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Review Comments-reviewer A 

The paper titled “The upregulation of peripheral blood polyamine metabolites spermidine and 

spermine in children with hand, foot, mouth disease is related to enterovirus 71 capsid protein VP1, 

but not VP4” is interesting. The results suggest that EV71 capsid protein may regulate the polyamine 

metabolic pathways of infected cells in a variety of ways. This study provides insights into the 

mechanism of EV71 infection and polyamine metabolism and has good reference value for the 

development of EV71 vaccine. However, there are several minor issues that if addressed would 

significantly improve the manuscript.  

 

Comment 1：There have been many studies on hand, foot, mouth disease. What is the 

difference between this study and previous studies? What is the innovation? These need to be 

described in the introduction.  

Reply 1: We have modified our text as advised (see Page 5, line 125) 

Comment 2：For other human viral infections, how to control the targeted polyamine 

metabolic pathway?  Please give some examples.  

Reply 2: We have modified our text as advised (see Page 5, line 114) 

 

Comment 3：It is suggested to increase the sample size or in vitro experiment to evaluate the 

function of polyamines.  

Reply 3: We have modified our text as advised (see Page 14, line 358) 

 

Comment 4：What role does VP1 play in the pathogenesis of EV71 disease and its neurological 

complications? It is suggested to add relevant contents.  

Reply 4:We have modified our text as advised (see Page 4, line 92) 

 

Comment 5：The introduction part of this paper is not comprehensive enough, and the similar 

papers have not been cited, such as “Clinical characteristics of 68 children with atypical hand, 

foot, and mouth disease caused by coxsackievirus A6: a single-center retrospective analysis, 

PMID: 36247893”.  It is recommended to quote the article.  

Reply 5: We have modified our text as advised (see Page 4, line 80) 

 

Comment 6：How to provide candidate targets for the treatment of hand, foot, mouth disease 

based on the results of this study? It is recommended to include relevant descriptions in the 

discussion.  
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Reply 6: We have modified our text as advised (see Page 14, line 362) 

 

Review Comments-reviewer B 

 

1. MDAR checklist: Please DO NOT make any revisions to left row in the checklist, you just 

need to report in the right row. Please kindly re-fill the attached checklist.  

 

Reply: We have modified our text in MDAR checklist. 

Besides, there’re patients included in your study, please do not fill “N/A” for below items. 

 

 

 

2. We need two points for this item, please clarify “what is known” and “what is new” 

respectively. 

 

Reply: We have modified our text as advised (see Page 3, line 84) 

 



 

3. Please structure your Main Text as: Introduction, Methods, Results, Discussion, 

Conclusion. Please add “Conclusion” section for your manuscript.  

Reply: We have modified our text as advised (see Page 14, line 414) 

 

4. Please define ALL abbreviations in Table 1 footnote. 

 

Reply: We have modified our text as advised in table 1 footnote. 

 

5. Please define all abbreviations in Figure 8 legends. Like SPD, SPM, EV, ORN, etc. 

Reply: We have modified our text as advised in Figure 8 legends. 
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