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Abstract

Background: Fractional exhaled nitric oxide (FeNO) as a predictor of inhaled corticosteroid
(ICS) response in asthma has been established. However, the same has not been
established in chronic obstructive pulmonary disease (COPD). An optimal value of FeNO
for prescribing and monitoring ICS response has not been quantified.

Aim: To examine the evidence for this association.

Method: A systematic review was conducted of randomised controlled trials and
observational studies examining the association between FeNO level and response to ICS
in COPD patients. All studies examining this association were included. Five databases were
searched thoroughly. Systematic screening, full-text reviews, and data extraction were
carried out based on eligibility criteria.

Results: A total of 8690 studies were identified, 342 texts were screened fully, and six
studies were included for the final review. One was a randomised controlled trial and the
other five were non-randomised interventional trials. One study was conducted in asthma-
COPD overlap (ACO patients). After ICS use, three studies found statistically significant
correlations between FeNO and lung function improvement (FEV1), and three studies also
found significant correlations between FeNO and COPD quality-of-life scores.

Conclusion: Measurement of FeNO is non-invasive and standardised, with results available
at the point of testing. Because of the small sample size and short duration of studies,
exacerbation frequencies were not measured. Despite this, the review suggests that FeNO
may be a potential biomarker for assessing ICS response in COPD. Further research that
stratifies patients by FeNO levels and assesses the impact on acute exacerbations is
needed to understand its potential value in routine clinical practice.

© British Journal of General Practice 2024.
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Abstract

Dyspnea is the most common and activity-limiting symptom for those with chronic
obstructive pulmonary disease (COPD). Treatment is complex, palliative care (PC) dyspnea
relief interventions are poorly understood, and PC remains underutilized in COPD despite
national guidelines and recommendations. The purpose of this rapid review was to explore
the concept of dyspnea and role of PC through the lens of providers, caregivers, and
patients with COPD. A systematic approach for synthesis was used to identify 13 articles
published between January 2018 and October 2023. Team members compared data via
visualization and theme clustering to identify key conclusions describing operationalization
of dyspnea, management, and PC implications. Dyspnea operationalization was
challenging, with inconsistent measurement and terminology. Dyspnea was a significant
burden in COPD and contributed to complexity of treatment. Opioids were used most
often to treat dyspnea, but provider perspectives and biases can influence treatment
decisions and perceptions of opioid therapy by the patient and caregiver. Evidence-based
clinical practice guidelines and policies are needed to clarify the use of opioid therapy for
dyspnea management to reduce stigmatization and barriers to treatment. Provider
education should emphasize a multipronged approach to treatment of dyspnea in COPD
with integration of PC early in the care continuum.
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Abstract

Background: Associations between air pollution and the acute exacerbations of chronic
obstructive pulmonary disease (AECOPD) have been established primarily in time-series
studies in which exposure and case data were at the aggregate level, limiting the
identification of susceptible populations.

Research question: Are air pollutants associated with the onset of AECOPD in China? Who
is more susceptible to the effects of air pollutants?

Study design and methods: AECOPD data were obtained from the Acute Exacerbation of
Chronic Obstructive Pulmonary Disease Registry study and air pollution data were assigned
to individuals based on their residential address. We adopted a time-stratified case-
crossover study design combined with conditional logistic regression models to estimate
the associations between six air pollutants and AECOPD. Stratified analyses were
performed by individual characteristics, disease severity, COPD types, and the season of
exacerbations.

Results: A total of 5,746 patients were finally included. At a 2-day lag, for each interquartile
range increase in PM.s and PM;, concentrations, odds ratios for AECOPD were 1.054 (95%
Cl: 1.012, 1.097) and 1.050 (95% CI: 1.009, 1.092), respectively. The associations were more
pronounced in participants who were aged < 65 years, had experienced at least one severe
AECOPD in the past year, were first diagnosed with COPD between the ages of 20 and 50,
and experienced AECOPD in the cool seasons. By contrast, significant associations for NO,,
SO,, and CO lost significance when excluding cases collected before 2020 or with larger
distance from the monitoring station, and no significant association was observed for O:..

Interpretation: This study provides robust evidence that short-term exposure to PM,; and
PM;, was associated with higher odds of AECOPD onset. Individuals who are young, have
severe COPD or young COPD, and experience an exacerbation during the cooler seasons
may be particularly susceptible.

Clinical trial registration number: NCT2657525 (ClinicalTrials.gov).

Trial registration: ClinicalTrials.gov NCT02657525.

Copyright © 2024. Published by Elsevier Inc.
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Abstract

Against medical advice (AMA) discharges are practically and emotionally challenging for
both patients and clinicians. Moreover, they are common after admissions for respiratory
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conditions, such as COPD and asthma, and are associated with poor outcomes. Despite the
challenges presented by AMA discharges, clinicians rarely receive formal education and
have limited guidance on how to approach these discharges. Often, the approach to AMA
discharges prioritizes designating the discharge as 'AMA," while effective coordination of
discharge care receives less attention. Such an approach can lead to stigmatization of
patients and low quality care. While evidence for best practices in AMA discharges remains
lacking, we propose a set of strategies to improve care in AMA discharges by focusing on
respect, where clinicians treat patients as equals and honor differing values. We describe
five strategies, including 1) preventing an AMA discharge, 2) conducting a patient-centered
and truthful discussion of risk, 3) providing harm-reducing discharge care, 4) minimizing
stigma and bias, 5) educating trainees. Through a case of a patient discharging AMA after
a COPD exacerbation, we highlight how these strategies can be applied to common issues
in respiratory-related hospitalizations, such as prescribing inhalers and managing oxygen
requirements. We argue that, by utilizing these strategies, clinicians can deliver respectful
and higher-quality care to an often-marginalized population of patients with respiratory
disease.

Keywords: AMA; Against medical advice; discharge; respect.

Copyright © 2024. Published by Elsevier Inc.
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Abstract

Background: There is growing evidence indicating immune inflammation is a key factor in
the progression of chronic obstructive pulmonary disease (COPD). Immune checkpoints
(ICs) are crucial targets for modulating the functional activation and differentiation of
immune cells, particularly in relation to immune inflammation and the regulation of T cell
activation and exhaustion. However, the precise mechanisms of ICs in COPD remain
understood.

Methods: COPD datasets were obtained from the Gene Expression Omnibus (GEO) and
analyzed using GEO2R and Limma to identify differentially expressed genes. LASSO
regression was then applied to screen ICs closely associated with COPD. Finally, target
genes were selected based on gene expression profiles. Gene ontology (GO), immune
infiltration analysis, and gene set enrichment analysis (GSEA) were utilized to assess the
relationship between IC genes (ICGs) and immune cells. Subsequently, tobacco-exposed
mice, anti-Tim3-treated mice, and HAVCR2-knockout mice were generated, with flow
cytometry being used to confirm the results.

Results: Through the analysis of GSE38974 and LASSO regression, five ICGs were
identified. Subsequent validation using GSE20257 and GSE76925 confirmed these findings.
Gene expression profiling highlighted HAVCRRZ as having the strongest correlation with
COPD. Further investigation through immune infiltration analysis, GO, and GSEA indicated
a link between HAVCR2 and CD8+ T cells in COPD. Flow cytometry experiments
demonstrated high Tim3 expression in CD8+ T cells of mice exposed to tobacco,
promoting Tc1 and inhibiting Tc17, thus affecting CD8+ Tem activation and CD8+ Tcm
formation, leading to an immune imbalance within CD8+ T cells.

Conclusion: Prolonged exposure to tobacco upregulates Tim3 in CD8+ T cells, triggering
its regulatory effects on Tc1/Tc17. Knocking out HAVCR2 further upregulated the


https://pubmed.ncbi.nlm.nih.gov/38906393/
https://pubmed.ncbi.nlm.nih.gov/38906393/
https://pubmed.ncbi.nlm.nih.gov/38906393/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ke+J&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Huang+S&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=He+Z&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lei+S&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lin+S&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Duan+M&cauthor_id=38906393
https://pubmed.ncbi.nlm.nih.gov/?term=38902064%2C38901025%2C38811043%2C38906462%2C38906461%2C38906393%2C38904133%2C38901877%2C38898447%2C38901488%2C38897613%2C38889972%2C38888818%2C38888096%2C38887682%2C38886685%2C38886003%2C38880813&filter=dates.2024%2F6%2F16-2024%2F6%2F23&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-4
https://doi.org/10.1016/j.gene.2024.148711

expression of CD8+ Tem while suppressing the expression of CD8+ Tcm, indicating that
Tim3 plays a role in the activation and differentiation of CD8+ T cells in the context of
tobacco exposure.

Keywords: CD8+T cell; Copd; Flow cytometry; HAVCR2; Immune checkpoint; TIM3.

Copyright © 2024. Published by Elsevier B.V.
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Abstract

Introduction: Acute exacerbation of chronic obstructive pulmonary disease (AECOPD)
increases the risk of pulmonary embolism (PE). AECOPD and PE have similar symptoms
which results in a high proportion of patients with AECOPD undergoing imaging to rule
out PE. Finding predictors and explanatory factors of PE in AECOPD, such as purulence
status, could help reduce the need for imaging. This systematic review with meta-analysis
aims to evaluate if there is an association between purulence status in AECOPD and PE
diagnosis.

Methods and analysis: MEDLINE, EMBASE and CENTRAL will be searched from database
inception to April 2024. Randomised trials, cohort studies and cross-sectional studies on
the prevalence of PE in patients with AECOPD will be included if the prevalence of PE
based on the AECOPD purulence status is available. There will be no restriction on
language. The primary outcome will be PE at the initial assessment and secondary
outcomes will be all venous thromboembolism (deep venous thrombosis (DVT) and PE)
and DVT, respectively, diagnosed at the initial assessment. Relative risks with their 95% ClI
will be calculated by using a Mantel-Haenszel random-effect model to compare the
association between the risk of PE and the AECOPD purulence status (purulent vs non-
purulent/unknown). Subgroup analyses will be performed based on the type of study,
systematic search of PE versus no systematic search of PE and localisation of PE. Risk of
bias will be evaluated by the ROBINS-E tool, publication bias will be evaluated with the
funnel plot. The manuscript will be drafted based on the Preferred Reporting Items for
Systematic Reviews and Meta-Analysis statement.

Ethics and dissemination: This study does not require ethics approval. This work will be
submitted for presentation at an international conference and for publication in a peer-
reviewed journal.

Prospero registration number: CRD42023459429.

Keywords: Epidemiology; Pulmonary Disease, Chronic Obstructive; Respiratory infections;
Thromboembolism.
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Abstract

Background: Asthma is a heterogeneous disease with a prevalence and severity that
differs between male and female patients.

Question: What are differences between male and female patients with asthma with
regard to asthma control, lung function, inflammation and exacerbations?

Methods: We performed a post hoc analysis in the ATLANTIS (Assessment of Small
Airways Involvement in Asthma) study, an observational cohort study including patients
with asthma from nine countries with a follow-up of 1 year during which patients were
characterised with measures of large and small airway function, questionnaires,
inflammation and imaging. We compared differences in baseline characteristics and
longitudinal outcomes between male and female patients with asthma.

Results: 773 patients were enrolled; 450 (58%) of these were female. At baseline, female
patients with asthma were in higher Global Initiative for Asthma (GINA) steps (p=0.042),
had higher Asthma Control Questionnaire 6 (F: 0.83; M: 0.66, p<0.001) and higher airway
resistance as reflected by uncorrected impulse oscillometry outcomes (ie, Rs-Rx: F: 0.06; M:
0.04 kPa/L/s, p=0.002). Male patients with asthma had more severe airway obstruction
(forced expiratory volume in 1 s/forced vital capacity % predicted: F: 91.95; M: 88.33%,
p<0.01) and more frequently had persistent airflow limitation (F: 27%; M: 39%, p<0.001).
Blood neutrophils were significantly higher in female patients (p=0.014). With Cox
regression analysis, female sex was an independent predictor for exacerbations.

Interpretation: We demonstrate that female patients are in higher GINA steps, exhibit
worse disease control, experience more exacerbations and demonstrate higher airway
resistance compared with male patients. The higher exacerbation risk was independent of
GINA step and blood eosinophil level. Male patients, in turn, have a higher prevalence of
persistent airflow limitation and more severe airflow obstruction. These findings show sex
can affect clinical phenotyping and outcomes in asthma.
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Abstract

Background: Our study examined whether prevalent and incident comorbidities are
increased in idiopathic pulmonary fibrosis (IPF) patients when compared to matched
chronic obstructive pulmonary disease (COPD) patients and control subjects without IPF or
COPD.

Methods: IPF and age, gender and smoking matched COPD patients, diagnosed between
01/01/1997 and 01/01/2019 were identified from the Clinical Practice Research Datalink
GOLD database multiple registrations cohort at the first date an ICD-10 or read code
mentioned IPF/COPD. A control cohort comprised age, gender and pack-year smoking
matched subjects without IPF or COPD. Prevalent (prior to IPF/COPD diagnosis) and
incident (after IPF/COPD diagnosis) comorbidities were examined. Group differences were
estimated using a t-test. Mortality relationships were examined using multivariable Cox
proportional hazards adjusted for patient age, gender and smoking status.

Results: Across 3055 IPF patients, 38% had 3 or more prevalent comorbidities versus 32%
of COPD patients and 21% of matched control subjects. Survival time reduced as the
number of comorbidities in an individual increased (p < 0.0001). In IPF, prevalent heart
failure (Hazard ratio [HR] = 1.62, 95% Confidence Interval [Cl]: 1.43-1.84, p < 0.001),
chronic kidney disease (HR = 1.27, 95%Cl: 1.10-1.47, p = 0.001), cerebrovascular disease
(HR = 1.18, 95%Cl: 1.02-1.35, p = 0.02), abdominal and peripheral vascular disease (HR =
1.29, 95%Cl: 1.09-1.50, p = 0.003) independently associated with reduced survival. Key
comorbidities showed increased incidence in IPF (versus COPD) 7-10 years prior to IPF
diagnosis.

Interpretation: The mortality impact of excessive prevalent comorbidities in IPF versus
COPD and smoking matched controls suggests that multiorgan mechanisms of injury need
elucidation in patients that develop IPF.

Keywords: Chronic obstructive pulmonary disease; Comorbidities; Idiopathic pulmonary
fibrosis.
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Abstract

Topic importance: Cognitive and physical limitations are common in individuals with
chronic lung diseases, but their interactions with physical function and activities of daily
living are not well characterized. Understanding these interactions and potential
contributors may provide insights on disability and enable more tailored rehabilitation
strategies.

Review findings: This review summarizes a 2-day meeting of patient partners, clinicians,
researchers, and lung associations to discuss the interplay between cognitive and physical
function in people with chronic lung diseases. This report covers four areas: 1) cognitive-
physical limitations in patients with chronic lung diseases, 2) cognitive assessments, 3)
strategies to optimize cognition and motor control and 4) future research directions.
Cognitive and physical impairments have multiple effects on quality of life and daily
function. Meeting participants acknowledged the need for a standardized cognitive
assessment to complement physical assessments in patients with chronic lung diseases.
Dyspnea, fatigue, and age were recognized as important contributors to cognition that can
affect motor control and daily physical function. Pulmonary rehabilitation was highlighted
as a multidisciplinary strategy that may improve respiratory and limb motor control
through neuroplasticity, and has the potential to improve physical function and quality of
life.

Summary: There was consensus that cognitive function and the cognitive interference of
dyspnea in people with chronic lung diseases contribute to motor control impairments that
can negatively impact daily function, which may be improved with pulmonary
rehabilitation. The meeting generated several key research questions related to cognitive-
physical interactions in individuals with chronic lung diseases.

Keywords: Cognition; Exercise; Interstitial; Lung Disease; Obstructive; Rehabilitation.
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Background: Existing studies on chronic obstructive pulmonary disease (COPD) in Korea
lack full population coverage, relying on small sample sizes. Therefore, this study aims to
investigate the prevalence and mortality of COPD in the entire Korean population.

Methods: This serial cross-sectional study used national databases, linking the National
Health Information Database (2008-2017) with Causes of Death Statistics. Identification of
individuals with COPD used diagnostic codes (International Classification of Diseases-10:
J41-)44) or a history of COPD-related hospitalisation, focusing on adults aged 40 and
above. Prevalence and mortality rates, calculated for 2008-2017, encompassed both crude
and age-standardised and sex-standardised measures. A multivariate Poisson regression
model estimated the association between COPD and all-cause and cause-specific mortality,
presenting incidence rate ratios (IRRs) and 95% Cls, using data from the year 2017.

Results: Age-adjusted COPD prevalence exhibited a notable increase from 2008 (7.9%) to
2017 (16.7%) in both sexes. The prevalences of diabetes mellitus, hypertension,
dyslipidaemia, ischaemic heart disease, cancer, osteoporosis and tuberculosis were higher
in the COPD group than in the group without COPD (p for all <0.001). The incidence of
stroke and myocardial infarction (p for all <0.001) and overall mortality were higher in the
COPD group (adjusted IRR 1.23, 95% CI 1.22 to 1.24, p<0.001). In particular, incidence rate
and risk of mortality due to lung cancer were higher than that of those without COPD
compared with other cancer types (adjusted IRR 2.51, 95% Cl 2.42 to 2.60, p<0.001). It was
significantly higher the incidence rate and risk of mortality among group with COPD than
those without COPD in lower respiratory disease (adjusted IRR 16.62, 95% CI 15.07 to
18.33, p<0.001), asthma (adjusted IRR 6.41, 95% CI 5.47 to 7.51, p<0.001) and
bronchiectasis (adjusted IRR 11.77, 95% ClI 7.59 to 18.26, p<0.001), respectively.

Discussion: Our study showed that the prevalence of COPD is gradually increasing from
9.2% in 2009 to 16.7% in 2018. Furthermore, in overall (all-cause) mortality, it was
significantly higher in group with COPD than in group without COPD. The mortality rate of
group with COPD was much higher than the overall mortality rate but is gradually
decreasing.

Keywords: COPD epidemiology; Chronic Obstructive; Pulmonary Disease.
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Abstract

Background: The objective was to compare sevoflurane, a volatile sedation agent with
potential bronchodilatory properties, with propofol on respiratory mechanics in critically ill
patients with COPD exacerbation.

Methods: Prospective study in an ICU enrolling critically ill intubated patients with severe
COPD exacerbation and comparing propofol and sevoflurane after 1:1 randomisation.
Respiratory system mechanics (airway resistance, PEEPI, trapped volume, ventilatory ratio
and respiratory system compliance), gas exchange, vitals, safety and outcome were
measured at inclusion and then until H48. Total airway resistance change from baseline to
H48 in both sevoflurane and propofol groups was the main endpoint.

Results: Sixteen patients were enrolled and were sedated for 126 h(61-228) in the propofol
group and 207 h(171-216) in the sevoflurane group. At baseline, airway resistance was
21.6cmH20/1/5(19.8-21.6) in the propofol group and 20.4cmH20/1/5(18.6-26.4) in the
sevoflurane group, (p = 0.73); trapped volume was 260 ml(176-290) in the propofol group
and 73 ml(35-126) in the sevoflurane group, p = 0.02. Intrinsic PEEP was 1.5cmH20(1-3) in
both groups after external PEEP optimization. There was neither early (H4) or late (H48)
significant difference in airway resistance and respiratory mechanics parameters between
the two groups.

Conclusions: In critically ill patients intubated with COPD exacerbation, there was no
significant difference in respiratory mechanics between sevoflurane and propofol from
inclusion to H4 and H48.

Keywords: COPD; Mechanical ventilation; Respiratory mechanics; Sevoflurane; Volatile
sedation.
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Abstract

Introduction: Bronchiectasis, characterized by irreversible bronchial dilatation, is a
growing global health concern with significant morbidity. This review delves into the
intricate relationship between smoking and bronchiectasis, examining its epidemiology,
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pathophysiology, clinical manifestations, and therapeutic approaches. Our comprehensive
literature search on PubMed utilized MESH terms including 'smoking,' ‘'smoking cessation,’
‘bronchiectasis,' and 'comorbidities' to gather relevant studies.

Areas covered: This review emphasizes the role of smoking in bronchiectasis development
and exacerbation by compromising airways and immune function. Interconnected
comorbidities, including chronic obstructive pulmonary disease, asthma, and
gastroesophageal reflux disease, create a detrimental cycle affecting patient outcomes.
Despite limited studies on smoking cessation in bronchiectasis, the review stresses its
importance. Advocating for tailored cessation programs, interventions like drainage,
bronchodilators, and targeted antibiotics are crucial to disrupting the inflammatory-
infection-widening cycle.

Expert opinion: The importance of smoking cessation in bronchiectasis management is
paramount due to its extensive negative impact on related conditions. Proactive cessation
programs utilizing technology and targeted education for high-risk groups aim to reduce
smoking's impact on disease progression and related comorbidities. In conclusion, a
personalized approach centered on smoking cessation is deemed vital for bronchiectasis,
aiming to improve outcomes and enhance patients' quality of life in the face of this
complex respiratory condition.

Keywords: Bronchiectasis; COPD; bronchial inflammation; comorbidities; smoking;
smoking cessation.
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Abstract

COPD is a major healthcare problem and cause of mortality worldwide. COPD patients at
increased mortality risk are those who are more symptomatic, have lower lung function
and lower diffusing capacity of the lung for carbon monoxide, decreased exercise capacity,
belong to the emphysematous phenotype and those who have concomitant
bronchiectasis. Mortality risk seems to be greater in patients who experience COPD
exacerbations and in those who suffer from concomitant cardiovascular and/or metabolic
diseases. To predict the risk of death in COPD patients, several composite scores have
been created using different parameters. In previous years, large studies (also called mega-
trials) have evaluated the efficacy of different therapies on COPD mortality, but until
recently only nonpharmaceutical interventions have proven to be effective. However,
recent studies on fixed combinations of triple therapy (long-acting f-agonists, long-acting
muscarinic antagonists and inhaled corticosteroids) have provided encouraging results,
showing for the first time a reduction in mortality compared to dual therapies. The aim of
the present review is to summarise available data regarding mortality risk in COPD patients
and to describe pharmacological therapies that have shown effectiveness in reducing
mortality.
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Abstract

Backgrounds: Limited data are available on racial differences in the clinical features of
chronic bronchitis (CB) patients with chronic obstructive pulmonary disease (COPD). In this
study, we aimed to compare clinical features among CB patients of different races. We also
analyzed the clinical significance of CB, defined classically and based on the COPD
Assessment Test (CAT), to validate the CAT-based definition.

Methods: We analyzed patient data extracted from the Korean COPD Subgroup Study
(KOCOSS) cohort (2012-2021) and US Genetic Epidemiology of COPD (COPDGene) study
(2008-2011). We compared clinical characteristics among CB and non-CB patients of three
different races using two CB definitions.

Results: In this study, 3,462 patients were non-Hispanic white (NHW), 1,018 were African
American (AA), and 1,793 were Asian. The proportions of NHW, AA, and Asian patients with
CB according to the classic definition were 27.4%, 20.9%, and 10.7%, compared with 25.2%,
30.9%, and 23.0% according to the CAT-based definition, respectively. The risk of CB
prevalence was highest in NHW and lowest in Asian COPD patients. Among all races, CB
patients were more likely to be current smokers, have worse respiratory symptoms and
poorer health-related quality of life (HrQoL), and to have decreased lung function and
exercise capacity. Most of these characteristics showed similar associations with the
outcomes between the two definitions of CB. A binominal regression model revealed that
CB patients of all races had an increased risk of future exacerbations according to both CB
definitions, except for Asian patients with classically defined CB.

Conclusions: The presence of CB was associated with worse respiratory symptoms, HrQoL,
exercise capacity and lung function, and more exacerbations, regardless of race or CB
definition. The CAT-based definition may be more useful for assessing the risk of future
exacerbations in Asian COPD patients.

Keywords: COPDGene; Chronic bronchitis; Chronic obstructive pulmonary disease;
KOCOSS; Racial difference.
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Abstract

Objective: To compare longitudinal changes in spirometric measures between patients
with rheumatoid arthritis (RA) and non-RA comparators.

Methods: We analysed longitudinal data from two prospective cohorts: the UK Biobank
and COPDGene. Spirometry was conducted at baseline and a second visit after 5-7 years.
RA was identified based on self-report and disease-modifying antirheumatic drug use;
non-RA comparators reported neither. The primary outcomes were annual changes in the
per cent-predicted forced expiratory volume in 1 s (FEV,%) and per cent predicted forced
vital capacity (FVC%). Statistical comparisons were performed using multivariable linear
regression. The analysis was stratified based on baseline smoking status and the presence
of obstructive pattern (FEV:/FVC <0.7).

Results: Among participants who underwent baseline and follow-up spirometry, we
identified 233 patients with RA and 37 735 non-RA comparators. Among never-smoking
participants without an obstructive pattern, RA was significantly associated with more
FEV:% decline (B=-0.49, p=0.04). However, in ever smokers with >10 pack-years, those with
RA exhibited significantly less FEV,% decline than non-RA comparators (=0.50, p=0.02).
This difference was more pronounced among those with an obstructive pattern at baseline
(B=1.12, p=0.01). Results were similar for FEV;/FVC decline. No difference was observed in
the annual FVC% change in RA versus non-RA.

Conclusions: Smokers with RA, especially those with baseline obstructive spirometric
patterns, experienced lower FEV:% and FEV./FVC decline than non-RA comparators.
Conversely, never smokers with RA had more FEV;% decline than non-RA comparators.
Future studies should investigate potential treatments and the pathogenesis of obstructive
lung diseases in smokers with RA.

Keywords: Pulmonary Fibrosis; Rheumatoid Arthritis; Risk Factors; Smoking.
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obstructive pulmonary disease after
recovery from COVID-19 infection of
different severity

Wang Chun Kwok?, Chi Hung Chau?, Terence Chi Chun Tam?, Fai Man Lam2, James Chung Man
Ho:

Affiliations expand

« PMID: 38880813

e PMCID: PMC11180653

e DOI: 10.1038/541598-024-64670-9

Abstract

While studies have suggested increased risks of severe COVID-19 infection in chronic
obstructive pulmonary disease (COPD), the persistent and delayed consequences of
COVID-19 infection on patients with COPD upon recovery remain unknown. A prospective
clinical study was conducted in Hong Kong to investigate the persistent and delayed
outcomes of patients with COPD who had COVID-19 infection of different severity (mild-
moderate COVID-19 and severe COVID-19), compared with those who did not. Chinese
patients with COPD > 40 years old were recruited from March to September 2021. They
were prospectively followed up for 24.9 + 5.0 months until 31st August 2023. The primary
outcome was the deterioration in COPD control defined as the change in mMRC dyspnea
scale. The secondary outcomes included the change in exacerbation frequency and non-
COVID-19 respiratory mortality (including death from COPD exacerbation or bacterial
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pneumonia). 328 patients were included in the analysis. Patients with mild-moderate and
severe COVID-19 infection had statistically significant increased risks of worsening of
MMRC dyspnoea scale by increase in 1 score from baseline to follow-up with adjusted
odds ratios of 4.44 (95% CI = 1.95-10.15, p < 0.001) and 6.77 (95% CI = 2.08-22.00, p =
0.001) respectively. Patients with severe COVID-19 infection had significantly increased
risks of increase in severe COPD exacerbation frequency with adjusted odds ratios of 4.73
(95% ClI = 1.55-14.41, p = 0.006) non-COVID-19 respiratory mortality from COPD
exacerbation or pneumonia with adjusted hazard ratio of 11.25 (95% Cl = 2.98-42.45, p <
0.001). After recovery from COVID-19, worsening of COPD control from worsening of
dyspnea, increase in severe exacerbation frequency to non-COVID-19 respiratory mortality
(COPD exacerbation and pneumonia) was observed among patients with severe COVID-19.
Mild to moderate COVID-19 was also associated with symptomatic deterioration.

Keywords: COPD; COPD control; COPD exacerbation; COVID-19.
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Healthcare providers' perception of
caring for older patients with
depression and physical
multimorbidity: insights from a focus
group study
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Abstract

Background: The caretaking process for older adults with depression and physical
multimorbidity is complex. Older patients with both psychiatric and physical illnesses
require an integrated and comprehensive approach to effectively manage their care. This
approach should address common risk factors, acknowledge the bidirectional relationship
between somatic and mental health conditions, and integrate treatment strategies for both
aspects. Furthermore, active engagement of healthcare providers in shaping new care
processes is imperative for achieving sustainable change.

Objective: To explore and understand the needs and expectations of healthcare providers
(HCPs) concerning the care for older patients with depression and physical multimorbidity.

Methods: Seventeen HCPs who work with the target group in primary and residential care
participated in three focus group interviews. A constructivist Grounded Theory approach
was applied. The results were analyzed using the QUAGOL guide.

Results: Participants highlighted the importance of patient-centeredness, interprofessional
collaboration, and shared decision-making in current healthcare practices. There is also a
need to further emphasize the advantages and risks of technology in delivering care.
Additionally, HCPs working with this target population should possess expertise in both
psychiatric and somatic care to provide comprehensive care. Care should be organized
proactively, anticipating needs rather than reacting to them. Healthcare providers,
including a dedicated care manager, might consider collaborating, integrating their
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expertise instead of operating in isolation. Lastly, effective communication among HCPs,
patients, and their families is crucial to ensure high-quality care delivery.

Conclusion: The findings stress the importance of a comprehensive approach to caring for
older adults dealing with depression and physical comorbidity. These insights will fuel the
development of an integrated care model that caters to the needs of this population.

Keywords: Collaborative care; Depressive disorder; Multidisciplinary teams;
Multimorbidity; Older adults.
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Abstract

Objectives: To compare the patterns of multimorbidity between people with and without
rheumatic and musculoskeletal diseases (RMDs) and to describe how these patterns
change by age and sex over time, between 2010 and 2019.

Participants: 103 426 people with RMDs and 2.9 million comparators registered in 395
Wales general practices (GPs). Each patient with an RMD aged 0-100 years between
January 2010 and December 2019 registered in Clinical Practice Research Welsh practices
was matched with up to five comparators without an RMD, based on age, gender and GP
code.

Primary outcome measures: The prevalence of 29 Elixhauser-defined comorbidities in
people with RMDs and comparators categorised by age, gender and GP practices.
Conditional logistic regression models were fitted to calculate differences (OR, 95% Cl) in
associations with comorbidities between cohorts.

Results: The most prevalent comorbidities were cardiovascular risk factors, hypertension
and diabetes. Having an RMD diagnosis was associated with a significantly higher odds for
many conditions including deficiency anaemia (OR 1.39, 95% Cl (1.32 to 1.46)),
hypothyroidism (OR 1.34, 95% CI (1.19 to 1.50)), pulmonary circulation disorders (OR 1.39,
95% Cl 1.12 to 1.73) diabetes (OR 1.17, 95% Cl (1.11 to 1.23)) and fluid and electrolyte
disorders (OR 1.27, 95% Cl (1.17 to 1.38)). RMDs have a higher proportion of
multimorbidity (two or more conditions in addition to the RMD) compared with non-RMD
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group (81% and 73%, respectively in 2019) and the mean number of comorbidities was
higher in women from the age of 25 and 50 in men than in non-RMDs group.

Conclusion: People with RMDs are approximately 1.5 times as likely to have
multimorbidity as the general population and provide a high-risk group for targeted
intervention studies. The individuals with RMDs experience a greater load of coexisting
health conditions, which tend to manifest at earlier ages. This phenomenon is particularly
pronounced among women. Additionally, there is an under-reporting of comorbidities in
individuals with RMDs.

Keywords: Electronic Health Records; Epidemiology; RHEUMATOLOGY.
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Methods to Study Multimorbidity: An
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Abstract

Objective: To examine the impact of two key choices when conducting a network analysis
(clustering methods and measure of association) on the number and type of
multimorbidity clusters.

Study design and setting: Using cross-sectional self-reported data on 24 diseases from
30,097 community-living adults aged 45-85 from the Canadian Longitudinal Study on
Aging, we conducted network analyses using 5 clustering methods and 11 association
measures commonly used in multimorbidity studies. We compared the similarity among
clusters using the adjusted Rand index (ARI); an ARI of 0 is equivalent to the diseases being
randomly assigned to clusters and 1 indicates perfect agreement. We compared the
network analysis results to disease clusters independently identified by two clinicians.

Results: Results differed greatly across combinations of association measures and cluster
algorithms. The number of clusters identified ranged from 1 to 24, with low similarity of
conditions within clusters. Compared to clinician-derived clusters, ARIs ranged from -0.02
to 0.24 indicating little similarity.

Conclusion: These analyses demonstrate the need for a systematic evaluation of the
performance of network analysis methods on binary clustered data like diseases. Moreover,
in individual older adults, diseases may not cluster predictably, highlighting the need for a
personalized approach to their care.

Keywords: CLSA; chronic conditions; disease clusters; multimorbidity; network analysis.

Copyright © 2024. Published by Elsevier Inc.
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Abstract

Aim: Japan faces a public health challenge of dementia, further complicated by the
increasing complications from diabetes within its rapidly aging population. This study
assesses the impact of diabetes on mortality and hospitalization among individuals aged
>75 years with new dementia diagnoses.
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Methods: We analyzed administrative claims data in Japan from 73 324 individuals aged
>75 years with dementia, of whom 17% had comorbid diabetes. Dementia and diabetes
were identified from the International Classification of Diseases, Tenth Revision codes. We
used Kaplan-Meier survival analysis, Cox proportional hazards analysis, and population
attributable fractions (PAFs) to evaluate the impact on mortality and hospitalization after
dementia diagnosis.

Results: One-year mortality and 1-year hospitalization probabilities in individuals with
dementia and diabetes (10.3% and 31.7%, respectively) were higher than those without
diabetes (8.3% and 25.4%, respectively). The adjusted hazard ratios for individuals with
diabetes, as compared to those without, were 1.126 (95% confidence interval [Cl], 1.040-
1.220) for mortality and 1.191 (95% Cl, 1.140-1.245) for hospitalization. The PAFs from the
comorbidity of dementia and diabetes were 2.2% for mortality and 3.1% for
hospitalization. Subgroup analysis showed that the PAFs were highest in men aged 75-79
years and women aged 80-84 years for mortality and in individuals aged 75-79 for
hospitalization.

Conclusion: During the early postdiagnosis period, comorbid diabetes increases mortality
and hospitalization risks in older adults with dementia. The variation in disease burden
across age groups underscores the need for age-specific health care strategies to manage
comorbid diabetes in individuals with dementia. Geriatr Gerontol Int 2024; ee: se-es.

Keywords: dementia; diabetes; hospitalization; mortality; multimorbidity.
© 2024 Japan Geriatrics Society.
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Abstract

Introduction: Multimorbidity, the presence of two or more long-term health conditions in
the same individual, is an emerging epidemic associated with increased morbidity and
mortality. Continued drinking concurrent with alcohol-related chronic conditions,
particularly with multimorbidity, is likely to further elevate health risk. This study aimed to
examine the associations of multimorbidity among diabetes, hypertension, heart disease,
and cancer with drinking, and moderation of these associations by age.

Methods: Logistic regression modeling was performed in 2023 using a nationally
representative sample of U.S. adults from the 2015-19 National Survey on Drug Use and
Health. Multimorbidity was assessed using (1) a count of these conditions and (2) disease-
specific categories. The outcomes were past month heavy drinking (7+/14+ drinks weekly)
and binge drinking (4+/5+ drinks per occasion) for women and men.

Results: A pattern of reduced odds for drinking outcomes associated with a greater
degree of multimorbidity was found. This pattern was more apparent in models using the
continuous measure of multimorbidity than in those using the categorical measure, and
more consistent for binge drinking than for heavy drinking and for women than for men.
Significant age interactions were found: the log odds of heavy drinking and binge drinking
for both men and women decreased as the number of conditions increased, and more
steeply for those ages 50+ than the younger. The log odds of heavy drinking varied little
among men under age 50 regardless of multimorbidity.

Conclusions: Alcohol interventions to reduce drinking with multimorbidity, particularly
among heavy-drinking men under age 50, are warranted.
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Abstract

Objective: The growing deprescribing field is challenged by a lack of consensus around
evidence and knowledge gaps. The objective of this overview of systematic reviews was to
summarize the review evidence for deprescribing interventions in older adults.

Methods: 11 databases were searched from 1st January 2005 to 16th March 2023 to
identify systematic reviews. We summarized and synthesized the results in two steps. Step
1 summarized results reported by the included reviews (including meta-analyses). Step 2
involved a narrative synthesis of review results by outcome. Outcomes included
medication-related outcomes (e.g., medication reduction, medication appropriateness) or
twelve other outcomes (e.g., mortality, adverse events). We summarized outcomes
according to subgroups (patient characteristics, intervention type and setting) when direct
comparisons were available within the reviews. The quality of included reviews was
assessed using A MeaSurement Tool to Assess systematic Reviews 2 (AMSTAR 2).

Results: We retrieved 3,228 unique citations and assessed 135 full-text articles for
eligibility. Forty-eight reviews (encompassing 17 meta-analyses) were included. Thirty-one
of the 48 reviews had a general deprescribing focus, 16 focused on specific medication
classes or therapeutic categories and one included both. Twelve of 17 reviews meta-
analyzed medication-related outcomes (33 outcomes: 25 favored the intervention, 7 found
no difference, 1 favored the comparison). The narrative synthesis indicated that most
interventions resulted in some evidence of medication reduction while for other outcomes
we found primarily no evidence of an effect. Results were mixed for adverse events and
few reviews reported adverse drug withdrawal events. Limited information was available
for people with dementia, frailty and multimorbidity. All but one review scored low or
critically low on quality assessment.

Conclusion: Deprescribing interventions likely resulted in medication reduction but
evidence on other outcomes, in particular relating to adverse events, or in vulnerable
subgroups or settings was limited. Future research should focus on designing studies
powered to examine harms, patient-reported outcomes, and effects on vulnerable
subgroups.

Systematic review registration: PROSPERO CRD42020178860.
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Abstract

ILC2s are key players in type 2 immunity and contribute to maintaining homeostasis. ILC2s
are also implicated in the development of type 2 inflammation-mediated chronic disorders
like asthma. While memory ILC2s have been identified in mouse, it is unknown whether
human ILC2s can acquire immunological memory. Here, we demonstrate the persistence of
CD45RO0, a marker previously linked to inflammatory ILC2s, in resting ILC2s that have
undergone prior activation. A high proportion of these cells concurrently reduce the
expression of the canonical ILC marker CD127 in a tissue-specific manner. Upon isolation
and in vitro stimulation of CD127-CD45RO+ ILC2s, we observed an augmented ability to
proliferate and produce cytokines. CD127-CD45RO+ ILC2s are found in both healthy and
inflamed tissues and display a gene signature of cell activation. Similarly, mouse memory
ILC2s show reduced expression of CD127. Our findings suggest that human ILC2s can
acquire innate immune memory and warrant a revision of the current strategies to identify
human ILC2s.
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Abstract

Background: This study aimed to describe the use of pressured metered dose inhalers
(pMDI) and dry powder inhalers (DPI) in Spanish patients in terms of socio-demographic,
clinical, and functional characteristics in patients with asthma or COPD on maintenance
treatment with inhaled therapy. Methods: A retrospective, descriptive, national,
multicentre, and observational study using a database with 1.8 million patients from
hospitals and primary care centers as a secondary information source. Results: The sample
included 24,102 subjects with asthma on maintenance therapy (26.0% with pMDI, 54.9%
with DPI, and 19.0% with a combination of DPI + pMDI inhalers) and 12,858 subjects with
COPD on maintenance therapy (26.1% with pMDI, 38.7% with DPI and 35.2% with a
combination of pMDI + DPI inhalers, mostly extemporary triple therapy). In proportion,
subjects > 75 years old use more pMDI than DPI, while younger subjects (40-64 years old)
use more DPI. An inhalation chamber was prescribed in 51.0% of asthma subjects and
47.2% of COPD subjects treated with pMDI. The use of an inhalation chamber increases
with the degree of airflow limitation by disease and age. In subjects with comorbidities,
pMDI inhaler use increased in those >75 years old for asthma and COPD subjects.
Switching from pMDI to DPI and vice versa was relatively common: 25.5% of asthma
subjects and 21.9% of COPD subjects treated with pMDI had switched from DPI in the
previous year. On the contrary, 14.1% and 11.7% of asthma and COPD patients treated
with DPI had switched from pMDI the last year. Conclusions: The use of pMDI or DPI can
vary according to age, both in asthma and COPD. Switching from pMDI to DPI and vice
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versa is relatively common. Despite the availability of dual and triple therapy inhalers on
the market, a considerable number of subjects were treated with multiple devices.

Keywords: Asthma; COPD; dry powder inhaler; inhalation devices; patient preference;
pressurized metered-dose inhaler.
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Abstract

Background: Breathlessness is a disabling symptom, with complexity that is often under
recognised and under treated in asthma.

Objective: To highlight the burden of breathlessness in people with severe compared with
mild-to-moderate asthma and identify psychophysiological correlates of breathlessness.

Methods: This was a cross-sectional study of people with mild-to-severe asthma, who
attended two in-person visits to complete a multidimensional assessment. The proportion
of people with mild-to-moderate versus severe asthma who reported physically limiting
breathlessness (modified Medical Research Council [MMRC] dyspnoea score >2) was
compared. Psychophysiological factors associated with breathlessness in people with
asthma were identified via a directed acyclic graph and explored with multivariate logistic
regression to predict breathlessness.

Results: 144 participants were included, of which, 74 (51%) had mild-to-moderate asthma
and 70 (49%) severe asthma. Participants were predominantly female (n=103, 72%) with a
median (quartile 1, quartile 3) age of 63.4 (50.5,69.5) years and body mass index (BMI) of
31.3 (26.2, 36.0) kg/m2 The proportion of people reporting mMRC >2 was significantly
higher in those with severe- (n=37, 53%) compared with mild-to-moderate (n=21, 31%)
asthma (p=0.013). Dyspnoea-12 Total (8.00 [4.75, 17.00] versus 5.00 [2.00, 11.00], p=0.037)
score was also significantly higher in the severe asthma group. Significant predictors of
physically limiting breathlessness were: BMI, asthma control, exercise capacity, and
hyperventilation symptoms. Airflow limitation and type-2 inflammation were poor
breathlessness predictors.

Conclusion: Over half of people with severe asthma experience physically limiting
breathlessness despite treatment. Targeting psychophysiological factors, or traits,
associated with breathlessness may help relieve this distressing symptom, which is of high
priority to people with asthma.

Keywords: Asthma; Breathlessness; Dyspnoea; Severe asthma; Treatable Traits.
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Abstract

ICS/formoterol MART is an evidence-based alternative to high dose ICS/LABA in
asthma patients at high risk of severe exacerbations; limited generalisability of RCTs
to severe asthma registries applies similarly to high dose ICS/LABA therapy as to
MART https://bit.ly/4aVFrNH
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Abstract

Background: Asthma is a common respiratory disease, which may be associated with an
increased risk of herpes zoster (HZ), often a debilitating disease associated with severe
pain. This was the first systematic review with the objective of summarizing evidence on HZ
burden in adults with asthma.

Methods: A global systematic literature review (SLR) and meta-analysis was conducted
(Medline and Embase, 2003-2024), on HZ burden (incidence, risk, complications) in adults
(218 years) with asthma.

Results: There were 19 studies included on HZ outcomes in adults with asthma. Pooled HZ
incidence per 1000 person-years was 5.71 (95% confidence interval [Cl] 4.68-6.96) in >18-
year-olds (4.20 [3.09-5.70] in <60-year-olds versus 10.33 [9.17-11.64] in 260-year-olds).
The pooled rate ratio for developing HZ was 1.23 [1.11-1.35] in >18-year-olds, and 1.36
[1.15-1.61] in >50-year-olds. The risk of HZ was higher in people with asthma using
systemic corticosteroids; long-acting beta-agonists plus inhaled corticosteroids; and "add-
on therapy". Asthma was also associated with an increased risk of post-herpetic neuralgia
(odds ratio, OR 1.21 [1.06-1.37]) and HZ ophthalmicus (OR 1.9 [1.1-3.2]).Differences in
study design, setting, case definitions, and follow-up durations led to heterogeneity.
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Conclusions: This SLR and meta-analysis found that adults with asthma have an increased
risk of HZ, with higher risks in older age groups, and in those on certain treatments, such
as oral corticosteroids. HZ vaccines are available for adults, including those with
comorbidities such as asthma, and can be considered as part of integrated respiratory care.

Copyright ©The authors 2024. For reproduction rights and permissions contact
permissions@ersnet.org.
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Abstract

Introduction: Allergic diseases remain of concern due to their increasing prevalence
worldwide. Intrinsic and environmental risk factors have been implicated in the
pathogenesis of allergic disease. Among the possible risk factors, migration has been
associated with the manifestation of allergic diseases. We aimed to consolidate the existing
evidence, review the hypotheses for the relationship between environmental factors and
allergic disease, and provide a direction for future work.

Methods: This systematic review and meta-analysis complied with Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA) guidelines. The Web of Science
database was searched in September 2023 to retrieve publications investigating the
relationship between allergic rhinitis (AR), atopic dermatitis (AD), or asthma and the
following factors: (i) migrant status (i.e., migrants vs. natives) or (ii) duration since migration
among migrants. Risk of bias was assessed using the JBI critical appraisal tool. Details and
findings from the included studies were also summarized and meta-analyses were
conducted where appropriate.

Results: Fifty studies encompassing an estimated 3,755,248 individuals were reviewed.
Articles investigated asthma (n = 46), AR (n = 16), and AD (n = 14). A variety of migration-
related factors were also studied: movement of individuals across regions (n = 40),
duration since immigration (n = 12), age at immigration (n = 9), and acculturation (n = 2).
Migration status was not significantly associated with AD (pooled odds ratio [pOR] = 0.68,
95% confidence interval (Cl) = 0.31, 1.49). Although AR prevalence was lower among
immigrants than natives (pOR = 0.58, 95% CI = 0.45, 0.74), immigrants who had resided at
least 10 years in the destination country had a higher risk of AR than immigrants with a
duration of residence of less than 10 years (pOR = 8.36, 95% Cl = 4.15, 16.81). Being an
immigrant was also associated with a decreased risk of asthma (pOR = 0.56, 95% Cl = 0.44,
0.72). Among immigrants, residing in the host country for at least 10 years was associated
with increased asthma manifestation (pOR = 1.85, 95% Cl = 1.25, 2.73). Immigrants who
migrated aged 5 and below did not exhibit a significantly higher likelihood of asthma than
migrants who immigrated older than 5 years (pOR = 1.01, 95% ClI = 0.68, 1.50).

Conclusion: This review was limited by the primarily cross-sectional nature of the included
studies. Objective diagnoses of allergic disease, such as using the spirometry of
bronchodilator reversibility test for asthma rather than questionnaire responses, could add
to the reliability of the outcomes. Furthermore, immigrant groups were mostly nonspecific,
with little distinction between their country of origin. Overall, migration appears to be a
protective factor for allergic diseases, but the protection subsides over time and the
prevalence of allergic diseases among the immigrant group approaches that of the host
population.

Keywords: Allergic rhinitis; Asthma; Atopic dermatitis; Epidemiology; Migration.
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Abstract

IL-33 response in Th2 cells is specific to asthma and represents a high risk haplotype,
highlighting its role in airway wall cells. Yet, its detection is challenging in bulk
asthma transcriptomes due to the scarcity of effector Th2

cells. https://bit.ly/3WhuMbo
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Abstract

The relationship between sunlight and allergies in children has received limited attention
from researchers. We sought to explore how early exposure to solar radiation is associated
with allergic morbidity within the PARIS birth cohort study. Our research dealt with children
who attended at least one of two health checkups: at 18 months (n = 2012) and at 8-9
years (n = 1080). Early exposure to solar radiation was assessed using meteorological data
(e.g., solar radiation, temperature, and relative humidity). Children with similar
meteorological exposure trajectories were grouped by a longitudinal and multidimensional
cluster analysis. The association between solar radiation exposure and allergic morbidity
(i.e., allergic sensitization at 18 months and 8-9 years; current asthma, rhinitis, and eczema
at 8-9 years) was quantified by multivariable logistic regression models adjusted for
potential confounders. The effect modification of maternal vitamin D supplementation
during pregnancy was tested. Four meteorological exposure trajectories were found. The
trajectory with the highest exposure to early solar radiation had a reduced risk of
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sensitization at 8-9 years compared to the trajectory with the lowest exposure (p = 0.06).
The association was statistically significant in the vitamin D supplementation group. Solar
radiation during prenatal and postnatal periods was significantly associated with a lower
risk of sensitization at 8-9 years (for one interquartile range (IQR) increase, adjusted odds
ratio (aOR): 0.47; 95 % confidence interval (Cl): 0.25-0.87 and 0.84; 0.7-1.00, respectively).
Increased prenatal exposure to solar radiation was significantly associated with a lower risk
of asthma at 8-9 years (for one IQR increase, aOR: 0.32; 95 % Cl: 0.1-0.96). Early sunlight
exposure may reduce the risk of sensitization and asthma in school-aged children,
especially in those prenatally exposed to vitamin D. These findings highlight the
importance of vitamin D in preventing allergic diseases in children, either through
supplementation or sunlight exposure.

Keywords: Allergy; Children; Pregnancy; Sunlight; Vitamin D.
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Abstract

Allergic asthma (AA) is closely associated with the polarization of T helper (Th)2 and Th17
cells. Interleukin (IL)-18 acts as an inducer of Th2 and Th17 cell responses. However,
expressions of IL-18 and IL-18 receptor alpha (IL-18Ra) in blood Th2 and Th17 cells of
patients with AA remain unclear. We therefore investigated their expressions in Th2 and
Th17 cells using flow cytometric analysis, quantitative real-time PCR (gqPCR), and murine AA
model. We observed increased proportions of Th2, Th17, IL-18+, IL-18+ Th2, and IL-18+
Th17 cells in blood CD4+ T cells of patients with AA. Additionally, house dust mite seemed
to upregulate further IL-18 expression in Th2 and Th17, and upregulate IL-18Ra expression
in CD4+ T, Th2, and Th17 cells of AA patients. It was also found that the plasma levels of
IL-4, IL-17A, and IL-18 in AA patients were elevated, and they were correlated between
each other. In ovalbumin (OVA)-induced asthma mouse (AM), we observed that the
percentages of blood CD4+ T, Th2, and Th17 cells were increased. Moreover, OVA-induced
AM expressed higher level of IL-18Ra in blood Th2 cells, which was downregulated by IL-
18. Increased IL-18Ra expression was also observed in blood Th2 cells of OVA-induced
FceRla-/- mice. Collectively, our findings suggest the involvement of Th2 cells in AA by
expressing excessive IL-18 and IL-18Rat in response to allergen, and that IL-18 and IL-18Ra
expressing Th2 cells are likely to be the potential targets for AA therapy.

Keywords: IL-18; IL-18 receptor alpha; Th2 cell; allergic asthma.
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Abstract

Asthma is a leading worldwide biomedical concern. Patients can experience life-
threatening worsening episodes (exacerbations) usually controlled by anti-inflammatory
and bronchodilator drugs. However, substantial heterogeneity in treatment response exists
and a subset of patients with unresolved asthma carry the major burden of this disease.
The study of the epigenome and microbiome might bridge the gap between human
genetics and environmental exposures to partially explain the heterogeneity in drug
response. This review aims to provide a critical examination of the existing literature on the
microbiome and epigenetic studies examining associations with asthma treatments and
drug response, highlight convergent pathways, address current challenges, and offer future
perspectives. Current epigenetic and microbiome studies have shown the bilateral
relationship between asthma pharmacological interventions and the human epigenome
and microbiome. These studies, focusing on corticosteroids and to a lesser extent on
bronchodilators, azithromycin, immunotherapy, and mepolizumab, have improved the
understanding of the molecular basis of treatment response and identified promising
biomarkers for drug response prediction. Immune and inflammatory pathways (i.e., IL-2,
TNF-a, NF-kB, and CEBPs) underlie microbiome-epigenetic associations with asthma
treatment, representing potential therapeutic pathways to be targeted. A comprehensive
evaluation of these omic biomarkers could significantly contribute to precision medicine
and new therapeutic target discovery.

Keywords: DNA methylation; EWAS; bacteria; biomarker; drug response; epigenetics;
microbiota; omics; personalized medicine; respiratory disease.
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Abstract

Background: Asthma is a heterogeneous disease with a prevalence and severity that
differs between male and female patients.

Question: What are differences between male and female patients with asthma with
regard to asthma control, lung function, inflammation and exacerbations?

Methods: We performed a post hoc analysis in the ATLANTIS (Assessment of Small
Airways Involvement in Asthma) study, an observational cohort study including patients
with asthma from nine countries with a follow-up of 1 year during which patients were
characterised with measures of large and small airway function, questionnaires,
inflammation and imaging. We compared differences in baseline characteristics and
longitudinal outcomes between male and female patients with asthma.

Results: 773 patients were enrolled; 450 (58%) of these were female. At baseline, female
patients with asthma were in higher Global Initiative for Asthma (GINA) steps (p=0.042),
had higher Asthma Control Questionnaire 6 (F: 0.83; M: 0.66, p<0.001) and higher airway
resistance as reflected by uncorrected impulse oscillometry outcomes (ie, Rs-Ra: F: 0.06; M:
0.04 kPa/L/s, p=0.002). Male patients with asthma had more severe airway obstruction
(forced expiratory volume in 1 s/forced vital capacity % predicted: F: 91.95; M: 88.33%,
p<0.01) and more frequently had persistent airflow limitation (F: 27%; M: 39%, p<0.001).
Blood neutrophils were significantly higher in female patients (p=0.014). With Cox
regression analysis, female sex was an independent predictor for exacerbations.

Interpretation: We demonstrate that female patients are in higher GINA steps, exhibit
worse disease control, experience more exacerbations and demonstrate higher airway
resistance compared with male patients. The higher exacerbation risk was independent of
GINA step and blood eosinophil level. Male patients, in turn, have a higher prevalence of
persistent airflow limitation and more severe airflow obstruction. These findings show sex
can affect clinical phenotyping and outcomes in asthma.

Trial registration number: NCT02123667.

Keywords: asthma; asthma epidemiology.
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Abstract

Dysregulation of inflammation can lead to multiple chronic respiratory diseases, such as
chronic obstructive pulmonary disease (COPD) and asthma. Interleukin-6 (IL6) is crucial in
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regulating the inflammatory cascade, but the causal link between IL6 signaling
downregulation and respiratory diseases risk is unclear. This study uses Mendelian
randomization to examine the effects of IL6R blockade on respiratory diseases. Analyzing
data from 522,681 Europeans, 26 genetic variants were obtained to mimic IL6R inhibition.
Our findings show that IL6R blockade significantly reduces the risk of COPD (OR = 0.71,
95% Cl = 0.60-9.84) and asthma (OR = 0.82, 95% Cl = 0.74-0.90), with protective trends for
bronchitis, pulmonary embolism, and lung cancer. Results were consistent across methods,
with no significant heterogeneity or pleiotropy. These insights suggest IL6R
downregulation as a potential therapeutic target for respiratory diseases, meriting further
clinical investigation.

Keywords: Interleukin-6; Mendelian randomization; Respiratory diseases; Therapeutic
target.
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Abstract

Objective: Recovery from acute wheeze and asthma attacks should be supported with
safety netting, including treatment advice. We evaluated emergency department (ED)
discharge practices for acute childhood wheeze/asthma attacks to describe variation in
safety netting and recovery bronchodilator dosing.

Design: Two-phase study between June 2020 and September 2021, comprising (1)
Departmental discharge practice survey, and (2) Analysis of written discharge instructions
for caregivers.

Setting: Secondary and tertiary EDs in rural and urban settings, from Paediatric Emergency
Research in the UK and Ireland (PERUKI).

Main outcome measures: Describe practice and variation in discharge advice, treatment
recommendations and safety netting provision.
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Results: Of 66/71 (93%) participating sites, 62/66 (93.9%) reported providing written safety
netting information. 52/66 (78.8%) 'nearly always' assessed inhaler/spacer technique;
routine medication review (21/66; 31.8%) and adherence (16/66; 21.4%) were less frequent.
In phase Il, 61/66 (92.4%) submitted their discharge documents; 50/66 (81.9%) included
bronchodilator plans. 11/66 (18.0%) provided Personalised Asthma Action Plans as sole
discharge information. 45/50 (90%) provided 'fixed' bronchodilator dosing regimes; dose
tapering was common (38/50; 76.0%). Median starting dose was 10 puffs 4 hourly (27/50,
54.0%); median duration was 4 days (29/50, 58.0%). 13/61 (21.3%) did not provide
bronchodilator advice for acute deterioration; where provided, 42/48 (87.5%)
recommended 10 puffs immediately. Subsequent dosages varied considerably. Common
red flags included inability to speak (52/61, 85.2%), inhalers not lasting 4 hours (51/61,
83.6%) and respiratory distress (49/61, 80.3%).

Conclusions: There is variation in bronchodilator dosing and safety netting content for
recovery following acute wheeze and asthma attacks. This reflects a lack of evidence,
affirming need for further multicentre studies regarding bronchodilator recovery strategies
and optimal safety netting advice.

Keywords: Child Health; Paediatric Emergency Medicine; Paediatrics; Respiratory Medicine.
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Abstract

Objective: To review the efficacy, symptoms, inflammatory factors and pulmonary function
of different doses of budesonide aerosol inhalation in the treatment of patients with
asthma.

Methods: The Chinese and English literature databases were searched with "Effects of
different doses of budesonide aerosol inhalation on the efficacy, lung function,
inflammation, symptoms and adverse reactions in patients with asthma" as the search
direction, and a Meta-analysis was performed.

Results: Compared with the low dose group, the efficacy, PEF and FEV1 were significantly
increased and the clinical symptom score, TNF-a and IL-4 were significantly decreased in

the high dose group (P < 0.05). There was no significant difference in IFN-y level and the

incidence of adverse reactions between the two groups (P > 0.05).

Conclusion: High-dose budesonide aerosol inhalation therapy can improve the efficacy
and lung function of patients, reduce inflammation and clinical symptoms, and does not
increase the risk of adverse reactions, which is worthy of clinical promotion.
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Abstract

Mucus plugs occlude airways to obstruct airflow in asthma. Studies in patients and in
mouse models show that mucus plugs occur in the context of type 2 inflammation, and
studies in human airway epithelial cells (HAECs) show that interleukin 13 (IL-13) activated
cells generate pathologic mucus independently of immune cells. To determine how HAECs
autonomously generate pathologic mucus, we used a magnetic microwire rheometer to
characterize the viscoelastic properties of mucus secreted under varying conditions. We
found that normal HAEC mucus exhibits viscoelastic liquid behavior and that mucus
secreted by IL-13 activated HAECs exhibits solid-like behavior caused by mucin cross-
linking. In addition, IL-13 activated HAECs show increased peroxidase activity in apical
secretions, and an overlaid thiolated polymer (thiomer) solution shows an increase in solid
behavior that is prevented by peroxidase inhibition. Furthermore, gene expression for
thyroid peroxidase (TPO), but not lactoperoxidase (LPO), is increased in IL-13 activated
HAECs and both TPO and LPO catalyze the formation of oxidant acids that cross-link
thiomer solutions. Finally, gene expression for TPO in airway epithelial brushings is
increased in asthma patients with high airway mucus plug scores. Together, our results
show that IL-13 activated HAECs autonomously generate pathologic mucus via peroxidase-
mediated cross-linking of mucin polymers.

Keywords: Asthma; Cell biology; Molecular biology; Pulmonology; Th2 response.
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Abstract

Objective: To evaluate the benefits of combining omalizumab with specific
immunotherapy (SCIT) in the treatment of children with bronchial asthma.Methods: In this
study, 83 children with asthma were treated at the Allergy Department of Qingdao
University from January 2019 to February 2020. Participants were divided into three
groups: SCIT, combination (omalizumab + SCIT), and control (standard asthma
medications). We assessed Asthma Control Questionnaire (ACQ) scores, Visual Analogue
Scale (VAS) scores, and lung function at baseline, 24 weeks, and 48 weeks. Additionally,
asthma medication scores were compared at 24 and 48 weeks. Adverse reactions were
monitored in both the SCIT and combination groups.Results: The combination group
demonstrated lower ACQ scores at both 24 and 48 weeks, and improved VAS scores at 48
weeks compared to the other groups. Additionally, lung function parameters (FEV1 and
FEF50) showed significant improvement in the combination group. Reduced asthma
medication scores were noted in the combination group at 24 and 48 weeks. Local adverse
reactions were fewer in the combination group, and no systemic adverse reactions were
reported.Conclusion: Combining omalizumab with SCIT provides quicker asthma control,
lowers medication requirements, and enhances lung function with fewer adverse effects,
making it a safe and effective treatment for children with bronchial asthma.

Keywords: Omalizumab; asthma; dust mite; efficacy; specific immunotherapy.
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Abstract

The development of monoclonal antibodies that selectively target IgE and type 2 immunity
has opened new possibilities in the treatment of allergies. Although they have been used
mainly as single therapies that have shown efficacy in the management of asthma and
other T2-mediated diseases, there is a growing interest in using these monoclonal
antibodies in combination with allergen immunotherapy (AIT). AIT has transformed the
treatment of allergic diseases by aiming to modify the underlying immune response to
allergens rather than just providing temporary symptom relief. Despite the proven efficacy
and safety of AIT, unmet needs call for further research and innovation. Combination
strategies involving biologics and AIT exhibit potential in improving short-term efficacy,
reducing adverse events, and increasing immunological tolerance. Anti-IgE emerges as the
most promising therapeutic strategy, not only enhancing AIT's safety and tolerability but
also providing additional evidence of efficacy compared to AIT alone. Anti-IL-4 receptor
offers a reduction in side effects and an improved immunological profile when combined
with AIT, however its impact on short-term efficacy appears limited. The combination of cat
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dander subcutaneous immunotherapy with anti-TSLP was synergistic with enhanced
efficacy and altered immune responses that persisted for one year after discontinuation
compared to AIT alone. Long-term studies are needed to evaluate the sustained benefits
and safety profiles of combination strategies.

Keywords: Dupilumab; IL-4; IgE; Omalizumab; TSLP; Tezepelumab; allergen; allergic
rhinitis; biologics; cat dander; grass pollen; immunotherapy.

Copyright © 2024. Published by Elsevier Inc.

Conflict of interest statement

Declaration of competing interest BO received an honorarium for a lecture from
Bruschettini. FEG declares no conflicts of interests. JC received grants and personal fees
from AstraZeneca, Genentech and Vectura, and has received grants from Optinose,
Regeneron, Novartis, Pulmatrix, Sanofi and Teva Pharmaceuticals. GS declares grants for
advisory boards, participation to meetings and lectures from AstraZeneca, GlaxoSmithKline
and Sanofi. SD is a member of the Immune Tolerance Network Steering Committee, NIAID,
NIH, USA, and an External Adviser for the CAUSE Committee, NIAID, NIH, USA. He declares
grants from Revelo, ANGANY Inc., and the Immune Tolerance Network, NIAID, NIH, USA;
consulting fees from ALK Abello, Revelo, and ANGANY Inc.; honoraria for lectures from ALK
Abello, Abbott Labs, Torii, and Pneumo Update GmbH;

SUPPLEMENTARY INFO

Publication typesexpand

FULL TEXT LINKS

Proceed to details

Cite

Share
20

Ann Allergy Asthma Immunol

. 2024 Jun 17:51081-1206(24)00363-6.


https://pubmed.ncbi.nlm.nih.gov/38897405/
https://linkinghub.elsevier.com/retrieve/pii/S1081-1206(24)00365-X
https://libkey.io/libraries/2561/pmid/38897405

doi: 10.1016/j.anai.2024.06.011. Online ahead of print.

Adoption and Implementation of
Maintenance and Reliever Therapy for
Adults with Moderate to Severe Asthma

Sandra E Zaeh?, Zoe E Zimmerman?2, Michelle N Eakin3, Geoffrey Chupp 2

Affiliations expand

o PMID: 38897404

e DOI: 10.1016/j.anai.2024.06.011

Abstract

Background: The use of single combination inhaled corticosteroid (ICS) and long-acting
bronchodilator for maintenance and relief (MART) significantly reduces asthma
exacerbations and has been incorporated into asthma guidelines since December 2020,
but there is limited data regarding the implementation of this approach to asthma
management.

Objective: Determine how often MART was prescribed to patients with moderate to severe
asthma being seen at subspecialty pulmonary and allergy practices at an academic health
care system, and the patient and clinician characteristics associated with the use of MART.

Methods: We conducted a retrospective cross-sectional study of the EMR of an academic
health care system in the Northeastern US between January 2021 and October 2023.
Patient demographic and clinician data was collected, and MART recommendation was
confirmed by chart review. We assessed the relationships between patient demographics,
clinician characteristics, and MART recommendation.

Results: Of 2,016 patients reviewed, 293 (14.5%) were recommended MART, with 255
(87%) concurrently prescribed short acting bronchodilators. Patients on ICS/formoterol at
baseline were significantly more likely to be recommended MART, while older patients and
those on Medicare were significantly less likely to be recommended MART. Twenty-two
(44%) of 50 clinicians did not recommend MART ever and only three clinicians
recommended MART to 30-60% of their patients. Clinicians who were part of the asthma
group and those with less than 16 years in practice were significantly more likely to
recommend MART.
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Conclusion: Among academic subspecialty clinicians, there has been limited
implementation of MART, with a small number of clinicians adopting MART routinely and
over 40% of clinicians not recommending it.

Keywords: adoption; asthma; guideline-based management; implementation;
maintenance and reliever therapy.
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The treatable traits of asthma in
pregnancy: a clinical audit
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Abstract

Rationale: Poor asthma control in pregnancy is associated with adverse perinatal
outcomes. Treatable traits improve patient outcomes but the pattern and prevalence of
treatable traits in pregnant women with asthma is unknown. Whether treatable traits in
pregnant women with asthma can be identified via a virtual care consult is also unknown.
The objective of the present study was to assess the prevalence of treatable traits in
pregnant women with asthma using a virtual model of care.

Methods: Pregnant women with asthma (n=196) underwent an assessment by an asthma
nurse educator and a respiratory physician via telehealth. In this clinical audit, 16 treatable
traits were assessed including two traits in the pulmonary domain, five traits in the
behavioural/risk factors domain and nine traits in the extrapulmonary domain.

Results: Pregnant women with asthma had a mean+tsd of 7.5+2.0 treatable traits per
person including 1.0+0.7 treatable traits per person in the pulmonary domain, 3.5+1.56 in
the extrapulmonary domain and 2+0.9 in the risk factor/behavioural domain. Treatable
traits in the behavioural/risk factor domain were most prevalent and these included limited
asthma knowledge (96%), inadequate inhaler technique (84%) and no written asthma
action plan (80%). On average 3.8+1.24 interventions per person were delivered for a
meantsd of 7.5+2.0 treatable traits per person.

Conclusion: Virtual antenatal asthma care is a feasible approach for assessing treatable
traits in pregnant women with mild asthma. Pregnant women with asthma exhibit multiple
management issues. Virtual models of care might increase asthma in pregnancy service
uptake and acceptability.
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Abstract

Aims: Patients with inborn errors of immunity (IEl) are predisposed to severe
recurrent/chronic infections, and often require hospitalization, resulting in substantial
burden to patients/healthcare systems. While immunoglobulin replacement therapies
(IgRTs) are the standard first-line treatment for most forms of IEl, limited real-world data
exist regarding clinical characteristics and treatment costs for patients with IEl initiating
such treatment. This retrospective analysis examined infection and treatment
characteristics in US patients with IEl initiating IgRT with immune globulin infusion
(human), 10% (IG10%). Healthcare resource utilization (HCRU) and associated costs before
and after treatment initiation were compared. Additionally, the impact of COVID-19 on
infection diagnoses was evaluated.Methods: Patients with IEl initiating IG10% between
July 2012-August 2019 were selected from Merative® MarketScan® Databases using
diagnosis/prescription codes. Patients were followed 6 months before and after first 1IG10%
claim date. Demographic and clinical characteristics were described. Treatment
characteristics and HCRU before and after IG10% initiation were compared. Infection
diagnoses during 2020 and 2019 (March-December) were compared.Results: The study
included 1,497 patients with IEI diagnoses (mean age = 43.4 years) initiating 1IG10%, with
frequently reported comorbidities like asthma (32.1%). Following IG10% initiation, fewer
severe infection diagnoses (11.6% vs 19.9%), fewer infection-related inpatient (10.8% vs
19.5%) and outpatient services (71.6% vs 79.9%), and lower infection-related total
healthcare costs ($7,849 vs $13,995; P < 0.001)-driven by lower inpatient costs ($2,746 vs
$9,900)-were observed than before. Fewer patients had infection diagnoses during COVID-
19 (22.8%) than the prior year (31.2%).Conclusion: Patients with IEl are susceptible to
severe infections leading to high disease burden and treatment costs. Following 1G10%
initiation, we observed fewer infections, lower infection-related treatment costs, and shift
in care (inpatient to outpatient), leading to significant cost savings. Among patients with
IEl, 27% fewer infection diagnoses were observed during the early COVID-19 lockdown
period than the prior year.

Keywords: COVID-19; [; I1; 110; 115; Inborn errors of immunity; healthcare resource
utilization; immunoglobulin replacement therapy; infection rates.
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Plain language summary

Some people are born with inborn errors of immunity, or IEl. This study included 1,497
people with IEI who recently started taking a drug called immunoglobulin therapy. Before
taking this drug, the participants got infections easily, were hospitalized often, and had to
take other costly medicines. After starting this drug, they had fewer infections and could be
treated at the doctor’s office. They had fewer infections during the COVID-19 pandemic
than before the pandemic.
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Abstract

Background: Specific biomarkers, such as eosinophilia in peripheral blood or fractional
exhaled nitric oxide (FeNO), can guide us in the choice of biologic therapy, allowing a more
personalized approach. Although there are multiple evidences in the literature about the
role of FeNO as a predictor of response to different biologic treatments, there are no data
on the relationship between FeNO changes and clinical response to the four biologic drugs
currently in use.

Objective: To evaluate and to compare the expression of multiple-flows FeNO parameters
in a cohort of patients with SA before and during the treatment with biologics to evaluate
the performance of these biomarkers in predicting the achievement of clinical remission.

Methods: We prospectively enrolled 50 patients with severe asthma eligible for biologic
therapy. Patients underwent clinical and functional monitoring at baseline (T0) and after 1,
6, and 12 months of treatment (T1, T6, T12), including multiple flows FeENO assessment.

Results: A statistically significant reduction of FeNO50 values and J'awNO was observed
only in benralizumab and dupilumab subgroups. Among biomarkers, the reduction of
FeNO 50 values at T1 was associated with a higher probability of achieving clinical
remission at T12 (p = 0.003), which was also confirmed by ROC curve analysis (AUC 0.758,
p = 0.002; sensitivity 60% and specificity 74% for a reduction of 16 ppb).

Conclusion: These data confirm the potential of this biomarker in predicting clinical
response to biologic treatment in patients with severe asthma in order to guide clinical
decisions and evaluate a shift to other biologic therapy.

Keywords: benralizumab; biologic; biomarker; dupilumab; mepolizumab; nitric oxide;
omalizumab; severe asthma.
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Abstract

Introduction: According to Global Initiative for Asthma (GINA) guidelines, long-acting
muscarinic antagonists (LAMAs) should be considered as add-on therapy in patients with
asthma that remains uncontrolled, despite treatment with medium-dose (MD) or high-
dose (HD) inhaled corticosteroids (ICS)/long-acting B.-agonist (LABA) combinations. In
patients > 18 years, LAMA may be added in triple combination with an ICS and a LABA. To
date, the precise efficacy of triple ICS/LABA/LAMA combination remains uncertain
concerning the impact on exacerbation risk in patients with uncontrolled asthma.
Therefore, an umbrella review was performed to systematically summarize available data
on the effect of triple ICS/LABA/LAMA combination on the risk of asthma exacerbation.

Methods: An umbrella review has been performed according to the PRIOR statement.
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Results: The overall results obtained from 5 systematic reviews and meta-analyses suggest
that triple ICS/LABA/LAMA combination reduces the risk of asthma exacerbation. HD-ICS
showed a greater effect particularly in reducing severe asthma exacerbation, especially in
patients with evidence of type 2 inflammation biomarkers.

Conclusions: The findings of this umbrella review suggest an optimization of ICS dose in
triple ICS/LABA/LAMA combination, based on the severity of exacerbation and type 2
biomarkers expression.

Keywords: Asthma; exacerbation; triple combination; type 2 biomarkers; umbrella review.
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Abstract

Background: It is currently unclear whether cesarean section increases the risk of allergic
diseases in offspring.

Objective: To investigate the association between cesarean section and the risk of allergic
diseases in offspring.

Methods: We searched PubMed, Embase, and the Cochrane Library for relevant studies up
to October 12, 2023. Observational studies comparing the risk of allergic diseases in
offspring delivered by cesarean section versus those delivered vaginally were included.
Most-adjusted estimates from individual studies were synthesized by meta-analysis.

Results: A total of 113 studies were included, 70 of which had a low risk of bias. Compared
with offspring delivered vaginally, offspring delivered by cesarean section had significantly
greater risks of asthma (odds ratio [OR] 1.20, 95% Cl 1.16 to 1.25), allergic
rhinitis/conjunctivitis (OR 1.15, CI 1.09 to 1.22), atopic dermatitis/eczema (OR 1.08, Cl 1.04
to 1.13), food allergies (OR 1.35, CI 1.18 to 1.54), and allergic sensitization (OR 1.19, CI 1.10
to 1.28). Cesarean section did not significantly increase urticaria risk. Sensitivity analyses
including only studies with a low risk of bias, adjusted estimates, prospective data
collection, large sample sizes, or outcomes from medical records generally supported
these findings. Offspring age, study region latitude, economy type, and cesarean section
rate accounted for some of the clinical heterogeneity. No data on allergic purpura were
found.

Conclusion: Most-adjusted estimates suggest that cesarean section is associated with
increased risks of asthma, allergic rhinitis/conjunctivitis, atopic dermatitis/eczema, food
allergies, and allergic sensitization in offspring. The impact of cesarean section on urticaria
and purpura remains uncertain.

Keywords: allergic diseases; cesarean section; meta-analysis; offspring; systematic review.
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Abstract

Introduction: Allergic diseases remain of concern due to their increasing prevalence
worldwide. Intrinsic and environmental risk factors have been implicated in the
pathogenesis of allergic disease. Among the possible risk factors, migration has been
associated with the manifestation of allergic diseases. We aimed to consolidate the existing
evidence, review the hypotheses for the relationship between environmental factors and
allergic disease, and provide a direction for future work.

Methods: This systematic review and meta-analysis complied with Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA) guidelines. The Web of Science
database was searched in September 2023 to retrieve publications investigating the
relationship between allergic rhinitis (AR), atopic dermatitis (AD), or asthma and the
following factors: (i) migrant status (i.e., migrants vs. natives) or (ii) duration since migration
among migrants. Risk of bias was assessed using the JBI critical appraisal tool. Details and
findings from the included studies were also summarized and meta-analyses were
conducted where appropriate.
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Results: Fifty studies encompassing an estimated 3,755,248 individuals were reviewed.
Articles investigated asthma (n = 46), AR (n = 16), and AD (n = 14). A variety of migration-
related factors were also studied: movement of individuals across regions (n = 40),
duration since immigration (n = 12), age at immigration (n = 9), and acculturation (n = 2).
Migration status was not significantly associated with AD (pooled odds ratio [pOR] = 0.68,
95% confidence interval (Cl) = 0.31, 1.49). Although AR prevalence was lower among
immigrants than natives (pOR = 0.58, 95% CI = 0.45, 0.74), immigrants who had resided at
least 10 years in the destination country had a higher risk of AR than immigrants with a
duration of residence of less than 10 years (pOR = 8.36, 95% Cl = 4.15, 16.81). Being an
immigrant was also associated with a decreased risk of asthma (pOR = 0.56, 95% CI = 0.44,
0.72). Among immigrants, residing in the host country for at least 10 years was associated
with increased asthma manifestation (pOR = 1.85, 95% Cl = 1.25, 2.73). Immigrants who
migrated aged 5 and below did not exhibit a significantly higher likelihood of asthma than
migrants who immigrated older than 5 years (pOR = 1.01, 95% ClI = 0.68, 1.50).

Conclusion: This review was limited by the primarily cross-sectional nature of the included
studies. Objective diagnoses of allergic disease, such as using the spirometry of
bronchodilator reversibility test for asthma rather than questionnaire responses, could add
to the reliability of the outcomes. Furthermore, immigrant groups were mostly nonspecific,
with little distinction between their country of origin. Overall, migration appears to be a
protective factor for allergic diseases, but the protection subsides over time and the
prevalence of allergic diseases among the immigrant group approaches that of the host
population.

Keywords: Allergic rhinitis; Asthma; Atopic dermatitis; Epidemiology; Migration.
© 2024 The Author(s). Published by S. Karger AG, Basel.
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Abstract

The development of monoclonal antibodies that selectively target IgE and type 2 immunity
has opened new possibilities in the treatment of allergies. Although they have been used
mainly as single therapies that have shown efficacy in the management of asthma and
other T2-mediated diseases, there is a growing interest in using these monoclonal
antibodies in combination with allergen immunotherapy (AIT). AIT has transformed the
treatment of allergic diseases by aiming to modify the underlying immune response to
allergens rather than just providing temporary symptom relief. Despite the proven efficacy
and safety of AIT, unmet needs call for further research and innovation. Combination
strategies involving biologics and AIT exhibit potential in improving short-term efficacy,
reducing adverse events, and increasing immunological tolerance. Anti-IgE emerges as the
most promising therapeutic strategy, not only enhancing AlT's safety and tolerability but
also providing additional evidence of efficacy compared to AIT alone. Anti-IL-4 receptor
offers a reduction in side effects and an improved immunological profile when combined
with AIT, however its impact on short-term efficacy appears limited. The combination of cat
dander subcutaneous immunotherapy with anti-TSLP was synergistic with enhanced
efficacy and altered immune responses that persisted for one year after discontinuation
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compared to AIT alone. Long-term studies are needed to evaluate the sustained benefits
and safety profiles of combination strategies.

Keywords: Dupilumab; IL-4; IgE; Omalizumab; TSLP; Tezepelumab; allergen; allergic
rhinitis; biologics; cat dander; grass pollen; immunotherapy.
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Abstract

Eosinophil-derived neurotoxin (EDN) is an important biomarker of eosinophilic
inflammation. This study evaluated Montelukast treatment response according to EDN
concentration in children with perennial allergic rhinitis (PAR). Fifty-two children with PAR
were recruited and took a combination of Montelukast (5mg) and Levocetirizine (5mg)
"Mont/Levo Group" or only Montelukast (5mg) "Mont Group" for 4 weeks. All caregivers
were instructed to record rhinitis symptoms for 4 weeks. EDN was measured before and
after treatment. Daytime nasal symptom scores (DNSS) significantly decreased in both the
Mont/Levo (P = 0.0001; n = 20) and Mont Group (P < 0.0001; n = 20), but there were no
significant differences between the two groups. EDN concentration also significantly
decreased after treatment in both groups (P < 0.0001 and P < 0.001, respectively). For
secondary analysis, children with a high initial EDN concentration (EDN > 53 ng/mL) were
placed in the "High EDN Group", while those with a lower initial EDN concentration (EDN <
53 ng/mL) were put in the "Low EDN Group". Both groups experienced significant
reductions in DNSS after either treatment regimen (P < 0.0001 and P = 0.0027,
respectively) but the High EDN Group had greater reductions. EDN concentrations in the
High EDN Group decreased significantly from either treatment (P < 0.0001). We found that
children with AR and a high serum EDN concentration may respond well to Montelukast
treatment. A therapeutic strategy using EDN concentrations in patients with AR to evaluate
therapeutic response may help improve quality of care.

Keywords: Levocetirizine; allergy; asthma; biomarker; eosinophil-derived neurotoxin;
eosinophilic inflammation; perennial allergic rhinitis.
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Abstract

Humans are exposed to numerous electrophilic chemicals either as medicines, in the
workplace, in nature, or through use of many common cosmetic and household products.
Covalent modification of human proteins by such chemicals, or protein haptenation, is a
common occurrence in cells and may result in generation of antigenic species, leading to
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development of hypersensitivity reactions. Ranging in severity of symptoms from local
cutaneous reactions and rhinitis to potentially life-threatening anaphylaxis and severe
hypersensitivity reactions such as Stephen-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN), all these reactions have the same Molecular Initiating Event (MIE), i.e.
haptenation. However, not all individuals who are exposed to electrophilic chemicals
develop symptoms of hypersensitivity. In the present review, we examine common
chemistry behind the haptenation reactions leading to formation of neoantigens. We
explore simple reactions involving single molecule additions to a nucleophilic side chain of
proteins and complex reactions involving multiple electrophilic centers on a single
molecule or involving more than one electrophilic molecule as well as the generation of
reactive molecules from the interaction with cellular detoxification mechanisms. Besides
generation of antigenic species and enabling activation of the immune system, we explore
additional events which result directly from the presence of electrophilic chemicals in cells,
including activation of key defense mechanisms and immediate consequences of those
reactions, and explore their potential effects. We discuss the factors that work in concert
with haptenation leading to the development of hypersensitivity reactions and those that
may act to prevent it from developing. We also review the potential harnessing of the
specificity of haptenation in the design of potent covalent therapeutic inhibitors.
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Abstract

Background: Afferent neuronal hypersensitization via P2X3 receptor signaling has been
implicated as a driver of several disorders, including refractory chronic cough,
endometriosis, diabetic neuropathic pain, and overactive bladder. Eliapixant, a selective
P2X3 receptor antagonist, has been in clinical development for all four disorders.

Objective: This paper describes pharmacokinetic (PK) and safety data from two phase |
studies of eliapixant in healthy Japanese and Chinese participants and compares those
data within the two populations and with previous multiple dose data from Caucasian
participants.

Methods: Two separate phase |, single-center, randomized, placebo-controlled studies
were conducted with healthy male participants. The Japanese study was single-blind and
the Chinese study was double-blind. Eliapixant was administered as an oral amorphous
solid dispersion immediate-release tablet in strengths of 25 mg, 75 mg, and 150 mg. PK
characteristics after a single dose (SD) and at steady state (multiple dose [MD], twice daily),
adverse events (AEs), and tolerability were evaluated. A post hoc comparison of PK
characteristics after SD of eliapixant in Japanese and Chinese participants, and after MD of
eliapixant in Japanese, Chinese, and Caucasian participants, was performed.

Results: Overall, 36/39 participants enrolled in the Japanese/Chinese studies, respectively
(mean [standard deviation] age 25.4 [6.5] and 26.7 [5.0] years, respectively). After SD
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administration, maximum plasma concentration (C...) was higher among Japanese than
Chinese participants in the 25 mg and 75 mg dose groups, but comparable in the 150 mg
dose group. The area under the concentration-time curve (AUC) was comparable between
Japanese and Chinese participants in the 25 mg and 75 mg dose groups, but lower among
Japanese participants in the 150 mg group. Half-lives after SD and MD administration were
also comparable in Japanese and Chinese participants. The post hoc analysis included 26
Japanese, 30 Chinese, and 50 Caucasian participants. Comparable exposure (Cpaxme and
AUCI[0-12].4) was observed after MD administration of eliapixant in Chinese and/or
Japanese compared with Caucasian participants (geometric mean inter-ethnic ratios close
to 1). The trough plasma concentration after eliapixant 150 mg MD, which was assumed to
be relevant to eliapixant efficacy, was comparable across all ethnicity groups. Most AEs
reported in the Japanese (eliapixant 75 mg SD, n = 2; eliapixant 150 mg MD, n = 2) and
Chinese participants (eliapixant 25 mg SD, n = 7; eliapixant 75 mg SD, n = 6; eliapixant 150
mg SD, n = 7; eliapixant 150 mg MD, n = 9; placebo SD, n = 5; placebo MD, n = 1) were of
mild intensity. Higher incidences of AEs in the Chinese population were likely due to
differing standards of AE reporting between investigators.

Conclusion: Eliapixant was well tolerated by Japanese and Chinese participants. The inter-
ethnic evaluation demonstrated similar PK characteristics across Japanese, Chinese, and
Caucasian participants.

Registration: ClinicalTrials.gov identifier numbers: NCT04265781 and NCT04802343.
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Abstract

Purpose of review: Systemic sclerosis (SSc) is a chronic, multisystem, autoimmune disease
characterized by fibrosis, vasculopathy and immune system dysregulation. We provide a
comprehensive review of features of systemic sclerosis that can potentially present to the
allergist.

Recent findings: A thorough understanding of the management options is crucial for
clinicians involved in the care of patients with SSc to optimize clinical outcomes.
Management of systemic sclerosis has drastically changed in the last decade and continues
to evolve. This review provides an overview of management strategies for the various
symptoms including skin, upper and lower airway, gastrointestinal and vascular
manifestations. Institution of treatment early in the disease, including referral to
rheumatology or specialized scleroderma centers, can help to both prevent and manage
disease complications, and improve patient quality-of-life. While the landscape of systemic
sclerosis management has evolved, we continue to recognize that there is still a need for
better biomarkers and targeted therapies.

Keywords: Cough; Dyspnea; Interstitial Lung disease; Pruritus; Scleroderma; Systemic
sclerosis.
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Abstract

Refractory chronic cough is a disabling disease with very limited therapeutic options. A
better understanding of cough pathophysiology has led to the development of emerging
drugs targeting cough receptors. Recent strides have illuminated novel therapeutic
avenues, notably centred on modulating transient receptor potential (TRP) channels,
purinergic receptors, and neurokinin receptors. By modulating these receptors, the goal is
to intervene in the sensory pathways that trigger cough reflexes, thereby providing relief
without compromising vital protective mechanisms. These innovative pharmacotherapies
hold promise for improvement of refractory chronic cough by offering improved efficacy
and potentially mitigating adverse effects associated with current recommended
treatments. A deeper comprehension of their precise mechanisms of action and clinical
viability is imperative for optimising therapeutic interventions and elevating patient care
standards in respiratory health. This review delineates the evolving landscape of drug
development in this domain, emphasising the significance of these advancements in
reshaping the paradigm of cough management.

© 2024. The Author(s), under exclusive licence to Springer Nature Switzerland AG.
e 96 references

SUPPLEMENTARY INFO

Publication typesexpand

FULL TEXT LINKS

(UNIMORE®@ |

Proceed to details

Cite

Share
4

BMC Pulm Med

. 2024 Jun 20;24(1):288.


https://doi.org/10.1007/s40265-024-02047-y
https://pubmed.ncbi.nlm.nih.gov/38904926/#references
https://pubmed.ncbi.nlm.nih.gov/38904926/
https://libkey.io/libraries/2561/pmid/38904926

doi: 10.1186/s12890-024-03095-6.

Prevalence, clinical characteristics, and
disease burden of chronic cough in
Italy: a cross-sectional study

Raffaele Antonelli Incalzi?, Antonio De Vincentis?, Vicky W Li2, Ashley Martin2, Danilo Di
Laura3s, Eileen Fonseca4 Helen Dings

Affiliations expand

o PMID: 38902654

e PMCID: PMC11191261

o DOI: 10.1186/s12890-024-03095-6

Abstract

Background: Chronic cough has been associated with reduced health-related quality of
life, negative impacts on sleep, work, and other daily activities, and increased use of health
care resources. Little is known about the prevalence of chronic cough in Italy. In the
present study we sought to estimate the prevalence of chronic cough in Italy, describe
sociodemographic and clinical characteristics associated with chronic cough, and
characterize the impact of chronic cough on overall health and wellness, work and other
daily activities, and health care resource use.

Methods: We conducted a cross-sectional study to collect sociodemographic and health-
related data from lItalian residents who participated in the 2020 National Health and
Wellness Survey (N = 10,026). To assess the characteristics and burden of chronic cough,
adults who indicated that they had experienced chronic cough during the prior 12 months
were compared with propensity score-matched controls without chronic cough.

Results: The estimated weighted lifetime and 12-month prevalence of chronic cough were
estimated as 9.2% and 6.3%, respectively. Compared with matched controls, respondents
with chronic cough had significantly lower measures of overall physical and mental health
(P < .001 for both comparisons), and significantly higher rates of anxiety, depression, and
sleep disorders (P < .001 for all comparisons). Chronic cough was significantly associated
with higher rates of impairment of work and other activities (P < .001 for all comparisons)
in the past 7 days, any-cause emergency department visits and hospitalizations in the prior
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6 months (P < .001 for both comparisons), and more visits to general and specialist health
care providers (P < .001 for both comparisons) in the prior 6 months.

Conclusions: In Italy, chronic cough affects an estimated 3.3 million adults annually and
represents a significant burden to individuals and the health care system.

Take home message: Little is known about the prevalence of chronic cough in Italy. We
found that, in Italy chronic cough represents a significant burden to individuals and the
health care system, affecting an estimated 3.3 million adults annually.

Keywords: Chronic cough; Chronic disease; Cough; Health surveys; Italy.
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Abstract

Background and objective: Chronic obstructive pulmonary disease (COPD) is
characterized by persistent and progressive airflow restriction and is the third leading
cause of death and disability, globally. People with severe COPD generally experience
long-term functional decline punctuated by periods of acute exacerbation. Symptom
burden can be severe and debilitating, and typically includes breathlessness, cough,
fatigue, pain, anxiety, depression, and overall reduced quality of life. Understanding current
palliative care needs and provisions in this group is an essential step to expanding access
in future.

Methods: A narrative review of specialist and generalist (primary) palliative care provisions
for people with COPD, with an emphasis on breathlessness symptom management. This
paper aims to examine the current landscape of palliative care provision and highlight
barriers and facilitators to palliative care access for people with severe COPD.

Key content and findings: People living with severe COPD, as well as the people who care
for them, are routinely under-serviced in best-practice end-of-life care, despite having
symptom burden that is comparable to that of people with advanced cancer. Barriers to
palliative care in this group include lack of specialist palliative care resources, uncertainty
surrounding prognostication, and poor recognition of need from both patients and
clinicians. Routine early palliative care involvement, including integration of specialist
palliative care into respiratory services and upskilling of other healthcare providers to
adopt palliative care principals within usual care (primary palliative care), have been shown
to improve outcomes indicative of high-quality end-of-life care in this group, including
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symptom control, place of death, and legal preparations. Ongoing integration of specialist
palliative care and professional education for generalist and non-palliative care specialist
healthcare providers in the recognition and management of unmet palliative care needs is
required to increase capacity beyond traditional specialist palliative care models.

Conclusions: Despite high level of symptom burden, many people with COPD miss out on
palliative care. Expanding capacity of traditional specialist palliative care by upskilling
generalist healthcare providers and integrating specialist palliative care into existing
respiratory services is necessary to improve access for people with COPD.

Keywords: Palliative care; breathlessness; chronic obstructive pulmonary disease (COPD);
health services; respiratory disease.
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Abstract

Cough is an important symptom in children with acute and chronic respiratory disease.
Daily cough is common in Cystic Fibrosis (CF) and increased cough is a symptom of
pulmonary exacerbation. To date, cough assessment is primarily subjective in clinical
practice and research. Attempts to develop objective, automatic cough counting tools have
faced reliability issues in noisy environments and practical barriers limiting long-term use.
This single-center pilot study evaluated usability, acceptability and performance of a
mechanoacoustic sensor (MAS), previously used for cough classification in adults, in 36
children with CF over brief and multi-day periods in four cohorts. Children whose health
was at baseline and who had symptoms of pulmonary exacerbation were included. We
trained, validated, and deployed custom deep learning algorithms for accurate cough
detection and classification from other vocalization or artifacts with an overall area under
the receiver-operator characteristic curve (AUROC) of 0.96 and average precision (AP) of
0.93. Child and parent feedback led to a redesign of the MAS towards a smaller, more
discreet device acceptable for daily use in children. Additional improvements optimized
power efficiency and data management. The MAS's ability to objectively measure cough
and other physiologic signals across clinic, hospital, and home settings is demonstrated,
particularly aided by an AUROC of 0.97 and AP of 0.96 for motion artifact rejection.
Examples of cough frequency and physiologic parameter correlations with participant-
reported outcomes and clinical measurements for individual patients are presented. The
MAS is a promising tool in objective longitudinal evaluation of cough in children with CF.
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Abstract

Introduction: TRPA1 is a nonselective calcium channel, a member of the transient receptor
potential (TRP) superfamily, also referred to as the 'irritant' receptor, being activated by
pungent and noxious exogenous chemicals as well as by endogenous algogenic stimuli, to
elicit pain, itching, and inflammatory conditions. For this reason, it is considered an
attractive therapeutic target to treat a wide range of diseases including acute and chronic
pain, itching, and inflammatory airway diseases.

Areas covered: The present review covers patents on TRPA1 antagonists disclosed from
2020 to present, falling in the following main classes: i) novel therapeutic applications for
known or already disclosed antagonists, ii) identification and characterization of TRPAT
antagonists from natural sources, and iii) synthesis and evaluation of novel compounds.

Expert opinion: Despite the limited number of TRPA1 antagonists in clinical trials, there is
an ever-growing interest on this receptor-channel as therapeutic target, mainly due to the
relevant outcomes from basic research, which unveiled novel physio-pathological
mechanisms where TRPA1 is believed to play a pivotal role, for example the Alzheimer's
disease or ocular diseases, expanding the panel of potential therapeutic applications for
TRPA1 modulators.
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Abstract

Background: Existing studies on chronic obstructive pulmonary disease (COPD) in Korea
lack full population coverage, relying on small sample sizes. Therefore, this study aims to
investigate the prevalence and mortality of COPD in the entire Korean population.

Methods: This serial cross-sectional study used national databases, linking the National
Health Information Database (2008-2017) with Causes of Death Statistics. Identification of
individuals with COPD used diagnostic codes (International Classification of Diseases-10:
J41-J44) or a history of COPD-related hospitalisation, focusing on adults aged 40 and
above. Prevalence and mortality rates, calculated for 2008-2017, encompassed both crude
and age-standardised and sex-standardised measures. A multivariate Poisson regression
model estimated the association between COPD and all-cause and cause-specific mortality,
presenting incidence rate ratios (IRRs) and 95% Cls, using data from the year 2017.

Results: Age-adjusted COPD prevalence exhibited a notable increase from 2008 (7.9%) to
2017 (16.7%) in both sexes. The prevalences of diabetes mellitus, hypertension,
dyslipidaemia, ischaemic heart disease, cancer, osteoporosis and tuberculosis were higher
in the COPD group than in the group without COPD (p for all <0.001). The incidence of
stroke and myocardial infarction (p for all <0.001) and overall mortality were higher in the
COPD group (adjusted IRR 1.23, 95% CI 1.22 to 1.24, p<0.001). In particular, incidence rate
and risk of mortality due to lung cancer were higher than that of those without COPD
compared with other cancer types (adjusted IRR 2.51, 95% Cl 2.42 to 2.60, p<0.001). It was
significantly higher the incidence rate and risk of mortality among group with COPD than
those without COPD in lower respiratory disease (adjusted IRR 16.62, 95% CI 15.07 to
18.33, p<0.001), asthma (adjusted IRR 6.41, 95% CI 5.47 to 7.51, p<0.001) and
bronchiectasis (adjusted IRR 11.77, 95% Cl 7.59 to 18.26, p<0.001), respectively.

Discussion: Our study showed that the prevalence of COPD is gradually increasing from
9.2% in 2009 to 16.7% in 2018. Furthermore, in overall (all-cause) mortality, it was
significantly higher in group with COPD than in group without COPD. The mortality rate of
group with COPD was much higher than the overall mortality rate but is gradually
decreasing.

Keywords: COPD epidemiology; Chronic Obstructive; Pulmonary Disease.
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Abstract

Introduction: Bronchiectasis, characterized by irreversible bronchial dilatation, is a
growing global health concern with significant morbidity. This review delves into the
intricate relationship between smoking and bronchiectasis, examining its epidemiology,
pathophysiology, clinical manifestations, and therapeutic approaches. Our comprehensive
literature search on PubMed utilized MESH terms including 'smoking,' ‘'smoking cessation,’
‘bronchiectasis,' and 'comorbidities' to gather relevant studies.

Areas covered: This review emphasizes the role of smoking in bronchiectasis development
and exacerbation by compromising airways and immune function. Interconnected
comorbidities, including chronic obstructive pulmonary disease, asthma, and
gastroesophageal reflux disease, create a detrimental cycle affecting patient outcomes.
Despite limited studies on smoking cessation in bronchiectasis, the review stresses its
importance. Advocating for tailored cessation programs, interventions like drainage,
bronchodilators, and targeted antibiotics are crucial to disrupting the inflammatory-
infection-widening cycle.

Expert opinion: The importance of smoking cessation in bronchiectasis management is
paramount due to its extensive negative impact on related conditions. Proactive cessation
programs utilizing technology and targeted education for high-risk groups aim to reduce
smoking's impact on disease progression and related comorbidities. In conclusion, a
personalized approach centered on smoking cessation is deemed vital for bronchiectasis,
aiming to improve outcomes and enhance patients' quality of life in the face of this
complex respiratory condition.

Keywords: Bronchiectasis; COPD; bronchial inflammation; comorbidities; smoking;
smoking cessation.
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Abstract

COPD is a major healthcare problem and cause of mortality worldwide. COPD patients at
increased mortality risk are those who are more symptomatic, have lower lung function
and lower diffusing capacity of the lung for carbon monoxide, decreased exercise capacity,
belong to the emphysematous phenotype and those who have concomitant
bronchiectasis. Mortality risk seems to be greater in patients who experience COPD
exacerbations and in those who suffer from concomitant cardiovascular and/or metabolic
diseases. To predict the risk of death in COPD patients, several composite scores have
been created using different parameters. In previous years, large studies (also called mega-
trials) have evaluated the efficacy of different therapies on COPD mortality, but until
recently only nonpharmaceutical interventions have proven to be effective. However,
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recent studies on fixed combinations of triple therapy (long-acting B-agonists, long-acting
muscarinic antagonists and inhaled corticosteroids) have provided encouraging results,
showing for the first time a reduction in mortality compared to dual therapies. The aim of
the present review is to summarise available data regarding mortality risk in COPD patients
and to describe pharmacological therapies that have shown effectiveness in reducing
mortality.
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Abstract

Purpose: Bronchiectasis is predominantly marked by neutrophilic inflammation. The
relevance of type 2 biomarkers in disease severity and exacerbation risk is poorly
understood. This study explores the clinical significance of these biomarkers in
bronchiectasis patients.

Methods: In a cross-sectional cohort study, bronchiectasis patients, excluding those with
asthma or allergic bronchopulmonary aspergillosis, underwent clinical and radiological
evaluations. Bronchoalveolar lavage samples were analyzed for cytokines and
microbiology. Blood eosinophil count (BEC), serum total immunoglobulin E (IgE), and
fractional exhaled nitric oxide (FeNO) were measured during stable disease states. Positive
type 2 biomarkers were defined by established thresholds for BEC, total IgE, and FeNO.

Results: Among 130 patients, 15.3% demonstrated BEC > 300 cells/pL, 26.1% showed
elevated FeNO > 25 ppb, and 36.9% had high serum total IgE > 75 kU/L. Approximately
60% had at least one positive type 2 biomarker. The impact on clinical characteristics and
disease severity was variable, highlighting BEC and FeNO as reflective of different facets of
disease severity and exacerbation risk. The combination of low BEC with high FeNO
appeared to indicate a lower risk of exacerbation. However, Pseudomonas aeruginosa
colonization and a high neutrophil-to-lymphocyte ratio (NLR > 3.0) were identified as
more significant predictors of exacerbation frequency, independent of type 2 biomarker
presence.

Conclusions: Our study underscores the distinct roles of type 2 biomarkers, highlighting
BEC and FeNO, in bronchiectasis for assessing disease severity and predicting exacerbation
risk. It advocates for a multi-biomarker strategy, incorporating these with microbiological
and clinical assessments, for comprehensive patient management.
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