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Reviewer: 1 

Comments to the Author  

(1) The text is very long, with many abbreviations: could you reduce the number of abbreviations 

and the text length?  

Answer: Thank you for your valuable comment. The text length has been reduced by more than 

400 words while more scientific evidence, explanations, underlying mechanisms, and practical 

recommendations have been added (please see the answer to the second question from reviewer 

3 below). Additionally, all unnecessary abbreviations have been removed from the manuscript. 

 

(2) You could discuss the role of antisecretory drugs, as Octeotride, during enteral nutrition. 

Answer: The role of antisecretary medications during enteral nutrients in acute pancreatitis has 

been discussed on page 11 as follow:  

“Given that pancreatic enzymes stimulated by enteral nutrients may lead to pancreatic 

autodigestion, the role of antisecretory agents, including somatostatin and its analogues 

(octreotide), has been investigated in several studies. However, the result remains inconclusive. 

A RCT and recent Cochrane review revealed no benefit among treatment group with respect to 

mortality, complications, and duration of pain.[1, 2] This may be due to a dramatic decrease in 

pancreatic secretion during AP.” 

 

 



Reviewer: 2  

Comments to the Author  

To Authors: The Abstract contains all the content of the paper. The Introduction shows the well-

known general data on the AP and the aim of the study. The development of the pathophysiology 

of malnutrition in course of AP is clear and complete, analyzing the various components of this 

complex clinical problem. The analysis of the evolution of the nutrition procedures used in the 

AP shows the steps that have followed over time. This section is well presented. The plan of 

nutrition management in AP i salso complete and explores the clinical characteristics and the 

nutritional need of each degree of severity of AP, mild, moderate severe and severe. It’s correct 

to analyze the various ways of administration of nutrients, with the examination of the detailed 

clinical characteristics. It’s also justified to evaluate the possible use of some nutritional 

supplements. Very interesting the insertion of cases of practical clinical experience. The 

Conclusion contains synthetically the themes developed in the study. The References are up-to-

date. The Tables and Figures are clear and appropriate. In summary this review is a very good 

work. 

Answer: Thank you for your opinion. We hope this review will help improve and guide nutrition 

management in acute pancreatitis in real-life practice.  



Reviewer: 3 

Comments to the Author  

This manuscript entitled “Nutrition Management in Acute Pancreatitis” is a comprehensive and 

timely review that emphasizes the importance of nutrition interventions for alleviating the 

inflammation and complications in patients with acute pancreatitis. The practical considerations 

provided in this review may help to improve the management of acute pancreatitis. However, 

some concerns remain.  

(1) The novelty and impact of this work seem limited since no dramatic progress has been made 

in this field in the recent couple of years, and similar review papers have been published in other 

journals.  

Answer: Thank you for your valuable comment. We also concern about this issue. Although no 

dramatic change has been made, valuable information has been provided by several studies that 

were recently published (e.g., the association between obesity and clinical outcomes, the efficacy 

of enteral glutamine, and the efficacy of nutrition assessment tools to predict clinical outcomes 

in acute pancreatitis).[3-10]  Additionally, in this review, we aim not only to comprehensively 

review the latest evidence but also to recommend practical managements and to give an example 

of clinical scenarios in order to improve understanding of nutrition management in real-life 

practice. As a result, we hope this review will help emphasize the crucial role of nutrition 

treatment and provide additional knowledge and practical recommendations for nutrition 

management in acute pancreatitis to the audiences.  

 

(2) The review appears to be general and descriptive, lacking clear explanation and deep discussions of 

underlying mechanisms.  

Answer: Thank you for your suggestion. We have added more explanations and discussions of 

underlying mechanisms as follows:  

1. “Resting energy expenditure (REE) in patients with AP is generally higher than healthy 

individuals because of inflammation-induced hypermetabolism and/or septic complications.” 

This is described on page 5 in order to give the reasons why resting energy expenditure usually 

increases in acute pancreatitis.  

2. “Amino acids released from protein catabolism provide substrates for the production of acute-

phase protein.” This is described on page 5. The purpose is to explain the underlying cause of 

protein catabolism in patients with acute pancreatitis.  

3. “Hyperglycemia is often found in patients with pancreatitis. It is a result of insulin resistance, 

increased glucose production from liver (gluconeogenesis), and impaired insulin secretion 



caused by beta-cell damage.” This is described on page 5 and 6, helping explain the etiologies 

of hyperglycemia in acute pancreatitis. 

4. “Patients with chronic alcoholism require special attention to evaluate clinical signs and/or 

biochemical levels of the micronutrients (vitamin B1, B2, B3, B12, C, A, folic acid, and zinc). 
[11]” This statement is showed on page 8. The purpose is to give a detailed recommendation 

regarding the micronutrients that should be evaluated in chronic alcoholism. 

5. “As for dietary composition, even though a low fat diet (<30% of total energy) has been used 

in previous studies [12, 13], this diet does not support by good scientific evidence and may lead to 

inadequate energy intake.” This statement is showed on page 9. The aim is to give the reason 

why low fat diet is unnecessary in patients with mild acute pancreatitis.  

6. “Tube feeding is only recommended when oral nutrition is not feasible for more than 5 days. 

[14] An example of this is patients with poor oral intake resulting from persistent nausea, vomiting, 

and abdominal pain.” This is described on page 9 in order to give an example of conditions that 

tube feeding is required in mild acute pancreatitis. 

7. “Estimated protein requirements are higher than healthy individuals (1.2-1.5 g/kg/day). This 

may improve nitrogen balance and is related to a decrease in 28-day mortality in critically ill 

patients. [15]” This is described on page 10. The aim is to explain the underlying causes why 

high-dose protein is recommended in acute pancreatitis.  

8. “Local complications (necrosis, fistulas, ascites, and pseudocyst) are not contraindications 

for enteral feeding” This statement is described on page 10. The purpose is to clarify that 

patients with local complications are able to receive enteral nutrition.  

9. “Better feeding tolerance and fewer interruptions of EN delivery due to elevated residuals and 

vomiting were found in continuous infusion compared with bolus group. [16, 17] This is described 

on page 11, which helps explain the reasons why continuous tube feeding is recommended over 

bolus feeding. 

10. Traditionally, it is believed that small bowel feeding was associated with less pancreatic 

stimulation and autodigestion. Nevertheless, a meta-analysis found that nasogastric feeding was 

not inferior to nasojejunal feeding in terms of exacerbation of pain, aspiration, meeting energy 

balance, and mortality “This is predicated by lack of impact on pancreatic secretion regardless 

of feeding route during acute pancreatitis.” This is described on page 11 in order to discuss the 

mechanism why small bowel feeding is not superior to gastric feeding.  

11. “Its depletion has been demonstrated in critically ill patients because of the increased 

demand during metabolic stress. [18]” This is described on page 13. The purpose is to explain the 

underlying mechanism why glutamine is depleted in severe pancreatitis.   



12. “Intestinal barrier dysfunction may induce bacterial translocation and infected necrosis, 

being the major cause of morbidity and mortality in severe pancreatitis. Probiotics may help 

improve gut integrity and immune function, and thus prevent bacterial translocation. [19, 20]” This 

statement is described on page 14 in order to illustrate the mechanisms why probiotics may be 

associated with beneficial effects in acute pancreatitis.  

13. “This condition is directly related to the degree of pancreatic parenchymal injury” This 

sentence is described on page 15 in order to explain why pancreatic exocrine insufficiency is 

more common in alcoholic, severe, and necrotizing pancreatitis.  

14. “Patients should be monitored for symptoms of maldigestion (diarrhea, steatorrhea) and/or 

non-invasive pancreatic function test (e.g., fecal fat and fecal elastase) [21]” This is described on 

page 15. The purpose is to give a clear explanation about methods for monitoring of pancreatic 

exocrine insufficiency in patients with acute pancreatitis.   

 

(3) The figures could be made clearer and more intuitive, and the writing could be improved as well. 

 

Answer: The figure 3 has been changed to table 3 in order to make it more understandable and 

more intuitive. The writing is also edited.  



Editor 

Comments to the Author  

(1) Audio core tip: In order to attract readers to read your full-text article, we request that the author 

make an audio file describing your final core tip, it is necessary for final acceptance. Please refer to 

Instruction to authors on our website or attached Format for detailed information. The accepted 

formats are mp3 or wma. 

Answer: We already provided the audio core tip with mp3 format in the uploaded file.  

 

(2) Your manuscript should be prepared with Word-processing Software, using 12 pt Book Antiqua font 

and 1.5 line spacing with ample margins. 

Answer: The manuscript was prepared by Microsoft Word with 12 pt Book Antiqua font and 1.5 line 

spacing with ample margins.  

 

(3) Please revise and perfect your manuscript according to peer-reviewers’ comments. Please upload the 

required files on the system. 

Answer: The manuscript was revised according to the reviewers’ comments. We have responded to all 

comments clearly and specifically, and this will improve the overall quality of our article. All of the 

required files were already uploaded as well.  

 

(4) Running title 

Answer: The running title “Nutrition management in acute pancreatitis” was added in page 1 of the 

manuscript.  

 

(5) Please rearrange all the authors’ affiliations with Department, University or Institute, City, Postcode, 

Country, etc. (without any symbol or figure like * or 1, postcode must be there).  Are Chulalongkorn 

University and King Chulalongkorn Memorial Hospital two institutions? 

Answer: The affiliations of all authors were rearranged according to your suggestion in page 1. 

Chulalongkorn University and King Chulalongkorn Memorial Hospital are two different institutions, and 

therefore we removed King Chulalongkorn Memorial Hospital from the affiliation.  

 



(6) Corresponding author: Author names (unabbreviated) should be followed by the author’s title in 

bold, and the affiliation, complete name of institution, present address, city, province/state, postcode, 

country, and E-mail. 

Please add your title, such as MD, PhD, Professor, etc. 

Please provide your organization real-name mailbox here 

Answer: We already edited this part and added the present address and title in page 1.  

 

(7) Please correct all cited references number like [number], then keep them superscript. There are no 

spaces before [number]. 

Answer: All cited references have been corrected according to the required format.  

 

(8) Please distinguish between the title of the article series. Three levels of subtitles are allowed: (1) First 

subtitle: All in bold and capital; (2) Second subtitle: All in bold and italic; and (3) Third subtitle: All in bold. 

Answer: All subtitles have been edited to three levels according to the suggestion.  

 

(9) Please check and confirm that there are no repeated references! 

Please correct all cited references number like [number], then keep them superscript. 

Please download the reference templete. 

Please add PubMed citation numbers (PMID NOT PMCID) and DOI citation to the reference list and list 

all authors. Please revise throughout. The author should provide the first page of the paper without 

PMID and DOI. 

PMID (http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=PubMed) (Please begin with PMID: ) DOI 

(http://www.crossref.org/SimpleTextQuery/) (Please begin with DOI: 10.**) 

Answer: We confirm that there are no repeated references in our manuscript. All cited references were 

edited according to the recommendation, and we already downloaded the reference template. In 

addition, PMID and DOI were added in all journal articles containing these data, and PMCID was already 

removed. Regarding one article without PMID and DOI (reference 36), we already uploaded the first 

page of that article in the system. 

 



(10) If an author of a submission is re-using a figure or figures published elsewhere, or that is 

copyrighted, the author must provide documentation that the previous publisher or copyright holder 

has given permission for the figure to be re-published. Otherwise, we will withdraw the paper or delete 

this figure. 

Answer: We have tried to contact and ask for the permission to use and adapt the figure 1 from the 

original publication, but there is no response from the publisher yet. However, the purpose of this figure 

is only to emphasize the role of gastrointestinal tract and enteral nutrition in acute pancreatitis, which 

already stated in several parts of our review. Therefore, this figure has been removed from the review. 

 

(11) Please make table without number before sentences  

Answer: The number before each recommendation in the table 3 has been removed (page 32).



References 

1. Moggia E, Koti R, Belgaumkar AP, Fazio F, Pereira SP, Davidson BR, Gurusamy KS. Pharmacological 
interventions for acute pancreatitis. The Cochrane database of systematic reviews 2017; 4: CD011384 
[PMID: 28431202 PMCID: 6478067 DOI: 10.1002/14651858.CD011384.pub2] 
2. Uhl W, Buchler MW, Malfertheiner P, Beger HG, Adler G, Gaus W. A randomised, double blind, 
multicentre trial of octreotide in moderate to severe acute pancreatitis. Gut 1999; 45(1): 97-104 [PMID: 
10369711 PMCID: 1727562 DOI: 10.1136/gut.45.1.97] 
3. Dobszai D, Matrai P, Gyongyi Z, Csupor D, Bajor J, Eross B, Miko A, Szako L, Meczker A, Hagendorn R, 
Marta K, Szentesi A, Hegyi P, Hungarian Pancreatic Study G. Body-mass index correlates with severity 
and mortality in acute pancreatitis: A meta-analysis. World journal of gastroenterology 2019; 25(6): 729-
743 [PMID: 30783376 PMCID: 6378543 DOI: 10.3748/wjg.v25.i6.729] 
4. Arutla M, Raghunath M, Deepika G, Jakkampudi A, Murthy HVV, Rao GV, Reddy DN, Talukdar R. 
Efficacy of enteral glutamine supplementation in patients with severe and predicted severe acute 
pancreatitis- A randomized controlled trial. Indian journal of gastroenterology : official journal of the 
Indian Society of Gastroenterology 2019 [PMID: 31612309  DOI: 10.1007/s12664-019-00962-7] 
5. Kittikundecha T, Lakananurak N, Rerknimitr R. Using Nutrition Risk Scores to Predict Hospital Length 
of Stay in Mild Acute Pancreatitis: A Prospective Cohort Study. J Med Assoc Thai 2019; 102(12): 38  
6. Endo A, Shiraishi A, Fushimi K, Murata K, Otomo Y. Comparative effectiveness of elemental formula in 
the early enteral nutrition management of acute pancreatitis: a retrospective cohort study. Annals of 
intensive care 2018; 8(1): 69 [PMID: 29869095 PMCID: 5986693 DOI: 10.1186/s13613-018-0414-6] 
7. Hollemans RA, Hallensleben NDL, Mager DJ, Kelder JC, Besselink MG, Bruno MJ, Verdonk RC, van 
Santvoort HC, Dutch Pancreatitis Study G. Pancreatic exocrine insufficiency following acute pancreatitis: 
Systematic review and study level meta-analysis. Pancreatology : official journal of the International 
Association of Pancreatology 2018; 18(3): 253-262 [PMID: 29482892  DOI: 10.1016/j.pan.2018.02.009] 
8. Wu P, Li L, Sun W. Efficacy comparisons of enteral nutrition and parenteral nutrition in patients with 
severe acute pancreatitis: a meta-analysis from randomized controlled trials. Bioscience reports 2018; 
38(6) [PMID: 30333259 PMCID: 6239262 DOI: 10.1042/BSR20181515] 
9. Yao H, He C, Deng L, Liao G. Enteral versus parenteral nutrition in critically ill patients with severe 
pancreatitis: a meta-analysis. European journal of clinical nutrition 2018; 72(1): 66-68 [PMID: 28901335  
DOI: 10.1038/ejcn.2017.139] 
10. Song J, Zhong Y, Lu X, Kang X, Wang Y, Guo W, Liu J, Yang Y, Pei L. Enteral nutrition provided within 
48 hours after admission in severe acute pancreatitis: A systematic review and meta-analysis. Medicine 
2018; 97(34): e11871 [PMID: 30142782 PMCID: 6112989 DOI: 10.1097/MD.0000000000011871] 
11. Lugli AK, Carli F, Wykes L. The importance of nutrition status assessment: the case of severe acute 
pancreatitis. Nutrition reviews 2007; 65(7): 329-334 [PMID: 17695373  DOI: 10.1111/j.1753-
4887.2007.tb00310.x] 
12. Jacobson BC, Vander Vliet MB, Hughes MD, Maurer R, McManus K, Banks PA. A prospective, 
randomized trial of clear liquids versus low-fat solid diet as the initial meal in mild acute pancreatitis. 
Clinical gastroenterology and hepatology : the official clinical practice journal of the American 
Gastroenterological Association 2007; 5(8): 946-951; quiz 886 [PMID: 17613280 PMCID: 2034288 DOI: 
10.1016/j.cgh.2007.04.012] 
13. Larino-Noia J, Lindkvist B, Iglesias-Garcia J, Seijo-Rios S, Iglesias-Canle J, Dominguez-Munoz JE. Early 
and/or immediately full caloric diet versus standard refeeding in mild acute pancreatitis: a randomized 
open-label trial. Pancreatology : official journal of the International Association of Pancreatology 2014; 
14(3): 167-173 [PMID: 24854611  DOI: 10.1016/j.pan.2014.02.008] 



14. Meier R, Ockenga J, Pertkiewicz M, Pap A, Milinic N, Macfie J, Dgem, Loser C, Keim V, Espen. ESPEN 
Guidelines on Enteral Nutrition: Pancreas. Clinical nutrition 2006; 25(2): 275-284 [PMID: 16678943  DOI: 
10.1016/j.clnu.2006.01.019] 
15. Allingstrup MJ, Esmailzadeh N, Wilkens Knudsen A, Espersen K, Hartvig Jensen T, Wiis J, Perner A, 
Kondrup J. Provision of protein and energy in relation to measured requirements in intensive care 
patients. Clinical nutrition 2012; 31(4): 462-468 [PMID: 22209678  DOI: 10.1016/j.clnu.2011.12.006] 
16. Steevens EC, Lipscomb AF, Poole GV, Sacks GS. Comparison of continuous vs intermittent nasogastric 
enteral feeding in trauma patients: perceptions and practice. Nutrition in clinical practice : official 
publication of the American Society for Parenteral and Enteral Nutrition 2002; 17(2): 118-122 [PMID: 
16214974  DOI: 10.1177/0115426502017002118] 
17. Van Dyck L, Casaer MP. Intermittent or continuous feeding: any difference during the first week? 
Current opinion in critical care 2019; 25(4): 356-362 [PMID: 31107308  DOI: 
10.1097/MCC.0000000000000617] 
18. Hall JC, Heel K, McCauley R. Glutamine. The British journal of surgery 1996; 83(3): 305-312 [PMID: 
8665180  DOI: 10.1002/bjs.1800830306] 
19. van Minnen LP, Timmerman HM, Lutgendorff F, Verheem A, Harmsen W, Konstantinov SR, Smidt H, 
Visser MR, Rijkers GT, Gooszen HG, Akkermans LM. Modification of intestinal flora with multispecies 
probiotics reduces bacterial translocation and improves clinical course in a rat model of acute 
pancreatitis. Surgery 2007; 141(4): 470-480 [PMID: 17383524  DOI: 10.1016/j.surg.2006.10.007] 
20. Akyol S, Mas MR, Comert B, Ateskan U, Yasar M, Aydogan H, Deveci S, Akay C, Mas N, Yener N, Kocar 
IH. The effect of antibiotic and probiotic combination therapy on secondary pancreatic infections and 
oxidative stress parameters in experimental acute necrotizing pancreatitis. Pancreas 2003; 26(4): 363-
367 [PMID: 12717269  DOI: 10.1097/00006676-200305000-00009] 
21. Dominguez-Munoz JE. Diagnosis and treatment of pancreatic exocrine insufficiency. Current opinion 
in gastroenterology 2018; 34(5): 349-354 [PMID: 29889111  DOI: 10.1097/MOG.0000000000000459] 

 


