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General 
 

Articles 
Review of the British Thoracic Society Winter Meeting 2021, 24–26 November 2021 
Jha A, et al. Thorax 2022;77: 1030-1035. 
The Winter Meeting of the British Thoracic Society (BTS) is a platform for the latest clinical and scientific 
research in respiratory medicine. This review summarises the key symposia and presentations from the 
BTS Winter Meeting 2021 held online due to the COVID-19 pandemic.  
 
 
Self-reported respiratory outcomes associated with blast exposure in post 9/11 veterans 
Hines SE, et al. Respiratory Medicine, 2022, 202, 106963.  
Background: Blast lung overpressure has received interest as a cause of chronic respiratory disease in 
Service members who deployed in support of U.S. military operations in Southwest Asia and Afghanistan 
since 2001. We studied whether veterans who experienced blast exposure report more chronic respiratory 
symptoms and diagnoses compared to deployed veterans who did not.  
 
 
Setting a course for progress in respiratory medicine 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(10), p.925.  
On Aug 26, 2022, the European Society of Cardiology and the European Respiratory Society published new 
guidelines for the diagnosis and treatment of pulmonary hypertension. Numerous factors are associated 
with the development of pulmonary hypertension, which has an estimated prevalence of around 1% 
globally, increasing to 10% in individuals older than 65 years, and is associated with worsening symptoms—
including dyspnoea, fatigue, and syncope—and substantially increased mortality. The guidelines, which 
emphasise the need for earlier detection of pulmonary hypertension and timely referral of high-risk or 
complex patients, provide new definitions of pulmonary hypertension, an updated classification across 
groups 1–5, new algorithms for detection and treatment, and tools for risk stratification at diagnosis and 
follow-up. The document highlights important gaps in evidence and provides a framework for progress in 
meeting the needs of patients, who actively participated as guideline authors.  

 
 

Acute respiratory distress syndrome 
Articles 
Recovering from COVID ARDS and post-intensive care syndrome 
Bellinghausen AL, Owens RL. Lancet Respiratory Medicine, 2022, 10(10), pp.932-933.  
Ms Beatriz “Betty” Garcia Diaz is a remarkable woman—she is a survivor of acute respiratory distress 
syndrome (ARDS) due to SARS-CoV-2, and required venovenous extracorporeal membrane oxygenation 
(VV ECMO) not once, but twice. She attended the University of California San Diego (UCSD) intensive care 
unit (ICU) recovery clinic, and what follows here is her experience of critical illness and recovery, as well as 
the experiences of her daughter and primary caregiver.  
 
 

Asthma 
Articles 
Dupilumab efficacy in subgroups of type 2 asthma with high-dose inhaled corticosteroids at baseline 
Bourdin A, et al. Respiratory Medicine, 2022, 202, 106938.  
Background and objective: Dupilumab blocks the shared receptor component for interleukin (IL)-4/IL-13, 
key and central drivers of type 2 inflammation in multiple diseases. In phase 3 QUEST (NCT02414854), add-
on dupilumab 200 and 300 mg every 2 weeks reduced severe exacerbations, improved pre-bronchodilator 
forced expiratory volume in 1 s (FEV 1), and was generally well tolerated in patients with uncontrolled 

https://thorax.bmj.com/content/77/10/1030
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002281
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022003691
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S221326002200265X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002037
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moderate-to-severe asthma. This post hoc analysis assessed dupilumab efficacy in subpopulations of 
patients with type 2 asthma and high-dose inhaled corticosteroids (ICS).  
 
 
Effect of CRTH2 antagonism on the response to experimental rhinovirus infection in asthma: a pilot 
randomised controlled trial 
Farne H, et al. Thorax 2022;77: 950-959. 
Background and aims: The chemoattractant receptor-homologous molecule expressed on T helper type 2 
cells (CRTH2) antagonist timapiprant improved lung function and asthma control in a phase 2 study, with 
evidence suggesting reduced exacerbations. We aimed to assess whether timapiprant attenuated or 
prevented asthma exacerbations induced by experimental rhinovirus (RV) infection. We furthermore 
hypothesised that timapiprant would dampen RV-induced type 2 inflammation and consequently improve 
antiviral immune responses.  
 
 
The impact of inhaler technique on clinical outcomes in adolescents and adults with asthma: A systematic 
review 
Roche N, et al. Respiratory Medicine, 2022, 202, 106949.  
Background: Many patients with asthma use their inhalers incorrectly, which can lead to sub-optimal 
asthma control and an increased risk of exacerbations. The Accuhaler/Diskus and Turbuhaler are arguably 
two of the most commonly used dry powder inhalers worldwide.  
 
 
Is asthma control more than just an absence of symptoms? An expert consensus statement 
Canonica GW, et al. Respiratory Medicine, 2022, 202, 106942.  
Purpose: Definitions and measures of asthma control used in clinical trials and in clinical practice vary 
considerably. There is also misalignment between patients and healthcare professionals (HCPs) in terms of 
understanding and managing asthma control. This study aimed to progress towards a consensus definition 
of asthma control, and evaluate disparities between HCP and patient perspectives.  
 
 
Luminal mucus plugs are spatially associated with airway wall thickening in severe COPD and asthma: A 
single-centered, retrospective, observational study 
Tran C, et al. Respiratory Medicine, 2022, 202, 106982.  
Background: Airway wall thickening and excess airway mucus occur in asthma and chronic obstructive 
pulmonary disease (COPD), but few studies have investigated the relationship between them. Our 
objective was to determine the association between computed tomography (CT) airway wall thickening in 
segmental airways proximal to airways with or without mucus plugging in patients with asthma and COPD.  
 
 
Temperature synchronisation of circadian rhythms in primary human airway epithelial cells from children 
Powell WT, et al. BMJ Open Respiratory Research 2022;9: e001319.  
Introduction: Cellular circadian rhythms regulate immune pathways and inflammatory responses that 
mediate human disease such as asthma. Circadian rhythms in the lung may also contribute to 
exacerbations of chronic diseases such as asthma by regulating observed rhythms in mucus production, 
bronchial reactivity, airway inflammation and airway resistance. Primary human airway epithelial cells 
(AECs) are commonly used to model human lung diseases, such as asthma, with circadian symptoms, but a 
method for synchronising circadian rhythms in AECs has not been developed, and the presence of circadian 
rhythms in human AECs remains uninvestigated.  
 
 
 
 

https://thorax.bmj.com/content/77/10/950
https://thorax.bmj.com/content/77/10/950
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002141
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002141
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002074
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002475
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002475
https://bmjopenrespres.bmj.com/content/9/1/e001319
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Guidelines 
SQ HDM SLIT for treating allergic rhinitis and allergic asthma caused by house dust mites (terminated 
appraisal). National Institute for Health and Care Excellence (NICE); 2022. 
NICE is unable to make a recommendation on SQ HDM SLIT (Acarizax) for treating allergic rhinitis and 
allergic asthma in adults caused by house dust mites. This is because ALK-Abello did not provide an 
evidence submission. We will review this decision if the company decides to make a submission. 
 
 
What’s New in Asthma from UpToDate 
Mepolizumab for childhood asthma in urban under-served populations (October 2022) 
Among adults and adolescents with severe eosinophilic asthma, treatment with mepolizumab (a 
monoclonal antibody to interleukin-5) reduces exacerbation rates; however, data in children are limited. 
Mepolizumab was compared with placebo in a trial of children and adolescents recruited from low-income, 
primarily urban environments in the United States who presented with poorly controlled asthma and 
elevated blood eosinophils. Mepolizumab reduced asthma exacerbation rates compared with placebo in 
this population (1.0 versus 1.3 per year, relative risk 0.73), but the improvement was less than that 
observed in prior trials of adults and adolescents (relative risk approximately 0.50) 2. Whether this lesser 
performance is due to ongoing environmental exposure, higher levels of noneosinophilic inflammation, 
biologic changes between childhood and adult asthma, or other differences in the overall study 
populations is not well understood. 
 
 

 

Bronchial diseases 
Articles 
British Thoracic Society Quality Standard for Clinically Significant Bronchiectasis in Adults 2022 
Hill AT, et al. BMJ Open Respiratory Research 2022;9: e001369.  
This British Thoracic Society Quality Standard for Clinically Significant Bronchiectasis in Adults 2022 aims to 
encourage good practice by setting standards of high-quality respiratory care that services should follow.  
 
 
Customised Y-shaped self-expandable covered metallic stent with a dead end for the treatment of 
bronchopleural fistula 
Li Y, et al. Thorax 2022;77: 1048-1049. 
A 54-year-old male patient underwent right middle and lower lobectomy due to squamous cell carcinoma 
of the lung. He recovered well, and the thoracic drainage tube was removed. However, he developed a 
cough and severe fever (39.5°C) 8 days postsurgery. Sputum culture suggested Klebsiella pneumoniae 
infection. Piperacillin tazobactam and voriconazole were administered according to drug sensitivity results. 
Bronchoscopy (figure 1A) and CT demonstrated the formation of an intermediate bronchial fistula. 
Pneumothorax was not observed. A residual cavity with a small volume of empyema associated with the 
intermediate bronchi was detected on CT tracheal reconstruction imaging (figure 1B). A customised Y-
shaped self-expandable covered metallic stent with a dead end was planned to occlude the fistula under 
the guidance of fluoroscopy.1 2 According to our experience, the diameter of the stent was designed to be 
15%–20% larger than the corresponding airway. Based on the measurement of the corresponding bronchi, 
the diameter and length were determined to be 16 mm and 20 mm in the right main bronchus, 10 mm and 
15 mm in the right upper bronchus, and 10 mm and 10 mm in the intermediate bronchus. The customised 
stent was labelled Han’s stent and manufactured using a single NiTi alloy wire by Micro-Tech, Nanjing, 
Jiangsu, China. Five days later, the customised stent was ready for placement.  
 
 
 
 
 

https://www.nice.org.uk/guidance/ta834
https://www.nice.org.uk/guidance/ta834
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#H139787
https://bmjopenrespres.bmj.com/content/9/1/e001369
https://thorax.bmj.com/content/77/10/1048
https://thorax.bmj.com/content/77/10/1048
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Dysregulation of prostaglandins, leukotrienes and lipoxin A4 in bronchiectasis 
Bedi P, et al. Thorax 2022;77: 960-967. 
Introduction: Bronchiectasis is characterised by excessive neutrophilic inflammation. Lipid mediators such 
as prostaglandins and leukotrienes have crucial roles in the inflammatory response. Further 
characterisation of these lipids and understanding the interplay of anti-inflammatory and proinflammatory 
lipid mediators could lead to the development of novel anti-inflammatory therapies for bronchiectasis. 
Aim: The aim of our study was to characterise the lipids obtained from serum and airways in patients with 
bronchiectasis in the stable state.  
 
 
Pulmonary arterial pruning is associated with CT-derived bronchiectasis progression in smokers 
Dolliver WR, et al. Respiratory Medicine, 2022, 202, 106971.  
Loss of small pulmonary arteries measured as the ratio of blood vessel volume in arteries <5 mm 2 in cross-
section to total arterial blood vessel volume (BV5a/TBVa), with lower values indicating more pruning, was 
associated with 5-yr progressing CT-derived bronchiectasis in smokers (Odds Ratio (OR) 95% Confidence 
interval, 1.28 1.07–1.53 per 5% lower BV5a/TBVa, P = 0.007). Corresponding results in smokers with COPD 
were: OR 1.45 1.11–1.89 per 5% lower BV5a/TBVa, P = 0.007. The results support a vascular factor for 
structural progression of bronchiectasis.  
 
 
 

Cancers of the respiratory tract  
Articles 
Comparative accuracy and cost-effectiveness of dynamic contrast-enhanced CT and positron emission 
tomography in the characterisation of solitary pulmonary nodules 
Gilbert FJ, et al. Thorax 2022;77: 988-996. 
Introduction: Dynamic contrast-enhanced CT (DCE-CT) and positron emission tomography/CT (PET/CT) 
have a high reported accuracy for the diagnosis of malignancy in solitary pulmonary nodules (SPNs). The 
aim of this study was to compare the accuracy and cost-effectiveness of these.  
 
 

COSMIC-312: mounting immunotherapy enigmas for hepatocellular carcinoma 
Cabibbo G, et al. Lancet Oncology, 2022, 23(10), e.441. 
COSMIC-312 1 is the first phase 3 randomised controlled trial (RCT) to assess the efficacy of a tyrosine–
kinase inhibitor-based immunotherapy doublet as first-line systemic treatment for advanced 
hepatocellular carcinoma. Despite achieving significantly longer median progression-free survival than 
sorafenib (6·8 months 99% CI 5·6–8·3 vs 4·2 months 2·8–7·0), cabozantinib plus atezolizumab did not show 
improvement in median overall survival at the first interim analysis (15·4 months 96% CI 13·7–17·7 for 
cabozantinib plus atezolizumab vs 15·5 months 12·1–not estimable for sorafenib). 
 
 
Does transbronchial lung cryobiopsy improve diagnostic yield of digital tomosynthesis-assisted 
electromagnetic navigation guided bronchoscopic biopsy of pulmonary nodules? A pilot study 
Benn BS, et al. Respiratory Medicine, 2022, 202, 106966.  
Introduction: Bronchoscopic biopsies have limited sensitivity for small, peripheral lung nodules. 
Electromagnetic navigation guided bronchoscopy (ENB) with fluoroscopic digital tomosynthesis and a 1.1 
mm cryoprobe for transbronchial lung cryobiopsy (TBLC) may improve diagnostic yield. We evaluated the 
diagnostic yield and safety of this approach.  
 
 
 
 
 

https://thorax.bmj.com/content/77/10/960
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002360
https://thorax.bmj.com/content/77/10/988
https://thorax.bmj.com/content/77/10/988
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522004971
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002311
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002311
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New evidence that air pollution contributes substantially to lung cancer 
Gourd E. Lancet Oncology, 2022, 23(10), e.448. 
Data from a breakthrough study in understanding how air pollution can lead to lung cancer, presented at 
the European Society of Medical Oncology congress on Sept 9–13, 2022, promise to revolutionise the field 
of oncology and approaches to public health. 
 
 
Pembrolizumab versus placebo as adjuvant therapy for completely resected stage IB–IIIA non-small-cell 
lung cancer (PEARLS/KEYNOTE-091): an interim analysis of a randomised, triple-blind, phase 3 trial 
O’Brien M, et al. Lancet Oncology, 2022, 23(10), pp.1274-1286. 
Background: Pembrolizumab is a standard-of-care for advanced non-small-cell lung cancer (NSCLC). We 
assessed pembrolizumab as adjuvant therapy for completely resected stage IB–IIIA NSCLC. 
 
 
Size and vision: Impact of fluoroscopic navigation, digital tomosynthesis, and continuous catheter tip 
tracking on diagnostic yield of small, bronchus sign negative lung nodules 
Gmehlin CG, Kurman JS, Benn BS. Respiratory Medicine, 2022, 202, 106941.  
Introduction: Accurate biopsies of lung nodules, including small (<2 cm), bronchus sign negative lesions, 
remain challenging. Technological advances, however, may improve outcomes. We describe our 
experience using a novel system combining fluoroscopic navigation with digital tomosynthesis and 
continuous catheter tip tracking to guide lung nodule biopsies.  
 
 
Telephone risk-based eligibility assessment for low-dose CT lung cancer screening 
Dickson JL, et al. Thorax 2022;77: 1036-1040. 
Eligibility for lung cancer screening (LCS) requires assessment of lung cancer risk, based on smoking history 
alongside demographic and medical factors. Reliance on individual face-to-face eligibility assessment risks 
inefficiency and costliness. The SUMMIT Study introduced a telephone-based lung cancer risk assessment 
to guide invitation to face-to-face LCS eligibility assessment, which significantly increased the proportion of 
face-to-face attendees eligible for LCS. However, levels of agreement between phone screener and in-
person responses were lower in younger individuals and minority ethnic groups. Telephone-based risk 
assessment is an efficient way to optimise selection for LCS appointments but requires further iteration to 
ensure an equitable approach.  
 

COPD 
Articles 
Cost-effectiveness of domiciliary non-invasive ventilation in patients with chronic obstructive pulmonary 
disease 
Hall J, et al. Thorax 2022;77: 976-986. 
Background: Chronic obstructive pulmonary disease (COPD) is a chronic disease associated with recurring 
exacerbations, which influence morbidity and mortality for the patient, while placing significant resource 
burdens on healthcare systems. Non-invasive ventilation (NIV) in a domiciliary setting can help prevent 
admissions, but the economic evidence to support NIV use is limited.  
 
 
Dietary nitrate supplementation to enhance exercise capacity in hypoxic COPD: EDEN-OX, a double-blind, 
placebo-controlled, randomised cross-over study 
Pavitt MJ, et al. Thorax 2022;77: 968-975. 
Rationale: Dietary nitrate supplementation improves skeletal muscle oxygen utilisation and vascular 
endothelial function. We hypothesised that these effects might be sufficient to improve exercise 
performance in patients with COPD and hypoxia severe enough to require supplemental oxygen.  
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522005691
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522005186
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522005186
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002062
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002062
https://thorax.bmj.com/content/77/10/1036
https://thorax.bmj.com/content/77/10/976
https://thorax.bmj.com/content/77/10/976
https://thorax.bmj.com/content/77/10/968
https://thorax.bmj.com/content/77/10/968
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Effectiveness of pulmonary rehabilitation in individuals with Chronic Obstructive Pulmonary Disease 
according to inhaled therapy: The Maugeri study 
Vitacca M, et al. Respiratory Medicine, 2022, 202, 106967.  
Background and aim: Real-life studies report discordant prescribing of inhaled triple therapy (TT) among 
individuals with COPD. Guidelines recommend pulmonary rehabilitation (PR) for persistent breathlessness 
and/or exercise limitation. This real-life study aimed to assess the effects of in-patient PR in individuals 
under TT as compared to other inhaled therapies (no TT).  
 
 
Glittre endurance test: A new test to assess the functional capacity of individuals with chronic obstructive 
pulmonary disease 
De Souza Mendes LP, et al. Respiratory Medicine, 2022, 202, 106983.  
Background: For people with chronic obstructive pulmonary disease (COPD) the ability to perform 
functional activities for a prolonged duration is important for completion of daily tasks. While the Glittre-
ADL test measures time taken to complete a series of functional activities, there is no test of endurance 
capacity for common daily activities. 
Research question: Is the Glittre Endurance test a valid and responsive test to measure endurance capacity 
for functional daily tasks in people with COPD?  
 
 
Lifetime occupational exposures and chronic obstructive pulmonary disease risk in the UK Biobank cohort 
De Matteis S, et al. Thorax 2022;77: 997-1005. 
Background and aim: Occupational exposures are important, preventable causes of COPD. We previously 
found an increased risk of COPD among six occupations by analysing lifetime job histories and lung 
function data in the population-based UK Biobank cohort. We aimed to build on these findings and 
elucidate the underlying potential causal agents to focus preventive strategies.  
 
 
Luminal mucus plugs are spatially associated with airway wall thickening in severe COPD and asthma: A 
single-centered, retrospective, observational study 
Tran C, et al. Respiratory Medicine, 2022, 202, 106982.  
Background: Airway wall thickening and excess airway mucus occur in asthma and chronic obstructive 
pulmonary disease (COPD), but few studies have investigated the relationship between them. Our 
objective was to determine the association between computed tomography (CT) airway wall thickening in 
segmental airways proximal to airways with or without mucus plugging in patients with asthma and COPD.  
 
 
Self-management programme of activity coping and education—SPACE for COPD(C)—in primary care: a 
pragmatic randomised trial 
Bourne C, et al. BMJ Open Respiratory Research 2022;9: e001443.  
Introduction: We have previously developed a supported self-management programme (SMP): Self-
management Programme of Activity, Coping and Education for chronic obstructive pulmonary disease 
(COPD), which was successfully delivered on an individual basis. Payers expressed an interest in delivering 
the intervention in groups. 
Aim: To explore the feasibility, acceptability and clinical effectiveness of the intervention delivered and 
supported by healthcare professionals (HCPs) in groups within primary care.  
 
 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002323
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002323
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002487
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002487
https://thorax.bmj.com/content/77/10/997
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002475
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002475
https://bmjopenrespres.bmj.com/content/9/1/e001443
https://bmjopenrespres.bmj.com/content/9/1/e001443
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Cystic fibrosis 
Articles 
Clinical outcomes of digital health in adults with cystic fibrosis 
Carnovale V, et al. Respiratory Medicine, 2022, 202, 106970.  
Background: The aim of this study was to assess the long-term clinical impact of the application of e-health 
as part of a virtual model of care in patients with Cystic Fibrosis (CF).  
 
 
Exploring the impact of elexacaftor-tezacaftor-ivacaftor treatment on opinions regarding airway clearance 
techniques and nebulisers: TEMPO a qualitative study in children with cystic fibrosis, their families and 
healthcare professionals 
Almulhem M, et al. BMJ Open Respiratory Research 2022;9: e001420.  
Background: Cystic fibrosis (CF) is a genetic condition caused by variants in the cystic fibrosis 
transmembrane conductance regulator (CFTR) gene that primarily impacts the lungs. Treatments 
historically have been symptomatic to improve airway clearance and treat infection. However, CFTR 
modulator drugs have recently been developed that target the underlying defect. The triple combination of 
elexacaftor-tezacaftor-ivacaftor (ETI) was approved in 2020 in England for over 80% of people with CF aged 
over 12 years and in 2022 extended to those over 6 years. ETI treatment is associated with substantial 
improvements in lung function. The experience of children with CF starting on ETI or their views regarding 
future treatments have not been well studied. This study aimed to explore the opinions of children with CF, 
their parents/carers and healthcare professionals (HCPs) on the impact of ETI, airway clearance techniques 
(ACTs) and nebulised treatments.  
 
 
In response to “who are the 10%? – Non eligibility of cystic fibrosis (CF) patients for highly effective 
modulator therapies” 
McGarry ME, McColley SA, Taylor-Cousar J. Respiratory Medicine, 2022, 202, 106953.  
In the article by Desai et al. (August 2022) 1, we were not surprised to read that, similar to what we 
reported in people with cystic fibrosis (pwCF) in the U.S. 2, the authors found that in the U.K. pwCF who 
are categorized as Black, Asian, and other ethnically minoritized backgrounds are less likely to be eligible 
for elexacaftor/tezacaftor/ivacaftor. In the authors' discussion regarding the etiology of inequitable 
eligibility for CFTR modulators and worse health outcomes in pwCF from minoritized racial and ethnic 
backgrounds, critical aspects were missing, specifically factors known to affect the social determinants of 
health (SDOH) for which the social constructs of race and ethnicity are often proxies for systemic bias and 
structural racism.  
 
 
Mental health screening in Cystic Fibrosis as an intervention: Patient and caregiver feedback on improving 
these processes 
Landau EC, et al. Respiratory Medicine, 2022, 202, 106955.  
Highlights: 
• Integration of mental health screening has become a standard of CF care. 
• CF Patient and caregiver assessment on processes and benefits of MH screening. 
• Comparisons between Europe and US. 
• MH seen as an intervention itself and provides motivation to pursue MH support. 
• CF patients and caregivers view MH screening as an important part of CF care.  
 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002359
https://bmjopenrespres.bmj.com/content/9/1/e001420
https://bmjopenrespres.bmj.com/content/9/1/e001420
https://bmjopenrespres.bmj.com/content/9/1/e001420
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002189
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002189
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002207
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122002207
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Diagnosis and Monitoring 
Articles 
Investigating the diagnostic utility of high-resolution oesophageal manometry in patients with refractory 
respiratory symptoms 
Sykes DL, et al. Respiratory Medicine, 2022, 202, 106985.  
Background: The interaction between the respiratory and gastrointestinal systems, and the role of the 
latter in the development of respiratory pathology, has been examined with a focus on gastro-oesophageal 
reflux disease (GORD). However, little data exists examining the link between oesophageal motility and 
respiratory disease. 
Aims and objectives: In this study, we examined patterns in oesophageal motility using high-resolution 
oesophageal manometry (HROM) in patients with refractory respiratory symptoms.  
 
 

Infections (including COVID-19) 
General 
Articles 
Bacterial biofilms predominate in both acute and chronic human lung infections 
Kolpen M, et al. Thorax 2022;77: 1015-1022. 
Background: A basic paradigm of human infection is that acute bacterial disease is caused by fast growing 
planktonic bacteria while chronic infections are caused by slow-growing, aggregated bacteria, a 
phenomenon known as a biofilm. For lung infections, this paradigm has been thought to be supported by 
observations of how bacteria proliferate in well-established growth media in the laboratory—the gold 
standard of microbiology. 
Objective: To investigate the bacterial architecture in sputum from patients with acute and chronic lung 
infections.  
 
 
Biomarkers as point-of-care tests to guide prescription of antibiotics in people with acute respiratory 
infections in primary care. 
Smedemark SA, et al. Cochrane Database of Systematic Reviews 2022;10:CD010130. 
Background: Acute respiratory infections (ARIs) are by far the most common reason for prescribing an 
antibiotic in primary care, even though the majority of ARIs are of viral or non‐severe bacterial aetiology. It 
follows that in many cases antibiotic use will not be beneficial to a patient's recovery but may expose them 
to potential side effects. Furthermore, limiting unnecessary antibiotic use is a key factor in controlling 
antibiotic resistance. One strategy to reduce antibiotic use in primary care is point‐of‐care biomarkers. A 
point‐of‐care biomarker (test) of inflammation identifies part of the acute phase response to tissue injury 
regardless of the aetiology (infection, trauma, or inflammation) and may be used as a surrogate marker of 
infection, potentially assisting the physician in the clinical decision whether to use an antibiotic to treat 
ARIs. Biomarkers may guide antibiotic prescription by ruling out a serious bacterial infection and help 
identify patients in whom no benefit from antibiotic treatment can be anticipated. This is an update of a 
Cochrane Review first published in 2014. 
Objectives: To assess the benefits and harms of point‐of‐care biomarker tests of inflammation to guide 
antibiotic treatment in people presenting with symptoms of acute respiratory infections in primary care 
settings regardless of patient age. 
 

 
Pulmonary manifestations of chronic HPV infection in patients with recurrent respiratory papillomatosis 
Pai SI, et al. Lancet Respiratory Medicine, 2022, 10(10), pp.997-1008.  
Human papillomavirus (HPV) types 6 and 11 can infect the squamous epithelium of the respiratory tract. 
Up to 8·9% of patients with HPV-associated recurrent respiratory papillomatosis (RRP) have pulmonary 
involvement. Pulmonary manifestations of HPV infection are associated with considerable morbidity, in 
part because treatment options and management guidelines are lacking. Patients with pulmonary RRP 
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have a 32-times increased lifetime risk of malignant transformation compared with the overall RRP 
population. We review the clinical and radiographic presentation, pathological features, and genetics of 
pulmonary RRP, and we provide management algorithms based on our clinical experience with this 
complex patient population. In patients with suspected pulmonary involvement, tissue-sparing procedures 
to address growing lesions might be warranted given the chronicity and multifocality of the disease over a 
patient's lifetime. However, malignant transformation of pulmonary lesion(s) warrants standard-of-care 
treatment for primary lung squamous cell carcinoma. Large cohort studies are needed to understand the 
clinical course of pulmonary RRP and to identify molecular markers of increased risk of malignant 
transformation in order to develop guidelines for optimal and standardised surveillance and treatment.  
 

 
Guidelines 
Clinical commissioning policy: Nebulised liposomal amikacin for the treatment of non-tuberculous 
mycobacterial pulmonary disease caused by mycobacterium avium complex refractory to current 
treatment options (adults and post pubescent children). 
NHS England; 2022. 
Nebulised liposomal amikacin for the treatment of non-tuberculous mycobacterial pulmonary disease 
(NTMPD) caused by mycobacterium avium complex (MAC) refractory to current treatment options within 
the criteria set out in this document. 
 
 

COVID-19 
Articles 
Ambulances required to relieve overcapacity hospitals: a novel measure of hospital strain during the 
COVID-19 pandemic in the United States. 
Ioannides KLH, et al. Annals of Emergency Medicine 2022;80(4):301-313.e3. 
Study objective: One in 4 deaths from COVID-19 has been attributed to hospital crowding. We simulated 
how many ambulances would be required to rebalance hospital load through systematic interhospital 
transfers. We assessed the potential feasibility of such a strategy and explored whether transfer 
requirement was a helpful measure and visualization of regional hospital crowding during COVID-19 
surges. 
 
 
Clinical prediction models in hospitalized patients with COVID-19: A multicenter cohort study 
Vedovati MC, et al. Respiratory Medicine, 2022, 202, 106954.  
Background: Clinical spectrum of novel coronavirus disease (COVID-19) ranges from asymptomatic 
infection to severe respiratory failure that may result in death. We aimed at validating and potentially 
improve existing clinical models to predict prognosis in hospitalized patients with acute COVID-19.  
 
 
COVID vaccine booster doses for omicron variants 
Burki T. Lancet Respiratory Medicine, 2022, 10(10), p.936.  
On Aug 26, 2022, Pfizer and BioNTech announced that they had applied to the European Medicines Agency 
to have their omicron BA.4/BA.5-adapted bivalent COVID-19 vaccine authorised as a booster dose. The 
companies submitted an equivalent application to the US Food and Drug Administration (FDA) on Aug 22. 
The vaccine combines mRNA coding for the spike protein of the Wuhan strain of SARS-CoV-2, which is the 
basis of the original Pfizer-BioNTech vaccine, with mRNA coding for the spike protein of the omicron BA.4 
and BA.5 subvariants. The US Government has agreed to buy 105 million doses of the updated vaccine, 
along with 66 million doses of a similarly formulated vaccine from Moderna, for use in the booster 
campaigns of the autumn and winter. Moderna applied for FDA authorisation of its bivalent vaccine on Aug 
23.  
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Does baricitinib reduce mortality and disease progression in SARS-CoV-2 virus infected patients? A 
systematic review and meta analysis 
Manoharan S, Ying LY. Respiratory Medicine, 2022, 202, 106986.  
Background: There are conflicting reports on the results of several of the latest clinical trials related to the 
use of baricitinib in the management of COVID-19 patients. The aim of the current systematic review and 
meta-analysis was to evaluate the efficacy of baricitinib in COVID-19 patients.  
 
 
Early treatment to prevent progression of SARS-CoV-2 infection 
Cohen MS. Lancet Respiratory Medicine, 2022, 10(10), pp.930-931.  
As of May, 2022, the SARS-CoV-2 virus has caused 521 million COVID-19 cases and at least 6 million deaths, 
worldwide. 1 Although the COVID-19 pandemic has led to breathtaking vaccine developments, early 
treatments to prevent progression of COVID-19, especially in those who are most vulnerable, are urgently 
needed. But to deploy such treatment will take a substantial change in the perception and management of 
upper respiratory infections, including COVID-19.  
 
 
Efficacy and safety of intramuscular administration of tixagevimab–cilgavimab for early outpatient 
treatment of COVID-19 (TACKLE): a phase 3, randomised, double-blind, placebo-controlled trial 
Montgomery H, et al. Lancet Respiratory Medicine, 2022, 10(10), pp.985-996.  
Background: Early intramuscular administration of SARS-CoV-2-neutralising monoclonal antibody 
combination, tixagevimab–cilgavimab, to non-hospitalised adults with mild to moderate COVID-19 has 
potential to prevent disease progression. We aimed to evaluate the safety and efficacy of tixagevimab–
cilgavimab in preventing progression to severe COVID-19 or death.  
 
 
Functional limitations 12 months after SARS-CoV-2 infection correlate with initial disease severity: An 
observational study of cardiopulmonary exercise capacity testing in COVID-19 convalescents 
Steinbeis F, et al. Respiratory Medicine, 2022, 202, 106968.  
Background: Cardiopulmonary Exercise Testing (CPET) provides a comprehensive assessment of 
pulmonary, cardiovascular and musculosceletal function. Reduced CPET performance could be an indicator 
for chronic morbidity after COVID-19.  
 
 
Monoclonals for patients hospitalised with COVID-19 
Pogue JM, McCreary EK. Lancet Respiratory Medicine, 2022, 10(10), pp.928-930.  
Monoclonal antibodies that neutralise SARS-CoV-2 have consistently reduced hospitalisation or death in 
outpatients with mild to moderate COVID-19. 123 Conversely, results of randomised trials in patients who 
are hospitalised are mixed. 45678 In The Lancet Respiratory Medicine, Thomas L Holland and colleagues 
present results of the ACTIV-3 trial comparing intravenous tixagevimab−cilgavimab with placebo for 
patients hospitalised with COVID-19. 8 Although tixagevimab−cilgavimab did not improve the primary 
outcome of time to sustained recovery (rate ratio RR 1·08 95% CI 0·97–1·20; p=0·21), it was associated 
with improved 28-day (6% vs 9%; p=0·02) and 90-day (9% vs 12%; p=0·03) mortality.  
 
 
Recovering from COVID ARDS and post-intensive care syndrome 
Bellinghausen AL, Owens RL. Lancet Respiratory Medicine, 2022, 10(10), pp.932-933.  
Ms Beatriz “Betty” Garcia Diaz is a remarkable woman—she is a survivor of acute respiratory distress 
syndrome (ARDS) due to SARS-CoV-2, and required venovenous extracorporeal membrane oxygenation 
(VV ECMO) not once, but twice. She attended the University of California San Diego (UCSD) intensive care 
unit (ICU) recovery clinic, and what follows here is her experience of critical illness and recovery, as well as 
the experiences of her daughter and primary caregiver.  
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Respiratory function and CT abnormalities among survivors of COVID-19 pneumonia: a nationwide follow-
up study 
Axelsson GT, et al. BMJ Open Respiratory Research 2022;9: e001347.  
Introduction: Considering the pulmonary burden caused by acute COVID-19, questions remain of 
respiratory consequences after recovery. The aim of the study was to describe respiratory function of 
COVID-19 pneumonia survivors at mid-term follow-up (median 68 days) and assess whether impairments 
were predicted by acute illness severity or residual CT abnormalities.  
 
 

Tixagevimab–cilgavimab for treatment of patients hospitalised with COVID-19: a randomised, double-blind, 
phase 3 trial 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(10), pp.972-984.  
Background: Tixagevimab–cilgavimab is a neutralising monoclonal antibody combination hypothesised to 
improve outcomes for patients hospitalised with COVID-19. We aimed to compare tixagevimab–cilgavimab 
versus placebo, in patients receiving remdesivir and other standard care.  
 
 
Wearable technology and COVID-19 
Burki T. Lancet Respiratory Medicine, 2022, 10(10), pp.934-935.  
A basic smartwatch or fitness tracker can be bought for less than £40. It will tell you how many steps you 
have walked, the calories you have expended, and the quality of your sleep. It will track your heart rate 
and nag you if you spend too much time sitting down. Depending on the model, there might even be 
monitors for blood oxygen and blood pressure. The more advanced devices are able to detect breathing 
disturbances. Other functions might include electrocardiograms, fall detectors, and skin temperature 
gauges. It is a thriving market. One in four Americans is thought to own some kind of wearable technology.  
 
 

Wheeze in the time of COVID-19: overcoming obstacles to an unusual diagnosis 
Barclay M, et al. Thorax 2022;77: 1050-1053. 
This case is an example of a rare cause of a common clinical presentation (persistent lobar collapse with 
wheeze). We describe patient management from primary care through to a national thoracic referral 
centre. We highlight the importance of objective testing to support an asthma diagnosis and the need to 
consider alternative or additional diagnoses if a patient does not respond to treatment or the clinical 
course is unexpected. We highlight the importance of follow-up X-ray to determine whether atelectasis has 
resolved, which was significantly delayed in this case due to COVID-19 restrictions. Though rare, an 
endobronchial tumour should be considered if atelectasis persists and when planning endoscopy for a 
presumed foreign body, especially if the clinical history and patient factors make a foreign body less likely. 
Greater awareness of this as a differential may expedite diagnoses for patients in future. We show how 
virtual, multicentre, multidisciplinary meetings can aid rapid diagnosis, surgical planning and coordination 
of follow-up across centres.  
 
 
Practice Changing Update from UpToDate 
 
Booster doses with the bivalent COVID-19 mRNA vaccines (September 2022, Modified October 2022) 
Booster doses of COVID-19 vaccines are a strategy to improve effectiveness in the setting of waning 
immunity and immune evasion from circulating SARS-CoV-2 variants. The US Food and Drug Administration 
authorized two bivalent mRNA booster vaccines that target the spike proteins of both the original SARS-
CoV-2 strain and the Omicron B.4/B.5 variants (Pfizer COVID-19 vaccine: bivalent for individuals ≥5 years 
old, and Moderna COVID-19 vaccine: bivalent for individuals ≥6 years old) (figure 1 and figure 2) 4,5. The 
Centers for Disease Control and Prevention (CDC) now recommends that all individuals ≥5 years old who 
have completed a primary COVID-19 vaccine series (including those who already received booster doses 
with monovalent vaccines) receive a single booster dose with one of the bivalent vaccines at least two 
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months after the last vaccine dose 6. Our approach is consistent with CDC recommendations. Although 
clinical data evaluating bivalent vaccines are limited, their use is supported by indirect evidence from trials 
and observational studies in which monovalent booster doses improved vaccine efficacy against infection 
and severe disease and by studies that indicate at least comparable immunogenicity with bivalent versus 
monovalent formulations. 
 
 

Influenza 
Articles 
Vaccine update: issue 332, October 2022, flu special edition. 
UK Health Security Agency (UKHSA); 2022. 
Latest developments in vaccines, vaccination policies and procedures for immunisation practitioners. 
 
 

Interstitial lung diseases (pulmonary fibrosis) 
Articles 
In search of the elusive biomarker(s): a proteomics analysis in rheumatoid arthritis-associated interstitial 
lung disease 
Matson SM, Lee JS. Thorax 2022;77: 949. 
The development of interstitial lung disease (ILD) in patients with rheumatoid arthritis (RA) leads to 
significant morbidity and mortality.1 ILD impacts approximately 10% of patients with RA and even higher 
percentages have subclinical ILD.2 3 Despite the clinical impact of ILD in a patient with RA, this comorbidity 
is poorly understood.  
 
 
Serum proteomic profiling of rheumatoid arthritis–interstitial lung disease with a comparison to idiopathic 
pulmonary fibrosis 
Wu X, et al. Thorax 2022;77: 1041-1044. 
Although interstitial lung disease (ILD) causes significant morbidity and mortality in rheumatoid arthritis 
(RA), it is difficult to predict the development or progression of ILD, emphasising the need for improved 
discovery through minimally invasive diagnostic tests. Aptamer-based proteomic profiling was used to 
assess 1321 proteins from 159 patients with rheumatoid arthritis with interstitial lung disease (RA-ILD), RA 
without ILD, idiopathic pulmonary fibrosis and healthy controls. Differential expression and gene set 
enrichment analyses revealed molecular signatures that are strongly associated with the presence and 
severity of RA-ILD and provided insight into unexplored pathways of disease. These warrant further study 
as non-invasive diagnostic tools and future therapeutic targets.  
 
 
 

Lifestyle interventions (diet, exercise, smoking) 
Articles  

Patient survey examining the experience of care of a hospital-based opt-out tobacco dependency 
treatment service (the CURE Project) 
Hryhorskyj L, et al. BMJ Open Respiratory Research 2022;9: e001334.  
Introduction: Treating tobacco dependency in patients admitted to hospital is a key priority in the National 
Health Service long-term plan. This service evaluation assessed the perception, needs and experience of 
care within an opt-out hospital-based tobacco dependency treatment service (the Conversation, 
Understand, Replace, Experts and Evidence Base (CURE) team) in North-West England.  
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Small airway function measured using forced expiratory flow between 25% and 75% of vital capacity and 
its relationship to airflow limitation in symptomatic ever-smokers: a cross-sectional study 
Alobaidi NY, et al. BMJ Open Respiratory Research 2022;9: e001385.  
Background: Chronic obstructive pulmonary disease (COPD) is diagnosed and its severity graded by 
traditional spirometric parameters (forced expiratory volume in 1 s (FEV1)/forced vital capacity (FVC) and 
FEV1, respectively) but these parameters are considered insensitive for identifying early pathology. 
Measures of small airway function, including forced expiratory flow between 25% and 75% of vital capacity 
(FEF25-75), may be more valuable in the earliest phases of COPD. This study aimed to determine the 
prevalence of low FEF25-75 in ever-smokers with and without airflow limitation (AL) and to determine 
whether FEF25-75 relates to AL severity.  
 
 
Tobacco industry ownership of pharmaceutical companies: an international survey of people with 
respiratory disease 
Tal-Singer R, et al. Thorax 2022;77: 1045-1047. 
The 2021 purchase of the respiratory pharmaceutical company Vectura by Phillip Morris International has 
been criticised by the public health and medical community, as a conflict of interest, with little input to 
date, from the patient community or the public. To address this gap, the COPD Foundation, along with 
global partners, surveyed 1196 people with chronic respiratory disease. 70% were bothered by a tobacco 
company making an inhaler to treat lung conditions and 48% reported that they would want to switch 
inhalers if they knew that a tobacco company made or sold their inhaler devices. Patients care about who 
makes the therapies used to treat their diseases.  
 
 

Mesothelioma 
Articles 
NICE guidance on nivolumab plus ipilimumab for untreated, unresectable malignant pleural mesothelioma 
Adler AI, et al. Lancet Respiratory Medicine, 2022, 10(10), ee.92-93.  
On Aug 17, 2022, the National Institute for Health and Care Excellence (NICE) published guidance 
recommending nivolumab plus ipilimumab as an option for treating previously untreated, unresectable 
malignant pleural mesothelioma in adults with an Eastern Cooperative Oncology Group (ECOG) 
performance status of 0 or 1, but only if the company, Bristol Myers Squibb, provides it according to the 
commercial arrangement.  
 
 

Obstructive sleep apnoea 
What’s New in Sleep Medicine from UpToDate 
 
Position statement on obstructive sleep apnea in the transportation industry (October 2022)  

The American Academy of Sleep Medicine (AASM) has published a position statement on recognizing and 
treating obstructive sleep apnea (OSA) in commercial drivers and other individuals in safety-sensitive 
transportation occupations 29,30. The documents outline roles for key stakeholders, including legislators, 
employers, law enforcement, payers, health care professionals, and vehicle operators. The AASM 
recommends that commercial drivers be referred to a sleep medicine specialist for clinical sleep evaluation 
and diagnostic testing in the presence of a body mass index (BMI) ≥40 kg/m2, fatigue or sleepiness while 
on duty, involvement in a sleepiness-related crash or accident, or a BMI ≥33 kg/m2 plus either type 2 
diabetes or hypertension requiring two or more medications. 
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Pulmonary embolism 
Articles 
Electrocardiographic findings associated with early clinical deterioration in acute pulmonary embolism. 
Weekes AJ, et al. Academic Emergency Medicine 2022;29(10):1185-1196. 
Objectives: We sought to determine associations of early electrocardiogram (ECG) patterns with clinical 
deterioration (CD) within 5 days and with RV abnormality (abnlRV) by echocardiography in pulmonary 
embolism (PE). 
 
 
Evaluation of the "hemoptysis" item in clinical decision rules for the diagnosis of pulmonary embolism in 
the emergency department. 
Bannelier H, et al. Academic Emergency Medicine 2022;29(10):1205-1212. 
Background: Hemoptysis is not common in pulmonary embolism (PE) and lacks specificity for its diagnosis. 
However, this item is present in different validated scores that estimate the clinical probability of PE. The 
relevance of this item in clinical decision rules (CDRs) is not clearly established. 
Objective: The aim of this study was to evaluate the impact of removing the “hemoptysis” item from the 
PERC, YEARS, and PEGeD CDR in patients with low clinical probability of PE. 
 
 

Pulmonary Hypertension  
Articles 
Balloon pulmonary angioplasty versus riociguat in inoperable chronic thromboembolic pulmonary 
hypertension (MR BPA): an open-label, randomised controlled trial 
Kawakami T, et al. Lancet Respiratory Medicine, 2022, 10(10), pp.949-960.  
Background: Treatment options for patients with chronic thromboembolic pulmonary hypertension 
ineligible for pulmonary endarterectomy (inoperable CTEPH) include balloon pulmonary angioplasty (BPA) 
and riociguat. However, these two treatment options have not been compared prospectively. We aimed to 
compare the safety and efficacy of BPA and riociguat in patients with inoperable CTEPH.  
 
 
Balloon pulmonary angioplasty versus riociguat for the treatment of inoperable chronic thromboembolic 
pulmonary hypertension (RACE): a multicentre, phase 3, open-label, randomised controlled trial and 
ancillary follow-up study 
Jaïs X, et al. Lancet Respiratory Medicine, 2022, 10(10), pp.961-971.  
Background: Riociguat and balloon pulmonary angioplasty (BPA) are treatment options for inoperable 
chronic thromboembolic pulmonary hypertension (CTEPH). However, randomised controlled trials 
comparing these treatments are lacking. We aimed to evaluate the efficacy and safety of BPA versus 
riociguat in patients with inoperable CTEPH.  
 
 
Immunohistochemical profile of the pulmonary vasculature in subjects with cirrhosis and histopathologic 
evidence of pulmonary vascular disease: An autopsy study 
Duarte AG, et al. Respiratory Medicine, 2022, 202, 106969.  
Portopulmonary hypertension (POPH) is a complication of cirrhosis that results in right ventricular failure 
and death. The objective of this autopsy investigation was to compare pulmonary arterial receptors in 
subjects with cirrhosis and histopathologic evidence of pulmonary vascular disease (PVD) and control 
group subjects with cirrhosis lacking evidence of PVD. Autopsy records of 824 subjects with cirrhosis were 
reviewed to identify pulmonary arterial vasculopathy. Lung sections from paraffin embedded blocks were 
immunostained for endothelin A (ET-A), endothelin B (ET- B), estrogen α (ER-α), estrogen β (ER-β), and 
vascular endothelial growth factor (VEGF). Subjects with cirrhosis and histopathologic evidence of PVD 
included 27 individuals with intimal hyperplasia (93%), medial hypertrophy (96%), and plexiform lesions 
(78%). Immunohistochemical staining for ET-A revealed positive reactivity in 40% of the group with 
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cirrhosis and histopathologic evidence of PVD and 13% of the control group (NS). ET-B reactivity in the 
pulmonary endothelium and smooth muscle was identified in all subjects with cirrhosis and histopathologic 
evidence of PVD and control group. VEGF reactivity was identified in the endothelium in all subjects with 
cirrhosis and histopathologic evidence of PVD compared with 33% of the control group (p = 0.0002). ER-β 
reactivity was observed in four subjects (26.6%) with cirrhosis and histopathologic evidence of PVD while 
none in the control group (NS). Cirrhosis and histopathologic evidence of PVD was found in 3.3% of 
autopsies with the pulmonary vasculature immunohistochemical profile demonstrating endothelial and 
smooth muscle reactivity for endothelin, VEGF and ER-β.  
 
 
Medical and interventional therapies for inoperable CTEPH: a necessary combination? 
Ghofrani HA, Kim NH. Lancet Respiratory Medicine, 2022, 10(10), pp.926-927.  
Surgical pulmonary endarterectomy (PEA) is a potential cure for chronic thromboembolic pulmonary 
hypertension (CTEPH), a rare pulmonary vascular disease, but the procedure requires a high level of skill 
and roughly half of patients remain surgically untreatable. In The Lancet Respiratory Medicine, the RACE 
study by Xavier Jaïs and colleagues 1 and the MR BPA study by Takashi Kawakami and colleagues 2 
compare the efficacy and safety of balloon pulmonary angioplasty (BPA) with those of the soluble 
guanylate cyclase stimulator riociguat in patients with inoperable CTEPH. What can we learn from these 
studies, which have some similarities as well as important differences? Key questions include whether 
medical therapy with riociguat is still needed given the hitherto reported efficacy of BPA, albeit in 
uncontrolled studies, or whether the risk–benefit ratio of medical therapy outweighs the therapeutic 
potential of BPA. And, importantly, whether these treatments could be combined to increase efficacy or 
improve safety.  
 
 
Phenotypes of idiopathic pulmonary arterial hypertension 
Badagliacca R, et al. Lancet Respiratory Medicine, 2022, 10(10), e.89.  
We read with great interest the registry analysis by Marius M Hoeper and colleagues 1 suggesting that 
patients with idiopathic pulmonary arterial hypertension (IPAH) and a lung phenotype defined by a lung 
diffusion capacity for carbon monoxide (DLCO) of less than 45% of the predicted value and a smoking 
history have a worse prognosis than do patients with more classical IPAH. 1 But what is the exact meaning 
of classical IPAH now?  
 
 
Phenotypes of idiopathic pulmonary arterial hypertension 
Cruz-Utrilla A, et al. Lancet Respiratory Medicine, 2022, 10(10), e.87.  
In recent work, Marius M Hoeper and colleagues 1 showed a remarkably high mortality among patients 
classified as having idiopathic pulmonary arterial hypertension with a lung phenotype (IPAH-LP). In their 
elegant paper combining data from the COMPERA and ASPIRE registries, this phenotype was composed of 
predominantly male patients with a smoking habit, and a median diffusing capacity for carbon monoxide 
(DLCO) of 30% (COMPERA) and 27% (ASPIRE).  
 
 
Phenotypes of idiopathic pulmonary arterial hypertension 
El-Kersh K, Nathan SD. Lancet Respiratory Medicine, 2022, 10(10), e.88.  
We applaud the recent article in The Lancet Respiratory Medicine by Marius M Hoeper and colleagues, 1 
which highlights a unique group of patients with pulmonary hypertension who meet the diagnostic criteria 
for group 1 pulmonary arterial hypertension (PAH) but have a lung phenotype characterised by older age, 
substantial smoking history, male predominance, substantial reduction of diffusion capacity for carbon 
monoxide, and a clinical course that is similar to group 3 pulmonary hypertension rather than group 1. This 
group of patients would probably be candidates for most PAH (group 1) clinical trials, which do not 
mandate lung imaging and typically have inclusion criteria that permit mild restrictive physiology. This 
issue is yet another dimension of the continuum of pulmonary hypertension that vexes the field, in which 
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we endeavour to categorise patients into specific groups. This challenge has previously been most evident 
in attempts to refine the definition and distinguish group 1 from group 2 pulmonary hypertension on the 
basis of haemodynamic thresholds. How much in the way of parenchymal lung disease is permissible for 
PAH clinical trials, what is the best way to categorise this, and when do we call it PAH with a lung 
phenotype rather than group 3 pulmonary hypertension? Could the presence of occult interstitial lung 
disease in previous PAH clinical trials explain why patients with connective tissue disease-related PAH did 
not respond as well to the therapeutic intervention and as a group tend to have worse outcomes?  
 
 
Phenotypes of idiopathic pulmonary arterial hypertension – Authors' reply 
Hoeper MM, Vonk-Noordegraaf A, Kiely DG. Lancet Respiratory Medicine, 2022, 10(10), ee.90-91.  
Alejandro Cruz-Utrilla and colleagues suggest that the cohort we described as having idiopathic pulmonary 
arterial hypertension (IPAH) with a lung phenotype 1 might have pulmonary veno-occlusive disease 
(PVOD). However, IPAH with a lung phenotype is distinct from PVOD: chest CT studies from ASPIRE were 
reviewed by radiologists with expertise in pulmonary disease, and radiological features of PVOD were not 
identified in our study; patients with PVOD might develop pulmonary oedema following pulmonary arterial 
hypertension therapy (however, this has not been observed in our cohort); histological data from 24 
patients with IPAH with a lung phenotype show vascular pruning with capillary rarefication, whereas only 
13% had features mimicking PVOD; 2 PVOD remains uncommon, whereas our carefully phenotyped cohort 
might be more prevalent than classical IPAH; 3 and pulmonary venous involvement can be found in a third 
of IPAH lung specimens, 4 so histological demonstration of pulmonary venous involvement is insufficient to 
diagnose PVOD, a condition characterised by widespread venous obliteration, dilated capillaries, and 
angioproliferative lesions. 5 Radiological findings of PVOD include focal pulmonary congestion, 
characterised by septal lines and patchy ground glass opacities, reflecting its predominantly post-capillary 
nature. 5 By contrast, the presentation of IPAH with a lung phenotype is determined by rarefication of 
pulmonary capillaries, explaining the absence of pulmonary congestion. Taken together, these 
considerations suggest that our cohort of carefully phenotyped patients is distinct from PVOD. However, 
we agree with our colleagues that genetic testing might be helpful to further elucidate these pulmonary 
vasculopathies.  
 
 
Phenotyping of idiopathic pulmonary arterial hypertension: a registry analysis 
Hoeper MM, et al. Lancet Respiratory Medicine, 2022, 10(10), pp.937-948.  
Background: Among patients meeting diagnostic criteria for idiopathic pulmonary arterial hypertension 
(IPAH), there is an emerging lung phenotype characterised by a low diffusion capacity for carbon monoxide 
(DLCO) and a smoking history. The present study aimed at a detailed characterisation of these patients.  
 
 
Pulmonary vascular disease and exercise hemodynamics in chronic liver disease 
Douschan P, et al. Respiratory Medicine, 2022, 202, 106987.  
Background & aims: Portopulmonary hypertension (POPH) and hepatopulmonary syndrome (HPS) are 
severe pulmonary vascular complications of chronic liver disease and strongly associated with morbidity 
and mortality. The prevalence of these complications is relatively high in patients evaluated for liver 
transplantation, however it is virtually unknown in patients with stable chronic liver disease.  
 
 

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

Articles 
O2matic PRO 100 for optimising oxygen treatment in respiratory conditions. NICE 2022. 
NICE has developed a medtech innovation briefing (MIB) on O2matic PRO 100 for optimising oxygen 
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treatment in respiratory conditions. 
 
 

Sleep-disordered breathing and ventilatory chemosensitivity in first ischaemic stroke patients: a 
prospective cohort study 
Baillieul S, et al. Thorax 2022;77: 1006-1014. 
Rationale: Sleep-disordered breathing (SDB) is highly prevalent after stroke. The clinical and ventilatory 
chemosensitivity characteristics of SDB, namely obstructive, central and coexisting obstructive and central 
sleep apnoea (coexisting sleep apnoea) following stroke are poorly described. 
Objective: To determine the respective clinical and ventilatory chemosensitivity characteristics of SDB at 
least 3 months after a first ischaemic stroke.  
 
 

Tuberculosis 
Articles 
Accuracy of Xpert Ultra for the diagnosis of paediatric tuberculosis in a low TB burden country: a 
prospective multicentre study 
Aguilera-Alonso D, et al. Thorax 2022;77: 1023-1029. 
Introduction: Childhood pulmonary tuberculosis (TB) remains a diagnostic challenge. This study aimed to 
evaluate the performance of Xpert Ultra for the diagnosis of pulmonary TB in children in a low TB 
prevalence setting.  
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