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November 7, 2012
Dear Professor Lian-Sheng Ma,

President and Editor-in-Chief

World Journal of Gastroenterology
World Journal of Gastroenterology ESPS Manuscript NO: 281

Title: 
Chemokines, Chemokine Receptors and the Gastrointestinal System
Authors: Hiroshi Miyazaki, Kazuaki Takabe and W. Andrew Yeudall

We are re-submitting our revised review manuscript, “Chemokines, Chemokine Receptors and the Gastrointestinal System” (ESPS manuscript number 281) to be considered for publication in World Journal of Gastroenterology. We appreciate the constructive criticisms and suggestions from the Editor and Reviewers, and we believe our manuscript has considerably improved by answering all of the concerns that were raised. We have provided our point-by-point responses to the summarized comments provided. We hope that our revised manuscript will now be acceptable for publication.
Our work is original and enables the readers to understand the recent advances in chemokine studies that have particular relevance to the gastrointestinal tract. This is a hot topic in terms of inflammation, cancer development and its metastasis. This review will provide guidance to bridge basic and translational research to clinical gastroenterology. We expect that it will further enhance the knowledge and interest of gastrointestinal researchers, enables advancement of cancer research and further development of novel therapeutics and potential clinical research in this field. 
This manuscript has been seen and approved by all authors, only submitted to World Journal of Gastroenterology and has not been published, simultaneously submitted, or already accepted for publication elsewhere. The authors have no conflicts of interest. Our manuscript contains two black and white tables and one figure.
Sincerely yours,
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Hiroshi Miyazaki MD, PhD
Assistant Professor, Philips Institute, 
Affiliate Assistant Professor of Biochemistry and Physiology.
Virginia Commonwealth University
E-mail: hmiyazaki@vcu.edu
AUTHOR RESPONSE TO REVIEWERS’ COMMENTS

ESPS manuscript #: 281
Title: Chemokines, Chemokine Receptors and the Gastrointestinal System
We appreciate the constructive criticisms and positive comments from the editor and the reviewers, and we believe our paper has been improved considerably by addressing all of the concerns that were raised. Below are our point-by-point responses to the Editor, and the Reviewers’ comments. We hope that our revised manuscript that addressed all of the concerns of the reviewers will now be acceptable for publication.
Original Comments:

GENERAL COMMENTS 

This review summarizes the last findings in chemokine biology but focusing on the gastrointestinal tract. Chemokines are very important molecules that are involved in many places in the immunological system and their imbalance can lead to several immune diseases and an increase in the knowledge about this subject could be very interesting for the scientific community. The manuscript is easy to read and well-presented but would be more clear with the presence of some tables and figures.

SPECIFIC COMMENTS 

Title: It reflects the topic and contents of the review.

Abstract: It gives a clear delineation of the review.

Manuscript: It is well organized but the first part from Introduction to the Stomach section is poor elaborated and need more recent bibliography. Typography must be revised.

· Chemokines and chemokine receptors section: It is lacking a reference for the sentence: “CXCL5, -8 and other ELR+ chemokines stimulate endothelial cell migration during angiogenesis”

· Chemokines in Tumor Cell Migartion, Invasion and Homing section: It will be included the reference: Carcinogenesis 2012. 33(2): 442. For the relation between p53 and CXCL12

· Chemokines and Tumor cell Survival section: must be improved and more recent bibliography must be included

· Chemokines in Digestive System / Development and Progression section: A table or figure could help to understand the different effects of the same chemokine or chemokine receptor in the different sections of the digestive system.

References: They are appropriate, relevant, but more recent references must be included in the first part of the manuscript (from Introduction to the Stomach section).

Tables and figures: There are no tables or figures, they must be included.

1, Chemokines and chemokine receptors section: It is lacking a reference for the sentence: “CXCL5, -8 and other ELR+ chemokines stimulate endothelial cell migration during angiogenesis”

Answer: Thank you for your comment. We have now included appropriate references for each chemokine and ELR+ chemokines. We believe that these references will enable other readers to understand the roles of angiogenic / pro-angiogenic chemokine through these updated papers and reviews.   
2, Chemokines in Tumor Cell Migration, Invasion and Homing section: It will be included the reference: Carcinogenesis 2012. 33(2): 442. For the relation between p53 and CXCL12
Answer: Yes, this is actually one of the most critical references for this part. We have included the missing reference as the reviewer suggested. 
3. Chemokines and Tumor cell Survival section: must be improved and more recent bibliography must be included
Answer: Yes, we totally agree with the reviewer’s comment. After we compared the balance of content volume and intensity of explanation to other sections, we found that this part was too brief in comparison. Therefore, we have added lines of explanations that will aid in understanding this function of chemokines, together with related references.
4, Chemokines in Digestive System / Development and Progression section: A table or figure could help to understand the different effects of the same chemokine or chemokine receptor in the different sections of the digestive system.

Answer: We agree with the reviewer and we have attached one figure and two tables for better understanding of chemokines and their receptors. 
5, Manuscript: It is well organized but the first part from Introduction to the Stomach section is poor elaborated and need more recent bibliography. Typography must be revised.

Answer: We agree with the reviewer, and we have now added a substantial amount of recent reviews and research papers up to 2012 throughout the entire manuscript (and particularly for the chemokine “basics”). We have added more text to make the contents richer as well as accurate, together with suitable accompanying references. 
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