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General 
 

Articles 
Coughs and sneezes spread diseases: but do ‘aerosol generating’ procedures? 
Arnold DT, Hamilton FW, Moran E. Thorax 2022;77: 216-217. 
The COVID-19 pandemic has led to the widespread use of continuous positive airway pressure (CPAP) and 
high flow nasal oxygen systems (HFNO) for respiratory support, with the former recently shown to reduce 
the requirement for intubation and mechanical ventilation, easing pressure on intensive care and 
improving outcomes.  
 
 
Eat or heat: fuel poverty and childhood respiratory health 
Barrett C, et al. Lancet Respiratory Medicine, 2022, 10(3), p.229.  
When people cannot afford to adequately heat their home, they are experiencing fuel poverty. The drivers 
of fuel poverty are socioeconomic: low household income, high fuel prices, and energy-inefficient homes. 
Fuel poverty hits households with children hardest, unsurprisingly, as this demographic is especially 
susceptible to socioeconomic difficulty. In 2019, 3·2 million households (13·4%) in England were fuel-poor; 
40·3% of these included children. Lone-parent families have the highest rates (28% in 2019). When living 
costs are not met by income or benefits, the choice between necessities (“eat or heat”) is stark. 
Adequately sized accommodation, with sufficient bedrooms, is expensive and in high demand. It is a 
vicious cycle: the cheapest accommodation is poor quality and energy-inefficient, so families struggling the 
most get the least value for money on energy.  
 
 
Future pandemics: failing to prepare means preparing to fail 
The Lancet Respiratory Medicine. Lancet Respiratory Medicine, 2022, 10(3), pp.221-222.  
Governments of high-income countries with high SARS-CoV-2 vaccination rates have been encouraged by 
evidence of decreasing COVID-19-associated morbidity and mortality, and can begin to think about the 
change from pandemic to endemic and the prevention of future pandemics. Meanwhile, some low-income 
and middle-income countries (LMICs) are still grappling with high numbers of COVID-19 cases, 
hospitalisations, and deaths, and low vaccination rates. A similar pattern has been seen with previous 
pandemics, including HIV/AIDS, tuberculosis, and malaria. Although these diseases kill millions of people 
globally every year, they are often referred to as endemic. As stated by Prof Ali Zumla in a recent 
Perspectives article, “The pandemic exposes weaknesses of current leadership of global public health 
systems, inequities of resource allocation to Africa, and broken promises by wealthier nations for vaccine 
equity and resource allocation. This status quo is unacceptable.” Rather than allowing a splintering of 
attention and resources across the COVID-19 pandemic, other current pandemics, and future threats, we 
should move towards an integrated, multipronged approach that targets these threats collectively. We 
must learn from the way in which different countries responded to the COVID-19 pandemic and build on 
successful approaches to ensure equitable pandemic preparedness in the future. Tackling a pandemic 
requires a global response. Individual countries need to prepare, but success will be hindered if some 
countries are left without the capacity to respond to a new threat.  
 
 
Implementation of prognostic machine learning algorithms in paediatric chronic respiratory conditions: a 
scoping review 
Filipow N, et al. BMJ Open Respiratory Research 2022;9: e001165.  
Machine learning (ML) holds great potential for predicting clinical outcomes in heterogeneous chronic 
respiratory diseases (CRD) affecting children, where timely individualised treatments offer opportunities 
for health optimisation. This paper identifies rate-limiting steps in ML prediction model development that 
impair clinical translation and discusses regulatory, clinical and ethical considerations for ML 
implementation. A scoping review of ML prediction models in paediatric CRDs was undertaken using the 

https://thorax.bmj.com/content/77/3/216
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021005841
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S221326002200056X
https://bmjopenrespres.bmj.com/content/9/1/e001165
https://bmjopenrespres.bmj.com/content/9/1/e001165
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PRISMA extension scoping review guidelines. From 1209 results, 25 articles published between 2013 and 
2021 were evaluated for features of a good clinical prediction model using the Transparent Reporting of a 
multivariable prediction model for Individual Prognosis Or Diagnosis (TRIPOD) guidelines. Most of the 
studies were in asthma (80%), with few in cystic fibrosis (12%), bronchiolitis (4%) and childhood wheeze 
(4%). There were inconsistencies in model reporting and studies were limited by a lack of validation, and 
absence of equations or code for replication. Clinician involvement during ML model development is 
essential and diversity, equity and inclusion should be assessed at each step of the ML pipeline to ensure 
algorithms do not promote or amplify health disparities among marginalised groups. As ML prediction 
studies become more frequent, it is important that models are rigorously developed using published 
guidelines and take account of regulatory frameworks which depend on model complexity, patient safety, 
accountability and liability.  
 
 
Prevalence of monogenic disease in paediatric patients with a predominant respiratory phenotype. 
Dai D, et al. Archives of Disease in Childhood 2022;107(2):141-147. 
Objective: This study aimed to investigate the prevalence and clinical characteristics of monogenic disease 
in paediatric patients with a predominant respiratory phenotype. 
 
 

Respiratory health and critical care concerns in Afghanistan 
Shah J, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.229-231.  
Afghanistan is currently battling its worst humanitarian crisis after the Taliban takeover on Aug 15, 2021, 
compounded by several public health challenges, including the COVID-19 pandemic which, as of Dec 10, 
2021, has been associated with 7321 deaths. With the freezing of foreign financial reserves and suspension 
of support from overseas organisations, the national health system is now on the verge of collapse. 
Political instability led to suspension of financial support from Da Afghanistan Bank, the International 
Monetary Fund, and the World Bank, contributing to an acute shortage of medical equipment in the 
context of divided donorship. However, timely intervention from the United Nations Development 
Programme and the Global Fund now supports health-care workers' remunerations and helps resource 
health supplies. However, the Taliban has yet to announce a plan for sustaining Afghanistan's health-care 
system, and hence the future of health care hangs in the balance.  
 
 
The ongoing battle to address respiratory health in people experiencing homelessness 
Burki TK. Lancet Respiratory Medicine, 2022, 10(3), pp.233-236.  
Spurred into action by the COVID-19 pandemic, the British government tried something completely new. It 
made a serious effort to tackle homelessness. Local authorities in England were instructed to get people 
experiencing homelessness off the streets, out of communal shelters and into safe, single-room 
accommodation. Hotel rooms, bed and breakfasts, and student halls were booked en masse. Landlords 
were prevented from evicting tenants and welfare payments were increased.  
 
 

Volcanic eruption in Tonga and effects on respiratory health 
Burki TK. Lancet Respiratory Medicine, 2022, 10(3), ee.31-32.  
When the Hunga Tonga–Hunga Ha'apai volcano erupted on Jan 15, 2022, it triggered a shock wave that 
could be seen from space. A plume of gas and ash reached 30 km into the sky. NASA reckons the eruption 
was hundreds of times more powerful than the atomic bomb attack on Hiroshima, Japan, in 1945. Satellite 
pictures have laid bare the devastation in Tonga, the southern Pacific island state whose capital Nuku'alofa 
is a mere 65 km from Hunga Tonga–Hunga Ha'apai. Trees have been uprooted and buildings destroyed. 
Everything is blanketed in a layer of volcanic ash.  
 
 

http://dx.doi.org/10.1136/archdischild-2021-322058
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S221326002100583X
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000558
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260022000546
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Guidelines 
BTS Clinical Statement on air travel for passengers with respiratory disease. 
Coker R, et al. Thorax 2022;:doi: 10.1136/thoraxjnl-2021-218110 . 
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. 
 
 

Acute respiratory distress syndrome 
Articles 
A syndrome by any other name: playing the long-term outcome CARDS 
Levine AR, Shanholtz C. Thorax 2022;77: 222. 
The classic presentation of the acute respiratory distress syndrome (ARDS) is characterised by 
heterogeneity in demographics, aetiology, lung physiology and outcomes. Early in the pandemic of COVID-
19, there was extensive debate in the medical literature and on social media about how COVID-19 
respiratory disease differed from ‘classic’ ARDS, questioning whether it should be classified and treated as 
ARDS at all. As more data emerged regarding the epidemiology and physiology of COVID-related ARDS 
(CARDS), it has become clear that these syndromes are more alike than different, and there is no reason to 
stray from providing evidence-based management of ARDS.  
 
 
Identification of phenotypes in paediatric patients with acute respiratory distress syndrome: a latent class 
analysis 
Dahmer MK, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.289-297.  
Background: Previous latent class analysis of adults with acute respiratory distress syndrome (ARDS) 
identified two phenotypes, distinguished by the degree of inflammation. We aimed to identify phenotypes 
in children with ARDS in whom developmental differences might be important, using a latent class analysis 
approach similar to that used in adults.  
 
 
Physical, cognitive and mental health outcomes in 1-year survivors of COVID-19-associated ARDS 
Latronico N, et al. Thorax 2022;77: 300-303. 
We report on the outcome of 114 COVID-19-associated acute respiratory distress syndrome (ARDS) 
survivors evaluated at 3, 6 and 12 months after intensive care unit discharge with assessment of physical, 
mental and cognitive impairments. Critical illness polyneuromyopathy was diagnosed in 23 patients (39%). 
Handgrip dynamometry was 70% predicted at 3 months and significantly improved over time, whereas the 
6 min walk test (80% predicted) and severe fatigue (27% of patients) did not. Independence in activities of 
daily living (ADL) was achieved by 98% at 3 months. Cognitive impairment (28% at 3 months) improved 
over time, whereas depression, anxiety and post-traumatic stress disorder symptoms, present in 9%, 10% 
and 4% at 3 months, did not. Normalised health-related quality of life was good. COVID-19-associated 
ARDS leads to persisting impairment in performance-based measures of physical function, while ADL, 
cognitive and mental health status, and health-related quality of life may be less impaired. Trial 
registration number NCT04608994.  
 
 
 
 
 

https://thorax.bmj.com/content/early/2022/02/24/thoraxjnl-2021-218110
https://thorax.bmj.com/content/77/3/222
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021003829
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021003829
https://thorax.bmj.com/content/77/3/300
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Asthma 
Articles 
A systematic review of the effect of physical activity on asthma outcomes. 
Kuder MM, et al. The Journal of Allergy and Clinical Immunology in Practice 2021;9(9):3407-3421. 
Background: Asthma is a chronic respiratory disease that affects millions worldwide. Medication 
management is the current mainstay of treatment; however, there is evidence to suggest additional 
benefit with lifestyle changes, particularly with increased physical activity. 
Objective: To discover and evaluate the effects of physical activity on asthma outcomes. 
 
 
Mental health in patients with asthma: A population-based case-control study 
Ji Z, et al. Respiratory Medicine, 2022, 193, 106758.  
Background: This study's objectives were to compare the prevalence of mental disorders and consumption 
of psychiatric medications in asthmatic subjects with non-asthmatic controls and identify risk factors 
associated with psychiatric conditions.  
 
 
Treatment patterns and frequency of key outcomes in acute severe asthma in children: a Paediatric 
Research in Emergency Departments International Collaborative (PREDICT) multicentre cohort study 
Craig S, et al. BMJ Open Respiratory Research 2022;9: e001137.  
Rationale: Severe acute paediatric asthma may require treatment escalation beyond systemic 
corticosteroids, inhaled bronchodilators and low-flow oxygen. Current large asthma datasets report 
parenteral therapy only. 
Objectives: To identify the use and type of escalation of treatment in children presenting to hospital with 
acute severe asthma.  
 
 
Value of thymic stromal lymphopoietin as a biomarker in children with asthma 
Vrsalović R, et al. Respiratory Medicine, 2022, 193, 106757.  
Background: Thymic stromal lymphopoietin (TSLP), an epithelium-derived pro-inflammatory cytokine, 
activates distinct immune and non-immune cells. It has been shown to be a master regulator of type 2 
immune responses. Limited information is available on TSLP in childhood asthma. The aim of the present 
study was to find out whether there is association between TSLP concentrations and asthma phenotypes 
or disease activity.  
 
 
Guidelines 
British Thoracic Society Clinical Statement on occupational asthma. 
Barber CM, et al. Thorax 2022;:doi: 10.1136/thoraxjnl-2021-218597. 
This British Thoracic Society (BTS) Clinical Statement addresses occupational asthma and includes key 
clinical practice points. In an era in which medical practice is increasingly determined by evidence-based 
guidelines, it must be acknowledged from the outset that there is little or no published evidence for some 
of the areas covered in this statement1 2; thus, much of the advice is based on expert opinion and 
accumulated clinical experience. 
 
 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213219821005109
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000233
https://bmjopenrespres.bmj.com/content/9/1/e001137
https://bmjopenrespres.bmj.com/content/9/1/e001137
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000221
https://thorax.bmj.com/content/early/2022/03/21/thoraxjnl-2021-218597


        
        @ClinicalLibsPHU                                porthosp.nhs.uk/library 
                                     

Bronchial diseases 
Articles 
Association of the dysfunctional placentation endotype of prematurity with bronchopulmonary dysplasia: a 
systematic review, meta-analysis and meta-regression 
Pierro M, et al. Thorax 2022;77: 268-275. 
Background: Antenatal pathological conditions are key in the pathogenesis of bronchopulmonary dysplasia 
(BPD). Pathophysiological pathways or endotypes leading to prematurity and perinatal lung injury can be 
clustered into two groups: infection and dysfunctional placentation, which include hypertensive disorders 
of pregnancy (HDP) and intrauterine growth restriction (IUGR). We conducted a systematic review of 
observational studies exploring the association between the dysfunctional placentation endotype and BPD.  
 
 
Criteria and definitions for the radiological and clinical diagnosis of bronchiectasis in adults for use in 
clinical trials: international consensus recommendations 
Aliberti S, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.298-306.  
Bronchiectasis refers to both a clinical disease and a radiological appearance that has multiple causes and 
can be associated with a range of conditions. Disease heterogeneity and the absence of standardised 
definitions have hampered clinical trials of treatments for bronchiectasis and are important challenges in 
clinical practice. In view of the need for new therapies for non-cystic fibrosis bronchiectasis to reduce the 
disease burden, we established an international taskforce of experts to develop recommendations and 
definitions for clinically significant bronchiectasis in adults to facilitate the standardisation of terminology 
for clinical trials. Systematic reviews were used to inform discussions, and Delphi processes were used to 
achieve expert consensus. We prioritised criteria for the radiological diagnosis of bronchiectasis and 
suggest recommendations on the use and central reading of chest CT scans to confirm the presence of 
bronchiectasis for clinical trials. Furthermore, we developed a set of consensus statements concerning the 
definitions of clinical bronchiectasis and its specific signs and symptoms, as well as definitions for chronic 
bacterial infection and sustained culture conversion. The diagnosis of clinically significant bronchiectasis 
requires both clinical and radiological criteria, and these expert recommendations and proposals should 
help to optimise patient recruitment into clinical trials and allow reliable comparisons of treatment effects 
among different interventions for bronchiectasis. Our consensus proposals should also provide a 
framework for future research to further refine definitions and establish definitive guidance on the 
diagnosis of bronchiectasis.  
 
 
Stenotrophomonas maltophilia in patients with bronchiectasis: An analysis of the US bronchiectasis and 
NTM Research Registry 
Metersky ML, et al. Respiratory Medicine, 2022, 193, 106746.  
Introduction: Little information is available about Stenotrophomonas maltophilia in patients with 
bronchiectasis. We analyzed data from the US Bronchiectasis and NTM Research Registry to determine its 
prevalence and association with patient characteristics and severity of disease.  
 
 

Cancers of the respiratory tract  
Articles 
Dynamic contrast-enhanced CT compared with positron emission tomography CT to characterise solitary 
pulmonary nodules: the SPUtNIk diagnostic accuracy study and economic modelling. 
Gilbert FJ, et al. Health Technology Assessment 2022;26(17):1-180. 
Background: Current pathways recommend positron emission tomography–computerised tomography for 
the characterisation of solitary pulmonary nodules. Dynamic contrast-enhanced computerised tomography 
may be a more cost-effective approach. 

https://thorax.bmj.com/content/77/3/268
https://thorax.bmj.com/content/77/3/268
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021002770
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S2213260021002770
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000117
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000117
https://www.journalslibrary.nihr.ac.uk/hta/WCEI8321#/full-report
https://www.journalslibrary.nihr.ac.uk/hta/WCEI8321#/full-report


        
        @ClinicalLibsPHU                                porthosp.nhs.uk/library 
                                     

Objectives: To determine the diagnostic performances of dynamic contrast-enhanced computerised 
tomography and positron emission tomography–computerised tomography in the NHS for solitary 
pulmonary nodules. Systematic reviews and a health economic evaluation contributed to the decision-
analytic modelling to assess the likely costs and health outcomes resulting from incorporation of dynamic 
contrast-enhanced computerised tomography into management strategies. 
 
 
Importing oncology trials from China: a bridge over troubled waters? 
Singh H, Pazdur R. Lancet Oncology, 2022, 23(3), pp.323-325. 
On Feb 10, 2022, the US Food and Drug Administration's Oncologic Drugs Advisory Committee will convene 
to discuss ORIENT-11, a clinical trial comparing chemotherapy plus sintilimab, an anti-PD-1 monoclonal 
antibody and member of the checkpoint inhibitor class, with chemotherapy alone as an initial treatment 
for metastatic non-small-cell lung cancer (NSCLC). 1 Done exclusively in China, the trial's design, patient 
population, and statistical analysis closely resembles landmark NSCLC trials that established checkpoint 
inhibitors as part of initial treatment regimens several years ago. 2 Rather than an isolated case, this 
application reflects an increasing number of oncology development programmes based solely or 
predominantly on clinical data from China, with at least 25 applications from China in drug development 
phases, planned to be submitted, or currently under review. 
 
 
Lemierre’s syndrome masking metastatic lung adenocarcinoma 
Naran R, Dattani V, Madani Y. Thorax 2022;77: 314-316. 
A 52-year-old woman presented to the emergency department (ED) with a 1-week history of right lower 
chest and upper quadrant pain and sore throat. She also reported a 2-day history of fever, rigours and 
productive cough. Her medical history was significant for chronic obstructive pulmonary disease with a 
significant smoking history of 51 pack-years. Regular medications included tiotropium, seretide/fluticasone 
and ventolin. On initial examination, she was hypotensive (blood pressure 95/60 mm Hg), tachycardic 
(heart rate 104 bpm) and febrile (temperature 38.2°C). There were no stigmata of infective endocarditis on 
inspection of the peripheries. An erythematous, fluctuant, tender swelling measuring 2–3 cm in diameter 
was present in the left submandibular region. Chest auscultation revealed coarse crackles at the right lung 
base. Her abdomen was soft and non-tender. Blood tests showed elevated white cell count (WCC) 
26.5×109 /L and C-reactive protein (CRP) 295 mg/L and an acute kidney injury (creatinine 113 µmol/L). A 
chest X-ray (CXR) (figure 1) demonstrated a right-sided pleural effusion with multiple rounded opacities 
bilaterally. While in ED she was treated with intravenous fluids and initial doses of intravenous broad-
spectrum antibiotics. The patient went on to have a CT scan of the chest, abdomen and pelvis (figure 2), 
given concerns about sepsis with an unclear source, abdominal pain, the cause of which was also uncertain 
and the abnormal CXR.  
 
 

The association between proton pump inhibitor use and systemic anti-tumour therapy on survival 
outcomes in patients with advanced non-small cell lung cancer: A systematic review and meta-analysis. 
Wei N, et al. British Journal of Clinical Pharmacology 2022;:doi.org/10.1111/bcp.15276. 
Aims: Proton pump inhibitors (PPIs) are often prescribed to prevent or treat gastrointestinal disease. 
Whether the combination of systemic anti-tumour therapy and PPIs leads to poor outcomes in patients 
with advanced non-small cell lung cancer (NSCLC) is unclear. This systematic review explored the 
relationship between PPIs and survival outcomes of patients with advanced NSCLC who are receiving 
systemic anti-tumour therapy. 
 
 
 
 
 

https://www.clinicalkey.com/#!/content/journal/1-s2.0-S1470204522000717
https://thorax.bmj.com/content/77/3/314
https://bpspubs.onlinelibrary.wiley.com/doi/10.1111/bcp.15276
https://bpspubs.onlinelibrary.wiley.com/doi/10.1111/bcp.15276
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What’s new in Thoracic Oncology from UpToDate 
Neoadjuvant nivolumab with chemotherapy in resectable NSCLC (March 2022) 
The role of immunotherapy in the neoadjuvant management of resectable non-small cell lung cancer 
(NSCLC) is being evaluated. In preliminary results of Checkmate 816, among over 350 patients with 
resectable NSCLC and no known epidermal growth factor receptor (EGFR) or anaplastic lymphoma kinase 
(ALK) mutation, the addition of nivolumab to neoadjuvant platinum-doublet chemotherapy improved 
pathologic complete response rates (24 versus 2 percent), without impeding the completeness of surgery 
or increasing complications 65. Median event-free survival rates with and without nivolumab were 31 
versus 21 months. A prespecified interim analysis for overall survival resulted in a hazard ratio of 0.57; 
although not statistically significant, results were immature 66. Nivolumab has been approved by the US 
Food and Drug Administration for use in combination with platinum-based chemotherapy for the 
neoadjuvant treatment of patients with resectable NSCLCs that are ≥4 cm or node positive; we suggest its 
use in this setting, provided that tumors do not harbor an activating EGFR or ALK mutation 66. 
 
Survival benefit with ALK inhibitors over chemotherapy in ALK-positive NSCLC (March 2022) 
Advanced non-small cell lung cancers (NSCLC) that harbor activating ALK genetic alterations are sensitive to 
anaplastic lymphoma kinase (ALK) tyrosine kinase inhibitors, which have previously shown progression-free 
survival benefits over chemotherapy. A meta-analysis of six trials in patients with advanced ALK-positive 
NSCLC found that ALK inhibitors also improved overall survival compared with chemotherapy (hazard ratio 
0.84), despite substantial cross-over from chemotherapy to ALK inhibitors after the study period 64. 
Moreover, ALK inhibitors increased health-related quality-of-life measures. These data reinforce our 
approach of using an ALK inhibitor as initial therapy for patients with advanced ALK-positive NSCLC. 
 
 

COPD 
Articles 
Associated factors, assessment, management, and outcomes of patients who present to the emergency 
department for acute exacerbation of chronic obstructive pulmonary disease: A scoping review 
Phillips TM, et al. Respiratory Medicine, 2022, 193, 106747.  
Objective: The purpose of the scoping review was to examine the extant literature for factors contributing 
to presentations of Acute Exacerbation of Chronic Obstructive Pulmonary Disease (AECOPD) to Emergency 
Departments (ED).  
 
 
Does pay-for-performance improve patient outcomes in acute exacerbation of COPD admissions? 
Stone PW, et al. Thorax 2022;77: 239-246. 
Background: The COPD Best Practice Tariff (BPT) is a pay-for-performance scheme in England that 
incentivises review by a respiratory specialist within 24 hours of admission and completion of a list of key 
care components prior to discharge, known as a discharge bundle, for patients admitted with acute 
exacerbation of COPD (AECOPD). We investigated whether the two components of the COPD BPT were 
associated with lower 30-day mortality and readmission in people discharged following AECOPD.  
 
 
Impact of resistance training on FEV1 and functional exercise capacity among COPD patients: a meta-
analysis. 
Hashmi MA, Kazmi SAM, Ali S. Journal of the College of Physicians and Surgeons Pakistan 2022;32(1):68-74. 
Chronic obstructive pulmonary disease (COPD) is the third leading cause of mortality and morbidity across 
the Globe. A meta-analysis was conducted to determine the effectiveness of different modes of resistance 
training on FEV1 and functional exercise capacity among COPD patients. Data bases of Cochrane, PEDro, 
Embase, CINAHL, PubMed and Google Scholar were searched seeking research articles of interest. All those 
studies were included in which effect of resistance training was determined on FEV1 and functional 

https://www.uptodate.com/contents/whats-new-in-oncology?search=What%E2%80%99s%20new%20%E2%80%93%20Oncology&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1#H135145
https://www.uptodate.com/contents/whats-new-in-oncology?search=What%E2%80%99s%20new%20%E2%80%93%20Oncology&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1#H135228
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000129
https://www.clinicalkey.com/#!/content/journal/1-s2.0-S0954611122000129
https://thorax.bmj.com/content/77/3/239
https://jcpsp.pk/article-detail/pimpact-of-resistance-training-on-fev1-and-functional-exercise-capacity-among-copd-patients-a-metaanalysisorp
https://jcpsp.pk/article-detail/pimpact-of-resistance-training-on-fev1-and-functional-exercise-capacity-among-copd-patients-a-metaanalysisorp
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exercise capacity of COPD patients and published in English language. All those studies that predated to 
2011 were excluded from the review. A sample of 180 COPD patients was included in 5 RCTs. Results of the 
study demonstrated that resistance training has a mild pool effect in increasing FEV1 with an effect size of 
(SMD) of 0.160 (95% CI of -0.840 to 0.521) calculated at random effect model, I2 = 62.99% (95% CI of 0.00 
to 89.42); whereas, functional exercise capacity demonstrated large pool effect size 0.886 (95% CI of 0.401 
to 1.371) with I2 = 0.0 (95% CI of 0.00 to 0.00). The study concludes that there is a small to large impact of 
resistance exercises in improving functional exercise capacity and forced expiratory volume. 
 
 
Labelling Alpha-1 antitrypsin deficiency in the medical record – A call to action 
Riley L, Lascano J. Respiratory Medicine, 2022, 193, 106749.  
Alpha-1 antitrypsin deficiency (AATD) is an autosomal codominant genetic cause of chronic obstructive 
pulmonary disease (COPD) with over 100 allelic variants described. The normal allele is termed “M”; 
whereas, the “Z” and “S” alleles are the most common abnormal alleles. The ZZ combination accounts for 
95% of cases with severe disease. We described the characteristics of patients given the label of AATD in 
the medical record. Our analysis found there is significant heterogeneity with regards to labelling subjects 
with AATD in the medical record, and this was true irrespective of the subjects age, gender, PFT 
measurements, tobacco pack years, or if the physician was a pulmonologist. In summary, this study 
highlights the need for continued investigation of the role of other mutations developing disease and 
options for more specific labelling of subjects with non-severe AATD and severe AATD to provide additional 
clarity for the patient and healthcare providers.  
 
 
Predictors of premature discontinuation and prevalence of dropouts from a pulmonary rehabilitation 
program in patients with chronic obstructive pulmonary disease 
Yohannes AM, et al. Respiratory Medicine, 2022, 193, 106742.  
Introduction: To date, very little is known about the risk factors that contribute to premature 
discontinuation (dropout) from pulmonary rehabilitation (PR) in patients with chronic obstructive 
pulmonary disease (COPD). We examined prevalence and predictors of premature discontinuation in 
patients who participated in an eight week PR program.  
 
 
Prevalence and burden of COPD misclassification in the Canadian Longitudinal Study on Aging (CLSA) 
Farooqi MAM, et al. BMJ Open Respiratory Research 2022;9: e001156.  
Introduction: To examine the prevalence of chronic obstructive pulmonary disease (COPD) misclassification 
and the associated burden of symptoms, healthcare utilisation and physical performance status in the 
Canadian general population. This information is presently lacking from large population-based studies 
with high-quality spirometry data that can be generalised to the general population.  
 
 
Six-week behaviour change intervention to reduce sedentary behaviour in people with chronic obstructive 
pulmonary disease: a randomised controlled trial 
Cheng SWM, et al. Thorax 2022;77: 231-238. 
Introduction: This study aimed to determine whether a 6-week behaviour change intervention was more 
effective than a sham intervention for reducing sedentary behaviour (SB) in people with chronic 
obstructive pulmonary disease (COPD).  
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Cystic fibrosis 
Articles 
Efficacy and safety of elexacaftor plus tezacaftor plus ivacaftor versus tezacaftor plus ivacaftor in people 
with cystic fibrosis homozygous for F508del-CFTR: a 24-week, multicentre, randomised, double-blind, 
active-controlled, phase 3b trial 
Sutharsan S, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.267-277.  
Background: Elexacaftor plus tezacaftor plus ivacaftor is a triple-combination cystic fibrosis 
transmembrane conductance regulator (CFTR) modulator regimen shown to be generally safe and 
efficacious in people with cystic fibrosis aged 12 years or older with at least one F508del-CFTR allele. We 
aimed to assess the magnitude and durability of the clinical effects of this triple combination regimen in 
people with cystic fibrosis homozygous for the F508del-CFTR mutation.  
 
 

Exploring the challenges of accessing medication for patients with cystic fibrosis 
Herbert S, et al. Thorax 2022;77: 295-297. 
Reducing treatment burden in cystic fibrosis (CF) is the top research priority for patients and clinicians. 
Difficulty accessing medication is one aspect of treatment burden. We investigated this with an online 
survey available globally for patients with CF and healthcare professionals. Almost three quarters of 
patients with CF in our survey report difficulty getting repeat prescriptions on time, and most community 
pharmacists experience interrupted supplies of CF-specific medications. These barriers affect emotional 
and physical health of people with CF. Two-thirds of people with CF would like to get all their CF 
medication from one place, their CF centre.  
 
 

When is cystic fibrosis not cystic fibrosis? The importance of appropriately classifying patients 
Faro A, et al. Respiratory Medicine, 2022, 193, 106727.  
The COVID-19 pandemic and its impact on people with cystic fibrosis (pwCF) continues to be a concern for 
the CF community. At the start of the pandemic, there was a great deal of apprehension as to how people 
with CF, a chronic, life shortening multisystem disorder that importantly affects the lungs, would fare. We 
are therefore appreciative of efforts to further illuminate clinical outcomes for those infected with SARS-
CoV-2 and read with great interest the study by Hadi and colleagues 1.  
 
 

Diagnosis and Monitoring 
Articles 
Are aerosols generated during lung function testing in patients and healthy volunteers? Results from the 
AERATOR study 
Sheikh S, et al. Thorax 2022;77: 292-294. 
Pulmonary function tests are fundamental to the diagnosis and monitoring of respiratory diseases. There is 
uncertainty around whether potentially infectious aerosols are produced during testing and there are 
limited data on mitigation strategies to reduce risk to staff. Healthy volunteers and patients with lung 
disease underwent standardised spirometry, peak flow and FENO assessments. Aerosol number 
concentration was sampled using an aerodynamic particle sizer and an optical particle sizer. Measured 
aerosol concentrations were compared with breathing, speaking and voluntary coughing. Mitigation 
strategies included a standard viral filter and a full-face mask normally used for exercise testing (to 
mitigate induced coughing). 147 measures were collected from 33 healthy volunteers and 10 patients with 
lung disease. The aerosol number concentration was highest in coughs (1.45–1.61 particles/cm3), followed 
by unfiltered peak flow (0.37–0.76 particles/cm3). Addition of a viral filter to peak flow reduced aerosol 
emission by a factor of 10 without affecting the results. On average, coughs produced 22 times more 
aerosols than standard spirometry (with filter) in patients and 56 times more aerosols in healthy 
volunteers. FENO measurement produced negligible aerosols. Cardiopulmonary exercise test (CPET) masks 
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reduced aerosol emission when breathing, speaking and coughing significantly. Lung function testing 
produces less aerosols than voluntary coughing. CPET masks may be used to reduce aerosol emission from 
induced coughing. Standard viral filters are sufficiently effective to allow guidelines to remove lung 
function testing from the list of aerosol-generating procedures.  
 
 
Can FeNO be a biomarker in the post-COVID-19 patients monitoring? 
Maniscalco M, et al. Respiratory Medicine, 2022, 193, 106745.  
The nature of the inflammatory and fibrotic processes found in patients with post-COVID-19 syndrome 
makes it possible to speculate that in such patients fractional exhaled nitric oxide (FeNO) may be a useful 
biomarker. Consequently, we set out to verify the consistency of this hypothesis. We consecutively 
enrolled 68 post-COVID patients after being hospitalized for persistent clinical manifestations within 2 
months from disease onset and 29 healthy volunteers as control group. None of post-COVID patients had 
bronchial asthma or were being treated with a corticosteroid. Only 19 out of 68 post-COVID-19 patients 
reported a FeNO value > 25 ppb. The mean FeNO value in post-COVID-19 patients was 18.55 ppb (95% CI: 
15.50 to 21.58), while in healthy subjects it was 17.46 ppb (95% CI: 15.75 to 19.17). The mean difference 
was not statistically significant (P = 0.053). However, the mean FeNO value of post-COVID-19 patients was 
higher in men than in women (20.97 ppb; 95% CI: 16.61 to 25.33 vs 14.36 ppb; 95% CI: 11.11 to 17.61) with 
a difference between the two sexes that was statistically significant (P = 0.016). Mean FeNO was 14.89 ppb 
(95% CI: 10.90 to 18.89) in patients who had been treated with systemic corticosteroids because of their 
COVID-19, and 20.80 ppb (95% CI: 16.56 to 25.04) in those who had not taken them, with a difference that 
was statistically significant (P = 0.043). The data generated in this study suggest that measurement of FeNO 
is not useful as a biomarker in post-COVID-19 patient. However, this hypothesis needs solid validation with 
additional specifically designed studies.  
 
 

Periodic breathing during hypoxia altitude simulation test 
Arce SC, Semeniuk GB, De Vito EL. Thorax 2022;77: 317. 
A 79-year-old slender female patient presented at the pulmonary function laboratory to perform a hypoxia 
altitude simulation test (HAST). It was indicated on the basis of her intention to travel by plane and a 
diagnosis of idiopathic pulmonary fibrosis (IPF). She was a former smoker and had a history of arterial 
hypertension. Her only symptoms were mMRC grade 2 dyspnoea and cough.  
 
 

The use of cough peak flow in the assessment of respiratory function in clinical practice- A narrative 
literature review 
Brennan M, et al. Respiratory Medicine, 2022, 193, 106740.  
Cough peak flow (CPF) is a useful clinical measurement to assess neuromuscular activity and effective 
coordination, yet it is rarely used in clinical practice outside of the management of patients with 
neuromuscular disorders. A CPF of above 160 L/min is required for an effective cough and less than 270 
L/min is associated with increased secretion retention and risk of infection. Reduced CPF can be due to a 
number of mechanisms including reduced respiratory muscle strength, lack of co-ordination of glottic 
closure and opening, airway obstruction and, age and activity related changes. CPF has been shown to be 
correlated with other measures of pulmonary function in neuromuscular disorders and in predicting 
extubation failure. Patients with Parkinson's disease have a reduced CPF even at early stages and 
dedicated expiratory muscle strength training (EMST) has been shown to be beneficial. Sequential studies 
in patient with stroke-associated dysphagia reported CPF was correlated with risk of respiratory infection 
and results of formal swallow assessments. Age-related changes in expiratory muscle strength and lung 
physiology contribute to increased risk of aspiration and pneumonia. EMST may have a role in healthy 
adults to improve muscle strength and effective cough, potentially reducing risk of respiratory tract 
infections even in the absence of disease. CPF has potential to be extremely useful in clinical practice in a 
wide spectrum of diseases. In particular, studies in patients with frequent exacerbations of COPD and 
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recurrent pneumonia are currently lacking and would be of benefit to explore the relationship between 
ineffective cough and recurrent infection.  
 
 

Dyspnoea 
Dysfunctional breathing diagnosed by cardiopulmonary exercise testing in ‘long COVID’ patients with 
persistent dyspnoea 
Frésard I, et al. BMJ Open Respiratory Research 2022;9: e001126.  
Background: ‘Long COVID’-associated dyspnoea may persist for months after SARS-CoV-2 infection. Among 
the causes of persistent dyspnoea, dysfunctional breathing (DB), defined as an erratic or inappropriate 
ventilation at rest or exercise, has been observed, but little is known about its occurrence and 
pathophysiology among individuals with ‘long COVID’. We aimed to describe the occurrence and identify 
clinical predictors of DB among patients following SARS-CoV-2 infection.  
 
 

Infections (including COVID-19) 
General 
Articles 
Cough desensitization treatment: A randomized, sham-controlled pilot trial for patients with refractory 
chronic cough 
Slovarp L, et al. Respiratory Medicine, 2022, 193, 106739.  
Background: The purpose of this study was to determine feasibility of treating refractory chronic cough 
(RCC) with progressive doses of capsaicin paired with cough suppression.  
 
 
Delayed antibiotic prescribing to reduce antibiotic use: an urgent care practice change. 
Tonazzi S, Prenovost L, Scheuermann S. BMJ Open Quality 2022;11(1):doi: 10.1136/bmjoq-2021-001513. 
Background: Antibiotic overuse threatens global health, food security and human development through 
the development of antibiotic resistance. Antibiotic resistance is associated with worse clinical outcomes 
and increased healthcare costs. Studies suggest urgent cares exceed the national average for inappropriate 
antibiotic use associated with maintaining patient satisfaction. 
 
 

Haemoptysis with a Danish connection 
Mohamud AO, et al. Thorax 2022;77: 312-313. 
A 49-year-old woman presented to our emergency department with 1 week of productive cough, small 
volume haemoptysis and fevers. Her previous medical history was unremarkable, except for cervical 
polypectomy and daily cannabis smoking. Her chest X-ray revealed right upper zone consolidation. The 
only blood abnormalities were a C-reactive protein (CRP) of 17 and white blood cell count of 20 x 109/L . 
She was diagnosed with a community acquired pneumonia and discharged with a course of amoxicillin. A 
follow up chest X-ray was arranged.  
 
 

Is montelukast monotherapy effective for the management of allergic rhinitis in children?  
Ranasinghe C, Prashar J. Archives of Disease in Childhood 2022;107(2):197-201. 
Scenario: A 4-year-old boy presents at the allergy clinic with severe refractory allergic rhinitis. 
Antihistamine therapy has not satisfactorily improved his symptoms, and he has not tolerated a trial of 
intranasal corticosteroids. You wonder if montelukast monotherapy might be effective in managing his 
symptoms. 
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Lung microbiota predict invasive pulmonary aspergillosis and its outcome in immunocompromised patients 
Hérivaux A, et al. Thorax 2022;77: 283-291. 
Rationale: Recent studies have revealed that the lung microbiota of critically ill patients is altered and 
predicts clinical outcomes. The incidence of invasive fungal infections, namely, invasive pulmonary 
aspergillosis (IPA), in immunocompromised patients is increasing, but the clinical significance of variations 
in lung bacterial communities is unknown. 
Objectives: To define the contribution of the lung microbiota to the development and course of IPA.  
 
 

Risk and impact of chronic cough in obese individuals from the general population 
Landt EM, et al. Thorax 2022;77: 223-230. 
Background: Obese individuals may be at higher risk of chronic cough. We investigated the risk and impact 
of chronic cough in obese individuals from the general population.  
 
 

COVID-19 
Articles 
Convalescent plasma in outpatients with COVID-19 
Focosi D, Casadevall A. Lancet Respiratory Medicine, 2022, 10(3), pp.226-228.  
In The Lancet Respiratory Medicine, Andrea Alemany and colleagues 1 report the results of CONV-ERT, a 
multicentre, double-blind, randomised controlled trial (RCT), administering locally sourced, high-titre 
COVID-19 convalescent plasma or saline to 376 outpatients in Spain. We commend the investigators for 
designing and implementing a rigorous outpatient trial during the difficulties of the pandemic. The study 
was among the few RCTs designed to deliver COVID-19 convalescent plasma to patients with early disease 
who were mostly seronegative, for whom antiviral therapies are most likely to succeed. Nevertheless, 
convalescent plasma was not shown to be efficacious.  
 
 

Do vaccines protect from long COVID? 
Venkatesan P. Lancet Respiratory Medicine, 2022, 10(3), e.30.  
On Jan 6, 2022, the UK Government's Office of National Statistics (ONS) published their latest report on the 
prevalence of long COVID in the UK from a representative survey. As of Dec 6, 2021, around 1·266 million 
people living in the UK had self-reported long COVID (95% CI 1·228–1·304; 2% of the total population), 
defined as symptoms persisting for more than 4 weeks after the first confirmed or suspected COVID-19 
infection. Of these individuals, 892 000 (70%) had confirmed or suspected COVID-19 at least 12 weeks 
previously. Fatigue was the most common symptom reported, followed by loss of smell, shortness of 
breath, and difficulty concentrating.  
 
 

High-titre methylene blue-treated convalescent plasma as an early treatment for outpatients with COVID-
19: a randomised, placebo-controlled trial 
Alemany A, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.278-288.  
Background: Convalescent plasma has been proposed as an early treatment to interrupt the progression of 
early COVID-19 to severe disease, but there is little definitive evidence. We aimed to assess whether early 
treatment with convalescent plasma reduces the risk of hospitalisation and reduces SARS-CoV-2 viral load 
among outpatients with COVID-19.  
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Namilumab or infliximab compared with standard of care in hospitalised patients with COVID-19 
(CATALYST): a randomised, multicentre, multi-arm, multistage, open-label, adaptive, phase 2, proof-of-
concept trial 
Fisher BA, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.255-266.  
Background: Dysregulated inflammation is associated with poor outcomes in COVID-19. We aimed to 
assess the efficacy of namilumab (a granulocyte-macrophage colony stimulating factor inhibitor) and 
infliximab (a tumour necrosis factor inhibitor) in hospitalised patients with COVID-19, to prioritise agents 
for phase 3 trials.  
 
 

SARS-CoV-2 environmental contamination from hospitalised patients with COVID-19 receiving aerosol-
generating procedures 
Winslow RL, et al. Thorax 2022;77: 259-267. 
Background: Continuous positive airways pressure (CPAP) and high-flow nasal oxygen (HFNO) are 
considered ‘aerosol-generating procedures’ in the treatment of COVID-19. 
Objective: To measure air and surface environmental contamination with SARS-CoV-2 virus when CPAP and 
HFNO are used, compared with supplemental oxygen, to investigate the potential risks of viral 
transmission to healthcare workers and patients.  
 
 

Stimulating severe COVID-19: the potential role of GM-CSF antagonism 
Leavis HL, Van de Veerdonk FL, Murthy S. Lancet Respiratory Medicine, 2022, 10(3), pp.223-224.  
Over the past 20 months of the COVID-19 pandemic, a great deal has been crystallised about the ideal 
therapeutic targets for infected patients. For very sick patients who require hospitalisation, we now know 
that targeting the dysregulated host response is of greater value than targeting the virus. Through steroids, 
interleukin(IL)-6 blockade, IL-1 blockade, tyrosine kinase inhibition, or Janus kinase inhibition, we have a 
breadth of clinical trials that show the possible mortality benefits of both broad and focused 
immunomodulation in severely ill patients with COVID-19. As the pandemic continues, there is a need to 
understand whether combinations or different agents that target alternative pathways would continue to 
improve clinical outcomes, or whether there are ways of identifying specific patients with a higher 
likelihood of benefit from specific therapies.  
 
 

Time-dependent bias when analysing COVID-19-associated pulmonary aspergillosis 
De Brabander J, et al. Lancet Respiratory Medicine, 2022, 10(3), ee.25-26.  
We applaud the recent Article in The Lancet Respiratory Medicine by Jean-Pierre Gangneux and colleagues 
regarding the prevalence of fungal infections in critically ill patients with COVID-19. 1 The inclusion of 
consecutive patients in a multicentre study with repeated sampling and comprehensive fungal analyses 
can provide an accurate estimate of the incidence of COVID-19-associated pulmonary aspergillosis (CAPA). 
However, the omission of the factor time and competing risks in studying the relation between CAPA and 
outcome raises serious concerns.  
 
 

Time-dependent bias when analysing COVID-19-associated pulmonary aspergillosis – Authors' reply 
Gangneux JP, et al. Lancet Respiratory Medicine, 2022, 10(3), e.27.  
We thank Justin de Brabander and colleagues for their interest in our findings on COVID-19-associated 
pulmonary aspergillosis (CAPA) reported from the MYCOVID cohort. They raised a very interesting question 
on the factor time and competing risks in studying the relation between CAPA and mortality as exemplified 
by their own cohort.  
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Influenza 
Childhood seizures after prenatal exposure to maternal influenza infection: a population-based cohort 
study from Norway, Australia and Canada. 
Oakley LL, et al. Archives of Disease in Childhood 2022;107(2):153-9. 
Objective: To assess whether clinical and/or laboratory-confirmed diagnosis of maternal influenza during 
pregnancy increases the risk of seizures in early childhood. 
 
 

Interstitial lung diseases (pulmonary fibrosis) 
Articles 
Influence of obesity in interstitial lung disease associated with anti -aminoacyl-tRNA synthetase antibodies 
Yamaguchi K, et al. Respiratory Medicine, 2022, 193, 106741.  
Background: Obesity is a major risk factor for developing various respiratory diseases. Patients with anti -
aminoacyl tRNA synthetase (ARS) antibodies often have interstitial lung disease (ILD). The present study 
was conducted to evaluate the association between obesity and outcomes of anti-ARS antibody-related ILD 
(ARS-ILD).  
 
 
Potential for inhibition of checkpoint kinases 1/2 in pulmonary fibrosis and secondary pulmonary 
hypertension 
Wu WH, et al. Thorax 2022;77: 247-258. 
Background: Idiopathic pulmonary fibrosis (IPF) is a chronic lung disease characterised by exuberant tissue 
remodelling and associated with high unmet medical needs. Outcomes are even worse when IPF results in 
secondary pulmonary hypertension (PH). Importantly, exaggerated resistance to cell death, excessive 
proliferation and enhanced synthetic capacity are key endophenotypes of both fibroblasts and pulmonary 
artery smooth muscle cells, suggesting shared molecular pathways. Under persistent injury, sustained 
activation of the DNA damage response (DDR) is integral to the preservation of cells survival and their 
capacity to proliferate. Checkpoint kinases 1 and 2 (CHK1/2) are key components of the DDR. The objective 
of this study was to assess the role of CHK1/2 in the development and progression of IPF and IPF+PH.  
 
 
Responsiveness and meaningful change thresholds of the Living with Pulmonary Fibrosis (L-PF) 
questionnaire Dyspnoea and Cough scores in patients with progressive fibrosing interstitial lung diseases 
Swigris JJ, et al. BMJ Open Respiratory Research 2022;9: e001167.  
Background: The Living with Pulmonary Fibrosis (L-PF) questionnaire assesses symptoms and quality of life 
in patients with fibrosing interstitial lung diseases (ILDs). Its Dyspnoea and Cough domains, whose items’ 
responses are based on a 24-hour recall, have scores ranging from 0 to 100, with higher scores indicating 
greater symptom severity. We evaluated the ability of these domain scores to detect change and 
estimated their meaningful change thresholds in patients with progressive fibrosing ILDs.  
 
 

Obstructive Sleep Apnoea 
Guidelines 
Pitolisant hydrochloride for treating excessive daytime sleepiness caused by obstructive sleep apnoea. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on pitolisant hydrochloride for treating excessive daytime sleepiness 
caused by obstructive sleep apnoea in adults. 
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Solriamfetol for treating excessive daytime sleepiness caused by obstructive sleep apnoea. 
National Institute for Health and Care Excellence (NICE); 2022. 
Evidence-based recommendations on solriamfetol (Sunosi) for treating excessive daytime sleepiness 
caused by obstructive sleep apnoea in adults. 
 

Pleural effusion 
Diagnostic value and safety of thoracoscopic pleural biopsies in pleural exudative effusions of unknown 
origin, including follow-up 
Deschuyteneer EP, De Keukeleire T. BMJ Open Respiratory Research 2022;9: e001161.  
Introduction: Pleural exudative effusions without diagnosis after initial work up are a frequent problem in 
any respiratory division. Several ways to obtain pleural biopsy exist. Thoracoscopy is one of the most 
frequently used. Differential diagnosis mainly exists out of malignant pleuritis, tuberculosis, nonspecific 
pleuritis and rarely systemic or autoimmune disease. We performed a retrospective data analysis of our 
almost 10-year period experience, the first Belgian data to be published.  
 
 

Pneumonia 
Articles 
Evaluation of the Post-COVID-19 Functional Status (PCFS) Scale in a cohort of patients recovering from 
hypoxemic SARS-CoV-2 pneumonia 
Benkalfate N, et al. BMJ Open Respiratory Research 2022;9: e001136.  
Introduction: COVID-19 sequelae are numerous and multisystemic, and how to evaluate those 
symptomatic patients is a timely issue. Klok et al proposed the Post-COVID-19 Functional Status (PCFS) 
Scale as an easy tool to evaluate limitations related to persistent symptoms. Our aim was to analyse PCFS 
Scale ability to detect functional limitations and its correlation with quality of life in a cohort of patients, 2–
9 months after hospitalisation for COVID-19 hypoxemic pneumonia.  
 
 
Improving mortality outcomes in aspiration pneumonia: training, technology and teamwork. 
Tiwari D, et al. BMJ Open Quality 2022;11(1):doi: 10.1136/bmjoq-2021-001553. 
Introduction: Aspiration is the inhalation of oropharyngeal or gastric content into the respiratory tract.1 
The consequent clinical pattern depends on the patient’s response, the quantity and frequency of 
aspiration, and the presence of pathogens. Two main clinical syndromes ensue. First, aspiration 
pneumonitis from chemical lung injury by sterile acidic gastric content, usually associated with patients 
with a reduced conscious level,2 and aspiration pneumonia from inhalation of colonised oropharyngeal 
material resulting in an inflammatory response to the bacteria. Many healthy individuals aspirate small 
amounts, mainly when asleep, that are cleared by ciliary transport, coughing and other lung defence 
systems.3 Aspiration pneumonitis or pneumonia (AP) usually occurs when those mechanisms are impaired, 
for example, by cerebrovascular disease, or overwhelmed by aspiration at higher volume.1 4 Optimal care 
of patients at risk of AP requires a multidisciplinary team approach5 involving individualised assessments 
and actions by doctors, nurses, speech and language therapists (SALTs), physiotherapists and others. This 
Trust received an alert in 2015 from Care Quality Commission/Dr Foster system indicating that deaths in 
the category involving AP in 2012/2013 and 2014/2015 were higher than expected after standardisation.6 
This prompted a structured retrospective mortality review (SRMR) in 2015, corrective actions, and further 
SRMRs in 2018 and 2020. As a subset of the Trust’s wider mortality review data were collected salient to 
AP. This initiated three plan–do–study–act (PDSA) cycles aimed at improving AP mortality, the processes 
and results of which are the topic of this paper. 
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Lenzilumab in hospitalised patients with COVID-19 pneumonia (LIVE-AIR): a phase 3, randomised, placebo-
controlled trial 
Temesgen Z, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.237-246.  
Background: The pathophysiology of COVID-19 includes immune-mediated hyperinflammation, which 
could potentially lead to respiratory failure and death. Granulocyte-macrophage colony-stimulating factor 
(GM-CSF) is among cytokines that contribute to the inflammatory processes. Lenzilumab, a GM-CSF 
neutralising monoclonal antibody, was investigated in the LIVE-AIR trial to assess its efficacy and safety in 
treating COVID-19 beyond available treatments.  
 

Pulmonary Hypertension  
Articles 
CHK yourself, before you wreck yourself: targeting the DNA damage response in secondary pulmonary 
hypertension 
Bryant A, De Jesus Perez V. Thorax 2022;77: 218-219. 
Despite the debilitating and lethal nature of pulmonary hypertension (PH) secondary to interstitial lung 
disease (group 3 PH),1 research into the treatment of this unique category of vasculopathy remains in a 
relatively nascent stage compared with that of pulmonary arterial hypertension (PAH, group 1). A clue to 
uncovering the underlying pathophysiology of this particular subtype of group 3 PH, however, may be 
found in overlapping interest in the DNA damage response (DDR) shared by both pulmonary fibrosis and 
PH researchers.2 Primarily a pathway dedicated to preventing DNA damage to cellular progeny, the DDR 
functions via a complex network of cell cycle checkpoint signalling and DNA repair mechanisms. In the 
context of malignancy, these non-redundant pathways can be exploited by dependent cancerous cells to 
thwart apoptosis, thus promoting survival and eventual metastasis.  
 
 
Oral treprostinil improves pulmonary vascular compliance in pulmonary arterial hypertension 
Khan A, et al. Respiratory Medicine, 2022, 193, 106744.  
Oral treprostinil has been shown to improve exercise capacity and delay disease progression in patients 
with pulmonary arterial hypertension (PAH), but its effects on hemodynamics are not well-characterized. 
The FREEDOM-EV trial was a Phase III, international, placebo-controlled, double-blind, event-driven study 
in 690 participants with PAH who were taking a single oral PAH therapy. FREEDOM-EV demonstrated a 
significantly reduced risk for clinical worsening with oral treprostinil taken three times daily and did not 
uncover new safety signals in PAH patients. Sixty-one participants in the FREEDOM-EV trial volunteered for 
a hemodynamics sub-study. Pulmonary artery compliance (PAC), a ratio of stroke volume to pulmonary 
pulse pressure, significantly increased from Baseline to Week 24 in the oral treprostinil group compared 
with the placebo group (geometric mean 26.4% active vs. -6.0% placebo; ANCOVA p=0.007). There was a 
significant increase in cardiac output in the oral treprostinil group compared to the placebo group 
(geometric mean 11.3% active vs. -6.4% placebo; ANCOVA p=0.005) and a corresponding significant 
reduction in pulmonary vascular resistance (PVR) (geometric mean -21.5 active vs. -1.8% placebo; ANCOVA 
p=0.02) from Baseline to Week 24. These data suggest that increased compliance contributes to the 
physiological mechanism by which oral treprostinil improves exercise capacity and delays clinical 
worsening for patients with PAH.  
 
 
Placental dysfunction and impaired fetal growth: a relationship with bronchopulmonary dysplasia and 
pulmonary hypertension 
Young K, Sosenko I, Claure N. Thorax 2022;77: 220-221. 
More than five decades ago, Northway et al 1 described the clinical, radiological and pathological features 
of a chronic lung disease in preterm infants characterised by lung emphysema, fibrosis, pulmonary vascular 
remodelling and cardiac hypertrophy.1 At that time, this chronic lung disease of prematurity, which they 
named bronchopulmonary dysplasia (BPD), was thought to occur as a consequence of postnatal events, 
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including severe respiratory distress syndrome, oxygen toxicity and volutrauma.1 Despite improvements in 
neonatal care, postnatal adverse exposures continue to be important factors in BPD pathogenesis. 
Emerging evidence also suggests that pulmonary outcomes after preterm birth are likely determined not 
only by postnatal factors but also by the in utero environment.  
 
 
Potential for inhibition of checkpoint kinases 1/2 in pulmonary fibrosis and secondary pulmonary 
hypertension 
Wu WH, et al. Thorax 2022;77: 247-258. 
Background: Idiopathic pulmonary fibrosis (IPF) is a chronic lung disease characterised by exuberant tissue 
remodelling and associated with high unmet medical needs. Outcomes are even worse when IPF results in 
secondary pulmonary hypertension (PH). Importantly, exaggerated resistance to cell death, excessive 
proliferation and enhanced synthetic capacity are key endophenotypes of both fibroblasts and pulmonary 
artery smooth muscle cells, suggesting shared molecular pathways. Under persistent injury, sustained 
activation of the DNA damage response (DDR) is integral to the preservation of cells survival and their 
capacity to proliferate. Checkpoint kinases 1 and 2 (CHK1/2) are key components of the DDR. The objective 
of this study was to assess the role of CHK1/2 in the development and progression of IPF and IPF+PH.  
 
 
Prevalence of musculoskeletal pain and its impact on quality of life and functional exercise capacity in 
patients with pulmonary arterial hypertension 
Zeren M, et al. Respiratory Medicine, 2022, 193, 106759.  
Background: In pulmonary arterial hypertension (PAH), pathophysiological consequences of the disease 
and the drugs used to treat PAH may adversely affect musculoskeletal system. Aim of the study was to 
evaluate musculoskeletal pain prevalence and its impact on quality of life (QoL) and exercise capacity in 
PAH patients.  
 

 

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

Articles 
Aerosol emission from the respiratory tract: an analysis of aerosol generation from oxygen delivery 
systems 
Hamilton FW, et al. Thorax 2022;77: 276-282. 
Introduction: Continuous positive airway pressure (CPAP) and high-flow nasal oxygen (HFNO) provide 
enhanced oxygen delivery and respiratory support for patients with severe COVID-19. CPAP and HFNO are 
currently designated as aerosol-generating procedures despite limited high-quality experimental data. We 
aimed to characterise aerosol emission from HFNO and CPAP and compare with breathing, speaking and 
coughing.  
 
 

Tuberculosis 
Articles 
Gender-based differences in community-wide screening for pulmonary tuberculosis in Karachi, Pakistan: an 
observational study of 311 732 individuals undergoing screening 
Habib SS, et al. Thorax 2022;77: 298-299. 
We describe gender-based differences in a community-wide TB screening programme in Karachi, Pakistan, 
in which 311 732 individuals were screened in mobile camps using symptom questionnaires and van-
mounted digital chest X-ray, between 1 January 2018 and 31 December 2019. Only 22.4% (69 869) of camp 
attendees were women. Female attendees were less likely to have sputum collected and tested (31.5% 
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(95% CI 30.4% to 32.7%) vs 38.5% (95% CI 37.6% to 39.1%)) or to initiate TB treatment (75.9% (95% CI 
68.1% to 82.6%) vs 82.8% (95% CI 78.9% to 86.2%)), when indicated. Among the participants, the age-
standardised prevalence of active TB was higher among women (prevalence ratio 1.4, 95% CI 1.1 to 1.7). 
These findings underscore the importance of integrating gender into the design and monitoring of TB 
screening programmes to ensure that women and men benefit equally from this important intervention.  
 
 
Why has the incidence of tuberculosis not reduced in London during the COVID-19 pandemic? 
Lewer D, et al. Lancet Respiratory Medicine, 2022, 10(3), pp.231-233.  
The rate of tuberculosis in London, UK, has not reduced during the COVID-19 pandemic. This might be 
surprising given that tuberculosis is airborne, and suggests important lessons about the transmission and 
treatment of the disease. Although tuberculosis has been declining in the UK since 2011, incidence before 
the COVID-19 pandemic remained relatively high in London at 16 cases per 100 000 residents in 2020, 
double the UK average, and as high as 43 per 100 000 among residents of the deprived and ethnically 
diverse borough of Newham in east London. WHO considers a country to have a high incidence of 
tuberculosis if more than 40 people per 100 000 per year are diagnosed with tuberculosis.  
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