November 13, 2012

Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: R1-DPP-4 Review WJG MS#940.doc).

Title: Dipeptidyl Peptidase IV: A Key Player in Chronic Liver Disease
Author: Minoru Itou, Takumi Kawaguchi, Eitaro Taniguchi, Michio Sata
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 940
Enclosed please find the revised manuscript and our response to the reviewer’s comments. We appreciate your comments, which have helped us to improve our paper. The changes have been made, and our point-by-point responses to your comments are provided below. All changes are underlined in the revised manuscript.
1) Revision of the unsupported sentence in the Abstract
As you pointed out, the sentence “inactivation of GLP-1 results in development of glucose tolerance/diabetes” is not supported by the literature. Therefore, we revised the sentence as following: “Upregulation of DPP-4 expression is associated with the alteration in glucose metabolism through inactivation of target peptides including glucagon-like peptide-1.” (Page 2, line 4-6). In addition, we added the literatures which support the sentence (Page 4, line 3-6).
2) Materials and methods: An overview of the search strategy used for the literature review
We agree with your suggestion and following paragraph was added in the revised manuscript: Materials and Methods. We performed a systematic review of the tissue distribution and various biological effects of dipeptidyl peptidase-4 (DPP-4), impact of DPP-4 in chronic liver disease, and the possible therapeutic effects of DPP-4 inhibitor. A literature search was performed using following databases from inception to September 2012: PubMed, MEDLINE, and Embase. The search terms were "dipeptidyl peptidase-4", "dipeptidyl peptidase-4 inhibitor", "CD26", "liver disease", "cirrhosis", "viral hepatitis", "hepatitis C virus", "non-alcoholic fatty liver disease ", "hepatocellular carcinoma ", "stem cell", and "hepatic regeneration " (Page 3, line 1-9).
3) References to Figure 1

As you suggested, Figure 1 should be referred in the manuscript. We added reference to “Figure 1” in each paragraph of biological activities of DPP-4 section.
4) Explanation of Table 1

As you pointed out, we agree that the more detail explanation of Table 1 is required. We have substantially revised the peptidase paragraph by addition of description with references (Page 4, line 3-23). 
5) Discussion based on the facts

Following your suggestion, we added discussions based on the described facts at the end of each paragraph. Once again, we highly appreciate your comments, which have helped us to improve our manuscript.
We hope that the revised manuscript is now suitable for publication. We believe that the findings of this study are relevant to the scope of World Journal of Gastroenterology and will be of interest to its readership.
Thank you for your consideration. I look forward to hearing from you.
Sincerely Yours,
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