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General 
 

Articles 
Associations of ultrafine and fine particles with childhood emergency room visits for respiratory diseases in 
a megacity 
Fang J, et al. Thorax 2022;77: 391-397. 
Background: Ambient fine particulate matter with aerodynamic diameter less than 2.5 µm (PM2.5) has 
been associated with deteriorated respiratory health, but evidence on particles in smaller sizes and 
childhood respiratory health has been limited.  
 
 
BTS Clinical Statement on air travel for passengers with respiratory disease 
Coker RK, et al. Thorax 2022;77: 329-350. 
BTS recommendations for managing passengers with stable respiratory disease planning air travel were 
published in Thorax in 2011.1 This followed original guidance published in 20022 and an online update in 
2004.3 The 2011 recommendations provided an expert consensus view based on literature reviews, aimed 
at providing practical advice for lung specialists in secondary care. Recognising that knowledge in this area 
has grown since 2011, and that updated, pragmatic advice regarding which respiratory patients need 
specialist assessment is required, the Society has commissioned a new clinical statement.  
 
 
Cardiorespiratory management of Duchenne muscular dystrophy: emerging therapies, neuromuscular 
genetics, and new clinical challenges 
Birnkrant DJ, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.403-420.  
The life-limiting complications of Duchenne muscular dystrophy (DMD) include loss of lung function and 
progressive cardiomyopathy; when patients are treated with assisted ventilation, cardiac function 
becomes the main determinant of survival. Therapy for DMD is changing rapidly, with the emergence of 
new genetic and molecular therapeutic options, the proliferation of which has fostered the perception that 
DMD is a potentially curable disease. However, data for respiratory and cardiac outcomes are scarce and 
available evidence is not uniformly positive. Patients who share a dystrophin (DMD) genotype can have 
highly divergent cardiorespiratory phenotypes; genetic modifiers of DMD gene expression are a probable 
cause of respiratory and cardiac phenotypic variability and discordance. In this Personal View, we provide 
an overview of new and emerging DMD therapies, highlighting the limitations of current research and 
considering strategies to incorporate cardiorespiratory assessments into clinical trials. We explore how 
genetic modifiers could be used to predict cardiorespiratory natural history and how manipulation of such 
modifiers might represent a promising therapeutic strategy. Finally, we examine the changing role of 
respiratory physicians, cardiologists, and intensive care clinicians on the frontline of a challenging new 
clinical landscape.  
 
 
Establishing the exposure–outcome relation between airborne particulate matter and children’s health 
Zhang R, Johnson NM, Li Y. Thorax 2022;77: 322-323. 
With increasing urbanisation, industrialisation and economic growth worldwide, air pollution has emerged 
as one of the greatest global public health epidemics in the 21st century. The impacts of air pollution on 
human health are enormous. Globally, nine in ten people breathe air containing high levels of pollutants, 
and one in nine of the deaths are caused by exposure to air pollution, reaching an annual premature 
mortality of over seven million.1 Air pollutants comprise a complex mixture of gases and particulate matter 
(PM), which are directly emitted from natural and anthropogenic sources or are formed in air via a 
multitude of chemical processes.2 In particular, fine PM (diameter smaller than 2.5 µm or PM2.5) has been 
unequivocally linked to various adverse human health effects, ranging from aggravated allergies to the 
development of chronic diseases, to premature death.3 Exposure of vulnerable individuals to air pollution 
is especially worrisome, such as pregnant women and children.4 5 The morbidity and mortality associated 

https://thorax.bmj.com/content/77/4/391
https://thorax.bmj.com/content/77/4/391
https://thorax.bmj.com/content/77/4/329
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005816
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005816
https://thorax.bmj.com/content/77/4/322
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with air pollution for children are relevant to both prenatal and postnatal exposures. For example, 
epidemiological and animal model studies have revealed that maternal exposure to fine PM results in 
adverse birth outcomes and postnatal health conditions.5 Specifically, animal model experiments 
employing ultrafine particles (diameter smaller than 0.1 µm or UFP) have shown that prenatal exposure 
predisposes offspring to long-term metabolic syndrome and pulmonary immunosuppression, with 
profound implications for respiratory infection risks.  
 
 
Postoperative exercise training improves the quality of life in patients receiving pulmonary resection: a 
systematic review and meta-analysis based on randomized controlled trials. 
Wang J, et al. Respiratory Medicine 2021;192:106721. 
Purpose: To evaluate whether postoperative exercise training is effective in improving clinical outcomes 
such as the quality of life (QoL), exercise capacity and respiratory function of patients receiving pulmonary 
resection. 
 
 
Therapeutic applications of capsaicin in humans to target conditions of the respiratory system: A scoping 
review 
Toukan N, et al. Respiratory Medicine, 2022, 194, 106772.  
Background: Various studies have explored potential therapeutic applications of capsaicin in human 
medicine, for example in pain, obesity, cancer, cardiovascular and respiratory disease. The aim of this 
scoping review was to identify and chart available evidence on therapeutic applications of capsaicin in 
humans using any mode of capsaicin delivery to treat conditions of the respiratory system.  
 
 

Guidelines 
Switching between aminophylline and theophylline in adult respiratory care. 
Specialist Pharmacy Service (SPS); 2022. 
Intravenous aminophylline is used acutely for emergency respiratory conditions and we give a stepped 
approach on how to switch to oral theophylline. 
 
 

Acute respiratory distress syndrome 
Articles 
Bringing biological ARDS phenotypes to the bedside with machine-learning-based classifiers 
Whebell S, Zhang J. Lancet Respiratory Medicine, 2022, 10(4), pp.319-320.  
The identification of distinct phenotypes within heterogeneous disease states is a key component of 
personalised medicine, enabling enrichment of clinical trials, better prognostication, and delivery of 
tailored treatments to well defined, homogeneous patient subgroups. In acute respiratory distress 
syndrome (ARDS), a clinically defined syndrome characterised by diffuse inflammatory alveolar insult and 
rapid onset hypoxaemia, subphenotypes have been identified with distinct clinical, radiological, 1 genomic, 
2 and biomarker profiles. 3 Despite demonstrating differing outcomes and treatment responses across 
independent cohorts, use of subphenotypes in clinical practice has remained limited. Phenotyping 
methods in research might not translate well to clinical implementation. For example, expense or 
unavailability of biomarkers typically used in research, and variable interpretations of radiological and 
clinical findings described in the literature, can hamper or prevent attempts at real-world validation. 4 
Intensive care units (ICUs) have differences in resource availability and local practices, and phenotyping 
approaches must have potential for implementation in a standard clinical workstream if they are to 
demonstrate widespread clinical utility.  
 
 

https://www.resmedjournal.com/article/S0954-6111(21)00429-7/fulltext
https://www.resmedjournal.com/article/S0954-6111(21)00429-7/fulltext
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000373
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000373
https://www.sps.nhs.uk/articles/switching-between-aminophylline-and-theophylline-in-adult-respiratory-care/
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004926
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Validation and utility of ARDS subphenotypes identified by machine-learning models using clinical data: an 
observational, multicohort, retrospective analysis 
Maddali MV, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.367-377.  
Background: Two acute respiratory distress syndrome (ARDS) subphenotypes (hyperinflammatory and 
hypoinflammatory) with distinct clinical and biological features and differential treatment responses have 
been identified using latent class analysis (LCA) in seven individual cohorts. To facilitate bedside 
identification of subphenotypes, clinical classifier models using readily available clinical variables have been 
described in four randomised controlled trials. We aimed to assess the performance of these models in 
observational cohorts of ARDS.  
 
 

Asthma 
Articles 
A prospective study of switching asthma patients from a Fixed-Dose Combination (FDC) Inhaled 
Corticosteroid ICS/Long-Acting Beta Agonist LABA therapy delivered by Dry Powder Inhaler (DPI) to 
ICS/LABA delivered by pressurised Metered Dose Inhaler (pMDI) 
Al-Ahmad M, Webb D. Respiratory Medicine, 2022, 194, 106771.  
Background: Previous real-world studies have suggested that in comparison to a dry powder inhaler (DPI), 
the rate of critical errors is lower with a pressurised metered dose inhaler (pMDI), and inhaled 
corticosteroid/long-acting bronchodilator (ICS/LABA) delivered by pMDI is more likely to achieve asthma 
control. 
Objectives: To evaluate the acceptability, efficacy, safety and cost-effectiveness of switching asthma 
patients from an ICS/LABA DPI to an ICS/LABA pMDI in a real-world population in Kuwait.  
 
 
Airway inflammation in severe asthmatics with acid gastro-oesophageal reflux 
Tanner N, et al. Thorax 2022;77: 398-399. 
The relationship between childhood asthma and gastro-oesophageal reflux (GOR) is contentious. Recent 
studies in adult asthmatics suggest that GOR is associated with worse control and differences in sputum 
proteomics related to epithelial integrity, systemic inflammation and host defence. We assessed 127 
children with severe asthma undergoing bronchoscopy and pH study. There were no differences in asthma 
control or measures of airway inflammation or remodelling when those with acid GOR were compared 
with those without. These results suggest that acid GOR is not an important comorbidity in paediatric 
severe asthma.  
 
 
Association of respiratory symptoms with body mass index and occupational exposure comparing sexes 
and subjects with and without asthma: follow-up of a Norwegian population study (the Telemark study) 
Klepaker G, et al. BMJ Open Respiratory Research 2022;9: e001186.  
Background: Occupational exposure and increased body mass index (BMI) are associated with respiratory 
symptoms. This study investigated whether the association of a respiratory burden score with changes in 
BMI as well as changes in occupational exposure to vapours, gas, dust and fumes (VGDF) varied in subjects 
with and without asthma and in both sexes over a 5-year period.  
 
 
Epidemic thunderstorm asthma 
Venkatesan P. Lancet Respiratory Medicine, 2022, 10(4), pp.325-326.  
On Nov 21, 2016, Melbourne (VIC, Australia) was experiencing the peak of an unprecedented spring 
heatwave. Temperatures that day climbed to 35°C, the hottest recording since March that year, and the 
pollen count was extremely high, with airborne ryegrass pollen concentrations of more than 100 grains per 
m3 of air. Around 1400 h, the Australian Bureau of Meteorology issued warnings across most of the state 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004616
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021004616
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000361
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000361
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000361
https://thorax.bmj.com/content/77/4/398
https://bmjopenrespres.bmj.com/content/9/1/e001186
https://bmjopenrespres.bmj.com/content/9/1/e001186
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000832
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for severe thunderstorms with damaging winds. Between 1700 h and 1830 h, the temperature suddenly 
dropped from 35°C to the low 20s and thunderstorms started to erupt, sending severe gust front winds 
over Melbourne's metropolitan area. Within an hour, in a nightmarish scenario, the emergency medical 
services started to receive hundreds of calls for acute respiratory distress and breathing difficulties 
throughout the state. By midnight they had received calls for 1326 cases, a caseload so extreme that they 
ran out of ambulances after attending to 500. The call volume remained above normal levels until 0700 h 
the next day. Within 30 h of the storm breaking, there were 3365 excess respiratory-related presentations 
to emergency departments (ie, 672% above the average), and 476 excess asthma-related admissions to 
hospital (992% above the average). Additionally, there was a substantially increased number of out-of-
hospital cardiac arrests and prehospital deaths. In total, around 10 000 people needed treatment in 
hospital emergency departments for asthma attacks within a short time of the thunderstorm and ten 
people died, six within a week of the storm. A representative of Ambulance Employees Australia 
commented to a newspaper that Nov 21 “would have been a traumatising night…an event equivalent to a 
terrorist attack where people are critically injured”.  
 
 
Home-based intravenous treatment with reslizumab for severe asthma in the Netherlands – An evaluation 
Bendien SA, et al. Respiratory Medicine, 2022, 194, 106776.  
The anti -IL-5 biologic reslizumab for the treatment of severe eosinophilic asthma is administered 
intravenously. In the current study home administration of intravenous reslizumab was evaluated in 24 
patients included between 2019 (July) and 2020 (July). This is the first study to show that intravenous 
reslizumab can be administered safely and successfully in an outpatient setting. Notably, not all patients 
prefer home administration and severe asthma patients may have different needs when it comes to 
choosing treatment at home or in the hospital.  
 
 
Risk of serious COVID-19 outcomes among adults with asthma in Scotland: a national incident cohort study 
Shi T, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.347-354.  
Background: There is considerable uncertainty over whether adults with asthma should be offered booster 
vaccines against SARS-CoV-2 and, if so, who should be prioritised for booster vaccination. We were asked 
by the UK's Joint Commission on Vaccination and Immunisation to undertake an urgent analysis to identify 
which adults with asthma were at an increased risk of serious COVID-19 outcomes to inform deliberations 
on booster COVID-19 vaccines.  
 
 
The German severe asthma patient: Baseline characteristics of patients in the German Severe Asthma 
Registry, and relationship with exacerbations and control 
Korn S, et al. Respiratory Medicine, 2022, 195, 106793.  
Introduction: The German Asthma Net Severe Asthma Registry is collecting long-term data from a large 
cohort of patients aged ≥6 years with severe asthma. This manuscript presents their baseline 
characteristics, and identifies relationships with exacerbations and/or poor asthma control.  
 
 

Bronchial diseases 
Articles 
Atypical cause of bronchial cut-off sign 
Gaffney B, et al. Thorax 2022;77: 422-423. 
A 58-year-old woman with no prior medical history, presented with a 5-month history of productive cough, 
worsening breathlessness and weight loss of 5 kg despite three courses of oral antibiotic therapy. On 
examination she was afebrile, there was reduced air entry in the right lung base to auscultation and oxygen 
saturations on room air were 86%. Serum C reactive protein was elevated at 26.2 mg/L (range 0–5 mg/L) 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000415
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005439
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000580
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000580
https://thorax.bmj.com/content/77/4/422
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and white cell count was 9.6×109/L (3.5–11×109/L), and evidence of eosinophilia was 1.7×109/L (0–
0.5×109/L). Chest radiograph showed complete collapse of the right middle and lower lobes and bronchial 
cut-off sign of the right main bronchus (figure 1A). CT of the chest demonstrated a large endobronchial 
obstructing lesion in the right main bronchus highly suspicious for an endobronchial tumour (figure 1B, C)  
 
 

Cancers of the respiratory tract  
Articles 
Bronchoscopic needle-based confocal laser endomicroscopy (nCLE) as a real-time detection tool for 
peripheral lung cancer 
Kramer T, et al. Thorax 2022;77: 370-377. 
Introduction: Diagnosing peripheral lung cancer with the bronchoscope is challenging with near miss of the 
target lesion as major obstacle. Needle-based confocal laser endomicroscopy (nCLE) enables real-time 
microscopic tumour visualisation at the needle tip (smart needle). 
Aim: To investigate feasibility and safety of bronchoscopic nCLE imaging of suspected peripheral lung 
cancer and to assess whether nCLE imaging allows real-time discrimination between malignancy and 
airway/lung parenchyma.  
 
 
Efficacy of targeted therapy in patients with HER2-positive non-small cell lung cancer: A systematic review 
and meta-analysis. 
Wu HX, Zhuo KQ, Wang K. British Journal of Clinical Pharmacology 2022;88(5):2019-2034. 
Anti-human epidermal growth factor receptor 2 (HER2) therapy is an effective treatment for HER2-positive 
gastric and breast malignancies. However, the efficacy of HER2-targeted therapy in non-small cell lung 
cancer (NSCLC) patients with HER2 alterations remains controversial. We searched studies on HER2-
targeted therapy in NSCLC patients that reported objective response rate (ORR), disease control rate (DCR) 
and progressionfree survival (PFS) published from database inception to 30 May 2021. A total of 32 trials 
involving 958 patients were included. The ORRs of HER2-TKIs targeted therapy, humanised monoclonal 
antibody, trastuzumab-based treatment and antibody-drug conjugate (ADC) (T-DM1) were 22% (95% CI 
11–31), 23% (95% CI 20–65), 26% (95% CI 14–39) and 16% (95% CI _6–37), while that of ADC (DS-8201) was 
60% (95% CI 35–85). The DCRs of these groups were 59% (95% CI 49–69), 39% (95% CI _9–88), 63% (95% CI 
37–89), 31% (95% CI 4–58) and 87% (95% CI 62–112), respectively. In the subgroup analysis, numerically 
higher ORRs and DCRs were observed in the poziotinib (38%; 75%) and pyrotinib (35%; 83%) groups. The 
median PFSs of these groups were 5.51 months, 3.09 months, 4.61 months, 2.65 months and 12.04 
months, respectively. HER2-targeted therapy can be considered an acceptable treatment strategy for 
NSCLC patients with HER2 alterations. In particular, ADC (DS-8201), pyrotinib and poziotinib demonstrated 
promising anti-tumour activity in HER2-positive NSCLC. 
 
 
Feasibility of lung cancer screening in resource-poor areas 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(4), p.313.  
Lung cancer is one of the most common cancers worldwide, with 2·21 million new cases in 2020, and 
remains the number one cause of cancer-related deaths globally. It has a 5-year survival rate of only 15%; 
outcomes are much improved if patients are diagnosed with localised disease, but this occurs in less than 
20% of cases. To improve outcomes by detecting cancer earlier, several countries are exploring lung cancer 
screening programmes, and trials from the USA and Europe have shown that low-dose CT (LDCT) screening 
can result in reductions in mortality of around 20%. Despite these encouraging results, the USA remains 
one of only a few countries to have a national screening programme.  
 
 

https://thorax.bmj.com/content/77/4/370
https://thorax.bmj.com/content/77/4/370
https://bpspubs.onlinelibrary.wiley.com/doi/10.1111/bcp.15155
https://bpspubs.onlinelibrary.wiley.com/doi/10.1111/bcp.15155
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000947
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International differences in lung cancer survival by sex, histological type and stage at diagnosis: an ICBP 
SURVMARK-2 Study 
Araghi M, et al. Thorax 2022;77: 378-390. 
Introduction: Lung cancer has a poor prognosis that varies internationally when assessed by the two major 
histological subgroups (non-small cell (NSCLC) and small cell (SCLC)).  
 
 
Lung cancer in recipients after lung transplant: single-centre experience and literature review 
Lashari BH, et al. BMJ Open Respiratory Research 2022;9: e001194.  
Introduction: Lung cancer is a major challenge facing modern medicine. It is the leading cause of cancer-
related death in the USA. Little is known of the incidence, prevalence and disease characteristics in lung 
transplant recipients, a population unique in its vulnerability and exposure to carcinogenic risk factors. We 
aimed to elaborate these characteristics of lung cancer in our population through a retrospective cohort 
study.  
 
 
One-off low-dose CT for lung cancer screening in China: a multicentre, population-based, prospective 
cohort study 
Li N, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.378-391.  
Background: Lung cancer is the leading cause of cancer death worldwide. Data on the effectiveness of one-
off low-dose CT (LDCT) in reducing lung cancer mortality and all-cause mortality are needed to inform 
screening programmes in countries with limited medical resources. We aimed to evaluate the effectiveness 
of one-off LDCT screening in the early detection of lung cancer in China.  
 
 
One-off low-dose CT lung cancer screening in China: an appropriate strategy? 
De Koning HJ. Lancet Respiratory Medicine, 2022, 10(4), pp.320-322.  
Lung cancer is devastating, with a 5-year survival rate of about 10%. High smoking prevalence in the past 
means that millions of people are at high risk of developing lung cancer. Two large-scale randomised 
controlled trials (RCTs) have shown that screening with high-quality, low-dose CT (LDCT) can detect lung 
cancer substantially earlier than when being diagnosed symptomatically, and thereby reduce mortality 
from the disease by 8–24% (point estimates of trials) in men and by 26–61% in women. 12 The LUSI RCT 
recently confirmed that repeated LDCT is associated with a reduction in lung cancer mortality in women. 3 
The evidence from these trials has led the way to careful but slow progress in implementation studies 
throughout Europe, 456 insurance coverage in the USA (by the B recommendations of the US Preventive 
Services Task Force), 7 and preliminary recommendations in Australia and Europe to consider national lung 
cancer screening programmes. The common aim of such programmes is to invite current and former 
smokers in the age range 50–80 years with a specific expected minimum risk (eg, current or former 
smoking history of 20 pack-years, or a minimum PLCOm2012 risk score of around 2–3% for developing lung 
cancer in the next 6 years, with no difference between the sexes) for LDCT screening. But can the results of 
trials that were done in high-income countries with largely White populations simply be applied to other 
ethnic groups, such as those of Chinese and Asian descent, in which other risk profiles seem to be 
important too? In China, especially in women, the proportion of lung cancer cases attributable to tobacco 
use is only about 18%. 8 Notably, more than 700 000 lung cancer deaths were estimated in China in 2020, 
which is 40% of the total lung cancer deaths worldwide.  
 
 

Radiotherapy plus immune checkpoint blockade in PD(L)-1-resistant metastatic NSCLC 
Chang JY, et al. Lancet Oncology, 2022, 23(4), e.156. 
Jonathan D Schoenfeld and colleagues’ phase 2 trial 1 from the US National Cancer Institute is a thought-
provoking trial that adds much-needed randomised data to the nascent topic of combining radiotherapy 

https://thorax.bmj.com/content/77/4/378
https://thorax.bmj.com/content/77/4/378
https://bmjopenrespres.bmj.com/content/9/1/e001194
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005609
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005609
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000479
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522001346
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and immunotherapy for metastatic non-small-cell lung cancer (NSCLC). However, several clarifications 
regarding the applicability of this trial require further attention. 
 
 
Radiotherapy plus immune checkpoint blockade in PD(L)-1-resistant metastatic NSCLC 
Ochoa-de-Olza M, et al, et al. Lancet Oncology, 2022, 23(4), e.157. 
Jonathan D Schoenfeld and colleagues 1 report the findings of a randomised phase 2 clinical trial, in which 
two radiotherapy regimens known to modulate immune response in preclinical models were tested in 
patients with metastatic non-small-cell lung cancer (NSCLC) that was resistant to previous PD-(L)1 inhibitor 
therapy. Radiotherapy was given in combination with dual immune checkpoint blockade (ICB). We 
commend the authors for incorporating these preclinical notions into a well designed phase 2 trial. 
Unfortunately, none of the radiotherapy schemes enhanced the overall response rate, and both 
progression-free survival and overall survival remained unchanged. 
 
 
Sequential chemoradiotherapy followed by sugemalimab for locally advanced NSCLC 
Bi N, Wang Y, Wang L. Lancet Oncology, 2022, 23(4), e.158. 
We applaud Qing Zhou and colleagues for reporting the results of the GEMSTONE-301 phase 3 trial 
investigating sugemalimab after chemoradiotherapy for locally advanced non-small-cell lung cancer 
(NSCLC) in The Lancet Oncology. 1 Significant progression-free survival benefits were observed in the 
sugemalimab group. However, the present study warrants further elaboration of some aspects. 
 
 
Sequential chemoradiotherapy followed by sugemalimab for locally advanced NSCLC – Author's reply 
Wu YL. Lancet Oncology, 2022, 23(4), e.159. 
We thank Nan Bi and colleagues for their interest in the GEMSTONE-301 study. 1 Indeed, short 
progression-free survival in GEMSTONE-301 was related to sequential chemoradiotherapy, since patients 
who received sequential chemoradiotherapy had more advanced cancer (we enrolled more stage IIIb and 
IIIc cases, and more patients with squamous non-small-cell lung cancer NSCLC than did the PACIFIC trial 2). 
The inclusion of the sequential chemoradiotherapy population was important and urgent because 30–40% 
of patients with locally advanced NSCLC cannot receive concurrent chemoradiotherapy in clinical practice. 
As noted in the discussion in our Article, an important discovery in GEMSTONE-301 was that sugemalimab, 
as a consolidation treatment, can improve progression-free survival for patients who have received either 
previous concurrent chemoradiotherapy or previous sequential chemoradiotherapy. Both patients who 
had received concurrent chemoradiotherapy and patients who had received sequential 
chemoradiotherapy benefitted from immune oncology consolidation therapy. The GEMSTONE-301 study 
had a broad target population and extended the administration of immune consolidation therapy so that 
more patients coud live longer. 
 
 
Guidelines 
Sotorasib for previously treated KRAS G12C mutation-positive advanced non-small-cell lung cancer. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on sotorasib (Lumykras) for previously treated KRAS G12C mutation-
positive locally advanced or metastatic non-small-cell lung cancer in adults. 
 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522001541
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522001541
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522001334
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522001449
https://www.nice.org.uk/guidance/ta781
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COPD 
Articles 
Chronotropic index during 6-minute walk and acute respiratory events in COPDGene 
Macdonald DM, et al. Respiratory Medicine, 2022, 194, 106775.  
Background: Lower heart rate (HR) increases during exercise and slower HR recovery (HRR) after exercise 
are markers of worse autonomic function that may be associated with risk of acute respiratory events 
(ARE).  
 
 
Effect of interval compared to continuous exercise training on physiological responses in patients with 
chronic respiratory diseases: a systematic review and meta-analysis. 
Alexiou C, et al. Chronic Respiratory Disease 2021;:doi: 10.1177/14799731211041506. 
Background: Current evidence suggests that interval exercise training (IET) and continuous exercise 
training (CET) produce comparable benefits in exercise capacity, cardiorespiratory fitness and symptoms in 
patients with chronic obstructive pulmonary disease (COPD). However, the effects of these modalities have 
only been reviewed in patients with COPD. This meta-analysis compares the effectiveness of IET versus CET 
on exercise capacity, cardiorespiratory fitness and exertional symptoms in patients with chronic respiratory 
diseases (CRDs). Methods: PubMed, CINHAL, Scopus, Cochrane Central Register of Controlled Trials 
(CENTRAL) and Nursing and Allied health were searched for randomised controlled trials from inception to 
September 2020. Eligible studies included the comparison between IET and CET, reporting measures of 
exercise capacity, cardiorespiratory fitness and symptoms in individuals with CRDs. Results: Thirteen 
randomised control trials (530 patients with CRDs) with fair to good quality on the PEDro scale were 
included. Eleven studies involved n = 446 patients with COPD, one involved n = 24 patients with cystic 
fibrosis (CF) and one n = 60 lung transplantation (LT) candidates. IET resulted in greater improvements in 
peak work rate (WRpeak) (2.40 W, 95% CI: 0.83 to 3.97 W; p = 0.003) and lower exercise-induced dyspnoea 
(−0.47, 95% CI: −0.86 to 0.09; p = 0.02) compared to CET; however, these improvements did not exceed the 
minimal important difference for these outcomes. No significant differences in peak values for oxygen 
uptake (VO2peak), heart rate (HRpeak), minute ventilation (VEpeak), lactate threshold (LAT) and leg 
discomfort were found between the interventions. Conclusions: IET is superior to CET in improving exercise 
capacity and exercise-induced dyspnoea sensations in patients with CRDs; however, the extent of the 
clinical benefit is not considered clinically meaningful. 
 
 
Eosinophilia and fractional exhaled nitric oxide levels in chronic obstructive lung disease 
Annangi S, et al. Thorax 2022;77: 351-356. 
Introduction: COPD is a heterogeneous disorder with varied phenotypes. We aimed to determine the 
prevalence of asthma history, peripheral eosinophilia and elevated FeNO levels along with the diagnostic 
utility of peripheral eosinophilia in identifying airway eosinophilic inflammation.  
 
 
Evidence around the impact of pulmonary rehabilitation and exercise on redox status in COPD: a 
systematic review. 
Watson A, Wilkinson TMA, Freeman A. Frontiers in Sports and Active Living 2021;:doi: 
10.3389/fspor.2021.782590. 
Introduction: Oxidative stress is increasingly recognized as a significant factor in the pathogenesis of 
chronic obstructive pulmonary disease (COPD). Pulmonary rehabilitation, a major component of which is 
prescribed exercise, is essential in COPD care. Regular exercise has been proposed to increase antioxidant 
defenses and overall enhance the ability of the body to counteract oxidative stress. However, the 
mechanisms through which it improves COPD outcomes remain unclear. 
Objectives: We aimed to appraise the current evidence around the impact of pulmonary rehabilitation on 
redox status, compared with other exercise interventions, to gain an understanding of optimal exercise 
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interventions to modify this pathophysiological mechanism. 
 
 
Nasal and systemic inflammation in Chronic Obstructive Pulmonary Disease (COPD) 
Obling N, et al. Respiratory Medicine, 2022, 195, 106774.  
Systemic inflammation is a well-established feature of Chronic Obstructive Pulmonary Disease, COPD, but 
less is known about inflammation in the upper airways in the disease. In the current study, we investigated 
the inflammatory profile in the upper airway and in serum in a cohort of patients with COPD. Patients were 
examined with inflammatory profiles measured on material from the upper airway and in serum using a 
14-plex Bioplex multiplex immunoassay containing the following cytokines: IL-1-beta, IL-3, IL-4, IL-5, IL-6, 
IL-8, IL-10, IL-13, IL-17, IL-18, Interferon-gamma, Tumour Necrosis Factor-alpha, Tumour Necrosis Factor 
beta, and GM-CSF. We evaluated COPD disease burden using the CAT questionnaire and symptoms from 
the upper airways with the nasal domain of the 22 items Sino Nasal Outcome Test (SNOT22 nasal). We 
included 180 patients (female 55%, age 67 (±8) years, FEV1% 52.4 (±16.6). Using a SNOT22 nasal threshold 
of ≥6, we divided patients into high upper airways symptoms (high UAS), n = 74 (41%) and low upper 
airway symptoms (low UAS), n = 106 (59%). High UAS was significantly associated with higher levels of IL-1 
beta and IL-3 in nasal samples (p = 0.016 and 0.02, respectively) and higher serum levels of IL-1 beta (p = 
0.003). Upper airway scores correlated positively with nasal levels of IL-3 (rho = 0.195, p = 0.01) and serum 
levels of IL-1 beta (rho = 0.226, p = 0.005). 
Patients with COPD and high upper airway symptoms displayed signs of eosinophilic and neutrophilic 
inflammation with elevated levels of IL-1 beta and IL-3 in the nose and elevated IL-1 beta in serum.  
 
 
Validity and reliability of a new incremental step test for people with chronic obstructive pulmonary 
disease 
Vilarinho R, et al. BMJ Open Respiratory Research 2022;9: e001158.  
Background: Incremental step tests (IST) can be used to assess exercise capacity in people with chronic 
obstructive pulmonary disease (COPD). The development of a new step test based on the characteristics of 
the incremental shuttle walk test (ISWT) is an important study to explore. We aimed to develop a new IST 
based on the ISWT in people with COPD, and assess its validity (construct validity) and reliability, according 
to Consensus-based Standards for the selection of health status Measurement Instruments (COSMIN) 
recommendations.  
 
 

Cystic fibrosis 
Articles 
Longitudinal assessment of lung clearance index to monitor disease progression in children and adults with 
cystic fibrosis 
Horsley AR, et al. Thorax 2022;77: 357-363. 
Background: Lung clearance index (LCI) is a valuable research tool in cystic fibrosis (CF) but clinical 
application has been limited by technical challenges and uncertainty about how to interpret longitudinal 
change. In order to help inform clinical practice, this study aimed to assess feasibility, repeatability and 
longitudinal LCI change in children and adults with CF with predominantly mild baseline disease.  
 
 
Tobramycin safety and efficacy review article 
Schwarz C, et al. Respiratory Medicine, 2022, 195, 106778.  
Pseudomonas aeruginosa is a common respiratory pathogen found in patients with cystic fibrosis (CF), 
contributing to increased hospitalization, more rapid progression of CF lung disease, and increased risk of 
death. Guidelines recommend early therapy using tobramycin inhaled solution (TIS) or inhaled powder 
(TIP). Both TIS and TIP treatment regimens have demonstrated positive clinical outcomes in efficacy and 
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safety, including improvements in FEV 1, decreased sputum P. aeruginosa density, decreased rates in 
antipseudomonal antibiotic use, and reduced rates of hospitalizations due to respiratory events. In a 
comparison of patient preference for TIS versus TIP, a patient survey cited time savings and convenience as 
preferences for TIP. However, both TIP and TIS offer advantages that may benefit patients and increase 
treatment adherence depending on patient circumstances. TIS may be suitable for younger patients at 
home where parents and caregivers may better control proper administration, older individuals, and those 
with low FEV 1. Dry powder inhalers are suitable when patients have less time to commit to their self-care 
(eg, patients who work, are remotely located, return home late, or are on vacation), and can reduce the 
patient treatment burden compared with nebulized delivery. In this expert review, we summarize the 
available data on tobramycin regarding its molecular characteristics, mechanism of action, and efficacy and 
safety for the treatment of acute and chronic P. aeruginosa infection.  
 
 

Diagnosis and Monitoring 
Getting innovative bronchoscopic techniques into real clinical practice 
Dooms C, Yserbyt J. Thorax 2022;77: 327-328. 
Advanced flexible bronchoscopy techniques in its current form mainly target for pulmonary nodules 
>20 mm. These advanced bronchoscopy techniques consist of (ultra)thin bronchoscopes with or without 
virtual planning for navigation and radial EBUS miniprobes for real-time target verification.1 2 This has led 
to improved detection capabilities and diagnostic ability for peripheral pulmonary nodule(s) in daily clinical 
practice compared with classical flexible bronchoscopy. Detection rates around 85% and a diagnostic yields 
70%–75% have been reported for pulmonary nodules >20 mm within experienced interventional 
pulmonology centres.  
 
 

Infections (including COVID-19) 
General 
Articles 
Clinical, radiologic, and pathologic features and outcomes of pulmonary transthyretin amyloidosis 
Eggleston RH, et al. Respiratory Medicine, 2022, 194, 106761.  
Introduction: Amyloid transthyretin amyloidosis (ATTR) is characterized by deposition of a misfolded 
conformation of the transport protein TTR, most commonly in cardiac and nerve tissue, causing clinical 
disease. Pulmonary amyloidosis, or deposition of ATTR in lung tissue, is a poorly characterized 
manifestation of this disease. We present the clinical course, imaging characteristics, pathology results, 
and outcomes of a patient cohort diagnosed with pulmonary ATTR.  
 
 
Combined medical and surgical therapy for chronic rhinosinusitis with nasal polyposis 
Lipworth B, et al. Lancet Respiratory Medicine, 2022, 10(4), e.38.  
The Article by Evelijn S Lourijsen and colleagues 1 suggests a significant but clinically irrelevant effect of 
combining endoscopic sinus surgery (ESS) with medical therapy in chronic rhinosinusitis with nasal 
polyposis (CRSwNP) for the primary outcome of sinonasal outcome test 22. Notably, patients with asthma 
and CRSwNP have higher type-2 biomarkers as peripheral blood eosinophils and fractional exhaled-breath 
nitric oxide than patients with asthma alone. 2 Such elevated type-2 biomarkers are associated with a 
better response to corticosteroid therapy. Therefore, we would be especially interested to know whether 
the authors have additional phenotypic information at baseline to show whether ESS might better facilitate 
the response to corticosteroid therapy in patients with such high biomarkers.  
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Combined medical and surgical therapy for chronic rhinosinusitis with nasal polyposis – Authors' reply 
Lourijsen ES, et al. Lancet Respiratory Medicine, 2022, 10(4), e.39.  
We thank Brian Lipworth and colleagues for their interest in our study. 1 We gladly reply to the questions 
raised. Lipworth and colleagues would like to know if any additional phenotypic information, measured at 
baseline, is present to show that endoscopic sinus surgery (ESS) might give a better response to 
corticosteroids in patients with chronic rhinosinusitis with nasal polyps (CRSwNP) with high concentrations 
of type-2 inflammation biomarkers. For the entire group, we have reported phenotypes correlated with 
type-2 inflammation extensively in our baseline table (eg, presence of non-steroidal anti-inflammatory 
drug-exacerbated respiratory disease N-ERD and of asthma). We reported all collected variables and we do 
not have any other information with respect to phenotype. With respect to endotype, we investigated 
baseline absolute blood eosinophils and total blood immunoglobulin E (IgE), as markers of type-2 
inflammation. We did not measure fractional exhaled-breath nitric oxide in our study patients, nor did we 
collect information about other blood biomarkers (eg, interleukin 5).  
 
 
Endoscopic sinus surgery with medical therapy versus medical therapy for chronic rhinosinusitis with nasal 
polyps: a multicentre, randomised, controlled trial 
Lourijsen ES, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.337-346.  
Background: Endoscopic sinus surgery (ESS) is a common operation for patients with chronic rhinosinusitis 
with nasal polyps (CRSwNP) when medical therapy alone is insufficient. No randomised controlled trials on 
the efficacy of ESS have been published. We aimed to assess the efficacy of ESS plus medical therapy 
versus medical therapy alone in patients with CRSwNP.  
 
 
Surgery and uncontrolled chronic rhinosinusitis 
Hopkins C. Lancet Respiratory Medicine, 2022, 10(4), pp.315-317.  
Chronic rhinosinusitis with nasal polyps (CRSwNP), an inflammatory condition of the nose and sinuses, is 
normally treated with topical corticosteroids. Oral corticosteroids can be used in severe cases, but benefits 
are short lived and side-effects restrict long term use. 1 Surgery is standard of care when medical 
treatment has not led to adequate control of symptoms. 2 An estimated 24% of patients receiving active 
treatment for CRSwNP will undergo surgery for their nasal polyps within 10 years. 3 Surgery removes polyp 
tissue and thus relieves nasal obstruction and sleep disturbance but, more importantly, enlarges the sinus 
ostia and improves access to topical therapy, thereby improving the effectiveness of topical steroids in 
controlling other symptoms such as olfactory loss and rhinorrhoea. Postoperative use of topical steroids 
might reduce the risk of revision surgery but despite this, polyp recurrence has been found in 40% of 
patients within 18 months of surgery, 4 and 20% will have undergone a revision surgery within 5 years. 5 
Surgery is recommended in treatment guidelines 2 and remains commonplace, in part because of the 
absence of alternative treatment options.  
 
 

COVID-19 
Articles 
A pandemic is no private matter: the COVID-19 vaccine mandate in Austria 
Druml C, Czech H. Lancet Respiratory Medicine, 2022, 10(4), pp.322-324.  
After months of being excluded as a possibility by politicians and with no requirement even for people 
working in health care, the COVID-19 vaccine mandate was announced on Nov 19, 2021. On Feb 3, 2022, 
the Federal Council, the upper house of the Austrian Parliament, approved a national COVID-19 vaccine 
mandate for residents older than 18 years by an overwhelming majority. 123 The law was the first of its 
kind in Europe 4 and went into effect 2 days later. Why did the Austrian Government have this sudden U-
turn?  
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Acute and sustained increase in endothelial biomarkers in COVID-19 
Méndez R, et al. Thorax 2022;77: 400-403. 
Endothelial injury is related to poor outcomes in respiratory infections yet little is known in relation to 
COVID-19. Performing a longitudinal analysis (on emergency department admission and post-
hospitalisation follow-up), we evaluated endothelial damage via surrogate systemic endothelial 
biomarkers, that is, proadrenomedullin (proADM) and proendothelin, in patients with COVID-19. Higher 
proADM and/or proendothelin levels at baseline were associated with the most severe episodes and 
intensive care unit admission when compared with ward-admitted individuals and outpatients. Elevated 
levels of proADM or proendothelin at day 1 were associated with in-hospital mortality. High levels 
maintained after discharge were associated with reduced diffusing capacity.  
 
 
Baricitinib for patients with severe COVID-19—time to change the standard of care? 
Supady A, Zeiser R. Lancet Respiratory Medicine, 2022, 10(4), pp.314-315.  
Mortality is high among patients with severe COVID-19 who require invasive mechanical ventilation (IMV) 
or extracorporeal membrane oxygenation (ECMO). 12 Therefore, further specific treatment options for 
these patients are urgently needed.  
 
 
COVID-19 vaccination in young children 
Burki TK, et al. Lancet Respiratory Medicine, 2022, 10(4), e.41.  
On Feb 16, 2022, the UK Joint Committee on Vaccination and Immunisation (JCVI) issued a statement 
recommending that all children aged 5–11 years should be offered the COVID-19 vaccine. “Although this 
age group is generally at very low risk of serious illness from the virus, a very small number of children who 
get infected do develop severe disease”, wrote the committee. “Latest evidence suggests that offering the 
vaccine ahead of another potential wave will protect this very small number of children from serious illness 
and hospitalisation—and will also provide some short-term protection against mild infection across the age 
group.”  
 
 
Defining the determinants of vaccine uptake and undervaccination in migrant populations in Europe to 
improve routine and COVID-19 vaccine uptake: a systematic review. 
Crawshaw AF, et al. The Lancet Infectious Diseases 2022;:doi.org/10.1016/S1473-3099(22)00066-4. 
Understanding why some migrants in Europe are at risk of underimmunisation and show lower vaccination 
uptake for routine and COVID-19 vaccines is critical if we are to address vaccination inequities and meet 
the goals of WHO's new Immunisation Agenda 2030. We did a systematic review (PROSPERO: 
CRD42020219214) exploring barriers and facilitators of vaccine uptake (categorised using the 5As 
taxonomy: access, awareness, affordability, acceptance, activation) and sociodemographic determinants of 
undervaccination among migrants in the EU and European Economic Area, the UK, and Switzerland. We 
searched MEDLINE, CINAHL, and PsycINFO from 2000 to 2021 for primary research, with no restrictions on 
language. 5259 data sources were screened, with 67 studies included from 16 countries, representing 
366 529 migrants. We identified multiple access barriers—including language, literacy, and communication 
barriers, practical and legal barriers to accessing and delivering vaccination services, and service barriers 
such as lack of specific guidelines and knowledge of health-care professionals—for key vaccines including 
measles-mumps-rubella, diphtheria-pertussis-tetanus, human papillomavirus, influenza, polio, and COVID-
19 vaccines. Acceptance barriers were mostly reported in eastern European and Muslim migrants for 
human papillomavirus, measles, and influenza vaccines. We identified 23 significant determinants of 
undervaccination in migrants (p<0·05), including African origin, recent migration, and being a refugee or 
asylum seeker. We did not identify a strong overall association with gender or age. Tailored vaccination 
messaging, community outreach, and behavioural nudges facilitated uptake. Migrants' barriers to 
accessing health care are already well documented, and this Review confirms their role in limiting vaccine 
uptake. These findings hold immediate relevance to strengthening vaccination programmes in high-income 
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countries, including for COVID-19, and suggest that tailored, culturally sensitive, and evidence-informed 
strategies, unambiguous public health messaging, and health system strengthening are needed to address 
access and acceptance barriers to vaccination in migrants and create opportunities and pathways for 
offering catch-up vaccinations to migrants.  
 
 
Effects of SARS-CoV-2 on prenatal lung growth assessed by fetal MRI 
Stoecklein S, et al. Lancet Respiratory Medicine, 2022, 10(4), ee.36-37.  
The COVID-19 pandemic has resulted in a plethora of acute and long-term diseases, with lung health 
remaining an important focus. Even though reports of fetal viral transmission of SARS-CoV-2 1 and viral 
placental infection 2 have raised concerns, implications for longer-term lung health induced by a virus with 
high affinity to the respiratory epithelium 3 have not been addressed. Our study was designed to elucidate 
the effects of SARS-CoV-2 infection on the fetus, especially in light of ongoing discussions about the 
benefits of vaccination during pregnancy. Additionally, we aimed to inform future studies on pulmonary 
health in children exposed to SARS-CoV-2 during pregnancy. We used fetal MRI to assess lung volume as a 
measure of pulmonary growth in the offspring of women with uncomplicated SARS-CoV-2 infection during 
pregnancy. This study was approved by the local institutional review board (ethical approval #LMU-207–
33).  
 
 
Frailty assessment for COVID-19 follow-up: a prospective cohort study 
Müller I, et al. BMJ Open Respiratory Research 2022;9: e001227.  
Background: The Clinical Frailty Scale (CFS) is increasingly used for clinical decision making in acute care but 
little is known about frailty after COVID-19. 
Objectives: To investigate frailty and the CFS for post-COVID-19 follow-up.  
 
 
Long-term clinical outcomes of COVID-19 patients treated with imatinib 
Duijvelaar E, et al. Lancet Respiratory Medicine, 2022, 10(4), ee.34-35.  
Hypoxaemia in COVID-19 is primarily caused by disruption of the alveolocapillary barrier on inflammation 
and dysfunction of the endothelium. 1 To date, antiviral or immune-modulatory treatment options have 
been thoroughly studied, yet there is no approved therapy targeting endothelial dysfunction. Imatinib is a 
tyrosine kinase inhibitor that attenuates vascular leakage under inflammatory conditions. 2 In the 
CounterCOVID study, patients admitted to hospital with COVID-19 treated with imatinib had a shorter 
duration of invasive ventilation and shorter stay at the intensive care unit (ICU). 3 Although a signal for 
reduced mortality was observed, a definite answer on mortality was precluded by correction for 
imbalances in patient characteristics at baseline and the short follow-up of 28 days. Here we report the 90-
day outcomes of the CounterCOVID study and investigate the mechanisms underlying the clinical benefit of 
imatinib.  
 
 
SARS-CoV-2 infection and vaccine effectiveness in England (REACT-1): a series of cross-sectional random 
community surveys 
Chadeau-Hyam M, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.355-366.  
Background: England has experienced a third wave of the COVID-19 epidemic since the end of May, 2021, 
coinciding with the rapid spread of the delta (B.1.617.2) variant, despite high levels of vaccination among 
adults. Vaccination rates (single dose) in England are lower among children aged 16–17 years and 12–15 
years, whose vaccination in England commenced in August and September, 2021, respectively. We aimed 
to analyse the underlying dynamics driving patterns in SARS-CoV-2 prevalence during September, 2021, in 
England.  
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Time to active sitting position: One-year findings from a temporary COVID-19 intensive care unit 
Rossi V, et al. Respiratory Medicine, 2022, 194, 106773.  
Objective: To investigate the association between time to active sitting position and clinical features in 
people with COVID-19 admitted to intensive care unit (ICU) and referred to physiotherapists.  
 
 
Tracing and vaccinating: how to REACT to COVID-19 pandemic 
Castagnoli R, Marseglia GL. Lancet Respiratory Medicine, 2022, 10(4), pp.317-318.  
COVID-19, the disease caused by SARS-CoV-2 infection, is one of the most complex health-related 
challenges of the past century. Since March 11, 2020, when WHO declared COVID-19 a pandemic, 1 
extraordinary progress has been made in understanding the disease's clinical features, pathogenetic 
mechanisms, and identifying effective containment measures. However, almost 2 years into the pandemic, 
several questions remain, and SARS-CoV-2 infections and COVID-19 fatality rates remain high worldwide, 
with the disease incidence peaking in subsequent waves of infections.  
 
 
What’s New in Critical Care from UpToDate 
High-flow oxygen in patients with COVID-19 (April 2022) 
For patients with COVID-19 and acute hypoxemic respiratory failure, use of advanced noninvasive 
modalities (such as oxygen through high-flow nasal cannula HFNC or noninvasive ventilation) is a 
commonly used strategy to reduce the need for intubation. In a randomized trial of 220 such patients, 
intubations rates were lower with oxygen delivery through HFNC compared with standard low flow 
delivery 3. HFNC also reduced time to clinical recovery, but the mortality difference was not statistically 
significant. Despite excluding several medical comorbidities, this trial supports our suggestion to use HFNC 
as an option for noninvasive oxygenation in individuals with COVID-19 who have advanced oxygen needs. 
 
 

Influenza 
Article 
Safety and immunogenicity of a high-dose quadrivalent influenza vaccine administered concomitantly with 
a third dose of the mRNA-1273 SARS-CoV-2 vaccine in adults aged ≥65 years: a phase 2, randomised, open-
label study 
Izikson R, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.392-402.  
Background: Concomitant seasonal influenza vaccination with a COVID-19 vaccine booster could help to 
minimise potential disruption to the seasonal influenza vaccination campaign and maximise protection 
against both diseases among individuals at risk of severe disease and hospitalisation. This study aimed to 
assess the safety and immunogenicity of concomitant administration of high-dose quadrivalent influenza 
vaccine (QIV-HD) and a mRNA-1273 vaccine booster dose in older adults.  
 
 
Guideline 
National flu immunisation programme plan 2022 to 2023. 
UK Health Security Agency (UKHSA); 2022. 
The annual flu letter describes the national flu immunisation programme and outlines which groups are 
eligible for flu vaccination. 
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Interstitial lung diseases (pulmonary fibrosis) 
Articles 
Association of BMI with pulmonary function, functional capacity, symptoms, and quality of life in ILD 
Schaeffer MR, et al. Respiratory Medicine, 2022, 195, 106792.  
Obesity is a health epidemic associated with greater morbidity and mortality in the general population. 
Mass loading of the thorax from obesity leads to a restrictive pulmonary defect that reduces lung capacity 
in obese individuals without pulmonary disease, and may exacerbate the restrictive pulmonary physiology 
that is characteristic of interstitial lung disease (ILD). The purpose of this study was to test the association 
of body mass index (BMI) with pulmonary function, functional capacity, and patient-reported outcomes 
(dyspnea and quality of life) in patients with ILD. We analyzed 3169 patients with fibrotic ILD from the 
Canadian Registry for Pulmonary Fibrosis. Patients were subcategorized as underweight (BMI<18.5 kg/m 2 
), normal weight (18.5≤BMI<25), overweight (25≤BMI<30), obese I (30≤BMI<35), obese II (35≤BMI<40), and 
obese III (BMI>40). Analysis was performed using a linear regression with adjustment for common 
prognostic variables. Overweight and obese BMI categories were associated with worse pulmonary 
function, functional capacity, dyspnea, and quality of life compared to normal weight. This is likely a result 
of mass loading on the thorax, and we speculate that intentional weight-loss may improve lung function 
and functional capacity in obese patients with fibrotic ILD. The underweight BMI category was also 
associated with worse functional capacity compared to normal weight, which may reflect greater disease 
severity or the presence of other comorbidities. Future work should explore the clinical utility of BMI to 
improve patient outcomes.  
 
 
Correlation of respiratory oscillometry with CT image analysis in a prospective cohort of idiopathic 
pulmonary fibrosis 
Wu JKY, et al. BMJ Open Respiratory Research 2022;9: e001163.  
Background: Markers of idiopathic pulmonary fibrosis (IPF) severity are based on measurements of forced 
vital capacity (FVC), diffusing capacity (DLCO) and CT. The pulmonary vessel volume (PVV) is a novel 
quantitative and independent prognostic structural indicator derived from automated CT analysis. The 
current prospective cross-sectional study investigated whether respiratory oscillometry provides 
complementary data to pulmonary function tests (PFTs) and is correlated with PVV.  
 
 
Lung transplantation for acute exacerbation of interstitial lung disease 
Chizinga M, et al. Thorax 2022;77: 364-369. 
Background: Acute exacerbations of interstitial lung diseases (AE-ILD) have a high mortality rate with no 
effective medical therapies. Lung transplantation is a potentially life-saving option for patients with AE-ILD, 
but its role is not well established. The aim of this study is to determine if this therapy during AE-ILD 
significantly affects post-transplant outcomes in comparison to those transplanted with stable disease.  
 
 
Pathologic comparison of conventional video-assisted thoracic surgical (VATS) biopsy versus non-
intubated/“awake” biopsy in fibrosing interstitial lung diseases 
Rossi G, et al. Respiratory Medicine, 2022, 195, 106777.  
Surgical lung biopsy remains the standard procedure for the subset of patients with fibrosing interstitial 
lung disease (F-ILD) who require a lung biopsy to secure a confident diagnosis. Little is known about the 
pathologic features of samples obtained via non-intubated/“awake” surgical lung biopsy and the diagnostic 
accuracy of awake biopsy in patients with F-ILD. Two expert thoracic pathologists blinded to the type of 
lung biopsy compared the clinical-pathologic features of 120 conventional VATS biopsies with those of 21 
consecutive non-intubated/“awake” VATS biopsies. No statistically significant differences between the two 
procedures were observed with regard to identification of histopathological features. Biopsy length, 
average of sampled lobes and mean number of slides were similar with the two procedures, while the 
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width of the biopsies was significantly deeper with conventional VATS (31.5 mm versus 25.6 mm; p = 0.01). 
By contrast, the mean age of patients (69.5 versus 64.5 years; p = 0.02) and the level of diagnostic 
confidence (100% versus 75%; p = 0.007) were significantly higher among patients undergoing the “awake” 
procedure. Diagnostic yield was 100% in both groups, with a similar distribution of ILD diagnoses. Non-
intubated/“awake” biopsy has the potential to become the standard surgical procedure in patients with F-
ILD requiring a histological confirmation of their diagnosis. However, larger prospective studies are needed 
to validate the safety and diagnostic yield of “awake” compared to conventional VATS.  
 
 
The detrimental effect of quantity of smoking on survival in progressive fibrosing ILD 
Platenburg MGJP, et al. Respiratory Medicine, 2022, 194, 106760.  
Background and objective: Patients with progressive fibrosing interstitial lung disease (PF-ILD) are prone to 
early mortality compared with other phenotypes of ILD. The possible effect of smoking on survival has not 
been investigated yet. Furthermore, it is unknown what the effect of quantity of smoking is in PF-ILD. In 
this study, it was determined if quantity of smoking is associated with worse survival in patients with PF-
ILD.  
 
 

Pleural effusion 
Just another “?PE” 
Timmons P, Williamson A, Reid L. Thorax 2022;77: 420-421. 
An 18-year-old woman with an elevated body mass index presents with a 3-day history of left sided 
pleuritic chest pain. This started suddenly and was described as stabbing in nature, worse on inspiration 
and radiating from the left anterior chest round to the left scapular area. She denied cough, haemoptysis, 
dyspnoea or leg swelling. She had no significant medical history and her only regular medication was the 
combined contraceptive pill.  
 
 

Pneumonia 
What’s New in Critical Care from UpToDate 
Corticosteroid regimens for COVID-19-related organizing pneumonia (April 2022) 
Data to support the use of corticosteroids in patients who develop organizing pneumonia as a complication 
of COVID-19 are limited. In a recent open-label randomized trial, improvements in respiratory symptoms, 
lung imaging, and pulmonary function were reported, with no difference in outcomes between high- and 
low-dose prednisolone regimens (40 mg/day for one week, 30 mg/day for one week, 20 mg/day for two 
weeks, 10 mg/day for two weeks versus 10 mg/day for six weeks) 4. These data support the efficacy of low-
dose corticosteroid regimens in patients with COVID-19-related organizing pneumonia, although placebo-
controlled randomized trials are needed to better inform this treatment decision. 
 

Pneumothorax 
Articles 
Comparison of the efficacy of novel two covering methods for spontaneous pneumothorax: a multi-
institutional study 
Oda R, et al. BMJ Open Respiratory Research 2022;9: e001231.  
Objectives: The postoperative recurrence rate after thoracoscopic bullectomy for primary spontaneous 
pneumothorax (PSP) is not satisfactory. This retrospective study was conducted to elucidate an effective 
technique for improving the postoperative recurrence rate.  
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Current management of moderate to severe traumatic pneumothoraces: a survey of emergency clinicians. 
Avery P, et al. Emergency Medicine Journal 2022;39(4):313-316. 
Background: Traumatic pneumothoraces are present in one-fifth of multiple trauma victims. Traditional 
teaching mandates the insertion of a chest drain in the majority of cases. However, recent observational 
evidence suggests a trend towards conservative management. The aim of this survey was to understand 
current emergency medicine (EM) practice in placing chest drains for the management of moderate to 
severe traumatic pneumothoraces. 
 
 

Pulmonary embolism 
Arterial partial pressure of oxygen and diffusion function as prognostic biomarkers for acute pulmonary 
embolism 
Ye W, et al. Respiratory Medicine, 2022, 195, 106794.  
Background: Risk stratification for acute pulmonary embolism (PE) ignores the roles of respiratory function 
and gas exchange. We aimed to identify the role of arterial partial pressure of oxygen (PO 2) and diffusion 
function as prognostic biomarkers.  
 
 

Pulmonary Hypertension  
Articles 
Application of the REVEAL risk score calculator 2.0 in the CHEST study 
Benza RL, et al. Respiratory Medicine, 2022, 195, 106783.  
Background: Currently there are no risk assessment recommendations for chronic thromboembolic 
pulmonary hypertension (CTEPH). The Registry to Evaluate Early and Long-Term PAH Disease Management 
(REVEAL) risk score (RRS), developed for risk assessment in patients with pulmonary arterial hypertension, 
has previously predicted outcomes in CTEPH. RRS 2.0 was developed to refine the RRS.  
 
 
Chronic Thromboembolic Pulmonary Hypertension (CTEPH) and massive hemoptysis: The rationale for 
bronchial artery embolization 
Clements W, et al. Respiratory Medicine, 2022, 195, 106784.  
Introduction: In many patients with Chronic Thromboembolic Pulmonary Hypertension (CTEPH), bronchial 
artery hypertrophy is observed. Patients with bronchial dilatation have been shown to be at increased risk 
of hemoptysis introducing the risk of airway obstruction. In this study from an academic tertiary referral 
center, we aimed to assess the incidence of massive hemoptysis in our CTEPH patients, the success of 
bronchial artery embolization (BAE), recurrence, and hemoptysis-related mortality.  
 
 
Four-year survival rate in pulmonary sarcoidosis with extensive pulmonary hypertension screening 
Huitema MP, et al. Respiratory Medicine, 2022, 195, 106762.  
Background: Sarcoidosis is a systemic disease of unknown aetiology with significant morbidity and 
mortality. The PULSAR study prospectively performed cardiac analysis including systematic pulmonary 
hypertension screening in sarcoidosis patients newly referred to a tertiary sarcoidosis center. In this 
manuscript we studied the four-year mortality of this population.  
 
 
What’s New in Pulmonary Vascular Disease from UpToDate 
Mortality from pulmonary hypertension in thalassemia (April 2022) 
Individuals with thalassemia are at risk for pulmonary hypertension due to a combination of risk factors, 
especially hemolysis and iron overload. A new study monitored 24 individuals with thalassemia who had 
right heart catheterization-documented pulmonary arterial hypertension (PAH) 19. The median age was 
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46.5 years. During a median of four years of follow-up, 13 patients died, and 10 of the deaths were 
attributed to PAH. Survival strongly correlated with PAH therapy. Patients with thalassemia and PAH need 
routine monitoring and multidisciplinary treatment by clinicians with expertise in treating PAH 20. 
 
 

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

Articles 
A survey of use of mTOR inhibitors in patients with lymphangioleiomyomatosis listed for lung transplant 
Warrior K, et al. Respiratory Medicine, 2022, 195, 106779.  
Background: Lymphangioleiomyomatosis (LAM) is an uncommon indication for lung transplantation. The 
use of mechanistic target of rapamycin (mTOR) inhibitors, which are the mainstay of treatment in 
progressive LAM, in patients awaiting lung transplant is controversial. We sought to examine worldwide 
practice patterns in use of mTOR inhibitors in LAM patients on the lung transplant waiting list.  
 
 
Efficacy and safety of baricitinib plus standard of care for the treatment of critically ill hospitalised adults 
with COVID-19 on invasive mechanical ventilation or extracorporeal membrane oxygenation: an 
exploratory, randomised, placebo-controlled trial 
Ely EW, et al. Lancet Respiratory Medicine, 2022, 10(4), pp.327-336.  
Background: The oral, selective Janus kinase 1/2 inhibitor baricitinib has shown efficacy in studies of 
hospitalised adults with COVID-19. COV-BARRIER (NCT04421027) was a multinational, phase 3, 
randomised, double-blind, placebo-controlled trial of baricitinib in patients with confirmed SARS-CoV-2 
infection. We aimed to evaluate the efficacy and safety of baricitinib plus standard of care in critically ill 
hospitalised adults with COVID-19 requiring invasive mechanical ventilation or extracorporeal membrane 
oxygenation.  
 
 

Respiratory rehabilitation 
The effectiveness of pulmonary rehabilitation for Post-COVID symptoms: A rapid review of the literature 
Soril LJJ, et al. Respiratory Medicine, 2022, 195, 106782.  
Background: Multi-disciplinary rehabilitation is recommended for individuals with post-acute sequelae of 
COVID-19 infection (i.e., symptoms 3–4 weeks after acute infection). There are emerging reports of use of 
pulmonary rehabilitation (PR) in the post-acute stages of COVID-19, however the appropriateness of PR for 
managing post-COVID symptoms remains unclear. To offer practical guidance with regards to post-COVID 
PR, a greater understanding of the clinical effectiveness literature is required.  
 
 

Sarcoidosis 
Exposure to inorganic particles in paediatric sarcoidosis: the PEDIASARC study 
Nathan N, et al. Thorax 2022;77: 404-407. 
Inorganic antigens may contribute to paediatric sarcoidosis. Thirty-six patients matched with 36 healthy 
controls as well as a group of 21 sickle-cell disease (SCD) controls answered an environmental 
questionnaire. Patients’ indirect exposure to inorganic particles, through coresidents’ occupations, was 
higher than in healthy and SCD controls (median score: 2.5 (0.5–7) vs 0.5 (0–2), p=0.003 and 1 (0–2), 
p=0.012, respectively), especially for construction, exposures to metal dust, talc, abrasive reagents and 
scouring products. Wood or fossil energies heating were also linked to paediatric sarcoidosis. This study 
supports a link between mineral environmental exposure due to adult coresident occupations and 
paediatric sarcoidosis.  
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Tuberculosis 
Articles 
BTS clinical statement for the diagnosis and management of ocular tuberculosis 
Kon OM, et al. BMJ Open Respiratory Research 2022;9: e001225.  
The BTS clinical statement for the diagnosis and management of ocular tuberculosis (TB) draws on the 
expertise of both TB and and ophthalmic specialists to outline the current understanding of disease 
pathogenesis, diagnosis and management in adults. Published literature lacks high-quality evidence to 
inform clinical practice and there is also a paucity of data from animal models to elucidate mechanisms of 
disease. However, in order to improve and standardise patient care, this statement provides consensus 
points with the currently available data and agreed best practice.  
 
 
Lung epithelial cells interact with immune cells and bacteria to shape the microenvironment in tuberculosis 
De Waal AM, et al. Thorax 2022;77: 408-416. 
The lung epithelium has long been overlooked as a key player in tuberculosis disease. In addition to acting 
as a direct barrier to Mycobacterium tuberculosis (Mtb), epithelial cells (EC) of the airways and alveoli act 
as first responders during Mtb infections; they directly sense and respond to Mtb by producing mediators 
such as cytokines, chemokines and antimicrobials. Interactions of EC with innate and adaptive immune 
cells further shape the immune response against Mtb. These three essential components, epithelium, 
immune cells and Mtb, are rarely studied in conjunction, owing in part to difficulties in coculturing them. 
Recent advances in cell culture technologies offer the opportunity to model the lung microenvironment 
more closely. Herein, we discuss the interplay between lung EC, immune cells and Mtb and argue that 
modelling these interactions is of key importance to unravel early events during Mtb infection.  
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