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Abstract Asthma and chronic obstructive pulmonary disease
(COPD) have traditionally been viewed as distinct clinical
entities. Recently, however, much attention has been focused
on patients with overlapping features of both asthma and
COPD: those with asthma COPD overlap syndrome (ACOS).
Although no universal definition criteria exist, recent publica-
tions attempted to define patients with ACOS based on differ-
ences in clinical features, radiographic findings, and diagnos-
tic tests. Patients with ACOS make up a large percentage of
those with obstructive lung disease and have a higher overall
health-care burden. Identifying patients with ACOS has sig-
nificant therapeutic implications particularly with the need for
early use of inhaled corticosteroids and the avoidance of use of
long-acting bronchodilators alone in such patients. However,
unlike asthma and COPD, no evidence-based guidelines for
the management of ACOS currently exist. Future research is
needed to improve our understanding of ACOS and to achieve
the best management strategies.
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Introduction

Asthma and chronic obstructive pulmonary disease (COPD)
are common diseases with significant public health impact.
There is still debate about whether COPD and asthma are
expressions of the same disease or whether asthma and COPD
are completely independent disorders [1]. However, it is
known that the predominant pathological changes, expected
inflammatory processes, usual clinical presentation, and
likely responses to therapeutics differ between the two.
Typically, patients with asthma have a predominant Th2
cytokine-driven, CD4+ lymphocytic, and eosinophilic air-
way inflammation that is responsive to corticosteroids. In
contrast, patients with COPD typically have a more Thl
cytokine-driven, cytotoxic CD8+ lymphocytic, and neutro-
philic inflammation [2, 3].

For many years, evidence-based guidelines for asthma and
COPD [4s, 5, 6] have guided practitioners on the appropriate
assessment and management of these two common diseases.
These recommendations have generally focused on consid-
ering asthma and COPD as two distinct entities and stipu-
lated the need for differentiating one from the other prior to
implementing the recommended management approaches.
However, real-world clinical practice has clearly demon-
strated that features of these two conditions often overlap
despite their distinct underlying pathophysiological mecha-
nisms. Furthermore, there is strong scientific evidence that
supports this clinical overlap. Given the recognized hetero-
geneity of clinical presentation, disease course, and re-
sponse to treatment among asthma and COPD, multiple
phenotypes of each of these two diseases have now been
identified [7-9, 10e, 11e, 12¢¢, 13¢]. Phenotypic characteri-
zation of both these diseases and their overlap affords bet-
ter understanding of the underlying disease processes with
the overall goal to better define differences in prognosis
and responses to therapeutic interventions [8, 9].

Recently, the Spanish Society of Pulmonology and Thoracic
Surgery (SEPAR) has recognized the above concept by
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publishing guidelines which incorporate COPD phenotypes
and suggest individualized specific therapeutic recommenda-
tions depending on phenotypic profiles [10e, 11, 12¢¢, 14e, 15¢,
16+]. Based on current estimates, the largest of these proposed
COPD phenotypes represents a population that has features and
characteristics of both COPD and asthma; the mixed phenotype
(COPD-asthma). This entity has also recently been recognized
by a joint committee publication between the Global Initiative
for Chronic Obstructive Lung Disease (GOLD) and the Global
Initiative for Asthma (GINA) and is described as the asthma-
COPD overlap syndrome (ACOS) [17¢¢]. Although no univer-
sally agreed-upon definition of ACOS or mixed COPD-asthma
phenotype currently exists, available data can help identify fea-
tures and characteristics of COPD and asthma patients that
comprise this subgroup. In addition, while no randomized trials
have specifically investigated this phenotype, available evi-
dence suggests that it represents a population that has a differ-
ent response to usual therapy and may have a different impact
on health-care utilization. This review provides an updated,
evidence-based overview of the topic of ACOS and proposes
areas of future research need.

Definition of ACOS

Existing guidelines provide formal definitions and outline di-
agnostic criteria for asthma and COPD. The GINA guidelines
define asthma as a heterogeneous disease characterized by
chronic airway inflammation presenting with episodic respi-
ratory symptoms and expiratory airflow limitation which is
variable and completely reversible [17¢, 18¢]. The GOLD
guidelines and the American Thoracic Society/European Re-
spiratory Society (ATS/ERS) statement define COPD as a
preventable and treatable disease that is characterized by per-
sistent airflow limitation, usually progressive, and associated
with an enhanced chronic inflammatory response with exac-
erbations and comorbidities contributing to the overall sever-
ity. Whether using a fixed post-bronchodilator ratio of forced
expiratory volume in 1 s and forced vital capacity
(FEV1/FVC) or age-dependent cutoff values below the lower
fifth percentile, objective criteria are established to diagnose
and stage the disease [4e, 17¢e, 18-, 19, 20].

Unfortunately, there is no consensus on a unified definition
or diagnostic criteria for ACOS. In fact, there is great vari-
ability in defining this population in the available literature.
Criteria which have been used to define or differentiate in-
dividuals with ACOS in recent publications are detailed in
Table 1. In addition, different methods have been used to
make the diagnosis of ACOS, including the use of self-
report of concomitant asthma and COPD diagnoses, retro-
spective identification using chart reviews and ICD-9 coding,
magnitude of acute bronchodilator reversibility, and unique
locally established criteria. Predictably, the inconsistencies
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and discrepancies that exist with reported data on ACOS can
be in part explained by the absence of a consistent definition
and diagnostic parameters.

In an attempt to better define phenotypes and provide a
starting ground for further research, SEPAR developed a
new approach to COPD based on clinical phenotypes. These
Spanish COPD Guidelines (GesEPOC) have provided a pro-
posed definition of the mixed phenotype [COPD-asthma
(ACOS equivalent)] as “an airflow obstruction that is not
completely reversible, accompanied by symptoms or signs
of increased obstruction reversibility [11¢].” In addition, a
panel of experts for GesEPOC proposed diagnostic criteria
to help identify COPD patients that possess the accompanied
symptoms and signs of increased reversibility consistent with
ACOS. Two major criteria consisting of (1) a very positive
bronchodilator test defined as an increase in FEV1 of >15 %
and 400 ml, (2) eosinophilia in sputum, and (3) personal his-
tory of asthma or one major and two minor criteria consisting
of (1) high total IgE, (2) personal history of atopy, and (3)
positive bronchodilator test defined by an increase in
FEV1>12 % and 200 ml on two or more occasions are con-
sidered necessary to fulfill ACOS [12¢¢]. Although founded
on available evidence and consensus vote, the committee
statement warns that prospective studies are required to vali-
date this criteria-based definition and diagnosis.

In a similar attempt to recognize this entity, the
scientific committees for GOLD and GINA recently released
a joint statement in which they provided a consensus-based
description for clinical use of ACOS: “ACOS is characterized
by persistent airflow limitation with several features usually
associated with asthma and several features associated with
COPD. ACOS is therefore identified by the features that it
shares with both asthma and COPD.” However, this statement
emphasizes that the above description is merely intended to
stimulate further study of the characteristics and treatments for
this common clinical problem [17¢]. This document provides
a stepwise approach for patients with respiratory symptoms
suggestive of chronic disease. It uses clinical, spirometric, and
radiographic features to help delineate if an adult patient is
most likely suffering from asthma or COPD or fulfills enough
shared features to be considered within ACOS. Understanding
that this distinction is often quite complex, and that there may
be utility in diagnostic testing such as inflammatory bio-
markers, high-resolution computed tomography (CT) scan,
and more specific lung function parameters, it suggests possi-
ble further investigations that may be utilized to further dis-
tinguish these entities. In addition, it provides a general con-
cept of initial therapeutic choices based on the most likely
clinical syndrome. Lastly, it recognizes that patients with
ACOS may warrant expert evaluation as they may have worse
outcomes and greater health-care utilization.

Creation of documents by such large committees as GINA,
GOLD, and SEPAR establishes the importance and recognition
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Table 1

Criteria used to define or differentiate individuals with ACOS in recent publications

Citation ACOS criteria or definition utilized

Marsh et al. [8]
1. BDT FEV1>15 %

COPD per GOLD and any of the following:

2. Peak flow variability >20 % during 1 week
3. Physician diagnosis of asthma and either symptoms (wheeze or nocturnal SOB and wheeze or nocturnal
chest tightness in the last 12 months) or use of an inhaler in the last 12 months

Blanchette et al. [2]
Gibson et al. [22]

ICD-9 Claim COPD and ICD-9 Claim Asthma in the same patient
COPD per GOLD and increased variability of airflow evidenced by provocation dose of hypertonic saline that

induces a 15 % fall in FEV1 of <12 ml

Kauppi et al. [27]

COPD per ATS/ERS criteria and 1 or more of the following findings:

1. Positive BDT (increase in FEV1 of >12 %)

2. BD response of >15 % or diurnal variation of >20 % in PEF
3. Moderate to severe bronchial hyperreactivity

4. Decrease in FEV1 of >15 % on exercise test

Hardin et al. [1]
Zeki et al. [3]

reversible airflow obstruction
Soler-Caraluna et al. [12¢e, 16°]

GesEPOC/SEPAR Consensus

o Major criteria:
Guideline (2012)

2. Eosinophilia in sputum
3. Personal history of asthma

Kitaguchi et al. [32¢]

1. Very positive BDT (increase in FEV1>15 % and >400 ml)

COPD per GOLD stage II or worse and subject report of physician diagnosis of asthma before age 40

1. COPD per ATS/ERS and allergic disease consistent with asthma, that is,
variable airflow obstruction or AHR that is incompletely reversible with or
without emphysema or reduced DLCO or

2. COPD with emphysema accompanied by reversible or partially

Reversible airflow obstruction
defined as

FEV1 or FVC >200 ml and 12 %
post-BDT

AHR defined by positive MCT

COPD per GOLD and either 2 major criteria or 1 major and 2 minor criteria are met

Minor criteria:
1. High total IgE
2. Personal history of atopy
3. Positive BDT (increase in
FEV1>12 % and >200 ml)
on two or more occasions

COPD per GOLD at least moderate with asthmatic symptoms such as episodic breathlessness, wheezing,

cough, and chest tightness worsening at night or in the early morning

De Marco et el [33¢]

Louie et al. [24e¢] Major criteria:

1. Physician diagnosis of asthma and COPD in the same patient
2. History or evidence of atopy—such as hay fever and elevated total IgE

3.>40 years old
4. Smoking >10 pack years

Self-reported, physician diagnosis of COPD and asthma in the same patient

Minor criteria:
1.>15 % increase in post-
bronchodilator FEV1 or
2.212 % and >200 ml in post-
bronchodilator FEV1

5. Post-Bronchodilator FEV1<80 % predicted and COPD per GOLD

definition.
Menezes et al. [23¢]

COPD per GOLD or COPD per lower limit of normal derived from own population and either:

1. Wheezing in the last 12 months in self-report survey plus positive BDT (post-BD increase in FEV1 or FVC of

>200 ml and 12 %) or

2. Self-reported prior diagnosis of asthma

GINA/GOLD ACOS Consensus
Statement [17¢¢]

Characterized by persistent airflow limitation with several features usually associated with asthma and several
features usually associated with COPD

ACOS is therefore identified by the features that it shares with both asthma and COPD

COPD chronic obstructive pulmonary disease, GOLD Global Initiative for Chronic Obstructive Lung Disease, BDT bronchodilator testing, FEV1 forced
expiratory volume in 1 s, FVC forced vital capacity, /CD International Classification of Diseases, A7S/ERS American Thoracic Society/European
Respiratory Society, AHR airway hyperresponsiveness, DLCO carbon monoxide diffusing capacity, MCT methacholine challenge test

of ACOS; however, the definitions and criteria will need to be
validated to ensure their application.
Impact and Epidemiology of ACOS

The overlapping concept within the umbrella term of COPD is
not new. Soriano et al. established that 19 % of patients with

airflow obstruction had at least two or more conditions, the
most common of which were asthma and COPD [21]. There-
fore, ACOS, or the mixed phenotype, provides a special area
of importance as it comprises a large portion of all adults with
obstructive lung disease.

The exact prevalence of ACOS is unknown. It is very dif-
ficult to accurately assess its prevalence due to variable defi-
nitions that exist throughout the literature. However, an
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estimated 13-55 % of all COPD patients fulfill potential
criteria for ACOS [1, 8, 22, 23ee, 24 25¢]. Some reports
suggest that at least 50 % of individuals over the age of
60 with obstructive airway disease [22] and approximately
25 % of adult patients with severe asthma fulfill ACOS
criteria [24ee].

Not only does ACOS represents a large proportion of
COPD patients, but also this group has a higher health-care
burden, both in terms of cost and utilization. Patients within
this phenotype have more frequent exacerbations, are more
likely to have a severe exacerbation requiring hospitalization,
use more respiratory medications, and have the highest report-
ed pulmonary symptoms [1, 2, 23, 26°]. More importantly,
patients with ACOS also report worse quality of life than those
with either disease alone [27].

Unfortunately, this large cohort of patients poses a problem
to clinicians who are attempting to apply evidence-based
guidelines. Most prior therapeutic trials included highly se-
lected, clearly defined patient populations. Typically, smokers
with asthma and COPD patients with a history of asthma have
been excluded from asthma and COPD clinical trials, respec-
tively. Travers et al. questioned the external validity of
existing randomized controlled asthma and COPD clinical
trials. He concluded that over 90 % of COPD and asthma
patients were taking medication based on data from trials
for which they themselves would not have been eligible for
enrollment [28, 29]. Ultimately, a large group of individ-
uals, many with features consistent with ACOS, that smoke
and have asthma [30, 31] or COPD and a history of asthma
have not been well studied.

Identifying the Patient Population

In general, the literature on ACOS has been
mostly retrospective and observational. Nevertheless, the di-
agnosis of ACOS should be considered in certain patient pop-
ulations listed in Fig. 1. Clinically, patients fulfilling ACOS
are younger than those with COPD but older than those with
asthma. In the U.S., they are more likely African American
and have less smoking history than typically seen in tradition-
al COPD. They commonly have features associated with asth-
ma including wheezing, atopy, elevated total IgE levels, and
allergic problems such as allergic rhinitis, positive skin prick
testing, and hay fever [1-3, 32¢, 33¢]. Furthermore, airway
inflammation in this population tends to be more eosinophilic
than the usual neutrophilic inflammation described in COPD
patients [32¢, 34]. Lung function testing in patients with
ACOS often reveals a higher carbon monoxide diffusing ca-
pacity (DLCO) and a more pronounced acute bronchodilator
reversibility than COPD patients [23ee, 32¢, 34]. On high-
resolution computerized tomography (CT) scan of the chest,
patients with ACOS have more gas trapping, less
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COPD (Post Bronchodilator FEV1/FVC <0.7)
with One or More of the Following:
a. Past or Current Diagnosis of Asthma
b. Clinical Featuresof Asthma
Episodic symptoms
Allergic Triggers and comorbidities (Rhinitis, sinusitis)
Elevated IgE, Antigen Specific IgE sensitization
c. Variable Airflow Obstruction
Significant acute bronchodilator response,
Diurnal variability in PEFR >10%,
Airway hyperresponsiveness
d. Evidence of Eosinophilic Airway Inflammation
ElevatedeNO, elevated blood or sputum eosinophils

Late-Onset Asthma with Partially Reversible Airway Obstruction

Asthma with Current or Past History of Heavy Smoking

Fig. 1 Clinical populations where ACOS should be considered

emphysema, and greater bronchial wall thickening when
compared to patients with COPD [1, 35].

A history of asthma, either self-reported or physician-doc-
umented, is strongly associated with ACOS. It is well known
that asthma patients are at higher risk for developing COPD
[36-38]; however, it is sometimes very challenging to diag-
nose COPD patients with chronic asthma once fixed ob-
struction is present on spirometry. This is particularly true
in patients with undiagnosed asthma who smoke or those
who develop fixed airway obstruction regardless of
smoking history. These nuances leave a large proportion
of patients with asthma to be poorly characterized.

Epidemiologic studies of COPD demonstrate that patients
with asthma who develop fixed airflow obstruction have dif-
ferent baseline clinical and immunologic characteristics than
those patients with COPD and no history of asthma [39]. In
addition, patients who develop COPD and have a history of
asthma maintain differences once the fixed obstruction is ev-
ident. Markers of eosinophilic inflammation including serum
and sputum eosinophilia and fraction of exhaled nitric oxide
(FeNO), characteristics typically associated with asthma, are
often found in patients with fixed airflow obstruction second-
ary to asthma [40—42].

A reported history of asthma is often insufficient to
differentiate ACOS from COPD because not all asthmatics
fit the typical eosinophilic, steroid-responsive profile.
Smoking induces considerable overlap between asthma
and COPD, clinically, and in regard to inflammation and
airway pathology. Smoking asthmatics fit a profile more
consistent with the traditional COPD patient. These patients
are often less responsive to inhaled corticosteroids (ICS), likely
related to the more neutrophilic airway inflammation that is
often seen in their airways [43—45].
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Differentiation of airway inflammation plays an additional
key role in identifying individuals with ACOS. Eosinophilic
airway inflammation frequently suggests asthma but does not
necessarily exclude COPD. Indeed, many patients with COPD
and fixed airflow obstruction on spirometry display eosino-
philic airway inflammation and respond well to both inhaled
and systemic steroids [46]. These patients do not necessarily
represent asthma patients who developed fixed airflow ob-
struction [34, 47]. It remains unclear why some patients with
COPD have a predisposition to develop an eosinophilic air-
way response. Some hypotheses have been described which
are beyond the scope of this review [46]. Many recent studies
attempting to better clarify ACOS focus on this important
concept. Not only is it believed that eosinophilic inflammation
is associated with COPD exacerbations but that the group with
this inflammatory profile is more responsive to steroids [32e,
46,48, 49]. In addition, this may represent a subset of patients
that should be treated early with ICS and not have ICS with-
drawn due to potential worsening [50e].

Traditionally, measuring eosinophilic inflammation has
been done with sputum or bronchial lavage cellular analysis,
which can be difficult to obtain. More recently, FeNO levels
have been shown to correlate with airway inflammation char-
acterization in COPD, similar to what has been demonstrated
in patients with asthma [51¢]. In addition, it has been shown
that a normal FeNO level predicts lack of steroid response
[52]. It is widely believed that higher FeNO levels occur more
frequently in patients with ACOS compared with other COPD
phenotypes [34].

A large group of COPD patients have partial reversibility
demonstrated by positive bronchodilator testing (BDT)
[53-56]. Although partial reversibility among COPD patients
is unlikely to identify asthma patients accurately, it likely has
some clinical relevance for prognosis, therapeutic interven-
tion, and identifying individuals with ACOS. In addition, the
lack of standardized BDT procedures and criteria for positiv-
ity has created confusion and difficulty comparing studies.
Given the unclear nature of this concept, it has often been
accepted that lack of response to short-acting bronchodilators
(BD) does not preclude potential long-term benefits of bron-
chodilators in individuals with COPD. Some studies demon-
strated COPD patients with positive BDT have an increased
mortality; others question this finding [57-59]. Recently, sub-
groups of COPD patients with positive BDT have been shown
to have an improvement in FEV1 after treatment with ICS/
long-acting beta2-agonist (LABA) combination [60]. Despite
the uncertainty of the overall clinical importance, a significant
improvement in lung function during BDT helps distinguish
ACOS as a group of COPD patients that have the potential to
act more like asthma patients and benefit from ICS.

More recently, research has demonstrated the potential
for biomarkers such as surfactant protein A(SP-A), soluble
receptor for advanced glycation end products (sRAGE),

myeloperoxidase (MPO), and neutrophil gelatinase-associated
lipocalin (NGAL) in sputum and serum as well and genetic
variants in differentiating asthma, COPD, and ACOS [61e,
62¢]. These markers will likely serve as important specific in-
dicators but need future exploration prior to clinical application.

Therapeutic Implications

ICS therapy constitute the foundation for management of per-
sistent asthma. Inhaled long-acting bronchodilator therapy
constitutes the cornerstone for management of stable
COPD. No large randomized controlled trials have been
conducted involving therapeutic interventions targeting pa-
tients specifically with ACOS. Therefore, more data are
needed to help guide how to best optimize this patient
population. In the interim, existing and emerging data can
be utilized to make a general construct for therapeutic man-
agement and develop concepts for potential future research.

The current concept of identifying asthma and COPD phe-
notypes revolves around individualizing therapeutic and man-
agement strategies. Based largely on the evidence from ISOL-
DE trials [63, 64], current recommendations are made to uti-
lize ICS in COPD patients with exacerbations and FEV1<
50 % to reduce future exacerbations. However, as noted by
others [56], COPD exacerbations were prevented in many
with FEV1>50 %. Therefore, the utilization of ICS in patients
with COPD may not be dependent on severity based on
FEV1, but instead on features which may reflect a population
that is more steroid responsive. This steroid-responsive sub-
population of COPD is thought to be in large part made up of
individuals with ACOS. This concept is advocated by some
experts in the field and is currently reflected in the Canadian
and Spanish COPD guidelines [16¢, 56, 65-67]. Although
the lowest dose of ICS that achieves response is advocated,
some evidence suggests patients with ACOS should not
have the ICS withdrawn due to greater number of exacer-
bations [50°]. Along the same lines, avoiding ICS in those
that are less likely to derive benefit may have just as large
of an impact, mitigating some of the potential complica-
tions of ICS use such as pneumonia [68].

As mentioned, ACOS represents the group of COPD
patients who are more likely to receive greater benefit from
ICS, regardless of FEV1 severity and exacerbation history.
This theory is based on extrapolated data from COPD pa-
tients that fulfill the above ACOS characteristics. COPD
patients with a positive BDT or hyperreactivity test or spu-
tum eosinophilia have been shown to be more responsive
to ICS than those without these features [49, 69-74]. In
addition, a study by Siva et al. demonstrated a reduction
in the number of severe exacerbations when titrating steroid
and BD therapeutics to achieve a reduction in sputum eosin-
ophilic inflammation compared to those treated according to
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current British Thoracic Society guidelines [75]. This finding
may give some basis for optimal dosing of ICS in ACOS.

Because airway inflammation in patients with ACOS re-
sembles that seen in patients with asthma, it has been sug-
gested that the use of long-acting BD alone in this population
should be avoided [16°]. Instead, ICS should be used in com-
bination with BD. While LABA have long been the preferred
bronchodilators in asthma, recent literature has demonstrated
the efficacy of long-acting muscarinic antagonists (LAMA)
such as tiotropium [76e, 77]. In addition, some data suggests
the effects of tiotropium in regard to improvement in FEV1
and FVC may be more pronounced in asthmatics with
smoking history and emphysematous changes on CT scan
[78+]. In one clinical trial in patients with COPD and concom-
itant asthma, the use of tiotropium had a beneficial effect in
improving lung function [79]. These trials provide a founda-
tion to further explore the role of existing and future LAMA
agents in individuals with ACOS.

It is unknown whether other specific therapeutics have
greater benefit in patients with ACOS. Given the similar char-
acteristics to asthma, unexplored options with therapeutics
generally being used clinically or studied in asthma patients
may benefit patients with ACOS. Options such as monoclonal
antibodies against IgE, IL-5, and IL-13 may have a role in
patients with features of ACOS and warrant further investiga-
tion [80e, 81¢]. Furthermore, existing or future oral or inhaled
anti-inflammatory agents such as PDE4 inhibitors, 5-
lipoxygenase inhibitors, and MAP 38 kinase inhibitors may
be beneficial in such a population [82¢].

Future Needs

Existing data defining ACOS are very limited. Given that this
population represents a large phenotype of asthma and COPD,
identifying easy-to-use diagnostic criteria is essential. Specif-
ically, it is necessary to validate currently proposed criteria set
forth by SEPAR and GOLD-GINA to ensure diagnostic sen-
sitivity and specificity. Identification of inexpensive and re-
producible tests and biomarkers that help differentiate this
phenotype from asthma and COPD are critical to ensure a
better therapeutic approach. Finally, randomized clinical trials
evaluating the use of current and emerging therapeutics on
outcomes such as lung function, exacerbations, quality of life,
and mortality are needed to facilitate the establishment of
evidence-based guidelines for this group of patients historically
excluded from clinical trials.

Conclusions

Defining the differences or various phenotypes of asthma and
COPD is more than an academic principle. It holds clinical
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relevance, affects patient outcomes, and provides great re-
search potential. ACOS, although not universally defined, rec-
ognizes a previously neglected but a commonly encountered
group of individuals that impose a major burden on the health-
care system. While the definition and diagnostic criteria of
ACOS are evolving, it clinically includes several potential
patient populations. It represents many individuals with asth-
ma who smoke or have developed fixed airway obstruction
and COPD patients with eosinophilic airway inflammation.
Clinical features and utilization of certain diagnostics testing
can aid in differentiating individuals with ACOS. ICS should
likely be considered as part of the first line of therapeutics for
individuals with ACOS. Ultimately, future research is needed
to better delineate this group and further establish best appro-
priate therapeutic interventions.
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