doc). The details of the manuscript are:

Title: Role of nesfatin-1 in a rat model of visceral hypersensitivity.

Authors: Fang-Yuan Jia, Xue-Liang Li, Tian-Nv Li, Jing Wu, Bi-Yun Xie and Lin Lin.

Name of Journal: World Journal of Gastroenterology.
ESPS Manuscript No: 1912.

Following the very helpful guidance of the reviewers, the manuscript format has been updated, typesetting and references have been corrected and we have taken into consideration the reviewers’ comments. Below are our responses.

1. Reviewer 01436006

Question: The present study showed that the average serum nesfatin-1 level was significantly higher in neonatal AA-treated rats than in control rats, suggesting nesfatin-1 may be associated with a visceral hypersensitivity state in model rats. Meanwhile nesfatin-1 is distributed in rat hypothalamic and brainstem nuclei, whether there is method to show the change of nesfatin-1 in the brain?

Answer: Nesfatin-1 consists of 82 amino acids and has a predicted molecular mass of 9.7 kDa. However, this mature peptide has not been detected in protein extracts from the rat brain. Likewise, western blots of all tissues and cells studied here failed to show a band at 9.7 kDa. Nesfatin-1 can cross the blood-brain barrier without saturation; therefore, the measurement of nesfatin-1 in the blood may partly reflect its level in the brain.

Question: The manuscript indicate that hypothalamic CRF2 signaling system was also involved in underlying mechanisms of nesfatin-1 induced reduction of dark phase food intake. However the result show the nesfatin-1 may be implicated in brain CRF/CRF1signaling pathways. Why this study do not investigate the CRF2 signaling system? In the abstract, NBI-27914 is selective CRF1/CRF2 receptor antagonists, but change to selective CRF1 receptor antagonist in the result, should keep coincidence.
Answer: For the visceral hypersensitivity mechanism, the research hotspot is the CRF/CRF1 signaling system. We therefore mainly investigated the CRF/CRF1 signaling system in this study. We plan on investigating the CRF2 signaling system is our follow-up study. With regard to NBI-27914, it is a selective CRF1 receptor antagonist. This has now been revised and kept consistent throughout the paper. 
Comment: There are some grammar and stylistic errors. The authors should check carefully.

Response: We have carefully checked and revised grammar and stylistic errors.

2. Reviewer 02444932

Comment: Overall, the design of the manuscript is very nice and of greatly scientific significance although the section of discussion should be well reorganized.

Response: Thank you very much for the suggestion. The discussion section has been revised and reorganized in the manuscript.

We thank the reviewers for their very helpful suggestions and hope that our corrections bring the manuscript up to level ready for publication in World Journal of Gastroenterology. We look forward to hearing from you.
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