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Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: 1929-review.doc).
Title: Risk factors for PPI refractoriness in Chinese patients with non-erosive reflux disease.
Author: Xiao-Ping Niu, Bao-Ping Yu, Yun-Dong Wang, Zhen Han, Shao-Fen Liu, Chi-Yi He, Guo-Zheng Zhang, Wan-Chun Wu
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 1929
The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated
Format has been updated according to the requirement of theWorld Series Journals.
2 Revision has been made according to the suggestions of the reviewer
I have further revised the manuscript and added six references according to the suggestions of the reviewer.
(1)Methods section: Endoscopy was performed “on” or “off” PPI therapy? In the first case how the Authors can exclude that they did not enroll patients with erosive esophagitis and healed mucosa? 
All patients need to complete GERD questionnaire(the Chinese GerdQ), 24-h esophageal pH monitoring and endoscopy at his/her first visit. Endoscopy was performed off PPI therapy because the patients had undergone endoscopy at his/her first visit. Only those whose 24-ph esophageal monitoring positive and endoscopic negative patients can to be enrolled. We can insure that we did not enroll patients with erosive esophagitis and healed mucosa.
(2) Methods section: IBS diagnosis was formulated by using a questionnaire according to Rome III criteria? If yes, please modify the following sentence including this concept “IBS was diagnosed based on the Rome III Criteria” 
IBS diagnosis was formulated by using a questionnaire according to Rome III criteria in the study. I have modified the sentence including the concept “IBS was diagnosed based on the Rome III Criteria” in the manuscript.
(3) Univariate analysis of characteristics of the patients indicated that the risk factors for residual symptoms were:…”. These are from the “multivariate analysis”, correct?Please,modify. 
A total of 256 patients with NERD on PPI treatment were included in our study. They were classified into symptom-free and residual symptoms groups according to Quality of Life in Reflux and Dyspepsia (QolRad) scale. We have found that symptomatic patients differed from symptom-free patients in relation to sex, BMI, comorbid IBS, and psychological distress. These variables were analyzed by multivariate analysis and we found that anxiety, depression, comorbid IBS, and BMI < 23 were independent risk factors associated with residual symptoms, but sex was not a risk factor for residual symptoms. Therefore, we have adoped not univariate analysis but multivariate analysis and I have modified it in the manuscript .
3 References and typesetting were corrected

I have corrected references and typesetting and added six references according to the suggestions of the reviewer:

1 Kahrilas PJ. Clinical practice. Gastroesophageal reflux disease. N Engl J Med 2008; 359: 1700-1707 [PMID:18923172 DOI:  10.1056/NEJMcp0804684 ]

18 Savarino E, Pohl D, Zentilin P, Dulbecco P, Sammito G, Sconfienza L,Vigneris, Camerini G, Tutuian R, Savarino V. Functional heartburn has more in common with functional dyspepsia than with non-erosive refluxdisease. Gut 2009; 58: 1185-1191 [PMID: 2719081 DOI:10.1136/ 175810]

19 Peng S, Xiong LS, Xiao YL, Wang AJ, Lin JK, Hu PJ, Chen MH. Relationship between symptom response and esophageal pH level on standard dose of esomeprazole treatment for gastroesophageal reflux disease. Chin Med J (Engl) 2010; 123:2012-2017 [PMID: 20819534]

24 Savarino E, Marabotto E, Zentilin P, Frazzoni M, Sammito G, Bonfanti D, Sconfienza L, Assandri L, Gemignani L, Malesci A, Savarino V. The added value of impedance-pH monitoring to Rome III criteria in distinguishing functional heartburn from non-erosive reflux disease. Dig Liver Dis 2011; 43:542-547 [PMID: 21376679 DOI: 10.1016/j.dld.2011.01.016]

28 Savarino E, Zentilin P, Tutuian R, Pohl D, Casa DD, Frazzoni M, Cestari R, Savarino V. The role of nonacid reflux in NERD: lessons learned fromimpedance-pH monitoring in 150 patients off therapy. Am J Gastroenterol 2008;103:2685-2693 [PMID: 18775017DOI:10.1111/j.1572-0241.2008.02119.x]

29 Savarino E, Tutuian R, Zentilin P, Dulbecco P, Pohl D, Marabotto E, Parodi A, Sammito G, Gemignani L, Bodini G, Savarino V. Characteristics of reflux episodes and symptom association in patients with erosive esophagitis and nonerosive reflux disease: study using combined impedance-pH off therapy. Am J Gastroenterol 2010; 105:1053- 1061[PMID: 19997095 DOI: 10.1038/ajg.2009.670]

Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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