Reviewer #1:

Scientific Quality: Grade C (Good)

Language Quality: Grade B (Minor language polishing)

Conclusion: Minor revision

Specific Comments to Authors: Needs minor language polishing. example;
Univariate analysis was used to analyzed clinical and laboratory ....;
Univariate analysis was used to analyze clinical and laboratory ... It is a
research documenting the effects of COVID-19 infection on the liver. It has
been shown that liver injury is more common in patients with more severe
disease. It was found that male sex, high D-dimer levels and neutrophil
precentages might be important predictors of liver injury with COVID-19. The
discussion on possible mechanisms is satisfactory. However, it would be
more infromative if the effect of oxygen saturation (may be low in patients
with lung involvement) was also evaluated.

Answer:

At the same time, patients with hypoxic saturation have extensive pulmonary
inflammation, which leads to tissue ischemia and hypoxia, resulting in the
internal environment disorder and multiple organ dysfunction [??7?].

17 Xu Z, Shi L, Wang Y, Zhang ], Huang L, Zhang C, Liu S, Zhao P, Liu H,
Zhul, TaiY, Bai C, Gao T, Song ], Xia P, Dong ], Zhao ], Wang F. Pathological
findings of COVID-19 associated with acute respiratory distress

syndrome. Lancet Respir Med 2020, 08: 420-422. [PMID:32085846
DOI:10.1016/52213-2600(20)30076-X]

Reviewer #2:

Scientific Quality: Grade B (Very good)

Language Quality: Grade A (Priority publishing)

Conclusion: Accept (General priority)

Specific Comments to Authors: The manuscript details the liver injury

markers of a short cohort of COVID-19 patients form the Wuhan region. The



number of patients is reduced (218), but the analysis is well presented. The
data support the view of a link between worse liver function and hematologic
alterations. The panel of markers is sufficient; however, if a time course of the
evolution could be obtained, this would benefit a better follow-up and a more
direct correlation between liver injury and disease progression. Also, it is
remarkable that the liver injury markers, although elevated, are not associated
to a serious liver injury. The analysis of sex distribution fits into what is
known on COVID-19 aggravation and is probably reflecting a link between
the viremia outcome and liver injury. It remains to be established the
mechanisms by which SARS-CoV2 is promoting this liver injury and how it
correlates with other serum markers (kidney, heart, etc.)

Answer:

We had focused on the liver injury in COVID-19 patients on admission, but
not included other serological markers (kidney, heart, etc.). Therefore, it is
necessary to further analyze the correlation between the dynamic evolution of
liver injury and disease progression, and the relationship between these

serological markers (kidney, heart, etc.) and liver injury in COVID-19.

Reviewer #3:

Scientific Quality: Grade C (Good)

Language Quality: Grade A (Priority publishing)

Conclusion: Accept (General priority)

Specific Comments to Authors: The present study by Zhang et al is aimed to
analyze clinical variables regarding liver injury in COVID-19 patients. The
manuscript has been clearly written, easy to follow and present valuable
evidences that are worth to be shared with the community. However, the
study has important limitations as have been well identified and indicated in
the text. It would be interesting to assess whether these patients had any liver
complication before SARS-CoV-2 infection. Besides, since liver disease

patients are significantly older, it should be discussed whether the increased



incidence of, for instance, coexisting diseases, could result from the different
age range among groups.

Answer:

Furthermore, it is noteworthy that the older patients often with comorbidities,
such as chronic obstructive pulmonary disease (COPD), may also result in the
liver injury. With aging degenerative changes, the older patients, especially
with underlying diseases, were more susceptible to the attack of SARS-CoV-2.
It may be related to the low immunity of the body. Yu et al. [17] studied the
age-related rhesus macaque models of COVID-19 and found that viral
replication of nasopharyngeal swabs, anal swabs and lung was more active in
old monkeys after infection, and SARS-CoV-2 caused more severe pneumonia
in old monkeys.

17 Xu Z, Shi L, Wang Y, Zhang J, Huang L, Zhang C, Liu S, Zhao P, Liu H,
Zhu L, TaiY, Bai C, Gao T, Song ], Xia P, Dong J, Zhao J, Wang F. Pathological
findings of COVID-19 associated with acute respiratory distress

syndrome. Lancet Respir Med 2020, 08: 420-422. [PMID:32085846
DOI:10.1016/52213-2600(20)30076-X]

Reviewer #4:

Scientific Quality: Grade C (Good)

Language Quality: Grade A (Priority publishing)

Conclusion: Minor revision

Specific Comments to Authors: Overall Comments: In spite of drawbacks
including the retrospective study design, the limited spectrum of assessed
parameters and the lack of data on pre-medication, this evaluation provides
interesting information on liver injury in COVID-19 patients in Wuhan. Of
course, the temporal course of the values would also be of interest. Specific
Comments: The "Core Tip" should be improved. (&%) "Statistical Analysis":
"Univariate analysis was used to analyzed clinical and laboratory variances

between patients with normal liver function and liver injury" -> Univariate



analysis was used to analyze clinical and laboratory variances between
patients with normal liver function and liver injury. (2/214) "Results": "The
median age (C}f&tumean age) for all patients was 50.1 (range 22-91) years old"
-> The median age for all patients was 50.1 (range 22-91) years. Table 2: "PTA:
prothrombin active"? (2f& X prothrombin activity). Reference list: The format
of some references is not consistent with the guidelines of the journal. (2.2
%)

Univariate analysis was used to analyze clinical and laboratory

Answer:

Core tip: Coronavirus disease 2019 (COVID-19) has become a worldwide
pandemic.

The study analyzed the clinical characteristics and risk factors of liver injury
in Wuhan region COVID-19 patients. The early stage of COVID-19 may be
associated with mildly elevated aminotransferase levels. We believed male
sex and high D-dimer levels and neutrophil percentages may be important

predictors of liver injury in patients with COVID-19.
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