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EDITORIAL

Asthma COPD Overlap PRO-CON Debate. ACO: The Mistaken Term

Alberto Papi

Respiratory Medicine Unit, Department of Morphology, Surgery and Experimental Medicine, University of Ferrara, Ferrara, Italy

Two studies have been published in the last issue of the
journal [1,2] that, with different aims and outcomes, were
performed in the “sensitive population” with Asthma-
COPD- overlap (ACO) where asthma and chronic obstruct-
ive pulmonary disease (COPD) share common features [3].

Asthma and COPD are the most common chronic pul-
monary conditions. Both asthma and COPD have consider-
able heterogeneity and intrinsically share clinical features,
since they have in common a) the condition of being dis-
eases of the same system and b) the pathophysiology and
consequences of airflow limitation. Thus, it shouldn’t be a
surprise that they have commonalities in their clinical and
pathophysiological presentations. By contrast, and this is
surprising, over the past decade, there has been significant
discussion over this group of patients, in particular on
whether an identifying term should be given to the condi-
tion of “overlapping features of both diseases”, as currently
suggested by GINA [3]. In fact, an artificial construct has
been made (ACO) to label what is nothing more than one
of the natural evolution/expression of the 2 clinical hetero-
geneous conditions. The trademark ACO has been created,
and this has led to confusion and misled clinicians.

No doubts that there are traits shared by the 2 respiratory
obstructive conditions, but it doesn’t clinically help to iden-
tify the condition (termed ACO) on the principle that there
are commonalities between the two diseases: this term is
MisTaken. Hopefully, the use of this word, as we look at the
of publications adopting this term, has started to decrease in
recent times and expectantly this trend will continue
(Figure 1).

The two studies published in the last issue of the journal
somehow reflect the confusion and the debate that has been
ongoing since the ACO term has been generated [4]. Peltola
and colleagues [1] in their work refer to ACO and identifies
patients i) with a COPD ICD diagnosis number identified
during a past hospitalization and ii) with on doctor-diag-
nosed asthma. Notably, in this retrospective study, only a
minority of the COPD population included in the survival
analyses had a lung function testing, which questions the
group allocation [5,6]. The main message, COPD with con-
comitant asthma has better survival compared to COPD
without concomitant asthma, is in line with the results of
Burrow al et reported 33 years ago [7].

The Canadian study [2] embedded in CanCOLD cohort,
opted for the more recent GOLD position [8] and refers to
asthma and coexisting COPD without mentioning ACO.
However, the study equally bears shadows over the groups’
labelling as COPD subjects [including non-smokers] were
identified solely on the basis of a post-bronchodilator FEV1/
FVC; while concomitant asthma was defined based on self-
reported physician diagnosis of asthma, atopy and broncho-
dilator responses. In the absence of smoking history, these
latter characteristics would fulfill the clinical/functional pres-
entation of asthma with fixed airflow limitation with no
need for COPD to be involved, according to GINA listed
phenotypes of asthma (Chapter 1 [3]).

Clearly, there were practical reasons behind the choice of
introducing this term in 2015, by GINA in conjunction with
GOLD [4]. Indeed, patients with features of COPD are usu-
ally excluded from asthma studies (including RCT) and this
is reciprocated in COPD. However, the solution proposed to
solve a practical issue had, in fact, indicated a path (i.e.
ACO) leading nowhere in clarity and potentially on the
verge of perilous consequences.

The cage that has been built to force “overlapping fea-
tures of both asthma and COPD” into ACO, is rather loose
and it includes among the others: post-bronchodilator
FEV1/FVC ratio of less than 0.7 in the setting of different
clinical features, patient-reported or physician’s diagnosis of
asthma, significant bronchodilator reversibility, the presence
of significant sputum or blood eosinophilia, documentation
of wheezing and/or an atopic disease significant history of
smoking or other known exposures [9,10].

Not unexpectedly, different aspects of the ACO multifa-
ceted presentations are used in different studies, which
recruit different populations using the same term: ACO.
Although explicitly stated by GINA (Chapter 5, [3]) that
patients with features of both asthma and COPD do not
represent a single disease, the devil lies in the term itself
that, by including a variety of different conditions, brings
the perils connatural to its ambiguity. Thus, as different
ACO definitions have been applied in various studies
(recently elegantly reviewed [11]), any reliable conclusions
regarding clinical severity, management, and prognosis of
this condition are precluded. Clearly, the evidence base for
treating ACO is very limited, due to a lack of pharmaco-
logical studies.
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This confusion bears the risk of applying/extending the
conclusions obtained in a study conducted in a population
termed ACO (e.g. Asthma with fixed airflow limitation) to a
totally different population equally termed ACO (e.g. COPD
with > 300 blood eos/mL).

Indeed, one may argue that patients considered to have
ACO in these studies have forms of COPD or asthma,
rather than an overlapping condition. In epidemiological
studies, fixed airflow limitation is “questionably” used as
the only “defining” criterion for COPD. However, we know
that asthma in itself, in its own evolution, can develop
fixed airflow limitation. Indeed, up to 30% of patients with
fixed airflow limitation have a history of asthma [12] as it
could develop especially in patients with long-lasting dis-
ease (as GINA underlines, Chapter 1 [3]) [13,14]. Does
asthma with fixed airflow limitation become something dif-
ferent from asthma and mixes up with COPD (becoming
an ACO)? On the contrary, the evidence is that asthmatic
airway inflammation does not change with the development
of fixed airflow obstruction and it does not become similar
to the airway inflammation characteristic of COPD [15].
Also, lung function remains different and, most import-
antly, the response to treatment is different [15]. Thus, no
ACO has been found in this condition. So, just call it by
its name: asthma with fixed airflow limitation; and treat it
as such.

On the COPD site, the condition of large bronchodilator
response is doubted of masking an ACO soul. Why bron-
chodilator response should be considered a physiologic char-
acteristic exclusively of asthma? Indeed, substantial
responses to bronchodilators have been reported in COPD
particularly with the new potent bronchodilators [16]. In
one of the few RCT in COPD where not only current
asthma but also history of asthma was excluded [17], the
acute bronchodilator responsiveness was greater than 12%
and 200 mls in 52% of this “pure” COPD population
[17,18]. In addition, 54% of patients had at least 12% and
200mL improvement in FEV1, over the treatment period
with a long acting bronchodilator [19]. Thus, in the absence
of any “smell of asthma”, there is notable reversibility to
bronchodilators in a large proportion of COPD. So, call it
by its name: e.g. COPD with substantial responses to bron-
chodilators. And you’ll find an important clinical piece of
information.

Not to mention blood eosinophils. In the general
population blood, eosinophils have a normal distribution
[20], as it happens for any biologic measure. Why should
it be different in COPD? In fact, the evidence indicates
that it is not different in COPD [21]. So, why COPD
patients with 300 blood eos/mL (within the normal range)
should have acquired something closer to asthma and be
blamed of any ACOish condition? Since when asthma is
diagnosed based on blood eosinophils? Again, call it by
its name: e.g. COPD with eosinophilic profile, and you’ll
find a useful predictor of response to treatment (ICS
for example).

The variability and differences of the clinical conditions
described above (-and others [9]) are confusing the clini-
cians and risk to oversimplify the diagnostic and treat-
ment approach toward a unique black box of hybrid/
chimeric clinical/biological/functional mixtures, without
recognizing the underlying conditions with their
specificities.

This is why I believe the term ACO should disappear,
and the different conditions named after what they are. This
would also clarify the most appropriate treatment approach.
A simple interim and descriptive solution: name a condition
after its characterizing traits. Notably, for some of these
traits, effective treatments are currently available (and some
others will come) and thus they are treatable traits. This is
the practical piece of information that the clinician would
need to exit the ACO labyrinth.

As simple as the latest GOLD statement on the topic:
asthma and COPD are two different disorders and should
be treated accordingly [8]. Asthma and COPD may coexist
in individual patients (COPD with a concurrent diagnosis of
asthma), and should be treated concomitantly.

To provide clinical guidance for patient safety there is
also a very simple message: ICS should be given to any
asthma condition (including concomitant COPD) and to
COPD conditions where the efficacy is supported by the
available evidence (e.g. increased risk of exacerbations,
eosinophilia, concomitant asthma, or any combination of
these features) [22].

COPD future RCTs should focus on patients with some
questioned traits, e.g. patients with smoking-induced COPD
with a past history of asthma.

Hopefully, in the future no national and international
guidelines will refer to such a distorted way of approaching
patients’ clinical condition, thus avoiding confusion in med-
ical communication and the clinical consequences of recom-
mendations (treatment in particular) in the absence
of evidence.
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Figure 1. PubMed last accessed 21st Aug 2020. Search for
ACOþAsthmaþ COPD.
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