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Abstract 

Background: Chronic obstructive pulmonary disease (COPD) exacerbations are a 
frequent cause of emergency department visits and are associated with high 
morbidity, mortality, and healthcare costs. These visits represent an opportunity to 
optimize patient management and align treatment with guideline recommendations, 
particularly regarding inhaled triple therapy. 

Objectives: To describe the clinical characteristics and management of COPD 
patients in the emergency department and to identify factors associated with 
inhaled triple therapy prescription at discharge. 

Methods: Retrospective observational study including patients aged >18 years 
attended at the emergency department of the Hospital Clínico Universitario 
(Zaragoza, Spain) between July and December 2022, with a diagnosis of COPD 
exacerbation at discharge. Demographic, clinical, laboratory, and therapeutic 
variables were analyzed. Logistic regression identified independent predictors of 
inhaled triple therapy prescription at discharge. 

Results: A total of 227 patients were included (mean age: 74.4 years; 70.9% male). 
Most (93.4%) had a prior COPD diagnosis, and 41.0% were already on maintenance 
inhaled triple therapy. At discharge, inhaled triple therapy was prescribed in 53.8% 
of the cases. Independent variables associated with triple therapy prescription 
included prior use of inhaled triple therapy (odds ratio [OR]:9.4), long-term home 
oxygen therapy (OR:4.3), and influenza vaccination (OR:3.1). Six months after 
discharge, 36.0% of patients required hospital admission for COPD exacerbation. 

Conclusions: One-third of COPD patients discharged from the emergency 
department do not receive guideline-recommended inhaled triple therapy. 
Interventions aimed at standardizing and optimizing emergency department 
management are needed to improve adherence to clinical guidelines and improve 
patient outcomes. 

Keywords: Chronic obstructive pulmonary disease; Emergency department; 
Exacerbation; Therapy. 
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Abstract 

Background: Change in 6-min walk distance (6MWD) over time serves as a measure 
of change in functional exercise performance. We analysed a large cohort of current 
or former tobacco smokers over a 5-year period to identify correlates of 6MWD 
decline. 

Methods: A total of 4734 participants with normal spirometry or spirometric 
evidence of chronic obstructive pulmonary disease (COPD) who completed a 5-year 
follow-up in the COPDGene study were included. Baseline and 5-year assessments 
included 6MWD, spirometry, St. George's Respiratory Questionnaire (SGRQ), 
gender, race and CT measures of emphysema, gas trapping and airway wall 
thickness. 6MWD decline correlates relative to baseline and 5-year changes were 
examined using univariate and multivariate linear regression. 

Results: At baseline, 2573 had normal spirometry; 487 were classified as GOLD1, 
1044 as GOLD2, 514 as GOLD3 and 116 as GOLD4. Average 5-year decline in 6MWD 
was 35.6±101.7 (SD) metres (p<0.001). COPD participants experienced greater 
6MWD decline (44.1±101.9 m, p<0.001) compared with those with normal spirometry 
(28.5±101.0 m, p<0.001). Only baseline 6MWD and study site accounted for 
appreciable fractions of 6MWD decline variance (R2=12.1% and 9.1%, respectively). 
5 year change in variables assessed (including FEV1 and SGRQ) explained only 
small fractions of 6MWD decline variance (each R2≤5%). 

Conclusion: 6MWD declined significantly, but with high variability; spirometry, CT, 
health status, demographic and anthropometric measures accounted for only small 
portions of this variance. Our findings suggest that a meaningful decline in 6MWD 
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observed over 5 years in COPD patients is in large part related to factors other than 
decline in pulmonary structure or function. 

Keywords: Respiratory Function Tests. 
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Abstract 

Research in pulmonology generated several landmark publications over the past 
year. We screened more than 900 studies published in 2025 and selected 8 articles 
that highlight novel treatments and possible practice-changing evidence in several 
respiratory conditions. Two articles studied therapeutic options in interstitial lung 
disease, including a novel antifibrotic agent for pulmonary fibrosis and first-line 
methotrexate use in sarcoidosis. Two articles outlined the role of corticosteroids in 
community-acquired pneumonia and selecting patients who may benefit most. One 
article described evidence for an alternate agent for smoking cessation in patients 
with or without chronic obstructive pulmonary disease (COPD), while another article 

https://pubmed.ncbi.nlm.nih.gov/41980814/
https://pubmed.ncbi.nlm.nih.gov/41974006/
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&show_snippets=off&term=Gu+Y&cauthor_id=41974006
https://pubmed.ncbi.nlm.nih.gov/?term=41986160%2C41985297%2C41980814%2C41974006%2C41748283%2C41241414&filter=dates.2026%2F4%2F13-2026%2F4%2F19&show_snippets=off&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&show_snippets=off&term=Ragheb+S&cauthor_id=41974006
https://pubmed.ncbi.nlm.nih.gov/?term=41986160%2C41985297%2C41980814%2C41974006%2C41748283%2C41241414&filter=dates.2026%2F4%2F13-2026%2F4%2F19&show_snippets=off&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&show_snippets=off&term=Unger+M&cauthor_id=41974006
https://pubmed.ncbi.nlm.nih.gov/?term=41986160%2C41985297%2C41980814%2C41974006%2C41748283%2C41241414&filter=dates.2026%2F4%2F13-2026%2F4%2F19&show_snippets=off&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-2
https://doi.org/10.7326/annals-26-00985
https://thorax.bmj.com/lookup/pmidlookup?view=long&pmid=41980814
https://libkey.io/libraries/2561/pmid/41980814


studied the use of mepolizumab in patients with eosinophilic COPD. We also 
reviewed the first head-to-head trial comparing biologic medications in asthma and 
chronic rhinosinusitis with nasal polyps. Finally, we summarized the latest evidence 
of a first-in-class therapeutic agent that reduced exacerbations in patients with 
bronchiectasis. 
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GOLD and GLI agree on many important issues regarding diagnosing COPD with 
spirometry, sharing concerns about under-use and agreeing that, in the appropriate 
clinical context, the fixed ratio can be used to identify COPD-related airflow 
obstruction https://bit.ly/4tB8cZt 
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Abstract 

Background: Chronic respiratory diseases (CRDs) and cardiovascular diseases 
(CVDs) are leading global health burdens. Despite being common, CRD and CVD 
comorbidity is often underestimated due to overlapping symptoms and risk factors. 
Consequently, their relationship remains unclear. 

Aims and objectives: To determine the bidirectional genetic relationship between 
CRD and CVD and explore smoking and inflammation as potentially shared joint risk 
factors. 

Methods: We conducted bidirectional Mendelian randomisation (MR) to explore 
CRD-CVD relationships. Summary statistics from genome-wide association studies 
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were retrieved for chronic obstructive pulmonary disease (COPD), asthma, coronary 
artery disease (CAD), myocardial infarction (MI), heart failure, atrial fibrillation (AF) 
and ischaemic stroke (IS). We performed additional analysis including univariable 
MR for smoking, multivariable MR adjusting for smoking and cis-MR to investigate 
the role of inflammatory markers. 

Results: Our MR analysis found limited genetic evidence of relationships between 
CRD and CVD, and vice versa. However, a nominally significant genetic association 
was observed between asthma and an increased risk of AF (OR inverse-variance 
weighted (ORIVW) 1.036, 95% CI 1.003 to 1.070), remaining weakly significant after 
adjusting for smoking (ORIVW 1.040, 95% CI 1.008 to 1.074). Genetically predicted 
lifetime smoking strongly increased all CRD and CVD risk. Additionally, genetically 
proxied IL6R concentration associated with increased asthma risk and decreased 
CAD, MI, AF and IS risk, while IL1RN decreased COPD risk but increased CAD and 
MI risk. 

Conclusions: While we found limited genetic evidence linking CRD and CVD, 
smoking and inflammatory markers commonly affect both. These findings highlight 
the complexity of CRD-CVD comorbidities, whose pathophysiology likely does not 
involve direct causation of each other. 

Keywords: Asthma; Clinical Epidemiology; Pulmonary Disease, Chronic 
Obstructive; Smoking. 

© Author(s) (or their employer(s)) 2026. Re-use permitted under CC BY. Published 
by BMJ Group. 
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Abstract 

Introduction: This research aimed to examine: (1) the role of chronic physical 
multimorbidity as a risk factor for common mental disorders, (2) the mediating 
effects of social support and loneliness on the relationship between physical 
multimorbidity and common mental disorders, and (3) the association between 
mediating factors (social support and loneliness) and common mental disorders, as 
well as potential moderating effects among them in this association. 

Methods: A total of 1380 individuals aged 18 and above were interviewed on two 
occasions between 2019 and 2024. Common mental disorders were evaluated using 
an adapted version of the Composite International Diagnostic Interview. Physical 
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multimorbidity was identified using the Functional Comorbidity Index. Loneliness 
was evaluated using the Three-Item Loneliness Scale. The Oslo Social Support 
Scale was used to assess social support. Logistic regression models, including 
mediation and moderation analysis, were used to analyze the data. 

Results: Both physical multimorbidity and loneliness were longitudinally associated 
with common mental disorders. Loneliness and social support mediated the 
relationship between physical multimorbidity and mental disorders, accounting for 
9.75% and 3.05% of the effect, respectively. The association between loneliness and 
common mental disorders was moderated by social support, with the impact of 
loneliness on common mental disorders being stronger in those with poor social 
support. 

Conclusion: Improving social support to relieve loneliness might result in a decline 
in the prevalence of common mental disorders in people with chronic physical 
conditions. 

Keywords: Chronic physical conditions; Common mental disorders; Loneliness; 
Mediating analysis; Social support. 
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Methodology: A prospective, multicentre, real-world phase IV study in Belgium, 
enrolling 360 patients with severe CRSwNP initiating treatment with omalizumab 
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response was evaluated based on EUFOREA criteria. 
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Results: After 6 months, nasal polyp score (NPS), olfactory function, and patient-
reported outcomes improved across all biologics, with concurrent improvements in 
asthma control within each treatment group. A good-to-excellent multidomain 
therapeutic response was achieved in 51% of patients, and treatment continuation 
beyond 6 months was observed in 74% of omalizumab-, 81% of mepolizumab-, and 
92% of dupilumab-treated patients. No severe adverse events were reported. 

Conclusion: In this real-world cohort, the three registered biologics provided 
significant clinical benefit in severe CRSwNP, with numerically larger improvements 
observed in patients treated with dupilumab. 
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Abstract 

This Journal club evaluates recent evidence on the role of blood eosinophil count 
(BEC) as a biomarker to guide therapy in patients with acute exacerbations of COPD 
and asthma. The review focuses on three studies with different methodological 
approaches: a biomarker-directed corticosteroid trial (Bafadhel et al., 2012), an 
acute biologic therapy trial using benralizumab (ABRA, 2025) and a long-term 
biologic therapy trial using mepolizumab (COPD-HELP, 2025). The biomarker-
directed corticosteroid study demonstrated non-inferior symptom improvement 
while reducing steroid exposure, highlighting the potential to personalise therapy 
based on BEC. The ABRA trial showed that a single injection of benralizumab 
reduced treatment failure, prolonged time to exacerbation and improved symptom 
scores in patients with high eosinophils. By contrast, the COPD-HELP trial found no 
significant effect of mepolizumab on readmission or mortality, despite substantial 
eosinophil reduction. Limitations include small sample sizes, heterogeneous 
populations and reliance on surrogate end-points in some studies. These findings 
support the use of BEC-guided therapy in acute settings but suggest that long-term 
biologic treatment post-exacerbation may not improve hard outcomes. Future 
research should focus on precision medicine strategies targeting eosinophilic 
exacerbations and identifying patient subgroups who benefit most from biomarker-
guided interventions. 
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Abstract 

Gastroesophageal reflux disease (GERD) is a prevalent comorbidity of chronic 
respiratory diseases including idiopathic pulmonary fibrosis (IPF), non-IPF 
interstitial lung disease, asthma, chronic obstructive pulmonary disease (COPD) 
and refractory chronic cough. Prevalence of symptoms of reflux and/ or refractory 
respiratory symptoms, along with concerns that refluxed gastric contents into the 
esophagus may micro-aspirate into the lungs causing injury and potentially 
accelerate disease progression, have resulted in high usage of empirical anti-reflux 
treatments. However, empirical treatment of reflux (medical or mechanical) is 
frequently ineffective without obvious explanation for the lack of respiratory 
improvement. This review provides novel and updated understanding of the 
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pathophysiological mechanisms that link upper gut dysfunction, reflux (both distal 
and proximal), lung structure, lung mechanics and breathing patterns, including the 
potential role of the vagally mediated esophageal-bronchial reflex and the bi-
directional nature of these interactions in individual respiratory diseases. We also 
highlight the need for a consensus between gastrointestinal and respiratory 
communities and propose a framework for diagnosing and managing GERD in 
respiratory disease. 

Keywords: Gastroesophageal reflux; Motility; Respiratory disease. 
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Abstract 

Background: Short-acting β2-agonist (SABA) overuse is associated with increased 
asthma exacerbations and mortality, yet its impact on cardiovascular disease 
remains unclear. We investigate the association between SABA overuse and the 
risk of major adverse cardiovascular events (MACE) in patients with asthma. 

Methods: Between 2011 and 2019, patients with asthma were identified from the 
Taiwan asthma pay-for-performance database. SABA overuse was defined as using 
≥3 canisters annually, compared with acceptable use (0-2 canisters/year). Inverse 
probability of treatment weighting (IPTW) was applied to balance baseline 
covariates. The primary outcome was 1-year MACE. Secondary outcomes included 
MACE component (non-fatal myocardial infarction, haemorrhagic stroke, ischaemic 
stroke) and mortality. 

Results: Among 231 970 patients, 28 500 had SABA overuse and 203 470 had 
acceptable use. In the IPTW-weighted cohort, 1-year MACE incidence was higher in 
the overuse group (2.82 vs 0.99 per 100 person-years; adjusted HR (aHR) 1.25, 95% 
CI 1.12 to 1.39). SABA overuse significantly increased the risk of non-fatal MI (aHR: 
1.28, 95% CI 1.09 to 1.50), ischaemic stroke (aHR: 1.26, 95% CI 1.08 to 1.46) and 
mortality (aHR: 1.40, 95% CI 1.24 to 1.58). Haemorrhagic stroke risk was not 
significantly increased. A non-linear dose-response was observed, with MACE risk 
peaking at 6-8 canisters annually. 

Conclusion: SABA overuse (≥3 canisters/year) is associated with increased risks of 
MACE and mortality in patients with asthma. These findings emphasise the 
importance of monitoring SABA use and assessing cardiovascular risk in asthma 
management. 

Keywords: Asthma. 
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Abstract 

Inhalation therapy has become a cornerstone in the treatment of respiratory 
diseases such as asthma, chronic obstructive pulmonary disease, and cystic 
fibrosis, owing to its rapid onset, direct pulmonary targeting, and avoidance of first-
pass metabolism. Its clinical scope has expanded beyond conventional respiratory 
indications to emerging applications, including vaccine delivery, systemic disease 
management, and localized tumor therapy. However, traditional inhalation systems 
are often designed for the average patient, overlooking physiological variability that 
results in inconsistent drug deposition and therapeutic efficacy-particularly in 
children, elderly patients, and individuals with airway abnormalities. Additive 
manufacturing (AM), with its high design flexibility and capacity for personalization, 
offers new possibilities for structural optimization, particle engineering, and in 
vitro model fabrication in inhalation therapy. Growing evidence indicates that 3D-
printed inhalation devices and formulation platforms can enhance drug deposition 
control, patient compliance, and delivery precision. This review provides a 
comprehensive overview of recent advances in AM applied to inhalation therapy, 
highlighting its roles in personalized device fabrication, microdose particle design, 
and in vitro model construction, as well as in the exploration of emerging 
therapeutic strategies. Furthermore, it discusses current technical challenges and 
translational barriers. Overall, AM is propelling the transition of inhalation therapy 
from standardized approaches toward intelligent, patient-centered delivery systems, 
offering both theoretical and technological foundations for next-generation 
respiratory healthcare. 

Keywords: 3D printing; airways; bioprinting; drug delivery to the lungs; inhalation; 
particle design. 
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Abstract 

Objective: Refractory asthma remains a significant challenge in respiratory 
medicine, requiring advanced therapeutic strategies and precision medicine 
approaches. Bibliometric analysis provides insights into research trends, key 
contributors, and evolving frontiers in this field. 

Methods: The present study conducted a bibliometric analysis using data from the 
Web of Science Core Collection (WoSCC) databases. The included articles between 
2004 and 2025 were analyzed scientifically and quantitatively using R 4.3.3, 
CiteSpace (V 6.3.R1) and VOSviewer (V 1.6.20). 

Results: A total of 711 eligible publications were analyzed, with 4,253 authors from 
2,824 institutions across 49 countries/regions contributing to this field. The United 
States, the United Kingdom, and China were the most productive countries. The 
University of Newcastle, University of Leicester, and Université Paris Cité emerged 
as leading institutions. The Journal of Allergy and Clinical Immunology had the 
highest publication count and impact. Keyword cluster analysis identified three 
themes: clinical and epidemiological aspects, immunological mechanisms, and 
biologic therapies and clinical trials. Emerging research hotspots, include 
"guidelines", representing future trends. 

Conclusions: This study identifies the main research hotspots in refractory asthma, 
including clinical and epidemiological aspects, immunological mechanisms, and 
biologic therapies and clinical trials. Future trends in refractory asthma research 
emphasize guideline-informed precision medicine, integrating biomarkers, digital 
tools, and individualized treatment strategies to enhance care standardization and 
effectiveness. 
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Abstract 

Background: Allergen immunotherapy (AIT) and biologics such as omalizumab are 
established treatments for allergic asthma, but long-term data on their combined 
use are limited. 

Objective: To compare long-term clinical and immunological outcomes of 
omalizumab, subcutaneous AIT for house dust mite (SCIT-HDM), and their 
combination in mild-to-moderate allergic asthma. 

Methods: In this prospective, randomized, controlled study, 79 patients with HDM-
driven allergic asthma were assigned to omalizumab (A), omalizumab plus SCIT-
HDM (B), SCIT-HDM (C), or standard therapy (D). Patients were followed for 36 
months. Primary outcomes were changes in inhaled corticosteroid (ICS) dose and 
annual exacerbations. Secondary outcomes included symptom and medication 
scores, Asthma Control Test (ACT), asthma quality of life (AQLQ), lung function, 
remission rates, and biomarkers. 
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Results: All groups showed significant reductions in ICS use, with greater 
reductions in groups A and B than in C and D (p < 0.05). Combination therapy (B) 
resulted in lower exacerbation rates and reduced oral corticosteroid use compared 
to other groups. Improvements in ACT, FEV1, and AQLQ were observed across all 
groups, with more consistent benefits in A and B. Clinical remission occurred most 
often in group B (47%), followed by A (31%), C (29%), and D (14%). Biomarker 
changes indicated reduced type 2 inflammation and immunological responses to 
therapy. No serious adverse events or systemic hypersensitivity reactions were 
observed. 

Conclusions: Omalizumab, SCIT-HDM, and their combination improved outcomes 
over 36 months. Combination therapy showed the most consistent benefits, but 
results should be interpreted cautiously due to the small sample size. Further 
studies are needed. 
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Abstract 

Research in pulmonology generated several landmark publications over the past 
year. We screened more than 900 studies published in 2025 and selected 8 articles 
that highlight novel treatments and possible practice-changing evidence in several 
respiratory conditions. Two articles studied therapeutic options in interstitial lung 
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disease, including a novel antifibrotic agent for pulmonary fibrosis and first-line 
methotrexate use in sarcoidosis. Two articles outlined the role of corticosteroids in 
community-acquired pneumonia and selecting patients who may benefit most. One 
article described evidence for an alternate agent for smoking cessation in patients 
with or without chronic obstructive pulmonary disease (COPD), while another article 
studied the use of mepolizumab in patients with eosinophilic COPD. We also 
reviewed the first head-to-head trial comparing biologic medications in asthma and 
chronic rhinosinusitis with nasal polyps. Finally, we summarized the latest evidence 
of a first-in-class therapeutic agent that reduced exacerbations in patients with 
bronchiectasis. 
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Abstract 

Background: Impulse oscillometry (IOS) is recognized as a sensitive technique for 
detecting small airway dysfunction (SAD), and previous studies have demonstrated 
its association with poor asthma control. However, its utility in predicting future 
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asthma control remains uncertain. This study aimed to assess the predictive value 
of IOS for future asthma control during high pollution periods. 

Methods: Patients with well-controlled asthma were enrolled. Baseline data 
collection including spirometry, IOS measurements, and asthma control test (ACT) 
scores was performed between January and February 2024. ACT scores were 
reassessed during a subsequent high air pollution period (March-April 2024). The 
diagnostic accuracy of IOS in forecasting future loss of asthma control was 
evaluated. 

Results: Seventy-nine subjects with a mean age of 60.4 ± 14.0 years, 53 females 
(67.1%) were included. The mean particulate matter with an aerodynamic diameter 
less than or equal to 2.5 micrometers (PM2.5) differed significantly between the 
nonpollution and pollution periods (21.1 ± 7.8 μg/m³ vs 78.2 ± 31.8 μg/m³, 
respectively; p < 0.001). Twenty-three participants experienced a loss of asthma 
control during the pollution period. The area under the receiver operating 
characteristic curve (AUC) for the %predicted difference between R5 and R20 (R5-
R20) in predicting loss of asthma control was 0.39 (95%CI: 0.25, 0.53). Further 
analysis focusing on %predicted R5-R20 indicated no predictive value for asthma 
control during periods of high pollution (adjusted RR: 1.00; 95%CI: 0.99, 1.01; p = 
0.553). 

Conclusions: IOS do not predict loss of asthma control during air pollution period in 
patients with previously stable asthma. 

Keywords: Asthma; airway resistance; impulse oscillometry; pollution; small airway 
dysfunction. 
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Abstract 

Background: Chronic respiratory diseases (CRDs) and cardiovascular diseases 
(CVDs) are leading global health burdens. Despite being common, CRD and CVD 
comorbidity is often underestimated due to overlapping symptoms and risk factors. 
Consequently, their relationship remains unclear. 

Aims and objectives: To determine the bidirectional genetic relationship between 
CRD and CVD and explore smoking and inflammation as potentially shared joint risk 
factors. 

Methods: We conducted bidirectional Mendelian randomisation (MR) to explore 
CRD-CVD relationships. Summary statistics from genome-wide association studies 
were retrieved for chronic obstructive pulmonary disease (COPD), asthma, coronary 
artery disease (CAD), myocardial infarction (MI), heart failure, atrial fibrillation (AF) 
and ischaemic stroke (IS). We performed additional analysis including univariable 
MR for smoking, multivariable MR adjusting for smoking and cis-MR to investigate 
the role of inflammatory markers. 

Results: Our MR analysis found limited genetic evidence of relationships between 
CRD and CVD, and vice versa. However, a nominally significant genetic association 
was observed between asthma and an increased risk of AF (OR inverse-variance 
weighted (ORIVW) 1.036, 95% CI 1.003 to 1.070), remaining weakly significant after 
adjusting for smoking (ORIVW 1.040, 95% CI 1.008 to 1.074). Genetically predicted 
lifetime smoking strongly increased all CRD and CVD risk. Additionally, genetically 
proxied IL6R concentration associated with increased asthma risk and decreased 
CAD, MI, AF and IS risk, while IL1RN decreased COPD risk but increased CAD and 
MI risk. 

Conclusions: While we found limited genetic evidence linking CRD and CVD, 
smoking and inflammatory markers commonly affect both. These findings highlight 
the complexity of CRD-CVD comorbidities, whose pathophysiology likely does not 
involve direct causation of each other. 

Keywords: Asthma; Clinical Epidemiology; Pulmonary Disease, Chronic 
Obstructive; Smoking. 
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Abstract 

Background: Type 2 memory B cells (Bmem) are the reservoir of pathogenic IgE in 
allergies. Allergen immunotherapy (AIT) can change the course of disease, but if it 
involves reprogramming of allergen-reactive Bmem remains unknown. Here, we 
examine how AIT affects allergen-specific Bmem in house dust mite (HDM) allergic 
patients. 

Methods: HDM allergic patients were longitudinally evaluated over 18 months with 
or without sublingual HDM-AIT. Visual analog scores, lung function tests, 
medication scores, serum IgE, and flowcytometric analysis of Der p 1 and Der p 2-
specific Type 2 Bmem were performed at t = 0, 4, 12, and 18 months. 

Results: Patients on HDM-AIT showed clinical improvement over 18 months with 
reduced intake of other medications and increases in specific serum IgE, IgG2, and 
IgG4. Allergen-specific Bmem and the proportions of Type 2 Bmem therein became 
more abundant at 4 and 12 months and showed upregulation of CD29 and IgG4. At 
18 months, the Type 2 Bmem proportions were reduced. 

Conclusion: A biphasic Bmem response with early phenotypic changes followed by 
loss of the Type 2 state was observed during 18 months of AIT. As durable 
unresponsiveness takes 18 months of AIT, deletion of Type 2 Bmem is likely an 
important step in disease attenuation. Interventions that expedite this outcome may 
be beneficial in driving remission. 

Keywords: allergen immunotherapy; allergic rhinitis (AR); atopic asthma; house 
dust mite; type 2 memory B cells. 
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Abstract 

Background: Heterogeneity in outcome reporting and inconsistent use of outcome 
measurement instruments in allergy and clinical immunology research affects the 
comparability, synthesis, and clinical applicability of study findings. Harmonisation 
efforts, particularly Core Outcome Set (COS) development, aim to address these 
challenges by establishing standardised, evidence-based and consensus-driven 
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outcome recommendations. This systematic review aims to map available COS and 
other harmonisation processes (HP) in allergy and clinical immunology, evaluate 
their methodological approaches, and assess their alignment with established 
development standards. 

Methods: We systematically searched MEDLINE, EMBASE, and the COMET Initiative 
database until June 7, 2024 to identify COS and HP. We included studies if they 
provided recommendations on 'core' outcomes and/or outcome measurement 
instruments. Data extraction included disease focus, methodological approach, 
stakeholder involvement, and adherence to the Core Outcome Set-STAndards for 
Development criteria. We synthesised the data at the initiative (process) level rather 
than the publication level because harmonisation initiatives are frequently iterative 
and reported across multiple papers (e.g., protocol, Delphi rounds, consensus 
statement, and subsequent instrument-selection outputs). 

Results: A total of 15,612 records were identified, with 44 studies (representing 22 
initiatives both finished and in development) meeting inclusion criteria. The majority 
of initiatives focused on asthma (n = 9), followed by eczema (atopic dermatitis n = 2; 
hand eczema = 1; eczema = 1), urticaria (n = 2), allergic rhinitis (n = 2), chronic 
rhinosinusitis (n = 1), celiac disease (n = 1), Immunoglobulin E (IgE)-mediated food 
allergy (n = 1), eosinophilic esophagitis (n = 1), and hereditary angioedema (n = 1). 
No COS or HP addressed drug allergy, anaphylaxis, or other immune-mediated 
allergic conditions. 'Quality of life' was consistently included in all COS with 'signs 
and symptoms', 'exacerbations' and 'disease control' frequently selected as well. 
Methodological approaches to COS development varied widely, with most 
employing Delphi surveys, consensus meetings, and stakeholder involvement, 
though levels of engagement differed. COS developers inconsistently adhered to 
Core Outcome Set-STAndards for Development criteria, with some initiatives 
demonstrating rigorous methodology while others lacked transparency in key 
developmental steps. 

Conclusion: This review highlights growing efforts to harmonise outcome 
assessment in allergy and clinical immunology. Major gaps remain in coverage and 
methodological rigour. Quality of life and patient-reported symptoms are frequently 
recommended outcomes, yet definitions and measurement tools are inconsistent. 
Strengthening methodological consistency and expanding COS development to 
neglected areas are critical next steps to improve outcome reliability and 
comparability in the field. 

Keywords: Delphi; allergic diseases; clinical trial; consensus; core outcome set; 
harmonisation; immunological conditions; measurement instrument; outcome 
assessment; quality of life; systematic review. 
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Abstract 

This review provides an overview of the 2025 European Respiratory Society 
guidelines for adult bronchiectasis. We cover the initial assessment of patients with 
bronchiectasis to identify the underlying cause, pharmacotherapy including long-
term oral and inhaled antibiotic treatment, anti-inflammatory treatments and 
mucoactive drugs, and non-pharmacological treatments including airway clearance 
and pulmonary rehabilitation. We provide examples of how to implement the 
guideline algorithms in practice including how to manage patients during an acute 
exacerbation and the deteriorating patient. An important component of the new 
guideline is assessing patients' future risk of exacerbation, which takes into 
account not just prior history of exacerbations, but also severity of baseline 
symptoms and additional risk factors such as the underlying cause of 
bronchiectasis and infection with pathogens like Pseudomonas aeruginosa. The 
guideline provides an evidence-based framework for identifying the appropriate 
treatments for individual patients taking into account the heterogeneity and 
complexity of bronchiectasis. 
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Abstract 

Research in pulmonology generated several landmark publications over the past 
year. We screened more than 900 studies published in 2025 and selected 8 articles 
that highlight novel treatments and possible practice-changing evidence in several 
respiratory conditions. Two articles studied therapeutic options in interstitial lung 
disease, including a novel antifibrotic agent for pulmonary fibrosis and first-line 
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methotrexate use in sarcoidosis. Two articles outlined the role of corticosteroids in 
community-acquired pneumonia and selecting patients who may benefit most. One 
article described evidence for an alternate agent for smoking cessation in patients 
with or without chronic obstructive pulmonary disease (COPD), while another article 
studied the use of mepolizumab in patients with eosinophilic COPD. We also 
reviewed the first head-to-head trial comparing biologic medications in asthma and 
chronic rhinosinusitis with nasal polyps. Finally, we summarized the latest evidence 
of a first-in-class therapeutic agent that reduced exacerbations in patients with 
bronchiectasis. 

 

 

 


