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Asthma-COPD Overlap Syndrome: 
An overview of the new GINA/GOLD 
guidelines
RUtH MORROW, CLiNiCAL EDiTor, NUrSiNG iN GENErAL PrACTiCE
Background
This article explores a new syndrome, ACoS – Asthma-CoPD 
overlap Syndrome and presents the new GiNA/GoLD Guidelines.  
The diagnosis and management of ACoS will be addressed with 
recommendations for onward referral should the patient’s condi-
tion warrant it. 

Asthma-CoPD overlap Syndrome (ACoS) is “characterised 
by persistent airfl ow obstruction with several features usually 
associated with asthma and several features associated with 
CoPD. ACoS is therefore identifi ed by the features that it shares 
with both asthma and CoPD”.1 

ACoS occurs in people that have asthma, are over 40 and who 
smoke or non-smokers with long standing asthma who progress 
to CoPD. in 2014, GiNA & GoLD published a joint guidance on the 
diagnosis and management of ACoS. 

The prevalence of ACoS was demonstrated in a screening 
questionnaire carried out by Marco et al,2 which showed 1.6% 
in 20-44 age group, 2.1% in 45-64 age group and 4.5% in 
65-84 age group. it has been documented that patients with 
ACoS experience more frequent and severe exacerbations and 
experience longer hospital stays than patients with either asthma 
or CoPD alone.3

GiNA/GOLD GUiDELiNES FOR AStHMA, COPD AND 
AStHMA-COPD OVERLAP SyNDROME (ACOS)1

Step-wise approach to ACOS
GiNA/GoLD (2014) recommend a step-wise approach to diagno-
sis, management, and onward referral of the patient presenting 
with ACoS. The Guidelines ask:

Step 1: Does the patient have chronic airways disease?
Step 2: The syndromic diagnosis of asthma, CoPD and ACoS in 
an adult patient
Step 3: Spirometry
Step 4: Commence initial therapy
Step 5: referral for specialised investigations (if necessary)

Diagnosis
Step 1: Does the patient have chronic airways disease?
A fi rst step in diagnosing these conditions is to identify patients 
at risk of, or with signifi cant likelihood of having chronic airways 
disease, and to exclude other potential causes of respiratory 
symptoms. This is based on a detailed medical history, physical 
examination, and other investigations.
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Clinical history
Features that should prompt consideration of chronic airways 
disease include:
•	 History of chronic or recurrent cough, sputum production, 

dyspnoea, or wheezing; or repeated acute lower respiratory 
tract infections

•	 report of a previous doctor diagnosis of asthma or CoPD
•	 History of prior treatment with inhaled medications
•	 History of smoking tobacco and/or other substances
•	 Exposure to environmental hazards, e.g. occupational or 

domestic exposures to airborne pollutants.

Physical examination
•	 May be normal
•	 Evidence of hyperinflation and other features of chronic lung 

disease or respiratory insufficiency
•	 Abnormal auscultation (wheeze and/or crackles).

Radiology
•	 May be normal, particularly in early stages

•	 Abnormalities on chest X-ray or CT scan (performed for 
other reasons such as screening for lung cancer), including 
hyperinflation, airway wall thickening, air trapping, 
hyperlucency, bullae or other features of emphysema

•	 May identify an alternative diagnosis, including bronchiectasis, 
evidence of lung infections such as tuberculosis, interstitial 
lung diseases or cardiac failure.

Screening questionnaires
Many screening questionnaires have been proposed to help the 
clinician identifying subjects at risk of chronic airways disease, 
based on the above risk factors and clinical features. Examples 
are the Asthma Control Test and the CoPD Assessment Test.

 
STEP 2. The syndromic diagnosis of asthma, COPD and ACOS in 
an adult patient
Given the extent of overlap between features of asthma and 
CoPD, the approach proposed focuses on the features that 
are most helpful in distinguishing asthma and CoPD (Table 
1a).

Table 1a. Usual features of asthma, COPD and ACOS (GINA and GOLD, 2014)

Feature asthma COPD aCOs
Age of onset Usually childhood but can 

commence at any age
Usually > 40 years of age Usually age ≥40 years, but may have 

had symptoms in childhood or early 
adulthood

Pattern of respiratory 
symptoms

Symptoms may vary over time 
(day to day, or over longer 
periods), often limiting activity. 
often triggered by exercise, 
emotions including laughter, 
dust or exposure to allergens.

Chronic usually continuous 
symptoms, particularly 
during exercise, with ‘better’ 
and‘worse’ days

respiratory symptoms including 
exertional dyspnoea are persistent 
but variability may be prominent

Lung function Current and/or historical 
variable airflow limitation, e.g. 
BD reversibility, AHr

FEV1 may be improved by 
therapy, but post-BD FEV1/
FVC <0.7 persists

Airflow limitation not fully reversible, 
but often with current

Lung function between 
symptoms

May be normal between 
symptoms

Persistent airflow
limitation

Persistent airflow limitation

Past history or family history Many patients have allergies 
and a personal history of 
asthma in childhood, and/or 
family history of asthma

History of exposure to 
noxious particles and gases 
(mainly tobacco smoking and 
biomass fuels)

Frequently a history of doctor-
diagnosed asthma (current or 
previous), allergies and a family 
history of asthma, and/or a history of 
noxious exposures

Time course often improves spontaneously
or with treatment, but may 
result in fixed airflow limitation

Generally, slowly progressive 
over years despite treatment

Symptoms are partly but significantly 
reduced by treatment. Progression is 
usual and treatment needs are high

Chest x-ray Usually normal Severe hyperinflation & other 
changes of CoPD

Similar to CoPD

Exacerbations Exacerbations occur, but the 
risk of exacerbations can be 
considerably reduced by 
treatment

Exacerbations can be reduced 
by treatment. if present, 
comorbidities contribute to 
impairment

Exacerbations may be more common 
than in CoPD but are reduced 
by treatment. Comorbidities can 
contribute to impairment

Typical airway inflammation Eosinophils and/or neutrophils Neutrophils in sputum, 
lymphocytes in airways, may 
have systemic inflammation

Eosinophils and/or neutrophils in 
sputum.
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Table 1b assists the clinician in determining if the patient has 
asthma or CoPD. if three or more boxes are checked for either 
asthma or CoPD, that diagnosis is suggested. it there are similar 
number of boxes checked in each column, the diagnosis of ACoS 
should be considered. 

Step 3: Spirometry
Spirometry is essential for the assessment of patients with 
suspected chronic disease of the airways in order to confi rm or 
exclude the diagnosis. it should be performed at either the initial 
or a subsequent visit in order to avoid unnecessary trials of vari-
ous therapies. Spirometry confi rms chronic airfl ow limitation but 
is of more limited value in distinguishing between asthma with 
fi xed airfl ow obstruction, CoPD and ACoS (GiNA & GoLD, 2014)

Measurement of peak expiratory fl ow (PEF), although not 
an alternative to spirometry, if performed repeatedly on the 
same meter over a period of 1–2 weeks may help to confi rm the 
diagnosis of asthma by demonstrating excessive variability, but a 
normal PEF does not rule out either asthma or CoPD. A high level 
of variability in lung function may also be found in ACoS.

After the results of spirometry and other investigations are 
available, the provisional diagnosis from the syndrome-based 
assessment must be reviewed and, if necessary, revised. As 
shown in Table 2, spirometry at a single visit is not always 
confi rmatory of a diagnosis, and results must be considered in 
the context of the clinical presentation, and whether treatment 
has been commenced. inhaled corticosteroids and long-acting 
bronchodilators infl uence results, particularly if a long withhold 
period is not used prior to performing spirometry. Further tests 
might therefore be necessary either to confi rm the diagnosis or 
to assess the response to initial and subsequent treatment. 

Table 1b: Features that favour Asthma or COPD GINA and GOLD, 2014

Features asthma COPD
Age of onset onset before age 20 years onset after age 40 years
Pattern of 
respiratory 
symptoms

Variation in symptoms over minutes, hours or days
Symptoms worse during the night or early 
morning
Symptoms triggered by exercise, emotions 
including laughter, dust or exposure to allergens

Persistence of symptoms despite treatment
Good and bad days but always daily symptoms and 
exertional dyspnoea
Chronic cough and sputum preceded onset of dyspnoea 
unrelated to triggers

Lung function record of variable airfl ow limitation (spirometry, 
peak fl ow)

record of persistent airfl ow limitation (post-bronchodilator 
FEV1/FVC < 0.7)

Lung function 
between 
symptoms

Lung function normal between
symptoms

Lung function abnormal between symptoms

Past history or 
family history

Previous doctor diagnosis of asthma
Family history of asthma, and
other allergic condition

Previous doctor diagnosis of CoPD, chronic bronchitis or 
emphysema 
Heavy exposure to a risk factor: tobacco smoke, biomass 
fuels

Time course No worsening of symptoms over time. Symptoms 
vary either seasonally, or from year to year
May improve spontaneously or
have an immediate response to
BD or to iCS over weeks

Symptoms slowly worsening over time (progressive course
over years)
rapid-acting bronchodilator treatment provides only 
limited relief.

Chest x-ray Normal Severe hyperinfl ation

spirometry at a single 
visit is not always 
confi rmatory of a 
diagnosis, and results 
must be considered 
in the context of the 
clinical presentation
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Management of ACOS
STEP 4: Commence initial therapy
Faced with a diff erential diagnosis equally balanced between 
asthma and CoPD (i.e. ACoS), it is recommended that treatment 
should be started accordingly for asthma. This recognizes the 
important role of inhaled corticosteroids (iCS) in preventing 
morbidity and even death in patients with uncontrolled 
asthma symptoms, for whom even seemingly ‘mild’ symptoms 
(compared to those of moderate or severe CoPD) might indicate 
signifi cant risk of a life-threatening attack 
•	 if the syndromic assessment suggests asthma or ACoS, or 

there is signifi cant uncertainty about the diagnosis of CoPD, 
it is prudent to start treatment as for asthma until further 
investigation has been performed to confi rm or refute this 
initial position.
•	 Treatments will include an iCS (in a low or moderate dose, 

depending on level of symptoms).
•	 A long-acting beta2-agonist (LABA) should also be 

continued (if already prescribed), or added. However, it is 
important that patients should not be treated with a LABA 
without an iCS (often called LABA monotherapy) if there are 
features of asthma.

•	 if the syndromic assessment suggests CoPD, appropriate 
symptomatic treatment with bronchodilators or combination 
therapy should be commenced, but not iCS alone (as 
monotherapy)

•	 Treatment of ACoS should also include advice about other 
therapeutic strategies including:
•	 inhaler technique
•	 Education including self-management strategies

•	 Smoking cessation 
•	 Pulmonary rehabilitation
•	 Vaccinations
•	 Treatment of comorbidities, as advised in the respective 

GiNA (2015) and GoLD (2015) reports.
•	 in a majority of patients, the initial management of asthma 

and CoPD can be satisfactorily carried out at primary care 
level. However, both the GiNA (2015) and GoLD (2015) strategy 
reports make provision for referral for further diagnostic 
procedures at relevant points in patient management (see 
Step 5). This may be particularly important for patients 
with suspected ACoS, given that it is associated with worse 
outcomes and greater health care utilisation.1,4,5 

STEP 5: Referral for specialised investigations (if necessary)
referral to a respiratory expert and further evaluation is 
necessary in the following situations:
•	 Patients with persistent symptoms and/or exacerbations 

despite treatment.
•	 Diagnostic uncertainty, especially if an alternative diagnosis 

(e.g. bronchiectasis, post-tuberculosis scarring, bronchiolitis, 
pulmonary fi brosis, pulmonary hypertension, cardiovascular 
diseases and other causes of respiratory symptoms) needs to 
be excluded.

•	 Patients with suspected asthma or CoPD in whom atypical or 
additional symptoms or signs (e.g. haemoptysis, signifi cant 
weight loss, night sweats, fever, signs of bronchiectasis or 
other structural lung disease) suggest an additional pulmonary 
diagnosis. This should prompt early referral, without 
necessarily waiting for a trial of treatment for asthma or CoPD.

Table 2: Spirometric measures in asthma, COPD and ACOS (GINA/GOLD, 2014)

sPIrOmetrIC VarIaBLe asthma COPD aCOs
Normal FEV1/FVC pre – or post 
BD

Compatible with diagnosis Not compatible with
diagnosis

Not compatible unless
other evidence of chronic
airfl ow limitation

Post-BD FEV1/FVC <0.7 indicates airfl ow limitation 
but may improve 
spontaneously or on 
treatment

required for diagnosis (GoLD) Usually present

FEV1 ≥80% predicted Compatible with diagnosis 
(good asthma control or 
interval between symptoms)

Compatible with GoLD
classifi cation of mild airfl ow 
limitation (categories A or
B) if post – BD FEV1/FVC <0.7

Compatible with diagnosis of 
mild ACoS

FEV1 <80% predicted Compatible with diagnosis.
risk factor for asthma
exacerbations

An indicator of severity of
airfl ow limitation and risk of
future events (e.g. mortality
and CoPD exacerbations)

An indicator of severity of
airfl ow limitation and risk of
future events (e.g. mortality
and exacerbations)

Post-BD increase in FEV1 >12% 
and 200 ml from baseline 
(reversible airfl ow limitation) 

Usual at some time in course 
of asthma, but may not be 
present when well controlled 

Common and more likely when 
FEV1 is low, but ACoS should also 
be considered or on controllers

Common and more likely when 
FEV1 is low, but ACoS should 
also be considered

Post-BD increase in
FEV1 >12% and 400ml
from baseline (marked
reversibility)

High probability of asthma Unusual in CoPD Consider ACoS
Compatible with diagnosis
of ACoS
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Source: GINA/GOLD Guidelines for Asthma, COPD and Asthma-COPD Overlap Syndrome (ACOS).



IE02/ULT14-CNF098b(1) Date of Preparation: May 2015

Once-daily ULTIBRO BREEZHALER is indicated as maintenance bronchodilator treatment to relieve
symptoms in adult patients with chronic obstructive pulmonary disease (COPD).1

Ultibro Breezhaler
▼This medicinal product is subject to additional monitoring. This will allow quick identifi cation of new safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section 4.8 of the SmPC for how to report adverse reactions.
ABBREVIATED PRESCRIBING INFORMATION
Please refer to Summary of Product Characteristics (SmPC) before prescribing. Presentation: Ultibro Breezhaler 85mcg / 43mcg inhalation powder hard capsules containing indacaterol maleate and glycopyrronium bromide respectively and separate Ultibro Breezhaler inhaler. 
Indications: A maintenance bronchodilator treatment to relieve symptoms in adult patients with chronic obstructive pulmonary disease (COPD). Dosage and administration: Recommended dose is the inhalation of the content of one capsule once daily, administered at the 
same time of the day each day, using the Ultibro Breezhaler inhaler. Capsules must not be swallowed. No dose adjustment required in elderly patients, for patients with mild and moderate hepatic impairment or for patients with mild to moderate renal impairment.  No data available 
for use in patients with severe hepatic impairment and should only be used in patients with severe renal impairment or end-stage renal disease requiring dialysis if the expected benefi t outweighs the potential risk.  No relevant use in the paediatric population. Contraindications:  
Hypersensitivity to the active substances or to any of the excipients. Warnings/Precautions: Not to be administered concomitantly with medicinal products containing other LABA’s or LAMA’s. Asthma: ♦ ULTIBRO BREEZHALER SHOULD NOT BE USED FOR TREATMENT OF ASTHMA.  
Acute use: ♦ Not indicated for treatment of acute episodes of bronchospasm. Hypersensitivity: ♦ Immediate hypersensitivity reactions have been reported after administration of indacaterol or glycopyrronium. If signs suggesting allergic reactions occur (in particular, angioedema, 
diffi culties in breathing or swallowing, swelling of the tongue, lips and face, urticaria or skin rash), treatment should be discontinued immediately and alternative therapy instituted. Paradoxical bronchospasm: ♦ If paradoxical bronchospasm occurs, Ultibro Breezhaler should be 
discontinued immediately and alternative therapy instituted. Anticholinergic e� ects related to glycopyrronium: ♦ To be used with caution in patients with narrow-angle glaucoma and in patients with urinary retention. Patients with severe renal impairment: ♦ Should only 
be used in patients with severe renal impairment, including those with end-stage renal disease requiring dialysis, if the expected benefi t outweighs the potential risk.  These patients should be monitored closely for potential adverse reactions.  Cardiovascular e� ects: ♦ To be used 
with caution in patients with cardiovascular disorders (coronary artery disease, acute myocardial infarction, cardiac arrhythmias, hypertension), in patients with known or suspected prolongation of the QT interval or patients treated with medicinal products affecting the QT interval 
and in patients with unstable ischaemic heart disease, left ventricular failure, history of myocardial infarction, arrhythmia (excluding chronic stable atrial fi brillation), a history of long QT syndrome or whose QTc (Fridericia method) was prolonged.  ♦ LABA’s may produce a clinically 
signifi cant cardiovascular effect in some patients as measured by increases in pulse rate, blood pressure, and/or symptoms, ECG changes. In case such effects occur, treatment may need to be discontinued.  Hypokalaemia: ♦ LABA’s may produce signifi cant hypokalaemia in 
some patients, which has the potential to produce cardiovascular effects.  In patients with severe COPD, hypokalaemia may be potentiated by hypoxia and concomitant treatment which may increase the susceptibility to cardiac arrhythmias.  Hyperglycaemia: ♦ Inhalation of high 
doses of LABA’s may produce increases in plasma glucose. Upon initiation of treatment with Ultibro Breezhaler plasma glucose should be monitored more closely in diabetic patients.  ♦ Ultibro Breezhaler has not been investigated in patients for whom diabetes mellitus is not well 
controlled. General disorders: ♦ To be used with caution in patients with convulsive disorders or thyrotoxicosis, and in patients who are unusually responsive to LABA’s.  Excipients: ♦ Patients with rare hereditary problems of galactose intolerance, the Lapp lactase defi ciency or 
glucose-galactose malabsorption should not take this medicine. Pregnancy and Lactation: ♦ Ultibro Breezhaler should only be used during pregnancy if the expected benefi t to the patient justifi es the potential risk to the foetus.  ♦ Not known whether indacaterol, glycopyrronium 
and their metabolites are excreted in human milk.  Use of Ultibro Breezhaler by breast-feeding women should only be considered if the expected benefi t to the woman is greater than any possible risk to the infant. Interactions: ♦ Concomitant use is not recommended with beta-
adrenergric blockers, anticholinergics or sympathomimetic agents.  ♦ Concomitant hypokalaemic treatment with methylxanthine derivatives, steroids, or non-potassium-sparing diuretics may potentiate the possible hypokalaemic effect of beta2-adrenergic agonists, therefore use 
with caution. ♦ Inhibition of the key contributors of indacaterol clearance, CYP3A4 and P-gp, does not raise any safety concerns given the safety experience of treatment with indacaterol.  ♦ No clinically relevant drug interaction is expected when glycopyrronium is co-administered 
with cimetidine or other inhibitors of the organic cation transport.  Adverse reactions:  ♦ Very common: upper respiratory tract infection.  ♦ Common: nasopharyngitis, urinary tract infection, sinusitis, rhinitis, dizziness, headache, cough, oropharyngeal pain including throat 
irritation, dyspepsia, dental caries, gastroenteritis, musculoskeletal pain, pyrexia, chest pain.  ♦ Uncommon: hypersensitivity, angioedema, diabetes mellitus and hyperglycaemia, insomnia, paraesthesia, glaucoma, ischaemic heart disease, atrial fi brillation, tachycardia, palpitations, 
paradoxical bronchospasm, epistaxis, dry mouth, pruritus / rash, muscle spasm, myalgia, pain in extremity, bladder obstruction and urinary retention, peripheral oedema and fatigue.  ♦ Please refer to SmPC for a full list of adverse events for Ultibro Breezhaler.  Legal Category: 
POM Pack sizes: Cartons containing 6 capsules (1x6 capsule blister strips) and one Ultibro Breezhaler inhaler or 30 capsules (5x6 capsule blister strips) and one Ultibro Breezhaler inhaler. Marketing Authorisation Holder: Novartis Europharm Limited, Frimley Business 
Park, Camberley GU16 7SR, United Kingdom. Marketing Authorisation Numbers: EU/1/13/862/001 & 003. Full prescribing information is available on request from Novartis Ireland Ltd, Beech Hill Offi ce Campus, Clonskeagh, Dublin 4. Tel: 01 2601255 or at www.medicines.ie Date of 
Revision of API Text: 26 Jan 2015 References: 1.Ultibro Breezhaler SmPC.  www.medicines.ie , accessed on May 2015. 2. Vogelmeier CF, Bateman ED, Pallante J, et al. Effi cacy  and safety of once-daily QVA149 compared with twice-daily salmeterol/fl uticasone in patients 
with COPD (ILLUMINATE): a randomised, double-blind, prallel group study. Lancet Respir Med. 2013;1:51-60. 3. Bateman ED, Ferguson GT, Barnes et al. Dual bronchodilation with QVA149 vs single bronchodilatot therapy: the SHINE study. EUR Respir J. Published online May 2013 as doi: 
10.1183/0931936.00200212. 4. Wedzicha JA, Decramer M, Ficker JH, et al. Analysis of chronic obstructive pulnmonary disease exacerbations with the dual bronchodilator therapy QVA149 compared with glycopyrronium and tiotropium (SPARK): a randomised, double-blind, parallel 
group study. Lancet Respir Med. 2013;1:199-209.

THE FIRST ONCE-DAILY DUAL BRONCHODILATOR1

START A NEW CHAPTER IN COPD2-4

ULTIBRO® BREEZHALER®
THE FIRST ONCE-DAILY DUAL BRONCHODILATOR11

START A NEW CHAPTER IN COPDSTART A NEW CHAPTER IN COPD2-4

BREEZHALER®

85mcg indacaterol maleate/43mcg glycopyrronium
bromide inhalation powder

Once-Daily

Dual Bronchodilator 1



34

nursingingeneralpracticeclinical review

•	 When chronic airways disease is suspected but syndromic 
features of both asthma and CoPD are few.

•	 Patients with comorbidities that may interfere with the 
assessment and management of their airways disease.

•	 referral may also be appropriate for issues arising during on-
going management of asthma, CoPD or ACoS, as outlined in 
the GiNA4 and GoLD5 strategy reports.1

Conclusion
This article has explored the new syndrome, ACoS, its diagnosis 
and management and has presented the GiNA/GoLD Guidelines 
for same. ACoS can be managed in primary care with the practice 
nurse being an integral part of supporting and educating these 
patients. These patients require on-going education in relation 
to inhaler technique, adherence to medication regimes, non-
pharmacological interventions such as vaccinations, breathing 
exercises and self-management. As these patients tend to have 
poorer outcomes than patients with either asthma or CoPD 
alone, it is imperative, that they are adequately assessed and 
treated using the new guidance from GiNA & GoLD1. As with any 

chronic condition, nurses are in a privileged position to assist 
patients attain and obtain an optimal quality of life.
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MCQ ANSWERS: 
 Q1: b and c;  
Q2: False;  
Q3: d;  
Q4: b;  
Q5: d;  
Q6: a

MCQS

Q1  ACOS can be diagnosed in:
a) adults under 20 who have asthma
b) adults over 40 who have asthma and smoke
c) adults with long-standing asthma who go on to 

develop CoPD
d) adults with emphysema

Q2  There are 6 steps recommended by 
GINA/GOLD (2014) in the diagnosis and 
management of ACOS
True or false

Q3  In ACOS, on spirometry testing, the FEV1/
FVC ratio will be:
a) >80%
b) 100%
c) <70% pre bronchodilator
d) <70% post bronchodilator

Q4  Patients with a diagnosis of ACOS should 
be treated with:
a) inhaled bronchodilator therapy (SABA) alone
b) combined inhaled LABA and iCS
c) inhaled LAMA alone
d) oral steroids

Q5  Patients should be referred to a 
respiratory specialist:
a) when there is no improvement in condition with 

treatment
b) when the patient has multiple co-morbidities
c) patient has haemoptysis
d) all of the above

Q6  Patients who have ACOS are more likely to 
have:
a) more prolonged hospital stays than patients who 

have asthma or CoPD alone
b) shorter hospital stays than patients who have 

asthma or CoPD alone
c) the same length of stay as patients who have 

asthma or CoPD alone
d) more attendances to the emergency department


