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COMMENT

M) Check for updates

clinical priorities

Management of IBD during the
COVID-19 outbreak: resetting

Silvio Danese

clinical priorities.

Since December 2019 when the 2019 novel coronavirus
(2019-nCoV as it was then termed, now named severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2)
by the WHO) outbreak had been described in Wuhan,
Hubei, China, the situation has dramatically evolved'.
The pandemic, as declared by the WHO, has led to
>300,000 cases worldwide reported as of March 2020,
in all continents, excluding Antarctica, spreading on a
logarithmic scale in Europe. Italy is currently the second
most affected country after China and, as of 13 March
2020, Europe was declared the centre of the pandemic’.
Because of the very high transmission capacity, the
WHO declared the outbreak of coronavirus disease
(COVID-19) caused by SARS-CoV-2 infection a public
health emergency of international concern.

As the need for hospitalization is very high among
symptomatic cases (~10%), with an increased need to
have access to intensive care units and mortality in the
order of 3% globally*’, European hospitals have started
to intensively reduce elective activities, including sur-
gery, to prepare for the high numbers of admissions.
In addition, action by governments to contain the out-
break and slow the spread of COVID-19 has restricted
regions and nations (the entire country of Italy, for
example) by reducing their mobility within countries
and across borders.

Patients with IBD

But what are the implications of COVID-19 for
patients with inflammatory bowel disease (IBD)? With
>5,000 patients with Crohn’s disease and ulcerative coli-
tis, our IBD center in Milan, Italy, has been flooded by
requests from the patients themselves inquiring about
the risk of infection in patients with IBD, and asking
what precautions to take, particularly regarding, but
not limited to, their immunosuppressive treatment. The
COVID-19 outbreak is a fast and evolving situation,

1.2 Maurizio Cecconi?3 and Antonino Spinelli®?*

The coronavirus disease (COVID-19) worldwide outbreak has led to a dramatic challenge for
all healthcare systems, including inflammatory bowel disease (IBD) centres. Here, we describe
the fast changes and clinical issues that IBD specialists could face during this SARS-CoV-2
infection pandemic, highlighting the potential rearrangements of care and resetting of

and information on the incidence and/or risk of infec-
tion in patients with IBD is not yet available. However,
it is important to counsel patients to inform them that
>80% of reported cases of COVID-19 have been mild
in published studies, and the proportion of fatal cases
might be an overestimate as many asymptomatic
cases are not identified’.

In our opinion, the best advice for patients with IBD
is to try to minimize the risk of infection by following
good hand hygiene (frequent washing with soap and
water), covering the mouth and nose with a tissue or
your sleeve (not hands) when coughing or sneezing,
avoiding close contact with anyone with influenza-like
and/or upper respiratory symptoms, and staying home
or isolated if possible. In addition to these measures,
emerging reports state that patients might have viral
RNA present in their faeces and live virus has been iso-
lated from faecal samples**. Thus, caution should be
taken when using public toilets given the implications
for the potential route of faecal-oral transmission.

An increasing number of patients with IBD treated
with immunomodulators or biologic agents in our
centre have asked whether a pause in their immu-
nosuppressive therapy would be justified during the
COVID-19 outbreak. At the moment, there are no
formal evidence-based recommendations from clin-
ical societies or governments for patients on immu-
nosuppression, such as those with IBD. However, a
study in a tertiary care population of 2,600 patients
with IBD followed for >15,000 patient-years described
an exhaustive characterization and validation (hospi-
talization reports) of all serious viral infections (for
example, all that required hospitalization) includ-
ing varicella zoster virus (VZV), herpes simplex
virus (HSV), cytomegalovirus (CMV) and Epstein-
Barr virus (EBV) but not SARS-CoV-2 (REF). The
follow-up included >3,800 patient-years of exposure
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to anti-TNF agents, >4,800 patient-years of expos-
ure to immunosuppressants, and >1,200 patient-years
of follow-up in those >65 years. The researchers iden-
tified 31 cases of serious viral infections related to EBV,
CMYV, VZV and HSV infection. The two independent
drivers of the risk were clinically active IBD and exposure
to thiopurines. No cases of severe seasonal flu and no
deaths by seasonal flu were observed. Although many
of our patients have been vaccinated against seasonal
flu, as recommended by European Crohn’s and Colitis
Organisation (ECCO) guidelines, vaccination strategy
adoption is very low and the protective effect of the
vaccine is moderate, particularly in patients with an

General public®

Patients with IBD®

immunosuppression status. Thus, at the moment, it does
not seem appropriate to recommend the pause of immu-
nosuppressive treatment in patients with IBD, as stated
by International Organization of IBD® (FIG. 1), Crohn’s
& Colitis UK and Crohn’s & Colitis Foundation in their
guidance for patients. Moreover, although thiopurines
have been associated with risk of serious viral infection
in IBD’, the IOIBD recommends they continue to be
taken as these agents take months to leave the body and
so stopping these medications will not help in the short
term. In addition, a survey from the European Federation
of Crohn’s and Colitis association and ECCO is ongoing
to explore the need for education about COVID-19.

¢ Wash hands frequently

® Maintain social distancing (at least 1m
distance)

¢ Avoid touching eyes, nose and mouth

¢ Cover mouth and nose when you cough
or sneeze

o |f you have fever, cough or difficulty breathing,
seek medical care early

o Stay informed and follow advice given by your
healthcare provider

Additional recommendations for patients

with IBD from the IOIBD:

® Medicines such as mesalamine are safe

e If possible, withdraw from steroid use

¢ Biologic agents used to treat IBD (e.g. anti-TNF
agents, ustekinumab and vedolizumab) are
generally safe; there are no recommendations
to stop taking these medications and the
effects of these drugs are present for
many months

¢ Thiopurines and tofacitinib tend to inhibit
the immune response to viral infections,
but stopping these agents in the short-term
will not help

¢ Get the influenza vaccination

¢ Stay at home and minimize social contact

o Attend virtual clinics if possible

Suggested protocol to maintain opening of biologic agent clinic®

¢ Checkpoints at hospital entrances to screen
for any fever or cough in previous 2 weeks

* No accompanying person permitted inside
the hospital

¢ Verify information regarding patient contact
with people with fever or cough or with
confirmed COVID-19-affected individuals

*Respect 1-2m distance during clinics and
between infusion chairs

e Use of surgical masks for clinical staff
and patients

¢ Use of latex gloves for clinical staff

Fig. 1| Approaches to minimize spread of infectious disease for patients with IBD during COVID-19. a| The WHO
recommends basic protective measures against severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) for the
general public, including washing hands frequently and maintaining social distancing. b | The International Organization
for the study of Inflammatory Bowel Disease (IOIBD) have made several recommendations for patients with inflammatory
bowel disease (IBD) related to coronavirus disease (COVID-19), including the continuation of immunosuppressants.

c| Strategies to enable maintenance of our biologic agent clinic during the COVID-19 outbreak in ltaly include checkpoints
at hospital entrances for symptom screening and use of surgical masks for clinical staff and patients. ®Basic protective
measures for the public according to the WHO. *"Recommendations by IOIBD correct as of 16 Mar 2020. “Experience at the

IBD Center, Humanitas University, Milan, Italy.
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Changing priorities

As priorities and resources increasingly shift towards
the COVID-19 pandemic, will it be possible to main-
tain the high standard and quality of care for patients
with IBD? Multiple layers of complexity are faced dur-
ing this challenging scenario. The interruption of any
elective or routine follow-up clinic has caused anxi-
ety among patients and clinicians. However, patients
should be reminded that this interruption is temporary,
and a shift towards virtual clinics can help patients and
healthcare providers to avoid any potential loss of
follow-up in case of clinical issues. This approach has
also been initiated by IBD specialists in China during the

COVID-19 outbreak’.

The running of biologic agent clinics and drug
administration during travel restrictions in tandem with
recommendations by health authorities to stay at home
have been of major concern. So far, IBD biologic agent
clinics have been maintained in our centre following rig-
orous actions to avoid infection outbreaks (FIG. 1), such
as: checkpoints at the hospital entrance to screen and
ask if there has been any cough or fever in the previous
2 weeks; verification of patient contact information with
people with similar symptoms such as cough and fever;
respecting 1-2 m distance between chairs where patients
sit for their infusions and during clinics; use of surgical
masks for clinical staff and patients, and latex gloves for

clinical staff.

A topic of discussion is whether wearing surgical
masks is a requirement, which is still a matter of debate.
The WHO does not recommend wearing masks in the
community as evidence is lacking
such a novel situation with limited options, the use of
masks could lead to benefit. Indeed, for influenza it has
long been recommended that affected patients should
wear masks to limit droplet spread and, therefore, the
very same action could be used for immunosuppressed
patients to reduce the risk of spread of infection. We
have chosen to use surgical masks for both the clinical
staff and the patients, but a global shortage of dispos-
able surgical masks is creating challenges and this issue

continues.

As timely surgery is the other mainstay of IBD care, it
is of deep concern that stopping scheduled surgery com-
pletely for several weeks for patients with IBD (allowing
only oncological cases to undergo surgery) will soon
result in increased numbers of emergency presentations
and more complications from treatment delay. In the
region of Milan, Italy, where elective surgery for every
benign indication (including IBD) has been substantially

. However, facing
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slowed or stopped over the past 3 weeks, with the prospect
of further weeks of delays or cancellations, notable con-
cerns have been raised for possible disease progression
and poor outcomes of IBD surgery once performed.

Conclusions

The COVID-19 pandemic will continue to spread
worldwide with increasing burden on our health-care
systems and care of all patients with disease, not just
those affected by COVID-19. To face these challenging
circumstances, as clinicians we need to support political
decision-making to rapidly adapt priorities, to reset tem-
porarily the standards of quality of care and to help to
communicate relevant information to patients.
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