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General 
 

Articles 
Chronic neonatal lung disease: time to look beyond the alveolus 
Gie A, Toelen J. Thorax 2022;77: 1161-1162. 
Modern neonatal care has made remarkable progress to improve the outcome of premature infants. 
However, the syndrome of chronic neonatal lung disease (nCLD), defined by prolonged oxygen 
requirement following premature birth, continues to affect nearly one in two infants born before 28 weeks 
completed gestation. Since the introduction of exogenous surfactant replacement and lung protective 
ventilation strategies the phenotype of nCLD has changed. nCLD is now a subtle disease of disrupted lung 
development, yet oxygen dependance—without a universally agreed on oxygen saturation target—
remains the core diagnostic feature.1 It is remarkable that despite the advances of modern neonatology 
little progress has been made discriminating physiological subtypes within nCLD.  
 
 
Rapidly and slowly progressive neuromuscular disease: differences in pulmonary function, respiratory tract 
infections and response to lung volume recruitment therapy (LVR) 
Sheers NL, et al. BMJ Open Respiratory Research 2022;9: e001241.  
Introduction: Reduced lung volumes are a hallmark of respiratory muscle weakness in neuromuscular 
disease (NMD). Low respiratory system compliance (Crs) may contribute to restriction and be amenable to 
lung volume recruitment (LVR) therapy. This study evaluated respiratory function and the immediate 
impact of LVR in rapidly progressive compared to slowly progressive NMD.  
 
 
Relationship between impaired BMP signalling and clinical risk factors at early-stage vascular injury in the 
preterm infant 
Heydarian M, et al. Thorax 2022;77: 1176-1186. 
Introduction: Chronic lung disease, that is, bronchopulmonary dysplasia (BPD) is the most common 
complication in preterm infants and develops as a consequence of the misguided formation of the gas-
exchange area undergoing prenatal and postnatal injury. Subsequent vascular disease and its progression 
into pulmonary arterial hypertension critically determines long-term outcome in the BPD infant but lacks 
identification of early, disease-defining changes.  
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Urinary volatile organic compound metabolites and reduced lung function in U.S. adults 
Mendy A, et al. Respiratory Medicine, 2022, 205, 107053.  
Background: Volatile organic compounds (VOCs) are associated with adverse respiratory outcomes at high 
occupational exposures. However, whether exposure levels found in the general population have similar 
effects is unknown.  
 
 
Reports 
Chief Medical Officer’s annual report 2022: air pollution. 
UK Health Security Agency (UKHSA); 2022. 
The CMO publishes independent reports and presents them to the government. 
 
 

 

Acute respiratory distress syndrome 
Articles 
COVID-19-related acute respiratory distress syndrome: lessons learned during the pandemic 
Schultz MJ, Van Meenen DM, Bos LD. Lancet Respiratory Medicine, 2022, 10(12), pp.1108-1110.  
In 2020 and 2021, SARS-CoV-2 put enormous pressure on our health-care systems. Countless patients with 
COVID-19 were admitted to hospitals for oxygen support, or to intensive care units (ICUs) when respiratory 
failure required a more intensive treatment. This hectic situation did not stop the ICU community from 
providing excellent care, even though most clinicians working in the early stages of the pandemic struggled 
with many uncertainties, including how best to provide respiratory support. Meanwhile, the critical care 
community was able to design and conduct a large volume of clinical studies, perhaps as much as we had 
seen in the two preceding decades combined. Now that the dust has started to settle, and as we look 
ahead to further surges of COVID-19 and to the potential emergence of new pandemics, it is worth 
considering what lessons we have learnt.  
 
 
Respiratory system mechanics, gas exchange, and outcomes in mechanically ventilated patients with 
COVID-19-related acute respiratory distress syndrome: a systematic review and meta-analysis 
Reddy MP, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1178-1188.  
The association of respiratory mechanics, particularly respiratory system static compliance (C RS), with 
severity of hypoxaemia in patients with COVID-19-related acute respiratory distress syndrome (ARDS) has 
been widely debated, with some studies reporting distinct ARDS phenotypes based on C RS. Ascertaining 
whether such phenotypes exist is important, because they might indicate the need for ventilation 
strategies that differ from those used in patients with ARDS due to other causes. In a systematic review 
and meta-analysis of studies published between Dec 1, 2019, and March 14, 2022, we evaluated 
respiratory system mechanics, ventilator parameters, gas exchange parameters, and clinical outcomes in 
patients with COVID-19-related ARDS. Among 11 356 patients in 37 studies, mean reported C RS, measured 
close to the time of endotracheal intubation, was 35·8 mL/cm H 2 O (95% CI 33·9–37·8; I 2 =96·9%, τ 2 
=32·6). Pooled mean C RS was normally distributed. Increasing ARDS severity (assessed by PaO 2 /FiO 2 
ratio as mild, moderate, or severe) was associated with decreasing C RS. We found no evidence for distinct 
C RS -based clinical phenotypes in patients with COVID-19-related ARDS, and we therefore conclude that 
no change in conventional lung-protective ventilation strategies is warranted. Future studies should 
explore the personalisation of mechanical ventilation strategies according to factors including respiratory 
system mechanics and haemodynamic status in patients with ARDS.  
 
 
Standardising corticosteroid use in acute respiratory distress syndrome 
Lemieux SM. Lancet Respiratory Medicine, 2022, 10(12), e.109.  
Wick and colleagues 1 recently recommended strategies to enhance clinical trial designs in acute 
respiratory distress syndrome (ARDS). Recognising ARDS as a heterogeneous syndrome with distinct 
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phenotypes, the authors emphasise the use of point-of-care biomarker assays and airspace sampling to 
allow trial participants to be distinguished from one another. Additionally, the authors advocate for 
increased recruitment of under-represented populations and propose an expansion of the definition of 
ARDS to enhance the external validity of future trials.  
 
 

Asthma 
Articles 
Effectiveness, usability and acceptability of a smart inhaler programme in patients with asthma: protocol of 
the multicentre, pragmatic, open-label, cluster randomised controlled ACCEPTANCE trial 
Van de Hei SJ, et al. BMJ Open Respiratory Research 2022;9: e001400.  
Introduction: Suboptimal asthma control is associated with incorrect inhaler use and poor medication 
adherence, which could lead to unfavourable clinical and economic outcomes. Smart inhaler programmes 
using electronic monitoring devices (EMDs) could support self-management and increase medication 
adherence and asthma control. However, evidence on long-term benefits and acceptability is scarce. This 
study aims to investigate the effectiveness of a smart inhaler asthma self-management programme on 
medication adherence and clinical outcomes in adults with uncontrolled asthma, to evaluate its 
acceptability and to identify subgroups who would benefit most based on patient characteristics.  
 
 
Effects of switching from a metered dose inhaler to a dry powder inhaler on climate emissions and asthma 
control: post-hoc analysis 
Woodcock A, et al. Thorax 2022;77: 1187-1192. 
Objective: To compare the effects of switching from a pressurised metered dose inhaler (pMDI)-based to a 
dry powder inhaler (DPI)-based maintenance therapy versus continued usual care on greenhouse gas 
emissions (carbon dioxide equivalents, CO2e) and asthma control.  
 
 
Integrating digital inhalers into clinical care of patients with asthma and chronic obstructive pulmonary 
disease 
Pleasants RA, et al. Respiratory Medicine, 2022, 205, 107038.  
Modernizing inhaled medications through digital technology can help address persistent problems of non-
adherence and poor inhaler technique in patients with obstructive lung diseases. With a growing body of 
supportive clinical studies, advances in digital inhaler sensors and platforms, greater support from payers 
and healthcare organizations, significant growth with these technologies is expected. While all digital 
(smart) inhalers record adherence, these are distinguished by their compatibility with commercial inhalers, 
capabilities to guide inhaler technique, use of patient-reported outcomes, and user-friendliness for both 
the healthcare professional (HCP) and patient. Due to the complexity and novelty of employing digital 
inhalers, collaboration with multiple entities within health systems is necessary and a well-planned 
integration is needed. For HCPs and patients, cybersecurity and privacy are critical, it will require review by 
each healthcare organization. In the US, some payers reimburse for remote monitoring using digital 
inhalers, but reimbursement is currently unavailable in other countries. There are several models for 
remote patient care, as employing an active, ongoing digital interface between the HCP and patient or they 
may choose to only review data at clinical encounters. Personalization of therapies and feedback are key to 
success. While digital inhaler malfunction uncommonly occurs, patient attrition over a year is significant. 
Some patients will be challenged to use digital platforms or have the necessary technology. Additional 
research is needed to address cost-effectiveness, in vivo accuracy of inspiratory measurement capable 
devices, ability to teach inhaler technique, their application for monitoring lung function, and lastly real-
world adoption and implementation in routine clinical practice.  
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The Italian severe/uncontrolled asthma registry (RItA): A 12-month clinical follow-up 
Maio S, et al. Respiratory Medicine, 2022, 205, 107030.  
Background: Follow-up studies on registries of severe/uncontrolled asthma (SUA) patients are scanty. 
Objective: To analyze baseline and follow-up characteristics of SUA patients and their longitudinal 
patterns.  
 
 
Patient perspectives in asthma: Listening to and learning from a new paradigm in translational research 
Ryan D, Keighley A, Jackson T. Respiratory Medicine, 2022, 205, 107013.  
Background: When requested to write an editorial on “ patient perspectives in asthma ” for this special 
issue on Innovations in asthma, rather than go to the literature and performing a systematic review of 
what has been already written we elected instead to jointly write an article on how patients’ needs might 
be better understood and addressed based on the experiences of the Patient and Public Involvement team 
(PPI) of the Asthma UK Centre for Applied Research to outline how and why healthcare professionals can 
collaborate with people living with asthma. The co-authors are a general practitioner, a researcher and a 
patient.  
 
 
A randomized, cross-over study comparing critical and overall errors, learning time, and preference of the 
ELLIPTA versus BREEZHALER dry powder inhalers in patients with asthma 
Van der Palen J, et al. Respiratory Medicine, 2022, 205, 107031.  
Background: Many patients with asthma make errors using inhalers, affecting the amount of medication 
received. Previous evidence demonstrated that patients with asthma or chronic obstructive pulmonary 
disease make fewer critical errors with the ELLIPTA inhaler after reading the patient information leaflet 
(PIL) versus other dry powder inhalers. We assessed errors made by patients with asthma using placebo 
ELLIPTA or BREEZHALER inhalers.  
 
 
Relationship among genetic variants, obesity traits and asthma in the Taiwan Biobank 
Huang YJ, et al. BMJ Open Respiratory Research 2022;9: e001355.  
Background and objective: Obesity and asthma impose a heavy health and economic burden on millions of 
people around the world. The complex interaction between genetic traits and phenotypes caused the 
mechanism between obesity and asthma is still vague. This study investigates the relationship among 
obesity-related polygenic risk score (PRS), obesity phenotypes and the risk of having asthma.  
 
 

 

Bronchial diseases 
Articles 
Respiratory viruses in stable bronchiectasis: A multicenter evaluation in Northern Italy 
Aliberti S, et al. Respiratory Medicine, 2022, 205, 107056.  
Bronchiectasis is a chronic respiratory disease defined by the radiological appearance of abnormal 
bronchial dilations in association with a clinical syndrome of cough, daily sputum production and frequent 
exacerbations 1. Chronic infection with different bacteria plays a crucial role in the vicious cycle of 
bronchiectasis characterized by a persistent local inflammation, a worsening of bronchial anatomy and a 
reduction of the mucociliary clearance 2, 3. While a possible pathogenic role in bronchiectasis has been 
also identified for other pathogens, evidence on viral infection is still scarce 4, 5. Respiratory viruses in 
adults with bronchiectasis have been evaluated in two different cohorts of patients in China and Australia 
6, 7. No data are currently available on the impact of respiratory viruses in a European cohort of adults 
with bronchiectasis while possible differences with findings reported from other continents might exist.  
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Cancers of the respiratory tract  
Articles 
EarlyCDT Lung blood test for risk classification of solid pulmonary nodules: systematic review and 
economic evaluation. 
Duarte A, et al. Health Technology Assessment 2022;26(49):1-184. 
Background: EarlyCDT Lung (Oncimmune Holdings plc, Nottingham, UK) is a blood test to assess 
malignancy risk in people with solid pulmonary nodules. It measures the presence of seven lung cancer-
associated autoantibodies. Elevated levels of these autoantibodies may indicate malignant disease. The 
results of the test might be used to modify the risk of malignancy estimated by existing risk calculators, 
including the Brock and Herder models. 
Objectives: The objectives were to determine the diagnostic accuracy, clinical effectiveness and cost-
effectiveness of EarlyCDT Lung; and to develop a conceptual model and identify evidence requirements for 
a robust cost-effectiveness analysis. 
 
 

Immunotherapy in non-small-cell lung cancer: new data support its use, but some challenges remain 
Ramos-Esquivel A. Thorax 2022;77: 1159-1160. 
Over the last decade, immune checkpoints inhibitors (ICIs) have changed the landscape of treatment for 
patients with advanced non-small-cell lung cancer (NSCLC) in the absence of actionable molecular 
biomarkers. Although the current evidence from phase III randomised clinical trials (RCTs) supports the use 
of ICIs as first-line and second-line therapy,1 some questions remained about their use in daily clinical 
practice, specifically if the outcomes reported in RCTs are reproducible with ‘real-world’ data from 
observational studies. The systematic review and meta-analysis by Kanabar et al published in Thorax,2 
summarises current evidence from RCTs and cohort studies regarding the impact of ICIs on progression-
free survival (PFS), overall survival (OS), adverse events and quality of life. Although the results of this 
study can appear obvious to the reader—given the consistent benefit of ICIs in this clinical settin—a 
deeper vision into such findings deserves our attention.  
 
 
Impact of PD1 and PDL1 immunotherapy on non-small cell lung cancer outcomes: a systematic review 
Kanabar SS, et al. Thorax 2022;77: 1163-1174. 
Introduction: Despite comprising many cancer diagnoses, few treatments are suitable for patients with 
advanced non-small cell lung cancer (aNSCLC). Trials suggest blockade of programmed death 1 (PD1) or its 
ligand (PDL1) may be effective for these patients. However, this therapy’s impact on outcomes other than 
survival, and outcomes of patients not in trials, remains largely unknown. Therefore, we compared the 
effectiveness of PD1 and PDL1 immunotherapy to chemotherapy and placebo across multiple clinical 
outcomes.  
 
 

Impact of video-assisted thoracoscopic lobectomy versus open lobectomy for lung cancer on recovery 
assessed using self-reported physical function: VIOLET RCT. 
Lim E, et al. Health Technology Assessment 2022;26(48):1-162. 
Background: Lung cancer is the leading cause of cancer death. Surgery remains the main method of 
managing early-stage disease. Minimal-access video-assisted thoracoscopic surgery results in less tissue 
trauma than open surgery; however, it is not known if it improves patient outcomes. 
Objective: To compare the clinical effectiveness and cost-effectiveness of video-assisted thoracoscopic 
surgery lobectomy with open surgery for the treatment of lung cancer. 
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Guidelines 
Amivantamab for treating EGFR exon 20 insertion mutation-positive advanced non-small-cell lung cancer 
after platinum-based chemotherapy. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on amivantamab (Rybrevant) for treating EGFR exon 20 insertion 
mutation-positive advanced non-small-cell lung cancer after platinum-based chemotherapy in adults. 

 
 

Cemiplimab for untreated PD-L1-positive advanced or metastatic non-small-cell lung cancer (terminated 
appraisal). 
National Institute for Health and Care Excellence (NICE); 2022. 
NICE is unable to make a recommendation on cemiplimab (Libtayo) for untreated PD-L1-positive advanced 
or metastatic non-small-cell lung cancer in adults. This is because Sanofi did not provide an evidence 
submission. We will review this decision if the company decides to make a submission. 
 

 
What’s new in Thoracic Oncology from UpToDate 
Adjuvant pembrolizumab in resected NSCLC (December 2022) 
Although adjuvant atezolizumab is used in select cases of resected non-small cell lung cancer (NSCLC), trials 
are examining other immune checkpoint inhibitors in this setting. In the PEARLS/KEYNOTE-091 trial, among 
almost 1200 patients with completely resected stage IB (T ≥4 cm) to IIIA NSCLC, adjuvant pembrolizumab 
improved disease-free survival relative to placebo in the overall group (54 versus 42 months; hazard ratio 
HR 0.76), with a nonsignificant trend toward improvement in those with tumor programmed cell death 
ligand 1 (PD-L1) ≥50 percent (median not reached in either arm; HR 0.82) 50. Overall survival results were 
immature at a median follow up of 36 months. We await further data and regulatory approval prior to 
routine use of adjuvant pembrolizumab in resected NSCLC. 
 
 
 

COPD 
 
Articles 
Clinically important deterioration: a composite tool for managing patients with COPD 
Cazzola M, Matera MG. Respiratory Medicine, 2022, 205, 107054.  
Clinically important deterioration (CID) is a composite tool developed to measure COPD's progression. It is 
a promising concept that can improve treatment choices for COPD patients because it provides a more 
holistic assessment of their status in everyday clinical practice. The post hoc analysis of several trials that 
were important for improving COPD treatment provides increasing evidence of the importance of 
assessing CID. These retrospective evaluations suggest that dual bronchodilation should be preferred over 
a single bronchodilator if treatment aims to reduce a possible clinical deterioration of COPD. Should dual 
bronchodilation prove ineffective, evidence shows that triple therapy, including an inhaled corticosteroid, 
is effective in preventing CID, especially in the presence of high blood eosinophil counts. CID initially 
included changes in FEV 1 ≥100 mL from baseline, an increase in total SGRQ score ≥4 units, or a 
moderate/severe exacerbation. These thresholds were chosen arbitrarily because they were considered 
clinically relevant. Therefore, this multidimensional tool is being improved by including outcomes and 
thresholds that consider the peculiarities of the COPD population and the duration of the assessment. 
However, at present, studies that have assessed the impact of CID on COPD are almost all retrospective. 
Therefore, prospective studies need to be conducted that allow the complete validation of this instrument 
and better define the most effective components in assessing the risk of deterioration of COPD.  
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Construct validity and reliability of the Informal Caregiver Burden Assessment Questionnaire (QASCI) in 
caregivers of patients with COPD 
Hipólito N, et al. Respiratory Medicine, 2022, 205, 107027.  
Introduction: COPD often leads to loss of independence in daily activities which may increase the 
dependency on the informal caregiver, resulting in caregiving burden. Several instruments have been used 
to assess caregiving burden in COPD; however, their measurement properties have been poorly 
investigated in this population. This study assessed the construct validity and reliability of the Informal 
Caregiver Burden Assessment Questionnaire (QASCI) in informal caregivers of patients with COPD.  
 
 
Integrating digital inhalers into clinical care of patients with asthma and chronic obstructive pulmonary 
disease 
Pleasants RA, et al. Respiratory Medicine, 2022, 205, 107038.  
Modernizing inhaled medications through digital technology can help address persistent problems of non-
adherence and poor inhaler technique in patients with obstructive lung diseases. With a growing body of 
supportive clinical studies, advances in digital inhaler sensors and platforms, greater support from payers 
and healthcare organizations, significant growth with these technologies is expected. While all digital 
(smart) inhalers record adherence, these are distinguished by their compatibility with commercial inhalers, 
capabilities to guide inhaler technique, use of patient-reported outcomes, and user-friendliness for both 
the healthcare professional (HCP) and patient. Due to the complexity and novelty of employing digital 
inhalers, collaboration with multiple entities within health systems is necessary and a well-planned 
integration is needed. For HCPs and patients, cybersecurity and privacy are critical, it will require review by 
each healthcare organization. In the US, some payers reimburse for remote monitoring using digital 
inhalers, but reimbursement is currently unavailable in other countries. There are several models for 
remote patient care, as employing an active, ongoing digital interface between the HCP and patient or they 
may choose to only review data at clinical encounters. Personalization of therapies and feedback are key to 
success. While digital inhaler malfunction uncommonly occurs, patient attrition over a year is significant. 
Some patients will be challenged to use digital platforms or have the necessary technology. Additional 
research is needed to address cost-effectiveness, in vivo accuracy of inspiratory measurement capable 
devices, ability to teach inhaler technique, their application for monitoring lung function, and lastly real-
world adoption and implementation in routine clinical practice.  
 
 

Moving the pathway goalposts: COPD as an immune-mediated inflammatory disease 
Cass SP, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1110-1113.  
Chronic obstructive pulmonary disease (COPD) encompasses a spectrum of lung disorders that cause lung 
function decline. The degree by which lung function has decreased is used to classify disease severity and 
as a guide for escalated long-acting bronchodilator use. This strategy aims to modify symptoms but does 
not target the inflammatory processes that drive disease progression. COPD has distinct, but non-mutually 
exclusive, endotypes such as chronic bronchitis and emphysema. 1 These endotypes each have unique 
pathogeneses, and diagnosis of COPD is often not consistent between individuals in terms of 
immunopathology. Arguably, it is this complex disease pathogenesis and a focus on managing and 
modifying symptoms rather than targeting specific disease pathways that has led to an under-developed 
therapeutic pipeline. To improve COPD outcomes, novel therapeutics are desperately needed to halt 
chronic inflammation and disease progression.  
  
 

The role of lung macrophages in chronic obstructive pulmonary disease 
Wu J, et al. Respiratory Medicine, 2022, 205, 107035.  
Chronic obstructive pulmonary disease (COPD) as a common, preventable and treatable chronic 
respiratory disease in clinic, gets continuous deterioration and we can't take effective intervention at 
present. Lung macrophages (LMs) are closely related to the occurrence and development of COPD, but the 
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specific mechanism is not completely clear. In this review we will focus on the role of LMs and potential 
avenues for therapeutic targeting for LMs in COPD.  
 
 

Sex-specific and age-specific incidence of ischaemic heart disease, atrial fibrillation and heart failure in 
community patients with chronic obstructive pulmonary disease 
Groenewegen A, et al. BMJ Open Respiratory Research 2022;9: e001307.  
Objective: To estimate the incidence of ischaemic heart disease, atrial fibrillation and heart failure in 
community patients with or without chronic obstructive pulmonary disease (COPD).  
 
 

Single-inhaler triple therapy fluticasone furoate/umeclidinium/vilanterol versus dual therapy in current 
and former smokers with COPD: IMPACT trial post hoc analysis 
Bardsley S, et al. Respiratory Medicine, 2022, 205, 107040.  
Background: Smoking is the major risk factor for chronic obstructive pulmonary disease (COPD). In IMPACT, 
single-inhaler fluticasone furoate/umeclidinium/vilanterol (FF/UMEC/VI) triple therapy significantly 
reduced moderate/severe exacerbation rates and improved lung function and health status versus FF/VI or 
UMEC/VI in COPD patients. This post hoc analysis investigated trial outcomes by smoking status.  
 
 

Uncovering undernutrition in chronic obstructive pulmonary disease: Beyond body mass index 
Stephenson H, et al. Respiratory Medicine, 2022, 205, 107026.  
Background: Undernutrition, a common but treatable complication of chronic obstructive pulmonary 
disease (COPD), contributes to poor outcomes but is under-detected. Improved detection could prompt 
dietary intervention which may improve outcomes. We investigated whether adding a measure of muscle 
mass (fat-free mass index, FFMI) or a malnutrition screening tool (Mini Nutritional Assessment, MNA®) to 
the commonly used measure of body mass index (BMI), helps detect undernutrition in COPD.  
 
 

Cystic fibrosis 
Articles 
Cystic fibrosis treatment: hope for all? 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(12), p.1099.  
Major advances in the diagnosis, management, and treatment of cystic fibrosis over the past 30 years have 
meant that the life expectancy for someone born today is around 50 years compared with 30 years in 
1990, and a recent study presented at the 2022 North American Cystic Fibrosis Conference (NACFC) 
predicts that, by 2040, more than 70% of people with cystic fibrosis in the USA will be adults. Even with the 
huge progress made already, an abundance of exciting research, aiming to further improve outcomes in 
people with cystic fibrosis, was reported at the congress.  
 
 
Effectiveness of positive expiratory pressure on patients over 16 years of age with cystic fibrosis: 
systematic review and meta-analysis. 
Rocamora-Perez P, et al. Therapeutic Advances in Respiratory Disease 2022;:doi: 
10.1177/17534666221089467. 
Introduction: Cystic fibrosis (CF) is an autosomal recessive disease that involves the cells that produce 
mucus and sweat, affecting many organs, especially the lungs. Positive expiratory pressure (PEP) devices 
generate a pressure opposite to that exerted by the airways during expiration, thus improving mucociliary 
clearance. 
Objectives: To evaluate the efficacy of PEP devices as a resource to facilitate the mucus removal and other 
outcomes in people with CF, as well as the possible adverse effects derived from their use. 
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Diagnosis and Monitoring 
Articles 
Correlation of lung function with ultra-low-dose CT-detected lung parenchymal abnormalities: a cohort 
study of 1344 asbestos exposed individuals 
Brims F, et al. BMJ Open Respiratory Research 2022;9: e001366.  
Introduction: Deliberate exposure to medical ionising radiation should be as low as reasonably practicable 
but the reduction of radiation from CT should be balanced against diagnostic image quality. The ability of 
ultra-low-dose CT (uLDCT: similar radiation to chest X-ray) to demonstrate low contrast abnormalities 
(emphysema and interstitial lung abnormality (ILA)) is unclear. The aim of this cross-sectional study was to 
analyse the lung parenchymal findings from uLDCT scans against physiological measures of respiratory 
function.  
  
 

A new approach for the detection of obesity-related airway obstruction in lung-healthy individuals 
Jörres RA, et al. Respiratory Medicine, 2022, 205, 107025.  
Background: Subjects with obesity show an increased prevalence of airway obstruction but it is not clear in 
each case whether this reflects genuine lung disease. Via intentional increase in end-expiratory lung 
volume we studied the detection of obesity-induced airway obstruction in lung-healthy obese subjects.  
 
 

Infections (including COVID-19) 
General 
Articles 
Global morbidity and mortality of lower respiratory infections: A population -based study 
Yang FF, et al. Respiratory Medicine, 2022, 205, 107042.  
Background: This study provides a comprehensive, comparative and updated estimates of temporal 
patterns of lower respiratory infections (LRIs) globally over the past three decades.  
 
 

Lung epithelial and myeloid innate immunity in influenza-associated or COVID-19-associated pulmonary 
aspergillosis: an observational study 
Feys S, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1147-1159.  
Background: Influenza-associated pulmonary aspergillosis (IAPA) and COVID-19-associated pulmonary 
aspergillosis (CAPA) affect about 15% of critically ill patients with influenza or COVID-19, respectively. 
These viral–fungal coinfections are difficult to diagnose and are associated with increased mortality, but 
data on their pathophysiology are scarce. We aimed to explore the role of lung epithelial and myeloid 
innate immunity in patients with IAPA or CAPA.  
 
 

COVID-19 
Articles 
Colchicine and aspirin in community patients with COVID-19 (ACT): an open-label, factorial, randomised, 
controlled trial 
Eikelboom JW, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1160-1168.  
Background: The large number of patients worldwide infected with the SARS-CoV-2 virus has overwhelmed 
health-care systems globally. The Anti-Coronavirus Therapies (ACT) outpatient trial aimed to evaluate anti-
inflammatory therapy with colchicine and antithrombotic therapy with aspirin for prevention of disease 
progression in community patients with COVID-19.  
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Colchicine and the combination of rivaroxaban and aspirin in patients hospitalised with COVID-19 (ACT): an 
open-label, factorial, randomised, controlled trial 
Eikelboom JW, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1169-1177.  
Background: COVID-19 disease is accompanied by a dysregulated immune response and 
hypercoagulability. The Anti-Coronavirus Therapies (ACT) inpatient trial aimed to evaluate anti-
inflammatory therapy with colchicine and antithrombotic therapy with the combination of rivaroxaban and 
aspirin for prevention of disease progression in patients hospitalised with COVID-19.  
 
 
Complement C5a inhibition: a new form of COVID-19 treatment for mechanically ventilated patients? 
Kalil AC, Proschan M. Lancet Respiratory Medicine, 2022, 10(12), pp.1103-1104.  
The relentless course of COVID-19 is a constant reminder of the fact that rigorous science remains the 
most relevant tool to defeat this disease and to improve patient care and public health.  
 
 
COVID-19: ACT trials for colchicine and antithrombotic therapies 
Barco S, Schreiber K. Lancet Respiratory Medicine, 2022, 10(12), pp.1106-1108.  
The COVID-19 pandemic destabilised health-care systems and led to millions of excess deaths worldwide. 1 
Disproportionate inflammatory response and thromboembolic events denoted the clinical spectrum of 
patients with severe disease phenotypes and poor outcomes. In early 2020, when SARS-CoV-2 vaccines and 
antivirals such as nirmatrelvir–ritonavir were not yet available, approved immunomodulatory, 
immunosuppressive, and antithrombotic agents seemed inexpensive and safe options to treat patients in 
the community and hospital settings. For physicians to be informed on optimal clinical management, 
unprecedented efforts permitted the swift initiation of large multinational studies, such as the Anti-
Coronavirus Therapies (ACT) trials.  
 
 
COVID-19-related acute respiratory distress syndrome: lessons learned during the pandemic 
Schultz MJ, Van Meenen DM, Bos LD. Lancet Respiratory Medicine, 2022, 10(12), pp.1108-1110.  
In 2020 and 2021, SARS-CoV-2 put enormous pressure on our health-care systems. Countless patients with 
COVID-19 were admitted to hospitals for oxygen support, or to intensive care units (ICUs) when respiratory 
failure required a more intensive treatment. This hectic situation did not stop the ICU community from 
providing excellent care, even though most clinicians working in the early stages of the pandemic struggled 
with many uncertainties, including how best to provide respiratory support. Meanwhile, the critical care 
community was able to design and conduct a large volume of clinical studies, perhaps as much as we had 
seen in the two preceding decades combined. Now that the dust has started to settle, and as we look 
ahead to further surges of COVID-19 and to the potential emergence of new pandemics, it is worth 
considering what lessons we have learnt.  
 
 
Dipeptidyl peptidase-1 inhibition in patients hospitalised with COVID-19: a multicentre, double-blind, 
randomised, parallel-group, placebo-controlled trial 
Keir HR, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1119-1128.  
Background: Neutrophil serine proteases are involved in the pathogenesis of COVID-19 and increased 
serine protease activity has been reported in severe and fatal infection. We investigated whether 
brensocatib, an inhibitor of dipeptidyl peptidase-1 (DPP-1; an enzyme responsible for the activation of 
neutrophil serine proteases), would improve outcomes in patients hospitalised with COVID-19.  
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Effect of a home-based inspiratory muscle training programme on functional capacity in postdischarged 
patients with long COVID: the InsCOVID trial 
Palau P, et al. BMJ Open Respiratory Research 2022;9: e001439.  
Background: Fatigue and exercise intolerance are the most common symptoms in patients with long 
COVID. 
Aims: This study aimed to evaluate whether a home-based inspiratory muscle training (IMT) programme 
improves maximal functional capacity in patients’ long COVID after a previous admission due to SARS-CoV-
2 pneumonia.  
 
 
Lung directed antibody gene transfer confers protection against SARS-CoV-2 infection 
Du Y, et al. Thorax 2022;77: 1229-1236. 
Background: The COVID-19 pandemic continues to be a worldwide threat and effective antiviral drugs and 
vaccines are being developed in a joint global effort. However, some elderly and immune-compromised 
populations are unable to raise an effective immune response against traditional vaccines. 
Aims: We hypothesised that passive immunity engineered by the in vivo expression of anti-SARS-CoV-2 
monoclonal antibodies (mAbs), an approach termed vectored-immunoprophylaxis (VIP), could offer 
sustained protection against COVID-19 in all populations irrespective of their immune status or age.  
 
 
Is neutrophilic inflammation treatable in COVID-19? 
Conrad C, Looney MR. Lancet Respiratory Medicine, 2022, 10(12), pp.1100-1101.  
As the world is entering the third year of the COVID-19 pandemic, the discovery of effective treatments 
continues to be a global health priority. Despite vaccination success, promising antiviral drugs, and benefits 
of pharmacological immunomodulation for patients who are hospitalised with severe COVID-19, systemic 
hyperinflammation currently cannot be fully controlled and remains a major cause of morbidity and 
mortality.  
 
 
Omicron in pregnancy: time to breathe easier? 
Auger N, Healy-Profitós J. Lancet Respiratory Medicine, 2022, 10(12), pp.1101-1102.  
COVID-19 has been concerning for pregnant women since the beginning of the pandemic, owing to the risk 
of severe maternal morbidity and the need for critical care in a population that is normally healthy. 1 
However, the emergence of the omicron (B.1.1.529) variant might have marked a turning point for 
pregnant patients. Omicron is associated with less severe disease in many individuals, and possibly 
pregnant women as well.  
 
 
Pregnancy outcomes after SARS-CoV-2 infection in periods dominated by delta and omicron variants in 
Scotland: a population-based cohort study 
Stock SJ, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1129-1136.  
Background: Evidence suggests that the SARS-CoV-2 omicron (B.1·1.529) is associated with lower risks of 
adverse outcomes than the delta (B.1.617.2) variant among the general population. However, little is 
known about outcomes after omicron infection in pregnancy. We aimed to assess and compare short-term 
pregnancy outcomes after SARS-CoV-2 delta and omicron infection in pregnancy.  
 
 
Practice Changing Update from UpToDate 
Booster doses with the bivalent COVID-19 mRNA vaccines (September 2022, Modified December 2022) 

• For individuals who have received a primary COVID-19 vaccine series, we recommend a booster dose 
with a bivalent mRNA vaccine when eligible (Grade 1B). For individuals ≥5 years old who have received 
a primary COVID-19 vaccine series as well as booster doses with a monovalent vaccine, we suggest a 
booster dose with a bivalent mRNA vaccine (Grade 2C). 
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Booster doses of COVID-19 vaccines are a strategy to improve effectiveness in the setting of waning 
immunity and immune evasion from circulating SARS-CoV-2 variants. The US Food and Drug Administration 
authorized two bivalent mRNA booster vaccines that target the spike proteins of both the original SARS-
CoV-2 strain and the Omicron B.4/B.5 variants (figure 1 and figure 2) 1,2. The Centers for Disease Control 
and Prevention (CDC) now recommends that all individuals ≥5 years old who have completed a primary 
COVID-19 vaccine series (including those who already received booster doses with monovalent vaccines) 
receive a single booster dose with one of the bivalent vaccines at least two months after the last vaccine 
dose; bivalent booster recommendations for children younger than five years old depend on the primary 
series vaccine received (table 1) 3. Our approach is consistent with CDC recommendations. Although 
clinical data evaluating bivalent vaccines are limited, their use is supported by indirect evidence from trials 
and observational studies in which monovalent booster doses improved vaccine efficacy against infection 
and severe disease and by studies that indicate at least comparable immunogenicity with bivalent versus 
monovalent formulations. 
 
What’s New in Critical Care from UpToDate 
Prevalence of long COVID (December 2022) 
The true prevalence of long COVID-19 is unknown due to varying definitions and methods of analysis. 
However, a meta-analysis of 54 studies estimated that 6.2 percent of individuals who had symptomatic 
COVID-19 infection between March 2020 and January 2022 experienced at least one long COVID symptom 
12. These data shed light on the true prevalence of long COVID-19. Whether this rate is also reflective of 
infection with the omicron variant requires additional study. 
 
 

Influenza 
Articles 
Websites 
Referring influenza samples to UKHSA respiratory virus unit. 
UK Health Security Agency (UKHSA); 2022. 
How to refer flu samples to UKHSA's respiratory virus unit for diagnosis, subtyping, antiviral resistance 
testing and surveillance. 
 
 

Interstitial lung diseases (pulmonary fibrosis) 
Articles 
Decedents with interstitial lung diseases and the likelihood of death certificate documentation 
Imperio M, et al. Respiratory Medicine, 2022, 205, 107060.  
The term interstitial lung disease (ILD) encompasses several different conditions associated with 
inflammation and/or fibrosis of the pulmonary interstitium 1. ILDs are associated with significant morbidity 
and mortality 2. Population-based research evaluating the epidemiology of ILDs is crucial to guide public 
health policies and reduce the burden of these diseases. Mortality data obtained from death certificates 
(DC) are an important source of population-based information 3, 4. Although it is expected that DC 
underestimate actual mortality, there are limited data related to the level of underestimation or factors 
associated with lack of documentation of ILD on DC. The objective of this study was to assess the extent of 
ILD documentation on DC stratified by subtype of ILD. We also examined determinants of reporting of ILD 
on DC. In addition, we examined the immediate cause of death (COD) documented in ILD decedents with a 
respiratory-related COD.  
 
Medical treatments for idiopathic pulmonary fibrosis: a systematic review and network meta-analysis 
Pitre T, et al. Thorax 2022;77: 1243-1250. 
Background: Idiopathic pulmonary fibrosis (IPF) is a respiratory disorder with a poor prognosis. Our 
objective is to assess the comparative effectiveness of 22 approved or studied IPF drug treatments.  
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Relative environmental and social disadvantage in patients with idiopathic pulmonary fibrosis 
Avitzur N, et al. Thorax 2022;77: 1237-1242. 
Background: Air pollution exposure is associated with disease severity, progression and mortality in 
patients with idiopathic pulmonary fibrosis (IPF). Combined impacts of environmental and socioeconomic 
factors on outcomes in patients with IPF are unknown. The objectives of this study were to characterise 
the relationships between relative environmental and social disadvantage with clinical outcomes in 
patients with IPF.  
 
 

Mesothelioma 
Articles 
Fully automated volumetric measurement of malignant pleural mesothelioma by deep learning AI: 
validation and comparison with modified RECIST response criteria 
Kidd AC, et al. Thorax 2022;77: 1251-1259. 
Background: In malignant pleural mesothelioma (MPM), complex tumour morphology results in 
inconsistent radiological response assessment. Promising volumetric methods require automation to be 
practical. We developed a fully automated Convolutional Neural Network (CNN) for this purpose, 
performed blinded validation and compared CNN and human response classification and survival 
prediction in patients treated with chemotherapy.  
 
 
Incidence, treatment and survival of malignant pleural and peritoneal mesothelioma: a population-based 
study 
Van Kooten JP, et al. Thorax 2022;77: 1260-1267. 
Introduction: Malignant mesothelioma (MM) is an aggressive cancer that primarily arises from the pleura 
(MPM) or peritoneum (MPeM), mostly due to asbestos exposure. This study reviewed the Dutch 
population-based incidence, treatment and survival since the national ban on asbestos in 1993.  
 
 

Obstructive sleep apnoea 

Articles 
Opioid use and sleep apnoea 
Burki T. Lancet Respiratory Medicine, 2022, 10(12), p.1118.  
Opioid prescriptions in the USA have fallen over the past decade or so. But the numbers are still enormous. 
In 2020, US pharmacies filled more than 140 million prescriptions for opioids, enough to medicate 43% of 
the population. Some 10 million Americans are thought to misuse opioids, a category of drug that includes 
heroin, methadone, and morphine.  
 
 

Pleural effusion 
Articles 
Nontuberculous mycobacteria infections of the pleura: A systematic review 
Bachar K, Shulimzon T, Segel MJ. Respiratory Medicine, 2022, 205, 107036.  
Background: Nontuberculous mycobacterial (NTM) pleuritis is an uncommon manifestation of NTM 
infection. Case reports and small case series have shown a variable clinical course and high mortality rates. 
Objective: To describe patients' characteristics, clinical presentation and outcomes of NTM pleural 
infections.  
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Pneumonia 
Articles 
Impact of social deprivation on clinical outcomes of adults hospitalised with community-acquired 
pneumonia in England: a retrospective cohort study 
Lawrence H, McKeever TM, Lim WS. BMJ Open Respiratory Research 2022;9: e001318.  
Introduction: Socioeconomic deprivation has been associated with an increased incidence of infection and 
poorer clinical outcomes during influenza pandemics and the COVID-19 pandemic. The aim of this study 
was to determine the relationship between deprivation and adverse clinical outcomes following hospital 
admission with community-acquired pneumonia (CAP), specifically 30-day all-cause mortality and non-
elective hospital readmission.  
 
 
Multicentre evaluation of two multiplex PCR platforms for the rapid microbiological investigation of 
nosocomial pneumonia in UK ICUs: the INHALE WP1 study 
Enne VI, et al. Thorax 2022;77: 1220-1228. 
Background: Culture-based microbiological investigation of hospital-acquired or ventilator-associated 
pneumonia (HAP or VAP) is insensitive, with aetiological agents often unidentified. This can lead to excess 
antimicrobial treatment of patients with susceptible pathogens, while those with resistant bacteria are 
treated inadequately for prolonged periods. Using PCR to seek pathogens and their resistance genes 
directly from clinical samples may improve therapy and stewardship.  
 
 

Pulmonary hypertension 
Articles 
Standards for assessing and reporting adverse events 
Kawakami T, et al. Lancet Respiratory Medicine, 2022, 10(12), ee.110-111.  
We thank Hossein-Ardeschir Ghofrani and Nick Kim 1 for their positive remarks on the Multicentre 
Randomised controlled trial based on Balloon Pulmonary Angioplasty (MR BPA) study. 2 We agree that our 
results and those of the RACE trial 3 point to a combined role for medical therapy and BPA in patients with 
inoperable chronic thromboembolic pulmonary hypertension (CTEPH). However, in interpreting the 
findings of the two trials, Ghofrani and Kim 1 noted that the definitions of adverse and serious adverse 
events were markedly different in RACE 3 and MR BPA; 2 we therefore believe that an explanation of the 
definitions used in our study—and the standards used in Japan and globally—would be useful.  
 
 

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

Articles 
Anti-C5a antibody (vilobelimab) therapy for critically ill, invasively mechanically ventilated patients with 
COVID-19 (PANAMO): a multicentre, double-blind, randomised, placebo-controlled, phase 3 trial 
Vlaar APJ, et al. Lancet Respiratory Medicine, 2022, 10(12), pp.1137-1146.  
Background: Vilobelimab, an anti-C5a monoclonal antibody, was shown to be safe in a phase 2 trial of 
invasively mechanically ventilated patients with COVID-19. Here, we aimed to determine whether 
vilobelimab in addition to standard of care improves survival outcomes in this patient population.  
 
 

Exercise oxygen desaturation is a predictor of cardiopulmonary complications after lung resection 
Fukui M, et al. BMJ Open Respiratory Research 2022;9: e001397.  
Background: To investigate whether oxygen desaturation during low technology tests was associated with 
complications after lung resection.  
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Pre-existing pulmonary fibrosis is associated with adverse outcomes after lung resection 
Garner M, et al. Respiratory Medicine, 2022, 205, 107037.  
Introduction: Pulmonary fibrosis is a risk factor for the development of lung cancer. However, the low 
incidence of the pathology means that it is not well represented in thoracic surgery risk scoring systems. 
We aimed to assess whether short and long-term outcomes after lung resection for primary lung cancer 
were worse in patients with pre-existing pulmonary fibrosis.  
 
 
What’s New in Critical Care from UpToDate 
Aggressive early mobilization not of benefit in ventilated patients (December 2022) 
Early mobilization within the first 72 hours in stable mechanically-ventilated patients is one strategy to 
decrease muscle weakness associated with post-intensive care unit syndrome and is supported by the 
American Thoracic Society, American College of Chest Physicians, and Society of Critical Care Medicine. In a 
recent, multicenter randomized trial of 750 ventilated patients, aggressive early mobilization (increased 
duration of sedation minimization and daily physiotherapy) did not impact the number of days alive 
outside of the hospital or three-month mortality when compared with conventional early mobilization 
strategies 14. Moreover, it was associated with an increased rate of adverse events, mostly arrhythmia, 
oxygen desaturation, and altered blood pressure. These findings support current protocols rather than 
aggressive mobilization. 

 
Haloperidol does not decrease mortality in mechanically ventilated patients with delirium (December 
2022) 
Haloperidol is frequently used to treat delirium in critically ill adults. A recent randomized trial of 1000 
mechanically ventilated patients found that treatment of delirium with haloperidol did not alter the 
number of days alive outside the hospital at 90 days compared with placebo 11. Limitations of the trial 
include a lack of data on other sedatives used and possible poor enrollment of patients with hypoactive 
delirium. These findings support prior studies that suggest that haloperidol can be safely used to treat 
delirium in ventilated patients but confers no mortality benefit. 
 
No difference between pressure support and T-piece breathing trials in ventilated patients (December 
2022) 
In mechanically ventilated patients, spontaneous breathing trials (SBTs) are typically done to determine 
readiness for extubation, but the optimal method for performing SBTs is uncertain (ie, pressure support 
ventilation PSV- or T-piece SBTs). A recent multicenter trial of over 960 patients at high risk of extubation 
failure reported no difference in the number of ventilator-free days or rate of successful extubation or 
reintubation when PSV-SBT was compared with T-piece SBT 15. However, most patients received 
prophylactic noninvasive ventilatory support immediately following extubation which may have minimized 
the difference between the groups. We continue to suggest PSV-SBT rather than T-piece SBT in patients at 
high risk of extubation failure, although the latter may be acceptable in select patients. 
 
Reduced ventilatory response to hypercapnia by opioid alternatives (December 2022) 
Opioids are known to decrease the ventilatory response to hypercapnia. Whether other drugs commonly 
used in place of opioids can cause similar effects was studied in 19 healthy volunteers using carbon dioxide 
rebreathing technology 13. Individuals were treated with oral quetiapine (100 mg to 400 mg twice daily), 
paroxetine (40 mg daily), or either drug combined with oxycodone (10 mg daily) and compared with 
oxycodone alone or placebo. Paroxetine alone and paroxetine combined with oxycodone decreased the 
ventilatory response to hypercapnia while quetiapine alone or combined with oxycodone did not cause 
such an effect. This study highlights potential harm associated with opioid alternatives but further study is 
needed to determine if this effect is clinically relevant and persistent in the long term. 
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Respiratory rehabilitation 
Articles 
Service user perspectives on engagement in an occupational therapy-led pulmonary rehabilitation 
programme: A qualitative interview study. 
Bradley G, Rooney L, Whitehead PJ. British Journal of Occupational Therapy 2022;85(12):984-992. 
Introduction: Pulmonary rehabilitation (PR) is an intervention for people with chronic respiratory 
conditions. There are questions about which components are important to its success, including the nature 
of occupational therapy involvement. The aim of this research was to explore the experiences of people 
who had attended an occupational therapy-led PR programme in the United Kingdom to determine the 
most important components. 
 
 

Sarcoidosis 
Articles 
Analysis of lymphocyte profile in lymph nodes, bronchoalveolar lavage fluid and peripheral blood in 
patients with stage II sarcoidosis 
Mi S, et al. Respiratory Medicine, 2022, 205, 107039.  
Objective: To evaluate the lymphocyte profile (LP) in lymph node puncture fluid (LNPF) of mediastinal and 
hilar lymph nodes, bronchoalveolar lavage fluid (BALF), and peripheral blood (PB) involved in stage 2 
sarcoidosis.  
 
 
Predictors of lung transplant waitlist mortality for sarcoidosis 
Gupta R, et al. Respiratory Medicine, 2022, 205, 107008.  
Rationale: Unlike in other chronic lung diseases, criteria for lung transplant referral in sarcoidosis is not 
well-established. Waitlist mortality may offer clues in identifying clinical factors that warrant early referral. 
We aim to identify predictors for transplant waitlist mortality to improve referral criteria for patients with 
sarcoidosis.  
 
 

Spirometry  
Articles 
Changes in interpretation of spirometry by implementing the GLI 2012 reference equations: impact on 
patients tested in a hospital-based PFT lab in a large metropolitan city 
Kitazawa H, et al. BMJ Open Respiratory Research 2022;9: e001389.  
Background: The Global Lung Function Initiative (GLI-2012) focused on race/ethnicity as an important 
factor in determining reference values. This study evaluated the effects of changing from Canadian 
reference equations developed from an all-Caucasian cohort with European ancestry to the GLI-2012 on 
the interpretation of spirometry in a multiethnic population and aimed to identify the ethnic groups 
affected by discrepant interpretations.  
 
 
Deep learning using multilayer perception improves the diagnostic acumen of spirometry: a single-centre 
Canadian study 
Mac A, et al. BMJ Open Respiratory Research 2022;9: e001396.  
Rationale: Spirometry and plethysmography are the gold standard pulmonary function tests (PFT) for 
diagnosis and management of lung disease. Due to the inaccessibility of plethysmography, spirometry is 
often used alone but this leads to missed or misdiagnoses as spirometry cannot identify restrictive disease 
without plethysmography. We aimed to develop a deep learning model to improve interpretation of 
spirometry alone.  
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Tuberculosis 
Articles 
Effect modification of greenness on PM2.5 associated all-cause mortality in a multidrug-resistant 
tuberculosis cohort 
Ge E, et al. Thorax 2022;77: 1202-1209. 
Rationale: Evidence for the association between fine particulate matter (PM2.5) and mortality among 
patients with tuberculosis (TB) is limited. Whether greenness protects air pollution-related mortality 
among patients with multidrug-resistant tuberculosis (MDR-TB) is completely unknown.  
 
 
High-dose rifamycins in the treatment of TB: a systematic review and meta-analysis 
Arbiv OA, et al. Thorax 2022;77: 1210-1218. 
Background: There is growing interest in using high-dose rifamycin (HDR) regimens in TB treatment, but 
the safety and efficacy of HDR regimens remain uncertain. We performed a systematic review and meta-
analysis comparing HDR to standard-dose rifamycin (SDR) regimens.  
 
 
Performance of QuantiFERON-TB Gold Plus assays in children and adolescents at risk of tuberculosis: a 
cross-sectional multicentre study 
Soler-Garcia A, et al. Thorax 2022;77: 1193-1201. 
Introduction: The QuantiFERON-TB Gold Plus (QFT-Plus) assay, which features two antigen-stimulated 
tubes (TB1 and TB2) instead of a single tube used in previous-generation interferon-gamma release assays 
(IGRAs), was launched in 2016. Despite this, data regarding the assay’s performance in the paediatric 
setting remain scarce. This study aimed to determine the performance of QFT-Plus in a large cohort of 
children and adolescents at risk of tuberculosis (TB) in a low-burden setting.  
 
 
Tuberculosis control: getting back on track in the era of COVID-19 
Burki T. Lancet Respiratory Medicine, 2022, 10(12), e.112.  
A new report by WHO has laid bare the worrying extent to which the COVID-19 pandemic has disrupted 
efforts to combat tuberculosis. At the centre of the 2022 Global Tuberculosis Report are the statistics on 
case notifications. In 2019, the year before the COVID-19 pandemic was declared, 7·1 million new cases of 
tuberculosis were reported worldwide. In 2020, this number dropped to 5·8 million, before recovering 
somewhat to 6·4 million in 2021. WHO is confident that the reduced number of reported cases of 
tuberculosis does not represent a genuine drop in the disease burden. The most likely explanation is, 
instead, that the first 2 years of the pandemic saw dramatically reduced access to health care and 
diagnostic services.  
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