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Letter to the editor

Reply to the Letter to the 
Editor: The Incidence and 
Outcomes of COVID-19 in 
Patients With IBD: A Rapid 
Review and Meta-Analysis
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To the Editors,
We appreciate the interest of Aziz 

et al in our work examining the expres-
sion of the SARS-CoV-2 entry mol-
ecules angiotensin I converting enzyme 
2 (ACE2) and transmembrane serine 
protease 2 in mouse models of colitis, 
samples of patients with IBD, and data-
bases.1 Our findings showed that inflam-
mation does not increase the expression 
of ACE2 and transmembrane serine 
protease 2 in the ileum and colon and 
that certain medications can reduce their 
expression in patients with IBD. We 
speculated that patients with IBD are 
not at increased risk of infection from 
SARS-CoV-2. However, a 2019 study re-
ported higher ACE2 at a protein level in 
colonic biopsies and an increased ratio 
of circulating ACE2 to ACE in patients 
with IBD when compared with healthy 
control patients,2 implying that patients 
with IBD could be at increased risk of 
developing COVID-19. Therefore, we 
read with great enthusiasm the Letter 
to the Editor by Aziz and colleagues 
addressing the incidence and outcomes 
of patients with IBD with COVID-19. 
Their meta-analysis combining data 
from studies in countries severely af-
fected by the pandemic suggests a low 
incidence of COVID-19 in patients with 

IBD compared with the general popu-
lation. These data add to the ongoing 
effort of the SECURE-IBD registry3 in 
bringing epidemiologic reassurance to 
patients with IBD.

Discontinuation of  medication, 
especially immunosuppressants, has 
also emerged as a recurrent question 
in the management of  IBD during 
COVID-19. Our data suggested that 
medication does not increase ACE2 
expression and that indeed, anti-
tumor necrosis factor (anti-TNF) 
biologics and steroids may reduce in-
testinal ACE2. We wonder whether 
Aziz and colleagues found any differ-
ences regarding the risk of  infection 
from COVID-19 among patients with 
IBD receiving no medication com-
pared with those receiving therapy. 
Because diverse studies have asso-
ciated the use of  medication with 
reduced risk of  hospitalization,4, 5 
general guidelines recommend not 
interrupting treatment. However, a 
2020 study has associated the use of 
vedolizumab with a higher risk of 
hospitalization of  patients with IBD 
affected by COVID-19.5

Overall, as we keep learning to 
confront SARS-CoV-2 infection, epi-
demiologic studies focused on patients 
with IBD are needed to estimate their 
risk of developing COVID-19 com-
pared with that of the general popula-
tion. For now, the outcomes reported 
in COVID-19 positive patients with 
IBD offer reassurance for patients 
on biologics, especially anti-TNFs as 
monotherapy, but they raise caution 
for immunomodulators and high-dose 
steroids.3, 5 Our study offers mechanistic 
insight into why anti-TNFs may be 
protective.
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