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THE STORY OF COVID-19

In December 2019, a sequence of pneumonia cases
of unknown etiology appeared in Wuhan, China.! The
National Health Commission of the People’s Republic
of China later announced that a novel coronavirus, now
named Coronavirus disease 2019 (COVID-19) by the World
Health Organization, was responsible for the outbreak.? The
number of new cases is rising every day despite the varia-
bility of the documented cases among countries and regions,
reaching more than 14 million confirmed patients worldwide
with approximately 618,017 patient deaths up to the writing
of this article.?

Fever, cough, and sore throat are the most common
symptoms encountered among the patients with confirmed
COVID-19. The spectrum of symptomatic COVID-19
ranges from mild respiratory symptoms to a severe form of
pneumonia that requires mechanical ventilation and ends
with progression to acute respiratory distress syndrome or
multi-organ failure.* The difference in the registered number
of cases in each country depends largely on the number of
individuals tested.

Until now, Egypt saw a slowly rising curve with approx-
imately 89,745 confirmed cases and 4440 deaths through the
time of writing this manuscript. This number of registered
cases, despite its continued rise, did not yet reach critical num-
bers that could affect medical services.> However, regulations
are established in Egyptian hospitals to limit elective admis-
sions and halt unnecessary interventions.

Received for publications May 14, 2020; Editorial Decision June 18, 2020.
From the Tropical Medicine Department, Faculty of Medicine, Ain Shams
University, Cairo, Egypt
Conflicts of Interest: The authors declare no conflicts of interest that could have
appeared to influence the work reported in this article. The authors declare that they
have no known competing financial interests or personal relationships that could
have appeared to influence the work reported in this article. No funding was received
for this work from any organization.
Address correspondence to: Mohamed Eltabbakh, 10th Settlement, Nasr City,
Cairo, Egypt. E-mail: dr_mohamed_eltabbakh@med.asu.edu.eg.
© 2020 Crohn’s & Colitis Foundation. Published by Oxford University Press.
All rights reserved. For permissions, please e-mail: journals.permissions@oup.com.
doi: 10.1093/ibd/izaal95
Published online 29 August 2020

Inflamm Bowel Dis ® Volume XX, Number XX, XX 2020

Because medical professionals followed strict pre-
cautions and guidelines in dealing with patients with in-
flammatory bowel disease (IBD) in Wuhan, China, no
registered patients with IBD in one center were infected
with COVID-19. In this group of 318 patients with IBD—
most of whom were on immunosuppressive therapy—strict
precautions and proper handling of patients resulted in a
good outcome.®

THE SITUATION REGARDING IBD IN EGYPT

Unlike for diseases such as hepatitis C virus and
cancer, Egypt presents no formal registry for patients with
IBD.” In fact, IBD always seemed to be rare in the Middle
East and Northern Africa. In Mediterranean countries,
the prevalence of patients with IBD was estimated at 5 per
100,000 in urban areas.® That low number of IBD cases is
accompanied by a small number of studies reporting on
IBD in Egypt.

However in the past few years, the incidence of IBD in
Egypt has increased, possibly due in part to increased aware-
ness.” This can also be attributed to the fact that as countries
become westernized, they show an increased incidence of ul-
cerative colitis (UC) and Crohn’s disease (CD).’

In their study, Esmat et al'” reported that most of their
patients with UC presented with mild distal or left-sided
colitis (approximately 85%), whereas 11.9% of the patients
presented with a severe form of UC. This agrees to some ex-
tent with another study® based on the endoscopic diagnosis
of UC, which showed that 27% of patients presented with
severe UC.

The extent and severity of the disease naturally ex-
hibit an impact on its management and treatment, with
treatment ranging from topical therapies (aminosalicylates
[5-ASAs] and steroids) to systemic therapies (steroids, 5-ASA,
immunomodulators such as azathioprine, biological therapy
such as anti-TNF agents [eg, infliximab and adalimumab],
anti-adhesion molecules such as vedolizumab, and anti-in-
flammatory cytokines such as ustekinumab), and finally sur-
gical options. The drugs used in IBD management generally
exhibit an immunosuppressant effect, which might be associ-
ated with side effects.”®
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GUIDELINES FOR THE MANAGEMENT OF IBD

DURING THE COVID-19 PANDEMIC

The COVID-19 pandemic resulted in a very high need
for hospitalization for symptomatic cases. European hos-
pitals started to intensively reduce elective activities to pre-
pare for high numbers of COVID-19-related admissions.!
This demonstrates an effect on patients with diseases that
require regular and continuous follow-up, including IBD
patients.

Severe acute respiratory syndrome coronavirus 2 (SARS-
CoV-2) is able to use angiotensin-converting enzyme 2 (ACE2)
proteins as an entry receptor to ACE2-expressing cells but not
other cells.!" Evidence exists that ACE2 proteins are expressed
in the glandular cells of gastric, duodenal, and rectal epithelia,
presenting them as host cells.!”> The continuous positive detec-
tion of the viral RNA from feces suggests that the infectious
virions are secreted from the virus-infected gastrointestinal
cells, and therefore, the feco-oral route should be considered."

As of March 20, 2020, 15 cases of IBD with COVID-19
were reported in the United States.!* Different societies involved
in the management of IBD issued expert opinions and interim
guidelines for treatment and endoscopy to ensure adequate
management of IBD patients during the COVID-19 pandemic.
These included China," Italy,'® and the United States.!”

The use of steroids may lead to uncontrolled sepsis and
intercurrent infections.'® Infliximab therapy is associated with
an increased incidence of respiratory infections and, particu-
larly, the potential reactivation of tuberculosis. Common side
effects of adalimumab include respiratory infections and si-
nusitis.” This poses the question of whether an increased risk
for COVID-19 infection, complications, and mortality exists
among patients with IBD.!* That is in addition to the fact that
the IBD itself could cause immune dysfunction, as different
studies confirmed that CD, for example, may lead to immuno-
deficiency owing to a malfunction of macrophages and defec-
tive response to bacteria in the intestine.?

The economic and political situation imposed by the ex-
ponential increase in COVID-19 cases should also be taken into
consideration. As mentioned previously, the nature of IBD and
the fact that our knowledge of SARS-CoV-2 is still lacking,
with new information arising each day, reveal the need for in-
ternational guidance concerning IBD during the pandemic.
Most societies with incidence of IBD have an agreement re-
garding the fact that the risk of COVID-19 infection is mostly
not different between the general population and patients with
IBD. They share the advice that all patients in stable remission
should continue their therapies and delay all nonurgent medical
procedures, including colonoscopies.'>!7

Issued guidelines place special emphasis on the role of
social distancing and washing and sanitizing hands as a precau-
tion for the general public to prevent the spread of COVID-19.
Hospitals should adopt measures to continue medical care and

prevent the spread of infection between patients and their med-
ical staff.”!

However, some differences exist between societies re-
garding the cessation of immunomodulators and/or biologics
in patients with IBD, regardless of whether they were infected
with SARS-CoV-2 or not. The primary recommendations of
several IBD societies for dealing with patients with IBD are
summarized in Table 1.

OUR IBD UNIT

Our IBD unit in the Tropical Medicine Department, Ain
Shams University Hospitals, Cairo, Egypt, which is one of the
largest tertiary hospitals in Egypt, started its work in 2011.We
follow approximately 200 patients with IBD per year from all
over Egypt (rural and urban areas). Our unit offers all types of
services for patients with IBD, beginning with diagnostic eval-
uation and all types of treatment, including some types of bi-
ological treatment in our infusion center, and follow-up of our
patients.

Regarding our patients with IBD, 80.5% presented with
UC, and 19.5% presented with CD. Most of the UC cases
presented to our department as moderate disease (55.9%),
according to the criteria of Trulove and Witts, whereas most
of the CD cases presented to us as moderate to severe disease
(66.7%), according to the CD Activity Index. Approximately
73% of our patients are maintained on azathioprine (2.5 mg/
kg), and 19% of our patients with IBD are controlled on bio-
logical therapy (either infleximab or adalimumab).

Since the COVID-19 outbreak started, our hospital was
involved in the management of patients with COVID-19, re-
quiring many clinicians to be reassigned to manage COVID-
19-infected inpatients.

Our patients with IBD were significantly worried re-
garding whether they were at a higher risk of contracting the
COVID-19 infection, the effect of their IBD medications on the
course of infection, and the expected prognosis. Fortunately,
since the start of the outbreak up through the writing of this
manuscript, only 2 patients with IBD in our department tested
positive for COVID-19 infection.

At first, we began to phone our patients and send them
regular messages to strictly follow the general recommenda-
tions of the World Health Organization for protection against
COVID-19.% These recommendations included the following:

» Regularly and thoroughly clean hands with an alcohol-based hand
rub or wash them with soap and water.

* Clean surfaces with an alcohol-based sanitizer where infected
droplets may lie.

* Maintain at least 1 m (3 feet) distance from anyone who is coughing
or sneezing.

* Avoid touching eyes, nose, and mouth. A mask may help in
preventing this.

* One should stay at home if one feels unwell.
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* Wear a mask to protect yourself as well as to avoid infecting other
people, even in case of mild symptoms and in any case in which the
recommended distance cannot be kept.

* Wear gloves when going shopping and all other outside activities to
minimize the risk of hand contamination.

* Avoid using public toilets as much as possible, as the toilet bowl,
sink, and door handle can be contaminated.

By the middle of March 2020, all of our noncritically ill
and stable patients with IBD were discharged from our unit
with strict follow-up.

HOW DID THE COMMUNICATION BETWEEN
PATIENTS AND IBD DOCTORS TAKE PLACE IN
OUR UNIT?

Communication was managed through direct phone con-
nection (calls and messages via What’s App). Patients in our
IBD unit were provided with the official phone contact of the
group for emergency situations and laboratory feeds at any
time, saved by the patient’s name and his group ID number.
Regular circulars are also sent to all patients, which include
epidemic health precautions, warning signs, reminders for fol-
low-up dates, and new treatment prescriptions (electronic pre-
scriptions) or required labs.

In addition, a live weekly IBD team meeting was con-
ducted through the Zoom app. The weekly meeting was held
for all group members to discuss newly diagnosed cases and
follow-up on existing patients to adjust treatment when indi-
cated. A multidisciplinary approach in management is always
guaranteed with the team, comprising members from colorectal
surgery, pathology, radiology, and nutrition staff.

THE STRATEGY FOR MANAGING IBD PATIENTS
IN OUR UNIT DURING THE COVID-19
PANDEMIC

Patients in Stable Remission

Following general precautions was more important
than ever. Patients were instructed to inform us immediately if
they experienced any suspicious symptoms (fever, cough, sore
throat) or exacerbation of their symptoms. Routine follow-up
visits and endoscopies were postponed, and follow-up was con-
ducted by phone.

We recommend continuing the same treatment for
patients with IBD, including 5-ASA, azathioprine, and bi-
ological therapy, to avoid relapse, which might require an
emergency room visit, hospitalization, or steroid induction.
All of these could consequently increase a patient’s risk of
contracting COVID-19 infection. Weekly follow-up and de-
cision-making were replaced by online meetings to avoid
face-to-face contact.

4

In Case of IBD Flare

When patients reported exacerbations of their symp-
toms, urgent laboratory investigations (complete blood count,
erythrocyte sedimentation rate, and C-reactive protein) were re-
quested to classify the degree of the disease (mild, moderate, or
severe) according to the criteria of Trulove and Witts for UC
and the Clinical Disease Activity Index for CD.

Then, patients were managed accordingly. In mild cases,
we only adjusted the treatment regimens at home. In moderate
cases, we applied an oral short course of steroid therapy along
with oral ciprofloxacin (500 mg/12 h for 5 d) and oral metroni-
dazole (500 mg/8 h for 5 d) with strict follow-up of the clinical
situation by our IBD specialists through What’s App. In severe
cases, we considered an urgent IBD clinic visit for the patient,
with the possibility of admission.

The following steps illustrate a patient’s pathway upon
entering our hospital:

* In the triage emergency room, the patient was thoroughly asked
about the history of contact with anyone with COVID-19, recent
travel to endemic areas, respiratory symptoms, fever, or recent loss
of taste or smell. If any of these were positive, the patient was
transferred directly to a triage section where labs (complete blood
count, erythrocyte sedimentation rate, and C-reactive protein,
ferritin, D dimer), chest computed tomography, and polymerase
chain reaction (PCR) testing for COVID-19 were performed.

» Patients who tested positive for COVID-19 were transferred di-
rectly to a special building within the hospital’s campus dedicated
to isolating COVID-19-positive patients. To plan for an increase
in cases, university authorities dedicated the university hospital
in Alobour city as a back-up hospital for COVID-19 isolation,
making this the largest isolation university hospital in Egypt.

» Patients who tested negative for COVID-19 were admitted to the
regular ward rooms following specific regulations established by
the infection control unit, which include placing a single patient
per room, use of full personal protective equipment (PPE) for doc-
tors and nurses, no visitors allowed for the patients, and a daily
evaluation to detect any suspicious symptoms of COVID-19.

» If a patient presented with gastrointestinal flare alone (eg, diar-
rhea) with no other symptoms suspicious for COVID-19, that pa-
tient moved through the triage without COVID-19 testing unless
any suspicious labs or symptoms developed. However, this differ-
ential diagnosis was kept in mind while managing patients pre-
senting with flare in the ward (activity vs early COVID-19) with
close follow-up.

All IBD staff was obliged to wear all PPE during contact
with patients. From the beginning, our surgical team was en-
gaged in follow-up and decision-making. Urgent lab investiga-
tions were performed to exclude causes of activity (Clostridium
difficile invasion or other pathogens), along with blood and
stool culture and sensitivity. Short unprepared sigmoidoscopy
was also sometimes considered for newly diagnosed cases or
to rule out cytomegalovirus infection after applying full PPE
for our endoscopy staff. Cross-sectional abdominal imaging
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(pelviabdominal computed tomography) was also sometimes
considered to exclude collections, fistulae, or abscesses.

We considered starting short-term intravenous hydro-
cortisone (100 mg/6 h) along with appropriate antibiotics
according to the culture and sensitivity. Thiopurines and meth-
otrexate were avoided at this time. We considered early use of
biological therapy for severe cases if they did not respond to
intravenous hydrocortisone within 5 days.

The biological therapies available in our unit are
infleximab, adalimumab, and golimumab. Vedolizumab,
ustekinumab, and tofacitinib are not available in our unit. We
preferred to start with adalimumab for newly diagnosed cases
to avoid the need for inpatient infusion.

If the patient demonstrates improvement, we considered
early home discharge with strict follow-up with our IBD spe-
cialists through direct phone connection using the IBD unit’s
official phone number, which allows the receipt of follow-up
feeds regarding the patient’s general condition, new labs, in-
quiries, and emergency calls if necessary. Each of these feeds
is discussed weekly during our IBD team meeting through the
Zoom app (Fig. 1).

CASE SERIES

In total, 11 patients with IBD presented to our unit in
April and May 2020. Of these, 7 patients presented with UC,
and the remaining 4 presented with CD. Of the 4 patients
with CD, 1 was stable on adalimumab, whereas the 3 others
presented with fistulizing CD (management will be discussed
later) and were admitted at our unit at Ain Shams University
Hospitals. All patients with CD presented with the ileocecal
phenotype of the disease. Of the 7 patients with UC, 3 were on
maintenance biological therapy (adalimumab or infliximab), 2
were started on a loading dose of biologics due to severe UC,
and 2 presented with fever and respiratory symptoms suspi-
cious of COVID-19. These 2 patients were subsequently tested,
and the result was positive, so they were admitted to an iso-
lation hospital. From the beginning of the outbreak in Egypt
until the writing of this manuscript in May 2020, these 2 pa-
tients were the only IBD patients in our department with con-
firmed COVID-19 infection (Table 2).

Case 1

The first case positive for COVID-19 was a 40-year-old
woman diagnosed with left-sided UC 2 years ago after devel-
oping attacks of chronic diarrhea of 6 months’ duration. She
was in remission on oral 5-ASA (3 g/d). Unforunately, in the
begining of April 2020, she developed a fever (high grade, con-
stant through the day) with a dry cough and generalized fatigue,
without any response to ordinary management. She presented
with no history of close contact with a confirmed case of
COVID-19 or recent history of traveling outside Egypt. She
contacted our team by phone. The patient was asked to present

to our emergency room, where she was triaged. Laboratory
tests were ordered, which revealed marked lymphopenia, high
ferritin level, and D dimer. High resolution chest computed to-
mography revealed peripheral ground glass apperance in both
lung lobes. Polymerase chain reaction for COVID-19 was pos-
itive. She was admitted to our isolation hospital. Personnel in
the emergency room and triage system were protected with full
PPE, nessiciating no isolation actions. The patient’s family was
informed by a member of our IBD unit and given adequate iso-
lation instructions and warning symptoms to report.

The patient received hydroxychlorochine (400 mg) twice
as a loading dose on day 0, then 200 mg twice per day plus
oseltamivir (75 mg) twice daily, along with low molecular
weight heparin (prophylactic dose) and azithromycin (250 mg)
twice per day with continuation of 5-ASA (3 g/d). She did not
develop any gastrointestinal tract symptoms during this period.
In the next few days after admission, her fever subsided, and
her cough improved. Two successive negative PCR tests for
COVID-19 were obtained on day 10 and 12. The patient was
dischaged in very good condition with continued home isola-
tion for 2 weeks.

Case 2

The second case positive for COVID-19 was a 36-year-
old woman diagnosed with ulcerative proctitis 3 years ago. She
was controlled on oral 5-ASA (3 g/d), along with a mesalamine
supposatory (1000 mg) once per day. She developed a high-
grade fever along with dry cough in mid-April 2020. The pa-
tient was instructed to present to our emergency room, where
she was triaged. Complete blood count, erythrocyte sedimen-
tation rate, C-reactive protein, ferritin, and D dimer tests
were ordered. The results were compatible with COVID-19.
Polymerase chain reaction for COVID-19 was requested, and
the result was positive. She was admitted to our isolation hos-
pital and received the same protocol of treatment as described
for Case 1, with continuation of her UC treatment. She im-
proved with 2 successive negative PCR tests on days 7 and 9
and was then discharged to home.

MANAGEMENT OF 3 CASES WITH FISTULIZING
ILEOCECAL CD HOSPITALIZED DURING THE
COVID-19 PANDEMIC

Case 3

Case 3 was a 32-year-old man with newly diagnosed
ileocecal CD by biopsy. He was on prednisolone (40 mg) with
gradual tapering and azathioprine (2.5 mg/kg). He developed a
new onset of fever, abdominal pain, and purulent discharge at
the right iliac fossa with no pulmonary symptoms. The patient
was instructed to present to our emergency room, where he was
triaged. After the exclusion of COVID-19 infection as men-
tioned previously, new pelvic abdominal computed tomography

5
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FIGURE 1. Flowchart showing the management of IBD cases according to disease severity.
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TABLE 2. Summary of Cases Presented to our IBD Unit in April and May 2020

Case 1 Case 2 Case 3 Case 4 Case S
Type of IBD CD CD CD CD Left-sided UC
Sex F M M M M
Medical therapy =~ Adalimumab 5-ASA, prednisolone,  Adalimumab Infliximab 5-ASA, prednisolone,
(maintenance) and azathioprine (maintenance) (maintenance) and azathioprine
History of bowel No Yes Yes No Yes
surgery
C/p Symptom free Abdominal pain and Abdominal pain, Abdominal pain Bloody diarrhea (steroid
purulent discharge diarrhea, and and purulent resistant UC)
purulent discharge discharge
Cause of presen- Maintenance dose Fistulizing CD Fistulizing CD Fistulizing CD Loading dose of
tation of adalimumab Right iliac fossa Left iliac fossa Right iliac fossa adalimumab
abscess abscess collection
Hospitalization No Yes Yes Yes No
Case 6 Case 7 Case 8 Case 9 Cases 10 and 11
Type of IBD Extensive UC Extensive UC Extensive UC UC (pancolitis) Left sided UC (10)
ulcerative proctitis (11)
Sex F F F F F
Medical therapy ~ 5-ASA, prednisolone, Adalimumab (mainte- Adalimumab (main- 5-ASA and 5-ASA
and azathioprine nance) tenance) azathioprine
History of bowel No No No No No
surgery
C/P Bleeding per rectum Mild abdominal pain ~ Symptom free Bleeding per Fever with dry cough
and abdominal pain rectum (de- No GIT related
(steroid-dependent pendent UC) symptoms
UC)
Cause of presen-  Loading dose of Maintenance dose of ~ Maintenance dose of  Loading dose of Suspicion of IBD
tation infliximab adalimumab adalimumab infliximab activity.

Exclusion of COVID-19
infection (swab result
was positive)

Hospitalization No No No No The patients were
admitted to an
isolation hospital)

revealed active ileocecal penetrating CD complicated by ab- Case 4

scess formation tracking to the abdominal wall and subsequent
enterocutaneous fistula formation.

The surgical team in our unit recommended conserva-
tive treatment. We began empirical antibiotics and metroni-
dazole. Intravenous hydrocortisone (100 mg/6 h) was started
shortly after antibiotics. Over the next few days, the patient’s
fever began to subside, and a decreasing amount of purulent
discharge occurred. The patient did not require draining of the
abscess transcutaneously.

After 10 days of conservative treatment, the collection
was significantly drained. After discussion with our team and
surgeons, we decided to prepare the patient for adalimumab.
The patient started induction (160 mg) of adalimumab with
gradual tapering of prednisolone (5 mg/week). The patient was
discharged with strict follow-up with our team as described
previously.

Case 4 was a 38-year-old man with ileocecal CD main-
tained on adalimumab (40 mg/2 weeks). In mid-April 2020, the
patient reported purulent discharge from the left iliac fossa.
The patient was instructed to present to our emergency room,
where he was triaged for exclusion of COVID-19 according to
our hospital policy. Then the patient was admitted to our unit.
Pelvic-abdominal computed tomography revealed multiple co-
lonic wall mural thickening with fistula formation to the left
anterior abdominal wall muscles forming encysted infected col-
lection (abcsess) measuring approximately 5.9 cm x 2 cm with
no other fistulous communications. After discussion with our
surgeons, the patient underwent localized surgical drainage
for the abscess. The patient was kept on strong antibiotics, on
which he showed a good response with resuming of his sched-
uled dose of adalimumab. The length of hospitalization for this
patient was 10 days including the surgical procedure.
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Case 5

Case 5 was a 42-year-old man with iliocecal CD. He
was maintained on infleximab (5 mg/kg/8 wk), along with
azathioprine (2.5 mg/kg) beginning 1 year ago. The last dose
of infleximab was given in December 2019. Due to adminis-
trative problems with his insurance approval at the start of the
COVID-19 outbreak in Egypt, the patient skipped his next
dose of infleximab. In mid-April 2020, he presented to our unit
with abdominal pain and right iliac fossa fistula formation.
He was admitted to our unit after passing our hospital triage
system for exclusion of COVID-19. Photoacoustic computed
tomography revealed a right iliac fossa small abscess with small
enterocutaneous fistulous track formation. The patient was
managed conservatively with no radiological or surgical inter-
ference. He was kept on his regular biological therapy.

CONCLUSIONS

The COVID-19 pandemic is still a major health problem
worldwide, impacting every person, health care worker, and
patient. Patients with IBD should follow the general recom-
mendations and precautions for protection against COVID-19
infections. In general, patients with IBD should continue their
therapies with strict follow-up with the IBD team through safer
contact channels (ie, phone, online). Patients with confirmed
COVID-19 infection should contact their IBD team for proper
management of their therapies and immunomodulators.
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