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Abstract

Infusion centres are a central part in the management of patients with inflammatory bowel disease
[IBD] and could be a source of transmission of SARS-COV-2. Here we aimed to develop global guidance
for best practices of infusion centres for IBD patients and to determine the impact of the COVID-19
pandemic on these centres. Under the auspices of the International Organization for the Study of
Inflammatory Bowel Disease [IOIBD], a task force [TF] was formed, an online survey was developed
to query infusion centre protocols during COVID-19, and recommendations were made, based on
TF experience and opinion. Recommendations focus mainly on patients screening, infusion centres
re-organization, personnel protection, and protocol modifications such as shortening infusion duration
or replacing it with subcutaneous alternatives. Implementing these recommendations will hopefully
reduce exposure of both IBD patients and care givers to SARS-COV-2 and improve the function and
safety of infusion centres during the COVID-19 pandemic as well as potential future threats.
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1. Introduction Infusion centres have become central to the way care is delivered
to patients with IBD. Globally, these centres may be part of hospitals,
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The specific assignments were to point out the challenges and
suggest how they may be addressed, to study the actions taken in
various areas in the world and various health systems, and to follow
up the effects of modified infusion centre protocols, if modifications
took place. Beyond relevance to the COVID-19 pandemic and ex-
pected future waves until a vaccine is found, the insights and recom-
mendations may be relevant to future pandemics. This is specifically
meaningful as widespread infectious diseases may be one of the 21st
century’s global challenges.

2. Methods

Six TF members were appointed [L.D., J.O.L., C.O., G.K., M.T.A.,
R.P], representing Europe, North America and Israel. A survey
was developed to query infusion centre protocols during COVID-
19. A total of 36 IOIBD members replied. The data are presented
graphically.

After identifying the key challenges, recommendations for in-
fusion centre operation were made, based on TF experience and
opinion. These were discussed in two calls with IOIBD membership
[ = 89], as well as additional IBD experts. Recommendations were
then modified according to comments made, and uploaded to the
IOIBD site in order to provide immediate, practical, comprehen-
sive recommendations, until evidence-based ones can be generated
[Table 1—abbreviated recommendations].

These recommendations were divided into four categories:

Patients
Personnel
Infusion centre operations

B =

General considerations

3. Results and Guidance

3.1. Survey of IBD experts highlights changes
in infusion centre dynamics since the start of the
COVID-19 pandemic

A survey was disseminated to the IOIBD membership, with specific
questions related to modifications of infusion centres in their own
sites. The results of the survey were discussed in an international call
with 89 IOIBD members. Based on comments made, another round
of the survey was distributed. The summary of both rounds, with
36 responses [representing a 69% response rate out of IOIBD active
gastroenterologists], are presented.

The responders represent a global practice, with 11 from North
America [eight USA, three Canada], 17 Europe, two Israel, and six
from Hong Kong, New Zealand, Brazil, China and India.

In the pre-COVID-19 era, approximately half [19/36, 53%] the
infusion centres accepted patients from different specialties rather
than patients with IBD alone, and were staffed by general nurses
[20/36, 55.6%], providing over 50 infusions/week in 19/36 [55.3%].
In only 6/36 [16.6%] centres, all from the USA, more than 10% of
infusions were home infusions. In the vast majority of centres, evalu-
ation of clinical disease activity, laboratory tests and therapeutic
drug monitoring were performed routinely. In 23/36 [64%], the dur-
ation of infliximab infusion was shortened to 60 minutes or less,
and in 15/36 [41/7%] centres, those patients would be discharged
immediately after infusion, without further monitoring in patients
who are clinically stable.

During the COVID19 pandemic, 5/36 centres had to change
location to a site remote from the acute care facility; this did not

Table 1. Main recommendations for infusion center guidance re-
garding COVID-19 and IBD

Category Main recommendations infusion center guidance re

COVID-19 and IBD date: May 6, 2020

Patients 1. Pre-screen for symptoms/exposure 24-48 h before
scheduled infusion
2. Self-isolate if respiratory symptoms, anosmia, abrupt
change in gastrointestinal symptoms
3. If positive SARS-COV-2 infection, schedule infusion
only after a negative swab, or 2 weeks after symptoms
resolve
. Patients must come unaccompanied when possible
Clinic . Staff pooling
. Separate from other departments/patients
. Rescreen patients and temperature check at check-in
. Social distancing and hygiene: 2 m between staff/pa-

O S

tients, between patients; clean chairs between patients
5. Personnel protection: gloves and surgical masks.
Where applicable full personal protection equipment
including N95 masks and waterproof gown should be
readily available
6. Patients should use nose-mouth masks
7. To limit contact time in clinic consider:
[a] Rapid infusion protocols
[b] Switching any pre-meds to injectable or oral
[c] Take pre-meds at home as required
. Update contact details at each visit to facilitate contact
tracing in event a patient is/becomes SARS-COV2-

(o)

positive
Personnel 1. Daily personal symptom assessment, health statement
and temperature check
2. Glove removal and hand washing between patient
encounters
3. Log off where personnel is working/has worked if in-
dividual works in multiple locations
General 1. Infusion clinic—an essential service
2. Prioritize SARS-COV?2 tests for personnel and patients
3. Postpone/avoid unnecessary laboratory/therapeutic
drug monitoring tests
4. Provide COVID-IBD-related information [no hard
copies]
5. Provide access to guidance/help/support lines
6. Extend operating hours to accommodate infusions
7. Home infusions are discouraged due to safety issues,
medical and logistic efficiency
https://www.ioibd.org/ioibd-update-on-covid19-for-
patients-with-crohns-disease-and-ulcerative-colitis/

require a change in staffing. However, in 12/36 [33.3%] the cap-
acity of the centre was reduced, without significant change of the
case mix. Interestingly, while all centres screened patients on site
for signs/symptoms of SARS-COV-2 infection and for a history of
exposure, previsit screening calls were performed in 70%. Multiple
modifications have taken place during the COVID-19 pandemic.
Those changes related to several aspects of infusion centre oper-
ations, logistics and protocols. Specifically, 29/36 [80.6%] increased
spacing between patients and increased cleaning between infusions.
In 24/36 [66.7%] there was reduced number of patients in the centre
to allow for social distancing, and for this reason 10/36 [27.8%] in-
creased the hours of operation [Figure 1].

Importantly, treatment protocol modifications with poten-
tial clinical implications were made. Those included changing
intravenous to subcutaneous preparations where applicable


https://www.ioibd.org/ioibd-update-on-covid19-for-patients-with-crohns-disease-and-ulcerative-colitis/
https://www.ioibd.org/ioibd-update-on-covid19-for-patients-with-crohns-disease-and-ulcerative-colitis/
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Do you reduce the duration of infliximab infusions for
patients who are stable on maintenance therapy?
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No: all infusions are 120 minutes

Yes: reduce to 30 minutes

Do you reduce the post infusion monitoring for patient

on stable maintenance therapy?
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No: all patients are monitoring for standard
time after an infusion

Yes: we do not perform post infusion
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Yes: rEduce i“quions fo 60 minures _

Yes: post infusion monitoring is reduced _

monitoring for stable patients

What modifications have you implemented ?

Increased spacing between infusion chaires

Increased cleaning in between infusions

Reduced number of patients attending to allow social distancing

Increased in hours of operations to maintain capacity

Switching patients on infusions to subcutaneaous alternatives

Increased the duration between infusions in response to coronavirus
(i.e. from 8 to 10 weeks)

Increased the number of patients receiving home infusions

Reduced the number of patients receiving home infusions

Altered the threshold for IV iron infusions to reduce patient numbers

Figure 1. Changes in infusion centre dynamics since the start of the COVID-19 pandemic.

[i.e. subcutaneous infliximab instead of intravenous] in 6/36
[16.7%] of centres, and increasing intervals between a patient’s
infusions in 5/36 [14%]. Changes were also made to infusion
protocols; in 5/33 [15.2%] centres, stable patients had shorter
infusion durations, post-infusion monitoring was reduced, and
premedication was switched to the oral route, where applicable.
In almost all centres there has always been a telephone help line
and email address for patients. About half the infusion centres
produced patient information sheets in response to the COVID-
19 pandemic. The estimated cancellation of infusions was less
than 10% in the majority of centres [26/36, 72%], but at the
time the survey was sent, no report of disease exacerbation due
to these changes was noted.

4. Guidance for Patients Attending Infusion
Centers for the Management of their IBD

Based on the survey results and our TF deliberations we have gen-
erated guidance for infusions of IBD-related medications. The
guidelines are based on survey results and expert opinion. We have
intentionally made these broad to encompass differences in practice
settings internationally.

(==}
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1. Patients should be contacted and screenmed 24-48 h prior

to an infusion appointment for any symptoms that may be
consistent with COVID-19. This includes sore throat, cough,
fever, shortness of breath or difficulty breathing. Atypical
symptoms of loss of smell/taste as well as any relevant contact
history should also be reviewed. Any abrupt change in intes-
tinal symptoms should be captured. A change in GI symptoms
should be discussed with the patient’s gastroenterologist.

. Patients exhibiting any symptoms suggestive of COVID-19

should be encouraged to self-isolate, referred for SARS-COV-2
testing if available and their infusion cancelled. A follow-up call
in 72 h is recommended to review clinical status. If symptoms
persist, the patient’s appointment should be delayed at least an
additional 14 days and should only proceed on the advice of a
physician.

. If a patient has had documented infection with SARS-COV-2,

the patient should return to the centre only after the patient
has had two consecutive negative swabs if resources for testing
permit. Antibody testing may also be informative, with IgG anti-
bodies against the virus suggesting immunity. Otherwise the pa-
tient may return to the centre 2 weeks after symptoms resolve.

. Patients should come unaccompanied when possible to reduce

the number of individuals entering the infusion unit.

5. Patients should wear a nose-mouth mask.
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5. Infusion Centre Operations

Infusion centres and their administration may be different across
jurisdictions. They may be hospital-based, community-based or in

private practice. Often, the services offered may be shared across
multiple disciplines.

10.

11.

12.

. To ease and simplify operations, a central schedule and

pooling of resources [including staff] should be considered.
This should include cross-specialty training of infusion
nurses so that they are comfortable with different protocols
[where possible protocols for each drug should be reviewed
so that they are the same across specialities].

. If the infusion centre is within/next to a medical admission de-

partment or active gastrointestinal department, an alternative
location should be sought, where possible, to enable minimal
exposure for IBD patients visiting the infusion centre to pa-
tients potentially infected with SARS-COV-2.

. Patients attending the centre should be re-screened for symp-

toms and have a temperature check before entering the centre.
Patients exhibiting symptoms and/or fever should be isolated
away from the main infusion area, wear a surgical mask, and
recommended to self-isolate and referred for SARS-COV-2
testing if available. The infusion should be rescheduled con-
sistent with recommendations above.

. Infusion centres should re-organize their layout to comply with

recommendations of personal hygiene and social distancing.
This includes the following:

a. a minimum of 2 m distance during check-in or check-out

b. a minimum of 2 m distance between infusion chairs or beds

¢. a minimum of 2 m distance between chairs/stations for
laboratory draws

d. chairs should be cleaned between patients, and/or dispos-
able covers used.

. Personnel should use surgical masks and gloves for protection.

Where applicable, full personal protective equipment [PPE]
should be readily available [including gloves, gowns, =eye pro-
tection and surgical mask].

. Personnel should be appropriately trained with the donning

and doffing procedures of PPE.

. Personnel are required to adhere to proper hand hygiene be-

fore and between any patient contact. This includes the re-
moval of gloves/gowns and handwashing between patient
encounters.

. When possible, patients receiving infliximab infusions should

be transitioned to a shorter rapid [30-60 min] infusion
protocol to limit time within the clinic and increase clinic
capacity.

. Any pre-medication that is necessary should be converted to

oral administration or subcutaneous medication once again to
limit time in the clinic.

Consider changing infusion into subcutaneous injections of
the same drug, where applicable [e.g. subcutaneous infliximab,
subcutaneous vedolizumab].

In patients with adequate drug levels, consider increasing
intervals between infusions, where applicable.

A mechanism should exist for reporting and allowing for
contact tracing of any patient or personnel who test positive
for COVID-19. Any contacts should be isolated for a period
of 10-14 days according to regional guidelines.

6. Personnel in Infusion Centres

1.

Personnel working in infusion centres should closely monitor
themselves for any symptoms that may reflect infection with
SARS-COV-2. Personnel should not be attending work if they
have any symptoms suggestive of COVID-19 regardless of
how minor. A self-isolation period of 14 days or approval by
the local authorities [infectious diseases/occupational health]
should be mandatory before returning to work.

. Daily temperature checks should be done for all employees

entering into the infusion centre area before starting a shift.

. Self-health forms signed by personnel should be considered

[where not obligatory], including the date and a declaration
that:

a. the person does not have any symptoms
b. the person has a normal temperature.

7. General

1.

All infusion services whether hospital-based, outpatient or
private centres are deemed ‘essential services’. Thus, they
should keep operating during any lockdown.

. Prioritize SARS-COV-2 tests for personnel and symptomatic

patients to avoid [a] isolation of all centre personnel and pa-
tients, and [b] a 14-day delay in a specific patient’s scheduled
infusions due to the need to self-isolate.

. Consider merging infusion facilities with other [rheumatology,

dermatology, oncology] infusion centres to increase resilience in
the service.

. Physician/nurse in charge should go over patients’ rou-

tine testing. Unnecessary laboratory tests and/or therapeutic
drug monitoring should be postponed to avoid burden on
laboratories.

. Information/education should be provided by the IBD or the

infusion centre. It should NOT include brochures or hand-
outs. Rather, links to suggested websites or posts should be
advertised.

. A hotline to respond to patients’ questions should be available

by e-mail and phone [operating hours: work hours].

. Extending hours of the infusion centre should be considered to

allow for adequate social distancing and at the same time allow
for continued capacity.

. A change to home infusions should not be routinely recom-

mended due to:

a. inability to properly screen personnel and patients

b. the increased possibility of spreading infection to patients
and their households

c. the difficulty with tracing and tracking

d. difficulty to ensure personnel training

e. inefficient use of personnel in times of extreme shortage.

This provides guidance for what is thought to be the best practices
during the COVID-19 pandemic. The TF recognizes that local, regional,

and national differences and disparities exist. Therefore, this guidance

should be integrated with local, regional and national guidelines.

8. Discussion

During this COVID-19 pandemic, HCP and health systems have
had to address unprecedented challenges. In IBD, the operation of
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infusion centres required specific attention due to several distinct
features. First, the rapid spread of the SARS-COV-2 pandemic
across the world and within specific countries has not left time for
systematic evidence-based changes to established protocols and re-
commendations. Patients with IBD receiving intravenous biologics
are dependent on timely scheduled infusions, as a delay of even
a few days may affect treatment efficacy and immunogenicity.>-*
In addition, patients on immune-modifying medication including
biological therapy are more susceptible to infection. The safety
profile of specific biologics is relevant because vedolizumab®/
ustekinumab’ may be safer than infliximab. However, during the
initial stages of the COVID-19 pandemic there was no informa-
tion regarding viral spread; thus all biologics might have been
considered risk factors for susceptibility to infection and/or worse
COVID-19 outcomes. Preliminary outcomes from the SECURE-
IBD registry suggest that tumour necrosis factor antagonists do
not appear to be associated with severe COVID-19.% Other issues
that made the development of infusion centre guidance critical is
that medical teams are considered a population at risk for infec-
tion with SARS-COV-2.” Thus, the teams operating an infusion
centre are also at risk. Therefore, there is concern that staff will
serve as conveyors of infection to their susceptible patients, or vice
versa, that patients will ‘import” infection from their environment
to the infusion centre. In some overloaded health systems, staff
members were often diverted to emergency care facilities, thus
decreasing resources in infusion centres.

The IOIBD is composed of experts from around the globe who
treat patients with IBD. Importantly, the centres represented in the
survey are all tertiary academic referal centres, infusing thousands
of patients per week combined. A rapid response to the challenges
related to COVID-19 was deemed to be of the highest importance
by the organization in order to ensure patient and HCP safety. In a
series of meetings [virtual] and surveys conducted between March
20 and April 25, 2020, practical guidelines were drafted and made
available at the IOIBD.org website. Those related to infusion centre
operations are presented here [Table 1]. It was soon recognized that
the COVID-19 pandemic may have a vast effect not only on current
operations but on future patient care and clinical outcomes. Thus,
in addition to providing practical guidelines, a survey to assess the
immediate impact of the pandemic was conducted. One immediate
surprise was that only 70% of centres performed previsit screening,
highlighting the importance of practical guidelines.

A third of the centres saw a reduction in capacity despite no sig-
nificant changes in the case mix. This may have been due to several
reasons. Most notably, the majority of the infusion centres [80.6%]
increased spacing between patients and implemented more stringent
cleaning protocols between infusions. In addition, 14% reported
increasing the time between infusions. This necessitated a reduction
in patient volume and an increase in operation hours to allow phys-
ical distancing. Operationally, this may lead to specific allocation of
resources such as ensuring staff availability after hours, payment of
over-time and re-scheduling efforts.

In an effort to limit patient attendance at infusion centres, sev-
eral changes were implemented, specifically, a change of intravenous
drugs to subcutaneous ones where applicable. Such modification
was seen in 16.7% of centres. Although IBD clinicians supported the
concept of using subcutaneous versions of intravenous biologics [i.e.
infliximab and vedolizumab subcutaneously], these are not available
in all countries. To this end the IOIBD appealed to drug approval
agencies around the world, requesting expedited review of subcuta-
neous substitution of intravenous drugs.

The IOIBD will follow up with further surveys to assess the
consequences that result from changes in infusion centre protocols.
Such implications were indeed noticed. Addressing patient anxiety is
of utmost importance in times of uncertainty. The use of telephone
helplines, web-based fora and non-printed information is advisable,
and was performed by most centres. Whether post-traumatic effects
will also affect IBD patients’ health remains to be determined in fur-
ther studies.

At the time of writing, COVID-19 seems to be contained in most
areas of the world. At this point, it is important to assess specific
outcomes in patients with IBD treated with biologics, and to note
which infusion centre modifications had a negative or positive con-
sequence. An example may be the use of home infusions which were
implemented in several American centres [10%], but not utilized in
other countries. The general recommendation of the IOIBD was to
refrain from diverting patients to receive home infusions. This was
mainly due to safety concerns for patients and HCPs, as well as the
need to avoid sending trained staff to patients’ homes [or worse—
having untrained staff perform infusions of biologics]. Follow up of
clinical implications is one of the important research gaps for future
studies.

There are several areas to consider for future pandemics, including
development of subcutaneous substitutes for existing intravenous
drugs; providing operation standards for infusion centres, including
size, staffing positions, equipment and sanitation requirements; re-
defining treatment protocols and follow up; and addressing patient
and staff psycosocial sequaelae.

In summary, widespread infections may be one of the risks of the
21st century. While the challenges of the COVID-19 pandemic have
been unprecedented, a second wave is expected by many experts be-
fore a vaccine is found. Furthermore, other similar challenges may
unfortunately occur in the future. Thus, being more prepared, and
evaluating outcomes of the current event, may be of particular im-
portance. The current paper represents one attempt at outlining a
universal protocol.
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