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General 
 

Articles 
Breathlessness across generations: results from the RHINESSA generation study 
Ekström M, et al. Thorax 2022;77: 172-177. 
Background: Breathlessness is a major cause of suffering and disability globally. The symptom relates to 
multiple factors including asthma and lung function, which are influenced by hereditary factors. No study 
has evaluated potential inheritance of breathlessness itself across generations.  
 
 
Distribution of chronic cough phenotypes in the general population: A cross-sectional analysis of the LEAD 
cohort in Austria 
Abozid H, et al. Respiratory Medicine, 2022, 192, 106726.  
Rationale: Recent guidelines consider chronic cough to be a unique clinical entity with different 
phenotypes. We aimed to investigate them in a general population and to describe prevalence, 
distribution, and characteristics of these phenotypes within the Austrian general population.  
 
 
Impact of lung function on cardiovascular diseases and cardiovascular risk factors: a two sample 
bidirectional Mendelian randomisation study 
Yeung SLA, et al. Thorax 2022;77: 164-171. 
Introduction: Observational studies suggested lung function is inversely associated with cardiovascular 
disease (CVD) although these studies could be confounded. We conducted a two sample Mendelian 
randomisation study using summary statistics from genome-wide association studies (GWAS) to clarify the 
role of lung function in CVD and its risk factors, and conversely the role of CVD in lung function.  
 
 
Improving lifelong respiratory health after preterm birth 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(2), p.121.  
Bronchopulmonary dysplasia (BPD; also known as chronic lung disease of prematurity) is the most common 
complication of extremely preterm birth. Neonatal respiratory support and a range of antenatal and 
postnatal factors can contribute to lung injury and impaired lung growth and repair in preterm infants, 
increasing the risk of BPD and persistent respiratory disease , with potentially lifelong consequences for 
health and wellbeing. Recent society guidelines provide new recommendations on the management of 
infants, children, and adolescents with post-prematurity respiratory disease (PPRD). Crucially, they 
emphasise the pressing need for a stronger evidence base to support clinical decision-making in the care of 
survivors of preterm birth, from infancy into adulthood.  
 
 
Reference equations for pulmonary diffusing capacity using segmented regression show similar predictive 
accuracy as GAMLSS models 
Zavorsky GS, Cao J. BMJ Open Respiratory Research 2022;9: e001087.  
Purpose: To determine whether generalised additive models of location, scale and shape (GAMLSS) 
developed for pulmonary diffusing capacity are superior to segmented (piecewise) regression models, and 
to update reference equations for pulmonary diffusing capacity for carbon monoxide (DLCO) and nitric 
oxide (DLNO), which may be affected by the equipment used for its measurement.  
 
 
 
 
 

https://thorax.bmj.com/content/77/2/172
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004340
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004340
https://thorax.bmj.com/content/77/2/164
https://thorax.bmj.com/content/77/2/164
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000182
https://bmjopenrespres.bmj.com/content/9/1/e001087
https://bmjopenrespres.bmj.com/content/9/1/e001087


        
        @ClinicalLibsPHU                                porthosp.nhs.uk/library 
                                     

Acute respiratory distress syndrome 
Articles 
Association of imbalance between job workload and functional ability with return to work in ARDS 
survivors 
Su H, et al. Thorax 2022;77: 123-128. 
Background: Inability to return to work (RTW) is common after acute respiratory distress syndrome (ARDS). 
Mismatch in an individual’s job workload and his or her functional ability, termed work ability imbalance, is 
negatively associated with RTW, but has not been evaluated in ARDS survivors.  
 
 
Intravenous immunoglobulin therapy for COVID-19 ARDS 
Wilfong EM, Matthay MA. Lancet Respiratory Medicine, 2022, 10(2), pp.123-125.  
To date, the SARS-CoV-2 virus and COVID-19 has killed more than 4 million individuals worldwide. 
Morbidity and mortality arise from direct viral-induced injury to multiple organ systems, a dysregulated 
systemic immune response, and thrombosis. 1 Pharmacological immunomodulation has decreased 
mortality in severe COVID-19. Dexamethasone was the first drug to significantly reduce the risk of death in 
patients hospitalised with COVID-19 requiring supplemental oxygen. 2 Since then, IL-6 antagonists 3 and 
the Janus kinase inhibitor, baracitinib, 4 have been shown to reduce COVID-19-related mortality.  
 
 
Intravenous immunoglobulins in patients with COVID-19-associated moderate-to-severe acute respiratory 
distress syndrome (ICAR): multicentre, double-blind, placebo-controlled, phase 3 trial 
Mazeraud A, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.158-166.  
Background: Acute respiratory distress syndrome (ARDS) is a major complication of COVID-19 and is 
associated with high mortality and morbidity. We aimed to assess whether intravenous immunoglobulins 
(IVIG) could improve outcomes by reducing inflammation-mediated lung injury.  
 
 
RAND appropriateness panel to determine the applicability of UK guidelines on the management of acute 
respiratory distress syndrome (ARDS) and other strategies in the context of the COVID-19 pandemic 
Griffiths M, et al. Thorax 2022;77: 129-135. 
Background: COVID-19 has become the most common cause of acute respiratory distress syndrome (ARDS) 
worldwide. Features of the pathophysiology and clinical presentation partially distinguish it from ‘classical’ 
ARDS. A Research and Development (RAND) analysis gauged the opinion of an expert panel about the 
management of ARDS with and without COVID-19 as the precipitating cause, using recent UK guidelines as 
a template.  
 
 
 

Acute Respiratory Failure 
 
Awake prone positioning for COVID-19 acute respiratory failure: imaging and histological background 
Piciucchi S, et al. Lancet Respiratory Medicine, 2022, 10(2), e.14.  
We read with great interest the article by Stephan Ehrmann and coworkers 1, which highlights the 
beneficial effects of awake proning in COVID-19 acute hypoxaemic respiratory failure with reduction of the 
incidence of treatment failure and the need for intubation within 28 days without any sign of harm. These 
beneficial effects might be explained by taking into account data provided by histopathology and by CT 
scan in supine and prone positions. Doglioni and colleagues, 2 in cryobiopsy samples obtained from 
patients with mild to moderate COVID-19 interstitial pneumonia, showed that the main findings were 
patchy type II pneumocytes hyperplasia, perivenular lymphocytic infiltrates, hyperplasia of alveolar 
capillaries with dilated lumina, and dilatation of the lumen of postcapillary veins. Hyaline membranes and 

https://thorax.bmj.com/content/77/2/123
https://thorax.bmj.com/content/77/2/123
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004501
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004409
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004409
https://thorax.bmj.com/content/77/2/129
https://thorax.bmj.com/content/77/2/129
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005543
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collapsed alveoli were not detected. Interestingly, endothelial cells expressed indoleamine deoxygenase, 
an enzyme involved in the control of the vascular tone.  
 
 
What’s New in Critical Care from UpToDate 
Noninvasive respiratory support for patients with COVID-19 and acute hypoxemic respiratory failure 
(February 2022) 
In patients with COVID-19 and acute hypoxemic respiratory failure despite conventional oxygen therapy, 
the best approach to escalation of noninvasive respiratory support is unknown. In a randomized, 
multicenter trial of over 1200 patients with acute hypoxemic respiratory failure due to COVID-19, 
continuous positive airway pressure (CPAP), but not high flow oxygen via nasal cannula (HFNC), reduced 
intubation rates compared with conventional oxygen (33 versus 41 percent) 8. Thirty-day mortality was not 
significantly different for either modality compared with conventional oxygen. However, important 
limitations of this study include the open-label design, early cessation of the trial, and high crossover 
between groups. For patients with COVID-19 who have increasing oxygen needs and do not have 
conditions best treated with noninvasive ventilation (NIV; hypercapnic respiratory failure due to an 
exacerbation of chronic obstructive pulmonary disease or acute cardiogenic pulmonary edema), we trial 
NIV (CPAP or bilevel positive airway pressure), HFNC, or cycle between both until patients demonstrate 
improvement or deterioration. The tolerability of the device and patient comfort often determine the best 
modality. 
 
 
 

Asthma 
Articles 
Deprescribing montelukast in children with asthma: a systematic review. 
Dixon EG, et al. BMJ Open 2022;12(1):e053112. 
Background: National and international asthma guidelines recommend adjusting asthma treatment based 
on levels of control, yet no guidance is given regarding the stepping-down of montelukast in children and 
young people (CYP). 
Objective: To systematically review evidence regarding deprescribing montelukast in CYP with established 
asthma. 
 
 

Derivation of a prototype asthma attack risk scale centred on blood eosinophils and exhaled nitric oxide 
Couillard S, et al. Thorax 2022;77: 199-202. 
Reduction of the risk of asthma attacks is a major goal of current asthma management. We propose to 
derive a risk scale predicting asthma attacks based on the blood eosinophil count and exhaled nitric oxide 
(FeNO). Biomarker-stratified trial-level attack rates were extracted and pooled from the control arms of 
the Novel START, CAPTAIN, QUEST, Benralizumab Phase 2b, PATHWAY, STRATOS 1–2 and DREAM trials 
(n=3051). These were used to derive rate ratios and the predicted asthma attack rate for different patient 
groups. The resultant prototype risk scale shows potential to predict asthma attacks, which may be 
prevented by anti-inflammatory treatment.  
 
 

Living with severe asthma as a teenager 
Kirby T. Lancet Respiratory Medicine, 2022, 10(2), pp.134-136.  
Anna Grosse, who has just reached her 17th birthday as The Lancet Respiratory Medicine goes to press, has 
spent all her life dealing with effects of asthma. She lives in East Lothian, on the outskirts of Edinburgh, 
Scotland, with her parents and younger sister, and is in her final year of high school and deciding the next 
steps to take in her education or career. “I was diagnosed at 2 years old”, Anna explains. “Some of my 

https://www.uptodate.com/contents/whats-new-in-pulmonary-and-critical-care-medicine?search=What%E2%80%99s%20new%20%E2%80%93%20Pulmonary%20and%20Critical%20Care%20Medicine&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1#H134992
https://www.uptodate.com/contents/whats-new-in-pulmonary-and-critical-care-medicine?search=What%E2%80%99s%20new%20%E2%80%93%20Pulmonary%20and%20Critical%20Care%20Medicine&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1#H134992
https://bmjopen.bmj.com/content/12/1/e053112
https://thorax.bmj.com/content/77/2/199
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000145
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earliest memories are visiting my uncle, who had pets, and these could trigger attacks.” Back then, she 
would use her inhalers and also slowly inhale steam to bring things under control.  
 
 

Phenotypes of atopic dermatitis and the risk for subsequent asthma: A systematic review and meta-
analysis. 
Li H, et al. Journal of the American Academy of Dermatology 2022;86(2):365-372. 
Background: Various atopic dermatitis (AD) phenotypes showed an enormously heterogenic risk for 
subsequent asthma development. 
Objective: We aimed to investigate the association between AD phenotypes and the risk for progression to 
asthma. 
 
 

Respiratory diseases advocate living with severe asthma 
Kirby T. Lancet Respiratory Medicine, 2022, 10(2), pp.132-134.  
Eve Smyth, aged 64 years at the time of writing, is blind and was diagnosed with asthma as an adult, and 
has experienced a steady worsening of her symptoms across the years. Though it has made her life more 
difficult, especially during the period of the COVID-19 pandemic, it has left her determined to do what she 
can to help others with asthma and other respiratory diseases.  
 
 

Risk of COVID-19 hospital admission among children aged 5–17 years with asthma in Scotland: a national 
incident cohort study 
Shi T, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.191-198.  
Background: There is an urgent need to inform policy deliberations about whether children with asthma 
should be vaccinated against SARS-CoV-2 and, if so, which subset of children with asthma should be 
prioritised. We were asked by the UK’s Joint Commission on Vaccination and Immunisation to undertake 
an urgent analysis to identify which children with asthma were at increased risk of serious COVID-19 
outcomes.  
 
 

Risk of COVID-19 hospital admission among children with asthma 
Harwood R, Sinha IP. Lancet Respiratory Medicine, 2022, 10(2), pp.128-130.  
Throughout the COVID-19 pandemic it has been clear that children are at substantially lower risk of severe 
disease than adults. 1 Nevertheless, large groups of children with comorbidities have been asked to shield 
for long durations, forgoing their access to face-to-face education and reducing their social contact, with 
substantial potential detriment to their mental health and emotional wellbeing. Identification of subgroups 
of children with comorbidities at increased risk of severe disease compared with their counterparts has 
been much slower to become evident than in adults because of the low rates of severe disease. Asthma 
was recognised as a comorbidity that increases the risk of death and admission to hospital with COVID-19 
in adults early in the pandemic. 2 Subsequently, asthma was identified as a comorbidity that increases the 
risk of severe disease (admission to critical care, receiving invasive ventilation, or death) in hospitalised 
children. 34 However, although deaths of children with asthma and SARS-CoV-2 infection have been 
reported, the deaths have been attributed to complex comorbidity rather than asthma as a sole diagnosis.  
 
 

Towards codesign in respiratory care: development of an implementation-ready intervention to improve 
guideline-adherent adult asthma care across primary and secondary care settings (The SENTINEL Project) 
Crowther L, et al. BMJ Open Respiratory Research 2022;9: e001155.  
Short-acting beta agonist (SABA) overuse (≥3 canisters annually) is associated with worse asthma outcomes 
and accounts for the majority of greenhouse gas emissions from asthma inhalers in England. Reducing 
SABA overuse aligns with the National Health Service long-term plan to optimise asthma treatment while 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0190962221022738
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0190962221022738
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000133
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004914
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004914
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005099
https://bmjopenrespres.bmj.com/content/9/1/e001155
https://bmjopenrespres.bmj.com/content/9/1/e001155
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minimising environmental impact, but adoption of local asthma guidelines for a SABA-free maintenance 
and reliever therapy strategy for step 3 asthma patients is limited. In this Perspective, we describe patient 
and staff involvement in a codesign process adapted from experience-based codesign (EBCD) principles to 
develop an implementation-ready intervention within a practice-relevant timescale. The codesigned 
intervention consists of five pillars: healthcare professional education; implementation of ‘gold standard’ 
prescribing practices; targeted asthma reviews; patient education and support; and real-time data 
monitoring and reporting of asthma care metrics. The codesign process contributed to all pillars and, by 
identifying potential individual and organisational barriers to implementation, enabled the development of 
plans to address these barriers. In this Perspective, we reflect on the strengths and weaknesses of our 
codesign process, outline how EBCD principles can be used in respiratory research and propose actions for 
patients, health professionals, researchers and funders to develop the potential of EBCD in respiratory 
research.  
 

Bronchial diseases 
Articles 
Bronchiectasis and inhaled tobramycin: A literature review 
Elborn JS, et al. Respiratory Medicine, 2022, 192, 106728.  
Background: Inhaled antibiotics have been incorporated into contemporary European and British 
guidelines for bronchiectasis, yet no inhaled antibiotics have been approved in the United States or Europe 
for the treatment of bronchiectasis not related to cystic fibrosis. Pseudomonas aeruginosa infection is 
common in patients with bronchiectasis, contributing to a cycle of progressive inflammation, 
exacerbations, and airway remodelling. 
Objective: The aim of the current study was to identify and evaluate published studies of inhaled 
tobramycin solution or powder in patients with bronchiectasis and P. aeruginosa infection not associated 
with cystic fibrosis.  
 
 
The effect of maintenance azithromycin on radiological features in patients with bronchiectasis – Analysis 
from the BAT randomized controlled trial 
Terpstra LC, et al. Respiratory Medicine, 2022, 192, 106718.  
Rationale: Bronchiectasis (abnormal dilatation of bronchi) is usually diagnosed by high resolution 
computed tomography (HRCT) and radiological severity has been found to correspond with clinical 
outcome. A beneficial effect of macrolides maintenance treatment in frequent exacerbating bronchiectasis 
patients has been established in randomized trials. This study was undertaken to prospectively evaluate 
the effect of long-term azithromycin (AZM) on radiological features in patients with bronchiectasis.  
 
 

Cancers of the respiratory tract  
Nodule net: A centralized prospective lung nodule tracking and safety-net program 
Singh H, et al. Respiratory Medicine, 2022, 192, 106737.  
Background: Inadequate follow-up of suspicious lung nodules can result in diagnostic delays and potential 
progression to advanced lung cancer. In 2015, a multidisciplinary lung nodule management program, 
Nodule Net, was implemented to increase the timely follow-up rate. In this study, we sought to evaluate 
the effectiveness of the program.  
 
 

Guidelines 
EarlyCDT Lung for assessing risk of lung cancer in solid lung nodules. National Institute for Health and Care 
Excellence (NICE); 2022. 
Evidence-based recommendations on EarlyCDT Lung for assessing the risk of lung cancer in solid lung 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004364
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004261
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004261
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000026
https://www.nice.org.uk/guidance/dg46
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nodules. 
 
 
Microwave ablation for primary or metastatic cancer in the lung. National Institute for Health and Care 
Excellence (NICE); 2022. 
Evidence-based recommendations on microwave ablation for primary or metastatic cancer in the lung in 
adults. This involves inserting a probe into the lung, through the skin of the chest, to send microwaves into 
the cancer cells. This produces heat, aiming to destroy the cancer (ablation). 
 
 
Pembrolizumab with carboplatin and paclitaxel for untreated metastatic squamous non-small-cell lung 
cancer. National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on pembrolizumab (Keytruda) with carboplatin and paclitaxel for adults 
with untreated metastatic squamous non-small-cell lung cancer. 
 

COPD 
Articles 
Blood RNA sequencing shows overlapping gene expression across COPD phenotype domains 
Ghosh AJ, et al. Thorax 2022;77: 115-122. 
Rationale: COPD can be assessed using multidimensional grading systems with components from three 
domains: pulmonary function tests, symptoms and systemic features. Clinically, measures may be used 
interchangeably, though it is not known if they share similar pathobiology. 
Objective: To use RNA sequencing (RNA-seq) to determine if there is an overlap in the underlying biological 
mechanisms and consequences driving different components of the multidimensional grading systems.  
 
 
Exacerbation history, severity of dyspnoea and maintenance treatment predicts risk of future 
exacerbations in patients with COPD in the general population 
Marott JL, et al. Respiratory Medicine, 2022, 192, 106725.  
Background: Whether risk of exacerbations of chronic obstructive pulmonary disease (COPD) is influenced 
by severity of symptoms and maintenance treatment is unclear. 
Objective: We hypothesized that in addition to history of exacerbations of COPD, the severity of dyspnoea 
and use of maintenance medications are associated with risk of future exacerbations.  
 
 

GOLD report: 2022 update 
Venkatesan P. Lancet Respiratory Medicine, 2022, 10(2), e.20.  
The Global Initiative for Chronic Obstructive Lung Disease (GOLD) scientific committee has published their 
2022 update of the Global Strategy for the Diagnosis, Management, and Prevention of Chronic Obstructive 
Pulmonary Disease report. The 2022 revisions and the evidence underpinning them were presented by 
Claus F Vogelmeier (University Medical Center Giessen and Marburg, Marburg, Germany) at the 2021 
GOLD International COPD virtual conference.  
 
 

Impact of resistance training on the 6-Minute Walk Test in individuals with chronic obstructive pulmonary 
disease: a systematic review and meta-analysis. 
Ferte JB, et al. Annals of Physical and Rehabilitation Medicine 2022;65(3):101582. 
Objective: The aim of this systematic review was to assess functional improvement, measured by the 6-
minute walk test (6MWT) after the application of a resistance training (RT) protocol in people with chronic 
obstructive pulmonary disease (COPD). 
 

https://www.nice.org.uk/guidance/ipg716
https://www.nice.org.uk/guidance/ta770
https://www.nice.org.uk/guidance/ta770
https://thorax.bmj.com/content/77/2/115
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004339
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004339
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005610
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1877065721001007
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1877065721001007
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Panlobular emphysema is associated with COPD disease severity: A study of emphysema subtype by 
computed tomography 
Wilgus ML, et al. Respiratory Medicine, 2022, 192, 106717.  
Background: Computed tomography has the potential to inform COPD prognosis. We sought to determine 
associations of emphysema phenotype with clinical parameters including lung function, inflammatory 
markers, and quality of life.  
 
 

Cystic fibrosis 
Articles 
Sweat metabolomics before and after intravenous antibiotics for pulmonary exacerbation in people with 
cystic fibrosis 
Woodley FW, et al. Respiratory Medicine, 2022, 191, 106687.  
Background: People with cystic fibrosis (PWCF) suffer from acute unpredictable reductions in pulmonary 
function associated with a pulmonary exacerbation (PEx) that may require hospitalization. PEx symptoms 
vary between PWCF without universal diagnostic criteria for diagnosis and response to treatment.  
 
 

Diagnosis and Monitoring 
Articles 
Apples to apples? Comparative analyses of national CF registries 
Perrem LM, McNally P, Ratjen F. Thorax 2022;77: 112-113. 
National registries play a crucial role in understanding the natural history of cystic fibrosis (CF) and the 
impact of care delivery and interventions on outcomes. Data on more than 90 000 individuals are captured 
in CF registries around the world.1 Detailed examination of clinical characteristics, interventions and 
outcomes, benchmarking CF centres within jurisdictions and international comparisons across healthcare 
systems can stimulate quality improvement initiatives and drive effective changes in practice.  
 
 

Geographic distribution and phenotype of European people with cystic fibrosis carrying A1006E mutation 
Mondejar-Lopez P, et al. Respiratory Medicine, 2022, 192, 106736.  
Background: A1006E is a Cystic Fibrosis (CF) mutation that is still not widely known. We report phenotypic 
features and geographic distribution of the largest cohort of people with CF (pwCF) carrying A1006E to 
date.  
 
 

Lung function in children with cystic fibrosis in the USA and UK: a comparative longitudinal analysis of 
national registry data 
Schlüter DK, et al. Thorax 2022;77: 136-142. 
Rationale: A previous analysis found significantly higher lung function in the US paediatric cystic fibrosis 
(CF) population compared with the UK with this difference apparently decreasing in adolescence and 
adulthood. However, the cross-sectional nature of the study makes it hard to interpret these results. 
Objectives: To compare longitudinal trajectories of lung function in children with CF between the USA and 
UK and to explore reasons for any differences.  
 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112100425X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112100425X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121003954
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121003954
https://thorax.bmj.com/content/77/2/112
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000014
https://thorax.bmj.com/content/77/2/136
https://thorax.bmj.com/content/77/2/136
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The role of inspiratory capacity and tidal flow in diagnosing exercise ventilatory limitation in Cystic Fibrosis 
Reuveny R, et al. Respiratory Medicine, 2022, 192, 106713.  
Background: Exercise ventilatory limitation conventionally defined by reduced breathing reserve (BR) may 
underestimate the effect of lung disease on exercise capacity in patients with mild to moderate obstructive 
lung diseases. 
Objective: To investigate whether ventilatory limitation may be present despite a normal BR in Cystic 
Fibrosis (CF).  
 
 

Emphysema 
Impact of emphysema on the prognosis of Mycobacterium avium complex pulmonary disease 
Takasaka N, et al. Respiratory Medicine, 2022, 192, 106738.  
Background: Chronic obstructive pulmonary disease (COPD) is a major comorbid disease of Mycobacterium 
avium complex pulmonary disease (MAC-PD). Emphysema is one of the main pathological findings in 
COPD, a risk factor for chronic pulmonary aspergillosis (CPA), and is associated with poor prognosis. We 
aimed to clarify the effect of emphysema on mortality in MAC-PD.  
 
 

Infections (including COVID-19) 
 

COVID-19 
Articles 
Clinical phenotypes and outcomes of SARS-CoV-2, influenza, RSV and seven other respiratory viruses: a 
retrospective study using complete hospital data 
Hedberg P, et al. Thorax 2022;77: 1-10. 
Background: An understanding of differences in clinical phenotypes and outcomes COVID-19 compared 
with other respiratory viral infections is important to optimise the management of patients and plan 
healthcare. Herein we sought to investigate such differences in patients positive for SARS-CoV-2 compared 
with influenza, respiratory syncytial virus (RSV) and other respiratory viruses.  
 
 
COVID-19 pneumonitis and cystic lung disease, pneumothorax and pneumomediastinum 
Everden S, et al. Thorax 2022;77: 210-211. 
A 57-year-old man with no medical history and <5 pack-year smoking history presented with dyspnoea. 
Presentation was 4 days (day 13 from first presentation) post a 9-day admission with COVID-19 
pneumonitis (SARS-CoV-2 PCR positive day 0) treated with nasal cannula oxygen and 9 days of 
dexamethasone. Repeat CXR (day 13) was unchanged and there was no biochemical evidence of bacterial 
infection. A CT pulmonary angiogram (day 13) showed extensive bilateral predominantly peripheral 
subpleural cystic areas of consolidation, with admixed ground glass changes consistent with COVID-19 
pneumonitis (figure 1A). He remained stable and was discharged.  
 
 
Exploring the impact of pulse oximeter selection within the COVID-19 home-use pulse oximetry pathways 
Stell D, et al. BMJ Open Respiratory Research 2022;9: e001159.  
Background: During the COVID-19 pandemic, portable pulse oximeters were issued to some patients to 
permit home monitoring and alleviate pressure on inpatient wards. Concerns were raised about the 
accuracy of these devices in some patient groups. This study was conducted in response to these concerns. 
Objectives: To evaluate the performance characteristics of five portable pulse oximeters and their 
suitability for deployment on home-use pulse oximetry pathways created during the COVID-19 pandemic. 
This study considered the effects of different device models and patient characteristics on pulse oximeter 
accuracy, false negative and false positive rate.  

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611121004212
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000038
https://thorax.bmj.com/content/77/2/1
https://thorax.bmj.com/content/77/2/1
https://thorax.bmj.com/content/77/2/210
https://bmjopenrespres.bmj.com/content/9/1/e001159
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Fourth dose of COVID-19 vaccines in Israel 
Burki TK. Lancet Respiratory Medicine, 2022, 10(2), e.19.  
On Jan 2, 2022, Israel's prime minister Naftali Bennett announced that the country would offer a fourth 
dose of the COVID-19 vaccine to health-care workers and people older than 60 years. A fourth dose has 
already been approved for Israelis in immunocompromised groups. Israel has recently seen a surge in 
SARS-CoV-2 infections. Hospitalisations are also increasing, though overall numbers remain low.  
 
 
Fungal infections in mechanically ventilated patients with COVID-19 during the first wave: the French 
multicentre MYCOVID study 
Gangneux JP, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.180-190.  
Background: Patients with severe COVID-19 have emerged as a population at high risk of invasive fungal 
infections (IFIs). However, to our knowledge, the prevalence of IFIs has not yet been assessed in large 
populations of mechanically ventilated patients. We aimed to identify the prevalence, risk factors, and 
mortality associated with IFIs in mechanically ventilated patients with COVID-19 under intensive care.  
 
 
Managing secondary fungal infections in severe COVID-19: how to move forward? 
Verweij PE, Van de Veerdonk FL. Lancet Respiratory Medicine, 2022, 10(2), pp.127-128.  
The recent literature has been confusing regarding the frequency and clinical implications of COVID-19-
associated pulmonary aspergillosis (CAPA). 1 This confusion has been due to the use of variable case 
definitions, infrequent histopathological confirmation of CAPA, 2 and reports of patients with CAPA 
surviving without receiving antifungal therapy.  
 
 
Omicron variant and booster COVID-19 vaccines 
Burki TK. Lancet Respiratory Medicine, 2022, 10(2), e.17.  
On Dec 13, 2021, the UK Health Security Agency (UKHSA) confirmed that a patient in England had died 
after contracting the omicron variant of SARS-CoV-2. The previous day, prime minister Boris Johnson 
launched a drive to offer all adults in the UK a third dose of the COVID-19 vaccine by the end of the year. 
“We are now facing an emergency”, stated Johnson. “There is a tidal wave of omicron coming and I am 
afraid it is now clear that two doses of vaccine are simply not enough.” WHO categorises the risk 
associated with omicron as very high. The new variant, which is also known as B.1.1.529, was identified in 
November, 2021. It has since been detected in more than 60 countries. As The Lancet Respiratory 
Medicine went to press, the UK had registered 10 017 cases of omicron. The true caseload is likely to be 
considerably larger. On Dec 15, 2021, 78 610 people tested positive for SARS-CoV-2 in the UK. “There will 
be an increasing number of omicron patients going into the NHS, going into hospital, going into intensive 
cares”, cautioned Chris Whitty, England's Chief Medical Officer. “That will begin to become apparent, in my 
view, fairly soon after Christmas.” In the week ending Dec 12, Africa recorded 196 000 cases of COVID-19, 
an increase of 86% on the previous week. Cases of COVID-19 rose by 66% in South Africa, where omicron 
was first detected. But bed occupancy rates in the country's intensive care units remain low.  
 
 
Respiratory epithelial cell responses to SARS-CoV-2 in COVID-19 
Bridges JP, et al. Thorax 2022;77: 203-209. 
COVID-19 has different clinical stages, and effective therapy depends on the location and extent of the 
infection. The purpose of this review is to provide a background for understanding the progression of the 
disease throughout the pulmonary epithelium and discuss therapeutic options. The prime sites for 
infection that will be contrasted in this review are the conducting airways and the gas exchange portions of 
the lung. These two sites are characterised by distinct cellular composition and innate immune responses, 
which suggests the use of distinct therapeutic agents. In the nose, ciliated cells are the primary target cells 
for SARS-CoV-2 viral infection, replication and release. Infected cells shed their cilia, which disables 
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mucociliary clearance. Evidence further points to a suppressed or incompletely activated innate immune 
response to SARS-CoV-2 infection in the upper airways. Asymptomatic individuals can still have a 
productive viral infection and infect others. In the gas exchange portion of the lung, the alveolar type II 
epithelial cell is the main target cell type. Cell death and marked innate immune response during infection 
likely contribute to alveolar damage and resultant acute respiratory distress syndrome. Alveolar infection 
can precipitate a hyperinflammatory state, which is the target of many therapies in severe COVID-19. 
Disease resolution in the lung is variable and may include scaring and long-term sequalae because the 
alveolar type II cells are also progenitor cells for the alveolar epithelium.  
 
 
Safety, immunogenicity, and efficacy of a COVID-19 vaccine (NVX-CoV2373) co-administered with seasonal 
influenza vaccines: an exploratory substudy of a randomised, observer-blinded, placebo-controlled, phase 
3 trial 
Toback S, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.167-179.  
Background: The safety and immunogenicity profile of COVID-19 vaccines when administered 
concomitantly with seasonal influenza vaccines have not yet been reported. We therefore aimed to report 
the results of a substudy within a phase 3 UK trial, by evaluating the safety, immunogenicity, and efficacy 
of NVX-CoV2373 when co-administered with licensed seasonal influenza vaccines.  
 
 
The role of antiviral treatment in the COVID-19 pandemic 
Burki TK. Lancet Respiratory Medicine, 2022, 10(2), e.18.  
On Dec 22, 2021, the US Food and Drug Administration (FDA) issued an emergency use authorisation for 
Pfizer's COVID-19 antiviral, Paxlovid. Trial results released by the manufacturer indicate that the drug cuts 
the risk of hospitalisation or death for high-risk patients by 88%, compared with the placebo, if given within 
5 days of symptom onset. A second oral antiviral, Merck Sharp & Dohme's (MSD) molnupiravir, received 
FDA authorisation on Dec 23. In a phase 3 study of 1433 patients with mild-to-moderate COVID-19 and at 
least one risk factor for severe illness, treatment with molnupiravir within 3 days of symptom onset 
reduced the chances of hospitalisation or death by 30%, compared with the placebo.  
 
 
Vaccine efficacy and immune interference: co-administering COVID-19 and influenza vaccines 
Altmann DM, Boyton RJ. Lancet Respiratory Medicine, 2022, 10(2), pp.125-126.  
As we head towards the second anniversary of the COVID-19 pandemic, attention widens to encompass 
the array of unforeseen health-care consequences of these unprecedented times and measures. In this 
context, efforts have been made to analyse data and predict how the winter months will look in terms of 
the interplay between infections by SARS-CoV-2 and other common respiratory viruses, influenza, and 
respiratory syncytial virus. To an extent, there is still no consensus in the scientific and medical 
communities as to the risk and impact of concomitant respiratory infections: on the one hand, lockdown 
and other mitigations that have limited the spread of COVID-19 would be predicted to have limited 
influenza and respiratory syncytial virus too. 12 On the other hand, children especially might have 
heightened vulnerability, having now missed out on nearly 2 years of the normal interactions that prime 
immunity, and adults will have seen their immunity wane. 34 Certainly, a paucity of data exist on which to 
base any accurate predictions about which influenza strains are most likely to circulate this coming winter. 
One must also consider the rather uncharted territory of the interactive effects of respiratory pathogens: 
not much is known about the consequences of co-infection by these pathogens, but since each is 
associated with somewhat differently nuanced lung inflammatory pathology, serious additive effects might 
be anticipated. At a time when many countries have national programmes for COVID-19 vaccination, this 
uncertainty has raised the logistical question of what might be the nature of the influenza vaccine plus 
SARS-CoV-2 vaccine co-administration programmes. In some respects, no better time has occurred to roll 
out such respiratory vaccination programmes. Public confidence in vaccines is high, having largely 
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overcome a considerable degree of hesitancy in many countries, and national logistics for vaccine 
programme delivery have been impressive.  
 
 
Why the application of IVIG might be beneficial in patients with COVID-19 
Kindgen-Milles D, et al. Lancet Respiratory Medicine, 2022, 10(2), e.15.  
In The Lancet Respiratory Medicine, Aurélien Mazeraud and colleagues showed that the application of 
intravenous immunoglobulins (IVIGs) in patients with COVID-19-induced moderate-to-severe acute 
respiratory distress syndrome did not improve clinical outcomes but had a non-significant association with 
more adverse events. 1 We would like to address reasons for the lack of effect that were not discussed in 
Mazeraud and colleagues’ Article.  
 
 
Why the application of IVIG might be beneficial in patients with COVID-19 – Authors' reply 
Mazeraud A, et al. Lancet Respiratory Medicine, 2022, 10(2), e.16.  
We thank Detlef Kindgen-Milles and colleagues for their Correspondence regarding the administration of 
intravenous immunoglobulin (IVIG) solutions enriched with IgM rather than solutions containing mainly IgG 
in patients with severe COVID-19.  
 
 
Practice Changing Update from UpToDate 
 
Additional COVID-19 vaccine primary series dose for immunocompromised individuals (August 2021, 
Modified February 2022) 
COVID-19 vaccines are less effective among patients with certain immunocompromising conditions than in 
the general population; additional vaccine doses have been associated with improved effectiveness in this 
population. We agree with recommendations from the Advisory Committee on Immunization Practices 
(ACIP) in the United States that individuals with such conditions (table 1) receive an additional mRNA 
vaccine dose as part of their primary COVID-19 vaccine series (eg, following two doses of an mRNA vaccine 
or one dose of Ad26.COV2.S vaccine) 5,6. This additional primary series dose is distinct from the booster 
dose, which such patients should additionally receive, although at a shorter interval than recommended 
for the general population. 
 
Booster doses of COVID-19 vaccines for individuals 12 years or older (October 2021, Modified February 
2022) 
Several countries have introduced booster doses of COVID-19 vaccines because of potentially attenuated 
vaccine effectiveness due to waning efficacy and variants. The US Food and Drug Administration has 
authorized and the Centers for Disease Control and Prevention (CDC) recommends a booster dose for all 
individuals 12 years or older 1-4. The booster dose is given five months after a primary BNT162b2 (Pfizer) 
or mRNA-1273 (Moderna) series for most patients (or three months after the primary series for 
immunocompromised patients) and two months after a primary Ad26.COV2.S (Johnson & Johnson) series. 
Any vaccine authorized for the patient's age group can be used for the booster dose, regardless of the 
vaccine used for the primary series; in general, we favor one of the mRNA vaccines over Ad26.COV2.S. We 
recommend booster doses for eligible individuals, based on trials and observational evidence suggesting 
improved vaccine efficacy following a booster dose. 
 
Treatment of COVID-19 in outpatients at risk for severe disease (November 2021, Modified February 2022) 
Nirmatrelvir-ritonavir, the monoclonal antibody sotrovimab, remdesivir, and high-titer convalescent 
plasma have all been shown to reduce the risk of hospitalization when given early in the course of COVID-
19 8-11. For outpatient adults who have mild-to-moderate COVID-19 and are at risk for progression to 
severe disease (table 2), we recommend treatment with either nirmatrelvir-ritonavir or sotrovimab. When 
these are not available, we consider remdesivir and convalescent plasma, which may be complicated to 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S221326002100549X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005506
https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates%20&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H132500
https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates%20&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H132500
https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates%20&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H132808
https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates%20&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H132808
https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates%20&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H134281


        
        @ClinicalLibsPHU                                porthosp.nhs.uk/library 
                                     

administer, as alternatives. If none are feasible options, molnupiravir is an alternative, but it may be less 
effective and potentially teratogenic 12. Bebtelovimab is an alternative monoclonal antibody that is active 
against Omicron, but there are limited data to support its use 13. When supplies are limited, these 
treatments should be prioritized for immunocompromised individuals expected to have a suboptimal 
vaccine response and unvaccinated or incompletely vaccinated individuals at highest risk for severe disease 
(table 3) 14. 
 
What’s New in Critical Care from UpToDate 
Prolonged duration of symptoms in COVID-19 ICU survivors (February 2022) 
The duration of symptoms following COVID-19 is unclear. A recent study reported that three-quarters of 
intensive care unit COVID-19 survivors had physical symptoms at one year. These included physical 
weakness (39 percent), joint symptoms (26 percent), and myalgia (21 percent) 9. Mental symptoms were 
reported by 26 percent and cognitive symptoms by 16 percent of survivors. These symptoms are consistent 
with post-intensive care syndrome (PICS) and need to be addressed during recovery from COVID-19. 
 
 

Influenza 
Vaccine efficacy and immune interference: co-administering COVID-19 and influenza vaccines 
Altmann DM, Boyton RJ. Lancet Respiratory Medicine, 2022, 10(2), pp.125-126.  
As we head towards the second anniversary of the COVID-19 pandemic, attention widens to encompass 
the array of unforeseen health-care consequences of these unprecedented times and measures. In this 
context, efforts have been made to analyse data and predict how the winter months will look in terms of 
the interplay between infections by SARS-CoV-2 and other common respiratory viruses, influenza, and 
respiratory syncytial virus. To an extent, there is still no consensus in the scientific and medical 
communities as to the risk and impact of concomitant respiratory infections: on the one hand, lockdown 
and other mitigations that have limited the spread of COVID-19 would be predicted to have limited 
influenza and respiratory syncytial virus too. 12 On the other hand, children especially might have 
heightened vulnerability, having now missed out on nearly 2 years of the normal interactions that prime 
immunity, and adults will have seen their immunity wane. 34 Certainly, a paucity of data exist on which to 
base any accurate predictions about which influenza strains are most likely to circulate this coming winter. 
One must also consider the rather uncharted territory of the interactive effects of respiratory pathogens: 
not much is known about the consequences of co-infection by these pathogens, but since each is 
associated with somewhat differently nuanced lung inflammatory pathology, serious additive effects might 
be anticipated. At a time when many countries have national programmes for COVID-19 vaccination, this 
uncertainty has raised the logistical question of what might be the nature of the influenza vaccine plus 
SARS-CoV-2 vaccine co-administration programmes. In some respects, no better time has occurred to roll 
out such respiratory vaccination programmes. Public confidence in vaccines is high, having largely 
overcome a considerable degree of hesitancy in many countries, and national logistics for vaccine 
programme delivery have been impressive.  
 
 

Interstitial lung diseases (pulmonary fibrosis) 
Articles 
Association of circulating cell-free double-stranded DNA and metabolic derangements in idiopathic 
pulmonary fibrosis 
Whalen W, et al. Thorax 2022;77: 186-190. 
Idiopathic pulmonary fibrosis (IPF) is a progressive and fatal lung disease with unclear aetiology and poorly 
understood pathophysiology. Although plasma levels of circulating cell-free DNA (ccf-DNA) and 
metabolomic changes have been reported in IPF, the associations between ccf-DNA levels and metabolic 
derangements in lung fibrosis are unclear. Here, we demonstrate that ccf-double-stranded DNA (dsDNA) is 
increased in patients with IPF with rapid progression of disease compared with slow progressors and 
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healthy controls and that ccf-dsDNA associates with amino acid metabolism, energy metabolism and lipid 
metabolism pathways in patients with IPF.  
 
 
Circulating cell-free double-stranded DNA and metabolic derangements in idiopathic pulmonary fibrosis: a 
new association 
Moodley YP. Thorax 2022;77: 114. 
The study by Whalen et al 1 has delineated the association between circulating cell-free DNA (ccfDNA) and 
metabolic derangements in idiopathic pulmonary fibrosis (IPF). They examined healthy controls compared 
with slow and rapid progressors. The latter was defined as subjects who met any part of a composite 
outcome (death, acute exacerbation of IPF, relative decline in forced vital capacity of at least 10% or 
diffusing capacity for carbon monoxide of 15%) during an 80-week follow-up.  
 
 
Genomic testing for children with interstitial and diffuse lung disease (chILD): parent satisfaction, 
understanding and health-related quality of life 
Kelada L, et al. BMJ Open Respiratory Research 2022;9: e001139.  
Objective: Research is needed to determine best practice for genomic testing in the context of child 
interstitial or diffuse lung disease (chILD). We explored parent’s and child’s health-related quality of life 
(HRQoL), parents’ perceived understanding of a genomic testing study, satisfaction with information and 
the study and decisional regret to undertake genomic testing.  
 
 
Medical treatments for idiopathic pulmonary fibrosis: a systematic review and network meta-analysis. 
Pitre T, et al. Thorax 2022;:doi: 10.1136/thoraxjnl-2021-217976 . 
Background: Idiopathic pulmonary fibrosis (IPF) is a respiratory disorder with a poor prognosis. Our 
objective is to assess the comparative effectiveness of 22 approved or studied IPF drug treatments. 
 
 
Prospective nationwide multicentre cohort study of the clinical significance of autoimmune features in 
idiopathic interstitial pneumonias 
Enomoto N, et al. Thorax 2022;77: 143-153. 
Background: Some patients with idiopathic interstitial pneumonia (IIP) show autoimmune features. 
Interstitial pneumonia with autoimmune features (IPAF) was recently proposed as a research concept in 
these patients. However, retrospective studies reported conflicting results of its prognosis. Therefore, this 
study was conducted to prospectively evaluate the clinical significance of autoimmune features in patients 
with IIP.  
 
 

Lifestyle interventions (diet, exercise, smoking) 

Articles 
A novel validated tool to score symptom burden in exercise-induced laryngeal obstruction: can we simplify 
patient follow-up and research? 
Halvorsen T, Røksund O. Lancet Respiratory Medicine, 2022, 10(2), pp.131-132.  
Exercise-related respiratory complaints are surprisingly common in young active individuals. Patients’ 
symptom descriptions cannot readily be used to distinguish between health and disease, and can overlap 
across different disease aetiologies. Moreover, the perception of breathlessness during exercise varies 
between individuals and is poorly explained by objective markers of disease, for reasons that are currently 
not well understood. Guidelines therefore recommend objective testing before assignment of definite 
diagnoses. However, this ideal is challenged by the large number of these patients, with testing costing 
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time and money. Thus, asthma is sometimes diagnosed solely based on patient (or parental) reported 
symptoms, leading to mistakes and unnecessary prescription of asthma medication. Exercise-induced 
laryngeal obstruction (EILO) is present in 5–10% of physically active youngsters, and the diagnosis is 
similarly prone to delays or mistakes, leading to unnecessary suffering and needless use of health-care 
resources. Validated questionnaires might provide a way out of these dilemmas, by serving as screening 
tools for those who need a more complex evaluation, such as the continuous laryngoscopy exercise (CLE) 
test required to diagnose EILO (figure).  
 
 
Different responses of the oral, nasal and lung microbiomes to cigarette smoke 
Pfeiffer S, et al. Thorax 2022;77: 191-195. 
To examine the role of smoking on the bacterial community composition of the upper and the lower 
respiratory tract, a monocentric, controlled prospective study was performed, including healthy smokers, 
ex-smokers and never-smokers. Smokers were further grouped according to their smoking history. 
Bacterial diversity was analysed using a molecular barcoding approach based on directly extracted DNA. 
Our study shows for the first time distinct bacterial response patterns in the upper and lower respiratory 
tract to cigarette smoking leading to a higher abundance of opportunistic pathogens. The clinical 
significance of these dysbioses for health needs to be further explored.  
 
 
Immediate smoking cessation support versus usual care in smokers attending a targeted lung health check: 
the QuLIT trial 
Buttery SC, et al. BMJ Open Respiratory Research 2022;9: e001030.  
Objectives: Lung cancer screening programmes offer an opportunity to address tobacco dependence in 
current smokers. The effectiveness of different approaches to smoking cessation in this context has not yet 
been established. We investigated if immediate smoking cessation support, including pharmacotherapy, 
offered as part of a lung cancer screening programme, increases quit rates compared to usual care (Very 
Brief Advice to quit and signposting to smoking cessation services).  
 
 
Postoperative exercise training improves the quality of life in patients receiving pulmonary resection: A 
systematic review and meta-analysis based on randomized controlled trials 
Wang J, et al. Respiratory Medicine, 2022, 192, 106721.  
Purpose: To evaluate whether postoperative exercise training is effective in improving clinical outcomes 
such as the quality of life (QoL), exercise capacity and respiratory function of patients receiving pulmonary 
resection.  
 
 

Obstructive Sleep Apnoea 
Articles 
Adaptive servo ventilation for sleep apnoea in heart failure: the FACE study 3-month data 
Tamisier R, et al. Thorax 2022;77: 178-185. 
Rationale: Adaptive servo ventilation (ASV) is contraindicated in patients with systolic heart failure (HF) 
who have a left ventricular ejection fraction (LVEF) below 45% and predominant central sleep apnoea 
(CSA). However, the effects of ASV in other HF subgroups have not been clearly defined. 
Objective: The European, multicentre, prospective, observational cohort trial, FACE, evaluated the effects 
of ASV therapy on morbidity and mortality in patients with HF with sleep-disordered breathing (SDB); 3-
month outcomes in patient subgroups defined using latent class analysis (LCA) are presented.  
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Central sleep apnoea in heart failure: one size does not fit all 
Randerath WJ, Arzt M. Thorax 2022;77: 108-109. 
Over the last decade, results from cluster analyses have offered new insights into pathophysiological 
endotypes of obstructive sleep apnoea (OSA), opening the possibility to developing a more personalised 
approach to OSA treatment. In contrast, therapeutic approach to patients with heart failure (HF) and 
central sleep apnoea (CSA) remains quite undifferentiated. If optimisation of the underlying HF fails to 
improve CSA, continuous positive airway pressure might be offered in the majority of symptomatic 
patients. While adaptive servoventilation (ASV) has been developed suppressing CSA and Cheyne-Stokes 
respiration/periodic breathing, its use is limited to patients without HF or to those with preserved left 
ventricular ejection fraction of >45%.  
 
 

Pleural effusion 
Articles 
Bedside ultrasonography to determine pleurodesis success: SIMPLE but how sound? 
Lee YCG, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.122-123.  
Chemical pleurodesis—the iatrogenic sealing of the pleural cavity using a sclerosant—is commonly 
practised worldwide. More than 10 000 pleurodesis procedures are carried out each year in the USA alone 
for malignant pleural effusions (MPEs). Talc remains the most efficacious sclerosing agent, and all 
randomised controlled trials to date have found delivering talc as a slurry via a chest tube to be as effective 
as its insufflation (poudrage) thoracoscopically. 1 Hence, talc slurry pleurodesis remains a key option in 
MPE management guidelines.  
 
 
Role of thoracic ultrasonography in pleurodesis pathways for malignant pleural effusions (SIMPLE): an 
open-label, randomised controlled trial 
Psallidas I, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.139-148.  
Background: Pleurodesis is done as an in-patient procedure to control symptomatic recurrent malignant 
pleural effusion (MPE) and has a success rate of 75–80%. Thoracic ultrasonography has been shown in a 
small study to predict pleurodesis success early by demonstrating cessation of lung sliding (a normal sign 
seen in healthy patients, lung sliding indicates normal movement of the lung inside the thorax). We aimed 
to investigate whether the use of thoracic ultrasonography in pleurodesis pathways could shorten hospital 
stay in patients with MPE undergoing pleurodesis.  
 
 

Pneumonia 
Articles 
Lung ultrasound in ruling out COVID-19 pneumonia in the ED: a multicentre prospective sensitivity study. 
Di Gioia CC, et al. Emergency Medicine Journal 2022;39(3):199-205. 
Purpose: Early diagnosis of COVID-19 has a crucial role in confining the spread among the population. Lung 
ultrasound (LUS) was included in the diagnostic pathway for its high sensitivity, low costs, non-invasiveness 
and safety. We aimed to test the sensitivity of LUS to rule out COVID-19 pneumonia (COVIDp) in a 
population of patients with suggestive symptoms. 
 
 
Non-invasive respiratory support in the management of acute COVID-19 pneumonia: considerations for 
clinical practice and priorities for research 
Weerakkody S, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.199-213.  
Non-invasive respiratory support (NIRS) has increasingly been used in the management of COVID-19-
associated acute respiratory failure, but questions remain about the utility, safety, and outcome benefit of 
NIRS strategies. We identified two randomised controlled trials and 83 observational studies, 
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compromising 13 931 patients, that examined the effects of NIRS modalities—high-flow nasal oxygen, 
continuous positive airway pressure, and bilevel positive airway pressure—on patients with COVID-19. Of 
5120 patients who were candidates for full treatment escalation, 1880 (37%) progressed to invasive 
mechanical ventilation and 3658 of 4669 (78%) survived to study end. Survival was 30% among the 1050 
patients for whom NIRS was the stated ceiling of treatment. The two randomised controlled trials indicate 
superiority of non-invasive ventilation over high-flow nasal oxygen in reducing the need for intubation. 
Reported complication rates were low. Overall, the studies indicate that NIRS in patients with COVID-19 is 
safe, improves resource utilisation, and might be associated with better outcomes. To guide clinical 
decision making, prospective, randomised studies are needed to address timing of intervention, optimal 
use of NIRS modalities—alone or in combination—and validation of tools such as oxygenation indices, 
response to a trial of NIRS, and inflammatory markers as predictors of treatment success.  
 
 
Prevention and management of thrombosis in hospitalised patients with COVID-19 pneumonia 
Vincent JP, Levi M, Hunt BJ. Lancet Respiratory Medicine, 2022, 10(2), pp.214-220.  
A proportion of people infected with SARS-CoV-2 develop moderate or severe COVID-19, with an increased 
risk of thromboembolic complications. The inflammatory response to SARS-CoV-2 infection can cause an 
acute-phase response and endothelial dysfunction, which contribute to COVID-19-associated 
coagulopathy, the clinical and laboratory features of which differ in some respects from those of classic 
disseminated intravascular coagulation. Understanding of the pathophysiology of thrombosis in COVID-19 
is needed to develop approaches to management and prevention, with implications for short-term and 
long-term health outcomes. Evidence is emerging to support treatment decisions in patients with COVID-
19, but many questions remain about the optimum approach to management. In this Viewpoint, we 
provide a summary of the pathophysiology of thrombosis and associated laboratory and clinical findings, 
and highlight key considerations in the management of coagulopathy in hospitalised patients with severe 
COVID-19, including coagulation assessment, identification of thromboembolic complications, and use of 
antithrombotic prophylaxis and therapeutic anticoagulation. We await the results of trials that are 
underway to establish the safety and benefits of prolonged thromboprophylaxis after hospital discharge.  
 

 

Respiratory interventions ( aspiration, chest drain, drug therapy, mechanical 
ventilation, oxygen therapy)  

Articles 
Developing an intrasalivary gland botox service for patients receiving long-term non-invasive ventilation at 
home: a single-centre experience 
Harbottle J, et al. BMJ Open Respiratory Research 2022;9: e001188.  
Introduction: Sialorrhoea is a debilitating symptom in neurological disease and there is a growing literature 
for the use of intrasalivary gland Botulinum Toxin (botox) injections in its management. However, provision 
of intrasalivary gland botox remains inconsistent and sialorrhoea is often poorly controlled in motor 
neuron disease (MND). Sialorrhoea in association with bulbar dysfunction can cause intolerance of non-
invasive ventilation (NIV) and respiratory infection, so its treatment is critical within a home ventilation 
service (HVS). This treatment can also be used to enable tracheostomy cuff deflation to facilitate weaning 
from ventilation. We report on the outcomes of intrasalivary gland botox in our HVS.  
 
 
Improving delivery of low tidal volume ventilation in 10 ICUs. 
Donadee C, et al. BMJ Open Quality 2022;11(1):doi: 10.1136/bmjoq-2021-001343.. 
Low tidal volume ventilation (LTVV) is standard of care for mechanically ventilated patients with acute 
respiratory distress syndrome and has been shown to improve outcomes in the general mechanically 
ventilated population. Despite these improved outcomes, in clinical practice the LTVV standard of care is 
often not met. We aimed to increase compliance with LTVV in mechanically ventilated patients in 10 
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intensive care units at 3 hospitals within the University of Pittsburgh School of Medicine Department of 
Critical Care Medicine. Four Plan-Do-Study-Act (PDSA) cycles were implemented to improve compliance 
with LTVV. Initial compliance rates of 40.6%–60.1% improved to 91%–96% by the end of the fourth PDSA 
cycle. The most impactful step in the intervention was providing education and giving responsibility of 
selecting the tidal volume to the respiratory therapist. The overall intervention resulted in improved 
compliance with LTVV that has been sustained for multiple years after our active PDSA cycles. 
 
 
Fungal infections in mechanically ventilated patients with COVID-19 during the first wave: the French 
multicentre MYCOVID study 
Gangneux JP, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.180-190.  
Background: Patients with severe COVID-19 have emerged as a population at high risk of invasive fungal 
infections (IFIs). However, to our knowledge, the prevalence of IFIs has not yet been assessed in large 
populations of mechanically ventilated patients. We aimed to identify the prevalence, risk factors, and 
mortality associated with IFIs in mechanically ventilated patients with COVID-19 under intensive care.  
 
 
Postoperative CPAP after major abdominal surgery 
Tandabany S, et al. Lancet Respiratory Medicine, 2022, 10(2), e.11.  
We congratulate the PRISM trial group for what we consider to be an important study, 1 as the frequency, 
morbidity, and mortality of pulmonary complications after major abdominal surgery could be reduced by 
easy and cheap interventions such as continuous positive airway pressure (CPAP). Unfortunately, this 
pragmatic trial did not show any benefit for a composite outcome of pneumonia, endotracheal re-
intubation, or death. Multicentre, randomised clinical trials frequently do not confirm the positive findings 
of smaller or single-centre studies, as is the case in the PRISM trial.  
 
 
Postoperative CPAP after major abdominal surgery – Authors' reply 
Abbott T, Pearse R. Lancet Respiratory Medicine, 2022, 10(2), ee.12-13.  
We thank Hess and Branson 1 for their invited commentary and Sharmila Tandabany and colleagues 2 for 
their letter in response to our report of the PRISM trial, 3 an international, pragmatic, randomised clinical 
trial of postoperative continuous positive airway pressure (CPAP) after major abdominal surgery. The 
authors question whether the trial sample could have included surgical patients who were at high risk of 
complications, with specific focus on patients undergoing upper gastrointestinal surgery or patients with 
obesity. However, the PRISM trial sample already included patients at high risk of postoperative 
complications.  
 
 

Spirometry  
Articles 
Prevalence, risk factors, and clinical implications of preserved ratio impaired spirometry: a UK Biobank 
cohort analysis 
Higbee DH, et al. Lancet Respiratory Medicine, 2022, 10(2), pp.149-157.  
Background: Preserved ratio impaired spirometry (PRISm) is defined as a FEV 1 of less than 80% predicted 
and a FEV 1 /forced vital capacity (FVC) ratio of 0·70 or higher. Previous research has indicated that PRISm 
is associated with respiratory symptoms and is a precursor of chronic obstructive pulmonary disease 
(COPD). However, these findings are based on relatively small selective cohorts with short follow-up. We 
aimed to determine the prevalence, risk factors, clinical implications, and mortality of PRISm in a large 
adult general population.  
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