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Abstract  

in English, Chinese 

Chronic obstructive pulmonary disease (COPD) is a common respiratory system disease 

that seriously affects the quality of life and has a high mortality rate. Exertional dyspnea is 

the most common symptom in COPD patients with complexed pathogenesis and limited 

therapeutic drug effects. In this paper, we reviewed the relevant mechanisms and 

assessment, in order to improve understanding of the pathogenesis of exertional dyspnea 

in COPD, to emphasize the importance of accurate assessment, and to explore effective 

interventions that can effectively improve the degree of dyspnea and even delay or reverse 

the decline in lung function. 
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Abstract  

in English, Chinese 

Chronic obstructive pulmonary disease (COPD) is a common chronic respiratory disease 

whose pathogenesis mainly involves airway remodelling and alveolar destruction caused 

by inflammation, protease-antiprotease imbalance, oxidative stress, and imbalance 

between apoptosis and compensatory repair of lung tissue structure cells. In recent years, 

the role of the autoimmune response in COPD has attracted widespread attention, but 

there is still some controversy. This article reviewed the role of autoimmunity in COPD from 

different perspectives, starting with the relationship between autoimmunity and the 

pathogenesis of COPD. 
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Abstract 

Background and objective: Bronchiectasis is a frequent incidental finding on chest 

computed tomography (CT), but its relevance in lung cancer screening is not fully 

understood. We investigated the association between bronchiectasis and respiratory 

symptoms, pulmonary function, and emphysema in lung cancer screening participants with 

and without chronic obstructive pulmonary disease (COPD). 

Methods: We included 3260 (ex-)smokers from the Dutch-Belgian lung cancer screening 

trial (NELSON). Bronchiectasis was scored by chest radiologists. The relationship with 

pulmonary function (FEV1%predicted, FEV1/FVC), respiratory complaints (cough, dyspnea, 

wheezing, mucus hypersecretion), and CT-quantified emphysema (15th percentile) was 

examined with independent t-tests and multivariate regression. 

Results: Bronchiectasis was present in 5.4% (n = 175/3260). There was no difference in 

prevalence between subjects with and without COPD (68/1121 [5.9%] vs. 109/2139 [5.1%]; 

p = .368). COPD subjects with bronchiectasis had a lower FEV1%predicted (76.2% vs. 

85.0%; p < .001), lower FEV1/FVC (0.58 vs. 0.62; p < .001), and more emphysema (- 938 HU 

vs. - 930 HU; p = .001) than COPD subjects without bronchiectasis. In COPD subjects, 
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bronchiectasis was independently associated with a lower FEV1%predicted (B = - 7.7; CI [- 

12.3, - 3.3]), lower FEV1/FVC (B = - 2.5; CI [- 4.3, - 0.8]), more cough (OR 2.4; CI [1.3, 4.3]), 

more mucus hypersecretion (OR 1.8; CI [1.0, 3.1]) and more dyspnea (OR 2.3; CI [1.3, 3.9]). 

In those without COPD (n = 2139), bronchiectasis was associated with more cough, mucus 

hypersecretion, and wheezing, but not with deteriorating lung function. 

Conclusion: Bronchiectasis was present in 5.4% of our lung cancer screening participants 

and was associated with more respiratory symptoms and, in those with COPD, with lower 

lung function and more emphysema. 

Clinical relevance statement: In a lung cancer screening population, bronchiectasis has a 

prevalence of 5.4% with a mainly mild severity. This finding is of little clinical relevance 

unless mild COPD is also present. In those subjects, bronchiectasis was associated with a 

lower lung function, more respiratory symptoms, and more emphysema. 

Key points: • Bronchiectasis was found in 5.4% of lung cancer screening participants, 

consisting of (ex-)smokers with and without mild COPD. • In those with mild COPD, 

bronchiectasis was associated with a lower lung function, more respiratory symptoms, and 

more emphysema. • Incidental findings of mild bronchiectasis are not very relevant in a 

lung cancer screening population, unless COPD is also present. 

Keywords: Bronchiectasis; Computed tomography; Lung cancer screening; Pulmonary 

function. 
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Abstract 

Rationale: Follow-up of emphysema patients treated with endobronchial valves is limited 

to 3-12 months after treatment in prior reports. To date, no comparative data exist 

between treatment and controls with a longer follow-up. 

Objective: To assess the durability of the Spiration® Valve System (SVS) in patients with 

severe heterogeneous emphysema over a 24-month period. 

Methods: EMPROVE, a multicenter, randomized controlled trial, presents a rigorous 

comparison between treatment and control groups for up to 24 months. Lung function, 

respiratory symptoms, and quality-of-life (QOL) measures were assessed. 

Results: A significant improvement in forced expiratory volume in 1 second was 

maintained at 24 months in the SVS treatment vs. control group. Similarly, significant 

improvements were maintained in several QOL measures, including St. George's 

Respiratory Questionnaire and the COPD Assessment Test. Patients in the SVS treatment 

group experienced significantly less dyspnea than those in the control group, as indicated 

by the modified Medical Research Council Dyspnea Scale score. Adverse events at 24 

months did not significantly differ between the SVS treatment and control groups. Acute 

COPD exacerbation rates in the SVS treatment and control groups were 13.7% (14/102) 

and 15.6% (7/45), respectively. Pneumothorax rates in the SVS treatment and control 

groups were 1.0% (1/102) and 0.0% (0/45), respectively. 

Conclusions: SVS treatment resulted in statistically significant and clinically meaningful 

durable improvements in lung function, respiratory symptoms, and QOL, as well as a 
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statistically significant reduction in dyspnea, for at least 24 months, while maintaining an 

acceptable safety profile. 

Clinical trial registration: NCT01812447 Primary Source of Funding: This study was 

funded by Olympus Corporation. 
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Purpose of review: Chronic bronchitis is a phenotype of chronic obstructive pulmonary 

disease (COPD), characterized by chronic cough and sputum production, associated with 

an increased rate of COPD exacerbations and hospital admissions, a more rapid decline in 

lung function and reduced life expectancy. Despite optimal medical therapy, chronic 

bronchitis remains difficult to treat. Interventional bronchoscopic procedures offer novel 

therapeutic approaches to this highly symptomatic condition. 

Recent findings: A characteristic feature of chronic bronchitis is the presence of an 

abnormal epithelium with excessive mucus producing cells, parasympathetic overactivity, 

and airway inflammation. Metered cryospray and bronchial rheoplasty are designed to 

target this abnormal epithelium to reduce mucus production and inflammation. Targeted 

lung denervation aims to reduce parasympathetic overactivity, which may drive mucus 

hypersecretion. Here, we review the available evidence to determine the safety and efficacy 

across the bronchoscopic interventions. 

Summary: Interventional bronchoscopy is a rapidly expanding field and its application in 

the treatment of chronic bronchitis has been recognized by the Global initiative for chronic 

Obstructive Lung Disease (GOLD). The outcomes from the latest clinical trials will guide 

future treatment approaches in patients with difficult to treat chronic bronchitis. 

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved. 
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Abstract 

Rationale: Pulmonary hypertension (PH) in COPD confers increased risk of exacerbations 

(ECOPD). Electrocardiogram (ECG) indicators of PH are prognostic both in PH and COPD. In 

the Beta-Blockers for the Prevention of Acute Exacerbations of COPD (BLOCK-COPD) trial, 

metoprolol increased risk of severe ECOPD through unclear mechanisms. 

Objective: We evaluated whether an ECG indicator of PH, P-pulmonale, would be 

associated with ECOPD and whether participants with P-pulmonale randomized to 

metoprolol were at higher risk of ECOPD and worsened respiratory symptoms given the 

potential detrimental effects of beta-blockers in PH. 

Methods: ECGs of 501 participants were analyzed for P-pulmonale (P wave enlargement in 

lead II). Cox proportional hazards models evaluated for associations between P-pulmonale 

and time to ECOPD (all and severe) for all participants and by treatment assignment 
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metoprolol and ECOPD in individuals without P-pulmonale (aHR 1.01, 95% CI: 0.77-1.31). 

Individuals with P-pulmonale assigned to metoprolol experienced worsening symptoms 

(mean increase of 3.95, 95% CI: 1.32-6.58) whereas those assigned to placebo experienced 

a mean improvement in CAT score of -2.45 (95% CI: -0.30- -4.61). 

Conclusions: In individuals with P-pulmonale, metoprolol was associated with increased 

exacerbation risk and worsened symptoms. These findings may explain the findings 

observed in BLOCK-COPD. 

Keywords: Acute exacerbation; COPD; Electrocardiography; Pulmonary hypertension. 
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Abstract 

Rationale: One-quarter of Medicare beneficiaries hospitalized for chronic obstructive 

pulmonary disease die within a year. While overall mortality is higher among chronic 

obstructive pulmonary disease patients of White race, racial and ethnic differences in the 

vulnerable period following hospitalization are unknown. 

Objectives: To determine the association between race and ethnicity and mortality 

following chronic obstructive pulmonary disease hospitalization and to evaluate the extent 

to which differences are explained by clinical, geographic, socioeconomic, and post-acute 

care factors among Medicare beneficiaries in the United States. 

Methods: In this retrospective cohort study of Medicare beneficiaries hospitalized for 

chronic obstructive pulmonary disease exacerbation, we constructed cox regression 

models for 1-year mortality accounting for hospital-level clustering, sequentially adjusting 

for clinical, geographic, neighborhood socioeconomic, and post-acute care characteristics, 

and stratifying by sex and individual socioeconomic status. 

Results: Among 244,624 hospitalizations, Medicare beneficiaries of racial and ethnic 

minority groups had a lower risk of dying within 1-year of hospitalization compared to 

those of White race [Hazard Ratio (95% CI):0.78(0.75,0.80) for Black patients, 0.79(0.76,0.82) 

for Hispanic patients, and 0.82(0.77,0.86) for others]. Differences in visits to physicians, 

attendance of pulmonary rehabilitation, and discharge disposition explained some of the 

mortality gap among dual-eligible but not among non-dual-eligible beneficiaries. 
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Conclusions: Medicare beneficiaries of White race are at greater risk for mortality 

following chronic obstructive pulmonary disease hospitalization compared to beneficiaries 

of minority race and ethnicity groups. Our findings should be interpreted in the context of 

selection of a hospitalized population and potentially incomplete assessment of illness 

severity in administrative data and warrant further investigation. 
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Abstract 

Objective: Glucocorticoid-induced osteoporosis (GIOP) is a common cause of secondary 

osteoporosis. However, glucocorticoid requiring diseases pose a risk themselves for 

fracture. The aim of the present study was to determine the risk of fracture associated with 

variety of glucocorticoid requiring diseases independently from glucocorticoid use and 

other risk factors for osteoporosis. 

Methods: We conducted a retrospective cross-sectional analysis of a nation-wide cohort 

(DeFRACalc79 database). We used multivariable regression analysis adjusting for several 

risk factors for fracture and glucocorticoid intake to estimate the independent role of 

glucocorticoid requiring illnesses on fracture risk. 

Results: We found that patients with rheumatoid arthritis, connective tissue diseases, 

chronic obstructive pulmonary disease (COPD) and neurological diseases were at greater 

risk of vertebral or hip fracture (crude ORs 1.31, 1.20, 1.92 and 2.97 respectively). After 

adjusting for potential confounders COPD and neurological diseases remained significantly 

associated with an increased risk of vertebral or hip fractures (aORs 1.33, 95 % CI 1.18-1.49 

and 2.43, 95 % CI 2.17-2.74). Rheumatoid arthritis, COPD, IBD and neurological diseases 

also significantly increased the risk of non-vertebral, non-hip fractures (aORs 1.23, 1.42, 

1.52 and 1.94 respectively). 

Conclusion: Some glucocorticoid requiring diseases were independently associated with 

an increased risk of fractures. COPD and neurological diseases with both vertebral and 

non-vertebral fracture risk while RA and IBD were independently associated only with non-

vertebral, non-hip fractures. 

Keywords: Bone mineral density (BMD); Fractures; Glucocorticoids; Inflammation; 

Osteoporosis. 

Copyright © 2023. Published by Elsevier Inc. 

Conflict of interest statement 

Declaration of competing interest All authors have completed the ICMJE uniform 

disclosure form at www.icmje.org/coi_disclosure.pdf (available on request from the 

corresponding author) and declare no conflicts of interest. 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

https://pubmed.ncbi.nlm.nih.gov/37949390/
https://libkey.io/libraries/2561/pmid/37949390


  

Share 

12 

Respir Med 

•  

•  

•  

. 2023 Nov 8:107460. 

 doi: 10.1016/j.rmed.2023.107460. Online ahead of print. 

Impact of the new European respiratory 
(ERS)/American Thoracic Society (ATS) 
pulmonary function test interpretation 
guidelines 2021 on the interpretation of 
bronchodilator responsiveness in 
subjects with airway obstruction 
Warawut Chaiwong 1, Athavudh Deesomchok 1, Chaicharn Pothirat 1, Pilaiporn Duangjit 1, Chalerm 

Liwsrisakun 2 

Affiliations expand 

• PMID: 37949150 

  

• DOI: 10.1016/j.rmed.2023.107460 

Abstract 

Background: The impact of the new 2021 European Respiratory Society (ERS)/American 

Thoracic Society (ATS) pulmonary function test interpretation guidelines on the 

interpretation of bronchodilator responsiveness (BDR) in subjects with airway obstruction is 

still required. Therefore, the objective of this study was to explore the agreement between 

the 2005 and 2021 ERS/ATS criteria regarding the interpretation of the BDR. Moreover, we 

explore the factors that influenced the discordance of positive bronchodilator 

responsiveness (BDR+) between these two criteria. 
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Methods: The agreement regarding the interpretation of BDR + between the two criteria 

was assessed using kappa (κ). The percentage of agreement in the interpretation of BDR + 

between the two criteria was calculated. The factors that influenced the discordance of 

BDR + between these two criteria were also analyzed. 

Results: A total of 500 subjects with a mean age of 60.5 ± 15.6 years, 62.2% male were 

included. The study observed a good level of agreement in the interpretation of BDR + 

between the two criteria with kappa values = 0.782. The percentages of agreement on the 

interpretation of BDR + between the two criteria were high, with values = 90.6%. Male sex 

was the only factor that influenced the discordance of BDR + between these two criteria. 

Conclusion: A good level of agreement was observed in the interpretation of BDR + 

between the 2005 and 2021 criteria. Therefore, the 2005 and 2021 ERS/ATS criteria for BDR 

can be used interchangeably. However, the discordance of BDR + between these two 

criteria could be affected by sex. 

Keywords: Asthma; Bronchodilator; COPD; Reversibility; Spirometry. 
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Abstract 

Background: Data are limited about influenza vaccine effectiveness (VE) in the prevention 

of influenza-related hospitalizations in older adults and those with underlying high-risk 

comorbidities. 

Methods: We conducted a prospective test-negative case-control study at two US 

hospitals from October 2018-March 2020 among adults ≥50 years of age hospitalized with 

acute respiratory illnesses (ARIs) and adults ≥18 years admitted with congestive heart 

failure (CHF) or chronic obstructive pulmonary disease (COPD) exacerbations. Adults were 

eligible if they resided in 1 of 8 counties in metropolitan Atlanta, GA. Nasopharyngeal and 

oropharyngeal swabs were tested using BioFire® FilmArray® respiratory panel, and 

standard-of-care molecular results were included when available. Influenza vaccination 

history was determined from the Georgia vaccine registry and medical records. We used 

multivariable logistic regression to control for potential confounders and to determine 

95% confidence intervals (CI). 

Results: Among 3,090 eligible adults, 1562 (50.6%) were enrolled. Of the 1515 with 

influenza vaccination history available, 701 (46.2%) had received vaccination during that 

season. Influenza was identified in 37 (5.3%) vaccinated vs. 78 (9.6%) unvaccinated 

participants. After adjustment for age, race/ethnicity, immunosuppression, month, and 
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season, pooled VE for any influenza-related hospitalization in the eligible study population 

was 63.1% (95% CI: 43.8, 75.8). Adjusted VE against influenza-related hospitalization for 

ARI in adults ≥50 years was 55.9% (29.9, 72.3) and adjusted VE against Influenza-related 

CHF/COPD exacerbation in adults ≥18 years was 80.3% (36.3, 93.9). 

Conclusions: Influenza vaccination was effective in preventing influenza-related 

hospitalizations in adults ≥50 years of age and those with CHF/COPD exacerbations during 

the 2018-2020 seasons. 

Keywords: 2018–2019; 2019–2020; CHF; COPD; elderly; flu; severity. 
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Free article 

Abstract 

Aims: This study aims to explore possible associations between self-efficacy and 

healthcare and drug expenditures (i.e. direct costs) in patients with chronic heart failure 

(CHF) or chronic obstructive pulmonary disease (COPD) in a study investigating the effects 

of person-centred care delivered by telephone. 

Methods and results: This exploratory analysis uses data from an open randomized 

controlled trial conducted between January 2015 and November 2016, providing remote 

person-centred care by phone to patients with CHF, COPD, or both. Patients hospitalized 

due to worsening of CHF or COPD were eligible for the study. Randomization was based 

on a computer-generated list, stratified for age ≥ 75 and diagnosis. At a 6 month follow-

up, 118 persons remained in a control group and 103 in an intervention group. The 

intervention group received person-centred care by phone as an addition to usual care. 

Trial data were linked to register data on healthcare and drug use. Group-based trajectory 

modelling was applied to identify trajectories for general self-efficacy and direct costs. 

Next, associations between self-efficacy trajectories and costs were assessed using 

regression analysis. Five trajectories were identified for general self-efficacy, of which three 

indicated different levels of increasing or stable self-efficacy, while two showed a decrease 

over time in self-efficacy. Three trajectories were identified for costs, indicating a gradient 

from lower to higher accumulated costs. Increasing or stable self-efficacy was associated 

with lower direct costs (P = 0.0013). 

Conclusions: The findings show that an increased or sustained self-efficacy is associated 

with lower direct costs in patients with CHF or COPD. Person-centred phone contacts used 

as an add-on to usual care could result in lower direct costs for those with stable or 

increasing self-efficacy. 

Keywords: COPD; Health economics; Heart failure; Person-centred care; Self-efficacy. 

© 2023 The Authors. ESC Heart Failure published by John Wiley & Sons Ltd on behalf of 

European Society of Cardiology. 
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Abstract 

Introduction: Endobronchial valve (EBV) treatment has been shown to be beneficial for 

patients with severe emphysema. The forced expiratory volume in 1 s (FEV1) was found to 

be significantly higher compared to baseline for up to 3 years after treatment although the 

magnitude of improvement gradually decreases over time. So far, it has not been 

investigated whether this treatment decelerates the decline in lung function. Therefore, our 

aim was to investigate the lung function decline before and after EBV treatment. 
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Methods: We included patients who were treated with EBVs in our hospital, of whom pre-

treatment spirometry results were available (at least 4 measurements within at least 2 years 

before treatment) and who had an annual FEV1 measurement up to 3 years after 

treatment. 

Results: In total, 45 patients were included (73% female, FEV1: 28 ± 7% of predicted, 

residual volume: 232 ± 32% of predicted) who had a mean pre-treatment FEV1 decline of -

64 mL/year. Mean FEV1 "decline" after treatment was +13 mL/year, since FEV1 was still 

above the baseline level at 3-year follow-up. However, the FEV1 decline between 1 and 3 

years of follow-up was not significantly different compared to the pre-treatment decline (-

73 mL/year, p = 0.179). 

Conclusions: Our results show that the EBV treatment does not influence the progression 

of disease in terms of lung function decline. However, the treatment does improve the 

FEV1 up to a level that is still comparable 3 years after treatment with the baseline level. 

Keywords: Bronchoscopic lung volume reduction; Emphysema; Lung function decline. 
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Abstract 

Introduction: People with COPD rarely have COPD alone, and the commonest co-

morbidities occurring with COPD are cardiovascular. Whilst multiple studies have explored 

the association between major cardiovascular events and COPD, less attention has been 

paid to arrhythmias, specifically atrial fibrillation (AF). AF and COPD frequently occur 

together, posing challenges in diagnosis and management. In this review, we describe the 

relationship between AF and COPD epidemiologically and physiologically, demonstrating 

the role of spirometry as a diagnostic and disease management tool. 

Areas covered: We provide epidemiological evidence that COPD and AF are independent 

risk factors for one another, that either disease is highly prevalent amongst people with the 
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other, and that they have shared risk factors; all of which contribute to adverse prognostic. 

We elucidated common pathophysiological mechanisms implicated in AF-COPD. We 

ultimately present the epidemiological and physiological evidence with a view to highlight 

specific areas where we feel spirometry is of value in the management of AF-COPD. 

Expert opinion: AF and COPD commonly co-occur, there is often diagnostic delay, 

increased risk of reduced cardioversion success, and missed opportunity to intervene to 

reduce stroke risk. Greater awareness and timelier diagnosis and guideline directed 

management may improve outcomes for people with both diseases. 

Keywords: Atrial fibrillation; COPD; COPD exacerbations; comorbid cardiovascular disease; 

lung function; mechanisms; multimorbidity; spirometry. 
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Abstract 

Melatonin (MLT), the main product of the pineal gland, is involved in muscle tissue repair 

and regeneration, besides several other important physiologic functions. In COPD, MLT 

administration can improve lung oxidative stress and sleep quality, but its potential effects 

on the outcomes of pulmonary rehabilitation (PR) have not been previously investigated. A 

randomized controlled trial was undertaken to test the hypothesis that a combined 

approach of rehabilitative exercise training and MLT supplementation could maximize 

functional performance, health status and quality of life in patients with COPD. Thirty-nine 

individuals with COPD referred to a supervised PR program at the Federal University of 

Ceara, Brazil, were randomized to receive MLT (3 mg/day; n = 18) or placebo (n = 21). 

Exercise capacity (6-min walk test - 6MWT), health status (COPD assessment test), and 

quality of life (airways questionnaire 20) were investigated as primary outcomes. No 

differences were observed at baseline in demographic, anthropometric and clinical 

characteristics between MLT and placebo groups. At the end of PR, superiority of the MLT 

group was demonstrated in improvement in the distance covered in the 6MWT (71 ± 26 vs. 

25 ± 36 m; p < 0.01), health status (-11 ± 6 vs. -3 ± 5; p < 0.01), and quality of life (-6.9 ± 

3.0 vs. -1.9 ± 2.4; p < 0.01), compared to the placebo group. In conclusion, MLT 

supplementation during the course of 12 weeks of PR can improve functional capacity, 

health status and quality of life in patients with COPD. These findings may have significant 

implications for the management of this condition. 

Keywords: COPD; Functional capacity; Melatonin; Rehabilitation. 
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Abstract 

Background: A Chronic Obstructive Pulmonary Disease (COPD) phenotype is a single or 

group of disease characteristics that describe differences between individuals based on 

clinically important factors such as symptoms, exacerbations, morbidity, and treatment 

responses. Many studies estimated the prevalence of various phenotypes, but very few 

studies looked into their quality of life. We aimed to estimate the prevalence of different 

COPD phenotypes and their disease-specific Health-Related Quality of Life (HRQoL). 
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Materials and methods: The prospective study, with a sample size of 136, was conducted 

between May 2021 and December 2022 in a tertiary teaching institute. Based on their 

clinical features, COPD patients were classified into 4 different clinical phenotypes, and 

their disease-specific quality of life was assessed using St. George Respiratory 

Questionnaire-COPD(SGRQ-c) and COPD Assessment Test (CAT) questionnaires. 

Results: Among 136 COPD patients, the frequency of Non-Exacerbator (NE), Exacerbator 

Emphysema (EEM), Exacerbator Chronic Bronchitis (ECB), and Asthma COPD overlap (ACO) 

phenotypes was 79(58.1 %), 16(11.8 %), 31(22.8 %), and 10(7.4 %) respectively. Based on 

the SGRQ-c score, the ECB and EEM phenotypes had a significantly poorer Quality of life 

(QoL) when compared with NE(P<0.0001), ACO(P=0.011), phenotypes. Similarly, ECB and 

EEM phenotypes had significantly poorer QoL when compared to NE(P<0.0001), and 

ACO(P=0.015), based on the CAT score. ECB and EEM patients also had the worst scores in 

all individual CAT items and SGRQ-c components. 

Conclusion: NE was the most common followed by ECB phenotype. ECB and EEM 

phenotypes recorded the poorest quality of life without any significant differences among 

them. Further research is needed in the future to determine whether phenotype-specific 

therapies can produce better clinical outcomes. 

Keywords: ACO; CAT score; COPD; HRQoL; Phenotype; SGRQ-c. 
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Abstract 

Background: Bronchiectasis is a major respiratory complication in patients with common 

variable immunodeficiency (CVID) and is associated with recurrent pulmonary infections. 

However, it is unclear whether other infections or non-infectious respiratory conditions are 

related to its development. 

Objective: To identify respiratory comorbidities associated with bronchiectasis in patients 

with CVID. 

Methods: A total of 1470 CVID patients enrolled in the USIDNET registry were included in 

a cross-sectional analysis. The primary outcome of our study was to determine the clinical 

characteristics and other respiratory conditions associated with respiratory comorbidities 

and physician-reported bronchiectasis. 

Results: One hundred ninety-seven CVID patients were noted to have bronchiectasis 

(13.4%). Affected patients were significantly older than patients without bronchiectasis 

(median age 54 years vs. 49 years, p = 0.0004). These patients also had lower serum IgA 

(13 mg/dL IQR 60 mg/dL vs. 28.4 mg/dL IQR 66 mg/dL, p = 0.000). Notably, chronic 

rhinosinusitis (OR = 1.69 95%CI 1.05-2.75), sinusitis (OR = 2.06 95%CI 1.38-3.09), 

pneumonia (OR = 2.70 95%CI 1.88-3.88), COPD (OR = 2.66 95%CI 1.51-4.67), and 

interstitial lung disease (OR = 2.34 95%CI 1.41-3.91) were independently associated with 

the development of bronchiectasis in this population. 
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Conclusion: These data suggest that lower and upper respiratory infections, chronic lower 

airway disease, and interstitial lung diseases are independently associated with 

bronchiectasis in CVID patients. Further study into predisposing conditions related to the 

development of bronchiectasis in CVID patients may allow prediction and early 

intervention strategies to prevent the development of this complication. 

Keywords: Antibody deficiency; Bronchiectasis; Common variable immunodeficiency; 

Inborn errors of immunity; Interstitial lung diseases; Pneumonia; Primary immunodeficiency 

diseases; Respiratory disease; Sinusitis. 
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Abstract 

Background: Sleep disorders, including obstructive sleep apnea (OSA), restless leg 

syndrome (RLS) and insomnia, are present in chronic obstructive pulmonary disease 

(COPD) with varied prevalence. The aim of this systematic review and meta-analysis was to 

investigate prevalence of OSA, RLS and insomnia in patients with COPD and summarize 

their clinical characteristics. 

Methods: We searched PubMed, Web of Science and Scopus for eligible articles reporting 

the prevalence of OSA, RLS, and insomnia in COPD patients. The Newcastle‒Ottawa scale 

was applied for quality assessment. Odds ratios or mean differences with 95 % confidence 

intervals (CIs) were applied for the overall prevalence calculation and clinical characteristics 

assessment. Sensitivity analysis, subgroup analysis and meta-regression were conducted to 

evaluate the heterogeneity of the results. 

Results: Sixty articles reporting the prevalence of sleep disorders in patients with COPD 

were included, and the prevalence of OSA, RLS, and insomnia reached 29.1 %(95%CI 

27.2%-30.9 %), 21.6 %(95%CI 11.8%-33.3 %) and 29.5 %(95%CI 16.9%-44.0 %), respectively. 

COPD patients with OSA were characterized by male sex (OR 1.631 95 % CI: 1.231-2.161), 

obesity(kg/m2) (MD 4.435, 95 % CI 3.218-5.652), higher Epworth Sleepiness Scale (MD: 

3.741, 95 % CI: 0.655-6.828, p = 0.018), better pulmonary function (MD 5.66, 95 % CI 3.546-

7.774) and higher risks of hypertension (OR 1.933 95 % CI 1.382-2.70) and diabetes (OR 

1.898 95 % CI 1.264-2.849). COPD patients with RLS were associated with a higher Epworth 

sleepiness scale (ESS) score (MD 3.444, 95 % CI 1.880-5.008) and a longer COPD 

duration(year) (MD: 3.656, 95 % CI: 2.209-5.103). COPD patients with insomnia were 

characterized by female sex(OR 0.556, 95%CI 0.545,0.567, p < 0.001). 
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Conclusion: Our study suggests that OSA, RLS and insomnia are common in COPD 

patients with specific clinical characteristics. Further studies are needed to explore the 

interactions between COPD and sleep disorders. 

Keywords: Chronic obstructive pulmonary disease; Clinical characteristics; Insomnia; 

Obstructive sleep apnea; Prevalence; Restless leg syndrome. 
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Abstract 

Objectives: To elucidate the longitudinal reciprocal association between rheumatoid 

arthritis (RA) and chronic obstructive pulmonary disease (COPD), and the mediating role of 

systemic inflammation in the association. 

Methods: 403045 participants from UK Biobank were enrolled in this study. A cross-lagged 

panel model was used to investigate the longitudinal reciprocal association between RA 

and COPD. Cox-proportional hazard regression and logistic regression models were also 

conducted to examine the association between baseline RA and COPD during follow-up, 

and vice versa. Causal mediation analysis was then performed to explore the mediating 

roles of 160 systemic inflammatory biomarkers in the bidirectional association. 

Results: At baseline, 4755 (1.2%) and 6989 (1.7%) individuals were diagnosed with RA and 

COPD, respectively. After adjusting for the covariates, the result of cross-lagged panel 

model revealed a bidirectional association between RA and COPD (β = 0.018, P < 0.001 for 

RA→COPD path; β = 0.010, P < 0.001 for COPD→RA path). In the non-COPD population, 

the risk of future COPD was increased in RA patients (Cox: HR = 1.65, 95% CI, 1.50-1.83; 

logistic: OR = 1.85, 95% CI, 1.66-2.07). In the non-RA population, baseline COPD was 

associated with a higher risk of RA during follow-up (Cox: HR = 1.67, 95% CI, 1.44-1.92; 

logistic: OR = 1.70, 95% CI, 1.47-1.97). Five inflammatory factors mediated the RA→COPD 

path, and C-reactive protein mediated the COPD→RA path (FDR < 0.05). 

Conclusions: A significant bidirectional association exists between RA and COPD, and it is 

partially mediated by systemic inflammation. 

Keywords: bidirectional association; causal mediation; chronic obstructive pulmonary 

disease; rheumatoid arthritis; systemic inflammation. 
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Rationale: Frailty is an increasingly recognized aspect of chronic obstructive pulmonary 

disease (COPD). The impact of frailty on long-term survival after admission to an Intensive 

Care Unit (ICU) due to an exacerbation of COPD has not been described. 

Objective: To quantify the impact of frailty on time to death up to four years after 

admission to ICU in Australia and New Zealand with an exacerbation of COPD. 

Methods: We performed a multicenter retrospective cohort study of adult patients 

admitted to 179 ICUs with a primary diagnosis of an exacerbation of COPD using the 

Australian and New Zealand Intensive Care Society Adult Patient Database from 1st January 

2018 through 31st December 2020 in New Zealand, and 31st March 2022 in Australia. Frailty 

was measured using the Clinical Frailty Scale (CFS). The primary outcome was survival up to 

four years after ICU admission. The secondary outcome was readmission to the ICU due to 

an exacerbation of COPD. 

Measurements and main results: We examined 7,126 patients, of which 3,859 (54.1%) 

were frail (CFS 5-8). Mortality in the not-frail vs. frail at one and four years was 19.8% vs. 

40.4%, and 56.8% vs. 77.3% respectively (both p<0.001). Frailty was independently 

associated with a shorter time to death (adjusted HR 1.66; 95% CI 1.54-1.80).There was no 

difference in the proportion of survivors with or without frailty who were readmitted to ICU 

during a subsequent hospitalization. 

Conclusions: Frailty was independently associated with poorer long-term survival in 

patients admitted to ICU with an exacerbation of COPD. 

Keywords: COPD; frailty; intensive care; mortality; readmission. 
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Abstract 

Rationale: Multiciliated cell (MCC) loss/dysfunction is common in the small airways of 

patients with COPD but it is unclear if this contributes to COPD lung pathology. 

Objectives: To determine if loss of p73 causes a COPD-like phenotype in mice and explore 

whether smoking or COPD impact p73 expression. 

Methods: p73floxE7-E9 mice were crossed with Shh-Cre mice to generate mice lacking MCCs 

in the airway epithelium. The resulting p73Δairway mice were analyzed using electron 

microscopy, flow cytometry, morphometry, forced oscillation technique, and single-cell 

RNA sequencing. Further, the effects of cigarette smoke on p73 transcript and protein 

expression were examined using in vitro and in vivo models and in studies including airway 

epithelium from smokers and COPD patients. 

Measurements and main results: Loss of functional p73 in the respiratory epithelium 

resulted in a near-complete absence of MCCs in p73Δairway mice. In adulthood, these mice 

spontaneously developed neutrophilic inflammation and emphysema-like lung remodeling 

and had progressive loss of secretory cells. Exposure of normal airway epithelium cells to 

cigarette smoke rapidly and durably suppressed p73 expression in vitro and in vivo. 

Further, TP73 mRNA expression was reduced in the airways of current smokers (n=82) 

compared to former smokers (n=69) and p73-expressing MCCs were reduced in the small 

airways of COPD patients (n=11) compared to non-COPD controls (n=12). 
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Conclusions: Loss of functional p73 in murine airway epithelium results in the absence of 

MCCs and promotes COPD-like lung pathology. In smokers and patients with COPD, loss 

of p73 may contribute to MCC loss or dysfunction. 

Keywords: Chronic obstructive pulmonary disease; Cigarette smoke; Ciliated cell; p73. 
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COPD is a chronic respiratory disease characterized by systemic inflammation caused 

primarily by tobacco use, and it is associated with an increased susceptibility to respiratory 

infections, both viral and bacterial, which are responsible for acute COPD exacerbations 

(AECOPD). Diabetes mellitus is one of the most common co-morbidities in COPD patients. 

In our study, we attempted to detect previously undiagnosed diabetes in AECOPD patients 

who presented to our Institute. The study included 100 patients who had been diagnosed 

with AECOPD. Pearson's coefficient correlation analysis was used to assess the relationship 

between various parameters. The vast majority of patients belonged to Group 3. 

(diagnosed at the time of admission as having type II diabetes). HbA1c had a significant 

positive correlation with BMI, cholesterol, and TLC, but a negative correlation with SpO2. 

Using HbA1C, nearly two-thirds of the AECOPD were newly diagnosed with diabetes 

mellitus. Our findings suggest that diabetes is significantly underdiagnosed in COPD 

patients. 
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Abstract 

This paper reports the proceedings of a meeting convened by the Research Group on 

Thoracic Ultrasound in Older People of the Italian Society of Gerontology and Geriatrics, to 

discuss the current state-of-the-art of clinical research in the field of geriatric thoracic 

ultrasound and identify unmet research needs and potential areas of development. In the 

last decade, point-of-care thoracic ultrasound has entered clinical practice for diagnosis 

and management of several respiratory illnesses, such as bacterial and viral pneumonia, 

pleural effusion, acute heart failure, and pneumothorax, especially in the emergency-

urgency setting. Very few studies, however, have been specifically focused on older 

patients with frailty and multi-morbidity, who frequently exhibit complex clinical pictures 

needing multidimensional evaluation. At the present state of knowledge, there is still 

uncertainty on the best requirements of ultrasound equipment, methodology of 

examination, and reporting needed to optimize the advantages of thoracic ultrasound 

implementation in the care of geriatric patients. Other issues regard differential diagnosis 

between bacterial and aspiration pneumonia, objective grading of interstitial syndrome 

severity, quantification and monitoring of pleural effusions and solid pleural lesions, 

significance of ultrasonographic assessment of post-COVID-19 sequelae, and prognostic 

value of assessment of diaphragmatic thickness and motility. Finally, application of remote 

ultrasound diagnostics in the community and nursing home setting is still poorly 

investigated by the current literature. Overall, the presence of several open questions on 

geriatric applications of thoracic ultrasound represents a strong call to implement clinical 

research in this field. 

Keywords: Chest ultrasound; Diaphragm motility; Geriatric assessment; Lung ultrasound; 

Respiratory failure. 
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Abstract 

Introduction: STOPP/START criteria for potentially inappropriate medications (PIMs, 

STOPP) and potential prescribing omissions (PPOs, START) have gained considerable 
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interest and traction since they were first published in 2008. This review focuses on their 

uptake and impact in various clinical settings. 

Areas covered: STOPP/START criteria, now in their third iteration, are explicit criteria 

designed to facilitate detection of common and clinically important PIMs and PPOs during 

routine medication review in any clinical setting. We examine the influence of the criteria, 

particularly in clinical trials that focused on their impact on clinically relevant endpoints. 

Expert opinion: STOPP/START criteria are widely used in several countries within Europe 

and beyond for medication review and audit. As a discreet intervention, the criteria have 

been tested in several single-center and two large-scale multi-center clinical trials. The 

single-center trials indicate that STOPP/START criteria reduce polypharmacy, inappropriate 

prescribing, ADRs (adverse drug reactions), medication cost and falls. In contrast, the 

SENATOR and OPERAM multicentre trials did not demonstrate significant reduction in 

ADRs, all-cause mortality, drug-related hospital readmissions, nor any improvement in 

quality-of-life. Further clinical trials are required to examine whether STOPP/START criteria 

as an intervention can deliver significant clinical benefit in a reproducible manner in 

various clinical settings. 

Keywords: Polypharmacy; STOPP/START criteria; adverse drug events; deprescribing; 

inappropriate prescribing; medication review; multimorbidity; older people. 
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Abstract 

Background: Integrated people-centred health services (IPCHS) are vital for ensuring 

comprehensive care towards achieving universal health coverage (UHC). The World Health 

Organisation (WHO) envisions IPCHS in delivery and access to health services. This scoping 

review aimed to synthesize available evidence on people-centred primary health care 

(PHC) and primary care. 

Methods: We conducted a scoping review of published literature on people-centred PHC. 

We searched eight databases (PubMed, Scopus, Embase, CINAHL, Cochrane, PsycINFO, 

Web of Science, and Google Scholar) using search terms related to people-centred and 

integrated PHC/primary care services. We followed the Preferred Reporting Items for 

Systematic Reviews and Meta-Analyses Extension for Scoping Reviews (PRISMA-ScR) 

checklist to select studies. We analyzed data and generated themes using Gale's 

framework thematic analysis method. Themes were explained under five components of 

the WHO IPCHS framework. 

Results: A total of fifty-two studies were included in the review; most were from high-

income countries (HICs), primarily focusing on patient-centred primary care. Themes under 

each component of the framework included: engaging and empowering people and 

communities (engagement of community, empowerment and empathy); strengthening 

governance and accountability (organizational leadership, and mutual accountability); 

reorienting the model of care (residential care, care for multimorbidity, participatory care); 

coordinating services within and across sectors (partnership with stakeholders and sectors, 

and coordination of care); creating an enabling environment and funding support (flexible 

management for change; and enabling environment). 

https://pubmed.ncbi.nlm.nih.gov/37946115/
https://pubmed.ncbi.nlm.nih.gov/37946115/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Khatri+RB&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wolka+E&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Nigatu+F&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zewdie+A&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Erku+D&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Endalamaw+A&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Endalamaw+A&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Assefa+Y&cauthor_id=37946115
https://pubmed.ncbi.nlm.nih.gov/?term=37950845%2C37947757%2C37946115%2C37949239%2C37940135%2C37934696%2C37932770%2C37937160%2C37927163&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-3-full-view-affiliation-6
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc10633931/
https://doi.org/10.1186/s12875-023-02194-3


Conclusions: Several people-centred PHC and primary care approaches are implemented 

in HICs but have little priority in low-income countries. Potential strategies for people-

centred PHC could be engaging end users in delivering integrated care, ensuring 

accountability, and implementing a residential model of care in coordination with 

communities. Flexible management options could create an enabling environment for 

strengthening health systems to deliver people-centred PHC services. 

Keywords: Integrated care; People-centred care; Primary care; Primary health care. 
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Abstract 

Background: The optimal multimorbidity measures for predicting disability trajectories are 

not universally agreed upon. We developed a multimorbidity index among middle-aged 

and older community-dwelling Chinese adults and compare its predictive ability of 

disability trajectories with other multimorbidity measures. 

Methods: This study included 17,649 participants aged ≥50 years from the China Health 

and Retirement Longitudinal Survey 2011-2018. Two disability trajectory groups were 

estimated using the total disability score differences calculated between each follow-up 

visit and baseline. A weighted index was constructed using logistic regression models for 

disability trajectories based on the training set (70 %). The index and the condition count 

were used, along with the pattern identified by the latent class analysis to measure 

multimorbidity at baseline. Logistic regression models were used in the training set to 

examine associations between each multimorbidity measure and disability trajectories. C-

statistics, integrated discrimination improvements, and net reclassification indices were 

applied to compare the performance of different multimorbidity measures in predicting 

disability trajectories in the testing set (30 %). 

Results: In the newly developed multimorbidity index, the weights of the chronic 

conditions varied from 1.04 to 2.55. The multimorbidity index had a higher predictive 

performance than the condition count. The condition count performed better than the 

multimorbidity pattern in predicting disability trajectories. 

Limitation: Self-reported chronic conditions. 

Conclusions: The multimorbidity index may be considered an ideal measurement in 

predicting disability trajectories among middle-aged and older community-dwelling 

Chinese adults. The condition count is also suggested due to its simplicity and superior 

predictive performance. 

Keywords: Disability trajectory; Middle-aged and older adults; Multimorbidity index; 

Multimorbidity measures; Multimorbidity pattern. 

Copyright © 2023. Published by Elsevier B.V. 
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The availability of effective antiretroviral therapy (ART) has revolutionized the care of 

people living with HIV (PLHIV). As a result, PLHIV now have a life expectancy comparable 

with that of the general population. PLHIV are increasingly confronted with age-related 

comorbidities and geriatric syndromes, including frailty and polypharmacy, which occur at 

a higher prevalence and set in at an earlier age compared with their uninfected 

counterparts. The underlying pathophysiology for multimorbidity and polypharmacy are 

multifactorial, multidimensional and complex. Therefore, regular review and optimization 

of risk factors to maintain physical function, social and psychological health is of utmost 

importance. With an ever-growing population of older PLHIV, there is a pressing need to 

provide holistic care to address these emerging issues. Accelerated aging observed in 

PLHIV suggests that early involvement of a multidisciplinary team, including geriatricians, 

and implementation of integrated models of care can potentially improve the care of older 

PLHIV, who are at increased risk of frailty and complex multimorbidity. This article reviews 

the current global situation, discusses the challenges involved and suggests approaches to 

deliver comprehensive care for older PLHIV. Geriatr Gerontol Int 2023; ••: ••-••. 

Keywords: geriatric syndromes; multimorbidity; older adults; people living with HIV; 

polypharmacy. 
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Abstract 

Purpose of review: The public health challenge of overweight and obesity increasingly 

affects people living with HIV (PWH). These effects have also accelerated as the prevalence 

of antiretroviral therapy (ART) use has increased among PWH. It is therefore also critical 

that we examine and understand the pathogenesis of obesity among PWH.This review will 

aim to summarize relevant and recent literature related to the risks of weight gain and 

obesity associated with HIV disease progression, cardiometabolic disease, and 

multimorbidity among PWH. Further, we will discuss adipose tissue changes associated 

with weight gain and obesity and how these changes relate to metabolic complications. 

Recent findings: Several observational and experimental studies in recent years have 

evaluated the role of contemporary ART regimens, particularly integrase strand transfer 

inhibitors (INSTIs) and tenofovir alafenamide (TAF), as contributors to weight gain, obesity, 

and cardiometabolic disease, though the mechanisms remain unclear. Metabolic 

dysregulation has also been linked to ectopic fat deposition and alterations in innate and 

adaptive immune cell populations in adipose tissue that accompany HIV and obesity. 

These factors continue to contribute to an increasing burden of metabolic diseases in an 

aging HIV population. 

Summary: Obesity accompanies an increasing burden of metabolic disease among PWH, 

and understanding the role of fat partitioning and HIV and ART-related adipose tissue 

dysfunction may guide prevention and treatment strategies. 

Copyright © 2023 Wolters Kluwer Health, Inc. All rights reserved. 
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Background: Internet use is a double-edged sword for older adults' health. Whether 

internet use can prevent cardiometabolic diseases and death in older adults remains 

controversial. 

Methods: Four cohorts across China, Mexico, the United States, and Europe were utilized. 

Internet use was defined using similar questions. Cardiometabolic diseases included 

diabetes, heart diseases, and stroke, with 2 or more denoting cardiometabolic 

multimorbidity. Depressive symptoms were assessed using the Center for Epidemiological 

Studies Depression Scale and Europe-depression scale. The competing risk analysis based 

on subdistribution hazard regression, random-effects meta-analysis, and mediation 

analysis were utilized. 

Results: A total of 104,422 older adults aged 50 or older were included. Internet users (vs. 

digital exclusion) were at lower risks of diabetes, stroke, and death, with pooled sHRs (95% 

CIs) of 0.83 (0.74-0.93), 0.81 (0.71-0.92), and 0.67 (0.52-0.86), respectively, which remained 

significant in sensitivity analyses. The inverse associations of internet use with new-onset 

cardiometabolic diseases and death were progressively significant in Mexico, China, the 

United States, and Europe. For instance, older internet users in Europe were at 14-30% 

lower cardiometabolic risks and 40% lower risk of death. These associations were partially 

mediated by reduced depressive symptoms and were more pronounced in those with high 

socioeconomic status and women. Furthermore, patients with prior cardiometabolic 

conditions were at about 30% lower risk of death if they used the internet, which was also 

mediated by reduced depressive symptoms. However, certain cardiometabolic hazards of 

internet use in those aged < 65 years, with low socioeconomic status, men, and single ones 

were also observed. 

Conclusion: Enhancing internet usage in older adults can reduce depressive symptoms 

and thus reduce the risks of cardiometabolic diseases and death. The balance of internet 

use, socioeconomic status, and health literacy should be considered when popularizing the 

internet in older adults. 

Keywords: Cardiometabolic Disease; Death; Internet use; Meta-analysis; Multi-cohort; Old 

adults. 
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Introduction: Motoric cognitive risk syndrome (MCR) is a predementia syndrome that is 

characterized by cognitive complaints and slow gait. Cardiometabolic multimorbidity 

(CMM) is associated with an increased risk of dementia. However, the relationship between 

CMM and MCR is still unclear. 

Methods: We included 4744 participants (aged 65+ years) without MCR at baseline from 

the National Health and Aging Trends Study (NHATS), who were followed-up from 2011 to 

2018. CMM was defined as the presence of two or more cardiometabolic diseases 

(including diabetes mellitus, heart disease, and stroke). 

Results: CMM was significantly associated with an increased risk of MCR (hazard ratio [HR] 

1.41, 95% confidence interval [CI] 1.13-1.75) in fully adjusted models. Consistent results 

were observed from stratified analyses of different subgroups. Increasing numbers of 

cardiometabolic diseases were dose-dependently associated with increased MCR risk (HR 

1.33, 95% CI 1.20-1.48). 

Discussion: CMM is associated with an increased risk of MCR in older adults. 

Highlights: Motoric cognitive risk syndrome (MCR) is a predementia syndrome 

characterized by slow gait speed and cognitive complaints.Cardiometabolic multimorbidity 

was associated with an increased MCR risk.An increased number of cardiometabolic 

diseases were dose-dependently associated with increased MCR risk. 

Keywords: cardiometabolic multimorbidity; cohort study; motoric cognitive risk syndrome; 

older adults. 
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Abstract 

Objective: Whether adiposity traits are causal risk factors for cardiopulmonary 

multimorbidity (CP-MM) remains largely unknown. The aim of this study was to examine 

the causal role of adiposity traits in the development of CP-MM. 

Methods: This study involved 408,886 participants from the UK Biobank who had 

complete phenotypic and genetic data. Cox regression and Mendelian randomization (MR) 

analyses were conducted separately for observational and causal associations. 

Results: During a median follow-up of 8.7 years, 1492 incident CP-MM were ascertained. 

In observational analysis, individuals with obesity had a hazard ratio (HR) of 1.51 (95% 

confidence intervals [CI]: 1.30-1.75) for developing CP-MM, compared with those with 

normal body mass index (BMI). Restricted cubic spline analyses showed a U-shaped 

relationship between continuous BMI and CP-MM (p < 0.001), whereas WHRadjBMI exhibited 
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a linear relationship (p = 0.828). Joint analysis revealed that maintaining ideal waist-hip 

ratio (WHR) in adults with overweight is still effective in preventing CP-MM. In linear MR 

analysis, 1 kg/m2 increase in genetically predicted BMI and per 1% higher in genetically 

predicted WHRadjBMI was associated with 9% and 10% higher risk for incident CP-MM, 

respectively. Nonlinear MR analyses demonstrated linearity between genetically predicted 

BMI or WHRadjBMI and CP-MM. 

Conclusions: Adiposity may play a causal role in CP-MM development and represent a 

promising approach for multimorbidity prevention. 

© 2023 The Obesity Society. 
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Abstract 

There is an increasing body of evidence supporting the link between asthma attacks and 

air pollution in children. To our knowledge, there has only been one reported case of a 

fatal asthma attack in a child associated with air pollution and this was in the UK. This 

article considers why there is a lack of evidence on fatal/near-fatal asthma and air 

pollution. We also explore three challenges. First, fatal and near-fatal asthma events are 

rare and not yet well understood. Second, measuring and interpreting personal exposure 

to air pollution with sufficient temporal and spatial detail are challenging to interpret in the 

context of individual fatal or near-fatal asthma attacks. Third, current studies are not 

designed to answer the question of whether or to what extent air pollution is associated 

with fatal/near-fatal asthma attacks in children. Conclusive evidence is not yet available 

and systems of data collection for both air pollution and fatal and near-fatal asthma 

attacks should be enhanced to ensure risk can be determined and impact minimised. 

Keywords: Child Health; Paediatrics; Respiratory Medicine. 
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Abstract 

Background: Asthma is a chronic and complex pulmonary condition that affects the 

airways. A total of 250,000 asthma-related deaths are recorded annually and several 

proteins including chymase, spleen tyrosine kinase, and prostaglandin D2 receptor have 

been implicated in the pathophysiology of asthma. Different anti-inflammatory drugs have 
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been developed for the treatment of asthma, particularly corticosteroids, but the 

associated adverse reactions cannot be overlooked. It is therefore of interest to identify 

and develop small molecule inhibitors of the integral proteins associated with asthma that 

have very little or no side effects. Herein, a molecular modeling approach was employed to 

screen the bioactive compounds in Chromolaena odorata and identify compounds with 

high binding affinity to the protein targets. 

Results: Five compounds were identified after rigorous and precise molecular screening 

namely (-)-epicatechin, chlorogenic acid, ombuine, quercetagetin, and quercetin 3-O-

rutinoside. These compounds generally showed impressive binding to all the targets 

understudy. However, chlorogenic acid, quercetagetin, and quercetin 3-O-rutinoside 

showed better prospects in terms of triple-action inhibition. Further pulmonary and oral 

pharmacokinetics showed positive results for all the reported compounds. The generated 

pharmacophore model showed hydrogen bond donor, hydrogen bond acceptor, and 

aromatic rings as basic structural features required for triple action inhibition. 

Conclusion: These findings suggest that these compounds could be explored as triple-

action inhibitors of the protein targets. They are, therefore, recommended for further 

analysis. 

Keywords: Asthma; Chymase; Drug discovery; Molecular docking; Pharmacokinetics; 

Prostaglandin D2 receptor; Spleen tyrosine kinase. 
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Abstract 

Objective: This retrospective observational cohort study aimed to assess the real-life 

application of bronchial challenge test (BCT) in the management of preschool children 

presenting with atypical recurrent respiratory symptoms (ARRS). 

Methods: We included children aged 0.5-6 years referred to a pediatric-pulmonology 

clinic who underwent BCT using methacholine or adenosine between 2012 and 2018 due 

to ARRS. BCT was considered positive based on spirometry results and/or wheezing, 

desaturation, and tachypnea reactions. We collected data on demographics, BCT results, 

pre-BCT and post-BCT treatment changes, and 3-6 months post-BCT compliance and 

symptom control. The primary outcome measure was the change in treatment post-BCT 

(step-up or step-down). 

Results: A total of 228 children (55% males) with a mean age of 4.2 ± 0.6 years underwent 

BCT (52% adenosine-BCT, 48% methacholine-BCT). Children referred for methacholine 

were significantly younger compared with adenosine (3.6 ± 1.2 vs. 4.2 ± 1.2 years, p < .01). 

Methacholine and adenosine BCTs were positive in 95% and 61%, respectively. Overall, 

changes in management were observed in 122 (53.5%) children following BCT, with 83 

(36.4%) being stepped up and 37 (17%) being stepped down. Significantly more children in 
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the methacholine group were stepped up compared with the adenosine group (46% vs. 

28%, p = .004). During the follow-up assessment, we observed a clinical improvement in 

119/162 (73.4%) of the children, with nearly 87% being compliant. 

Conclusion: This study demonstrates the importance of BCT in the management of 

preschool children presenting to pediatric pulmonary units with ARRS. The change in 

treatment and subsequent clinical improvement observed highlight the added value of 

BCT to the pulmonologist. 

Keywords: adenosine; airway hyper-responsiveness; asthma; bronchial provocation tests; 

children; preschool. 
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Abstract 

Background: Obstructive sleep apnea (OSA) is one of the major co-morbidities and 

aggravating factors of asthma. In OSA-complicated asthma, obesity, visceral fat, and 

systemic inflammation are associated with its severity, but the role of bronchial 

hyperresponsiveness (BHR) is unclear. We investigated the involvement of BHR and 

mediastinal fat width, as a measure of visceral fat, with OSA severity in patients with OSA 

and asthma-like symptoms. 

Methods: Patients with OSA who underwent BHR test and chest computed tomography 

scan for asthma-like symptoms were retrospectively enrolled. We evaluated the 

relationship between apnea-hypopnea index (AHI) and PC20 or anterior mediastinal fat 

width, stratified by the presence or absence of BHR. 

Results: OSA patients with BHR (n = 29) showed more obstructive airways and frequent 

low arousal threshold and lower mediastinal fat width, and tended to show fewer AHI than 

those without BHR (n = 25). In the overall analysis, mediastinal fat width was significantly 

positively correlated with AHI, which was significant even after adjustment with age and 

gender. This was especially significant in patients without BHR, while in OSA patients with 

BHR, there were significant negative associations between apnea index and airflow 

limitation, and hypopnea index and PC20. 

Conclusions: Risk factors for greater AHI differed depending on the presence or absence 

of BHR in OSA patients with asthma-like symptoms. In the presence of BHR, severity of 

asthma may determine the severity of concomitant OSA. 

Keywords: Airway hyperresponsiveness; Asthma-like symptoms; Hypopnea; Mediastinal fat 

width; Obstructive sleep apnea. 

Copyright © 2023 Japanese Society of Allergology. Published by Elsevier B.V. All rights 

reserved. 
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Abstract 

Background: Patients with chronic rhinosinusitis with nasal polyps (CRSwNP) often have 

atopic comorbidities, including elevated immunoglobulin E (IgE) levels and comorbid 

asthma. Omalizumab, an IgE monoclonal antibody, is an effective treatment for CRSwNP, 

but the impact of allergy or asthma status on response to omalizumab in patients with 

CRSwNP has not been well studied. 

Objective: To evaluate the impact of the allergic and asthma status on omalizumab 

treatment in patients with CRSwNP, this post hoc exploratory analysis assessed sinonasal 
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outcomes from subgroups of patients included in POLYP 1 and POLYP 2 and the open-

label extension (OLE) trials. 

Methods: Patients (N = 249) were grouped by presence/absence of comorbid allergy (≥ 1 

physician-reported allergic rhinitis, allergic sinusitis, food allergy, atopic dermatitis), 

presence/absence of comorbid asthma, baseline serum total IgE (≥ 150 or &lt; 150 IU/mL), 

and baseline blood eosinophil levels (&gt; 300 or ≤ 300 cells/µL). Sinonasal outcomes were 

the Nasal Polyps Score (NPS), Nasal Congestion Score (NCS), and Sino-Nasal Outcome 

Test-22 (SNOT-22). 

Results: During POLYP 1 and POLYP 2 and the OLE, omalizumab treatment improved NPS, 

NCS, and SNOT-22 in patients with/without physician-reported allergic comorbidities, 

with/without asthma, with higher/lower total IgE levels, and with higher/lower blood 

eosinophil counts. In the OLE, the pattern of improvement was similar in patients who 

continued or switched to omalizumab. 

Conclusion: In patients with CRSwNP, omalizumab improved sinonasal outcomes 

independent of allergic status, which suggests that a wide range of patients with different 

endotypes and phenotypes of CRSwNP may benefit from omalizumab treatment. 

Keywords: allergy; chronic rhinosinusitis with nasal polyps; omalizumab. 

Copyright © 2023. Published by Elsevier Inc. 
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Abstract 

Objective: Using cross-sectional data from the 2018 Health Survey for England, this study 

describes the types of impairment reported by people with chronic conditions and the 

association of chronic conditions and impairments with physical activity(PA). 

Methods: Participants self-reported the presence of seven chronic health conditions 

(diabetes; stroke/ischemic heart disease; hypertension; chronic obstructive pulmonary 

disease (COPD); asthma; arthritis/rheumatism/fibrositis; back problems), 11 types of 

impairment (vision, hearing, mobility, dexterity; learning; memory; mental health; stamina; 

social or behavioural; other; none); and their PA using the International Physical Activity 

Questionnaire. Multivariable Poisson regression was used to estimate the association of 

a)impairment type, b)number of impairments, and c)impairment type and chronic 

condition (mutually adjusted) with PA. 

Results: In total, 2243 adults (55% female, 44% age > 55 yrs) reported having a chronic 

condition. PA volume (MET minutes per week: median (IQR)) was highest in participants 

with asthma (2093 (693-4479)), and lowest in those with COPD (454 (0-2079)). There was a 

negative association between number of impairments and levels of PA. After adjustment 

for age, sex, ethnicity and education, and mutually adjusting for all other conditions and 

impairments, diabetes (Incident rate ratio (95% confidence interval): 0.83 (0.73-0.94)), 

COPD (0.76 (0.59-0.99)), a mobility impairment (0.63 (0.56-0.72)), a dexterity impairment 

(0.86 (0.75-0.98)), or a memory impairment (0.84 (0.72-0.99)) was negatively associated 

with PA. 
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Conclusion: Future PA research requires consideration of the number and types of 

impairments that individuals experience, as well as assessing chronic conditions. This will 

improve understanding of the barriers to PA participation and inform interventions. 

Keywords: Chronic conditions; Cross-sectional; Disability; England; Impairment; Physical 

activity. 
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Objectives: To evaluate the association between genetically determined risk for atopic 

disease and osteoarthritis (OA). 

Methods: We performed linkage disequilibrium (LD) score regression (LDSC) using 1,000 

Genomes Project European samples as a reference for patterns of genome-wide LD. 

Summary statistics for atopic disease traits were obtained from the UK Biobank. We 

generated pairwise genetic correlation between OA and traits for atopic disease to 

estimate genetic correlation between traits (rg) and heritability for each trait. The 

association between atopy-related traits and OA was examined using Mendelian 

randomization (MR) on summary statistics; we reported inverse-variance weighted (IVW), 

MR-Egger, maximum likelihood estimation (MLE), weighted median, and weighted mode. 

Results: There was a significant positive correlation between the genome-wide genetic 

architecture of asthma and all OA traits. Using the IVW (random effects), there was a 

significant association between asthma and knee OA (OR=1.04, 95% CI 1.01-1.08, 

p=0.0169). Using IVW (fixed effects), significant associations were identified between knee 

OA and allergic disease (OR=1.07, 95% CI 1.01-1.14, p=0.0342), allergic rhinitis (OR=1.07, 

95% CI 1.00-1.13, p=0.0368), and asthma (OR=1.04, 95% CI 1.01-1.07, p=0.0139), as well as 

for OA at any site and asthma (OR=1.02, 95% CI 1.00-1.04, p=0.0166). 

Conclusions: We found a significant correlation between the overall genetic architecture 

of asthma and OA, as well as an increased risk of developing OA in patients with genetic 

variants associated with asthma and allergic rhinitis; predominately, this risk was for the 

development of knee OA. These results support a causal relationship between asthma 

and/or allergic rhinitis and knee OA. 

Keywords: Asthma; Atopic Dermatitis; Atopy; Osteoarthritis. 
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Abstract 

Background: Exposure to environmental tobacco smoke (ETS) is arguably the most 

ubiquitous and hazardous, even at very low levels, starting in early life. The objective of this 

study was to describe the state of research and future trends on ETS exposure and 

Children's Health (CH) topics with bibliometrics and altmetrics. 

Methods: An electronic search was performed in Scopus database on January 31, 2023. 

Consensus was arrived on 100 most-cited articles by two reviewers. These papers were 

then cross matched with citations harvested from Web of Science (WoS) and Google 

Scholar. Altmetric Attention Score (AAS) and Dimension counts were also collected. 

Analysis and network visualization of authors, countries, and keywords were generated 

using VOSviewer software. 

Results: Among a total of 1107 articles published on ETS and CH, the 100 top-cited articles 

appeared in 54 journals, with Pediatrics (n = 12) contributing a maximum number of 

articles. The time period between 2000 and 2009 accounted for 44% of all publications. 

With respect to the research design employed across these studies, cross-sectional design 
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took precedence over others accounting for approximately 40%. Predominantly, articles 

focused on childhood asthma; however, current research trends have shifted towards 

emerging fields such as children's oral health and DNA methylation. Twitter, policy 

documents, and news outlets were the main platforms where outputs were discussed. The 

AAS was not associated with journal impact factor or access type. Weak correlations were 

observed between AAS and citation count in Scopus, WoS, and Google Scholar (r = 0.17 to 

0.27) while a positive association existed between dimension count and the number of 

citations across all three databases (r = 0.84 to 0.98). 

Conclusion: This study demonstrates the evolution, digital dissemination and research 

hotspots in the field of ETS and CH, predicting the possible future research directions. 

High-quality studies with more specific exposure classification are warranted to better 

understand the relationship between ETS and CH. 

Keywords: Altmetric; Bibliometric analysis; Child health; Dimensions; Environmental 

tobacco smoke; Most cited. 

© 2023. The Author(s). 

Conflict of interest statement 

The authors declare that they have no competing interests. 

• 25 references 

• 5 figures 

SUPPLEMENTARY INFO 

Grants and fundingexpand 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

  

Share 

9 

Editorial 

  

https://pubmed.ncbi.nlm.nih.gov/37946187/#references
https://pubmed.ncbi.nlm.nih.gov/37946187/#figures
https://pubmed.ncbi.nlm.nih.gov/37946187/
https://libkey.io/libraries/2561/pmid/37946187


Eur Respir J 

•  

•  

•  

. 2023 Nov 9;62(5):2301505. 

 doi: 10.1183/13993003.01505-2023. Print 2023 Nov. 

Sex and gender in COPD and asthma 
Joan B Soriano 1 2 3, Francesca Polverino 4 

Affiliations expand 

• PMID: 37945042 

  

• DOI: 10.1183/13993003.01505-2023 

No abstract available 

Conflict of interest statement 

Conflict of interest: The authors have no potential conflicts of interest to disclose. 

SUPPLEMENTARY INFO 

Publication typesexpand 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

  

Share 

10 

Eur Respir J 

•  

•  

https://pubmed.ncbi.nlm.nih.gov/37945042/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Soriano+JB&cauthor_id=37945042
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-9-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-9-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-9-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Polverino+F&cauthor_id=37945042
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-9-full-view-affiliation-4
https://doi.org/10.1183/13993003.01505-2023
https://pubmed.ncbi.nlm.nih.gov/37945042/
http://erj.ersjournals.com/cgi/pmidlookup?view=long&pmid=37945042
https://libkey.io/libraries/2561/pmid/37945042


•  

. 2023 Nov 9:2301011. 

 doi: 10.1183/13993003.01011-2023. Online ahead of print. 

Best step-up treatments for children 
with uncontrolled asthma: A systematic 
review and network meta-analysis of 
individual participant data 
Sofia Cividini 1, Ian Sinha 2, Sarah Donegan 1, Michelle Maden 3, Katie Rose 2, Olivia Fulton 4, Giovanna 

Culeddu 5, Dyfrig A Hughes 5, Stephen Turner 6 7, Catrin Tudur Smith 8; PhD on behalf of the EINSTEIN 

collaborative group 

Affiliations expand 

• PMID: 37945034 

  

• DOI: 10.1183/13993003.01011-2023 

Abstract 

Introduction: There is uncertainty about the best treatment option for 

children/adolescents with uncontrolled asthma despite inhaled corticosteroids, and 

international guidelines make different recommendations. 

Objectives: We evaluated the pharmacological treatments to reduce asthma exacerbations 

and symptoms in uncontrolled patients <18 years on inhaled corticosteroids. 

Methods: We searched MEDLINE, the Cochrane Database of Systematic Reviews, the 

Cochrane Central Register of Controlled Trials, Embase, the Web of Science platform, NICE 

Technology Appraisals, the NIHR HTA series, the WHO International Clinical Trials Registry 

Platform, conference abstracts and internal clinical trial registers (1 July 2014 to 5 May 

2023) for randomised controlled trials of participants <18 with uncontrolled asthma on any 

inhaled corticosteroid (ICS) dose alone at screening. Studies before July 2014 were 

retrieved from previous systematic reviews/contact with authors. Patients had to be 

randomised to any dose of ICS alone or combined with long-acting β2-agonists (LABAs) or 

combined with leukotriene receptor antagonists (LTRAs); LTRAs alone; theophylline; 

placebo. Primary outcomes were exacerbation and asthma control. The interventions 

evaluated were ICS (Low/Medium/High dose); ICS+LABA; ICS+LTRA; LTRA alone; 

theophylline; placebo. 
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Results: Of the 4708 publications identified, 144 trials were eligible. Individual participant 

data were obtained from 29 trials, and aggregate data from 19 trials. Compared to ICS 

Low, ICS Medium+LABA was associated with the lowest odds of exacerbation (OR 0.44 

[95% CrI 0.19-0.90]) and with an increased FEV1 (MD 0.71 [95% CrI 0.35-1.06]). Treatment 

with LTRA was the least preferred. No apparent differences were found for asthma control. 

Conclusion: Uncontrolled children/adolescents on low-dose ICS should be recommended 

a change to medium-dose ICS+LABA to reduce the risk for exacerbation and improve lung 

function.Using medium-dose inhaled corticosteroids with long-acting β2-agonists reduces 

the odds of exacerbation and increases FEV1 in patients 6 to 17 years whose asthma is 

uncontrolled on a low dose of inhaled corticosteroids alone. 

Copyright ©The authors 2023. For reproduction rights and permissions contact 

permissions@ersnet.org. 
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Abstract 

Observational studies suggest asthma is a risk factor for coronary heart disease (CHD) and 

sex modifies the risk, but they may suffer from methodological limitations. To overcome 

these, we applied a "triangulation approach", where different methodologies, with different 

potential biases, were leveraged to enhance confidence in findings.First, we conducted an 

observational study using U.K. medical records to match asthma patients, by age, sex and 

GP practice, 1:1 to the general population. We measured the association between asthma 

and incident CHD (myocardial infarction: hospitalisation/death) by applying minimal 

sufficient adjustment: model 1, smoking, body mass index, oral corticosteroids, atopy and 

deprivation; model 2, additionally adjusting for healthcare behaviour (GP consultation 

frequency). Second, we conducted a Mendelian Randomisation (MR) study using data from 

the UK Biobank, Trans-National Asthma Genetic Consortium, and Coronary Artery Disease 

Genome-wide Replication and Meta-analysis consortium. Using 64 asthma SNPs, the effect 

of asthma on CHD was estimated with inverse variance-weighted meta-analysis and 

methods that adjust for pleiotropy.In our observational study (N=1 522 910), we found 

asthma was associated with 6% increased risk of CHD (model 1: HR=1.06, 95%CI=1.01-

1.13), after accounting for healthcare behaviour, we found no association (model 2: 

HR=0.99, 95% CI=0.94-1.05). Asthma severity did not modify the association, but sex did 

(females: HR=1.11, 95%CI=1.01-1.21; males: HR=0.91, 95%CI=0.84-0.98). Our MR study 

(N=589 875) found no association between asthma and CHD (OR=1.01; 95%CI=0.98-1.04) 

and no modification by sex.Our findings suggest that asthma is not a risk factor for CHD. 

Previous studies may have suffered from detection bias or residual confounding. 

Copyright ©The authors 2023. 
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Abstract 

Objective: This scoping review investigated the existing literature and identified the 

evidence gaps related to diagnosis and management in children aged 2-18 years 

presenting to hospitals with a co-diagnosis of asthma and community-acquired 

pneumonia.Data Sources: We designed a scoping review following Arksey and O'Malley's 

scoping review framework and PRISMA extension for a scoping review. We searched 

literature using five electronic databases: Pubmed, CINAHL, Scopus, Web of Science, and 

Embase from 2003 to June 2023.Results: A total of 1,599 abstracts with titles were screened 

and 12 abstracts were selected for full review. Separate guidelines including Modified 

Global Initiative for Asthma (GINA) guidelines; modified Integrated Management of 

Childhood Illness (IMCI) guidelines; and a consensus guideline developed by the Pediatric 

Infectious Diseases Society (PIDS) and Infectious Diseases Society of America (IDSA) were 

used for diagnosing asthma and CAP individually. Chest X-rays were used in 83.3% (10/12) 

studies to establish the co-diagnosis of asthma-CAP in children. Variations were observed 

in using different laboratory investigations across the studies. Infectious aetiologies were 

detected in five (41.7%) studies. In 75% (9/12) of studies, children with asthma-CAP co-

diagnosis were treated with antimicrobials, however, bacterial aetiology was not reported 

in 44.4% (4/9) of the studies.Conclusions: Our scoping review suggests that chest X-rays are 
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commonly used to establish the co-diagnosis of asthma-CAP and antibiotics are often 

used without laboratory confirmation of a bacterial etiology. Clinical practice guidelines for 

the management of asthma and pneumonia in children who present with co-diagnosis 

may standardize clinical care and reduce variation. 

Keywords: Asthma; Asthma-CAP co-diagnosis; CAP; pneumonia. 
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Abstract 

Background: The impact of the new 2021 European Respiratory Society (ERS)/American 

Thoracic Society (ATS) pulmonary function test interpretation guidelines on the 

interpretation of bronchodilator responsiveness (BDR) in subjects with airway obstruction is 

still required. Therefore, the objective of this study was to explore the agreement between 

the 2005 and 2021 ERS/ATS criteria regarding the interpretation of the BDR. Moreover, we 

explore the factors that influenced the discordance of positive bronchodilator 

responsiveness (BDR+) between these two criteria. 

Methods: The agreement regarding the interpretation of BDR + between the two criteria 

was assessed using kappa (κ). The percentage of agreement in the interpretation of BDR + 

between the two criteria was calculated. The factors that influenced the discordance of 

BDR + between these two criteria were also analyzed. 

Results: A total of 500 subjects with a mean age of 60.5 ± 15.6 years, 62.2% male were 

included. The study observed a good level of agreement in the interpretation of BDR + 

between the two criteria with kappa values = 0.782. The percentages of agreement on the 

interpretation of BDR + between the two criteria were high, with values = 90.6%. Male sex 

was the only factor that influenced the discordance of BDR + between these two criteria. 

Conclusion: A good level of agreement was observed in the interpretation of BDR + 

between the 2005 and 2021 criteria. Therefore, the 2005 and 2021 ERS/ATS criteria for BDR 

can be used interchangeably. However, the discordance of BDR + between these two 

criteria could be affected by sex. 

Keywords: Asthma; Bronchodilator; COPD; Reversibility; Spirometry. 
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Abstract 

Recent advances in imaging analysis have enabled evaluation of ventilation and perfusion 

in specific regions by chest computed tomography (CT) and magnetic resonance imaging 

(MRI), in addition to modalities including dynamic chest radiography, scintigraphy, 

positron emission tomography (PET), ultrasound, and electrical impedance tomography 

(EIT). In this review, an overview of current functional imaging techniques is provided for 

each modality. Advances in chest CT have allowed for the analysis of local volume changes 
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and small airway disease in addition to emphysema, using the Jacobian determinant and 

parametric response mapping with inspiratory and expiratory images. Airway analysis can 

reveal characteristics of airway lesions in chronic obstructive pulmonary disease (COPD) 

and bronchial asthma, and the contribution of dysanapsis to obstructive diseases. Chest CT 

is also employed to measure pulmonary blood vessels, interstitial lung abnormalities, and 

mediastinal and chest wall components including skeletal muscle and bone. Dynamic CT 

can visualize lung deformation in respective portions. Pulmonary MRI has been developed 

for the estimation of lung ventilation and perfusion, mainly using hyperpolarized 129Xe. 

Oxygen-enhanced and proton-based MRI, without a polarizer, has potential clinical 

applications. Dynamic chest radiography is gaining traction in Japan for ventilation and 

perfusion analysis. Single photon emission CT can be used to assess ventilation-perfusion 

(V˙/Q˙) mismatch in pulmonary vascular diseases and COPD. PET/CT V˙/Q˙ imaging has also 

been demonstrated using "Galligas". Both ultrasound and EIT can detect pulmonary edema 

caused by acute respiratory distress syndrome. Familiarity with these functional imaging 

techniques will enable clinicians to utilize these systems in clinical practice. 

Keywords: Computed tomography; Functional imaging; Magnetic resonance imaging; 

Quantitative imaging; Ventilation-perfusion imaging. 
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Background: Previous studies found exposure to air pollution leads to exacerbations of 

asthma in paediatric and adult patients and increases asthma-related emergency hospital 

admissions (AREHA). 

Methods: AREHAs and levels of air pollutants (PM10, PM2.5 and NO2) were obtained from 

Mexico City for the period 2017-2019. A time-series approach was used to explore the 

relationship between air pollutants and AREHA. Relative risks of AREHA were estimated 

using a negative binomial regression in young children (less than 5 years) and adults 

(greater than 18 years). 

Results: There was a positive association between AREHA and PM10, PM2.5 and NO2 in 

adults, which remained after mutual adjustment for these pollutants. The relative risk (RR) 

of admission in adults increased by 3% (95% CI 1% to 4%) for a 10 µg/m3 increase in PM10, 

1% (0.03% to 3%) for a 5 µg/m3 increase in PM2.5 and by 1% (0.06% to 2%) for a 5 

µg/m3 increase in NO2. In contrast, in young children, AREHAs were negatively associated 

with PM10 after adjustment for NO2 (RR 0.97 (0.95 to 0.99) for a 10 µg/m3 and with 

NO2 after adjustment for PM10 and PM2.5 (RR 0.98 (0.96 to 0.99) and 0.97 (0.96 to 0.99), 

respectively, for a 5 µg/m3 increase in NO2). AREHAs in children were not associated with 

PM2.5 after adjustment for NO2. 

Conclusions: Ambient air pollution, within the previous week, was associated with 

emergency hospital admissions for asthma to public hospitals in adults in Mexico City. The 

relationship in children was less consistent. Further work is needed to explore why 

differences between adults and children exist to inform appropriate interventions to 

benefit public health. 
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Abstract 

Purpose: To determine whether maternal depressive symptoms at multiple time points 

during pregnancy are associated with infant wheezing in the first 2 years of life to assess 

etiologically relevant time windows. 

Methods: We included Dutch women participating in the PRIDE Study with delivery in 

2013-2019. Maternal depressive symptoms were assessed with the Hospital Anxiety and 

Depression Scale and Edinburgh Depression Scale at enrollment and in gestational weeks 

17 and 34. The International Study of Asthma and Allergies in Childhood questionnaire was 

used to assess infant wheezing biannually postpartum. Adjusted risk ratios (RRs) and 95% 

confidence intervals (CIs) were estimated with modified Poisson regression. 

Results: Among 5,294 pregnancies included, maternal depressive symptoms in gestational 

weeks 15-22 was associated with any wheezing in the first 2 years of life (RR 1.36, 95% CI 

1.04-1.78) and with current wheezing at 12 (RR 1.29, 95% CI 1.03-1.61) and 18 months (RR 

1.33, 1.04-1.69). Depressive symptoms in gestational weeks 32-35 seemed to be associated 

with any wheezing reported at two years (RR 1.27, 95% CI 0.96-1.69) and current wheezing 

at 12 months (RR 1.28, 95% CI 1.02-1.60). Four trajectories of depressive symptoms were 
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identified. Only the trajectory with increasing symptoms throughout pregnancy seemed to 

be associated with infant wheezing (RR 1.36, 95% CI 0.97-1.89). 

Conclusions: Maternal depressive symptoms in mid- and late pregnancy may be 

associated with development of infant wheezing, particularly those with onset in the 

second half of pregnancy. Research is needed to identify biological pathways and 

associations with more objective, long-term respiratory morbidity. 

Keywords: Child health; PRIDE Study; Respiratory morbidity; Trajectories; depression; 

obstetrics; pregnancy. 
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Abstract 

Purpose: This paper aims to examine the association between asthma severity and one-

year lagged fitness in New York City Public school youth by neighborhood opportunity. 

Methods: Using the Child Opportunity Index 2.0 and individual-level repeated measures 

NYC Office of School Health (OSH) fitness surveillance data (2010-2018), we ran multilevel 

mixed models stratified by neighborhood opportunity, adjusting for sex, race/ethnicity, 

grade level, poverty status, and time. Asthma severity was based on a physician-completed 

Asthma Medication Administration Form (MAF) from each school year and drawn from the 

Automated Student Health Record (ASHR). 

Results: Across all youth in grades 4-12 (n=939,598; 51.7% male; 29.9% non-Hispanic 

Black, 39.3% Hispanic; 70.0% high poverty), lower neighborhood opportunity was 

associated with lower subsequent fitness. Youth with severe asthma and very low and low 

neighborhood opportunity had the lowest 1-year lagged fitness z-scores -0.24 (95% CI, -

0.34 to -0.14) and -0.26 (95% CI, -0.32 to -0.20), respectively, relative to youth with no 

asthma and very high opportunity. 

Conclusions: An inverse longitudinal relationship between asthma severity and 

subsequent fitness was observed. Study findings have implications for public health 

practitioners to promote physical activity and improved health equity for youth with 

asthma, taking neighborhood factors into account. 

Keywords: asthma; children; environment; fitness; neighborhood; physical activity; school 

health; youth. 
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Abstract 

Decrease in forced expiratory volume in one second (FEV1 ) of 10% or 15% in exercise 

challenge test is considered diagnostic for asthma, but a decrease of 15% in peak 

expiratory flow (PEF) is recommended as an alternative. Our aim was to assess the accuracy 

of different PEF cut-off points in comparison to FEV1 . We retrospectively studied 326 free 

running exercise challenge tests with spirometry in children 6 to 16 years old. FEV1 and PEF 

were measured before and 2, 5, 10 and 15 minutes after exercise. ROC analysis, sensitivity, 

specificity, positive and negative predictive values (PPV and NPV) and kappa-coefficient 

were used to analyze how decrease in PEF predicts decrease of 10% or 15% in FEV1 . In the 

ROC analysis areas under the curve were 0.851 (p<0.001) and 0.921 (p<0.001) for PEF 
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decrease to predict a 10% and 15% decrease in FEV1 , respectively. The agreement between 

changes in PEF and FEV1 varied from slight to substantial (kappa values of 0.199 - 0.680) 

depending on the cut-points. Lower cut-off for decrease in PEF had higher sensitivity and 

NPV, while higher cut-off values had better specificity and PPV. Decrease of 20% and 25% 

in PEF seemed to be the best cut-offs for detecting 10% and 15% decrease in FEV1 , 

respectively. Still, a fifth of the positive findings based on PEF were false. Change in PEF is 

not a precise predictor of change in FEV1 in exercise test. The currently recommended cut-

point of 15% decrease in PEF seems to be too low and leads to high false positive rate. This 

article is protected by copyright. All rights reserved. 

Keywords: asthma; bronchoconstriction; spirometry. 
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Abstract 

The objective of this study was to explore the relationship between the consumption of 

fruits, vegetables and adherence to the Mediterranean diet with childhood asthma 

development and severity. A systematic literature search and synthesis of the results was 

performed throughout the last two decades. A total of 45 studies were analysed and 

392,797 children were included. Greater adherence to a Mediterranean type of diet was 

inversely associated with asthmatic outcomes (OR:0.71,95% CI:0.54,0.88). Regarding fruits, 

vegetables consumption, a significant inverse association between increased fruits or 

vegetable intake and asthma was found (OR:0.82,95% CI:0.77,0.86; 0.84,95% CI:0.77,0.91, 

respectively). Fruits and vegetables consumption combined was also inversely related to all 

asthmatic outcomes (OR:0.65,95% CI:0.49,0.78). The level of heterogeneity was moderate-

to-high (30%-97%). The present review and meta-analysis show a trend to an inverse 

association between adherence to the Mediterranean diet or a healthy diet rich in fruits 

and vegetables and the occurrence of childhood asthma but with a low level of certainty. 

Keywords: Asthma; adolescents; children; fruits; healthy; mediterranean diet; vegetables; 

wheezing. 
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Abstract 

Introduction: Interstitial lung disease (ILD) may be difficult to distinguish from other 

respiratory diseases due to overlapping clinical presentation. Recognition of ILD is often 

late, causing delay which has been associated with worse clinical outcome. Electronic nose 

(eNose) sensor technology profiles volatile organic compounds in exhaled breath and has 

potential to detect ILD non-invasively. We assessed the accuracy of differentiating breath 

profiles of patients with ILD from patients with asthma, chronic obstructive pulmonary 

disease (COPD), and lung cancer using eNose technology. 

Methods: Patients with ILD, asthma, COPD, and lung cancer, regardless of stage or 

treatment, were included in a cross-sectional study in two hospitals. Exhaled breath was 

analysed using an eNose (SpiroNose) and clinical data were collected. Datasets were split 

in training and test sets for independent validation of the model. Data were analyzed with 

partial least squares discriminant and receiver operating characteristic analyses. 
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Results: 161 patients with ILD and 161 patients with asthma (n = 65), COPD (n = 50) or 

lung cancer (n = 46) were included. Breath profiles of patients with ILD differed from all 

other diseases with an area under the curve (AUC) of 0.99 (95% CI 0.97-1.00) in the test set. 

Moreover, breath profiles of patients with ILD could be accurately distinguished from the 

individual diseases with an AUC of 1.00 (95% CI 1.00-1.00) for asthma, AUC of 0.96 (95% CI 

0.90-1.00) for COPD, and AUC of 0.98 (95% CI 0.94-1.00) for lung cancer in test sets. 

Results were similar after excluding patients who never smoked. 

Conclusions: Exhaled breath of patients with ILD can be distinguished accurately from 

patients with other respiratory diseases using eNose technology. eNose has high potential 

as an easily accessible point-of-care medical test for identification of ILD amongst patients 

with respiratory symptoms, and could possibly facilitate earlier referral and diagnosis of 

patients suspected of ILD. 

Keywords: Biomarker; Breath test; Diagnostic test; Electronic nose; Interstitial lung 

diseases; Lung cancer; Obstructive lung disease. 
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Abstract 

Background: The association of asthma and metabolic syndrome (MetS) among 

adolescents and young adults (AYAs) remains unclear, as well as the role of obesity in this 

relationship. 

Methods: AYAs aged 12-25 years who participated in the 2011-2020 National Health and 

Nutrition Examination Survey were included in this cross-sectional analysis. The 

moderating effect of obesity (age- and sex-adjusted body mass index ≥ 95th%ile for 

adolescents or ≥ 30 kg/m2 for adults) on asthma and MetS were evaluated in four groups: 

https://pubmed.ncbi.nlm.nih.gov/37932795/
https://pubmed.ncbi.nlm.nih.gov/37930803/
https://pubmed.ncbi.nlm.nih.gov/37930803/
https://pubmed.ncbi.nlm.nih.gov/37930803/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xie+L&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chandrasekhar+A&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ernest+D&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Patel+J&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Afolabi+F&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Almandoz+JP&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Almandoz+JP&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Martinez+Fernandez+T&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Gelfand+A&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Messiah+SE&cauthor_id=37930803
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=37949644%2C37947895%2C37947175%2C37951731%2C37951571%2C37951545%2C37951457%2C37946187%2C37945042%2C37945034%2C37945032%2C37943507%2C37949150%2C37948969%2C37940200%2C37944679%2C37944678%2C37934464%2C37933772%2C37933707%2C37931261%2C37932795%2C37930803%2C37930754%2C37926539%2C37742814&filter=dates.2023%2F11%2F5-2023%2F11%2F12&sort=pubdate&format=abstract&size=200#search-result-1-23-full-view-affiliation-6
https://doi.org/10.1080/02770903.2023.2280763
https://respiratory-research.biomedcentral.com/articles/10.1186/s12931-023-02575-3
https://libkey.io/libraries/2561/pmid/37932795


1) both asthma and obesity; 2) asthma and no obesity; 3) obesity and no asthma; and 4) 

healthy controls with no obesity/asthma. 

Results: A total of 7,709 AYAs (53.9% aged 12-18 years, 51.1% males, and 54.4% non-

Hispanic White) were included in this analysis. 3.6% (95% CI 2.8-4.3%) had obesity and 

asthma, 7.6% (95% CI 6.8-8.4%) had asthma and no obesity, 21.4% (95% CI 19.6-23.2%) 

had obesity and no asthma, and 67.4% (95% CI 65.4-69.4%) had neither obesity nor 

asthma. The estimated prevalence of MetS was greater among those with both obesity and 

asthma versus those with only asthma (4.5% [95% CI 1.7-7.3%] vs. 0.2% [95% CI 0-

0.5%], p < 0.001). Compared to healthy controls, those with both obesity and asthma had 

∼10 times higher odds of having MetS (aOR 10.5, 95% CI 3.9-28.1). 

Conclusions: Our results show the association between MetS and asthma is stronger in 

AYAs with BMI-defined obesity. Efforts to prevent and treat obesity may reduce MetS 

occurrence in AYAs with asthma. 

Keywords: Asthma; adolescents and young adults; metabolic syndrome; obesity. 
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Abstract 

ObjectiveThis study (a) examined anxious youth with and without asthma on measures of 

negative self-talk, parental psychopathology, worry content, physical symptoms, panic 

symptoms, generalized symptoms, and separation anxiety symptoms, and (b) tested if 

outpatient CBT or medication were differentially effective in reducing anxiety for youth 

with asthma and anxiety. Methods: This secondary analysis separated youth with an anxiety 

disorder into asthma and non-asthma groups. Youth were also compared on response to 

treatments (i.e., CBT, sertraline, combined, and placebo). Results: A total of 488 participants 

participated in the original study, with an average age of 10 years (SD 2.87). Youth with 

comorbid asthma and anxiety demonstrated higher rates of negative self-talk. Youth with 

comorbid asthma and anxiety did not differ from the non-asthma group on measures of 

physical symptoms, anxiety disorder specific symptoms, parental psychopathology or 

worry content. Youth with asthma and anxiety responded similarly to the non-asthma 

group to treatment across treatment conditions. Conclusions: Treatment was comparably 

effective for youth with comorbid asthma and anxiety and youth with anxiety. Future 

research could examine the effects of psychopharmaceuticals on asthma and anxiety 

comorbidity. 

Keywords: behavioral health; behavioral medicine; pediatrics; psychopathology. 
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Abstract 

A gas exchange analysis with the cardiopulmonary exercise test is effective in 

discriminating non-cardiogenic components of limited exercise tolerance and is important 

for use in combination with the diastolic stress test. An 80-year-old woman with 

progressive exertional dyspnoea, hypertension, and untreated bronchial asthma was 

diagnosed with heart failure with a preserved ejection fraction by invasive testing. Diuretics 

were initiated, which resulted in partial symptom improvement. A subsequent non-invasive 

test revealed a reduced breathing reserve, suggesting exertional dyspnoea complications 

linked to lung disease. Bronchodilators were administered, which further improved the 

symptoms. 

Keywords: dyspnoea; heart failure with a preserved ejection fraction (HFpEF); invasive 

cardiopulmonary exercise test; non-invasive cardiopulmonary exercise test. 
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Abstract 

Uncontrolled inflammation leads to nonspecific destruction and remodeling of tissues and 

can contribute to many human pathologies, including pulmonary diseases. Stimulation of 

inflammatory resolution is considered an important process that protects against the 

progression of chronic inflammatory diseases. Resolvins generated from essential omega-3 

polyunsaturated fatty acids have been demonstrated to be signaling molecules in 

inflammation with important pro-resolving and anti-inflammatory capabilities. By binding 
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to specific receptors, resolvins can modulate inflammatory processes such as neutrophil 

migration, macrophage phagocytosis and the presence of pro-inflammatory mediators to 

reduce inflammatory pathologies. The discovery of these pro-resolving mediators has led 

to a shift in drug research from suppressing pro-inflammatory molecules to investigating 

compounds that promote resolution to treat inflammation. The exploration of 

inflammatory resolution also provided the opportunity to further understand the 

pathophysiology of pulmonary diseases. Alterations of resolution are now linked to both 

the development and exacerbation of diseases such as asthma, chronic obstructive 

pulmonary disease, cystic fibrosis, acute respiratory distress syndrome, cancer and COVID-

19. These findings have resulted in the rise of novel design and testing of innovative 

resolution-based therapeutics to treat diseases. Hence, this paper reviews the generation 

and mechanistic actions of resolvins and investigates their role and therapeutic potential in 

several pulmonary diseases that may benefit from resolution-based pharmaceuticals. 

Keywords: Inflammation; Inflammatory resolution; Pro-resolving mediator; Pulmonary 

disease; Resolvin. 
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Abstract 

Intramuscular injections with methylprednisolone treating allergic rhinitis (AR) have a long 

history. Modern guidelines are designed to dissuade this treatment, but it´s frequently 

used, especially in primary care. This despite of concern for side effects and lack of modern 

placebo-controlled studies. This study was designed to evaluate if methylprednisolone, 

could significantly improve symptoms of birch pollen induced AR and reduce the 

concomitant use of standard of care medication. Forty-two patients with birch pollen 

induced AR were randomized to treatment with methylprednisolone (80 mg) or placebo 

(NaCl 0.9%). Daily symptom- and medication scores was registered for 3 weeks. Quality of 

life questionnaires Sino-nasal Outcome Test-22 (SNOT-22) and Juniper Rhinoconjunctivitis 

Quality of Life Questionaire (Juniper RQLQ) were registered at trial start and at the end of 

the 3 weeks period. The combined symptom- and medication scores indicate that the 

methylprednisolone treated group [mean Area Under the Curve (AUC) 37.1 (SD 16.2 (95% 

CI 29.9-44.6))] was significantly better off than the placebo group [mean AUC 49.1 (SD 10.1 

(95% CI 44.5-53.7))], p = 0.008. No significant difference between the groups were found in 

the SNOT-22 and Juniper RQLQ analysis. Registered side effects were few and mild. The 

limited beneficial effects of systemic steroids when added to standard of care in 

combination of its potential risk for side effects, speaks against its use for treatment of 

severe seasonal allergic rhinitis. The lack of difference in quality-of-life further underscores 

this result. 
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Abstract 

Objectives: To evaluate the association between genetically determined risk for atopic 

disease and osteoarthritis (OA). 

Methods: We performed linkage disequilibrium (LD) score regression (LDSC) using 1,000 

Genomes Project European samples as a reference for patterns of genome-wide LD. 

Summary statistics for atopic disease traits were obtained from the UK Biobank. We 

generated pairwise genetic correlation between OA and traits for atopic disease to 

estimate genetic correlation between traits (rg) and heritability for each trait. The 

association between atopy-related traits and OA was examined using Mendelian 
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randomization (MR) on summary statistics; we reported inverse-variance weighted (IVW), 

MR-Egger, maximum likelihood estimation (MLE), weighted median, and weighted mode. 

Results: There was a significant positive correlation between the genome-wide genetic 

architecture of asthma and all OA traits. Using the IVW (random effects), there was a 

significant association between asthma and knee OA (OR=1.04, 95% CI 1.01-1.08, 

p=0.0169). Using IVW (fixed effects), significant associations were identified between knee 

OA and allergic disease (OR=1.07, 95% CI 1.01-1.14, p=0.0342), allergic rhinitis (OR=1.07, 

95% CI 1.00-1.13, p=0.0368), and asthma (OR=1.04, 95% CI 1.01-1.07, p=0.0139), as well as 

for OA at any site and asthma (OR=1.02, 95% CI 1.00-1.04, p=0.0166). 

Conclusions: We found a significant correlation between the overall genetic architecture 

of asthma and OA, as well as an increased risk of developing OA in patients with genetic 

variants associated with asthma and allergic rhinitis; predominately, this risk was for the 

development of knee OA. These results support a causal relationship between asthma 

and/or allergic rhinitis and knee OA. 

Keywords: Asthma; Atopic Dermatitis; Atopy; Osteoarthritis. 
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Abstract 

Objective: The role of allergy as a risk factor for Long-COVID (LC) is unclear and has not 

been thoroughly examined yet. We aimed to systematically review and appraise the 

epidemiological evidence on allergic diseases as risk factors for LC. 

Design: This is an initial systematic review. Two reviewers independently performed the 

study selection and data extraction using Covidence. Risk of bias (RoB) and certainty of 

evidence (GRADE) were assessed. Random effects meta-analyses were used to pool 

unadjusted ORs within homogeneous data subsets. 

Data sources: We retrieved articles published between January 1st, 2020 and January 19th, 

2023 from MEDLINE via PubMed, Scopus, the WHO-COVID-19 database and the LOVE 

platform (Epistemonikos Foundation). In addition, citations and reference lists were 

searched. 

Eligibility criteria: We included prospective cohort studies recruiting individuals of all 

ages with confirmed SARS-CoV-2 infection that were followed up for at least 12 months 

for LC symptoms where information on pre-existing allergic diseases was available. We 

excluded all study designs that were not prospective cohort studies and all publication 

types that were not original articles. 

Results: We identified 13 studies (9967 participants, range 39-1950 per study), all assessed 

as high RoB, due to population selection and methods used to ascertain the exposures and 

the outcome. Four studies did not provide sufficient data to calculate Odds Ratios. The 

evidence supported a possible relationship between LC and allergy, but was very uncertain. 

For example, pre-existing asthma measured in hospital-based populations (6 studies, 4019 
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participants) may be associated with increased risk of LC (Odds Ratio 1.94, 95% CI 1.08, 

3.50) and findings were similar for pre-existing rhinitis (3 studies, 1141 participants; Odds 

Ratio 1.96, 95% CI 1.61, 2.39), both very low certainty evidence. 

Conclusions: Pre-existing asthma or rhinitis may increase the risk of LC. 

Keywords: COVID-19; allergy; asthma; long-COVID; risk. 
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Abstract 

Introduction: Relevant studies have demonstrated that glucocorticoids and 

antihistamines, such as budesonide and azelastine, are effective in the treatment of 

vasomotor rhinitis, with their combined use being more effective than that of a single drug. 

The aim of this study was to assess the improvement in the symptoms of patients 

following the combined administration of these drugs. 

Methods: We conducted a single-center randomized study on 42 patients. Participants 

were randomly treated with budesonide, levocabastine hydrochloride, or their combination 

for 2 weeks. The visual analog scale (VAS) score and levels of eosinophil cationic protein 

(ECP), histamine (HA), leukotriene B4 (LTB4), and vasoactive intestinal peptide (VIP) in nasal 

secretions were evaluated before and after treatment. 

Results: The symptoms of patients were improved in all 3 treatment groups compared 

with those before treatment. Following combined treatment, the improvement in 

symptoms of nasal obstruction, runny nose, nasal itching, and sneezing was much greater 

than those in the groups treated with budesonide or levocabastine hydrochloride alone (p 

= 0.04, 0.004, 0.005, 0.004, respectively). The decreased levels of these inflammatory 

mediators were significantly different between the different treatment groups. 

Conclusions: Budesonide or levocabastine hydrochloride alone improved the nasal 

symptoms of patients with vasomotor rhinitis and reduced the levels of ECP, HA, LTB4, and 

VIP in nasal secretions. However, their combination improved the symptoms of patients 

more significantly than each drug alone. 

Keywords: Budesonide; Efficacy; Levocabastine hydrochloride; Treatment; Vasomotor 

rhinitis. 

© 2023 S. Karger AG, Basel. 
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Abstract 

Introduction: Cough as a symptom of renal cell carcinoma (RCC) was first described by 

Creevy in 1935, and despite one (unpublished) study suggesting it may affect 31% of these 

patients, as well as cough being discussed in forums for patients with kidney cancer, few 

clinicians are aware of this association. The cough has been described as unusual in nature, 
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resolving rapidly after treatment with nephrectomy/embolisation but returning if the 

tumour recurs. 

Methods and analysis: A prospective study using a questionnaire will identify the 

prevalence of cough in patients with suspected or confirmed RCC attending the Specialist 

Centre for Kidney Cancer (London, UK). A longitudinal study in a representative sample of 

these patients, using EQ-5D-5L and Leicester Cough Questionnaires, together with the use 

of semi-structured interviews with patients, will identify the impact of cough in addition to 

having a diagnosis of suspected or confirmed RCC on quality of life. To investigate cough 

mechanisms, a pilot study using cough hypersensitivity testing will be performed on 

patients with RCC, with and without a cough. Clinical samples (urine, blood, phlegm and 

breath condensate) from patients with RCC, with and without a cough, will be collected 

and analysed for the presence of substances known to trigger or enhance cough and 

compared with the results obtained from healthy volunteers. 

Ethics and dissemination: Ethical approval has been granted (UK HR REC 22/PR/0791 

dated 25/08/2022). Study outputs will be presented and published nationally and 

internationally at relevant conferences. This study will establish the prevalence of cough in 

patients with suspected or confirmed kidney cancer and support the education of clinicians 

to consider this diagnosis in patients with chronic cough (eg, recommending protocols to 

include both kidneys when investigating respiratory symptoms with chest CT scans). If 

substances known to trigger or enhance cough are identified and elevated in clinical 

samples, this research could offer potential targets for treatment for this distressing 

symptom. 

Trial registration number: NIHR CRN portfolio CPMS ID:53 372. 

Keywords: Adult thoracic medicine; EPIDEMIOLOGY; Kidney tumours; QUALITATIVE 

RESEARCH. 
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Abstract 

Purpose of review: Chronic bronchitis is a phenotype of chronic obstructive pulmonary 

disease (COPD), characterized by chronic cough and sputum production, associated with 

an increased rate of COPD exacerbations and hospital admissions, a more rapid decline in 

lung function and reduced life expectancy. Despite optimal medical therapy, chronic 

bronchitis remains difficult to treat. Interventional bronchoscopic procedures offer novel 

therapeutic approaches to this highly symptomatic condition. 

Recent findings: A characteristic feature of chronic bronchitis is the presence of an 

abnormal epithelium with excessive mucus producing cells, parasympathetic overactivity, 

and airway inflammation. Metered cryospray and bronchial rheoplasty are designed to 

target this abnormal epithelium to reduce mucus production and inflammation. Targeted 

lung denervation aims to reduce parasympathetic overactivity, which may drive mucus 

hypersecretion. Here, we review the available evidence to determine the safety and efficacy 

across the bronchoscopic interventions. 

Summary: Interventional bronchoscopy is a rapidly expanding field and its application in 

the treatment of chronic bronchitis has been recognized by the Global initiative for chronic 
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Abstract 

Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive, and fatal disease with an 

unknown cause. It is characterized by symptoms such as cough and breathlessness, which 

significantly impact patients' quality of life. Cough, in particular, has emerged as a 

burdensome symptom for individuals with IPF. The etiology of cough in IPF patients is 

believed to be complex, involving factors related to the disease itself, such as increased 

sensitivity of cough nerves, lung structural changes, inflammation, and genetic factors, as 

well as comorbidities and medication effects. Unfortunately, effective treatment options for 

cough in IPF remain limited, often relying on empirical approaches based on studies 

involving chronic cough patients in general and the personal experience of physicians. 

Medications such as opioids and neuromodulators are commonly prescribed but have 

shown suboptimal efficacy, imposing significant physical, psychological, and economic 

burdens on patients. However, there is hope on the horizon, as specific purinergic P2 

receptor ligand-gated ion channel (P2X3) inhibitors have demonstrated promising 

antitussive effects in ongoing clinical trials. This review aims to provide a comprehensive 

overview of the evaluation and management of cough in IPF patients, as well as highlight 

emerging pharmacological and non-pharmacological approaches that target the cough 

reflex and are currently being investigated in clinical settings. 

Keywords: Assessment; Cough; Idiopathic pulmonary fibrosis; Management; Pulmonary 

fibrosis. 

© 2023. The Author(s), under exclusive licence to Springer Science+Business Media, LLC, 
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Abstract 

Background: Our aims were to describe respiratory sequelae up to 12 months after 

discharge in COVID-19 patients with severe pneumonia requiring non-invasive respiratory 

support therapies. 

Methods: This study was undertaken at University Hospital Doctor Josep Trueta (Girona, 

Spain) between March 2020 and June 2020. Three months after discharge, we evaluated 

their dyspnoea and performed Saint George's respiratory questionnaire, pulmonary 

function tests, blood test, 6-min walking test, and a high-resolution CT (HRCT). At the six 

and 12-month follow-up, we repeated all tests except for pulmonary function, 6-min 

walking test, and HRCT, which were performed only if abnormal findings had been 

previously detected. 

Results: Out of the 94 patients recruited, 73% were male, the median age was 62.9 years 

old, and most were non-smokers (58%). When comparing data three and 12 months after 

discharge, the percentage of patients presenting dyspnoea ≥ 2 decreased (19% vs 7%), the 

quality-of-life total score improved (22.8% vs 18.9%; p = 0.019), there were less abnormal 

results in the pulmonary function tests (47% vs 23%), the 6-min walking test distance was 
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enhanced (368.3 m vs 390.7 m, p = 0.020), ground glass opacities findings waned (51.6% vs 

11.5%), and traction bronchiectasis increased (5.6% vs 15.9%). Only age showed significant 

differences between patients with and without pulmonary fibrotic-like changes. 

Conclusion: Most patients improved their clinical condition, pulmonary function, exercise 

capacity and quality of life one year after discharge. Nonetheless, pulmonary fibrotic-like 

changes were observed during the follow-ups. 

Keywords: COVID-19; Coronavirus disease; Long-term sequelae; Pneumonia; Pulmonary 

fibrosis. 
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Abstract 

Background and objective: Bronchiectasis is a frequent incidental finding on chest 

computed tomography (CT), but its relevance in lung cancer screening is not fully 

understood. We investigated the association between bronchiectasis and respiratory 

symptoms, pulmonary function, and emphysema in lung cancer screening participants with 

and without chronic obstructive pulmonary disease (COPD). 

Methods: We included 3260 (ex-)smokers from the Dutch-Belgian lung cancer screening 

trial (NELSON). Bronchiectasis was scored by chest radiologists. The relationship with 

pulmonary function (FEV1%predicted, FEV1/FVC), respiratory complaints (cough, dyspnea, 

wheezing, mucus hypersecretion), and CT-quantified emphysema (15th percentile) was 

examined with independent t-tests and multivariate regression. 

Results: Bronchiectasis was present in 5.4% (n = 175/3260). There was no difference in 

prevalence between subjects with and without COPD (68/1121 [5.9%] vs. 109/2139 [5.1%]; 

p = .368). COPD subjects with bronchiectasis had a lower FEV1%predicted (76.2% vs. 

85.0%; p < .001), lower FEV1/FVC (0.58 vs. 0.62; p < .001), and more emphysema (- 938 HU 

vs. - 930 HU; p = .001) than COPD subjects without bronchiectasis. In COPD subjects, 

bronchiectasis was independently associated with a lower FEV1%predicted (B = - 7.7; CI [- 

12.3, - 3.3]), lower FEV1/FVC (B = - 2.5; CI [- 4.3, - 0.8]), more cough (OR 2.4; CI [1.3, 4.3]), 

more mucus hypersecretion (OR 1.8; CI [1.0, 3.1]) and more dyspnea (OR 2.3; CI [1.3, 3.9]). 

In those without COPD (n = 2139), bronchiectasis was associated with more cough, mucus 

hypersecretion, and wheezing, but not with deteriorating lung function. 

Conclusion: Bronchiectasis was present in 5.4% of our lung cancer screening participants 

and was associated with more respiratory symptoms and, in those with COPD, with lower 

lung function and more emphysema. 

Clinical relevance statement: In a lung cancer screening population, bronchiectasis has a 

prevalence of 5.4% with a mainly mild severity. This finding is of little clinical relevance 

unless mild COPD is also present. In those subjects, bronchiectasis was associated with a 

lower lung function, more respiratory symptoms, and more emphysema. 

Key points: • Bronchiectasis was found in 5.4% of lung cancer screening participants, 

consisting of (ex-)smokers with and without mild COPD. • In those with mild COPD, 

bronchiectasis was associated with a lower lung function, more respiratory symptoms, and 

more emphysema. • Incidental findings of mild bronchiectasis are not very relevant in a 

lung cancer screening population, unless COPD is also present. 

https://doi.org/10.1007/s00330-023-10361-4
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Abstract 

Background: Bronchiectasis is a major respiratory complication in patients with common 

variable immunodeficiency (CVID) and is associated with recurrent pulmonary infections. 

However, it is unclear whether other infections or non-infectious respiratory conditions are 

related to its development. 

Objective: To identify respiratory comorbidities associated with bronchiectasis in patients 

with CVID. 

Methods: A total of 1470 CVID patients enrolled in the USIDNET registry were included in 

a cross-sectional analysis. The primary outcome of our study was to determine the clinical 

characteristics and other respiratory conditions associated with respiratory comorbidities 

and physician-reported bronchiectasis. 

Results: One hundred ninety-seven CVID patients were noted to have bronchiectasis 

(13.4%). Affected patients were significantly older than patients without bronchiectasis 

(median age 54 years vs. 49 years, p = 0.0004). These patients also had lower serum IgA 

(13 mg/dL IQR 60 mg/dL vs. 28.4 mg/dL IQR 66 mg/dL, p = 0.000). Notably, chronic 

rhinosinusitis (OR = 1.69 95%CI 1.05-2.75), sinusitis (OR = 2.06 95%CI 1.38-3.09), 

pneumonia (OR = 2.70 95%CI 1.88-3.88), COPD (OR = 2.66 95%CI 1.51-4.67), and 

interstitial lung disease (OR = 2.34 95%CI 1.41-3.91) were independently associated with 

the development of bronchiectasis in this population. 

Conclusion: These data suggest that lower and upper respiratory infections, chronic lower 

airway disease, and interstitial lung diseases are independently associated with 

bronchiectasis in CVID patients. Further study into predisposing conditions related to the 

development of bronchiectasis in CVID patients may allow prediction and early 

intervention strategies to prevent the development of this complication. 

Keywords: Antibody deficiency; Bronchiectasis; Common variable immunodeficiency; 

Inborn errors of immunity; Interstitial lung diseases; Pneumonia; Primary immunodeficiency 

diseases; Respiratory disease; Sinusitis. 
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