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L E T T E R  T O  T H E  E D I T O R S

Letter: prevalence and patterns of gastrointestinal symptoms 
in a large Western cohort of patients with COVID-19—authors' 
reply

EDITORS,
We have read with great interest the article by Ianiro et al describ-
ing a prospective cross-sectional study of gastrointestinal (GI) symp-
toms in Western patients with COVID-19.1

Comparing Eastern data obtained during the early stage of the 
pandemic and Western data gained at the later stage, some studies 
showed that the prevalence of GI symptoms in Western patients was 
higher than that in Eastern patients.2 We speculate that this may be 
related to different strains of SARS-CoV-2. The main virus spreading 
in Europe is a Spike G614 mutant, and patients infected by it have 
higher viral loads than those carrying D614 virus in China.3 Besides, 
the S protein present in the G614 mutant binds more readily to the 
ACE2 receptor.4

A growing number of studies suggested that critically ill patients 
were more likely to have GI manifestations.5 A meta-analysis of 6686 pa-
tients showed that the incidence of GI symptoms in patients with severe 
COVID-19 was higher than in patients with non-severe disease (OR: 1.6, 
95% CI: 1.09-2.36, P = 0.002).6 GI symptoms might be a predictor of the 
critical clinical features mentioned by Dr Ianiro.1 However, we are curious 
about which traits are more indicative of possible severe illness in their 
study. Abdominal pain was more likely to be observed in patients with 
severe disease (OR:7.1, 95%CI: 1.93-26.07, P = 0.010), but there was no 
significant difference in the loss of appetite, diarrhoea, nausea and vom-
iting between patients with severe and mild COVID-19.6 We speculate 
that abdominal pain might be more specific than other GI symptoms in 
critical cases. One possible reason is that, compared to diarrhoea or nau-
sea and vomiting, abdominal pain is a less common adverse effect caused 
by currently used COVID-19 therapies.2 Another possible reason is that  
the hypercoagulable state and endotheliitis of vessels in critically ill 
patients7 may lead to intestinal ischaemia and ulceration, which are 
manifested by abdominal pain. Norsa et al8 enrolled seven SARS-CoV-
2-positive patients diagnosed with intestinal ischaemia and found that 
three of them had abdominal pain with markedly elevated D-dimer. 
They also concluded that the mortality among patients with COVID-19-
related intestinal ischaemia was 1.7-times higher (95%CI: 0.3-9.6) than 

that before the COVID-19 pandemic. However, severely ill patients with 
abdominal pain were rare, so no conclusion could be drawn.

Although the majority of GI symptoms were mild and self- 
limiting, we should still be vigilant as some GI symptoms may indi-
cate a poor prognosis.
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