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SPECIFIC COMMENTS TO AUTHORS

The authors have reviewed the metabolic implications of COVID-19 in the liver and the
role this organ has in the progression of the disease. The manuscript is of interest as it
provides discussion on relevant questions and some open questions that will surely
boost further investigation. I have two comments for the authors: 1. The expression of
ACE2 is very low in liver parenchyma (see, for example, data in the Human Protein
Atlas). In light of this, do the authors think that hepatocytes are primary targets of
SARS-CoV-2? Alternatively, is liver injury a secondary hit of the inflammatory response
of the host to SARS-CoV-2 infection? These considerations must be taken into account
throughout the manuscript in order to delineate an accurate molecular pathogenesis of
COVID-19 and to define the relevance of the contribution of the liver. 2. It might be of
interest to dedicate specific attention to one carbon metabolism. the authors make
several independent references to different alterations associated with this central
metabolic pathway in the hepatocyte, including folate cycle, methionine cycle, synthesis
of phospholipids, polyamides and glutathione. Integrated discussion of all these aspects
would provide a clearer view to the reader. 3. There are sections where the authors
review several pathophysiological issues associated to COVID-19 but no link to

metabolism is evident (see, pages13-16).
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SPECIFIC COMMENTS TO AUTHORS
The authors had touched on a very specific subject of the COVID-19 pandemic.

SARS-Cov-2 had been proven to influence many bodily organs including the kidney,
lungs, heart, and liver. This study adequately reviewed the association of COVID-19 to
hepatic metabolic dysfunction. The paper is important and add to the COVID-19 specific
literature. Findings from the current study explanined the pathophysiology and can
propose treatment methods in hepatic-metabolic dysfunction which is prevalent in
COVID-19 patients. Matters that need to be improved on this paper are: (1) English
language correction and (2) structural editing (i.e., some parts can be combined under

subsections to improve clarity and readability)



