ANSWERING REVIEWERS

October 22, 2012
Dear Editor,

We wish to thank the reviewer for the critical assessment of our manuscript and for providing valuable input that has led to an improved manuscript. Please find enclosed the edited manuscript in Word format (file name: 577 final revised.doc).
Title: Molecular mechanisms of chemopreventive phytochemicals against gastroenterological cancer development
Author: Min-Yu Chung, Tae Gyu Lim, Ki Won Lee
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 577
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
<General comments>

(1)   The research describes about preventive effect of phytochemicals against gastroenterological cancer and the molecular mechanisms, which are important and significant.


Response to Reviewer: We wish to thank the reviewers for providing valuable inputs.

(2)   The research is considered as novel and innovative since it focuses on the effect of phytochemicals to prevent the cancer.


Response to Reviewer: We thank the reviewer for providing insightful comments.
(3)   Presentation of the manuscript is acceptable because text and tables are informative, however the title of the section might be changed for improved readability of the manuscript. The section title such as “esophageal cancer” might be changed to “phytochemicals in esophageal cancer”, etc.


Response to Reviewer: We thank the reviewer for insightful suggestions. We have modified the text based on the reviewer’s suggestion (Line 66, 201, 304) 

(4)   There is no remarkable concern in the ethics of the research. 
<Specific comments>

(1)   In page 4, line 55, check “Brussels, sprouts” whether it is “Brussels sprouts” or not.


Response to Reviewer: We appreciate the reviewer’s point regarding this. We have modified the text (“Brussels, sprouts” to “Brussels sprouts”) (Line 93).
(2)   In page 5, line 64, describe how PEITC inhibits O6-methylguanine formation.


Response to Reviewer: Thank you for the reviewer’s suggestion. We have added detailed information how PEITC inhibits O6-methylguanine formation in the revised manuscript (Line 102-110).
(3)   In page 6, line 94, the mechanism how EGCG attenuates cyclin D1 and COX-2 expression and PGE2 production in rats treated with NMBA might be described in detail. In line 98, the relationship between inhibition of nuclear 5-cytosine DNA methyltransferase activity, and CpG demethylation and reactivation of methylation-silenced genes in KYSE 150 cells might be described more in detail.


Response to Reviewer: We appreciate the reviewer’s suggestions regarding this. We have added detailed information of the mechanisms beyond EGCG regulates inflammatory mediators and CpG demethylation in the revised manuscript (Line 142-143; 147-160)
(4)   In page 7, line 119, the precise description about curcumin and NFkB activity in esophageal cell line might be needed.


Response to Reviewer: We thank the reviewer for his/her insightful comments. We have added sentences to describe the detailed mechanism(s) by which curcumin regulates NFkB in esophageal cell line in line 178-188.

(5)   In page 9, line 170, change “G0/G1” to “G0/G1”, and check the whole manuscript.


Response to Reviewer: We thank the reviewer’s point regarding this. This has been corrected in the revised manuscript (Line 127; 247).
(6)   In page 12, line 235, the precise mechanism in which β-catenin increases the expression of proliferative gene might be described more in detail.


Response to Reviewer: We appreciate the reviewer’s suggestions. We have added detailed information regarding this (Line 318-321).

(7)   In page 12, line 250, cite reference for the phase IIa clinical trial.


Response to Reviewer: We thank the reviewer’s point regarding this. This has been added in the revised manuscript (Line 340).
(8)   In page 13, line 254, the association of EGFR with malignancies might be described more in detail.


Response to Reviewer: We appreciate the reviewer’s suggestions. We have added detailed information regarding this (Line 345-349).

(9)   In page 14, line 289, please check the description of focal adhesion kinase (FAK) again.


Response to Reviewer: We thank the reviewer’s point regarding this. This has been corrected in the revised manuscript (Line 387).

(10) In page 14, line 298, the mechanism how AMPK inhibitor reduces cytotoxicity on HT-29 cells might be described more in detail.


Response to Reviewer: Thank you for the reviewer’s suggestion. We have added detailed information regarding this in line 397-399.
(11) In page 15, line 302, check the description of “completely cured” carefully.


Response to Reviewer: We thank the reviewer’s point regarding this. We have deleted the word “completely” in line 72.
(12) Check whether expressions or proliferations in the plural form are commonly used.


Response to Reviewer: We appreciate the reviewer’s point regarding this. We have check, and changed plural form to singular. 
(13) In table 2, check the targets/mechanisms of chemopreventive action by sulforaphane, “activation of Nrf2” might be better than “stimulation of Nrf2.”


Response to Reviewer: We thank the reviewer’s point regarding this. This has been corrected in the revised manuscript (Table 2).

3. References and typesetting were corrected
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