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Lessons From COVID-19, ACE2, and
Intestinal Inflammation: Could a Virus
Trigger Chronic Intestinal Inflammation?
Dear Editor:

We read with interest the comprehensive review by
D’Amico et al1 on diarrhea during coronavirus disease-19
(COVID-19) infection, caused by severe acute respiratory
syndrome coronavirus-2 (SARS-CoV-2).1

It is now established that SARS-CoV-2 infectivity is
mediated by an interaction between viral spike proteins
and ACE2 expressed on target mucosal membranes, with
subsequent shedding of the ACE2 ectodomain following
cellular entry.2 Multiple downstream effects of this
interaction may perpetuate inflammatory response,
including reduced Ang 1-7 levels (the effector peptide of
the alternative renin-angiotensin system [RAS] pathway),
elevated angiotensin II (the effector peptide of the clas-
sical RAS pathway), increased tumor necrosis factor-a,
and tryptophan deficiency.3 Given it has previously been
shown that all components of the RAS can be identified
in enteric mucosa biopsies, suggesting locally active in-
testinal RAS, it is perhaps unsurprising that the SARS-
CoV-2 enteric interaction is sufficient enough to initiate
a symptomatic inflammatory response.4

Interestingly, ACE2 activity is lower in inflamed
colonic biopsies of patients with inflammatory bowel
disease compared with those with normal bowel mu-
cosa.4 Given SARS-CoV-2 results in ACE2 alteration in
mucosal membranes, it is feasible that these 2 pathol-
ogies may ultimately share a proinflammatory pathway.4

Inflammatory bowel disease is considered a conse-
quence of a dysregulated and inappropriate immune
interaction to intestinal microorganisms, with most
literature to date focused on bacterial dysbiosis. Recent
recognition that both eukaryotic viruses and bacterio-
phages contribute significantly to the gut microbiome,
and the fact that phages are closely associated with
bacterial virulence, raises the possibility that alterations
may perturb symbiosis and generate a dysregulated
immune response.5

When considering multisystem consequences of
COVID-19, perpetuation of inflammation and fibrosis in
the lungs has been described, placing affected individuals
at risk of long-term respiratory morbidity.6 The persis-
tence of intestinal inflammation and development of
fibrosis, and implications for long-term gastrointestinal
morbidity, remain to be seen. The study of this potential
phenomenon may hold vital clues toward understanding
any postulated role that enteric viruses may play in the
pathogenesis of inflammatory bowel disease. This war-
rants careful consideration.
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Cost-effectiveness of Telemedicine-
directed Specialized vs Standard Care for
Patients With Inflammatory Bowel
Diseases in a Randomized Trial
Dear Editor:

We read with attention the recently published article
by de Jong et al1 about the cost-effectiveness analysis of
telemedicine-directed specialized versus standard care
for patients with inflammatory bowel diseases (IBD). The
authors published in 2017 the largest multicenter clinical
trial evaluating telemedicine in IBD, enrolling a broad
spectrum of patients representative of daily clinical
practice. In this new article, they recently found that
telemedicine was cost-effective compared with standard
care, using the economic data collected alongside their
pragmatic clinical trial.
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