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Liver tests abnormalities in COVID-19: trick or treat?

To the Editor:

We read with interest the recent study by Cai et al,' which
describes the role of liver function tests (LFTs) in a population of
hospitalized patients with COVID-19. The authors’ finding of a
41% prevalence of at least 1 elevated LFT in patients at admission
appears to be higher than those previously reported in other co-
horts of patients from Asia (25-30%).>° Similarly, when analyzing
a consecutive cohort of 292 patients with RT-PCR-confirmed
COVID-19 admitted to our center until 30 March 2020, we also
noticed that the prevalence of elevated LFTs was lower in our
cohort. Increased aspartate aminotransferase (AST) or alanine
aminotransferase (ALT) values >50 UI/L were seen in 18.5% and
26.7% of patients, respectively. While an increase in gamma glu-
tamyltransferase (GGT) >55 U/L was observed in 36.2%, alkaline
phosphatase (ALP) >150 U/L in 9.6%, and total bilirubin >1.2 mg/dl
in 10.6%.“ Pre-existing advanced liver disease was reported in 6
patients (2%), while antiviral treatment with lopinavir/ritonavir
was administered in 250 patients (85.9%). In our case series we
could not replicate the finding that patients presenting with
abnormal LFTs at admission evolve towards a more severe form of
pneumonia. Clinical deterioration occurred in 82 patients (28.1%),
with 27 (9.2%) admitted to the intensive care unit (ICU) and 56
(19.2%) dying during observation. By performing univariable
Kaplan-Meier survival analyses for any of the LFTs at admission,
with the aim of assessing factors associated with death or
admittance to the ICU, we did not find an association between
markers of hepatocellular injury (AST or ALT), GGT and total bili-
rubin, and these endpoints. The only predictive factor associated
with deterioration was the elevation of ALP above 150 IU/L (p =
0.048) (Fig. 1). This data is in line with other studies which
reported a high prevalence of LFT abnormalities in COVID-19 but
failed to demonstrate an association with worse outcomes.
Interestingly, our observation on the clinical value of ALP as a
marker of poor prognosis is in contrast with the finding by Cai
and colleagues that the risk of progression to severe disease was
associated with hepatocellular (AST and/or ALT >3x the upper
limit of normal [ULN]) or mixed (a combination of AST/ALT >3x
ULN and ALP/GGT >2x ULN) pattern of LFTs elevation, rather
than a cholestatic pattern. While the prognostic value of ALP
could be explained by SARS-CoV-2's tropism for the liver and
angiotensin-converting enzyme 2 expression in hepatocytes and
cholangiocytes, we cannot exclude the possibility that isolated
ALP elevation may just be a marker of patient frailty or represent a
stronger systemic inflammatory response to SARS-CoV-2 infec-
tion, rather than being a sign of cholestatic liver injury. A recent
study from Asia showing a correlation between the increase in
LFTs and other inflammatory markers supports this hypothesis.’
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In conclusion, we think that although LFTs alterations are
common in hospitalized patients with COVID-19, it is still un-
clear whether they carry any prognostic value. Laboratory LFTs
should thus be interpreted with caution and always in the
context of a complex multi-organ disease.
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Fig. 1. Predictors of clinical deterioration leading to ‘ICU transfer or death’ in hospitalized patients with COVID-19: Univariable Kaplan-Meier survival

curves.
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