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SPECIFIC COMMENTS TO AUTHORS 

In the manuscript entitled “Liver Injury in COVID-19: Hold Ferritinophagy-mediated 

Ferroptosis Accountable”, the authors investigated the relationship between the severity 

of hepatic injury induced by SARS-Cov infection and ferritinophagy-mediated 

ferroptosis mechanism. The authors assumed that the ferritinophagy-mediated 

ferroptosis could be associated with SARS-CoV-2 infection and may be a potential target 

for future therapeutic challenges. Indeed, the study is merit and interesting. However, 

several issues may be raised to improve the manuscript. 1- This article may consider a 

minireview article.  2- A table of summarizing should be added 3- Previously published 

article “10.3748/wjg.v27.i15.1531” may be useful for this study specifically in the part of 

“Systemic Inflammation-related Liver Dysfunction in COVID-19”  4- More recent 

studies should be added to comprehensively the review idea. 

Comments to reviewers 

 

1- This article may consider a minireview article.  

✓ Thank you for your comments. The submitted manuscript type is a minireview.  

2- A table of summarizing should be added  

✓ Thank you for your advice. Although plenty of researchers have reported liver injuries 

in COVID-19, as a matter of fact, no direct evidences about ferritinophagy-mediated 

ferroptosis in the pathological process are found. As described in our manuscript, a few 

investigators noticed iron overload and ferroptosis in liver injury caused by COVID-19. In 

this review, we hypothesize that ferritinophagy intermediates liver injury caused by 

COVID-19. For the past 4 years, ferritinophagy has been involved in physiology and 

pathology process of liver, including hepatic insulin resistance, hepatocyte senescence, 

ferroptosis process in hepatic stellate cells, hepatocellular carcinoma and liver fibrosis. 
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Therefore, we added a supplementary table listing the implication of ferritinophagy in 

physiology and pathology process of liver in the revised manuscript. 

3- Previously published article “10.3748/wjg.v27.i15.1531” may be useful for this study 

specifically in the part of “Systemic Inflammation-related Liver Dysfunction in 

COVID-19”  

✓ Thank you very much for providing with the information, which is very useful. We 

reviewed it in the revised manuscript. 

4- More recent studies should be added to comprehensively the review idea. 

✓ Considering your suggestion, more recent studies have been added in the revised 

manuscript. 
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SPECIFIC COMMENTS TO AUTHORS 

Jia F in this manuscript report on ‘’Liver Injury in COVID-19: Hold 

Ferritinophagy-mediated Ferroptosis Accountable’’. The manuscript is very well written 

and of clinical and academic interest. However, the author needs to address few minor 

points as follows: - While dealing with a very hot and extremely rapidly evolving topic 

like COVID-19, you need to use very very recent references. None of your references 

involve the year 2022. In several paragraphs you mentioned (recently,……) then you 

referred to a reference in 2018 and 2019. So, please update your references.  - Are there 

any studies tried to use iron chelators as a cytoprotective agent to reduce the 

inflammatory response in COVID-19 patients? (like the case in acetaminophen toxicity 

mentioned in reference number 57?) - Please revise the manuscript for few editing 

mistakes. Thanks 

Comments to reviewers 

1. -While dealing with a very hot and extremely rapidly evolving topic like COVID-19, you 

need to use very very recent references. None of your references involve the year 2022. In 

several paragraphs you mentioned (recently,……) then you referred to a reference in 2018 and 

2019. So, please update your references.  

✓ Thank you for your suggestion, and we have added the recently published references, 

especially in 2022. 

2. - Are there any studies tried to use iron chelators as a cytoprotective agent to reduce the 

inflammatory response in COVID-19 patients? (like the case in acetaminophen toxicity 

mentioned in reference number 57?)  

✓ Yes, iron depletion or chelation has been considered as a potential antiviral therapy to 
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protect against extreme inflammatory responses and tissue damage by sequestering iron and 

preventing oxygen radical formation and lipid peroxidation in patients with COVID-19[1]. It is 

mentioned that deferasirox administered orally, as well as intravenous deferoxamine made 

iron chelation therapy effective for COVID-19 victims[2]. A case-control study showed that 

iron chelators which reducd iron intake could be considered a therapeutic goal of 

COVID-19[3]. In addition, receptor binding of SARS-CoV-2 for entry into host cells can be 

prevented by lactoferrin, an iron chelator[4,5]. 
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3. - Please revise the manuscript for few editing mistakes. Thanks 

✓ Thank you for your kindness. We carefully corrected the whole manuscript. Hopefully the 

revised manuscript could be satisfactory. 

 

We greatly appreciate both your help and that of the reviewers' concerning improvement to 

this paper. I hope that the revised manuscript is now suitable for publication. 


