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Liver fibrosis and adverse outcomes in COVID-19
Dear Editor,

Recently, an interesting study entitled “Liver fibrosis in pa-
tients with metabolic associated fatty liver disease is a risk fac-
tor for adverse outcomes in COVID-19” was published in Digestive
and Liver Disease [1]. In this retrospective cohort study, the authors
explored the relationship between liver fibrosis and poor prognosis
in patients with coronavirus disease (COVID-19). After controlling
for potential confounding factors, the authors found that the pres-
ence of liver fibrosis was associated with higher mechanical ven-
tilation, acute kidney injury (AKI), and mortality. It is undeniable
that the author’s great efforts provide new evidence for predicting
the poor prognosis of COVID-19 patients. However, some potential
concerns need to be carefully explained.

First of all, although described in statistical analysis that “The
normality of the data was evaluated using Shapiro-Wilk test”,
there were still some continuous variables that do not conform
to the normal distribution in this study, which were expressed by
means and standard deviation (SD). For example, the mean value
of D-dimer in the No fibrosis group was 1606, while the SD value
was 7055 (Table 2, P=0.732). Statistically, if the SD value is sig-
nificantly greater than the mean value, suggesting that continuous
variables might not conform to normal distribution. In that case,
it is inappropriate to use mean and SD to describe that continu-
ous variable, neither use t-test to compare the differences between
groups. Similarly, according to the information provided in Table
2, it could be inferred that troponins and creatine phosphokinase
(CPK) levels do not conform to the normal distribution with a high
probability, yet inappropriate description methods and statistical
analysis might be used.

Second, according to the description in Table 2, there were sig-
nificant differences in some baseline characteristics between No
fibrosis and Severe fibrosis patients. Additionally, those parame-
ters with differences between groups in Table 2 have been con-
firmed by previous studies to be related to the prognosis of COVID-
19 patients. For instance, there were significant differences in ala-
nine aminotransferase (ALT) and aspartate aminotransferase (AST)
between patients without fibrosis and patients with severe fi-
brosis in Table 2 (45.8+40.3 versus 67.7+38.2, 48.24+38.3 ver-
sus 83.0+£30.3, P=0.005 and P=0.000, respectively), and previous
study displayed that high AST/ALT ratio is an important factor for
the poor prognosis of COVID patients [2,3], suggesting that AST/ALT
ratio could be used as a novel marker for predicting the poor prog-
nosis of COVID-19 patients. However, although there were signifi-
cant differences in AST and ALT levels between the two groups, the
authors did not adjust these two variables as confounding factors
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in subsequent logistic regression analysis, nor did they describe the
exact reasons why AST and ALT were not considered as confound-
ing factors.

Third, it should be emphasized that the severity of COVID-19
disease is also associated with poor prognosis. Currently, accord-
ing to the severity of COVID-19 disease, it could be divided into
the following four types: mild, moderate, severe, and critical [4,5].
Undoubtedly, higher COVID-19 disease severity is associated with
poorer prognosis. It would be an interesting result to conduct sub-
group analysis according to the severity of COVID-19 disease and
then explore the relationship between liver fibrosis and the prog-
nosis of COVID-19 patients.
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