Basal clinical characteristics and phenoendotypes of patients with severe
asthma in Alergodata: The Spanish Allergy Society Registry

Dominguez-Ortega J* %3, Colds C*>®, Delgado Romero J*7, Habernau Mena A%, Montoro Ferrer A°,
Barranco Sanz PY%3, Prieto Montafio P, Fraj Lazaro J4 Galindo Bonilla P}, Gil Melcén M*% 13, Lluch
Bernal MM?Y 23, Gonzélez Pérez R, Antolin-Amérigo D> 6, Montoro Lacomba J*7, Valero Santiago AL'®
19,20 sanchez-Garcia S?%, Del Cuvillo A2, Alergodata Respiratory Diseases study group?3

IServicio de Alergologia, Hospital Universitario La Paz, Madrid, Spain

2Instituto de Investigacién (IDiPAZ), Madrid, Spain

3CIBERES, Spain

“Servicio de Alergologia, Hospital Clinico Universitario “Lozano Blesa”, Zaragoza, Spain
SInstituto de Investigacién Sanitaria de Aragdn, Zaragoza, Spain

SFacultad de Medicina. Universidad de Zaragoza, Zaragoza, Spain

"Hospital Universitario Virgen Macarena, Seville, Spain

8Complejo Hospitalario de Mérida, Badajoz, Spain

°Hospital General de Villarrobledo, Albacete, Spain

YComplejo Hospitalario Universitario Albacete, Spain

"Hospital General Universitario Ciudad Real, Spain

2Hospital Universitario de Salamanca, Unidad de Rinologia, Departamento de Ciencias Biomédicas y del
Diagndstico, Salamanca, Spain

BInstituto de Investigacion Biomédica de Salamanca (IBSAL), Salamanca, Spain
4Complejo Hospitalario Universitario de Canarias, Spain

SHospital Universitario Ramoén y Cajal, Madrid, Spain

Instituto Ramén y Cajal de Investigacion Sanitaria (IRYCIS), Madrid, Spain
YHospital de Lliria, Valencia, Spain

18Hospital Clinic de Barcelona, Barcelona, Spain

IDIBAPS, Barcelona, Spain

20CIBERES, Spain

2Hospital infantil Universitario Nifio Jesus, Madrid

22Rhinology & Asthma Unit, Hospital Universitario de Jerez, Cadiz

BAlergodata Respiratory Diseases study group.

Corresponding author:
Julio Delgado Romero
E-mail: juliodelgadoromero@gmail.com

This article has been accepted for publication and undergone full peer review but has not been
through the copyediting, typesetting, pagination and proofreading process, which may lead to
differences between this version and the Version of Record. Please cite this article as doi:
10.18176/jiaci.0989

J Investig Allergol Clin Immunol 2024; Vol. 34 (2) © 2024 Esmon Publicidad
doi: 10.18176/jiaci.0989


mailto:juliodelgadoromero@gmail.com

Key words: Severe asthma. Chronic rhinosinusitis with nasal polyps. Evidence based on
clinical practice. Registry. Real-world study.

Palabras clave: Asma grave. Rinosinusitis cronica con polipos nasales. Evidencia basada
en la practica clinica. Registro.

Asthma is a heterogeneous chronic condition, which includes several phenotypes that share
similar clinical manifestations [1]. 5% to 10% of asthmatics suffer from severe asthma (SA) [2],
and despite appropriate therapy, approximately 50% of them remain with uncontrolled
symptoms [3].

Chronic rhinosinusitis (CRS) is a group of disorders that also includes several phenotypes, the
most debilitating of which is CRS with nasal polyps (CRSWNP), which affects 2.1% to 4.4% people
in Europe [4]. CRSWNP lacks highly efficacious treatment approaches and can influence lower
airway disease (AD) status in adults [4].

Severe Asthma and CRSwWNP are often associated as comorbidities [4].Asthma is estimated to
affect 40% to 70% of patients with CRSWNP, and CRSWNP ranges from 57% to 62% in SA, both
situation being associated with worse outcomes [4].

Recent studies evidenced that similar pathophysiological mechanisms underlie CRSWNP and
asthma, the type 2 (T2) endotype being the most frequent in western latitudes [5]. Advances in
the understanding of the T2 inflammation mechanisms [4] has led to the development of new
classes of biological drugs [6] and to the emergence of the “united airways diseases” (UAD)
concept, establishing the need for an integrated approach to the diagnosis and treatment of
airway diseases [7, 8].

However, upper and lower AD are still considered separate entities in routine clinical practice, so
further studies and real-world data are needed to address the lack of evidence in the
management of UAD [8], as well as to determine the most appropriate biologics and how they
fare in the long run to help with treatment decision-making. [8]

In this context, and as part of an action plan to provide real-word evidence on health outcomes
in major allergic diseases, the Spanish Society of Allergology and Clinical Immunology (SEAIC)
implemented the Alergodata Registry, whose primary objective was to describe patients’
characteristics and the use of biological drugs in SA and/or CRSWNP.

In the present manuscript, we present and discuss the SA and CRSWNP data collected during the
baseline visits in the first year (from November 19, 2021, to December 1, 2022) of the Alergodata
study.
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Patients with a diagnosis of SA and/or CRSWNP (EPOS2020), on treatment with biologic drugs
and/or with other non-biologics therapies, attended in allergy units, were included, after signing
the informed consent (see inclusion/exclusion criteria in Table 1, Supplemental Files), for a
follow-up of 5 years with at least one annual visit. Each principal investigator recorded the
patient’s information in an electronic case report form (eCRF) designed specifically for the study,
the data of which was stored in a database and periodically reviewed to detect possible
inconsistencies and/or missing data. This database includes ranges and internal consistency rules
to ensure correct data completion and thus ensure optimal quality. The protocol was evaluated
by the autonomous community health agencies and Research Ethics Committees (RECs) of the
61 Spanish hospitals participating in the study, and the favourable opinion of the REC of the
Hospital Clinic de Barcelona was obtained on March 4, 2021. The most relevant collected
variables are presented in Table 2, Supplemental Files. The precise methodology was published
previously [9].

Two hundred and seventy-nine patients with SA were included, of whom 170 received biological
treatment (60.9%), with 79.5% of patients with uncontrolled asthma. Of these 170 patients, 75
had comorbid CRSWNP (44.2%), which is consistent with the results of other series [10] even if
lower than the usual prevalence data [4]. Regarding the biologic treatments at the time of
inclusion, Dupilumab was much more prescribed than all other treatments in case of SA with
comorbid CRSWNP. Also, it is worth noting that even if Benralizumab is not indicated for the
treatment of CRSwWNP, it was prescribed in 4.2% of cases for asthma with comorbid CRSWNP
which is consistent with the good results obtained in the phase 3 OSTRO Study [11]. In the table
1 we gathered the main characteristics, comparing patients with SA with patients with both SA
and CRSwWNP.

The Alergodata registry provides valuable data, that can be compared to other series as, for
example, the ENEAS series [12] or the Spanish MEGA Cohort [13]. Particularly, we found that
more than 50% of the patients presented allergic asthma whereas in the ENEAS series, the
majority (58.1%) presented an eosinophilic endotype. But it must be considered that these
phenoendotypes may change and even overlap during the patient’s lifetime[14]. As a matter of
fact, one of the main reported triggers of asthma exacerbations (AE) was allergens (see Table 2,
Supplemental Files), even if we must be cautious with these results given that AE is usually
triggered by various factors. Also, it was reported a clinically relevant allergic sensitization in
65.7% of the cases and, for the first time in a registry, the cumulative annual dose of corticoids.
These last three data highlight the originality of the Alergodata registry, given that they are not
usually reported in series of that kind.

The study also presents limitations. One of them is that the registry is still young to extract
meaningful and comparative data. But we must keep in mind that it is a project that will remain
open for five years, allowing us to compare initial, intermediate, and final results, and to measure
the impact of biological treatment on the disease's progression. Another limitation comes from
the registry itself and the analytical methodology. On one hand, the analysed data come from
the clinical practice, so the sample size will depend on the fluctuation of patients in consultation,
which could generate missing data. On the other hand, statistical analysis was done according to
protocol, so subanalysis would be required to extract the full value of the data.
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Patients with UAD, in particular SA and CRSWNP, are more refractory to treatments, due to
increased airway obstruction and higher number of exacerbations [15], and such a registry will
help provide insight for clinicians regarding the real benefit of biological drugs, both in terms of
efficacy and safety, as well as their impact in reducing the use of other non-biological treatments.
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Table 1. Main clinical and socio-demographic variables of the patients included in the
Alergodata Registry

Severe
a
Clinical and socio-demographic variables Severe Asthma As\fmﬂa
CRSwWNP
Age N=170 N=30
Adults, Mean £ SD (n) 50.6 + 144 514+124
Children, Mean £ SD (n) (n=158) N/A
13.8 £3.8 (n=12)
Sex N=170 N=30
Woman (%) 64.1% 50.0%
Comorbidities (%) N=170 N=30
CRSwWNP @ 44.1% N/A
CRS without nasal polyps 7.1% N/A
Atopic Dermatitis @ 10.0% 10.0%
Rhinitis 68.0% 65.5%
Gastroesophageal reflux 17.1% 10.0%
Psychiatric disturbance 11.8% 6.67%
Respiratory disease exacerbated by NSAIDs 18.2% 50.0%
Bronchiectasis 7.7% 10.0%
Obstructive sleep apnea 7.1% 6.9%
Exacerbations, Mean + SD 1.9 £ 2.3 (N=143) N/A
Level of uncontrolled asthma, % 79.5% (N=132) N/A
Phenotypes of asthma (%) N=146 N=22
Eosinophilic (T2) 47.9% 77.3%
Allergic (T2) 50.7% 22.7%
Non-eosinophilic 1.4% 0.0%
Prescribed biologic treatment, % (N)
Omalizumab 28.6% (N=168) 12.5% (N=24)
Dupilumab 27.9% (N=165) 69.6% (N=23)
Mepolizumab 23.4% (N=167) 20.8% (N=24)
Benralizumab 20.4% (N=157) 4.2% (N=24)
Reslizumab 3.8% (N=158) 4.0% (N=25)

& (with or without associated biologic treatment)

N/A, Not applicable; CRSWNP, chronic rhinosinusitis with nasal polyps; CRS, chronic rhinosinusitis;
NSAIDs, Non-steroidal anti-inflammatory drugs.
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