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The latest update of The COPD-X Plan: Australian and New Zealand Guidelines for the Management of
COPD has been provided by Lung Foundation Australia in conjunction with the Thoracic Society of
Australia and New Zealand following the June 2020 and October 2020 meetings of the COPD-X
Guidelines Committee.

Implications for Clinical Practice

All changes made to the document are outlined below and those highlighted in yellow are
differentiated as the most significant and likely to have an impact on clinical practice.
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C. Confirm diagnosis and assess severity

C2.5 COPD case finding

No changes

O. Optimise Function

01.2.3 Long-acting bronchodilator combinations (LAMA/LABA) (p41)

A systematic review of 24 studies (n=45,441 participants) found statistically significant reductions in
hospital admissions (risk ratio 0.89, 95% Cl 0.82 to 0.97) and exacerbations (risk ratio 0.80, 25% CI 0.69 to
0.92) with LAMA/LABA combination therapy, compared with LAMA or LABA monotherapy (Mammen
2020) [evidence level I]. Reductions in dyspnoea and health-related quality of life did not reach MCID.
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04.2 Inhaled corticosteroids and long-acting betaz-agonists and long-acting antimuscarinics in
combination (ICS/LABA/LAMA) (p50)
ICS/LABA/LAMA - single inhaler triple therapy

Budesonide/formoterol/glycopyrronium

In patients with moderate-to-very-severe COPD who are at risk of exacerbations, triple therapy
with a budesonide-glycopyrrolate-formoterol combination MDI (ETHOS Trial) showed significant
benefits over dual therapy with a LAMA-LABA or an ICS-LABA combination with respect to the
annual rate of moderate or severe COPD exacerbations (Rabe 2020). The rate was significantly
lower with 320-ug-budesonide triple therapy than with glycopyrrolate—formoterol (24% lower: rate
ratio, 0.76; 95% confidence interval [CI], 0.69 to 0.83; P<0.001) or budesonide—-formoterol (13%
lower: rate ratio, 0.87; 95% ClI, 0.79 to0 0.95; P = 0.003). The rate was significantly lower also with 160-
ug-budesonide friple therapy than with glycopyrrolate—formoterol (25% lower: rate ratio, 0.75; 95%
Cl, 0.69 t0 0.83; P<0.001) or budesonide—formoterol (14% lower: rate ratio, 0.86; 95% Cl, 0.79 t0 0.95;
P =0.002).

Triple therapy with a 320-ug dose of budesonide also resulted in a 46% lower all-cause mortality
than glycopyrrolate—formoterol group [28 vs. 49 deaths; hazard ratio, 0.54; 95% Cl, 0.34 to 0.87].

The incidence of any adverse event was similar across the treatment groups (range, 61.7 to 64.5%);
the incidence of confirmed pneumonia was higher in the groups that included inhaled
glucocorticoid (range 3.5 to 4.5%) than the glycopyrrolate—formoterol group (2.3%).

05.1 Inhaler technique (June 2020 Meeting) (p55-56)

A systematic review that included 55 studies and evaluated health professionals performing 9,996 tests
demonstrating their inhaler technique was only considered correct in 15.5% of health professionals (95%
Cl, 12 to0 19.3) overall (Plaza 2018).

Due to the lack of long-term data, differences in outcome definitions and study designs, robust
conclusions regarding the differences between single- and multiple inhaler users with regards to
fechnique cannotf be made (Zhang 2020) [evidence level |].

Pharmacist-led interventions comprising information provision, moftivating patients and taught
necessary behavioural skills significantly improved medication adherence (1.41 [1.24to 1.61], P <.00001)
and correct inhalation technique (Risk Ratio 1.85 [95% CI 1.57 to 2.17]), compared with the control group
(Jia 2020) [evidence level I].

06.1 Pulmonary rehabilitation (June 2020 Meeting) (p59)

Telerehabilitation may enable people with high symptom burden or fravel restrictions to access
pulmonary rehabilitation (see section D4 Telehealth).

07.2 Cardiac disease (October 2020 Meeting) (p75)

High sensitivity froponin (hs-Tn) levels have now been associated with increased mortality in prospective
cohort studies in stable COPD (Neukamm 2016, Waschki 2019) [evidence level lI-2]. In a well
characterised cohort of 2085 patients with COPD, Waschki and colleagues report baseline hs-Tn level
fo be independently associated with all-cause mortality at three years whether considered as a
continuous variable [log hs-Tnl, HR 1.28 (95%ClI, 1.01 fo 1.62)] or dichotomised at éng/L [HR 1.63 (25%Cl,
1.10 to 2.42)] (as hs-Tnl levels greater than éng/L identify individuals in the general population who are
at high risk of death during follow-up) (Waschki 2019).
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07.3 Osteoporosis (October 2020 Meeting) (p79)

A systematic review of 58 studies of heterogeneous quality limited by largely cross-sectional designs
(8,753 patients with COPD) found a mean prevalence of 38% (95% CI 34 to 43) for osteoporosis in patients
with COPD, with increasing odds ratios for osteoporosis associated with lower BMI and sarcopenia (Chen
2019), indicating that people with COPD are at special risk of osteoporotic fracture. The overall OR for
osteoporosis in COPD was 2.83 (95% CI: 2.00 to 4.03), with particular risk (OR 4.26: 95% Cl: 1.07 to 16.99)
for those with BMI of < 18.5 kg/m2.

09.2 Surgical Lung Volume Reduction (October 2020 Meeting) (p91)

Aretrospective analysis of 2,815 LVRS cases performed in America demonstrated an in-hospital mortality
rate of 5.5% (Attaway 2019). Pulmonary hypertension was associated with an increased risk in mortality
(adjusted OR, 4.4; 95% CI 1.7 to 1.5).

010 Pharmacological management of breathlessness — opioids and benzodiazepines (October 2020
Meeting) (p95)

Low dose morphine SR, 10mg twice day, with up-titration after 1 week if required, in a double blind RCT
with 111 patients, over 4 weeks, significantly improved health status as measured by the CAT score (-
2.18, 95% Cl -4.14 to -0.22). Overall there was no effect on breathlessness measures; however, in the
subgroup of people with MMRC 3-4, there was a significant difference in change of worst breathlessness
in the previous 24 hours between the treatment groups (-1.33, 95% CI -2.5 to 0.16; p=0.03). The only
adverse effect demonstrated was constipation (Verberkt 2020) [evidence level-l].

P: Prevent deterioration

P8. Humidification and nasal high flow (NHF) therapy (October 2020 Meeting) (p109)

Several trials have shown that nasal high flow (NHF) humidified air in stable COPD patients reduces
franscutaneous CO2 (PICO2) and respiratory rate (Fraser 2016, Biselli 2017), (McKinstry 2018, 2019).

P11 Non-invasive ventilation (October 2020 Meeting) (p113)
Section reworded.

A meta-analysis of 8 RCTs and 5 observational studies (Wilson 2020) concluded that home bilevel
ventilation reduces mortality (22.31% vs. 28.57%,; risk difference [RD], —=5.53% (?5% CI| =10.29% to —0.76%);
odds ratfio [OR], 0.66 (95% CI,0.51 to 0.87); P = 0.003). 13 studies were included in this analysis with 1,423
patients. The authors rated strength of evidence for this finding as moderate. Note is made of significant
differences in trial design and NIV pressures delivered. The use of home NIV was also associated with a
reduction in all cause hospitalisation and no significant difference in quality of life. Smoking status was
not reported. A sensitivity analysis found that the mortality benefit was only present if the home NIV was
commenced in stable patients (pCO2 greater than 45mmHg at least two weeks after an exacerbation)
rather than at the time of a COPD exacerbation. Although this meta-analysis did not evaluate NIV
pressures, the recent frials with positive outcomes used inspiratory pressures above 20cm (Kohnlein 2014,
Murphy 2017).

Long term NIV should be considered in suitable patients with severe stable COPD and
hypercapnia. Such patients should be referred to a centre with expertise in home NIV.
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D: Develop a plan of care

D3.2 Exacerbation prevention (October 2020 Meeting) (p126)

A commentary about appropriate person-centred language fo improve response to COPD
exacerbations has been included in the Exacerbation prevention section. It has been suggested that
this is an area for future collaborative work among the respiratory community and patients.

D5. Treat anxiety and depression (October Meeting 2020) (p129-130)

Entire section updated with more contemporary references.

X: Manage eXacerbations

Introduction section

Link to COVID-19 Living Guidelines (p134):

Given the current COVID-19 pandemic, it is recommended that patients with COPD take adequate
precautions to stay well (https://lungfoundation.com.au/lung-health/protecting-your-
lungs/coronavirus-disease-covid-19/what-you-need-to-know/). = Guidance for  diagnosis and
management of COVID-19 infection is highly relevant to patients with COPD. Living guidelines from the
National COVID-19 Clinical Evidence Taskforce are available at
https://covid19evidence.net.au/#living-guidelines.

X2.2.3 Antibiotics for treatment of exacerbations (October 2020 Meeting) (p144)

A meta-analysis of RCTs and observational studies investigating the impact of a procalcitonin-based
protocol on antibiotic prescription and clinical outcomes in patients with COPD exacerbations, found
that the use of procalcitonin-based protocols significantly reduced the length of antibiotic treatment in
COPD exacerbation (MD = -2.01 days, 95% CI -3.89 to -0.1] days, p=0.04, moderate quality, and MD = -
1.64 days, 95% Cl -2.91 to -0.36 days, p=0.01, very low quality for RCTs and observational study,
respectively), while no apparent effects were found on length of hospital stay, freatment failure and all-
cause mortality. The effect of procalcitonin on antibiotic duration was no longer significant (MD = -1.88
days, 95% Cl -3.95 to 0.19 days, p=0.08, and MD = -1.72 days, 95% CI -4.28 to 0.83 days, p=0.19,
respectively), when studies with high risk of bias were excluded.

Procalcitonin has limited value in guiding antibiotic use in COPD exacerbation (Chen 2020) [evidence
level I].
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