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General 
 

Articles 
Back to basics: the respiratory management of Duchenne muscular dystrophy 
Birnkrant DJ, Carter JC. Thorax 2022;77: 743-744. 
Duchenne muscular dystrophy (DMD) is a progressive, ultimately lethal neuromuscular disorder 
transmitted by X-linked inheritance. In DMD, mutations in the dystrophin gene cause an absence of 
dystrophin protein, harming the stability, strength and functionality of myofibres, and causing weakness in 
the skeletal muscles, including the muscles of respiration, in addition to cardiomyopathy.1 Pulmonary 
restriction worsens over time, with shallow breathing, ineffective coughing and eventual stiffness of the 
chest wall, atelectasis, pneumonia and respiratory failure.2 3 As a result, respiratory complications are a 
common cause of death, with a mean lifespan of around 20 years when the disease follows its natural 
course.  
 
 
Different corticosteroids and regimens for accelerating fetal lung maturation for babies at risk of preterm 
birth. 
Williams MJ, Ramson JA, Brownfoot FC. Cochrane Database of Systematic Reviews 2022;8:CD006764. 
Background: Despite the widespread use of antenatal corticosteroids to prevent respiratory distress 
syndrome (RDS) in preterm infants, there is currently no consensus as to the type of corticosteroid to use, 
dose, frequency, timing of use or the route of administration.  
Objectives: To assess the effects on fetal and neonatal morbidity and mortality, on maternal morbidity and 
mortality, and on the child and adult in later life, of administering different types of corticosteroids 
(dexamethasone or betamethasone), or different corticosteroid dose regimens, including timing, frequency 
and mode of administration. 
 
 

Extreme prematurity and adult respiratory disease 
Lenney W, Marlow N. Thorax 2022;77: 740. 
Health professionals have an increasing tendency to work in silos despite the explosion of knowledge 
indicating that most diseases span the life course. Furthermore, it is increasingly difficult to interest busy 
adult physicians about the importance of early causation of diseases with which they regularly interact. 
Why should healthcare teams dealing with COPD and other disorders presenting in adult life, or 
paediatricians specialising in respiratory care, be interested in the outcomes of babies born premature?  
 
 

How to improve care for people with severe mental illness and a lung condition. 
NIHR Evidence; 2022. 
People with a lung condition and severe mental illness can find it difficult to access primary care. Research 
outlined the barriers faced by people with both of these long-term conditions. It suggested that social 
prescribing could help overcome some of the problems. This study included people who had both a severe 
mental health condition (such as psychosis), and a lung condition that causes breathing difficulties (asthma 
or chronic obstructive pulmonary disease, for example). It found that people with both conditions could be 
disabled and isolated. Participants said that they found it difficult to leave the house to access healthcare, 
and often relied on friends and family to take them to appointments. Once at a consultation, they found 
that clinicians used medical jargon, and did not consider how both of their conditions, together, impacted 

https://thorax.bmj.com/content/77/8/743
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD006764.pub4/full
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD006764.pub4/full
https://thorax.bmj.com/content/77/8/740
https://evidence.nihr.ac.uk/alert/improve-care-people-severe-mental-illness-and-lung-condition/
https://www.anatomy.tv/titles
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their health and wellbeing. The study concluded that this group of people need support to navigate the 
healthcare system. Regular contact with the same clinician was helpful. It recommended that social 
prescribing could help them build support networks. 
 
 
Somatic points for cough and urge to cough in chronic coughers 
Mannini C, et al. Respiratory Medicine, 2022, 200, 106929.  
In patients with chronic cough and age-matched control subjects, we attempted to evoke coughing and/or 
an urge to cough (UTC) by finger pressure along the sternocleidomastoid and sternum, on the lower 
cervical or first dorsal vertebrae, the jugular notch as well as with maximum neck extension and flexion 
These mechanical actions were ineffective in controls but reproducibly evoked coughing or UTC in about 
50% of chronic coughers; sternal and spinal responses were abolished temporarily by local cooling. The 
results may disclose a novel paradigm of cough sensitisation possibly involving central convergence of 
somatic and visceral neural stimuli.  
 
 

Asthma 
Articles 
The 5T approach in asthma: Triple Therapy Targeting Treatable Traits 
Cazzola M, et al. Respiratory Medicine, 2022, 200, 106915.  
Using a therapeutic strategy that is free from traditional diagnostic labels and based on the identification 
of “treatable traits” (TTs), which are influential in clinical presentations in each patient, might overcome 
the difficulties in identifying and validating asthma phenotypes and endotypes. Growing evidence is 
documenting the importance of using the triple therapy with ICS, LABA, and LAMAs in a single inhaler 
(SITT) in cases of asthma not controlled by ICS/LABA and in the prevention of exacerbations. The 
identification of TTs may overcome the possibility of using SITT without considering the specific needs of 
the patient. In effect, it allows a treatment strategy that is closer to the precision strategy now widely 
advocated for the management of patients with asthma. There are different TTs in asthma that may 
benefit from treatment with SITT, regardless of guideline recommendations. The airflow limitation and 
small airway dysfunction are key TTs that are present in different phenotypes/endotypes, do not depend 
on the degree of T2 inflammation, and respond better than other treatments to SITT. We suggest that the 
5T (Triple Therapy Targeting Treatable Traits) approach should be applied to the full spectrum of asthma, 
not just severe asthma, and, consequently, SITT should begin earlier than currently recommended.  
 
 
Air pollution, bronchiolitis, and asthma: the role of nasal microRNAs 
Makrinioti H, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.733-734.  
Severe bronchiolitis (ie, bronchiolitis that requires hospitalisation) imposes a substantial acute care burden 
on infants and leads to chronic respiratory sequelae, such as recurrent wheeze and asthma. 1 An increasing 
number of studies show that, in infants with severe bronchiolitis, environmental exposures play an 
essential role in the development of asthma. Data from observational studies show that infants with 
severe bronchiolitis who are exposed to higher levels of air pollution (for example, if their birth residence is 
located close to a main road) have a 1·2–1·6 times higher risk of developing asthma than those exposed to 
lower levels of air pollution. 23 Epigenetic studies of asthma create interest in examining the role of 
epigenetic regulation as a mediator of the link between air pollution and asthma. Research reports that, in 
response to air pollution exposure, nasal airway epigenetic processes drive asthma development. 4 Both 
RNA-based and non-RNA-based epigenetic mechanisms, such as microRNA post-transcriptional regulation, 
DNA methylation, and histone modification, are implicated in the pathogenesis of both bronchiolitis and 
asthma. However, research from 2019 suggests that DNA methylation could be a consequence of changes 
in gene expression, rather than a cause. 5 Therefore, among infants with severe bronchiolitis, RNA-based 
epigenetic mechanisms—mainly microRNA post-transcriptional regulation—could serve as key epigenetic 
mediators of the link between air pollution and asthma. Investigation of this RNA hypothesis is attractive, 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001949
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001809
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022001333
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as nasal airway microRNAs could be used both as biomarkers and as preventive targets for childhood 
asthma in infants with severe bronchiolitis, a large and high risk population.  
 
 
Associations of asthma self-management and mental health in adolescents: A scoping review 
Leonard SI, et al. Respiratory Medicine, 2022, 200, 106897.  
Background: Adolescent asthma is highly prevalent and frequently uncontrolled despite control being 
achievable with good self-management. Anxiety, depression, and stress are associated with worse asthma 
outcomes, and may impact self-management; no previous review has examined this relationship. 
Aim: This scoping review assessed the nature of the current literature on mental health and asthma self-
management among adolescents ages 11 to 24 and synthesized their relationships.  
 
 
Asthma control with ICS-formoterol reliever versus maintenance ICS and SABA reliever therapy: a post hoc 
analysis of two randomised controlled trials 
Hatter L, et al. BMJ Open Respiratory Research 2022;9: e001271.  
Background: In randomised controlled trials, as-needed inhaled corticosteroid (ICS)-formoterol reliever 
therapy reduces severe exacerbation risk compared with maintenance ICS plus short-acting beta2-agonist 
(SABA) reliever in adolescent and adult asthma, but results in slightly worse control of asthma symptoms, 
as measured by mean Asthma Control Questionnaire-5 (ACQ-5) score. 
Objective: To assess the levels and changes in asthma control for as-needed budesonide–formoterol versus 
maintenance budesonide plus SABA in post hoc analyses from the Novel START and PRACTICAL clinical 
trials.  
 
 
Biologicals decrease psychological distress, anxiety and depression in severe asthma, despite Covid-19 
pandemic 
Patella V, et al. Respiratory Medicine, 2022, 200, 106916.  
Patients with respiratory diseases suffer more from problems of severe psychiatric comorbidity than the 
general population. Asthma might cause psychiatric disorders and affect patients' quality of life negatively. 
Previous studies reported that mental disorders prevail in asthmatic patients, causing anxiety, depression, 
and suicidal risk. The aim of this study is to evaluate in real life the prevalence of psychological 
comorbidities in asthmatics with severe asthma treated by biologicals (Benralizumab, Mepolizumab, 
Omalizumab). This study starts with the hypothesis that psychological distress, anxiety, depression and 
suicidal risk in severe asthma patients decreases if treated by biologicals. This study involves a sample of 90 
patients (32 males, 58 females and aged 53.92 ± 15.92) suffering from severe asthma and treated with the 
biological drugs of Benralizumab, Mepolizumab, Omalizumab during Covid-19 pandemic. At the beginning 
of the treatment (T0) and after 16 weeks (T1), there have been reported results from both clinical disease 
control, assessed using the ACT, and psychological disorders, assessed with the PSS, HADS and C-SSRS. In 
the sample of these patients treated with biologicals for severe asthma, the study reported a significant 
change in all observed parameters, including asthma control (ACT), stress (PSS), anxiety (HADS-A) and 
depressive symptoms (HADS-D, despite Covid-19 pandemic. In addition, there was a significant 
improvement in disease management, perceived stress, anxiety and depressive symptoms after a 16 week 
treatment for severe asthma, independent from the type of biologic drugs used during the pandemic.  
 
 
The burden of mild asthma: Clinical burden and healthcare resource utilisation in the NOVELTY study 
Golam SM, et al. Respiratory Medicine, 2022, 200, 106863.  
Background: Patients with mild asthma represent a substantial proportion of the population with asthma, 
yet there are limited data on their true burden of disease. We aimed to describe the clinical and healthcare 
resource utilisation (HCRU) burden of physician-assessed mild asthma.  
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001627
https://bmjopenrespres.bmj.com/content/9/1/e001271
https://bmjopenrespres.bmj.com/content/9/1/e001271
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001810
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001810
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001287
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Disease burden in individuals with symptomatic undiagnosed asthma or COPD 
Alhabeeb FF, et al. Respiratory Medicine, 2022, 200, 106917.  
Background: The actual burden of COPD and asthma may be much higher than appreciated, since a large 
proportion of individuals are not diagnosed. Our study objective was to compare health care utilization, 
burden of symptoms and quality of life in subjects with self-reported respiratory symptoms who were 
subsequently found to have undiagnosed airflow obstruction compared to those having no airflow 
obstruction.  
 
 
Frequent productive cough: Symptom burden and future exacerbation risk among patients with asthma 
and/or COPD in the NOVELTY study 
Hughes R, et al. Respiratory Medicine, 2022, 200, 106921.  
Introduction: Persistent cough with sputum production is an important clinical trait in chronic obstructive 
pulmonary disease (COPD). We defined “frequent productive cough” based on 2 questions from the St 
George's Respiratory Questionnaire (SGRQ) and sought to determine its occurrence and associated 
outcomes in patients with physician-assigned asthma and/or COPD from the NOVELTY study.  
 
 
Limited side effects of asthma treatment on growth and bone health in children 
Standl M. Thorax 2022;77: 741. 
It has been suggested that long-term use of not only oral corticosteroids but also inhaled corticosteroids 
(ICs) might lead to reduced bone health and increased risk of osteoporosis and fractures later in life.1 ICs 
are commonly used for the treatment of persistent asthma in children.  
 
 
Pulmonary rehabilitation versus usual care for adults with asthma. 
Osadnik CR, et al. Cochrane Database of Systematic Reviews 2022;8:CD013485. 
Background: Asthma is a respiratory disease characterised by variable airflow limitation and the presence 
of respiratory symptoms including wheeze, chest tightness, cough and/or dyspnoea. Exercise training is 
beneficial for people with asthma; however, the response to conventional models of pulmonary 
rehabilitation is less clear. 
Objectives: To evaluate, in adults with asthma, the effectiveness of pulmonary rehabilitation compared to 
usual care on exercise performance, asthma control, and quality of life (co‐primary outcomes), incidence of 
severe asthma exacerbations/hospitalisations, mental health, muscle strength, physical activity levels, 
inflammatory biomarkers, and adverse events. 
 
 

Reduced bronchodilator reversibility correlates with non-type 2 high asthma and future exacerbations: A 
prospective cohort study 
Liu L, et al. Respiratory Medicine, 2022, 200, 106924.  
Background: Given that airway obstruction in asthma is not always fully reversible, reduced bronchodilator 
reversibility (BDR) may be a special asthma phenotype. 
Objective: To explore the characteristics of BDR high/low phenotypes (defined using two BDR criteria) and 
their associations with asthma exacerbations (AEs).  
 
 

Systemic vascular health is compromised in both confirmed and unconfirmed asthma 
Henry SL, et al. Respiratory Medicine, 2022, 200, 106932.  
Introduction: Asthma is associated with increased risk of cardiovascular diseases. Despite many presenting 
with symptoms of asthma, asthma cannot always be confirmed by physiological assessment. It is thus far 
unknown if the heightened cardiovascular risk applies to this group. The purpose of this study was to 
examine markers of cardiovascular risk, including endothelial function, arterial stiffness, and systemic 
inflammation, in individuals with confirmed asthma, unconfirmed asthma, and healthy controls. As short-

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001822
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112200186X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112200186X
https://thorax.bmj.com/content/77/8/741
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD013485.pub2/full
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001895
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001895
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001974
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acting beta agonist (SABA) use is associated with increased cardiovascular risk, a secondary analysis was 
conducted to investigate the impact of regular SABA use on vascular outcomes.  
 
 
Websites 
High Quality and Low Carbon Asthma Care 
Greener Practice; 2022. 
This toolkit is designed to help UK general practices improve asthma outcomes whilst also reducing carbon 
emissions. It will help practices in England achieve the IIF respiratory indicators. It contains step-by-step QI 
projects. Project resources include downloadable searches, educational videos, templates and patient 
information. 
 
 

 

Bronchial diseases 
Articles 
Air pollution, bronchiolitis, and asthma: the role of nasal microRNAs 
Makrinioti H, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.733-734.  
Severe bronchiolitis (ie, bronchiolitis that requires hospitalisation) imposes a substantial acute care burden 
on infants and leads to chronic respiratory sequelae, such as recurrent wheeze and asthma. 1 An increasing 
number of studies show that, in infants with severe bronchiolitis, environmental exposures play an 
essential role in the development of asthma. Data from observational studies show that infants with 
severe bronchiolitis who are exposed to higher levels of air pollution (for example, if their birth residence is 
located close to a main road) have a 1·2–1·6 times higher risk of developing asthma than those exposed to 
lower levels of air pollution. 23 Epigenetic studies of asthma create interest in examining the role of 
epigenetic regulation as a mediator of the link between air pollution and asthma. Research reports that, in 
response to air pollution exposure, nasal airway epigenetic processes drive asthma development. 4 Both 
RNA-based and non-RNA-based epigenetic mechanisms, such as microRNA post-transcriptional regulation, 
DNA methylation, and histone modification, are implicated in the pathogenesis of both bronchiolitis and 
asthma. However, research from 2019 suggests that DNA methylation could be a consequence of changes 
in gene expression, rather than a cause. 5 Therefore, among infants with severe bronchiolitis, RNA-based 
epigenetic mechanisms—mainly microRNA post-transcriptional regulation—could serve as key epigenetic 
mediators of the link between air pollution and asthma. Investigation of this RNA hypothesis is attractive, 
as nasal airway microRNAs could be used both as biomarkers and as preventive targets for childhood 
asthma in infants with severe bronchiolitis, a large and high risk population.  
 
 
Risk factors of clinically significant complications in transbronchial lung cryobiopsy: A prospective multi-
center study 
Mononen M, et al. Respiratory Medicine, 2022, 200, 106922.  
Background: The use of a transbronchial lung cryobiopsy (TBLC) is increasing as a diagnostic method of 
interstitial lung diseases (ILD). This study aimed to evaluate risk factors associated with clinically significant 
complications of TBLC in ILD patients.  
 
 

Cancers of the respiratory tract  
Articles 
Association between time-to-treatment and outcomes in non-small cell lung cancer: a systematic review 
Hall H, et al. Thorax 2022;77: 762-768. 
Background: National targets for timely diagnosis and management of a potential cancer are driven in part 
by the perceived risk of disease progression during avoidable delays. However, it is unclear to what extent 
time-to-treatment impacts prognosis for patients with non-small cell lung cancer, with previous reviews 

https://www.greenerpractice.co.uk/high-quality-and-low-carbon-asthma-care/
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022001333
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001871
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001871
https://thorax.bmj.com/content/77/8/762
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reporting mixed or apparently paradoxical associations. This systematic review focuses on potential 
confounders in order to identify particular patient groups which may benefit most from timely delivery of 
care.  
 
 
Tumour-infiltrating bystander CD8+ T cells activated by IL-15 contribute to tumour control in non-small cell 
lung cancer 
Leem G, et al. Thorax 2022;77: 769-780. 
Background: Tumour-unrelated, virus-specific bystander CD8+ T cells were recently shown to be abundant 
among tumour-infiltrating lymphocytes (TILs). However, their roles in tumour immunity have not been 
elucidated yet.  
 
 

COPD 
Articles 
Applying key learnings from the EMAX trial to clinical practice and future trial design in COPD 
Maltais F, et al. Respiratory Medicine, 2022, 200, 106918.  
Early MAXimisation of bronchodilation for improving COPD stability (EMAX) was a large, multicentre, multi-
national, randomised, double-blind, 24-week trial. EMAX evaluated the efficacy and safety of dual 
bronchodilator therapy with umeclidinium bromide (UMEC)/vilanterol (VI) versus monotherapy with either 
UMEC or salmeterol (SAL) in symptomatic patients with chronic obstructive pulmonary disease (COPD) at 
low exacerbation risk who were not taking concomitant inhaled corticosteroid (ICS). EMAX generated 
evidence covering a wide range of patient-centred endpoints in COPD in addition to measures of lung 
function, clinical deterioration and safety. In addition, prospective and post hoc secondary analyses have 
generated clinically valuable information regarding the effects of baseline patient characteristics on 
treatment outcomes. Importantly, as concomitant ICS use was not permitted in this study, EMAX 
compared dual long-acting muscarinic antagonist (LAMA)/long-acting β 2 -agonist (LABA) therapy with 
LAMA or LABA monotherapy without potential confounding due to concurrent ICS use or withdrawal. 
EMAX demonstrated beneficial treatment effects of UMEC/VI over UMEC or SAL monotherapy as 
maintenance treatment across a range of different patient characteristics, with no forfeit in safety. Thus, 
the trial provided novel insights into the role of LAMA/LABA versus LABA and LAMA monotherapies as 
maintenance therapy for patients with symptomatic COPD at low risk of exacerbations. This article will 
explore the clinical implications of the main findings to date of the EMAX trial and consider the key 
learnings this trial offers for future trial design in COPD.  
 
 
Clustering-based COPD subtypes have distinct longitudinal outcomes and multi-omics biomarkers 
Gregory A, et al. BMJ Open Respiratory Research 2022;9: e001182.  
Introduction: Chronic obstructive pulmonary disease (COPD) can progress across several domains, 
complicating the identification of the determinants of disease progression. In our previous work, we 
applied k-means clustering to spirometric and chest radiological measures to identify four COPD-related 
subtypes: ‘relatively resistant smokers (RRS)’, ‘mild upper lobe-predominant emphysema (ULE)’, ‘airway-
predominant disease (AD)’ and ‘severe emphysema (SE)’. In the current study, we examined the 
associations of these subtypes to longitudinal COPD-related health measures as well as blood 
transcriptomic and plasma proteomic biomarkers.  
 
 
COPD disease knowledge, self-awareness and reasons for hospital presentations among a predominately 
Indigenous Australian cohort: a study to explore preventable hospitalisation 
Pal A, et al. BMJ Open Respiratory Research 2022;9: e001295.  
Background: The prevalence of chronic obstructive pulmonary disease (COPD) is higher among Indigenous 
Australians than that of non-Indigenous Australians. However, no studies have investigated COPD disease 
awareness and knowledge among Indigenous Australians. In this study, we assessed the COPD disease 

https://thorax.bmj.com/content/77/8/769
https://thorax.bmj.com/content/77/8/769
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001834
https://bmjopenrespres.bmj.com/content/9/1/e001182
https://bmjopenrespres.bmj.com/content/9/1/e001295
https://bmjopenrespres.bmj.com/content/9/1/e001295
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awareness among Indigenous and non-Indigenous patients in the Top End Health Service region of the 
Northern Territory of Australia.  
 
 
Differences in severe exacerbations rates and healthcare utilisation in COPD populations in the UK and 
France 
Whittaker H, et al. BMJ Open Respiratory Research 2022;9: e001150.  
Introduction: Chronic obstructive pulmonary disease (COPD) is a leading cause of mortality in Europe; 
however, it is important to understand how clinical practice patterns differ between countries and how 
this might relate to disease outcomes, to identify ways of improving local disease management. We aimed 
to describe and compare the management of patients with COPD in the UK and France between 2008 and 
2017.  
 
 
Disease burden in individuals with symptomatic undiagnosed asthma or COPD 
Alhabeeb FF, et al. Respiratory Medicine, 2022, 200, 106917.  
Background: The actual burden of COPD and asthma may be much higher than appreciated, since a large 
proportion of individuals are not diagnosed. Our study objective was to compare health care utilization, 
burden of symptoms and quality of life in subjects with self-reported respiratory symptoms who were 
subsequently found to have undiagnosed airflow obstruction compared to those having no airflow 
obstruction.  
 
 
Early Initiation of non-invasive ventilation at home improves survival and reduces healthcare costs in COPD 
patients with chronic hypercapnic respiratory failure: A retrospective cohort study 
Frazier WD, et al. Respiratory Medicine, 2022, 200, 106920.  
Background: While non-invasive ventilation at home (NIVH) is gaining wider acceptance as a treatment 
option for chronic obstructive pulmonary disease with chronic respiratory failure (COPD-CRF), uncertainty 
remains about the optimal time to begin NIVH, whether a specific phenotype of COPD-CRF predicts 
improved outcomes, and how NIVH affects healthcare costs.  
 
 
Frequent productive cough: Symptom burden and future exacerbation risk among patients with asthma 
and/or COPD in the NOVELTY study 
Hughes R, et al. Respiratory Medicine, 2022, 200, 106921.  
Introduction: Persistent cough with sputum production is an important clinical trait in chronic obstructive 
pulmonary disease (COPD). We defined “frequent productive cough” based on 2 questions from the St 
George's Respiratory Questionnaire (SGRQ) and sought to determine its occurrence and associated 
outcomes in patients with physician-assigned asthma and/or COPD from the NOVELTY study.  
 
 
Withdrawal of inhaled corticosteroids from patients with COPD with mild or moderate airflow limitation in 
primary care: a feasibility randomised trial 
Harries TH, et al. BMJ Open Respiratory Research 2022;9: e001311.  
Background: Inhaled corticosteroids (ICS) are frequently prescribed outside guidelines to patients with 
chronic obstructive pulmonary disease (COPD) with mild/moderate airflow limitation and low exacerbation 
risk. This primary care trial explored the feasibility of identifying patients with mild/moderate COPD taking 
ICS, and the acceptability of ICS withdrawal.  
 
 
 
 
 

https://bmjopenrespres.bmj.com/content/9/1/e001150
https://bmjopenrespres.bmj.com/content/9/1/e001150
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001822
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001858
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122001858
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112200186X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S095461112200186X
https://bmjopenrespres.bmj.com/content/9/1/e001311
https://bmjopenrespres.bmj.com/content/9/1/e001311
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Practice Changing Update from UpToDate 
Intravenous magnesium in severe COPD exacerbation (August 2022) 
Intravenous magnesium has short-acting bronchodilator activity that is helpful for severe asthma attacks, 
but it has not previously been recommended for chronic obstructive pulmonary disease (COPD). A new 
systematic review and meta-analysis found a decrease in hospitalization rates with emergency department 
intravenous magnesium administration compared with placebo 6. The effect size is similar to or better 
than that seen in the setting of asthma exacerbation. Based on these data, we now suggest intravenous 
magnesium for patients with severe COPD exacerbations who are not improving with inhaled 
bronchodilator therapy. 
 
What’s New in COPD from UpToDate 
Intravenous magnesium in severe COPD exacerbation (August 2022) 
Intravenous magnesium has short-acting bronchodilator activity that is helpful for severe asthma attacks, 
but it has not previously been recommended for chronic obstructive pulmonary disease (COPD). A new 
systematic review and meta-analysis found a decrease in hospitalization rates with emergency department 
intravenous magnesium administration compared with placebo 7. The effect size is similar to or better 
than that seen in the setting of asthma exacerbation. Based on these data, we now suggest intravenous 
magnesium for patients with severe COPD exacerbations who are not improving with inhaled 
bronchodilator therapy. 
 
 

Cystic fibrosis 
Articles 
COMBATing airway inflammation in infants with cystic fibrosis 
Rosenfeld M, Ratjen F. Lancet Respiratory Medicine, 2022, 10(8), pp.727-729.  
Cystic fibrosis lung disease is characterised by a progressive cycle of mucus obstruction, airway infection, 
and inflammation. The Australian Respiratory Early Surveillance Team for Cystic Fibrosis (AREST CF) 1 
intensive surveillance programme has provided strong evidence that this process starts early in infancy, 
before respiratory symptoms. In a landmark study, the team reported that free neutrophil elastase in 
bronchoalveolar lavage done in infancy predicts the subsequent development of bronchiectasis by age 3 
years, rendering airway inflammation a key target to modulate disease progression early in life.  
 
 
The effect of azithromycin on structural lung disease in infants with cystic fibrosis (COMBAT CF): a phase 3, 
randomised, double-blind, placebo-controlled clinical trial 
Stick SM, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.776-784.  
Background: Structural lung disease and neutrophil-dominated airway inflammation is present from 3 
months of age in children diagnosed with cystic fibrosis after newborn screening. We hypothesised that 
azithromycin, given three times weekly to infants with cystic fibrosis from diagnosis until age 36 months, 
would reduce the extent of structural lung disease as captured on chest CT scans.  
 
 
Future therapies for cystic fibrosis 
Wilson C. Lancet Respiratory Medicine, 2022, 10(8), ee.75-76.  
There have been transformative changes in cystic fibrosis treatment in the past 10 years. The introduction 
of cystic fibrosis transmembrane regulator (CFTR) modulators revolutionised therapy for many people with 
cystic fibrosis. Despite representing a huge breakthrough, CFTR modulators are mutation specific; thus, 
ineffective in approximately 10% of people with rare genotypes, with some studies suggesting it could be 
20–30% among Asian, Hispanic, and Black people. There is considerable interest in alternative treatment 
approaches that potentially promise universal effectiveness. While CFTR modulators focus on repairing 
CFTR protein that is not functioning or in the incorrect place, alternative approaches focus on restoring 
CFTR protein production or correcting or replacing the malfunctioning CFTR gene.  
 

https://www.uptodate.com/contents/practice-changing-updates?search=Practice%20Changing%20Updates&source=search_result&selectedTitle=1~2&usage_type=default&display_rank=1#H139316
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#H139316
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022002168
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022001655
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022001655
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022002533


        
        @ClinicalLibsPHU                                porthosp.nhs.uk/library 
                                     

Inhaled antibiotics for pulmonary exacerbations in cystic fibrosis. 
Smith S, Rowbotham NJ, Charbek E. Cochrane Database of Systematic Reviews 2022;8:CD008319. 
Background: Cystic fibrosis is a genetic disorder in which abnormal mucus in the lungs is associated with 
susceptibility to persistent infection. Pulmonary exacerbations are when symptoms of infection become 
more severe. Antibiotics are an essential part of treatment for exacerbations and inhaled antibiotics may 
be used alone or in conjunction with oral antibiotics for milder exacerbations or with intravenous 
antibiotics for more severe infections. Inhaled antibiotics do not cause the same adverse effects as 
intravenous antibiotics and may prove an alternative in people with poor access to their veins. This is an 
update of a previously published review. 
Objectives: To determine if treatment of pulmonary exacerbations with inhaled antibiotics in people with 
cystic fibrosis improves their quality of life, reduces time off school or work, and improves their long‐term 
lung function. 
 
 
Physical activity and exercise training in cystic fibrosis. 
Radtke T, et al. Cochrane Database of Systematic Reviews 2022;8:CD002768. 
Background: Physical activity (including exercise) may form an important part of regular care for people 
with cystic fibrosis (CF). This is an update of a previously published review. 
Objectives: To assess the effects of physical activity interventions on exercise capacity by peak oxygen 
uptake, lung function by forced expiratory volume in one second (FEV1), health‐related quality of life 
(HRQoL) and further important patient‐relevant outcomes in people with cystic fibrosis (CF). 
 
 

Diagnosis and Monitoring 
Articles 
The clinical use of impulse oscillometry in neuromuscular diseases 
Iliaz S, et al. Respiratory Medicine, 2022, 200, 106931.  
Background: The patients with neuromuscular diseases (NMD) are very fragile and it is hard to evaluate 
respiratory involvement of the primary disease in this group. Therefore, our study aimed to reveal the 
relationship between pulmonary function tests (PFT) and impulse oscillometry (IOS) and their correlation 
with respiratory clinical findings in NMD.  
 
 
Impact of low-dose computed tomography (LDCT) screening on lung cancer-related mortality. 
Bonney A, et al. Cochrane Database of Systematic Reviews 2022;8:CD013829. 
Background: Lung cancer is the most common cause of cancer‐related death in the world, however lung 
cancer screening has not been implemented in most countries at a population level. A previous Cochrane 
Review found limited evidence for the effectiveness of lung cancer screening with chest radiography (CXR) 
or sputum cytology in reducing lung cancer‐related mortality, however there has been increasing evidence 
supporting screening with low‐dose computed tomography (LDCT).  
Objectives: To determine whether screening for lung cancer using LDCT of the chest reduces lung cancer‐
related mortality and to evaluate the possible harms of LDCT screening. 
 
 
Tracking of lung function from 10 to 35 years after being born extremely preterm or with extremely low 
birth weight 
Bårdsen T, et al. Thorax 2022;77: 790-798. 
Background: Lifelong pulmonary consequences of being born extremely preterm or with extremely low 
birth weight remain unknown. We aimed to describe lung function trajectories from 10 to 35 years of age 
for individuals born extremely preterm, and address potential cohort effects over a period that 
encompassed major changes in perinatal care.  
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Emphysema 
 
Emphysema severity index (ESI) associated with respiratory death in a large Swedish general population 
Luoto J, et al. Respiratory Medicine, 2022, 200, 106899.  
Recently, it has been shown and validated that presence and severity of emphysema on computed 
tomography could be estimated by a novel spirometry based index, the emphysema severity index (ESI). 
However, the clinical relevance of the index has not been established. We conducted cox-regression 
analyses with adjustment for age, smoking, sex, forced expiratory volume in 1 s (FEV 1) and forced vital 
capacity (FVC) to study whether ESI was associated with all-cause, respiratory and non-respiratory 10-year 
mortality. Study population was all participants with acceptable spirometry from the Gott Åldrande i Skåne 
study, a Swedish general population aged 65–102 years old. ESI is expressed as a continuous numeric 
parameter on a scale ranging from 0 to 10. Out of the 4453 participants in the main study, 3974 was 
included in the final analysis. Higher age, higher ESI, lower FEV 1 and male sex increased hazard of 
respiratory death. ESI was significantly correlated to respiratory death but not non-respiratory death, while 
high age, male sex and low FEV 1 was associated with non-respiratory as well as respiratory death. Current 
smoking habits increased the hazard of respiratory death but did not reach significance (p 0.066) One unit 
increase in ESI increased hazard of all-cause death by 20% (p 0.0002) and hazard of respiratory death by 
57% (p < 0.0001). The ESI is a novel clinical marker of emphysema severity that is associated with 
respiratory death specifically. Since it can be derived from standard spirometry there are potential benefits 
for clinical practice in terms of more individualised prognosis and treatment alternatives.  
 
 

Infections (including COVID-19) 
General 
Articles 
Inhaled antibiotics for acute lower respiratory tract infections in primary care: a hypothesis 
Hay AD, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.731-732.  
Acute respiratory tract infections are the largest single contributor to the global disease burden as 
measured by disability-adjusted life-years. 1 Acute lower respiratory tract infections are the most common 
condition managed by primary care worldwide, 2 but around 50% of antibiotics given for acute lower 
respiratory tract infections are considered inappropriate, 3 unnecessarily contributing to antimicrobial 
resistance in both target and so-called bystander bacteria. 4 Antibiotic-resistant acute lower respiratory 
tract infections are the leading cause of antimicrobial resistance deaths worldwide.  
 
 
Opportunistic actinomycosis in pulmonary alveolar proteinosis 
Kho SS, et al. Thorax 2022;77: 842-843. 
A 58-year-old woman with major depressive disorder presented with an insidious onset of fever and 
haemoptysis for a 1-month duration. She was also troubled with chronic cough over the past 2 years. Her 
weight was stable and there was no family history of malignancy. She was an ex-smoker of 15 pack years. 
She worked in the textile industry involved in stonewashing of denim fabric in which she had unprotected 
exposure to silica dust from pumice stones for the past 30 years. On examination, she was febrile with 
temperature of 37.8°C and heart rate of 109 beats/min. Blood pressure was 154/86 mm Hg with a 
saturation of 96% on room air. Chest auscultation revealed reduced air entry over the right upper zone 
anteriorly. There was no cervical lymphadenopathy, and her fingers were not clubbed.  
 
 

COVID-19 
Articles 
Clinical characteristics with inflammation profiling of long COVID and association with 1-year recovery 
following hospitalisation in the UK: a prospective observational study 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(8), pp.761-775.  
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Background: No effective pharmacological or non-pharmacological interventions exist for patients with 
long COVID. We aimed to describe recovery 1 year after hospital discharge for COVID-19, identify factors 
associated with patient-perceived recovery, and identify potential therapeutic targets by describing the 
underlying inflammatory profiles of the previously described recovery clusters at 5 months after hospital 
discharge.  
 
 
Comparison of prognostic scores for inpatients with COVID-19: a retrospective monocentric cohort study 
Martin J, et al. BMJ Open Respiratory Research 2022;9: e001340.  
Background: The SARS-CoV-2 pandemic led to a steep increase in hospital and intensive care unit (ICU) 
admissions for acute respiratory failure worldwide. Early identification of patients at risk of clinical 
deterioration is crucial in terms of appropriate care delivery and resource allocation. We aimed to evaluate 
and compare the prognostic performance of Sequential Organ Failure Assessment (SOFA), Quick Sequential 
Organ Failure Assessment (qSOFA), Confusion, Uraemia, Respiratory Rate, Blood Pressure and Age ≥65 
(CURB-65), Respiratory Rate and Oxygenation (ROX) index and Coronavirus Clinical Characterisation 
Consortium (4C) score to predict death and ICU admission among patients admitted to the hospital for 
acute COVID-19 infection.  
 
 
COVID-19 associated phrenic nerve mononeuritis: a case series 
Law SM, et al. Thorax 2022;77: 834-838. 
This study characterised the hemidiaphragm elevation on 3-month interval chest X-rays (CXRs) of patients 
post COVID-19 pneumonia. 467 CXRs were screened; 19 (4.1%) had an elevated hemidiaphragm. There 
were 15 (3.2%) patients of interest with new hemidiaphragm elevation, persisting on average 7 months 
post COVID-19 diagnosis. Symptomatic patients underwent diaphragm ultrasound (n=12), pulmonary 
function test (n=10), muscle function test (n=6) and neurophysiology (n=5), investigating phrenic nerve 
function. Ultrasound demonstrated reduced/paradoxical diaphragmatic movements in eight; four of eight 
had reduced thickening fraction. Neurophysiology peripheral limb studies did not support the differential 
diagnoses of critical illness neuropathy/myopathy. We propose that, in selected patients, COVID-19 may 
cause phrenic nerve mononeuritis.  
 
 
COVID-19 pandemic disturbs respiratory virus dynamics 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(8), p.725.  
The winter months normally bring a higher number of respiratory viruses as people spend more time 
indoors together and the cold, dry air allows viruses to survive, and infect people, more easily. The last two 
winters, however, have been very different. During both the 2020–21 and 2021–22 winter seasons, rates 
of COVID-19 were high and people were physical distancing, and wearing masks. This meant that the rates 
of influenza, RSV, rhinovirus, and other respiratory viral infections were incredibly low compared with 
previous winters. But as we have entered the warmer summer months in 2022, when rates of respiratory 
viral infections would normally be very low or absent, some countries have seen unusual seasonal changes 
in the prevalence of RSV, influenza, and parainfluenza.  
 
 
COVID-19-related changes in outpatient CPAP setup pathways for OSA are linked with decreased 30-day 
CPAP usage 
Turnbull CD, et al. Thorax 2022;77: 839-841. 
The COVID-19 pandemic changed continuous positive airway pressure (CPAP) setup pathways. We 
evaluated patients commenced on CPAP in 2019 (prepandemic) and 2020 (post-first UK wave). Face-to-
face (F2F) setup numbers, with CPAP turned on, decreased from 613 patients (98.9%) in 2019, to 6 (1.1%) 
in 2020. In 2020, setups were F2F without CPAP turned on (403 (71.1%)), or remote (158 (27.9%)). 
Prepandemic median CPAP usage at first follow-up was 5.4 (2.7–6.9) hours/night and fell by 
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0.9 hours/night (95% CI 0.5 to 1.2, p<0.0001) in 2020. We found clinically relevant reductions in CPAP 
usage with pathway changes post-COVID-19.  
 
 
Long COVID: systemic inflammation and obesity as therapeutic targets 
Florencio LL, Fernández-de-las-Peñas C. Lancet Respiratory Medicine, 2022, 10(8), pp.726-727.  
Management of the post-COVID-19 condition—often referred to as long COVID—is a challenge for health-
care professionals because of the heterogeneity and complexity of its clinical manifestations and the 
probable need for multidisciplinary management approaches. 1 Identification and understanding of 
modifiable determinants associated with manifestations of long COVID would help in the adaptation of 
treatment pathways for particular phenotypes.  
 
 
Negative impact from school closures on children and parents in Vietnam during COVID-19 
Tao NPH, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.736-738.  
Public health measures remain an important pillar in mitigating COVID-19. School closures have become 
one of the most common restrictions in Asia, but reports on its negative impacts on the Vietnamese 
population are scarce. Although Vietnam has been through several COVID-19 waves and has successfully 
quashed previous outbreaks, it has struggled during the fourth wave with the emergence of the delta 
variant, leaving the country with a considerable death toll. The emergence of the highly infectious omicron 
variants also caused an increase in the number of COVID-19 cases.  
 
 
Safety and immunogenicity of heterologous boost immunisation with an orally administered aerosolised 
Ad5-nCoV after two-dose priming with an inactivated SARS-CoV-2 vaccine in Chinese adults: a randomised, 
open-label, single-centre trial 
Li JX, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.739-748.  
Background: Due to waning immunity and protection against infection with SARS-CoV-2, a third dose of a 
homologous or heterologous COVID-19 vaccine has been proposed by health agencies for individuals who 
were previously primed with two doses of an inactivated COVID-19 vaccine.  
 
 
Safety and immunogenicity of the FINLAY-FR-1A vaccine in COVID-19 convalescent participants: an open-
label phase 2a and double-blind, randomised, placebo-controlled, phase 2b, seamless, clinical trial 
Ochoa-Azze R, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.785-795.  
Background: A phase 1, clinical trial to evaluate FINLAY-FR-1A vaccine in COVID-19 convalescent individuals 
was completed. Here, we report results of the phase 2, clinical trial.  
 
 

Influenza 
Articles 
Safety and immunogenicity of a live-attenuated influenza virus vector-based intranasal SARS-CoV-2 vaccine 
in adults: randomised, double-blind, placebo-controlled, phase 1 and 2 trials 
Zhu F, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.749-760.  
Background: All currently available SARS-CoV-2 vaccines are administered by intramuscular injection. We 
aimed to evaluate the safety and immunogenicity of a live-attenuated influenza virus vector-based SARS-
CoV-2 vaccine (dNS1-RBD) administered by intranasal spray in healthy adults.  
 
 
Guidelines 
Inactivated influenza vaccine: PGD template. UK Health Security Agency (UKHSA); 2022. 
Patient group direction (PGD) template for administering inactivated influenza vaccine in accordance with 
national seasonal flu vaccination programme. 
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Live attenuated influenza vaccine (Fluenz Tetra): patient group direction (PGD) template. 
UK Health Security Agency (UKHSA); 2022. 
PGD template to support the administration of live attenuated influenza vaccine (Fluenz Tetra) in 
accordance with the national seasonal influenza vaccination programme. 
 
 

National protocol for inactivated influenza vaccine. 
UK Health Security Agency (UKHSA); 2022. 
This protocol is for the administration of inactivated influenza vaccine to individuals in accordance with the 
national influenza vaccination programme. 
 
 

Interstitial lung diseases (pulmonary fibrosis) 
Articles 
2022 update on clinical practice guidelines for idiopathic pulmonary fibrosis and progressive pulmonary 
fibrosis 
Tzilas V, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.729-731.  
The 2022 update on guidelines for idiopathic pulmonary fibrosis (IPF) by ATS/ERS/JRS/ALAT 1 consists of 
two parts. The first part is an update on the diagnosis and treatment of IPF and the second deals with the 
important issue of progressive pulmonary fibrosis (panel).  
 
 
Acute exacerbations in children’s interstitial lung disease 
Seidl E, et al. Thorax 2022;77: 799-804. 
Introduction: Acute exacerbations (AEs) increase morbidity and mortality of patients with chronic 
pulmonary diseases. Little is known about the characteristics and impact of AEs on children's interstitial 
lung disease (chILD).  
 
 
Childhood Interstitial Lung Disease (chILD): shining a new light on childhood! 
Casey A, Deterding R. Thorax 2022;77: 742. 
Childhood interstitial and diffuse lung diseases (chILD) are a heterogeneous and diverse group of rare lung 
disorders presenting in childhood. Unfortunately, there are few therapies and poor understanding of the 
natural history for most disorders. Patients encounter high morbidity and mortality. Through the 
establishment of national research networks and registries such as chILD EU in the European Union, chILD 
Research Network in the USA and the chILDRANZ: children’s interstitial lung disease research in Australia 
and New Zealand, progress has begun to better understand patients with chILD. The chILD EU group 
published two landmark manuscripts in Thorax demonstrating the value of these registries to further 
advance the care of these patients through evidence-based studies.  
 
 
Clinical features of acute exacerbation in rheumatoid arthritis–associated interstitial lung disease: 
Comparison with idiopathic pulmonary fibrosis 
Otsuka J, et al. Respiratory Medicine, 2022, 200, 106898.  
Background: Several studies have reported that acute exacerbation (AE), which occurs during the clinical 
course of idiopathic pulmonary fibrosis (IPF), also occurs in rheumatoid arthritis–associated interstitial lung 
disease (RA-ILD). However, the incidence, clinical features, and risk factors for AE, a major cause of death 
of RA-ILD patients, and the differences in clinical aspects of AE between RA-ILD and IPF have yet to be fully 
understood.  
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Genome-wide association study across five cohorts identifies five novel loci associated with idiopathic 
pulmonary fibrosis 
Allen RJ, et al. Thorax 2022;77: 829-833. 
Idiopathic pulmonary fibrosis (IPF) is a chronic lung condition with poor survival times. We previously 
published a genome-wide meta-analysis of IPF risk across three studies with independent replication of 
associated variants in two additional studies. To maximise power and to generate more accurate effect size 
estimates, we performed a genome-wide meta-analysis across all five studies included in the previous IPF 
risk genome-wide association studies. We used the distribution of effect sizes across the five studies to 
assess the replicability of the results and identified five robust novel genetic association signals implicating 
mTOR (mammalian target of rapamycin) signalling, telomere maintenance and spindle assembly genes in 
IPF risk.  
 
 
Healthcare resource utilisation and medical costs for children with interstitial lung diseases (chILD) in 
Europe 
Seidl E, et al. Thorax 2022;77: 781-789. 
Background: No data on healthcare utilisation and associated costs for the many rare entities of children’s 
interstitial lung diseases (chILD) exist. This paper portrays healthcare utilisation structures among 
individuals with chILD, provides a pan-European estimate of a 3-month interval per-capita costs and 
delineates crucial cost drivers.  
 
 
The safety profile of a protocolized transbronchial cryobiopsy program utilizing a 2.4 mm cryoprobe for 
interstitial lung disease 
Oh S, et al. Respiratory Medicine, 2022, 200, 106913.  
Introduction: Transbronchial lung cryobiopsy (TBLC) has emerged as a promising alternative to surgical 
lung biopsy for the diagnosis of interstitial lung disease. However, uncertainty remains regarding its overall 
complications due to a lack of procedural standardization including the size of cryoprobe utilized.  
 
 
What’s New in Interstitial Lung Disease from UpToDate 
COVID-19 outcomes in lymphangioleiomyomatosis (August 2022) 
The impact of COVID-19 on females with lymphangioleiomyomatosis (LAM) is unknown. In a recent 
observational study of 91 patients with LAM who had COVID-19, one-third required hospital admission, 
and the proportion requiring noninvasive or invasive mechanical ventilation was low (2 percent each) 28. 
Mortality was no different than that in the general population, and the use of mechanistic target of 
rapamycin inhibitors was not associated with worse outcomes. These outcomes are favorable when 
compared with other chronic lung disease cohorts and might be partially explained by the young age of 
this population. 
 
 
Risk of acute exacerbation of interstitial lung disease after COVID-19 vaccination or infection (August 2022) 
Whether the COVID-19 mRNA vaccine affects idiopathic pulmonary fibrosis (IPF) remains unclear. In a new 
case series including four patients with IPF, COVID-19 mRNA vaccination was temporally associated with 
acute exacerbations of the underlying lung disease 29, consistent with previous case reports. However, 
earlier data and clinical experience suggest that infection with COVID-19 poses a greater risk than 
vaccination for those with IPF. Until further data are available, we continue to recommend COVID-19 
vaccination for patients with interstitial lung disease. 
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Lifestyle interventions (diet, exercise, smoking) 
Articles  

Big tobacco in Latin America 
Gomersall B. Lancet Respiratory Medicine, 2022, 10(8), pp.735-736.  
Although Latin America has seen a large decrease in the number of smokers over the past few decades, 
owed in part to governmental efforts to control tobacco, smoking remains a leading risk factor for disease, 
disability, and death in the region, killing around 345 000 people every year. Nearly all countries in Latin 
America are signatories to the WHO Framework Convention on Tobacco Control, which obligates several 
measures to reduce tobacco use, but the implementation of the treaty and its articles varies 
internationally. Where legislation for tobacco control has been enacted, big tobacco instead exploits legal 
loopholes to retain their customer base and coax children and adolescents into becoming consumers.  
 
 
Electronic cigarette use and perceptions during COVID-19 
Merz W, et al. Respiratory Medicine, 2022, 200, 106925.  
This study was designed to examine how the COVID-19 pandemic changed e-cigarette user habits and risk 
perceptions. A nationally distributed 52-item questionnaire assessed nicotine e-cigarette use, perceptions, 
COVID-19 diagnosis, demographic data, and vaping habits among respondents aged 16–96 years (n = 565). 
Questions were developed in-house to assess vaping habits of users and risk perceptions of nicotine 
containing e-cigarette users and non-users both before and during the COVID-19 pandemic. Seventy-six 
percent of non-users believed that e-cigarette use would lead to worse COVID-19 symptoms, compared to 
40% of e-cigarette users (P < 0.001). Twenty-eight percent of non-users also believed that e-cigarette users 
were more likely to be infected with SARS-CoV-2, versus 11% of e-cigarette users (P < 0.001). Fifty-eight 
percent of e-cigarette users described themselves as making no change in their e-cigarette usage, 10% 
decreased e-cigarette use, and 32% increased e-cigarette use during the pandemic. Twenty-five percent of 
users switched to vaping non-socially during the pandemic (P < 0.001). Sixty-seven percent of e-cigarette 
users replied that they would decrease or stop vaping if diagnosed with COVID and 31% said they would 
continue (P < 0.001). These findings reveal there are large differences in risk perception of e-cigarette use 
between users and non-users. Additionally, our findings characterize the habits of e-cigarette users during 
the COVID-19 pandemic, revealing users report steady to increased use, more caution in social settings, 
and would reduce usage if diagnosed with COVID-19.  
 
 
Predicting risk of lung function impairment and all-cause mortality using a DNA methylation-based 
classifier of tobacco smoke exposure 
Eckhardt CM, et al. Respiratory Medicine, 2022, 200, 106896.  
Background: The Epigenetic Smoking Status Estimator (EpiSmokEr) predicts smoking phenotypes based on 
DNA methylation at 121 CpG sites. 
Objective: Evaluate associations of EpiSmokEr-predicted versus self-reported smoking phenotypes with 
lung function and all-cause mortality in a cohort of older adults.  
 
 

Mesothelioma 
Guidelines 
Nivolumab with ipilimumab for untreated unresectable malignant pleural mesothelioma. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on nivolumab (Opdivo) with ipilimumab (Yervoy) for untreated 
unresectable malignant pleural mesothelioma in adults. 
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Pralsetinib for treating RET fusion-positive advanced non-small-cell lung cancer. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on pralsetinib (Gavreto) for treating RET fusion-positive advanced non-
small-cell lung cancer in adults. 
 
 

Obstructive sleep apnoea 
Articles 
Comparison of obstructive sleep apnoea prevalence and severity across WHO pulmonary hypertension 
groups 
Simonson JL, et al. BMJ Open Respiratory Research 2022;9: e001304.  
Introduction: Pulmonary hypertension is classified into five groups in the WHO classification system. 
Patients with pulmonary hypertension often have comorbid obstructive sleep apnoea (OSA), yet the 
prevalence and severity of OSA in each of the WHO pulmonary hypertension groups have not been well 
established.  
 
 
What’s New in Sleep Medicine from UpToDate 
Positive airway pressure therapy for obstructive sleep apnea in patients with COPD (August 2022)  

Up to one-third of patients with chronic obstructive pulmonary disease (COPD) have coexisting obstructive 
sleep apnea (OSA); similar to the general population, positive airway pressure (PAP) is the mainstay of 
therapy, but outcomes in this population have not been assessed in large studies. In a health insurance 
claims database study of 6810 patients with COPD and OSA who were prescribed PAP, adherence was 
assessed with PAP user data, and propensity score matching was used to control for confounding 36. 
During two years of PAP therapy, compared with the year before therapy, PAP-adherent patients showed 
greater reductions in emergency department visits, inpatient hospitalizations, and severe acute 
exacerbations compared with nonadherent patients. While randomized trials in patients with COPD are 
needed, these results support the ability of PAP to improve patient-important outcomes. 
 
 

Pneumonia 
Comparison of the prognostic performance of the CURB-65 and a modified version of the pneumonia 
severity index designed to identify high-risk patients using the International Community-Acquired 
Pneumonia Collaboration Cohort 
Barlas RS, et al. Respiratory Medicine, 2022, 200, 106884.  
Background: Although the PSI and CURB-65 represent well-validated prediction rules for pneumonia 
prognosis, PSI was designed to identify patients at low risk and CURB- 65 patients at high risk of mortality. 
We compared the prognostic performance of a modified version of the PSI designed to identify high-risk 
patients (i.e., PSI-HR) to CURB-65 in predicting short-term mortality.  
 
 

Pulmonary embolism 
Articles 
Catheter-directed therapies for the treatment of high risk (massive) and intermediate risk (submassive) 
acute pulmonary embolism. 
Harvey JJ, Huang S, Uberoi R. Cochrane Database of Systematic Reviews 2022;8:CD013083. 
Background: Acute pulmonary embolism (APE) is a major cause of acute morbidity and mortality. APE 
results in long‐term morbidity in up to 50% of survivors, known as post‐pulmonary embolism (post‐PE) 
syndrome. APE can be classified according to the short‐term (30‐day) risk of mortality, based on a variety 
of clinical, imaging and laboratory findings. Most mortality and morbidity is concentrated in high‐risk 
(massive) and intermediate‐risk (submassive) APE. The first‐line treatment for APE is systemic 
anticoagulation. High‐risk (massive) APE accounts for less than 10% of APE cases and is a life‐threatening 
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medical emergency, requiring immediate reperfusion treatment to prevent death. Systemic thrombolysis is 
the recommended treatment for high‐risk (massive) APE. However, only a minority of the people affected 
receive systemic thrombolysis, due to comorbidities or the 10% risk of major haemorrhagic side effects. Of 
those who do receive systemic thrombolysis, 8% do not respond in a timely manner. Surgical pulmonary 
embolectomy is an alternative reperfusion treatment, but is not widely available. Intermediate‐risk 
(submassive) APE represents 45% to 65% of APE cases, with a short‐term mortality rate of around 3%. 
Systemic thrombolysis is not recommended for this group, as major haemorrhagic complications outweigh 
the benefit. However, the people at higher risk within this group have a short‐term mortality of around 
12%, suggesting that anticoagulation alone is not an adequate treatment. Identification and more 
aggressive treatment of people at intermediate to high risk, who have a more favourable risk profile for 
reperfusion treatments, could reduce short‐term mortality and potentially reduce post‐PE syndrome. 
Catheter‐directed treatments (catheter‐directed thrombolysis and catheter embolectomy) are minimally 
invasive reperfusion treatments for high‐ and intermediate‐risk APE. Catheter‐directed treatments can be 
used either as the primary treatment or as salvage treatment after failure of systemic thrombolysis. 
Catheter‐directed thrombolysis administers 10% to 20% of the systemic thrombolysis dose directly into the 
thrombus in the lungs, potentially reducing the risks of haemorrhagic side effects. Catheter embolectomy 
mechanically removes the thrombus without the need for thrombolysis, and may be useful for people with 
contraindications for thrombolysis.  Currently, the benefits of catheter‐based APE treatments compared 
with existing medical and surgical treatment are unclear despite increasing adoption of catheter 
treatments by PE response teams. This review examines the evidence for the use of catheter‐directed 
treatments in high‐ and intermediate‐risk APE. This evidence could help guide the optimal treatment 
strategy for people affected by this common and life‐threatening condition. 
Objectives: To assess the effects of catheter‐directed therapies versus alternative treatments for high‐risk 
(massive) and intermediate‐risk (submassive) APE. 
 
 
Right heart strain assessment on CTPA following acute pulmonary embolism: Interobserver variability 
between expert radiologists and physicians 
Samaranayake CB, et al. Respiratory Medicine, 2022, 200, 106928.  
Background: Accuracy of right heart strain (RHS) measured on computed tomography pulmonary 
angiogram (CTPA) scans by non-radiologists is unknown. We assessed inter-observer variability of four RHS 
features and determined the accuracy of measurements by respiratory physicians.  
 
 

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

Articles 
Early Initiation of non-invasive ventilation at home improves survival and reduces healthcare costs in COPD 
patients with chronic hypercapnic respiratory failure: A retrospective cohort study 
Frazier WD, et al. Respiratory Medicine, 2022, 200, 106920.  
Background: While non-invasive ventilation at home (NIVH) is gaining wider acceptance as a treatment 
option for chronic obstructive pulmonary disease with chronic respiratory failure (COPD-CRF), uncertainty 
remains about the optimal time to begin NIVH, whether a specific phenotype of COPD-CRF predicts 
improved outcomes, and how NIVH affects healthcare costs.  
 
 
Health literacy and type of education intervention predicting post-education metered-dose inhaler misuse 
Trela KC, et al. Respiratory Medicine, 2022, 200, 106930.  
Background: Asthma and chronic obstructive pulmonary disease (COPD) guidelines recommend self-
management assessment and inhaler education at all care-visits. Assessment is vital for identifying inhaler 
misuse. Whether age-related factors impede the efficacy of educational interventions for inhaler technique 
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among older patients is unknown. We aimed to study factors associated with metered-dose inhaler (MDI) 
misuse pre/post-inhaler education among younger (< 65) and older inpatient populations (≥ 65).  
 
 
Height and bone mineral content after inhaled corticosteroid use in the first 6 years of life 
Kunøe A, et al. Thorax 2022;77: 745-751. 
Background: Infants and young children might be particularly susceptible to the potential side effects from 
inhaled corticosteroid (ICS) on height and bone mineral content (BMC), but this has rarely been studied in 
long-term prospective studies.  
 
 
Inhaled gene therapy of preclinical muco-obstructive lung diseases by nanoparticles capable of breaching 
the airway mucus barrier 
Kim N, et al. Thorax 2022;77: 812-820. 
Introduction: Inhaled gene therapy of muco-obstructive lung diseases requires a strategy to achieve 
therapeutically relevant gene transfer to airway epithelium covered by particularly dehydrated and 
condensed mucus gel layer. Here, we introduce a synthetic DNA-loaded mucus-penetrating particle (DNA-
MPP) capable of providing safe, widespread and robust transgene expression in in vivo and in vitro models 
of muco-obstructive lung diseases.  
 
 
Non-invasive ventilation versus invasive weaning in critically ill adults: a systematic review and meta-
analysis 
Burns KEA, et al. Thorax 2022;77: 752-761. 
Background: Extubation to non-invasive ventilation (NIV) has been investigated as a strategy to wean 
critically ill adults from invasive ventilation and reduce ventilator-related complications.  
 
 
Pulmonary graft-versus-host disease and chronic lung allograft dysfunction: two sides of the same coin? 
Bos S, et al. Lancet Respiratory Medicine, 2022, 10(8), pp.796-810.  
Allogeneic haematopoietic stem-cell transplantation (HSCT) and lung transplantation are both established 
life-saving treatment options for carefully selected patients with various haematological disorders or end-
stage lung diseases, respectively. However, long-term survival after allogeneic HSCT is severely limited by 
chronic graft-versus-host disease (cGVHD)—of which pulmonary cGVHD in particular has a very poor 
prognosis—and long-term survival after lung transplantation is hampered by chronic lung allograft 
dysfunction (CLAD). Both pulmonary cGVHD and CLAD are characterised by similar underlying 
immunopathology, which results in transplant-related pulmonary fibrosis and structural lung remodelling, 
leading to respiratory dysfunction. Accurate clinical identification and appropriate management is of 
utmost importance to allow for timely diagnosis, to further optimise current preventive and treatment 
strategies of pulmonary cGVHD and CLAD, and to ameliorate quality of life and long-term outcomes after 
allogeneic HSCT and lung transplantation. In this Review, we provide a unique state-of-the-art perspective 
of both entities for respiratory care practitioners.  
 
 
Routine lung volume recruitment in boys with Duchenne muscular dystrophy: a randomised clinical trial 
Katz SL, et al. Thorax 2022;77: 805-811. 
Background: Impaired cough results in airway secretion retention, atelectasis and pneumonia in individuals 
with Duchenne muscular dystrophy (DMD). Lung volume recruitment (LVR) stacks breaths to inflate the 
lungs to greater volumes than spontaneous effort. LVR is recommended in DMD clinical care guidelines but 
is not well studied. We aimed to determine whether twice-daily LVR, compared with standard of care 
alone, attenuates the decline in FVC at 2 years in boys with DMD.  
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Respiratory rehabilitation 
Articles 
Pulmonary rehabilitation versus usual care for adults with asthma. 
Osadnik CR, et al. Cochrane Database of Systematic Reviews 2022;8:CD013485. 
Background: Asthma is a respiratory disease characterised by variable airflow limitation and the presence 
of respiratory symptoms including wheeze, chest tightness, cough and/or dyspnoea. Exercise training is 
beneficial for people with asthma; however, the response to conventional models of pulmonary 
rehabilitation is less clear. 
Objectives: To evaluate, in adults with asthma, the effectiveness of pulmonary rehabilitation compared to 
usual care on exercise performance, asthma control, and quality of life (co‐primary outcomes), incidence of 
severe asthma exacerbations/hospitalisations, mental health, muscle strength, physical activity levels, 
inflammatory biomarkers, and adverse events. 
 
 

Sarcoidosis 
Articles 
Occupational and environmental exposures in the Genomic Research in Alpha-1 Antitrypsin Deficiency and 
Sarcoidosis (GRADS) study 
Ryan SM, et al. Respiratory Medicine, 2022, 200, 106923.  
Introduction: Sarcoidosis is a granulomatous disorder thought to be caused by exposures in genetically 
susceptible individuals. This study investigated whether specific exposures were associated with different 
sarcoidosis phenotypes.  
 
 

Tuberculosis 
Articles 
A prospective longitudinal study of chronic pulmonary aspergillosis in pulmonary tuberculosis in Indonesia 
(APICAL) 
Setianingrum F, et al. Thorax 2022;77: 821-828. 
Objectives: Chronic pulmonary aspergillosis (CPA) can complicate recovery from pulmonary TB. CPA may 
also be misdiagnosed as bacteriologically negative TB. This study aimed to determine the incidence of CPA 
in patients treated for TB in Indonesia, a country with a high incidence of TB.  
 
 
Antimycobacterial prophylaxis regarding Bacillus Calmette-Guérin -associated complications in children 
with primary immunodeficiency 
Ozsezen B, et al. Respiratory Medicine, 2022, 200, 106919.  
Objective: Bacillus Calmette-Guérin (BCG) vaccine derived from Mycobacterium bovis can cause BCG 
vaccine associated complications (BCG-VAC) especially in patients with primary immunodeficiencies (PID). 
No consensus exists for antimycobacterial prophylactic therapy for patients with PID who receive the BCG 
vaccine. 
Aim: This study aimed to define the risk factors in the development of BCG-VAC and effect of 
antimycobacterial prophylaxis in PID patients vaccinated with BCG.  
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