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Population-based study of LAMA monotherapy 
effectiveness compared with LABA/LAMA as 
initial treatment for COPD in primary care
Miriam Barrecheguren, Mónica Monteagudo and Marc Miravitlles.
npj Prim Care Respir Med 2018;28:36. 
doi: 10.1038/s41533-018-0102-x

Long-acting bronchodilators, including LAMAs and LABAs, are 
a popular treatment option for patients with COPD. Studies 
have shown that dual therapy (i.e. LAMA/LABA combinations) 
has greater efficacy than monotherapy in improving patient 
symptoms and health status. Although this data is compelling, 
these studies often exclude patients with mild dyspnoea, only 
comparing the use of mono and dual therapy in patients with 
moderate to severe dyspnoea. This study, based in Catalonia, 
Spain, aimed to use the SIDIAP database to describe the 
characteristics and outcomes of COPD patients starting either 
LAMA monotherapy or LAMA/LABA dual therapy. Researchers 
identified 5,729 patients with a diagnosis of COPD who started 
treatment with either a LAMA (69.8% of the sample) or LAMA/
LABA (30.2%). Results demonstrated that patients initially treated 
with dual bronchodilators had a lower FEV1 and a greater number 
of previous hospital admissions than those initially started on 
monotherapy. This suggests a difference in disease severity 
between mono and dual therapy. No other differences in clinical 
characteristics between LAMA or LAMA/LABA users were found. 
Patients treated with LAMA or LAMA/LABA therapies showed 
a decrease in the number of exacerbations from the previous 
year. Based on these findings, researchers concluded that 
initial monotherapy may be an adequate treatment option for 
patients diagnosed with mild to moderate COPD and a low risk 
of exacerbations, reserving dual therapy for use in patients with 
severe COPD. 

Use of beta-blocker is associated with lower 
mortality in patients with coronary artery disease 
with or without COPD
Safoura Sheikh Rezaei, Christoph Rinner, Paulina Ratajczak, et al. 
Clin Respir J 2018 
doi: 10.1111/crj.12968

Beta-blockers are recommended in the treatment of CAD due to 
their efficacy in reducing disease-related morbidity and mortality. 
However, in patients with a co-diagnosis of COPD, beta-blockers 
are less frequently prescribed due to concerns over their effect on 
patient lung function and fear of acute bronchospasms. Despite 
these fears, emerging evidence has shown that cardio-selective 
beta-blockers may have a beneficial effect in the treatment 
of patients with CAD and COPD. But there is little evidence 
available of the use of beta-blockers and their clinical impact in 
patients with CAD and COPD in Austria. The aim of this study 
was to investigate the epidemiological data on beta-blocker 
use in hospitalised CAD patients in Austria between 2006 and 
2007. Using this data, researchers explored the association in 
beta-blocker use and overall mortality in patients with CAD and 
a co-diagnosis of COPD. Results demonstrated that of the 65,717 
patients diagnosed with CAD, 46% were also diagnosed with 
COPD. Of this 46%, 77% were recorded users of beta-blockers. 
Analysis highlighted that 6.9% of these beta-blocker users 
diagnosed with COPD died within 6 months compared with 

22.6% of non-users. In comparison, in patients diagnosed with 
CAD only, 5.4% of beta-blocker users and 23.1% of non-users 
died within 6 months. Researchers concluded that mortality of 
beta-blocker users was markedly lower than that of non-users 
in patients with or without COPD. Based on these findings, they 
recommended the use of these therapies in patients with CAD 
and a co-diagnosis of COPD to help improve patient outcomes. 

Sleep apnea increases the risk of new hospitalized 
atrial fibrillation: a historical cohort study
Tetyana Kendzerska, Andrea Gershon, Clare Atzema, et al.
Chest 2018: online ahead of print. 
doi: 10.1016/j.chest.2018.08.1075

Recent research has identified OSA as a possible risk factor for 
AF, with studies showing a reduction in recurrent AF as a result 
of OSA treatment. However, research examining the longitudinal 
relationship between OSA and incident AF is limited. In this 
historical cohort study, researchers aimed to examine the 
relationship between newly diagnosed OSA and incident AF over 
10 years. A total of 8,256 patients were included in the analysis, all 
of who were arrhythmia-free at baseline (i.e. the time of the first 
diagnostic sleep study). Results demonstrated that, over a median 
follow-up of 10 years, 2.1% of the cohort were hospitalised for AF. 
Despite this relatively low incidence rate, a statistically significant 
relationship was found between severe nocturnal hypoxemia 
and AF after controlling for factors such as age, sex, alcohol 
consumption and smoking status. Based on these findings, 
researchers stated that nocturnal hypoxemia was an independent 
predictor of incident hospitalisation for AF in patients with 
suspected OSA. They further claimed that the reduced risk for 
AF hospitalisation found in this analysis may be the result of the 
younger age and lower BMI of the participants. Based on this, 
researchers concluded that there is a relationship between OSA, 
nocturnal hypoxemia and development of AF, recommending 
that patients with OSA should be identified as those who are at 
risk of developing AF.

Women manifest more severe COPD symptoms 
across the life course
Dawn L De Meo, Sreeram Ramagopalan, Abhishek Kavati, et al. 
On behalf of COPDGene Investigators.
Int J Chron Obstruct Pulmon Dis 2018;13:3021–29.
doi: COPD.S160270

Prevalence of COPD, and mortality associated with the disease, 
have increased among women in recent decades – in spite of 
women being less likely to be diagnosed, and more likely to 
experience a delay in diagnosis. Studies have indicated that 
women with COPD report more severe dyspnoea and a higher 
rate of exacerbations than men. 

This analysis of data from the COPDGene study (a multicentre 
observational cohort of US participants aged 45–80 years) included 
information from 4,484 people with spirometry-confirmed 
COPD. Statistical analysis recommended the use of 65 years as a 
meaningful cut-off point for age-group analysis. ‘Younger’ patients 
were therefore defined as those aged below 65 years.

Younger women were nearly twice as likely as younger men 
to report severe dyspnoea. They also had 1.53-times higher odds 
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for exacerbation risk and 1.54-times higher odds of more severe 
airflow limitation (GOLD grades 2–4) than men. Finally, younger 
women were more likely than men to be classified in GOLD group 
D versus A, despite having fewer smoking pack-years. However, all 
these associations were attenuated in the older patients. 

The study concludes that younger women are more likely to 
manifest more severe symptoms and therefore more severe GOLD 
classification than younger men; these gender associations were 
less pronounced among older adults. Reasons for the observed 
differences are not clear but may involve physiological (e.g. lower 
absolute lung volumes, effects of oestrogen on susceptibility to 
cigarette smoke), behavioural (e.g. higher rates of anxiety and 
depression) and/or genetic mechanisms.

The dyspnoea – inactivity vicious circle in 
COPD: development and external validation of a 
conceptual model
Maria A Ramon, Gerben Ter Riet, Anne-Elie Carsin, et al.
Eur Respir J 2018; 52:1800079.
doi: 10.1183/13993003.00079-2018

The chronic airflow obstruction that characterises COPD limits 
a person’s activities, which in turn leads to the patient’s physical 
deconditioning. This is known as the ‘vicious circle’ theory of 
dyspnoea. The literature contains various versions of this theory, 
but it has never been validated prospectively.

In this European study, Ramon and colleagues sought to 
establish an empirically validated model for the dyspnoea–
inactivity vicious circle in COPD through: (1) identifying and 
validating all published vicious circle models using real patients’ 
longitudinal measurements, and (2) building and externally 
validating a comprehensive new vicious model, using repeated 
measurements from two European COPD cohort studies.

The vicious circle that the authors propose in this study has 
two main differences from other models: (1) COPD exacerbations 
are of relevance to the vicious circle, and (2) exercise capacity has 
a more central role than previously considered.

In conclusion, the comprehensive model proposed in this 
paper gives a more relevant role to exercise capacity and COPD 
exacerbations, and will facilitate the design and testing of 
targeted therapeutic interventions.

Insights into frequent asthma exacerbations from 
a primary care perspective and the implications 
of UK National Review of Asthma Deaths 
recommendations
Jieqiong Freda Yang, Rekha Chaudhuri, Neil C Thomson, et al.
npj Prim Care Respir Med 2018;28:35
doi: 10.1038/s41533-018-0103-9

The UK has the third highest death rate for asthma of high-
income countries worldwide, and this carries annual costs of at 
least £1.1 billion, primarily in primary care. Despite new asthma 
treatments and various evidence-based management guidelines, 
morbidity and mortality rates continue to climb.

The key findings of the 2014 National Review of Asthma 
Deaths report Why asthma still kills were that overall asthma 
management in primary and secondary care was considered 
good in less than 20% of people who died, and that potentially 

avoidable factors were identified in two-thirds of cases. Its 19 
recommendations included that patients must be referred to 
a specialist asthma service if they had required three or more 
courses of systemic corticosteroids on one or more hospital 
admissions in the previous 12 months, or BTS Step 4/5 treatment, 
to achieve control. 

Yang and colleagues conducted an observational study of 
asthma patients from 10 primary care practices in the North 
Greater Glasgow area over a 12-month period between 2014 and 
2015, with two aims: (1) to identify asthma patients with recurrent 
exacerbations or on a high level of treatment who would merit 
referral, and (2) to study the biopsychosocial factors associated 
with frequent exacerbations.

They concluded that primary and secondary specialist asthma 
services need to work more closely to prevent asthma deaths, 
by employing a structured approach to managing patients in 
primary care and referring those with diagnostic uncertainty or 
therapy-resistant asthma to a specialist asthma service.

Missed opportunity? Worsening breathlessness as 
a harbinger of death: a cohort study.
David C Currow, Joanna M Smith, Phichai Chansriwong, et al. 
Eur Respir J 2018;52:1800684.
doi: 10.1183/13993003.006844-2018

Breathlessness is often considered one of the most frightening 
symptoms experienced by patients, particularly towards the end 
of life. Many patients fear suffocation, and severe breathlessness 
is often associated with a feeling of impending death. In the 
palliative care population, breathlessness is reported to increase 
in intensity in the period leading up to death. This study aimed to 
further explore this association.

Data from 6,801 patients seen by a community palliative care 
provider in Australia were included. Patient-rated intensity of 
breathlessness and clinician-rated performance status using a 
modified Karnofsky Performance Status score from the 21 days 
prior to death were included in the analysis.

Unsurprisingly, breathlessness was higher at all time points 
among people with a cardiorespiratory disease compared to 
those without (who primarily had cancer diagnoses). Proximity 
to death was also an independent predictor of worsening 
breathlessness. More intriguingly, breathlessness was also higher 
among patients with a higher performance status. The greatest 
increase in breathlessness intensity was seen in patients with a 
cardiorespiratory disease and higher function level. 

In summary, patients with a cardiorespiratory disease and 
higher performance status were seen to experience a “crescendo 
in breathlessness” in the 3 weeks prior to their death. The authors 
however warn that a larger study is needed, including patients 
admitted to hospital or the emergency department at the end 
of their life, to have a fuller picture of changes in breathlessness 
intensity in patients approaching death.

Abbreviations/acronyms:

AF: Atrial fibrillation. BMI: Body mass index. BTS: British Thoracic 
Society. CAD: Coronary artery disease. COPD: Chronic obstructive 
pulmonary disease. FEV1: Forced expiratory volume in 1 second. 
GOLD: Global Initiative for Chronic Obstructive Lung Disease. 
LABA: Long-acting beta2-agonists. LAMA: Long-acting anti-muscarinic 
agents. OSA: Obstructive sleep apnea.
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