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Thank you very much for giving us the opportunity to revise our manuscript entitled " Effects of early enteral nutrition on the immune function of severe acute pancreatitis" (ESPS Manuscript NO: 685). We appreciate reviewers very much for their valuable and constructive comments on our manuscript! We are also pleased to know that our study is of general interest for the readers of World Journal of Gastroenterology. We have revised our manuscript in accordance with the reviewers' comments, made point-by-point responses, and detailed the changes. All changes were highlighted with red color in the text so that they may be easily identified. Hope these will make it more acceptable for publication.

In addition, our study was only partly supported by grants from the Key Project of the Eleventh Five-Year Plan Foundation of People’s Liberation Army (No. 06G041), and the fund was almost run out. The fee for the gathering data and information was free. The cost of collection of blood samples and detection was partly free. So we could finished our work. Therefore, we did apply for a waiver of publication costs, though we were not sure if the article-processing charges could be partly free, we still looked forward to your consideration. 
Thank you very much for your kind help!
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
Sincerely yours,

Wei-qin Li
Responses to Reviewers’ comments were as follows:

Reviewer #1:

The present research focused on an important scientific problem. It is interesting. but there are some questions: 
1. what is SAP (definition) in this work? 

Response: Thanks very much for the reviewer’s nice suggestion! We are sorry to miss the definition of SAP, and we had added the description of SAP (defined as acute pancreatitis with one or more local complications (e.g. pseudocyst, necrosis, or abscess) or/and organ failure and acute physiology and chronic health evaluation II score >8) into the second paragraph of “MATERIALS AND METHODS”.
2. How many SAP patients suffered from surgical operation?

Response: Thanks for the reviewer’s comment, and we acknowledged that the reviewer’s question was extremely right and objective. Whether or not to need surgical intervention is also a significant marker of disease severity. Six patients received surgical operation during the hospital stay, and we  also added into Table 2 the comparison of operation rates between the two groups.
3. what is standard for doctors to give the patients EEN? Because some patients may have abdominal distension in the early stage of SAP.

Response: The standard of EEN was in accordance with the ESPEN guidelines on enteral nutrition in patients with pancreas in 2006[1]. The enteral feedings were performed via nasojejunal tube. As described in the manuscript, peptide-based formula was performed at the first 24-48 hours of feeding, and if patients were tolerant, whole protein formula would be established subsequently. The goal intake of enteral nutrition was calculated as 20-25 kcal/kg/day and protein need was calculated as 1.5 g/kg/day. The feeding rate was initiated at 15-20 mL/h and increased gradually by 15-20 mL every 6-8 hours, using a pump. During the early stage of SAP, the retroperitoneal or peripancreatic fluid collections, bowel and visceral edema, and swollen pancreas might be the most common reasons for abdominal distension[2]. Therefore, if patients were untolerant due to abdominal distension and so on, we would slow down the feeding rate, dilute feedings concentration, and use prokinetic agents to improve the intestinal motility, in addition to the treatment of SAP. We also added the description into the forth paragraph of “MATERIALS AND METHODS”.
4. Why the mortality in the work is lower than some literatures reported before?

Response: Thanks very much for the reviewer’s comment. Actually, about 300 AP patients were admitted in our center per year (data not published), including nearly 30 SAP cases of death, hence the mortality of SAP in our center was about 10%. It was consistent with the previous literatures reports of less than 10% to about 20%[3,4]. In this study, the hospital mortality (5%, 3/60) was lower than the literatures reported before, we speculated that one of the possible reasons might be as follows: All the SAP patients enrolled in this trial were only 3 days of symptoms onset, thus the specialized therapy was performed as early as possible, that might induce the decreased of mortality. However, the exact reason of this phenomenon was needed to be verified by further studies, and we also looked forward to dear editors and reviewer’s cooperation in future.
Reviewer #2:

The authors aimed to investigate the effects of early enteral nutrition on the immune function as well as on clinical outcome of severe acute pancreatitis. The major concern on this study are the criteria used for the study entry.
Major comments

1.The authors should detail the criteria used for enrolling the patients with acute pancreatitis. The Atlanta criteria are not created for assessing the severity of acute pancreatitis on admission.
Response: Thanks very much for the reviewer’s nice suggestion! We are sorry to miss the criteria used for enrolling the patients with acute pancreatitis, and we had added the criteria (All adult SAP patients (18 to 70 years) admitted within 3 days of symptoms onset to the surgical intensive care unit (SICU) of the institute of general surgery, Jinling Hospital were enrolled in this study from September 2010 to September 2011. The enrolled criteria for SAP were according to the widely used Atlanta criteria in 1992, defined as acute pancreatitis with one or more local complications (e.g. pseudocyst, necrosis, or abscess) or/and organ failure and acute physiology and chronic health evaluation II (APACHE II) score >8. Patients with chronic organs dysfunction or immunodeficiency or malnutrition, patients who had received artificial nutrition (enteral nutrition or parenteral nutrition) before admission, and patients with ileus or pregnant pancreatitis were all excluded) into the second paragraph of “MATERIALS AND METHODS”.
2.The criteria used for randomization and the sample size of the sample are lacking.
Response: Thanks very much for the reviewer’s comments! The criteria of randomization was simple randomization (Remainder of random numbers), and we also revised the description in the text. The sample size of the sample (sixty) were lacking numerically. However, to take into account the lower incidence of AP (about 50/100000 per year) [4,5], especially SAP (accounting for 10%-20% of AP), we considered that sixty cases of the sample size were not lacking. Moreover, the time of symptoms onset of all patients enrolled were only within 3 days, that also made the sample size less and less. Therefore, the sample size of this study were reasonably large for patients with severe acute pancreatitis. Nevertheless, as the reviewer mentioned, sixty patients were really small numerically, and the study period of our trial was only one year, hence our results might be uncertain with the conclusions, the accuracy should also be tested by further large studies, and we also looked forward to dear editors and reviewer’s cooperation in future.
3. The references on immune function in acute pancreatitis should be extensively updated.
Response: Thanks very much for the reviewer’s suggestion! We had updated some references on immune function in acute pancreatitis.
Reviewer #3:
Apart from two minor points, I am have to recommend acceptance of this submission. I have no major points and only 2 minor points:

1. Instead of "p>0.05", please provide the actual p values.

Response: Thanks very much for the reviewer’s suggestion! We had changed "p>0.05" to actual p valve.
2. The units in the y-axes do not need to be to 2 decimal points.

Response: Thanks very much for the reviewer’s suggestion! We had changed it to be one decimal points.
Reviewer #4: 

An outstanding study!  For the first time in many years, I can offer not suggestions for improving this submission.

Ed Bradley

Response: Thanks very much for Dr. Ed Bradley’s appreciation!
Reviewer #5:
Overall, presented paper is of a very good quality. Study design is appropriate and clear, helps to answer a clinical relevant question. Data analysis is sufficient. Manuscript is well structured, language is of sufficient quality. I would strongly support the publication of this article.

Response: Thanks very much for the reviewer’s appreciation!
Thank you very much for your suggestive comments again!
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