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KEYWORDS Abstract
allergen Allergen immunotherapy (AIT) is a common treatment for patients with allergic asthma and
immunotherapy; allergic rhinoconjunctivitis. There is evidence that the COVID-19 pandemic could have altered
COVID-19; the administration of AIT in patients in some countries, as the pandemic caused major limita-
subcutaneous tions to healthcare access and delivery. The objective of this study was to evaluate the impact
immunotherapy; of the disruption imposed by the pandemic on the perceptions and administration of AIT ther-
sublingual apies in Italy. An online survey was carried out among Italian allergists between 22 February
immunotherapy 2021 and 12 April 2021. The results show that Italian physicians (N=66) did not consider that
the COVID-19 pandemic presented an added risk to patients with allergic asthma or rhinitis
receiving AIT. Although most treatments continued, there were reduced rates of AIT therapy
initiations and sublingual AIT was favored over subcutaneous AlT.
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Introduction in breathing, which could be similar to those observed in

respiratory allergic disease.??

The COVID-19 pandemic caused by the severe acute respira-
tory syndrome coronavirus 2 (SARS-CoV-2)" has had a major
impact on society and created extraordinary challenges for
the delivery of healthcare across the globe. The disruptive
impact of COVID-19 was partly caused by the diversity and
severity of its clinical manifestations, which ranged from
asymptomatic to multi-organic failure and death, and by
the initial lack of defined clinical protocols to combat it.
Common signs of COVID-19 infection are respiratory dis-
orders such as cough, shortness of breath, and difficulties

Respiratory allergies are often treated with allergen
immunotherapy (AIT), the only disease-modifying treatment
option available.* AIT actively modulates the immune system
in allergy patients by reducing the production of specific
IgE, regulating the Th2-polarized immune system, increas-
ing IFN-y production, and reducing allergic inflammation.
AIT has been proven to be an effective therapy for patients
with allergic asthma and allergic rhinoconjunctivitis.>®
Although patients with allergic asthma could have an
increased risk of respiratory infections compared to those
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with nonallergic asthma,’ allergic asthma appears to have
a protective effect against COVID-19 infection.®? However,
the possible impact of ongoing AIT in infected patients was
uncertain. A joint statement by the “Allergy and Its Impact
on Asthma” (ARIA) initiative and the European Academy
of Allergy and Clinical Immunology (EAACI) recommended
that both subcutaneous and sublingual AIT (SCIT and SLIT,
respectively) could be continued in asymptomatic patients
without suspicion of COVID-19 infection, but it should
be discontinued in symptomatic patients, independent
of disease severity, or patients with positive test results
(RT-PCR).° This advice followed standard practice that
patients experiencing an acute respiratory tract infection
should temporarily discontinue AIT treatment until the
infection is resolved.

Although there is evidence that the COVID-19 pandemic
could have interrupted or altered the administration of
AIT, there is limited data on the extent of these disrup-
tions and their potential clinical effects.'" Italy was the
first European country to experience the spread of the
COVID-19 virus in February 2020, which greatly impacted
the healthcare system of the country,” and Italian physi-
cians pioneered the organization of an allergy clinic during
the breakout." However, the experience of allergists with
respect to ongoing or new AIT prescriptions is unknown.
The objective of this survey was to evaluate changes in the
perceptions, recommendations, and prescription patterns
of Italian physicians as a result of the COVID-19 pandemic.

Methods

A web-based survey (SurveyMonkey®) of 18 questions was
designed to evaluate, from the clinician’s perspective, the
impact of COVID-19 on allergic diseases and patients under
AIT based on their clinical practice. The survey took place
between 22 February 2021 and 12 April 2021. The responses
from the physicians regarding the impact on AIT covered
the period from the start of the pandemic (February
2020) to the date each physician completed the survey.
Categorical variables were expressed as percentages.

Results

The survey was shared with a pool of 855 Italian physi-
cians and a total of 66 physicians (7.7%) responded the sur-
vey. Most respondents were located in Lombardy (30.3%)
and Lazio (12.2%). The majority were female (62.1%), aged
36-55 years (63.6%), and worked at public hospitals (43.9%).
Of the patients treated by these physicians, 65% presented
poly-sensitivities (Table 1).

Almost all respondents (92.4%) asked their patients
about COVID-19 regularly during follow-up visits. Most
physicians (48.5%) estimated that about 1/100 allergy
patients have had COVID-19 (Table 1), in most cases
“mild” (89.4%). There were no severe cases and no deaths
from COVID-19 among the patients of the physicians sur-
veyed. Asked if there had been a higher incidence of
COVID-19 among patients with any specific allergic dis-
ease, 16.7% of the responders observed a higher inci-
dence in patients with rhinitis and 9.4% with asthma, but
most of them considered the disease was equal or less

Table 1 Clinical characteristics of the patients, according
to the respondents.
Variable % of
respondents
Patients with allergic poly-sensitivities 65.0
Type of allergy
Perennial 46.0
Seasonal 54.0
How many patients do you estimate had
COVID-19?
1/1000 19.7
1/100 48.5
1/10 25.8
1/5 3.0
1/3 3.0

Of your patients with COVID-19, what was
its severity?

Asymptomatic 4.6
Mild 89.4
Moderate 6.1
Severe 0
Fatal 0

Did you observe a higher incidence of
COVID-19 in allergy patients?

Food allergy patients 0
Allergic rhinitis 16.7
Allergic asthma 9.4

Of the patients with allergic asthma who had
COVID-19, how severe was it compared
with patients without respiratory allergy?

More severe 7.6
Less severe 22.3
No difference 69.7

Of the patients with allergic rhinitis who had
COVID-19, how severe was it compared
with patients without respiratory allergy?

More severe 4.6
Less severe 25.8
No difference 69.7

severe compared to other non-allergy patients. Only 7.6%
and 4.6% of the physicians estimated that COVID-19 was
worse for patients with asthma or rhinitis, respectively
(Table 1).

Almost all the respondents (98.5%) did not observe a
higher incidence of COVID-19 among patients receiving AIT.
Also, they considered that in allergy patients receiving AlT,
COVID-19 was equal to or less severe than in patients with-
out AIT (Figure 1A). However, up to 47.0% of the respon-
dents indicated that they had reduced the prescription
of new AIT during the pandemic (Figure 1B). The major-
ity (93.0%) continued with the ongoing AIT during the pan-
demic, and only 5.0% recommended the interruption of
AIT treatments (Figure 1C). Most of the physicians (75.8%)
maintained their prescription habits, while 22.7% increased
the prescription of SLIT versus SCIT (Figure 1D).
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(A) Do you think AIT influenced severity of COVID-19?
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(C) Did you change ongoing AIT during the pandemic?
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Figure 1

(B) How often did you prescribe new AIT during the pandemic?
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D) What type of AIT did you prescribe during the pandemic?
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Influence of the COVID-19 pandemic on the perceptions and recommendations of Italian physicians regarding AIT.

AIT, allergy immunotherapy; SCIT, subcutaneous immunotherapy; SLIT, sublingual immunotherapy.

Discussion

The survey presented here suggests that Italian physicians
considered that COVID-19 did not present an added risk to
patients with allergic asthma or rhinitis receiving AIT. Our
data agrees with a recent international survey of allergy
specialists which found that the respondents indicated that
none of the allergy treatments, such as inhaled corticoste-
roids, AIT, or biological agents, had increased the risk of
contracting COVID-19 infection.® The fact that almost all
respondents (95.0%) recommended the continuation of AIT
during the pandemic suggests good agreement with the
ARIA/EAACI guidance.’ However, our study also showed that
about half of the respondents decreased the number of new
AIT prescriptions during the pandemic, possibly reflecting
the limitations of access to healthcare centers imposed by
the pandemic, which could have restricted the initiation
of new patients. This lower prescription rate agrees with
the global survey, which found that 60% of physicians post-
poned initiation of AIT to a time point after the pandemic,”
and with other recently published surveys,” but is at odds
with the ARIA/EAACI guidance recommending AIT initiation
as usual in patients without clinical symptoms and signs of
COVID-19.° Although in Italy SLIT is normally the predominant
AIT (87%), our finding that 22.7% of physicians increased SLIT
could reflect a need to create an alternative to continuing
the treatment during the pandemic lock-down. A similar
trend was observed in the global survey and also in a recent
survey from Spain and France.™'®

Although the precise reasons for reduced rates of AIT
therapy initiations are unclear, our survey suggests that

compliance with international clinical guidelines was high
among Italian allergists. More detailed studies should
be conducted to improve our understanding of how the
COVID-19 pandemic affected allergy clinical practice and
healthcare delivery, with the aim of improving our pre-
paredness for potential similar disruptions in the future.
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