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Also known as the Devil’s Triangle or Hurricane Alley, the
Bermuda Triangle is an area of the Atlantic Ocean with
vertices in Miami, San Juan de Puerto Rico, and Bermuda,
which has been credited for causing mass disappearances
and a number of wrecks over the years. While people love
to throw around conspiracy theories about each of these
Bermuda Triangle stories, there may be perfectly logical
explanations for all of them.'"! A resemblance of the
Bermuda Triangle to airway diseases can be made.
Asthma, bronchiectasis, and chronic obstructive pulmo-
nary disease (COPD) are the three most prevalent chronic
inflammatory airway diseases.!?! It is estimated that §%—
10% of the general all-ages population suffers from
asthma,® and 8%-10% of adults suffer from COPD.[*!
The prevalence of bronchiectasis is largely unknown, but
it is estimated that it can affect 350 to 500 individuals per
100,000 inhabitants, especially in the elderly.®”! It is
widely recognized that these three diseases are greatly
underdiagnosed.'®!

Although asthma and COPD are well-known diseases for
most physicians, bronchiectasis is less known. Bronchiec-
tasis is characterized by the bronchial lumen dilatation due
to the progressive destruction of the bronchial wall
because of a vicious circle of airway inflammation and
chronic infection. Both inflammation (usually neutro-
philic) and infection (usually of bacterial origin) cause an
excess production of proteolytic molecules, which cause
this irreversible destruction of the bronchial wall and
systemic inflammation.!”!  Bronchiectasis is clinically
characterized by the presence of usual expectoration,
sometimes with a mucopurulent component, isolation of
pathogenic microorganisms (PM) in respiratory samples
(Pseudomonas aeruginosa being the most associated with
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greater severity and worse prognosis), and multiple
exacerbations of an infectious origin.!" ™" ! Bronchiectasis
can be caused by dozens of pulmonary and extrapulmo-
nary diseases, although its cause is unknown in 30%-50%
of cases (idiopathic bronchiectasis).!”!

Therefore, bronchial inflammation is a pathophysiological
necessary phenomenon of all three diseases. Importantly,
their inflammatory characteristics vary widely, from a
more frequently eosinophilic profile in asthma to
predominantly neutrophilic in COPD and bronchiectasis.
However, on the one hand there is evidence suggesting the
existence of multiple combinations such as neutrophilic
asthma,''?! eosinophilic bronchiectasis!'*!*! and COPD
with eosinophilia,'*'8! which also have a significant
therapeutic impact. On the other hand, bacterial bronchial
infection (often chronic) is a frequent (but not necessary)
finding in COPD and bronchiectasis.!"%!

One of the most striking findings about these three
diseases is that, despite having in most cases a different
origin, they overlap with a frequency that goes beyond the
mere crossing of probabilities due to their high individual
prevalence in the general population. Although there is no
study that clearly demonstrates a causal relationship that
explains these two-by-two relationships, several authors
insist that this combined-disorders exist, generating three
groups of “overlap” patients. With all likelihood, such
overlapping patients require a different therapeutic
approach, since some of the treatments usually used in
each of these diseases are not recommended in others
(some are even contraindicated). Therefore, early recog-
nition of such patients with bronchiectasis-COPD overlap
syndrome (BCOS), bronchiectasis-asthma overlap syn-
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drome (BAOS) and asthma-COPD overlap (ACO) is
essential?*** [Supplementary Figure 1, http:/links.lww.
com/CM9/B110].

BCOS: Between 30% and 50% of patients with severe
COPD present with bronchiectasis not attributable to any
other etiology.*®! A recent study suggests that these
bronchiectasis are part of the natural history of COPD in
advanced stages, especially in those individuals with
multiple exacerbations, higher bronchial inflammation
(usually manifested by an increase in the quantity or
purulence of sputum), and/or the isolation of PM in
respiratory samples (usually sputum).?®) Among the
hypotheses that attempt to explain a possible causal
relationship between COPD and bronchiectasis is that of
“fall and rise”. Possibly in patients with advanced COPD
in which there is a greater number of exacerbations, some
PMs continue to infect the airways of some predisposed
individuals after a period of exacerbation despite
antibiotic treatment or the immune defense mechanisms.
Both the persistence of these PM (chronic bronchial
infection) and the inflammation generated by them
produce an excess of proteolytic substances that is not
compensated by local anti-inflammatory mechanisms. In
these circumstances, the well-known “Cole’s vicious
circle” of bronchiectasis generation can be activated,
whereby the proteolytic products generated both by the
inflammation (fundamentally neutrophilic elastases) and
by the bacteria themselves could destroy the bronchial
wall to the point of dilating the bronchial lumen and, as a
consequence generating bronchiectasis.!**! Several studies
show that the presence of bronchiectasis in these patients
with COPD is related to a worse prognosis.l?”! For this
reason, experts insist on the need to perform a computed
tomography (diagnostic test of choice for bronchiectasis)
in these more severe COPD patients.[*®

From a therapeutic perspective, international guidelines
for both COPD and bronchiectasis highlight some key
points: (1) Both diseases must be treated independently,
following their individual guidelines; (2) inhaled cortico-
steroids (ICS), while indicated in some patients with
COPD, should be avoided as much as possible in the
presence of bronchiectasis, especially if there is chronic
bronchial infection. The use of macrolides at immuno-
modulatory doses may be a valid anti-inflammatory
alternative in these patients.!*'3 The role of eosinophilia
as a marker of ICS response or side effects in patients with
BCOS remains unclear.

BAOS: The prevalence of bronchiectasis in patients with
asthma is lower than in severe COPD, but it is estimated in
20% of severe asthma.’* Tt is still unknown how
eosinophilic inflammation can generate bronchiectasis,
although eosinophils also have antibacterial and pro-
inflammatory proteolytic capacity with the secretion of
some metalloproteases,' ="' eosinophil cationic protein,
and some elastases and collagenases. 1351 Although the
existing evidence is less than in the case of BCOS, some
authors agree that the presence of bronchiectasis induces
lack of control of asthma and a greater number of
exacerbations.®*! A characteristic asthma clinical pheno-
type could be observed: severe long-lasting asthma,
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sometimes neutrophilic (non-atopic), smoker, with worse
pulmonary function and greater requirement for bron-
chodilator and steroid treatment. Particularly prevalent in
these patients is neutrophilic asthma (bronchial inflam-
mation with a predominance of neutrophils), which tends
to behave more aggressively clinically. It requires a higher
dose of ICS or systemic steroids, and therefore presents a
probability of more frequent infectious pulmonary
complications, 1nclud1n]g the formation of bronchiectasis.
Thus, Simpson et al®*®! observed that the inflammatory
pattern observed in neutrophilic asthma is similar to an
increase in toll-like receptor (TLR) 2, TLR4 and CD14
receptors as well as the pro-inflammatory cytokines IL-8,
IL1B and endotoxin. Finally, subjects with neutrophilic
asthma had a greater prevalence of airway bacterial
colonization (43 % with a positive bacteria culture, similar
to those with bronchiectasis) than those with other asthma
subtypes (8% in eosinophilic asthma).

It seems that the prevalence of PM isolation in the sputum
of these patients is lower than in BCOS, which indicates
that it is perhaps more the inflammation than the infection
1tself that could be involved in the genesis of bronchiecta-
sis.?”l Anyway, as it occurs with COPD, in any given
patient with poorly controlled asthma or the isolation of
PM in the sputum, especially when it is purulent, a CT
scan should be obtained to rule out the presence of
bronchiectasis.!*”-3#!

As in BCOS, existing guidelines recommend treating both
diseases separately, although, unlike BCOS, treatment
with ICS should not be discontinued, and it seems
advisable to 7perlodically reassess patients with the lowest
ICS dose.® It is not known how effective new
blolo 1cal anti-asthma treatments in patients with BAOS
are,>”! although preliminary results indicate that the
presence of bronchiectasis does not negatively affect the
positive effect of these therapies in patients with severe
asthma.!*°

ACO: Recent research on this type of overlap patients has
been abundant. The most accepted ACO definition would
be that of a patient over 40 years of age with non-
reversible airflow obstruction, who smoked or was
exposed to blomass and was diagnosed with asthma
before the age of 40.1*%! Until recently it was considered a
specific endotype (own pathophysiological character-
istics). Other authors included the presence of a
positive bronchodilator test or peripheral eosinophilia
in the definition.!****) However, such descriptors of ACO
have not been umversally accepted as both diseases can
appear snnultaneously iglven their high prevalence in the
general population.®?" The irruption of peripheral
eosinophilia as the marker of a good response to ICS in
COPD s a consistent finding, more frequent in COPD
with an eosinophilic component. It has been observed that
ACO is associated with a greater severity of symptoms and
worse quality of life than that of its two components
separately, although it does not seem to induce a worse
prognosis./*’ Regardless of the name adopted, and as with
BCOS and BAOS, guidelines recommend the treatment of
choice for both diseases with ICS and bronchodilators for
most cases.[28:2%:37:38]
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As occurs with the Bermuda Triangle, there is confusion
about the origin, diagnosis and consequences of the
different airway overlap syndromes, although probably a
general explanation could be made considering an unique
airway disease with different endotypes leading to
different clinical phenotypes included those less frequent
such as neutrophilic asthma, eosinophilic bronchiectasis
or COPD, each one with their own treatable traits. The
identification of the pathophysiological mechanisms that
precede the presence of different overlap syndromes is
probably one of the most important future challenges:
What is the mechanism by which some non-smokers with
asthma present a predominance of neutrophils or the
mechanism by which some non-asthmatic patients with
bronchiectasis or COPD have a predominance of
eosinophils? What are the mechanisms by which eosin-
ophils are related to bronchiectasis? From a clinical point
of view, it would be important to investigate the following
questions: Is there a causal relationship between the
different entities that make up the different overlap airway
syndromes? Do patients with the different overlap
syndromes require a specific treatment or do they have
a specific prognosis? It is evident that future studies,
especially therapeutic trials, should ensure that the
investigated population is homogeneous (not including
overlaps that may respond differently), or including only a
certain type of overlap to increase knowledge about this
particular group of patients.

It is important to establish the correct diagnosis of all
different overlap airway syndromes, given that on many
occasions they produce greater severity and require
differentiated treatments. Out of the three diseases,
bronchiectasis is probably the least known, and it is
necessary to always bear in mind its possible presence in
patients with COPD and asthma, especially in their most
severe forms, in order to achieve optimal control of these
airway overlap diseases in our patients. Just as in the
Bermuda Triangle, overlaps in airways diseases can be
further explained by more translational research.
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