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ABSTRACT ARTICLE HISTORY
Objective: The prevalence of asthma in Italy is estimated to be around 4%; it affects Received 20 July 2021
approximately 2,000,000 citizens, and up to 80-90% of patients have mild-to-moderate Revised 4 August 2021
asthma. Despite the clinical relevance of mild-to-moderate asthma, longitudinal observational ~ Accepted 12 August 2021
data are very limited, including data on disease progression (worsening vs. improvement),

the response to treatment, and prognosis. Studies are needed to develop long-term, KEYWORDS
observational, real-life research in large cohorts. The primary outcomes of this study will be  Cross-sectional;

based on prospective observation and the epidemiological evolution of mild and moderate prospective cohort study;

asthma. Secondary outcomes will include patient-reported outcomes, treatments over time, patient-reported outcomes;
disease-related functional and inflammatory patterns, and environmental and life-style ~ "e9'stry
influences.

Methods: This study, called the Mild/Moderate Asthma Network of Italy (MANI), is a research
initiative launched by the Italian Respiratory Society and the Italian Society of Allergology,
Asthma and Clinical Immunology. MANI is a cluster-based, real world, cross-sectional,
prospective, observational cohort study that includes 20,000 patients with mild-to-moderate
asthma. (ClinicalTrials.gov Identifier: NCT04796844).

Results and conclusion: Despite advances in asthma care, several research gaps remain to
be addressed through clinical research. This study will add important new knowledge about
long-term disease history, the transferability of clinical research results to daily practice, the
efficacy of currently recommended strategies, and their impact on the burden and evolution
of the disease.

Abbreviations: MANI: Mild/Moderate Asthma Network of Italy; SANI: Severe Asthma Network
Italy; GINA: Global Initiative for Asthma; SABA: short acting PB2-agonists; ICS: inhaled
corticosteroids; CRF: Case Report Form

Introduction data retrieved from hospitals, prescription databases,
and mortality records are often incomplete. Studies
on general population cohorts can be criticized for
their uncertain diagnoses and poor definitions of the
participants. Furthermore, studies do not always
studies on patients with predominantly severe or  include clinically important variables, such as lung
difficult-to-treat asthma rather than studies on  function, daily symptoms, and biomarkers. The het-
patients with mild or moderate asthma (1). Moreover,  erogeneity of airway diseases grouped under the

Describing the natural history of asthma is challeng-
ing for several reasons. First, data sources are often
questionable; in fact, information mainly comes from
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“asthma” label is a reflection of the different pathways
involved and the specific signs of disease progression,
including lung function decline, remission, reoccur-
rence, morbidity, and mortality (2,3). Several studies
have identified disease-related factors that could pre-
dict disease progression, including long-standing dis-
ease, severe symptoms, frequent exacerbations,
smoking, exposure to allergens/pollutants and occu-
pational agents, chronic mucus hypersecretion, and
high levels of airway hyperreactivity, IgE, and eosin-
ophils (4). However, other factors can influence dis-
ease evolution, like the drugs administered (short
acting P2-agonists [SABA], controllers, oral cortico-
steroids, etc.), the dosing schedules (symptom-driven
or continuous), and the drug administration tool
(e.g., manual devices, smart inhalers, digital inter-
faces), in addition to the individual’s biological profile
(comorbidities, concomitant disorders, inflammatory
pattern) and sociodemographic profile (education,
income, etc.). Furthermore, an over-reliance on
inhaled SABAs increases the risk of asthma-related
mortality (5). Although asthma-related mortality has
been reduced substantially over the last few decades
in most countries, it remains a concern, even among
patients with mild asthma. It has become clear that
some current clinical outcomes and behaviors in fac-
ing mild/moderate asthma need to be improved. The
knowledge that morbidity was greater than previously
appreciated among patients considered to have mild
asthma has given rise to a document called the
Global Initiative for Asthma (GINA) (6). This initia-
tive recommended the use of inhaled corticosteroids
(ICS)/rapid-onset p2-agonists, in preference to SABA
alone, as a medication to alleviate symptoms in all
patients with asthma (7). Although it has been shown
that even low doses of ICS reduced the risks of severe
asthma exacerbations and asthma-related death, the
use of oral steroids in non-severe asthma was asso-
ciated with substantial expense and comorbidities
(8,9). Finally, albeit disease control is the goal of
asthma management, severe exacerbations in mild
asthma represent 30-40% of asthma exacerbations
that require emergency consultations (10,11).
Therefore, we need to improve the current under-
standing of the biology and pathophysiology of mild/
moderate asthma by identifying a number of distinct
phenotypes, similar to the approach previously taken
for investigating severe asthma (12-14).

The prevalence of asthma in Italy is estimated to
be around 4%; it affects approximately 2,000,000 cit-
izens (15). Based on the minimum treatment needed
to achieve asthma control, epidemiological studies
have estimated that, among all patients with asthma,

50-75% have mild asthma, 15-45% have moderate
asthma, and 5-10% have severe asthma. The individ-
ual burden of the pathology is strictly related to the
level of control and the severity. However, the burden
on the social and welfare systems (number of
events x number of patients) due to mild and mod-
erate asthma is not lower than that due to severe
asthma. Indeed, if severe asthma requires more than
50% of the available resources, the remaining 50%
are used for managing the milder forms of asthma.
This long-term study (MANI) aims to observe a large
patient population to provide an unparalleled source
of data for defining the most appropriate management
measures.

Methods

This study is a research initiative launched by the
Italian Respiratory Society and the Italian Society
of Allergology, Asthma and Clinical Immunology
which have set up an intersocieties scientific
committee.

The primary outcome of MANI will be the epide-
miological evolution of mild and moderate asthma
(disease severity, according to GINA), based on pro-
spective observation.

The following items will be explored as secondary
outcomes:

o Real-life assessments of asthma control over
time

o Exacerbation rate over time

o DPatient-reported outcomes (e.g., quality of
life, patient engagement, disease awareness)
from groups treated with different drugs and
schedules

o Burden of oral corticosteroids in mild and
moderate asthma

o SABA use in mild and moderate asthma

o Influence of infections and vaccinations on dis-
ease outcomes and progression

o Influence of upper airway disease on disease
outcomes and progression

o Impact of inhalation techniques and smart
inhalers on disease outcomes and progression

o Environmental exposure influences on disease
outcome and progression

o Evolution of inflammatory patterns over time
and their relationships to disease outcomes and
progression

+ Role of smoking and life style in lung function
and disease progression



o Patient-reported outcomes over time

o Patient awareness and engagement in mild and
moderate asthma

o Impact of digital therapy on disease manage-
ment and outcomes

o Direct, indirect, and intangible costs of mild
and moderate asthma

o Cost-efficiency of mild/moderate asthma treat-
ments and management plans

o Sociodemographic issues related to disease pro-
gression and burden

MANI is a cluster-based, real world, cross-sectional,
prospective, observational cohort study. A non-probability
sample will include a population of male and female
adult patients (18-80years old) with a diagnosis of
mild-to-moderate asthma, defined according to GINA
2020. Patients will be enrolled at 200 centers of pulm-
onology and allergology distributed throughout the
national territory. We will enroll consecutive patients
with asthma that are referred to the outpatient clinics
of the recruiting centers. Exclusion criteria are: patients
with severe asthma, according to the International
European Respiratory Society/ American Thoracic Society
guidelines on the definition, evaluation, and treatment
of severe asthma (15); patients with interstitial lung
diseases, pulmonary neoplasms, or current lung infec-
tions; and patients with immunological disorders that
require immunosuppressants or continuous treatment
with oral steroids. To represent real-world Italian patients
with mild or moderate asthma, the inclusion criteria
are: all adults diagnosed with asthma by a specialist,
according to the GINA document, that are scheduled
to visit a respiratory or allergy clinic. Patients involved
in previous or concomitant observational studies can be
enrolled. Patients that meet the inclusion criteria will
receive an informative leaflet for themselves and their
general practitioner and must provide written consent
to participate in the study. Follow-ups will be scheduled
according to the GINA document and each center’s plan.

The researchers will collect data on patient history,
asthma features, comorbid diseases, and available spi-
rometry and imaging results. At the time of enroll-
ment, researchers will collect results from
questionnaires. These data will include patient baseline
characteristics, self-rated asthma control, and labora-
tory tests for allergy and airway inflammation.
Follow-up data on asthma control, lung function, and
environmental exposure will be collected by issuing
questionnaires to participants at least every
6-12months to assess outcome and exacerbation-related
aggravating factors. The information collected in the
Case Report Form (CRF) will coincide with patient
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data routinely reported in medical records. The trans-
fer of data from the medical record to the analysis
platform will be carried out by the physician that
manages the therapy. Patients will be enrolled, starting
in May 2021, and enrollment will continue until the
established sample size is reached. Follow-up proce-
dures will last 10years, starting from the date that
the last patient is enrolled. The study was registered
at ClinicalTrials.gov under the identifier NCT04796844.

An ad hoc CRF on the Web platform, REDCap, has
been created. A similar database has been adopted by
the Severe Asthma Network Italy (SANI), which is an
ongoing project (16-24). Each center that participates
in the MANTI study will have a username and password,
which allows access to a reserved area of the Web appli-
cation. Authentication is secure, with an https connec-
tion that encrypts the username and password. The
passwords of each center are automatically stored in
the database with MD5 coding. The web application is
protected by Structured Query Language; therefore, it
will not be possible to evade the authentication system
or access data other than that which the application is
allowed to return. For example, a given center will not
be allowed, in any way, to display sensitive data from
another center. Each patient registered in the database
will be assigned a unique identification number, an
identifiable code, which is used only by the physician
providing therapy. The identification number is created
by entering only the first three letters of the name,
followed by the first three letters of the surname, the
date of birth, the gender, and the province of residence,
in the form of a cadastral code. Sensitive patient data
can be viewed/edited only in the area reserved for the
center treating that patient. Each center will have the
ability to view the clinical data of its own patients, but
it will only be able to view the general descriptive sta-
tistics (e.g., the number of patients enrolled) of patients
from the other centers that share the platform.

A statistical plan has been defined. Qualitative vari-
ables will be expressed as the absolute and relative
frequencies (percentages), and quantitative variables
will be expressed as the mean (standard deviation)
or the median (interquartile range), based on the
parametric or non-parametric distribution. The inci-
dence (and 95% confidence interval) of different forms
of asthma will be calculated. Asthma severity will be
defined according to the GINA document and a pre-
vious study (25). The role of demographic, clinical,
and epidemiological variables in the evolution of
asthma will be assessed with Cox proportional hazards
regression analyses. All statistical analyses will be per-
formed with STATA version 16 statistical software
(StataCorp, Texas, US). Based on a previous study
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(1), we assume that at least 20,000 subjects should be
enrolled to detect an estimated incidence of 8% for
the primary outcome, with a beta error of 0.1 and
an alpha error of 0.05.

Discussion

Because asthma is heterogeneous, we assume that each
subject will exhibit a different subset of risk factors for
asthma exacerbation and a different rate of disease
progression. Therefore, this MANI study aims to iden-
tify mild/moderate asthma clusters, based on sociode-
mographic data, clinical data, and patient-reported
outcomes. Additionally, the study results might suggest
cluster-specific analytical strategies, by focusing on each
subject’s individual aggravating factors during each
exacerbation episode and by focusing on disease pro-
gression. We are aware that observational nature of the
study and the recruitment in a secondary care in Italy
will limit the generalizability of the results to different
settings. However, we expect the cumulative results of
the large number of patients would be helpful to
improve the understanding of the epidemiological evo-
lution of mild and moderate asthma and provide new
insights in the clinical management of such patients.

GINA 2020 provides a new approach for the man-
agement of mild asthma. However, as recently under-
lined by Boulet et al. (26), despite recent advances in
asthma care, several research gaps remain to be
addressed through clinical research. Longitudinal,
real-life studies will be exceptionally important for
providing information on the translatability of clinical
research results, the long-term efficacy of currently
recommended strategies, and the ability to intervene
in disease evolution.

Acknowledgements

The authors thank the Italian Respiratory Society and the
Italian Society of Allergology, Asthma, and Clinal
Immunology for providing professional guidance and
Infomed Srl for the assistance in the preparation of the
manuscript.

Declaration of interest

The author reports no conflicts of interest in this work.

Funding

This study is a nonprofit study, supported by the Italian
Respiratory Society and Italian Society of Allergology,
Asthma and Clinical Immunology.

Ethics approval and informed consent

The ethical conduct of the study is based on the latest
revision of the Helsinki declaration and the Oviedo dec-
laration. The study protocol was designed and will be con-
ducted to ensure adherence to the principles and procedures
of Good Clinical Practice and to comply with Italian laws,
as described in the following documents, and accepted,
with their own signatures, by the study investigators. Italian
law documents: ICH Harmonized Tripartite Guidelines for
Good Clinical Practice 1996; Directive 91/507/EEC, The
Rules Governing Medicinal Products in the European
Community; Italian Legislative Decree No. 211 of June 24,
2003; Italian Legislative Decree No. 200 6 November 2007;
Italian Ministerial Decree December 21, 2007. All eligible
participants that freely agree to participate in the study
will sign an informed consent form.

ORCID

Fulvio Braido http://orcid.org/0000-0003-2460-4709
Francesco Blasi http://orcid.org/0000-0002-2285-9970
Giorgio Walter Canonica http://orcid.org/0000-0001-
8467-2557
Pierluigi Paggiaro (©) http://orcid.org/0000-0002-1213-2989
Bianca Beghe () http://orcid.org/0000-0003-2894-1964
Matteo Bonini http://orcid.org/0000-0001-9326-1370
Giovanna Elisiana Carpagnano http://orcid.org/0000-
0001-7931-4704
Stefano Del Giacco
Federico Lavorini
Manlio Milanese
Vincenzo Patella
Pierachille Santus
Marco Contoli

http://orcid.org/0000-0002-4517-1749
http://orcid.org/0000-0002-3293-2123
http://orcid.org/0000-0001-9626-6230
http://orcid.org/0000-0001-5640-6446
http://orcid.org/0000-0003-3462-8253
http://orcid.org/0000-0002-2731-5809

Data availability statement

The datasets used and/or analyzed during the current study
will be available from the study steering committee upon
reasonable request.

References

1. Bloom CI, Nissen F, Douglas IJ, Smeeth L, Cullinan P,
Quint JK . Exacerbation risk and characterisation of
the UK’s asthma population from infants to old age.
Thorax. 2018;73(4):313-320. doi:10.1136/
thoraxjnl-2017-210650.

2. Pavord ID, Beasley R, Agusti A, Anderson GP, Bel E,
Brusselle G, Cullinan P, Custovic A, Ducharme FM,
Fahy JV, et al. After asthma: redefining airways dis-
eases. Lancet. 2018;391(10118):350-400. doi:10.1016/
S0140-6736(17)30879-6.

3. Fuchs O, Bahmer T, Rabe KF, von Mutius E. Asthma
transition from childhood into adulthood. Lancet
Respir Med. 2017;5(3):224-234. doi:10.1016/
§2213-2600(16)30187-4.

4. Lange P. Persistent airway obstruction in asthma. Am
J Respir Crit Care Med. 2013;187(1):1-2. doi:10.1164/
rccm.201211-1966ED.


http://orcid.org/0000-0003-2460-4709
http://orcid.org/0000-0002-2285-9970
http://orcid.org/0000-0001-8467-2557
http://orcid.org/0000-0001-8467-2557
http://orcid.org/0000-0002-1213-2989
http://orcid.org/0000-0003-2894-1964
http://orcid.org/0000-0001-9326-1370
http://orcid.org/0000-0001-7931-4704
http://orcid.org/0000-0001-7931-4704
http://orcid.org/0000-0002-4517-1749
http://orcid.org/0000-0002-3293-2123
http://orcid.org/0000-0001-9626-6230
http://orcid.org/0000-0001-5640-6446
http://orcid.org/0000-0003-3462-8253
http://orcid.org/0000-0002-2731-5809
https://doi.org/10.1136/thoraxjnl-2017-210650
https://doi.org/10.1136/thoraxjnl-2017-210650
https://doi.org/10.1016/S0140-6736(17)30879-6
https://doi.org/10.1016/S0140-6736(17)30879-6
https://doi.org/10.1016/S2213-2600(16)30187-4
https://doi.org/10.1016/S2213-2600(16)30187-4
https://doi.org/10.1164/rccm.201211-1966ED
https://doi.org/10.1164/rccm.201211-1966ED

10.

11.

12.

13.

14.

15.

16.

17.

Spitzer WO, Suissa S, Ernst P, Horwitz RI, Habbick B,
Cockcroft D, Boivin JE McNutt M, Buist AS, Rebuck
AS. The use of beta-agonists and the risk of death and
near death from asthma. N Engl ] Med. 1992;326(8):501-
506. doi:10.1056/NEJM199202203260801.

Reddel HK, Busse WW, Pedersen S, Tan WC, Chen YZ,
Jorup C, Lythgoe D, O’Byrne PM. Should recommen-
dations about starting inhaled corticosteroid treatment
for mild asthma be based on symptom frequency: a
post-hoc efficacy analysis of the START study. Lancet.
2017;389(10065):157-166. doi:10.1016/
S0140-6736(16)31399-X.

. GINA. Global Initiative for Asthma. Global strategy for

asthma management and prevention. 2020. Available
from: https://ginasthma.org/ [last accessed 20 December
2020].

Suissa S, Ernst P, Benayoun S, Baltzan M, Cai B.
Low-dose inhaled corticosteroids and the prevention
of death from asthma. N Engl ] Med. 2000;343(5):332—
336. do0i:10.1056/NEJM200008033430504.

Ernst P, Spitzer WO, Suissa S, Cockcroft D, Habbick B,
Horwitz RI, Boivin JF, McNutt M, Buist AS. Risk of
fatal and near-fatal asthma in relation to inhaled cor-
ticosteroid use. JAMA. 1992;268(24):3462-3464.
Volmer T, Effenberger T, Trautner C, Buhl R.
Consequences of long-term oral corticosteroid therapy
and its side-effects in severe asthma in adults: a focused
review of the impact data in the literature. Eur Respir
J. 2018;52(4):1800703. doi:10.1183/13993003.00703-2018.
Reddel HK, Bateman ED, Becker A, Boulet LP, Cruz
AA, Drazen JM, Haahtela T, Hurd SS, Inoue H, de
Jongste JC, et al. A summary of the new GINA strat-
egy: a roadmap to asthma control. Eur Respir J.
2015;46(3):622-639. doi:10.1183/13993003.00853-2015.
Dusser D, Montani D, Chanez P, de Blic J, Delacourt
C, Deschildre A, Devillier P, Didier A, Leroyer C,
Marguet C, et al. Mild asthma: an expert review on
epidemiology, clinical characteristics and treatment
recommendations. Allergy. 2007;62(6):591-604.
doi:10.1111/j.1398-9995.2007.01394.x.

Haldar P, Pavord ID, Shaw DE, Berry MA, Thomas M,
Brightling CE, Wardlaw AJ, Green RH. Cluster anal-
ysis and clinical asthma phenotypes. Am J Respir Crit
Care Med. 2008;178(3):218-224. doi:10.1164/rc-
cm.200711-17540C.

Moore WC, Meyers DA, Wenzel SE, Teague WG, Li H,
Li X, D’Agostino R, Jr, Castro M, Curran-Everett D,
Fitzpatrick AM, et al. Identification of asthma pheno-
types using cluster analysis in the Severe Asthma
Research Program. Am ] Respir Crit Care Med.
2010;181(4):315-323. doi:10.1164/rccm.200906-08960C.
Wenzel SE. Asthma phenotypes: the evolution from
clinical to molecular approaches. Nat Med.
2012;18(5):716-725. d0i:10.1038/nm.2678.

Bagnasco D, Povero M, Pradelli L, Brussino L, Rolla G,
Caminati M, Menzella F, Heffler E, Canonica GW,
Paggiaro P, et al. Economic impact of mepolizumab
in uncontrolled severe eosinophilic asthma, in real
life. World Allergy Organ J. 2021;14(2):100509.
doi:10.1016/j.wa0jou.2021.100509.

Puggioni F, Brussino L, Canonica GW, Blasi F,
Paggiaro P, Caminati M, Latorre M, Heffler E, Senna

18.

19.

20.

21.

22.

23.

24.

25.

26.

JOURNAL OF ASTHMA . 1913

G. Frequency of tiotropium bromide use and clini-
cal features of patients with severe asthma in a
real-life setting: data from the Severe Asthma
Network in Italy (SANI) registry. ] Asthma Allergy.
2020;13:599-604. doi:10.2147/JAA.S274245. eCollec-
tion 2020.

Senna G, Latorre M, Bugiani M, Caminati M, Heffler
E, Morrone D, Paoletti G, Parronchi P, Puggioni F,
Blasi F, et al. Sex differences in severe asthma: results
from Severe Asthma Network in Italy-SANI. Allergy
Asthma Immunol Res. 2021;13(2):219-228. doi:10.4168/
aair.2021.13.2.219.

Malipiero G, Paoletti G, Blasi F, Paggiaro P, Senna G,
Latorre M, Caminati M, Carpagnano GE, Crimi N,
Spanevello A, et al. Clinical features associated with
a doctor-diagnosis of bronchiectasis in the Severe
Asthma Network in Italy (SANI) registry. Expert Rev
Respir Med. 2020;3:1-6. doi:10.1080/17476348.2021.1
840983.

Canonica GW, Blasi F, Paggiaro P, Senna G, Passalacqua
G, Spanevello A, Aliberti S, Bagnasco D, Bonavia M,
Bonini M, et al. Oral corticosteroid sparing with bi-
ologics in severe asthma: a remark of the Severe
Asthma Network in Italy (SANI). World Allergy Organ
J. 2020;13(10):100464. doi:10.1016/j.wao-
jou.2020.100464.

Hefller E, Detoraki A, Contoli M, Papi A, Paoletti G,
Malipiero G, Brussino L, Crimi C, Morrone D,
Padovani M, et al. COVID-19 in Severe Asthma
Network in Italy (SANI) patients: clinical features,
impact of comorbidities and treatments. Allergy.
2021;76(3):887-892. doi:10.1111/all.14532.

Canonica GW, Malvezzi L, Blasi F, Paggiaro P, Mantero
M, Senna G, Heffler E, Severe Asthma Network Italy
(SANT). Chronic rhinosinusitis with nasal polyps im-
pact in severe asthma patients: evidences from the
Severe Asthma Network Italy (SANI) registry. Respir
Med. 2020;166:105947. doi:10.1016/j.rmed.2020.105947.
Epub 2020 Apr 2.

Canonica GW, Colombo GL, Bruno GM, Di Matteo S,
Martinotti C, Blasi F, Bucca C, Crimi N, Paggiaro P,
Pelaia G, et al . Shadow cost of oral corticosteroids-related
adverse events: a pharmacoeconomic evaluation ap-
plied to real-life data from the Severe Asthma Network
in Italy (SANI) registry. World Allergy Organ J.
2019;12(1):100007. doi:10.1016/j.waojou.2018.
12.001.

Senna G, Guerriero M, Paggiaro PL, Blasi F, Caminati
M, Heffler E, Latorre M, Canonica GW, SANIL
SANI-Severe Asthma Network in Italy: a way forward
to monitor severe asthma. Clin Mol Allergy. 2017;15:9.
doi:10.1186/s12948-017-0065-4.

Chen W, FitzGerald JM, Lynd LD, Sin DD, Sadatsafavi
M. Long-term trajectories of mild asthma in adulthood
and risk factors of progression. J Allergy Clin Immunol
Pract. 2018;6(6):2024-2032.e5. doi:10.1016/j.
jaip.2018.04.027.

Boulet LP, Reddel HK, Brightling C, Brusselle G. GINA
fosters World Asthma Day 2020 to prevent asthma
deaths. Am ] Physiol Lung Cell Mol Physiol.
2020;318(5):L998-L1000. doi:10.1152/ajplung.
00075.2020.


https://doi.org/10.1056/NEJM199202203260801
https://doi.org/10.1016/S0140-6736(16)31399-X
https://doi.org/10.1016/S0140-6736(16)31399-X
https://ginasthma.org/
https://doi.org/10.1056/NEJM200008033430504
https://doi.org/10.1183/13993003.00703-2018
https://doi.org/10.1183/13993003.00853-2015
https://doi.org/10.1111/j.1398-9995.2007.01394.x
https://doi.org/10.1164/rccm.200711-1754OC
https://doi.org/10.1164/rccm.200711-1754OC
https://doi.org/10.1164/rccm.200906-0896OC
https://doi.org/10.1038/nm.2678
https://doi.org/10.1016/j.waojou.2021.100509
https://doi.org/10.2147/JAA.S274245
https://doi.org/10.4168/aair.2021.13.2.219
https://doi.org/10.4168/aair.2021.13.2.219
https://doi.org/10.1080/17476348.2021.1840983
https://doi.org/10.1080/17476348.2021.1840983
https://doi.org/10.1016/j.waojou.2020.100464
https://doi.org/10.1016/j.waojou.2020.100464
https://doi.org/10.1111/all.14532
https://doi.org/10.1016/j.rmed.2020.105947
https://doi.org/10.1016/j.waojou.2018.
https://doi.org/10.1016/j.waojou.2018.
https://doi.org/10.1186/s12948-017-0065-4
https://doi.org/10.1016/j.jaip.2018.04.027
https://doi.org/10.1016/j.jaip.2018.04.027
https://doi.org/10.1152/ajplung.
https://doi.org/10.1152/ajplung.

	Mild/Moderate Asthma Network in Italy (MANI): a long-term observational study
	ABSTRACT
	Abbreviations: MANI: Mild/Moderate Asthma Network of Italy; SANI: Severe Asthma Network Italy; GINA: Global Initiative for Asthma; SABA: short acting 2-agonists; ICS: inhaled corticosteroids; CRF: Case Report Form
	Introduction
	Methods
	Discussion
	Acknowledgements

	Declaration of interest
	Funding
	Ethics approval and informed consent
	ORCID
	Data availability statement
	References



