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Welcome

to this midwinter issue of Respiratory Research Review with the
topic of COPD, one of the big five in respiratory medicine. Thank you also for your ongoing support,
virtual dialogue and interest. This network of support, being able to ask questions and being part of a caring community, is
also what our patients with COPD need.
The ‘New Zealand COPD guidelines: quick reference guide’ addresses the needs of COPD patients. The first chapter
in these guidelines is COPD in Māori, as this is where the clinical need is, so the authors prioritised this chapter above
pathogenesis and diagnosis. Given the clinical focus of these guidelines, it also makes sense to start the management section
with nonpharmacological management like smoking cessation, physical activity, pulmonary rehabilitation, breathlessness
management, sputum clearance technique, nutrition and housing. The next chapter is all about improving the patient’s
understanding of COPD by identifying and managing social and cultural issues, optimising knowledge of COPD and adherence
to treatment, developing an action and self-management plan. The authors borrowed from the evidence base of the COPD-X
and GOLD COPD guidelines when discussing pharmaceutical management, oxygen therapy and flying with COPD. The GOLD
COPD guidelines have 164 pages – the ‘New Zealand COPD Guidelines: Quick Reference Guide’ doesn’t even have 16 pages.
The authors have included resources like a one page ‘breathlessness strategies: quick reference guide’, copies of the CAT
(COPD Assessment Test) and PDFs of the COPD action plans.
If you are searching for a respiratory topic for a continuing medical education session, have a look at the Royal College of
Physicians evolve website. What are the top five recommendations on low-value practices in respiratory medicine?
1. Do not perform a D-dimer test in patients at high risk of pulmonary embolism.
2. Do not use long-term systemic corticosteroids for the management of COPD.
3. Do not initiate maintenance inhalers in minimally symptomatic COPD patients with a low risk of exacerbation.
4. Do not routinely follow-up solid pulmonary nodules smaller than 6mm detected in low-risk patients.
5. Do not perform a serum ACE test for the diagnosis or monitoring of sarcoidosis.
A head nod to Emily Ingram, the late Maureen Swanney and Deborah Taylor who were part of the ANZSRS community-based
spirometry competency working group, which published the position statement ‘Assessing spirometry competence through
certification in community-based health care settings in Australia and New Zealand: A position paper of the Australian and
New Zealand Society of Respiratory Science’. This is a supplement to the paper on ‘Spirometry training courses: content,
delivery, and assessment – a position paper of the Australian and New Zealand Society of Respiratory Science’. This new
paper gives five steps on how to operationalise quality spirometry close to the patient, i.e. in the community.
I present three readings in this last paragraph of articles I particularly enjoyed. The first is a brilliant opinion piece from some
of our leading infectious diseases specialists including Grant Waterer: ‘Never let a good crisis go to waste’. The authors draw
our attention to the immense health effects that ‘washing hands’, ‘social distancing’ and wearing a mask had on all sorts
of viral illnesses. They are calling for: i) ongoing research in optimising these social interventions; ii) recognition by funders
of the benefit of these ‘cutting edge’ interventions; and iii) media campaigns to modify behaviours. The second article is
‘A brief overview of the national outbreak of e-cigarette, or vaping, product use-associated lung injury and the primary
causes’. The authors summarise that more than 80% of these outbreaks were probably related to noncommercial THC
(tetrahydrocannabinol)-containing products; many used vitamin E as a ‘cutting agent’ to increase the solubility of THC and to
extend the product. A nice resource in JAMA is ‘What parents need to know about teen vaping and what they can do about
it’. The last article is a deep dive into the humanities chest review by Lundy Braun: “Race correction and spirometry – why
history matters.
We hope you enjoy this slightly longer issue. We would like to thank you for your support and will be looking forward to
questions and comments.
Kind regards,
Professor Lutz Beckert
lutzbeckert@researchreview.co.nz

Independent commentary by Professor Lutz Beckert
Professor Lutz Beckert is the Associate Dean Medical Education with the University of Otago,
Christchurch. He is also a Respiratory Physician at Canterbury District Health Board with
particular clinical interests in interstitial lung disease, pulmonary vascular disease, respiratory
physiology and COPD (chronic obstructive pulmonary disease). Lutz is happy to be contacted
to discuss research ideas either as a sounding board or with the view of future collaborations.

Research Review New Zealand is now on LinkedIn.
FOLLOW US TO KEEP UP TO DATE

a RESEARCH REVIEW™ publication
1

Respiratory
RESEARCH REVIEW

™

Effect of short-course exercise
training on the frequency of
exacerbations and physical
activity in patients with COPD
Authors: Ko FW-S et al.
Summary: Patients with COPD were randomised to
an intervention group of 4–8 weeks of physiotherapistsupervised training and phone contact every 2 weeks by a
case manager who offered support and reinforcement of
continuous exercise at home (n=68) or usual care (n=68).
Compared with usual care, the intervention was associated
with a reduction in the mean number of readmissions for
acute COPD exacerbations assessed at 12 months (1.06
vs. 1.72 times [p=0.014]) and a longer time to first
readmission (146.8 vs. 122.4 days [p=0.005]), but with
no changes in activity between the two groups.

When severe
eosinophilic asthma
throws life out of
balance, Nucala
brings it back
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Nucala is NOW available as a prefilled-pen for at-home
administration or as a lyophilised powder for in-clinic administration
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Comment: This randomised trial was completed in
Hong Kong prior to COVID-19; however, it may still
be very relevant to a post-pandemic environment.
All patients with COPD were offered 4–8 sessions
of 2 hours of supervised exercise training. The
intervention group also received fortnightly telephone
support to reinforce the rehabilitation messages
and to encourage exercise at home. Jennifer Alison
in her accompanying editorial ‘Reducing hospital
readmission for COPD exacerbations’ gives us the
bottom line: regular telephone reminders did not
lead to increased exercise; fortnightly reminders
led to fewer exacerbations, a longer time to first
exacerbation and fewer admissions to hospitals.
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SEA, Severe Eosinophilic Asthma

At Home

In Clinic

Nucala is indicated as an add-on treatment for severe eosinophilic asthma in patients aged 12 years and over.
The recommended dose is 100mg of Nucala administered by subcutaneous injection once every 4 weeks.1
1. Nucala (Mepolizumab) Data Sheet, (Version 5.0 October 2020), GSK New Zealand. 2. https://pharmac.govt.nz/
news-and-resources/consultations-and-decisions/decision-to-fund-mepolizumab-nucala-for-the-treatmentof-patients-with-severe-refractory-eosinophilic-asthma/
Nucala (mepolizumab) is a Prescription Medicine available as a 100mg powder for injection (100 mg/mL after
reconstitution) and as a 100mg/mL pre-filled pen (auto-injector). Nucala is indicated as an add-on treatment
for severe eosinophilic asthma in patients 12 years and over. Nucala is also indicated as an add-on treatment
for relapsing or refractory Eosinophilic Granulomatosis with Polyangiitis (EGPA) in adult patients aged 18 years
and over. Nucala is a fully funded medicine for severe eosinophilic asthma; Special Authority criteria apply.
Precautions: Should not be used to treat acute asthma exacerbations. Asthma-related adverse events or
exacerbations may occur during treatment. Patients should seek medical advice if asthma remains uncontrolled
or worsens after initiation. Abrupt discontinuation of corticosteroids after initiations is not recommended. Acute
and delayed systemic reactions, including hypersensitivity reaction (urticaria, angioedema, rash, bronchospasm,
hypotension) have occurred following administration, some had a delayed onset (i.e. days). Pre-existing helminth
infections should be treated prior to Nucala therapy. Opportunistic infection from herpes zoster. Patients may
experience a return of EGPA symptoms upon cessation of Nucala. As patients may decrease their other EGPA
treatments during treatment with Nucala, if Nucala treatment is discontinued then other EGPA treatments
may need to be increased accordingly. Pregnancy: Effect on human pregnancy is unknown. There is no data
available for lactation and fertility in humans. Paediatric use: Safety and efficacy in children under 12 years
of age for severe eosinophilic asthma, or 18 years for relapsed or refractory EGPA has not been established.
Interactions: No formal interaction studies have been performed with Nucala. Adverse reactions: Headache,
injection site reactions, back pain, fatigue, influenza, urinary tract infection, upper abdominal pain, pruritus,
eczema, muscle spasms, pharyngitis, lower respiratory tract infections, nasal congestion, dyspnoea, skin rash,
fever, dizziness, nausea, vomiting, infection with herpes zoster, arthralgia, sinusitis, upper respiratory tract
infection, diarrhea. This is not a full list, please see full Data Sheet. Immunogenicity: Patients may develop
antibodies to mepolizumab following treatment. Neutralising antibodies were detected in one subject with
severe asthma in clinical trials. Dosage and Administration: For the treatment of severe eosinophilic asthma,
patients should have a blood eosinophil count of ≥150 cells/µl at initiation of treatment or ≥300 cells/µl in the
prior 12 months. Adults and adolescents (12 years and older). Nucala should be reconstituted by a healthcare
professional (see full Data Sheet) and administered as a 100 mg subcutaneous injection (e.g. upper arm, thigh
or abdomen) once every four weeks. Safety and efficacy not established in adolescents weighing less than
45kg. For the treatment of EGPA, the recommended dose is 300mg of Nucala subcutaneous once every 4
weeks. It is recommended that the sites for each injection are separated by at least 5 cm. Before prescribing
Nucala, please review the data sheet for information on dosage, contraindications, precautions, interactions
and adverse effects. The data sheet is available at www.medsafe.govt.nz. Nucala is a registered trade mark of
the GlaxoSmithKline group of companies. Marketed by GlaxoSmithKline NZ Limited, Auckland. Adverse events
involving GlaxoSmithKline products should be reported to GSK Medical Information on 0800 808 500.
Trade marks are owned by or licensed to the GSK group of companies. ©2021 GSK group of companies or its
licensor. TAPS DA2123AM-PM-NZ-MPL-ADVT-21FEB0001
GSK000841

Long-term benefits of pulmonary
rehabilitation in patients with
COPD
Authors: Yohannes AM et al.
Summary: This 2-year follow-up study evaluated
the long-term benefits of a short-term pulmonary
rehabilitation programme in 165 patients with COPD; the
pulmonary rehabilitation programme was 8 weeks and
community-based, and comprised 2-hour sessions twice
weekly. Participants were also encouraged to perform
daily walking exercise for ≤30 minutes at home. At
8 weeks, significant improvements were seen in dyspnoea,
QOL, exercise capacity and anxiety (p<0.001), with the
improvements in anxiety symptoms and QOL maintained
over 2 years of follow-up. A multivariate analysis revealed
that predictors of QOL improvement at 2 years were initial
higher levels of dyspnoea, depression and anxiety and
decreased exercise capacity.
Comment: This article is co-authored by Richard
Casaburi, one of the pioneers of pulmonary
rehabilitation and exercise training; telling for this
field is that these authors had no funding to perform
this study. The authors followed 165 participants in
a pulmonary rehabilitation course for 2 years. They
found that short-term improvements in dyspnoea,
depression and stress symptoms waned; however,
improvements in anxiety and QOL prevailed after
2 years. Anne Holland and Narelle Cox in their
accompanying editorial give us the bottom line: this
study raises hope that long-term benefits from
pulmonary rehabilitation can be achieved.
Reference: Chest 2021;159:967–74
Abstract
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Effect of e-cigarettes plus counseling vs counseling alone on
smoking cessation
Authors: Eisenberg MJ et al. for the E3 Investigators
Summary: Adults motivated to quit smoking were randomised to nicotine e-cigarettes (n=128), non-nicotine
e-cigarettes (n=127) or no e-cigarettes (n=121) for 12 weeks along with individual counselling in this trial; 80%
and 74% of participants self-reported smoking status at 12 weeks and 24 weeks, respectively. Compared with
counselling alone, the abstinence point prevalence (primary endpoint) was significantly greater in the nicotine
e-cigarettes plus counselling group at 12 weeks (21.9% vs. 9.1%; risk difference, 12.8 [95% CI 4.0, 21.6]) but not
at 24 weeks, whereas in the non-nicotine e-cigarettes plus counselling group, there was no significant difference at
12 weeks but there was at 24 weeks (20.5% vs. 9.9%; 10.6 [1.8, 19.4]). The adverse event rates in the respective
nicotine e-cigarette plus counselling, non-nicotine e-cigarette plus counselling and counselling only arms were
94%, 93% and 73%, with the two most common adverse events being cough (64%) and dry mouth (53%).
Comment: The discussions and opinions around vaping continue to keep tobacco control a ‘hot topic’ as the
incoming chair of the Tobacco Control Committee summarises in his editorial ‘Tobacco control and the ERS:
new problems and old foes’. This trial neither reached its planned recruitment number nor its planned 1-year
endpoint, as the vaping device became unavailable during the trial. Bottom line: vaping and counselling
compared with counselling alone were more successful for smoking cessation at 3 months. The
difference was no longer significant at 6 months and 1-year data were not reported.
Reference: JAMA 2020;324:1844–54
Abstract

Beta-blocker use and acute exacerbations of COPD following
myocardial infarction
Authors: Rasmussen DB et al.
Summary: The relationship between β-blocker use and acute COPD exacerbation risk after a first MI was
explored in cohort of 10,884 patients from the Danish population. The 1-year acute COPD exacerbation rate
was 35%, and 65% of the patients had used β-blockers at 1 year. β-blocker use was associated with a lower
risk of acute COPD exacerbation (adjusted HR 0.78 [95% CI 0.74, 0.83]), with significant protective associations
evident in patients with ST-elevation MI and those with non-ST-elevation MI (0.70 [0.59, 0.83] and 0.80 [0.75,
0.84], respectively) as well as those with and without heart failure (0.82 [0.74, 0.90] and 0.77 [0.72, 0.82]). The
protective association was also irrespective of β-blocker dosage and type, as well as exacerbation severity. Similar
results were seen in 1118 patients with full COPD severity and symptom burden data (n=1118), and in those with
severe COPD with a 1-year acute COPD exacerbation rate of 70% (n=1358).
Comment: β-blockers are recommended after an MI because they reduce mortality. However, patients with
COPD are undertreated because of concerns about causing bronchoconstriction. Currently, most NZ centres
are looking to recruit patients with COPD prospectively to investigate the role of β-blockers on cardiac
outcomes. This retrospective study from Denmark noticed that of about 100,000 patients who had an MI,
about 10,000 also suffered from COPD. Of these patients with COPD and MI, about 6000 were started on a
β-blocker. Bottom line: patients on β-blockers had a reduced rate of acute exacerbations of COPD
at 1 year.
Reference: Thorax 2020;75:928–33
Abstract

Accelerated FEV1 decline and risk of cardiovascular disease and
mortality in a primary care population of COPD patients
Authors: Whittaker HR et al.
Summary: Associations of accelerated lung function decline with CV disease outcomes and mortality in
patients with COPD were explored using the UK Clinical Practice Research Datalink-GOLD primary-care dataset
(n=36,382). During median follow-up of 3.6 years, 16.8% of the 6110 patients with COPD experienced a CV
disease event. The median rate of FEV1 decline was 19.4 mL/year, with a quarter of patients having an accelerated
rate of decline, defined as >40.5 mL/year. Patients with versus without an accelerated rate of FEV1 decline did not
differ significantly for CV disease risk (adjusted HR 0.98 [95% CI 0.90, 1.06]), including the risks of heart failure,
MI, stroke, atrial fibrillation, coronary artery disease and CV disease-related mortality. Associations were detected
between CV disease risk and a modified Medical Research Council dyspnoea score of ≤2 and ≥2 exacerbations
during the prior year.
Comment: The authors start from the premise that patients with an accelerated loss in their FEV1 (about
40mL a year) also have increased cardiac morbidity and mortality. However, patients with accelerated lung
function loss also have more symptoms, shortness of breath and exacerbations. Of 36,000 patients with
COPD without cardiac disease, about 6000 developed or died of a cardiac event during the 3.6 years of
follow-up. These data validate our symptom-based severity assessment and are in keeping with the β-blocker
data. Bottom line: adverse cardiac outcomes were not associated with an accelerated FEV1 loss.
Adverse outcomes were related to patients’ breathlessness and exacerbation rates.
Reference: Eur Respir J 2021;57:2000918
Abstract

www.researchreview.co.nz

Patient characteristics and predictors of
completion of a pulmonary rehabilitation
programme in Auckland, New Zealand
Authors: Candy S et al.
Summary: This NZ research retrospectively investigated patient
characteristics that influenced engagement with a pulmonary
rehabilitation programme conducted at Counties Manukau Health,
and also identified factors predicting completion of the programme.
Data from 2756 patients who were invited to attend the pulmonary
rehabilitation programme were analysed according to whether they
completed the programme, started the programme but did not
complete it or did not attend the programme. It was found that there
were significant differences among the groups for demographic
and clinical characteristics. Significant predictors for completing the
programme were more advanced age, higher baseline 6MWD and
European ethnicity.
Comment: Kudos to our colleagues in Auckland to report on their
success in running a ‘Better Breathing Pulmonary Rehabilitation’
programme and being prepared to look at it critically. Similar to
international data, less than 2% of patients with COPD are ever
offered pulmonary rehabilitation. Our colleagues report that of
the 2756 referred, only 1040 (38%) completed the programme.
Ethnicity was not different when comparing attendees with nonattendees; however, more Europeans than Māori completed the
programme. Bottom line: strategies to improve programmes
for older people, people with poor exercise tolerance and
for all ethnicities are needed.
Reference: N Z Med J 2020;133(1522):30-41
Abstract

The effect of low dose corticosteroids
and theophylline on the risk of acute
exacerbations of COPD
Authors: Jenkins CR et al., on behalf of the TASCS study investigators
Summary: The TASCS trial randomised patients with moderate-tovery severe COPD to receive theophylline 100mg twice daily with
prednisone 5mg or placebo once daily, or double placebo (scheduled to
achieve blinding) for 48 weeks; 1242 of 1670 randomised participants
completed the study, and 48-week data were evaluable for 1142.
Differences in annualised exacerbation rates (primary endpoint)
among the three study arms were negligible with no significant
differences detected. There were also no significant differences
among the study arms for the secondary outcomes of hospitalisations,
FEV1, SGRQ and CAT score, or for serious adverse events.
Comment: ICSs are rather expensive and not easily affordable
in low- and middle-income countries. However, COPD is rising
in these countries, and it is laudable to explore the role of older,
cheaper medications in managing COPD, i.e. low-dose theophylline
100mg and oral prednisone 5mg to reduce exacerbation rates.
This study was co-ordinated by some of our international leaders
in COPD and performed in 37 centres in China, where more
than 1200 participants were recruited. Bottom line: low-dose
theophylline alone or in combination with prednisone did
not reduce the exacerbation rate or clinically important
secondary endpoints compared with placebo.
Reference: Eur Respir J 2020:2003338
Abstract
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Markers of disease activity in
COPD
Authors: Celli B et al., for the Evaluation of COPD
Longitudinally to Identify Predictive Surrogate Endpoints
(ECLIPSE) Investigators
Summary: This analysis of data from the ECLIPSE cohort
explored potential markers of disease activity in relation to
8-year all-cause mortality. The results showed that after
1 year, hospitalisation for COPD, exacerbation frequency,
worsening of BODE index or health status (SGRQ) and
persistence of systemic inflammation were significantly
associated with 8-year mortality. After 3 years, the same
markers, plus FEV1 decline and to a lesser degree CT
emphysema, were associated with 8-year mortality.
Comment: The ECLIPSE study is a longitudinal,
observational study of patients with COPD. Bart
Celli and colleagues reviewed the data to identify
biomarkers that may predict premature death and,
ideally, would be modifiable. On the positive side, the
authors have identified that exacerbation frequency,
systemic inflammation, BODE and SGRQ score and
FEV1 independently predict mortality. Alex Bottle and
Jenni Quint dig deeper into the data in their editorial
‘COPD: still an unpredictable journey’. They conclude
that the study only explains 13% of the total mortality
and their bottom line: we have a long way to go
to understand mortality in COPD.
Reference: Eur Respir J 2021;57:2001339
Abstract

Medication discontinuation in
adults with COPD discharged
from the hospital
Authors: Gershon AS et al., the Canadian Respiratory
Research Network
Summary: The risk of unintentional LAMA or LABAICS discontinuation after hospitalisation with COPD was
reported for a retrospective cohort of 78,953 adults aged
≥66 years from the Canadian population who had filled
prescriptions for these treatments continuously during
the prior year or longer. For a total of 27,613 hospital
discharges analysed, medications were discontinued
1466 times. Compared with patients who remained in
the community, those who had been hospitalised were
more likely to discontinue their LAMA and LABA-ICS
medications (respective adjusted risk ratios 1.50 [95% CI
1.34, 1.67] and 1.62 [1.39, 1.90]).
Comment: This retrospective study of about 30,000
patients with COPD in Ontario, Canada, is particularly
relevant for those amongst us who work in a hospital
setting. In principle, long-term medications should be
restarted as patients leave hospital; however, this does
not always occur and may leave patients vulnerable.
The authors compared the discontinuation of LABA
and LABA-ICS medications of patients discharged
from hospital to the normal discontinuation rates in
the community. Medications were 60% more likely to
be discontinued in hospital. Bottom line: take care
with the medication reconciliation process to
allow a safe transition of care.
Reference: Chest 2021;159:975–84
Abstract
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Disease burden of eosinophilic airway disease:
comparing severe asthma, COPD and asthma-COPD
overlap
Authors: Hiles SA et al.
Summary: These researchers analysed pooled data from study participants who had
undergone multidimensional assessment of airway diseases, and identified those with
asthma-COPD overlap (n=106), severe asthma (n=64) and COPD alone (n=153). Based
on a blood eosinophil count of ≥0.3×109/L, 41% of the patients had eosinophilic airway
disease, including 55% of those with asthma-COPD overlap, 44% of those with severe
asthma and 29% of those with COPD alone. A moderate but significant correlation was
evident between blood and sputum eosinophil counts. Patients with eosinophilic airway
disease had a similar disease burden to those with noneosinophilic disease; both groups
had poor health-related QOL and a high number of exacerbations in the prior year. Disease
burden was also similar across the eosinophilic severe asthma, COPD and asthma-COPD
overlap groups. Eosinophilic COPD tended to be associated with poorer health status than
eosinophilic asthma-COPD overlap and severe asthma; however, in the context of a high
prevalence of eosinophilic asthma-COPD overlap, patients with asthma-COPD overlap had
a greater cumulative population-level burden of eosinophilic disease.
Comment: This study from Newcastle is leaving our diagnostic categories of asthma,
COPD and asthma-COPD overlap behind, and is investigating the disease burden
associated with eosinophilia. The authors pooled patients from multiple studies with wellcharacterised airways disease using a blood eosinophil count of more than 0.3×109/L.
The disease burdens between the eosinophilic group and the noneosinophilic group
were similar; however, patients with eosinophilic COPD tended to have the poorest
health status. The authors provide an in-depth discussion of the possible physiological
explanation and clinical relevance. Bottom line: an eosinophilic phenotype spans
across disease labels of severe asthma, COPD and their overlap.

Each month we highlight a particularly excellent paper
with our butterfly symbol.

Muscle loss contributes to higher
morbidity and mortality in COPD
Authors: Attaway AH et al.
Summary: Data from hospitalisations in the US in 2011 were analysed to
investigate if mortality rates and costs are greater for patients hospitalised for
a COPD exacerbation (n=174,808) if they also have a secondary diagnosis of
muscle loss phenotype (n=12,977). Greater proportions of patients with versus
without a diagnosis of muscle loss phenotype died while in hospital (14.6% vs.
5.7% [p<0.001]), their length of stay was longer (13.3 vs. 5.7 days [p<0.001])
and the median hospital charge per patient was greater (US$13,947 vs. US$6610
[p<0.001]). A multivariate regression analysis revealed that a muscle loss phenotype
increased mortality by 111% (p<0.001), length of stay by 68.4% (p<0.001) and
direct care costs by 83.7% (p<0.001).
Comment: This is another study based on a large administrative database, this
time from about 1000 community hospitals in the USA. The authors identified
about 175,000 admissions with COPD and in the US setting the average length
of stay for these patients is 13 days. The authors focussed particularly on the
phenotype of about 7% of patients with muscle loss, cachexia or secondary
sarcopenia (muscle loss with chronic disease). Bart Celli in the accompanying
editorial ponders the treatment options for this ‘imploding’ phenotype. Bottom
line: patients with muscle loss had higher mortality, a longer length of
stay and increased healthcare cost.
Reference: Respirology 2021;26:62–71
Abstract

Reference: Respirology 2021;26:52–61
Abstract
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Breo:
25% more patients had
improved asthma control vs. other
ICS/LABAs in everyday practice1
When stepping up from an ICS, Breo (FF/VI 100/25 mcg)
is recommended2

Breo is well tolerated. Most common adverse events
are nasopharyngitis and headache.
References: 1. Woodcock A et al. Lancet 2017;390:2247–2255. 2. GlaxoSmithKline New Zealand. Breo Ellipta Data
Sheet. GSK NZ; 2018. Available at https://medsafe.govt.nz/profs/datasheet/b/breoelliptainhalation.pdf.
Breo Ellipta (fluticasone furoate/vilanterol trifenatate inhaler 100/25mcg per inhalation) is a Prescription Medicine.
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use of a combination product (long-acting beta2 agonist and inhaled corticosteroid) is appropriate. Breo Ellipta is
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200/25mcg is a private purchase medicine (dose indicated in asthma only); a prescription charge will
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allergy or those who have hypersensitivity to fluticasone furoate, vilanterol or any excipients. Side Effects: Candidiasis of
mouth and throat, headache, nasopharyngitis, oropharyngeal pain, sinusitis, pharyngitis, rhinitis, cough, dysphonia, upper
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strong CYP3A4 inhibitors (e.g. ketoconazole), beta-blockers and in patients with severe cardiovascular disease, hepatic
impairment, pulmonary tuberculosis, or in patients with chronic untreated infections. Physicians should remain vigilant for
the possible development of pneumonia in patients with COPD as the clinical features of such infections overlap with the
symptoms of COPD exacerbations. The incidence of pneumonia and fractures in patients with asthma was uncommon.
Before prescribing Breo Ellipta, please review the data sheet for information on dosage, contraindications, precautions,
interactions and adverse effects. The data sheet is available at www.medsafe.govt.nz. Breo and Ellipta are registered
trade marks of the GlaxoSmithKline group of companies. Breo Ellipta was developed in collaboration with Innoviva Inc.
Marketed by GlaxoSmithKline NZ Limited, Auckland. Adverse events involving GlaxoSmithKline products should
be reported to GSK Medical Information on 0800 808 500. TAPS DA2028AM-PM-NZ-FFV-ADVT-20JUN0006.

For more information, please go to www.medsafe.govt.nz
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Reduced all-cause mortality in the ETHOS trial of budesonide/
glycopyrrolate/formoterol for chronic obstructive pulmonary disease
Authors: Martinez FJ et al., on behalf of the ETHOS Investigators
Summary: In the phase 3 ETHOS trial, triple therapy with budesonide, glycopyrrolate and formoterol fumarate significantly
reduced all-cause mortality compared with glycopyrrolate and formoterol fumarate in patients with moderate-to-very severe
COPD and a history of exacerbations. However, 384 of 8509 patients were missing vital status data at week 52 in the original
analyses. This re-analysis of the ETHOS trial assessed the robustness of its mortality findings after additional data retrieval for
the patients who were missing 52-week data in the original analyses. In the final retrieved dataset, which included 52-week
vital status for 99.6% of the intent-to-treat population, the risk of death with triple therapy remained significantly lower than
with dual bronchodilator therapy (HR 0.51 [95% CI 0.33, 0.80]).
Comment: The last time we reviewed COPD, we commented on the efficacy of triple therapy to reduce COPD
exacerbations in selective groups (Respiratory Research Review issue 180). At the time of the analysis and publication
in the N Engl J Med, data for 384 patients were still missing. The primary endpoints included the exacerbation rate;
however, mortality at 52 weeks was a predetermined secondary endpoint. In this analysis, triple therapy versus LAMA/
LABA therapy reduced the risk of death by 1.24%. Peter Calverley reflects in the accompanying editorial on the TORCH,
IMPACT and ETHOS studies. Bottom line: triple therapy with budesonide 320mg, glycopyrrolate and formoterol
reduces mortality in COPD.
Reference: Am J Respir Crit Care Med 2021;203:553–64
Abstract

Effect of age on the efficacy and safety of once-daily single-inhaler
triple-therapy fluticasone furoate/umeclidinium/vilanterol in patients
with COPD
Authors: Hanania NA et al.
Summary: This post hoc analysis of the phase 3 IMPACT trial examined whether the benefits and risks of once-daily singleinhaler triple therapy (fluticasone furoate, umeclidinium, vilanterol) in patients with COPD are affected by age. Patients with
symptomatic COPD and ≥1 moderate or severe exacerbation in the prior year were randomised in a 2:2:1 ratio to receive
triple therapy, fluticasone furoate/vilanterol or umeclidinium/vilanterol. Endpoints assessed by age included annual rate of
moderate or severe exacerbation, change from baseline in trough FEV1, proportion of SGRQ responders and safety. Analysis
of the data showed that triple therapy reduced the rate of moderate or severe exacerbations and improved lung function
and health status compared with the two dual bronchodilator therapies, irrespective of age for most endpoints, and with a
comparable safety profile.
Comment: If you enrol 10,000 COPD patients into a clinical trial, it is only fair to analyse several aspects of the huge
dataset. It is possible that COPD becomes a function of ageing like decreasing lung physiology, decreasing chest wall
compliance, fewer natural defence mechanisms and diminished diaphragm muscular strength. The authors explored
whether inhaler therapy is less effective in the elderly. The IMPACT trial had sufficient power to compare the effects in
patients aged under 64, 65–74 and older than 75 years. Bottom line: single dry powder inhaler triple therapy was
effective in reducing exacerbations in all age groups.

Authors: Dunican EM et al.
Summary: These researchers analysed the CT lung images
and lung function data from a COPD study to investigate
the relative roles of mucus plugs and emphysema on
the mechanisms of airflow limitation and hypoxaemia in
400 smokers with COPD. Mucus plugs were detected
in 57% of the participants, and 52% had emphysema.
Subgroups were identified with mucus-dominant and
emphysema-dominant disease. Mucus symptoms were
present in only one-third of smokers with high mucus plug
scores. There were significant, independent associations
of mucus plug score and emphysema percentage with
lower FEV1 and peripheral oxygen saturation. Smokers with
limited emphysema showed the strongest relationships
between mucus plug score and lung function outcomes.
Smokers with high versus low mucus plug scores had
significantly lower CAT scores (17.4 vs. 14.4), significantly
more annual exacerbations (0.75 vs. 0.43) and a
significantly shorter 6MWD (329 vs. 392m).
Comment: Both mucus plugging and destruction of
lung tissue/development of emphysematous changes
are mechanisms of lung dysfunction in COPD. These
authors used the SPIROMICS dataset to identify
mucous plugs in the lungs of smokers. The authors
demonstrate elegantly that emphysema changes
and mucus plugs are independently associated
with low FEV1 and hypoxia. Importantly, in patients
with CT evidence of mucus plugs, only 23% had
symptoms of chronic mucus hypersecretion. The
authors argue that mucus plugs should become a
therapeutic target. Bottom line: mucus plugging
is an underappreciated and potentially treatable
mechanism in COPD.
Reference: Am J Respir Crit Care Med 2021;203:957–68
Abstract
This Research Review has been endorsed
by The Royal New Zealand College of
General Practitioners (RNZCGP) and has
been approved for up to 1 CME credit
for the General Practice Educational
Programme (GPEP) and Continuing
Professional Development (CPD) purposes.
You can record your CME credits in your
RNZCGP Dashboard

Reference: Chest 2021;159:985–95
Abstract

New Zealand COPD Guidelines
The NZ COPD Guidelines have been developed by the Asthma and
Respiratory Foundation’s (ARFNZ) working group of respiratory health
experts led by Dr Stuart Jones from Middlemore Hospital and Professor
Bob Hancox from the University of Otago, with the goal of improving
diagnosis, and laying out clear recommendations for assessment and
management of this respiratory disease.

Mucus plugs and emphysema in
the pathophysiology of airflow
obstruction and hypoxemia in
smokers

NZ COPD GUIDELINES
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Time spent reading this publication has
been approved for CNE by The College of
Nurses Aotearoa (NZ) for RNs and NPs.
For more information on how to claim CNE
hours please CLICK HERE.

Download the NZ COPD Guidelines here
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