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Editorial

How can Patients With Asthma-COPD Overlap Syndrome in Clinical

Practice be Identified?™

® Creemsifark

¢ Coémo podemos identificar a los pacientes con fenotipo mixto asma-EPOC (ACOS) en la

practica clinica?

Miriam Barrecheguren,? Cristina Esquinas,® Marc Miravitlles®":*
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b Ciber de Enfermedades Respiratorias (CIBERES), Spain

In a recent consensus meeting of 26 Spanish specialists, 85%
of the participants were in agreement about the existence of a
mixed COPD-asthma phenotype, known as asthma-COPD overlap
syndrome (ACOS). However, there was less agreement on the char-
acteristics that defined this phenotype and how it can be identified
in routine clinical practice.!

The need for an agreement on the significance of ACOS led to the
first consensus meeting aimed at defining ACOS as a COPD pheno-
type. This was necessary in view of the emerging body of evidence
on COPD patients with asthmatic characteristics who respond bet-
ter to treatment with inhaled corticosteroids (ICS). In this meeting,
major and minor criteria for the diagnosis of ACOS were defined?;
however, subsequent studies have shown that these criteria were
excessively restrictive, and that they applied to only a small pro-
portion of patients who may have ACOS.?

Compared to the excessively restrictive criteria of the Span-
ish consensus, the recent criteria from the Global Initiative for
Asthma (GINA) and the Global Initiative for Obstructive Lung Dis-
ease (GOLD) appear imprecise and ambiguous. These organizations
provide a list of characteristics associated with asthma and another
list of characteristics associated with COPD. Doctors are expected
to tick the characteristics which apply to the patient, and if the
number of ticks in each list is similar, the patient probably has
ACOS.* There is no indication of how many ticks are required, and
all ticks have the same weight, even though not all characteristics
have the same value when identifying asthma or COPD. Returning
to the opinion of the Spanish experts, we find that the most rele-
vant ACOS diagnostic criteria were: prior diagnosis of asthma in a
COPD patient (according to 88% of experts); significant tobacco con-
sumption (73%); and post-bronchodilator FEV1/FVC<0.7 (69%).!
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In contrast, other characteristics listed in the GINA-GOLD docu-
ment, such as respiratory symptoms or daily variability in these
symptoms,* did not appear among the criteria proposed by the
Spanish consensus group.!

From the perspective of COPD, a diagnosis of ACOS is based
on the presence of asthmatic characteristics in COPD patients. In
contrast, from an asthma perspective, the identification of COPD
is not so clear: an asthma patient cannot be diagnosed as having
ACOS simply because they have incomplete reversibility of airflow
obstruction (post-bronchodilator FEV1/FVC<0.7). If that patient
has never smoked, they should be classified as having chronic,
severe or not completely reversible asthma, but asthma never-
theless. Similarly, neutrophilic asthma would still be asthma, not
ACOS.

In any case, a prerequisite for diagnosis of ACOS is an over-
lap between COPD and asthma, and we must therefore be able
to identify COPD and asthma in a patient with this possible diag-
nosis. The most common type of ACOS patient is an asthmatic
who is, or who used to be a heavy smoker, who has developed
incomplete reversibility of airflow obstruction. In this case, smok-
ing does not cure the asthma, rather it is an added risk factor for
the development of incomplete reversibility of airflow obstruction
with underlying asthmatic inflammation. Another common pattern
is the smoker with COPD who has characteristics reminiscent of
asthma, such as reversible airflow obstruction, signs of atopy, rhini-
tis and/or elevated peripheral eosinophilia.® This patient may also
be a smoker with asthma, perhaps mild or previously undiagnosed.
Despite these considerations, it is curious that 31% of participants in
the Spanish consensus meeting did not view incomplete reversibil-
ity of airway obstruction as an essential criterion for the diagnosis
of ACOS.!

From a clinical point of view, the identification of ACOS in
patients previously labelled asthmatic has no impact on manage-
ment, since these patients should be treated as for asthma. In
contrast, in COPD, a diagnosis of ACOS will require the immediate
introduction of ICs (combined with long-acting bronchodilators).
This is a very significant difference with respect to other COPD
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patients, and for this reason, ACOS was included as one of the
clinically relevant phenotypes in the Spanish COPD guidelines
(GesEPOC).”

Consensus is growing on the limited efficacy of ICS in COPD,
and the need for identifying responders to avoid overtreatment
has been recognized.® ACOS patients respond well to ICS, as they
typically present predominantly eosinophilic inflammation, and
bronchial eosinophilic inflammation in COPD has been shown to
be an excellent predictor of good response to ICS. However, the dif-
ficulty involved in analyzing eosinophils in sputum in daily practice
has sparked interest in the potential of peripheral eosinophilia as a
predictor of ICS response. A post hoc analysis of the results of 2 clin-
ical trials found that the efficacy of an ICS (fluticasone furoate) plus
a bronchodilator (vilanterol) in reducing COPD exacerbations had a
dose-response relationship with the concentration of eosinophils
in blood.? Confirmation of these findings in specifically designed
prospective studies could herald the end of ACOS, which, being
replaced by “eosinophilic COPD” as an identifier of patients with
COPD who respond to ICS, would become obsolete. Until such time,
our advice is to always ask COPD patients about any history of
asthma (or asthmatic symptoms), since this may be a useful indi-
cation of the need to include the diagnosis of a possible ACOS in the
evaluation of the patient.!°
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