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CORRESPONDENCE

Reply to: Kow CS et al. Are severe asthma patients at higher
risk of developing severe outcomes from COVID-19?

We read with interest the correspondence letter sent by Kow et al*
and referring to our recently published article about the incidence
of CoronaVlrus Disease 19 (COVID-19) in severe asthmatics of our
Severe Asthma Network in Italy (SANI) registry.? We agree with
the authors that several factors, such as the type and the degree of
strictness of lockdown measures implemented, and the different dis-
tribution of comorbidities, can contribute to different incidences of
COVID-19 among severe asthmatics in different countries. Our arti-
cle is, so far, the published report with the largest number of severe
asthmatics (more than 1500), properly diagnosed and managed by
reference centres, studied for incidence of COVID-19 which resulted
lower than expected, associated with asthma exacerbation only in
a minority of patients, and with lower mortality rate compared to
the Italian general population. On the other hand, in support of their
hypothesis that severe asthma is associated with more severe course
of COVID-19, Kow et al cited and commented a retrospective study
by Chhiba et al® in which patients with COVID-19 were stratified ac-
cording to the presence of asthma, defined by means of a consistent
International Classification of Disease, Tenth Revision (ICD-10) code
in the electronic repository of health records; the ICD-10-based clas-
sification is a good strategy to mine asthma cases in a retrospective
general population study, but it is likely to be affected by a high pro-
portion of misdiagnosed cases, as misdiagnosis has been reported as
quite frequent in asthma and chronic obstructive pulmonary disease
(COPD).* Miscoding and misdiagnosing chronic respiratory diseases
may result, as recently described, in underestimation of higher risk
of more severe course of COVID-19 in asthmatic patients only when
associated with comorbid diagnosis of COPD.?

In our cohort, patients had a confirmed diagnosis of severe
asthma by reference centres, and the risk of misdiagnosis was there-
fore minimized. Moreover, Chhiba et al did not found significant dif-
ference in risk of hospitalization or mortality due to COVID-19 in
patients with or without asthma, even after adjusting for covariates
or the level of asthma treatment. Similar findings have been pub-
lished also by other authors®’ strengthening that asthma seems not
to be a relevant risk factor for more frequent and worse clinical out-

comes of COVID-19. Furthermore, the definition of asthma severity

according to the level of anti-asthma therapy (from step 1 to step
5 of Global Initiative for Asthma—GINA guidelines) requires that all
patients have been treated with the minimum dose of drugs able
to maintain the asthma control, and this is seldom assessed in the
general practice.

Notably, we agree with Kow et al that further real-life stud-
ies, possibly on well-defined and properly diagnosed patients with
asthma, are needed to confirm our and other authors’ findings. This
will be particularly relevant considering, for example, that a recent
large-scale study on patients who underwent severe acute respira-
tory syndrome coronavirus-2 (SARS-CoV-2) testing reported that
a particular phenotype of asthma (non-allergic asthma) confers a
greater risk of susceptibility to SARS-CoV-2 infection and severe
clinical outcomes of COVID-19.2

FUNDING INFORMATION
SANI is supported through unrestricted grants by AstraZeneca,

GlaxoSmithKline, Novartis and Sanofi Genzyme.

ACKNOWLEDGMENTS
We are grateful to Silvia Rabotti, Concetta Sirena and the SANI staff
for the invaluable work in managing the network.

CONFLICT OF INTERESTS

Enrico Heffler reports participation to advisory boards and personal
fees from AstraZeneca, Sanofi, GSK, Novartis, Circassia, Nestle Purina,
Boheringer Ingelheim and Valeas, outside the submitted work. Marco
Contoli reports grants from Chiesi, and University of Ferrara—Italy,
and personal fees from Chiesi, AstraZeneca, Boehringer Ingelheim,
Alk-Abello, GlaxoSmithKline, Novartis and Zambon, outside the sub-
mitted work. Alberto Papi reports grants, grants, personal fees and
non-financial support from AstraZeneca and Menarini; grants, per-
sonal fees, non-financial support and other from Boehringer Ingelheim,
Chiesi Farmaceutici and TEVA,; personal fees, non-financial support
and other from GlaxoSmithKline, Mundipharma, Zambon, Novartis and
Sanofi/Regeneron; personal fees from Roche and Edmond Pharma; and

grants from Fondazione Maugeri and Fondazione Chiesi, outside the

'SANI Working Group: M. Bonavia, C. Bucca, M.F. Caiaffa, C. Calabrese, G. Camiciottoli, C. Caruso, M.E. Conte, A.G. Corsico, L. Cosmi, M.T. Costantino, N. Crimi, S. D’Alo, M. D’Amato,
S. Del Giacco, A. Farsi, E. Favero, B.M.P. Foschino, G. Guarnieri, S. Lo Cicero, C. Lombardi, L. Macchia, F. Mazza, F. Menzella, M. Milanese, P. Montuschi, M. Montagni, E. Nucera, R.
Parente, G. Passalacqua, V. Patella, G. Pelaia, L. Pini, F. Puggioni, L. Ricciardi, F.L.M. Ricciardolo, L. Richeldi, E. Ridolo, G. Rolla, P. Santus, N. Scichilone, P. Solidoro, G. Spadaro, A.

Vianello, V. Viviano, M.R. Yacoub, M.C. Zappa.

© 2020 EAACI and John Wiley and Sons A/S. Published by John Wiley and Sons Ltd.

Allergy. 2021;76:961-962.

wileyonlinelibrary.com/journal/all 961

85U8D17 SUOWILIOD BRI 3|qeotjdde auy Aq peusench a1e saole O ‘SN J0 S8InJ 10} A%eiq1T8UIUO AB|IA UO (SUORIPLOD-PUR-SLLBY WD A3 1M AReIq Ul [UO//Sd)y) SUOBIPUOD pue SWB | 3U} 835 *[£202/T0/2] U0 A%iqiauluo AB|IM iR 1Q BISRAIN A €65 T |B/TTTT OT/I0p/L00 A8 M A1 1jeul|uo//Sdny Wwoly papeojumod ‘€ ‘TZ0Z ‘S66686ET


www.wileyonlinelibrary.com/journal/all
http://crossmark.crossref.org/dialog/?doi=10.1111%2Fall.14593&domain=pdf&date_stamp=2021-03-06

CORRESPONDENCE

2 | \wiLEY—/Allergy

submitted work. Claudia Crimi reports personal fees from Menarini.

Stefano Centanni reports personal fees from GlaxoSmithKline,
Novartis, Menarini SpA, and Guidotti-Malesci, and grants and personal
fees from Chiesi SpA, AstraZeneca, Valeas and Boehringer Ingelheim,
outside the submitted work. Pierluigi Paggiaro reports grants and per-
sonal fees from AstraZeneca, Chiesi, Novartis and Sanofi, and personal
fees from GlaxoSmithKline, Guidotti, and Mundipharma, outside the
submitted work. Francesco Blasi reports grants and personal fees from
AstraZeneca, Chiesi, GSK, Pfizer and Insmed; grants from Bayer; and
personal fees from Guidotti, Grifols, Menarini, Mundipharma, Novartis
and Zambon, outside the submitted work. Giorgio Walter Canonica re-
ports grants as well as lecture or advisory board fees from: A. Menarini,
Alk-Abello, Allergy Therapeutics, AstraZeneca, Boehringer-Ingelheim,
Chiesi Farmaceutici, Genentech, Guidotti-Malesci, GlaxoSmithKline,
Hal Allergy, Mylan, Merck, Mundipharma, Novartis, Regeneron,
Sanofi-Aventis, Sanofi-Genzyme, Stallergenes Greer, UCB pharma,
Uriach Pharma, Valeas and Vibro Pharma. Giovanni Paoletti, Aikaterini
Detoraki, Giacomo Malipiero, Luisa Brussino, Daniela Morrone,
Marianna Padovani, Giuseppe Guida, Alberto Giovanni Gerli and
Gianenrico Senna do not have any conflict of interest to report.

Enrico Heffler!?
Aikaterini Detoraki®
Marco Contoli*
Alberto Papi*
Giovanni Paolettil?
Giacomo Malipiero*
Luisa Brussino®
Claudia Crimi®
Daniela Morrone’
Marianna Padovani*
Giuseppe Guida®

Alberto Giovanni Gerli’

Stefano Centanni'®

Gianenrico Senna'?

Pierluigi Paggiaro12
Francesco Blasi'®**
Giorgio Walter Canonica®?

SANI Working Group*

personalized Medicine, Asthma and Allergy, Humanitas Clinical
and Research Center IRCCS, Rozzano, Italy

2Department of Biomedical Sciences, Humanitas University,
Pieve Emanuele, Italy

3Department of Internal Medicine, Clinical Imnmunology,
Clinical Pathology and Infectious Disease, Azienda Ospedaliera
Universitaria Federico Il, Napoli, Italy

4Department of Morphology, Surgery and Experimental
Medicine, University of Ferrara, Ferrara, Italy

>Department of Medical Sciences, AO Ordine Mauriziano
Umberto I, University of Torino, Torino, Italy

SDepartment of Clinical and Experimental Medicine, University

of Catania, Catania, Italy

’Severe Asthma Network in Italy (SANI) infrastructure, Milano,
Italy

8Allergy and Pneumology Unit, A.O. S. Croce e Carle, Cuneo,
Italy

?Management Engineering Tourbillon Tech srl, Padova, Italy
1ORespiratory Unit, Department of Health Sciences, ASST Santi
Paolo e Carlo, San Paolo Hospital, University of Milano, Milano,
Italy

" Asthma Center and Allergy Unit, Verona University Hospital,
Verona, Italy

2Department of Surgery, Medicine, Molecular Biology and
Critical Care, University of Pisa, Pisa, Italy

BInternal Medicine Department, Respiratory Unit and Adult
Cystic Fibrosis Center, Fondazione IRCCS Ca Granda Ospedale
Maggiore Policlinico, Milano, Italy

“Department of Pathophysiology and Transplantation,
University of Milano, Milano, Italy

Correspondence

Enrico Heffler, Personalized Medicine, Asthma and Allergy,
Istituto Clinico Humanitas, Via Alessandro Manzoni 56,
20089 - Rozzano, MI, Italy.

Email: enrico.heffler@hunimed.eu

ORCID

Enrico Heffler https://orcid.org/0000-0002-0492-5663

Alberto Giovanni Gerli https://orcid.org/0000-0003-4511-6878

REFERENCES

1. Kow CS, Capstick T, Hasan SS. Are severe asthma patients at
higher risk of developing severe outcomes from COVID-19? Allergy.
2021;76:959-960.

2. Heffler E, Detoraki A, Contoli M, et al. COVID-19 in Severe Asthma
Network in Italy (SANI) patients: clinical features, impact of comor-
bidities and treatments. Allergy. 2021;76:887-892.

3. Chhiba KD, Patel GB, Vu THT, et al. Prevalence and characterization
of asthma in hospitalized and nonhospitalized patients with COVID-
19. J Allergy Clin Immunol. 2020;146(2):307-314.e4.

4. Heffler E, Crimi C, Mancuso S, et al. Misdiagnosis of asthma and
COPD and underuse of spirometry in primary care unselected pa-
tients. Respir Med. 2018;142:48-52.

5. Wang L, Foer D, Bates DW, Boyce JA, Zhou L. Risk factors for hospi-
talization, intensive care, and mortality among patients with asthma
and COVID-19. J Allergy Clin Immunol. 2020;S0091-6749(20):31039-
3. https://doi.org/10.1016/j.jaci.2020.07.018

6. Lovinsky-Desir S, Deshpande DR, De A, et al. Asthma among hospi-
talized patients with COVID-19 and related outcomes. J Allergy Clin
Immunol. 2020;50091-6749(20):31100-3. https://doi.org/10.1016/j.
jaci.2020.07.026

7. Lombardi C, Roca E, Bigni B, Cottini M, Passalacqua G. Clinical course
and outcomes of patients with asthma hospitalized for severe acute
respiratory syndrome coronavirus 2 pneumonia: a single-center,
retrospective study. Ann Allergy Asthma Immunol. 2020. https://doi.
org/10.1016/j.anai.2020.07.029

8. Yang JM, Koh HY, Moon SY, et al. Allergic disorders and susceptibility
to and severity of COVID-19: a nationwide cohort study. J Allergy Clin
Immunol. 2020;S0091-6749(20):31136-2. https://doi.org/10.1016/j.
jaci.2020.08.008

85U8D17 SUOWILIOD BRI 3|qeotjdde auy Aq peusench a1e saole O ‘SN J0 S8InJ 10} A%eiq1T8UIUO AB|IA UO (SUORIPLOD-PUR-SLLBY WD A3 1M AReIq Ul [UO//Sd)y) SUOBIPUOD pue SWB | 3U} 835 *[£202/T0/2] U0 A%iqiauluo AB|IM iR 1Q BISRAIN A €65 T |B/TTTT OT/I0p/L00 A8 M A1 1jeul|uo//Sdny Wwoly papeojumod ‘€ ‘TZ0Z ‘S66686ET


mailto:﻿
https://orcid.org/0000-0002-0492-5663
https://orcid.org/0000-0003-4511-6878
mailto:enrico.heffler@hunimed.eu
https://orcid.org/0000-0002-0492-5663
https://orcid.org/0000-0002-0492-5663
https://orcid.org/0000-0003-4511-6878
https://orcid.org/0000-0003-4511-6878
https://doi.org/10.1016/j.jaci.2020.07.018
https://doi.org/10.1016/j.jaci.2020.07.026
https://doi.org/10.1016/j.jaci.2020.07.026
https://doi.org/10.1016/j.anai.2020.07.029
https://doi.org/10.1016/j.anai.2020.07.029
https://doi.org/10.1016/j.jaci.2020.08.008
https://doi.org/10.1016/j.jaci.2020.08.008

