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Many unexpected problems have resulted from the unprecedented coronavirus disease 2019 (COVID-19) pandemic. The
optimal management of patients with inflammatory bowel disease (IBD) during the COVID-19 pandemic has also been a
challenge. Therefore, the Korean Association for the Study of Intestinal Diseases (KASID) developed a consensus statement of
experts regarding the management of IBD during the COVID-19 pandemic. This consensus statement made recommendations
regarding the risk and treatment of COVID-19 in IBD patients. This statement emphasizes that IBD is not a risk factor for CO-
VID-19, and care should be taken not to exacerbate IBD in patients in remission state by maintaining their medications, except
for corticosteroids. (Intest Res 2022;20:431-444)

Key Words: SARS-CoV-2; COVID-19; Inflammatory bowel disease; Management

INTRODUCTION
Received August 8, 2021. Revised September 7, 2021.
Accepted September 9, 2021.
Correspondence to Seong-Eun Kim, Department of Internal Medicine, Ewha In 2019, the coronavirus, first identified in Wuhan, China, in
Womans University College of Medicine, 1071 Anyangcheon-ro, Yangcheon- . .
qu, Seoul 07985, Korea. Tel: +82-2-2650-2845, Fax: +82-2-2655-2076, 2019 was named severe acute respiratory syndrome coronavi-
E-mail: kimse@ewha.ackr rus-2 (SARS-CoV-2) by the International Committee on Taxon-
Co-Correspondence to Seung-Jae Myung, Department of Gastroenterology, omy of Viruses (ICTV) and the World Health Organization
Asan Medical Center, University of Ulsan College of Medicine, 88 Olympic-ro . . .
43-gil, Songpa-gu, Seoul 05505, Korea, Tel: +82-2-3010-3917, Fax: +82-2- (WHO). The disease caused by SARS-CoV-2 infection was de-
476-0824, E-mail: sjimyung@amc.seoul.kr fined as coronavirus disease 2019 (COVID-19)."” COVID-19

These authors contributed equally to this study. has various manifestations, from asymptomatic to severe clini-
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distribution. smell and taste, and fatigue. Less common symptoms include

cal symptoms. The main symptoms are fever, cough, loss of
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sore throat, muscle pain, chills, headache, and gastrointestinal
symptoms such as nausea, vomiting, and diarrhea.”! The infec-
tion spread rapidly around the world, and the COVID-19 pan-
demic was declared by the WHO in March 2020. Although
there are differences between countries and regions, COVID-19
has higher hospitalization and mortality than expected and
higher transmissibility rates compared to those for previously
reported coronavirus diseases by SARS-CoV and Middle East
respiratory syndrome (MERS)-CoV.' Among COVID-19 pa-
tients, those with chronic underlying diseases are more likely to
progress to serious disease. Therefore, there is concern about
the risk of COVID-19 and its treatment in patients with inflam-
matory bowel disease (IBD), a chronic immune-mediated in-
testinal disease commonly treated with immunosuppressants.

Accordingly, the Korean Association for the Study of Intesti-
nal Diseases (KASID) has drawn up an expert consensus state-
ment on clinical practice for IBD patients during the COVID-19
pandemic. Because evidence is lacking, the clinical data avail-
able to date, as well as the international recommendations of
expert groups or academic societies, were reviewed to generate
a consensus of Korean IBD clinical experts using the moditied
Delphi method.” A 9-point Likert scale questionnaire was pro-
vided by e-mail together with supporting data. Any question-
naire statement with a coefficient of variation of <0.5 was ad-
opted as a recommendation. Forty domestic IBD clinical ex-
perts participated in the consensus process, and the 10 consen-
sus statements met the coefficient of variation criterion in the
first round. Additionally, any reasonable minority opinion was
leveraged to revise the corresponding statement via internal
discussion in the development working group, and the revised
statements were agreed with the participating experts (Table 1).
As more information on COVID-19 becomes available, the con-
sensus statements may be revised. It is hoped that this guidance
will improve the quality of treatment for IBD patients and facili-
tate communication between physicians.

RISKS

Is there an increased risk of developing SARS-CoV-2
infection or COVID-19 in IBD patients?

Statement 1
In patients with IBD, the disease itself does not increase the
risk of developing SARS-CoV-2 infection or COVID-19.

IBD is a chronic inflammatory immune-mediated intestinal
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disease comprising Crohn’s disease and ulcerative colitis and
requires long-term treatment.”* IBD patients, particularly
those on immunosuppressive agents, may be at increased risk
of viral infection."”"* However, there is insufficient evidence on
the risk of an increased incidence of SARS-CoV-2 or COV-
ID-19 in IBD patients.

A Danish population-based cohort study found that 3.7% of
2.6 million patients were SARS-CoV-2 positive. The infection
rate was significantly lower (2.5%) among those with IBD."” In
a cohort of 34,763 IBD patients in Germany, COVID-19 oc-
curred in 100 patients (0.29%), 20% of whom had severe dis-
ease. The risk factors for severe COVID-19 were >65 years of
age and at least 1 underlying comorbidity. However, there was
no significant difference in the incidence of COVID-19 be-
tween the overall population and patients with IBD."" A meta-
analysis of 9,177 IBD patients in 6 studies reported a COV-
ID-19 incidence in IBD patients of about 0.3%, similar to that
in the general population (0.2%-4.0%)."

The overall risk of developing severe COVID-19 in IBD pa-
tients infected with SARS-CoV-2 was similar to that in non-
IBD patients infected with SARS-CoV-2. In a large cohort study
in the United States, the rates of severe COVID-19 and hospi-
talization among 232 IBD patients confirmed with COVID-19
was similar to that among 19,776 non-IBD patients with COV-
ID-19."° A case-control cohort study in New York also did not
show a higher incidence of severe COVID-19 in patients with
IBD compared to matched non-IBD patients.”” Intensive care
unit (ICU) admission rates, mortality rates, and mechanical
ventilation rates were lower in IBD patients than in matched
controls."” The severity of clinical symptoms of COVID-19 in
IBD patients was milder than in controls."** Although IBD is
an immune-mediated intestinal disease, other risk factors—
such as old age, heart disease, diabetes, and high blood pres-
sure—are associated with severe COVID-19 rather than IBD
itself***

Angiotensin converting enzyme II (ACE2) acts as a receptor
for the spike protein on the SARS-CoV-2 surface, resulting in
internalization of the virus.” ACE2 is expressed by lung alveo-
lar cells and small intestinal epithelial cells, so COVID-19 may
lead to gastrointestinal symptoms.**’ ACE2 expression is low
in IBD patients and immunosuppressant or biologic treat-
ment may reduce it further, resulting in a low prevalence of
COVID-19, but evidence is lacking,"**"**

Based on the above evidence, the American Gastroentero-
logical Association (AGA) promulgated an expert commen-
tary stating that IBD patients are not at greater risk of SARS-
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Table 1. Consensus Statements on Clinical Practice of Adult IBD during the COVID-19 Pandemic by KASID

Strength of

Accepted statements agreement SD cv
(mean)
1. In patients with IBD, the disease itself does not increase the risk of developing SARS-CoV-2 infection 79 0.57 0.07
or COVID-19.
2. Although the risk of many infectious diseases in patients with moderate to severe IBD is increased, 79 0.86 0.1
the evidence of increased risk of SARS-CoV-2 infection is insufficient. However, there is an elevated
risk of severe pneumonia and mortality due to COVID-19 in older adults, patients with underlying
comorbidities, or patients with active disease.
3. There is insufficient evidence that intestinal symptoms are exacerbated by COVID-19 in IBD patients. 7.9 0.66 0.08
If gastrointestinal symptoms worsen in SARS-CoV-2-infected IBD patients, careful observation is
necessary because the symptoms may have been caused by worsening of IBD itself.
4. It is recommended to maintain the treatment regimen in IBD patients in remission and not infected 8.6 0.67 0.08
with SARS-CoV-2, even in COVID-19-endemic areas.
5.In IBD patients who are asymptomatic or have improved, without SARS-CoV-2 infection, it is 8.2 0.89 0.11
recommended that corticosteroids be reduced as soon as possible. However, the decision should
take into consideration IBD disease activity and COVID-19 prevalence.
6. As in the general population, IBD patients are advised to follow personal hygiene practices and 8.8 0.55 0.06
public health recommendations, such as washing hands, wearing a mask, and social distancing.
7-1. For patients with newly diagnosed or exacerbated IBD, testing to rule out COVID-19 should be 8.0 0.90 0.1
considered if the symptoms cannot be differentiated from those of COVID-19.
7-2. Patients with newly diagnosed or exacerbated IBD should follow the IBD treatment guidelines 8.4 0.74 0.09
recommended before the COVID-19 pandemic.
8.There is no need to switch from intravenous biologics to oral administration or subcutaneous 83 0.74 0.09
injections to reduce the number of hospital visits for IBD patients. Patients should follow personal
hygiene and quarantine guidelines and maintain regular intravenous biologic treatments.
9-1. Pregnant IBD patients should be considered at high risk of COVID-19, but treatment should not be 8.6 0.55 0.06
changed for those in remission and not infected with SARS CoV-2.
9-2. If a pregnant IBD patient is confirmed to have COVID-19, 5-ASA can be maintained, but thiopurine 8.1 0.64 0.08
and corticosteroids should be discontinued or reduced depending on disease activity.
10. In IBD patients with suspected or confirmed COVID-19, stopping and restarting immune-modifying 8.0 0.81 0.10

medications should be decided based on COVID-19 severity and IBD activity.

The response scale is a 9-Likert scale, ranging from 1 point (strongly disagree) to 9 points (strongly agree), and the closer to 9, the higher strength of

agreement; CV =SD/mean.

IBD, inflammatory bowel disease; COVID-19, coronavirus disease 2019; KASID, Korean Association for the Study of Intestinal Diseases; SD, standard
deviation; CV, coefficient of variation; SARS-CoV-2, severe acute respiratory syndrome coronavirus-2; 5-ASA, 5-aminosalicylic acid.

CoV-2 infection or COVID-19,” consistent with recommenda-
tions from the British Society of Gastroenterology (BSG)* and
Gastroenterological Society of Australia.”

Therefore, based on clinical data, the risk of COVID-19 in
patients with IBD in remission is not increased compared to
the general population. However, if active inflammation is not
controlled due to worsening of IBD disease, the risk of severe
infection may generally increase and immunosuppressives
may be needed, so careful management is required to main-
tain IBD remission (refer to statement 2 for details).

www.irjournal.org

Is there an increased risk of SARS-CoV-2 infection
in IBD patients with moderate to severe disease
activity?

Statement 2

Although the risk of many infectious diseases in patients
with moderate to severe IBD is increased, the evidence of
increased risk of SARS-CoV-2 infection is insufficient. How-
ever, there is an elevated risk of severe pneumonia and mor-
tality due to COVID-19 in older adults, patients with under-
lying comorbidities, or patients with active disease.

There is insufficient evidence on the risk of SARS-CoV-2 infec-
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tion according to disease activity in IBD patients. Reports to
date have mainly compared the rates of severe pneumonia
and hospitalization between the IBD patient group and the
non-IBD patient group affected by COVID-19. The risk of se-
vere COVID-19 is not increased by IBD in terms of the rates of
severe pneumonia and hospitalization.'** However, an Italian
study of 79 IBD patients with COVID-19 reported that the risk
of severe pneumonia and mortality was higher in older pa-
tients, patients with comorbidities such as hypertension and
cardiovascular diseases, and those with active IBD.”

According to the Australian recommendations,™ although
IBD patients with moderate to severe disease activity are at in-
creased risk of opportunistic infections,” evidence on the risk
of COVID-19 is insufficient. However, active disease could in-
crease susceptibility to COVID-19 as a result of systemic ste-
roid use and hospitalization, so effective IBD management is
vital. Therefore, it is important for IBD patients to comply with
recommendations on diet, smoking, alcohol, and medications
to prevent worsening of the disease, and to inform their physi-
cian if symptoms worsen.

Does SARS-CoV-2 infection affect gastrointestinal
symptoms in IBD patients?

Statement 3

There is insufficient evidence that intestinal symptoms are
exacerbated by COVID-19 in IBD patients. If gastrointesti-
nal symptoms worsen in SARS-CoV-2-infected IBD pa-
tients, careful observation is necessary because the symp-
toms may have been caused by worsening of IBD itself.

The typical symptoms of COVID-19 infection are sore throat,
fever, cough, dyspnea, myalgias, fatigue, headache, and loss of
smell or taste,” but gastrointestinal symptoms can also ap-

pear occasionally.”

In COVID-19 case reports and retrospec-
tive studies, the rate of gastrointestinal symptoms varied from
3-79% and included anorexia (39.9%-50.2%), diarrhea (2.0%-
49.5%), vomiting (3.6%-66.7%), nausea (1.0%-29.4%), abdom-
inal pain (2.2%-6.0%), and gastrointestinal bleeding (4.0%-
13.7%).” In the United States, 61.3% of COVID-19 patients had
1 or more gastrointestinal symptoms, 20.3% had gastrointesti-
nal issues as the major symptom, and 14.2% complained of
gastrointestinal issues as the initial symptom."’ In patients
with COVID-19, the duration of diarrhea was 1-14 days (aver-
age duration, 5.4 +3.1 days) and the daily frequency of bowel
movements was 4.3+2.2."" Gastrointestinal symptoms can
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be caused by SARS-CoV-2 because its receptor, ACE2, is ex-
pressed in the intestinal mucosa.”*"* Viral RNA was detected
in the feces of up to 50% of patients with mild COVID-19
symptoms and remained detectable in the feces of more than
20% of infected patients after respiratory viral RNA became
negative."’

Because gastrointestinal issues such as diarrhea and ab-
dominal pain are the principal symptoms of IBD, it may be
difficult to determine whether these symptoms are due to
SARS-CoV-2 infection or exacerbation of IBD. In a meta-anal-
ysis of 7 studies of 1,325 IBD patients with COVID-19,” the
clinical symptoms were fever (67.53%), cough (59.58%), diar-
rhea (27.26%), rhinorrhea (27%), and dyspnea (25.29%).

In Surveillance Epidemiology of Coronavirus Under Re-
search Exclusion (SECURE-IBD), an international COVID-19
registry database for IBD patients, nausea, vomiting, and ab-
dominal pain were significantly more frequent in IBD patients
than in non-IBD patients. However, there was no significant
difference between the 2 groups in laboratory findings."® There
is no evidence of a correlation between specific clinical symp-
toms in IBD patients confirmed to have COVID-19 and labo-
ratory abnormalities such as inflammatory markers. Careful
observation is necessary because worsening of the gastroin-
testinal symptoms of IBD patients with COVID-19 may be
caused by exacerbation of IBD.

MANAGEMENT OF IBD

Should the long-term maintenance treatment
regimen for IBD be altered because of concerns
about SARS-CoV-2 infection during the COVID-19
pandemic?

Statement 4

It is recommended to maintain the treatment regimen in
IBD patients in remission and not infected with SARS-
CoV-2, even in COVID-19-endemic areas.

Because a large number of patients with IBD receive immu-
nomodulatory therapy, a question has been raised over
whether therapeutic agents for IBD increase the risk of SARS-
CoV-2 infection. Theoretically, immune-system dysfunction
could increase the risk of opportunistic viral infections'” and
decrease viral clearance. Alternatively, immunosuppression
could reduce the risk of the cytokine storm associated with
adult respiratory distress syndrome."

Several clinical studies have reported that patients on im-

www.irjournal.org



INTESTINAL RESEARCH

munomodulatory therapy do not have a higher risk of SARS-
CoV-2 infection or severe COVID-19 than the general popula-
tion. Most SARS-CoV-2 infections are asymptomatic or mild
in many immunocompromised individuals, including chil-

50,51

dren receiving chemotherapy,” transplanted patients,”™' and
patients with HIV (human immunodeficiency virus) infection
and/or AIDS (acquired immunodeficiency syndrome).”” A Chi-
nese study of 1,099 patients with COVID-19 detected only 2
immunocompromised patients, who did not progress to seri-
ous illness.”

According to the SECURE-IBD extended follow-up report,
which analyzed 1,439 IBD patients with COVID-19 from 47
countries, patients who received thiopurine monotherapy or
combination therapy with thiopurine and anti-tumor necrosis
factor (TNF) agents were approximately 4-fold more likely to
develop severe COVID-19 than those who received anti-TNF
monotherapy. In addition, there was a 1.7-fold higher risk of
severe COVID-19 in patients with IBD who received mesala-
mine/sulfasalazine than in those who did not. By contrast, an-
ti-TNF agents, anti-interleukin 12/23 agents (ustekinumab),
and integrin antagonists (vedolizumab) were not associated
with an increased risk of severe COVID-19.* Analysis of the
SECURE-IBD cohort data did not find an association between
use of tofacitinib and increased risks of hospitalization, ICU
admission, and severe COVID-19.”*

Given the clinical data available to date, the relationship be-
tween IBD treatment and severe COVID-19 infection remains
unclear. The BSG guidelines stratify the risk of severe COV-
ID-19 for patients with IBD into high-risk, moderate-risk, and
low-risk groups according to clinical characteristics.” The
high-risk group comprises IBD patients with comorbidities
such as pulmonary diseases, heart diseases, hypertension, and
diabetes; patients over 70 years of age; patients with moderate
to severely active disease not controlled by “moderate risk”
treatments; patients receiving intravenous or oral predniso-
lone 20 mg/day or more; patients who started treatment with
biologic plus immunomodulator or systemic steroids within
previous 6 weeks; patients with short bowel syndrome; and
patients requiring intravenous nutritional support. For the
high-risk group, the guidelines do not recommend discontinu-
ation or change of treatment regimen for IBD but, instead, rec-
ommend self-isolation from the general population (“shield-
ing”). The moderate-risk group comprises patients receiving
anti-TNF monotherapy, stable patients receiving combination
therapy with biologic and immunomodulator, and patients re-
ceiving ustekinumab, vedolizumab, thiopurines, methotrexate,
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calcineurin inhibitors, Janus kinase inhibitors (tofacitinib),
mycophenolate mofetil, thalidomide, and prednisolone <20
mg/day, for whom stringent social distancing was recom-
mended rather than stopping or changing treatment regi-
mens. The low-risk group comprises patients on 5-aminosali-
cylic acid (5-ASA), local agents for rectal therapy, budesonide
or beclomethasone, antidiarrheals, or antibiotics, for whom
social distancing was recommended.

A common recommendation in many countries is that
medical treatment for IBD should not be discontinued.”****
According to the guidelines of the AGA, patients with IBD
should continue their IBD therapies to maintain remission,
and care should be taken to prevent disease recurrence due to
discontinuation of IBD therapies. This is because if a patient
arbitrarily discontinues IBD medication due to concerns
about COVID-19 and IBD subsequently flares, the patient
may need systemic steroids or hospitalization, and may have
a poor clinical course. Strict social distancing, working at
home, meticulous hand hygiene, and isolation from infected
persons are important for preventing SARS-CoV-2 infection
among patients with IBD, as in the general population.”” It is
unclear whether the risk of severe COVID-19 is increased by
IBD treatment regimens, but IBD medications should be
maintained if the disease is in remission, even in SARS-CoV-2
endemic areas.

Is the use of corticosteroids safe in IBD patients
during the COVID-19 pandemic?

Statement 5

In IBD patients who are asymptomatic or have improved,
without SARS-CoV-2 infection, it is recommended that cor-
ticosteroids be reduced as soon as possible. However, the
decision should take into consideration IBD disease activity
and COVID-19 prevalence.

Systemic steroid use is associated with increased morbidity
and mortality in respiratory infections and various viral infec-
tions, including influenza, SARS-CoV, and MERS-CoV."*”* On
the other hand, because SARS-CoV, MERS-CoV, and SARS-
CoV-2 trigger production of large amounts of cytokines, ste-
roids had been used for patients with severe disease, with the
aim of reducing inflammation-induced lung damage. Howev-
er, steroid administration delayed viral clearance rather than
alleviating inflammation in SARS and MERS, and the evidence
for steroid treatment is poor.””* The WHO interim guidance

435



Yong Eun Park, et al. * IBD and COVID-19

recommends against routinely administering corticosteroids
for COVID-19.”

A New York matched cohort study that enrolled 80 IBD pa-
tients and 160 non-IBD patients with COVID-19 found that
IBD did not increase the risk of COVID-19, but moderate to
severe active disease and chronic steroid users has a high inci-
dence of COVID-19. However, that study was limited by the
small number of patients with active disease and steroid use."”
Another US. multicenter study reported an increased risk of
severe COVID-19 in IBD patients who received corticoste-
roids within 3 months before diagnosis of COVID-19 (30.98%)
compared to those who did not (19.25%) (unadjusted analy-
sis: relative risk, 1.60; 95% confidence interval [CI], 1.01-2.57;
P=0.04)."

Risk factors for severe COVID-19 were investigated in 525
IBD patients with COVID-19 in 33 countries using SECURE-
IBD. Thirty-seven patients (7%) progressed to severe disease,
and old age, 2 or more comorbid underlying diseases, and sys-
temic corticosteroid use were identified as risk factors." Be-
cause high-dose corticosteroids increase the risk of respiratory
and opportunistic infections in IBD patients,”"* the BSG guide-
lines recommend rapid dose reduction (10 mg/wk) if possi-
ble.” The Asian Pacific Association of Gastroenterology (APAGE)
recommends that dose reduction be considered in patients
on prednisolone >20 mg per day, depending on disease activ-
ity. Topical treatment or budesonide is recommended as an
alternative.”

Therefore, if an asymptomatic or clinically improving IBD
patient without SARS-CoV-2 infection in a SARS-CoV-2 en-
demic area is on high-dose systemic corticosteroids (prednis-
olone >20 mg/day), corticosteroids should be reduced as

INTESTINAL RESEARCH

soon as possible. The decision should be made considering
the clinical condition of the patient (Table 2).

Are there differences in prevention guidelines for
IBD patients in the COVID-19 pandemic era?

Statement 6

Asin the general population, IBD patients are advised to fol-
low personal hygiene practices and public health recom-
mendations, such as washing hands, wearing a mask, and
social distancing,

AllIBD patients should follow the same prevention guidelines
as the general population to reduce the risk of SARS-CoV-2 in-
fection, such as washing hands, wearing a mask, and social
distancing.”* Smoking cessation is recommended because
smoking can cause severe COVID-19 and increase IBD activi-
ty.” If possible, telecommuting (or working at home) is rec-
ommended and travel and frequent contact with others
should be avoided. If an IBD patient has persistent cough, cold
symptoms, fever, or rapidly deteriorating gastrointestinal
symptoms, they should be tested for SARS-CoV-2 infection ac-
cording to government guidelines. Although the BSG guide-
lines classified the risk level of IBD patients and recommend
very strict isolation for those at high risk,”* most guidelines, in-
cluding this statement, advise patients to comply with stan-
dard prevention policies for the general population for conve-
nience. However, because the clinical situation differs among
patients, it may be necessary for medical staff to counsel pa-
tients on COVID-19 risk and prevention according to the ther-
apeutic agent(s) used (refer to statement 4 for details).

Table 2. Recommended Therapeutics for SARS-CoV-2-Negative Inflammatory Bowel Disease Patients in Clinical Remission or Improve-

ment during the COVID-19 Pandemic

Medication

Recommendation

5-ASA Maintain
Budesonide Maintain
Corticosteroids

Immunomodulators (thiopurine/methotrexate) Maintain

Anti-TNF (infliximab, adalimumab, golimumab)

Reduce if possible (do not exceed prednisolone 20 mg/day, and rapid reduction is recommended)

Maintain, avoid drug changes if possible in stable patients

SARS-CoV-2, severe acute respiratory syndrome coronavirus-2; COVID-19, coronavirus disease 2019; 5-ASA, 5-aminosalicylic acid; TNF, tumor necrosis

Vedolizumab Maintain
Ustekinumab Maintain
Tofacitinib Maintain
factor.
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Is the treatment of IBD patients newly diagnosed with
IBD or suddenly worsening during the COVID-19
pandemic different from the standard guidance, as
before the COVID-19 pandemic?

Statement 7-1

For patients with newly diagnosed or exacerbated IBD, test-
ing to rule out COVID-19 should be considered if the symp-
toms cannot be differentiated from those of COVID-19.

Statement 7-2

Patients with newly diagnosed or exacerbated IBD should
follow the IBD treatment guidelines recommended before
the COVID-19 pandemic.

Although there is little evidence that SARS-CoV-2 worsens
IBD, COVID-19 can cause diarrhea and abdominal pain, so it
is sometimes difficult to distinguish whether a patient has
worsening of IBD symptoms or symptoms of COVID-19. The
European Crohn’s and Colitis Organisation (ECCO) guide-
lines therefore recommend that IBD patients should be
screened to rule out SARS-CoV-2 infection if their intestinal
symptoms worsen."* In a recent ECCO survey of clinicians,”
approximately 75% of respondents stated that COVID-19 test-
ing was not necessary in patients with asymptomatic IBD, and
62.8% stated that asymptomatic IBD patients on immuno-
modulatory treatment do not need a SARS-CoV-2 test. How-
ever, 54.6% of respondents stated that SARS-CoV-2 is neces-
sary for IBD patients with symptoms suspicious for COV-
ID-19. Because viral shedding is maximal in early SARS-CoV-2
infection, and the virus can be transmitted by asymptomatic
patients, if IBD patients who visit hospital frequently have a
myalgia, sputum, diarrhea, loss of smell or taste, or a history of
contact with an infected person, they should be tested imme-
diately, and protective measures implemented.

To date, studies on the influence of new drug administra-
tion in IBD patients with newly diagnosed or exacerbated
diseases are lacking. The ECCO-COVID Task Force recom-
mends that active IBD be treated according to standard guide-
lines, as before the COVID-19 pandemic." Therefore, SARS-
CoV-2 infection should be excluded in IBD patients with
worsened intestinal symptoms that are difficult to differenti-
ate from COVID-19-related symptoms. Standard treatment
guidelines should be followed if these patients do not have
COVID-19 infection. However, the choice of drug should con-
sider the prevalence of COVID-19, whether the patient is in-
fected, and their IBD activity.
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During the COVID-19 pandemic, should IBD
patients on maintenance treatment with intravenous
biologics change their medications to reduce the
number of hospital visits?

Statement 8

There is no need to switch from intravenous biologics to
oral administration or subcutaneous injections to reduce
the number of hospital visits for IBD patients. Patients
should follow personal hygiene and quarantine guidelines
and maintain regular intravenous biologic treatments.

Concern has been raised about frequent hospital visits during
the COVID-19 pandemic for patients with IBD receiving rou-
tine intravenous therapy (e.g. infliximab, ustekinumab, and
vedolizumab). An International Organization for the Study of
Inflammatory Bowel Disease (IOIBD) consensus recom-
mended that regular visits to hospital for intravenous treat-
ment be continued on the condition that COVID-19 screening
protocols or quarantine guidelines are followed.”" Protocols
or quarantine guidelines should include prescreening for CO-
VID-19 exposure and symptoms, fever screening, maintaining
a minimum distance of 2 m, hand sanitizer, and provision of

387 Elective switch-

masks and gloves at the hospital entrance.
ing from infliximab to adalimumab is associated with intoler-
ance and loss of efficacy within 1 year.” This is a reason for not
electively switching intravenous infliximab infusion to subcu-
taneous adalimumab injection to reduce the number of hos-
pital visits during the COVID-19 era.

The ECCO guidelines™ advise telemedicine or remote mon-
itoring for IBD patients unable to visit a hospital. There were
several studies on telemedicine before the COVID-19 era.
These involved a specific symptom questionnaire and stool
calprotectin test at home and counseling by telephone. In
those studies, telemedicine was as safe as conventional follow-

48,69,70

up for IBD patients. Telemedicine has been temporarily
permitted in South Korea during the COVID-19 pandemic to
reduce the number of unnecessary appointments.

In Korea, hospitals comply with quarantine guidelines in-
cluding fever screening and an interview before admission,
social distance, hand sanitizing, and wearing a mask, which
enable safe injection therapy. However, if the symptoms of an
IBD patient who attends hospital for injection treatment can-
not rule out COVID-19, the patient should be tested for SARS-
CoV-2 infection before their appointment and consult with
medical staff.
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MANAGEMENT OF PREGNANT IBD PATIENTS
DURING THE COVID-19 PANDEMIC

What are the guidelines for pregnant IBD patients
during the COVID-19 pandemic?

Statement 9-1

Pregnant IBD patients should be considered at high risk of
COVID-19, but treatment should not be changed for those
in remission and not infected with SARS-CoV-2.

Statement 9-2

If a pregnant IBD patient is confirmed to have COVID-19,
5-ASA can be maintained, but thiopurine and corticoste-
roids should be discontinued or reduced depending on dis-
ease activity.

Although not immunosuppressed, women in pregnancy are
more vulnerable to viral infection due to a reduced cell-medi-
ated immune response.” Also, pregnancy is associated with
increased severity of respiratory illnesses, such as SARS,
MERS, and influenza.”" Therefore, pregnant IBD patients
should be considered at high risk of developing severe COV-
ID-19. Although evidence is sparse, the rate of ICU admission
of COVID-19-positive women in pregnancy or postpartum
was higher compared to women of the same age group in a
recent Swedish study.” Moreover, spontaneous abortion was
reported in a COVID-19-positive woman with severe active
ulcerative colitis in the first trimester.”” Therefore, strict per-
sonal protective measures such as hand hygiene and social
distancing are vital for pregnant IBD patients and their family.
If a family member is confirmed to have COVID-19, pregnant
women with IBD should be tested for COVID-19 immediately
and inform their attending physician as soon as possible.

There is an increased risk of venous thromboembolic events
in pregnant and postpartum women.” Because the risk of ve-
nous thromboembolism is high in patients with IBD and
those with severe COVID-19, the ECCO guidelines recom-
mend that all hospitalized pregnant women with IBD receive
anticoagulant prophylaxis.”

Despite a dearth of data, the ECCO guidelines suggest that
pregnant women with IBD in a stable state be treated identi-
cally as before the pandemic if not infected with SARS-CoV-2.”
However, in pregnant patients with new-onset IBD or a re-
lapse of IBD during the COVID-19 pandemic, it is recommend-
ed to avoid corticosteroids if possible and not to start thiopu-
rine. Cyclosporine or an anti-TNF agent may be considered as
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an alternative treatment for active IBD in this situation, but the
decision should consider the patient's condition, such as dis-
ease location and severity.

If pregnant IBD patients diagnosed with COVID-19 are in re-
mission, discontinuation of all IBD medications except 5-ASA
and close monitoring is recommended. If a pregnant IBD pa-
tient diagnosed with COVID-19 has active disease, discontinu-
ation or tapering of thiopurine and corticosteroids should be
decided based on disease severity, and alternative treatments
including budesonide, exclusive enteral nutrition, cyclospo-
rine, and anti-TNF should be considered. If the patient is in the
third trimester of pregnancy, delivery should also be consid-
ered. IBD medication discontinued due to COVID-19 may be
restarted after 2 negative SARS-CoV-2 reverse transcriptase
polymerase chain reaction tests using nasopharyngeal swabs.”

Breastfeeding is not a contraindication in IBD patients dur-
ing the pandemic, and neonate breastfeeding can be contin-
ued if the mother is clinically stable even with COVID-19 in-
fection.”" Although viral transmission from mother to neo-
nate is possible by close contact and respiratory droplets,
WHO encourages breastfeeding because the potential benefit
of breastfeeding and skin-to-skin contact between mother and
baby outweighs the risk of infection,” but only with strict hy-
giene including hand washing and wearing face masks during
lactation. Bottle-feeding by healthy assistants is an alternative
if the mother is unable to cope with the fear of transmission.

In summary, pregnant women with IBD and their partners
should take stringent prevention measures, and current IBD med-
ications should be continued in patients with stable disease or in
remission if not infected with SARS-CoV-2. When confirmed CO-
VID-19 positive, thiopurine and corticosteroid should be stopped
if possible but not 5-ASA, and delivery can be considered to pro-
ceed in the third trimester. Anticoagulant prophylaxis should be
provided to all hospitalized pregnant IBD patients. Breastfeeding
is not an absolute contraindication and can be decided in consul-
tation with the pregnant woman, her family, and the medical staff.

MANAGEMENT OF PATIENTS WITH SUSPECTED
OR CONFIRMED COVID-19

Should IBD treatment be changed in patients with
suspected or confirmed COVID-19?

Statement 10

In IBD patients with suspected or confirmed COVID-19, stop-
ping and restarting immune-modifying medications should
be decided based on COVID-19 severity and IBD activity.

www.irjournal.org
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For IBD patients with suspected or confirmed COVID-19, IBD
medication is recommended based on the clinical course and
prognosis. However, this is controversial, and a flexible stance
is warranted.

According to the SECURE-IBD study, 7% of IBD patients in-
fected with SARS-CoV-2 progressed to severe COVID-19, de-
fined as ICU admission, ventilator use, and/or death. Old age,
2 or more comorbidities, and systemic corticosteroid use are
risk factors for severe COVID-19, and systemic corticosteroid
use, in particular, was strongly associated with severe COV-
ID-19 (adjusted odds ratio, 6.9; 95% CI, 2.3-20.5) and death
(adjusted odds ratio, 11.62; 95% CI, 2.09-64.74)." In a large
French cohort study, the risk of hospitalization for COVID-19
was analyzed according to IBD medication. The hazard ratio
was 0.94 for immunomodulatory agents, 1.05 for anti-TNF
monotherapy, 0.8 for anti-TNF combination therapy, 1.06 for
vedolizumab, 1.25 for ustekinumab, and 0.80 for 5-ASA. None
of these drugs were significantly associated with the risk of
hospitalization. However, in patients on corticosteroids/
budesonide, the hazard ratio of hospitalization for COVID-19
increased to 1.64. There was no significant association be-
tween use of corticosteroids/budesonide and ventilator use
and death.” I0IBD™ and the AGA™ recommends that high-
dose steroids be reduced or changed to budesonide as soon
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as possible, and budesonide be used for mild disease. Howev-
er, in patients at risk of adrenal insufficiency due to long-term
steroid use, caution is needed when reducing corticosteroid
doses.

According to multiple guidelines and recommendations
from expert groups, oral or topical 5-ASA is safe and can be
maintained for IBD patients with suspected or confirmed CO-
VID-19.”" In contrast, thiopurine, methotrexate, biologics, and
tofacitinib are recommended to be discontinued immediately,
not only in acute COVID-19 but also in individuals suspected of
being in close contact with a confirmed COVID-19 individu-
al. > **® For asymptomatic SARS-CoV-2-infected IBD patients
or those who have been in close contact with confirmed COV-
ID-19 cases, these medications should be discontinued, and
the patients observed for 10-14 days; the medications can be
restarted if there are no symptoms of COVID-19. This is based
on infected patients in the general population, in whom COV-
ID-19-related symptoms developed within 14 days of close
contact with an infected person or confirmed infection. Among
residents of nursing homes, 89% of asymptomatic patients
confirmed positive for the virus developed COVID-19 symp-
toms within 7 days.”* Restarting IBD medications in symp-
tomatic COVID-19 patients can be considered if the patient is
fever-free for at least 3 days and respiratory symptoms improve,

Table 3. Recommended Therapeutics in Inflammatory Bowel Disease Patients Infected with SARS-CoV-2

Exposed patients to SARS-CoV-2 or
Drug SARS-CoV-2 test positive patients
without COVID-19 symptoms

COVID-19 confirmed patient
(symptomatic)

5-ASA

Corticosteroids

Maintain.

but reduce the dose if possible.

Do not continuously use prednisolone at 20 mg
or more per day. Consider dose reduction as

soon as possible.

Immunomodulators
(thiopurine/methotrexate)

Anti-TNF (infliximab, adalimumab,
golimumab)

COVID-19, restart.

COVID-19, restart.

Vedolizumab
COVID-19, restart.

Ustekinumab
COVID-19, restart.

Tofacitinib
COVID-19, restart.

Use when necessary (e.g., acute exacerbation),

Withhold for 10-14 days, and if no symptoms of
Withhold for 10-14 days, and if no symptoms of
Withhold for 10-14 days, and if no symptoms of
Withhold for 10-14 days, and if no symptoms of

Withhold for 10-14 days, and if no symptoms of

Maintain.

Use when necessary (e.g., acute exacerbation), but reduce
the dose if possible.

Do not continuously use prednisolone at 20 mg or more
per day. Consider dose reduction as rapidly as possible.

Withhold for at least 14 days. Restart at least 3 days after
recovery” or negative results on 2 consecutive PCR tests.

Withhold for at least 14 days. Restart at least 3 days after
recovery” or negative results on 2 consecutive PCR tests.

Withhold for at least 14 days. Restart at least 3 days after
recovery” or negative results on 2 consecutive PCR tests.

Withhold for at least 14 days. Restart at least 3 days after
recovery” or negative results on 2 consecutive PCR tests.

Withhold for at least 14 days. Restart at least 3 days after
recovery’ or negative results on 2 consecutive PCR tests.

*Defined as no fever and improved respiratory symptoms.

SARS-CoV-2, severe acute respiratory syndrome coronavirus-2; COVID-19, coronavirus disease 2019; 5-ASA, 5-aminosalicylic acid; TNF, tumor necrosis

factor; PCR, polymerase chain reaction.
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or if 2 consecutive virus tests are negative.” The recommend-
ed medications in IBD patients infected with SARS-CoV-2 are
shown in Table 3.

In the clinical setting, discontinuation and resumption of
IBD medications should be discussed on a case-by-case basis
according to IBD disease activity and the types of medica-
tions, referring to the principal recommendations. The IOIBD
and the AGA recommend that the treatment plan for IBD pa-
tients infected with SARS-CoV-2 be adjusted based on COV-
ID-19 severity and IBD activity.”****
has mild COVID-19 or severe IBD, resuming the discontinued

For example, if a patient

IBD medications earlier would be considered. By contrast, if a
patient has severe COVID-19 and mild IBD, resumption of
IBD medications should be delayed.

CONCLUSION

During the COVID-19 pandemic, the care of IBD patients at
high risk of immunosuppression is a challenge for medical
staff and patients. IBD is not a risk factor for COVID-19, and
care should be taken not to exacerbate IBD in patients in re-
mission or a stable state by maintaining their medications, ex-
cept for corticosteroids. In IBD patients who develop COV-
ID-19, it is necessary to re-evaluate treatments that have been
maintained, and whether a drug should be stopped or restart-
ed should be decided based on IBD activity and COVID-19
severity. We hope that this recommendation will enhance the
care of patients with IBD and assist in the fight against the CO-
VID-19 pandemic.
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