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Abstract

Background: The Assessment of Burden of Chronic Conditions (ABCC)-tool was developed
to optimise chronic care.

Objectives: This study aimed to assess the effectiveness of the ABCC-tool in patients with
COPD, asthma, type 2 diabetes, and/or heart failure in primary care in the Netherlands.

Methods: The study had a pragmatic, clustered, two-armed, quasi-experimental design.
The intervention group (41 general practices; 176 patients) used the ABCC-tool during
routine consultations and the control group (14 general practices; 61 patients) received
usual care. The primary outcome was a change in perceived quality of care (PACIC; Patient
Assessment of Chronic lliness Care) after 18 months. Secondary outcomes included change
in the PACIC after 6 and 12 months, and in quality of life (EQ-5D-5L; EuroQol-5D-5L),
capability well-being (ICECAP-A; ICEpop CAPability measure for Adults), and patients'
activation (PAM; Patient Activation Measure) after 6, 12, and 18 months for the total group
and conditions separately.

Results: We observed a significant difference in the PACIC after 6, 12, and 18 months (18
months: 0.388 points; 95%Cl: 0.089-0.687; p = 0.011) for the total group and after 6 and 12
months for type 2 diabetes. After 18 months, we observed a significant difference in the
PAM for the total group but not at 6 and 12 months, and not for type 2 diabetes. All
significant effects were in favour of the intervention group. No significant differences were
found for the EQ-5D-5L and the ICECAP-A.

Conclusion: Use of the ABCC-tool has a positive effect on perceived quality of care and
patients' activation, which makes the tool ready for use in clinical practice. Healthcare
providers (e.g. general practitioners and practice nurses) can use the tool to provide
person-centred care.Trial registration number: ClinicalTrials.gov Registry (NCT04127383).

Keywords: Chronic conditions; general practice; person-centred care; self-management;
shared decision making.

Plain language summary

The Assessment of Burden of Chronic Conditions (ABCC)-tool aims to support disease
management for one or multiple chronic condition(s), currently COPD, asthma, type 2
diabetes, and heart failure.Statistically significant differences in patients’ perceived quality
of care and patient activation were found between the group that used the ABCC-tool and
the care-as-usual group. No effect was found on generic quality of life or capability well-
being.Healthcare providers can use the ABCC-tool in primary care.
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Abstract

Introduction: Chronic obstructive pulmonary disease (COPD) accounts for 545 million
people living with chronic respiratory disorders and is the third leading cause of morbidity
and mortality around the world. COPD is a progressive disease, characterized by episodes
of acute worsening of symptoms such as cough, dyspnea, and sputum production.

Areas covered: Airway inflammation is a prominent feature of COPD. Chronic airway
inflammation results in airway structural remodeling and emphysema. Persistent airway
inflammation is a treatable trait of COPD and plays a significant role in disease
development and progression. In this review, the authors summarize the current and
emerging biomarkers that reveal the heterogeneity of airway inflammation subtypes,
clinical outcomes, and therapeutic response in COPD.

Expert opinion: Airway inflammation can be broadly categorized as eosinophilic (type 2
inflammation) and non-eosinophilic (non-type 2 inflammation) in COPD. Currently, blood
eosinophil counts are incorporated in clinical practice guidelines to identify COPD patients
who are at a higher risk of exacerbations and lung function decline, and who are likely to
respond to inhaled corticosteroids. As new therapeutics are being developed for the
chronic management of COPD, it is essential to identify biomarkers that will predict
treatment response.

Keywords: Airway inflammation; COPD; biomarkers; exacerbations; therapeutics.
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Abstract

Background: Studies in general population reported a positive association between
tobacco smoking and airflow obstruction (AFO), a hallmark of chronic obstructive
pulmonary disease (COPD). However, this attempt was less addressed in silica dust-
exposed workers.

Methods: This retrospective cohort study consisted of 4481 silicotic workers attending the
Pneumoconiosis Clinic during 1981-2019. The lifelong work history and smoking habits of
these workers were extracted from medical records. Spirometry was carried out at the


https://pubmed.ncbi.nlm.nih.gov/38635513/
https://pubmed.ncbi.nlm.nih.gov/38753732/
https://pubmed.ncbi.nlm.nih.gov/38753732/
https://pubmed.ncbi.nlm.nih.gov/38753732/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yang+S&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chan+CK&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wang+MH&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Leung+CC&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Tai+LB&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Tse+LA&cauthor_id=38753732
https://pubmed.ncbi.nlm.nih.gov/?term=38738695%2C38760169%2C38753545%2C38635513%2C38753732%2C38750572%2C38750492%2C38749535%2C38748243%2C38747482%2C38742053%2C38330311%2C38175920%2C38749347%2C38744478%2C38744473%2C38741199&filter=dates.2024%2F5%2F12-2024%2F5%2F19&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc11098359/
https://doi.org/10.1371/journal.pone.0303743

diagnosis of silicosis (n = 4177) and reperformed after an average of 9.4 years of follow-up
(n = 2648). AFO was defined as forced expiratory volume in one second (FEV1)/force vital
capacity (FVC) less than lower limit of normal (LLN). The association of AFO with smoking
status was determined using multivariate logistics regression, and the effect of smoking
cessation on the development of AFO was evaluated Cox regression.

Results: Smoking was significantly associated with AFO (current smokers: OR = 1.92, 95%
Cl 1.51-2.44; former smokers: OR = 2.09, 95% Cl 1.65-2.66). The risk of AFO significantly
increased in the first 3 years of quitting smoking (OR = 1.23, 95% Cl 1.02-1.47) but
decreased afterwards with increasing years of cessation. Smoking cessation reduced the
risk of developing AFO no matter before or after the confirmation of silicosis (pre-silicosis
cessation: HR = 0.58, 95% Cl 0.46-0.74; post-silicosis cessation: HR = 0.62, 95% CI 0.48-
0.79).

Conclusions: Smoking cessation significantly reduced the risk of AFO in the workers with
silicosis, although the health benefit was not observed until 3 years of abstinence. These
findings highlight the importance of early and long-term smoking cessation among
silicotic or silica dust-exposed workers.

Copyright: © 2024 Yang et al. This is an open access article distributed under the terms of
the Creative Commons Attribution License, which permits unrestricted use, distribution,
and reproduction in any medium, provided the original author and source are credited.
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Abstract

Background: The evidence regarding effects of statins on exacerbation risk in COPD
remains controversial. Previous studies often excluded patients with cardiovascular
comorbidities despite their high prevalence in COPD and role for exacerbations. Based on
the cardioprotective properties of statins, we hypothesised that statins may reduce the risk
of exacerbations especially in patients with cardiovascular comorbidities.
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Methods: One thousand eight hundred eighty seven patients of the German COPD cohort
COSYCONET (COPD and Systemic Consequences Comorbidities Network) of GOLD grades
1-4 (37.8% female, mean age 64.78 + 8.3) were examined at baseline and over a period of
4.5 years for the occurrence of at least one exacerbation or severe exacerbation per year in
cross-sectional and longitudinal analyses adjusted for age, gender, BMI, GOLD grade and
pack-years. Due to their collinearity, various cardiovascular diseases were tested in
separate analyses, whereby the potential effect of statins in the presence of a specific
comorbidity was tested as interaction between statins and comorbidity. We also identified
patients who never took statins, always took statins, or initiated statin intake during the
follow-up.

Results: One thousand three hundred six patients never took statins, 31.6% were statin
user, and 12.9% initiated statins during the follow-up. Most cardiovascular diseases were
significantly (p < 0.05)may associated with an increased risk of COPD exacerbations, but in
none of them the intake of statins was a significant attenuating factor, neither overall nor
in modulating the increased risk linked to the specific comorbidities. The results of the
cross-sectional and longitudinal analyses were consistent with each other, also those
regarding at least 1 exacerbation or at least 1 severe exacerbation per year.

Conclusion: These findings complement the existing literature and may suggest that even
in patients with COPD, cardiovascular comorbidities and a statin therapy that targets these
comorbidities, the effects of statins on exacerbation risk are either negligible or more
subtle than a reduction in exacerbation frequency.

Trial registration: Trial registration ClinicalTrials.gov, Identifier: NCT01245933. Other Study
ID (BMBF grant): 01GI0881, registered 18 November 2010, study start 2010-11, primary
completion 2013-12, study completion 2023-009.
https://clinicaltrials.gov/study/NCT01245933?cond=COPD&term=COSYCONET&rank=3.

Keywords: COPD; Cardiovascular comorbidities; Exacerbations; Statins.
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Abstract

Background: We estimated the prevalence and mortality risks of preserved ratio impaired

spirometry (PRISm) and chronic obstructive pulmonary disease (COPD) in the US adult
population.
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Methods: We linked three waves of pre-bronchodilator spirometry data from the US
National Health and Nutritional Examination Survey (2007-2012) with the National Death
Index. The analytic sample included adults ages 20 to 79 without missing data on age, sex,
height, BMI, race/ethnicity, and smoking status. We defined COPD (GOLD 1, 2, and 3-4)
and PRISm using FEV./FVC cut points by the Global Initiative for Chronic Obstructive Lung
Disease (GOLD). We compared the prevalence of GOLD stages and PRISm by covariates
across the three waves. We estimated adjusted all-cause and cause-specific mortality risks
by COPD stage and PRISm using all three waves combined.

Results: Prevalence of COPD and PRISm from 2007-2012 ranged from 13.1%-14.3% and
9.6%-10.2%, respectively. We found significant differences in prevalence by sex, age,
smoking status, and race/ethnicity. Males had higher rates of COPD regardless of stage,
while females had higher rates of PRISm. COPD prevalence increased with age, but not
PRISm, which was highest among middle-aged individuals. Compared to current and never
smokers, former smokers showed lower rates of PRISm but higher rates of GOLD 1. COPD
prevalence was highest among non-Hispanic White individuals, and PRISm was notably
higher among non-Hispanic Black individuals (range 31.4%-37.4%). We found associations
between PRISm and all-cause mortality (hazard ratio [HR]: 2.3 95% Cl: 1.9-2.9) and various
cause-specific deaths (HR ranges: 2.0-5.3). We also found associations between GOLD 2
(HR: 2.1, 95% Cl: 1.7-2.6) or higher (HR: 4.2, 95% Cl: 2.7-6.5) and all-cause mortality. Cause-
specific mortality risk varied within COPD stages but typically increased with higher GOLD
stage.

Conclusions: The prevalence of COPD and PRISm remained stable from 2007-2012.
Greater attention should be paid to the potential impacts of PRISm due to its higher
prevalence in minority groups and its associations with mortality across various causes
including cancer.

Keywords: Chronic obstructive pulmonary disease; Preserved ratio impaired spirometry.
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Abstract

Introduction: Self-management, as the most common method of chronic obstructive
pulmonary disease (COPD) management, is not an isolated behaviour, but a set of physical,
social, cultural, psychological and existential factors affecting it.
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Aim: This study aimed to explore the facilitators and barriers to self-management in men
with COPD in the unique social, cultural, political and economic context of Iran.

Methods: This paper reports part of the findings of a qualitative grounded theory study
aimed at exploring the process of self-management in Iranian men with COPD, which was
conducted in Iran from January 2019 to July 2023. Participants included men with COPD,
their family members and pulmonologists. The selection of participants in this research
began with the purposeful sampling method. Data was collected using semistructured
interviews. Data collection continued until the data saturation was achieved. A total of 15
interviews were conducted with nine patients, three family members of patients and three
pulmonologists. The data was analysed using the constant comparative analysis method.

Results: The findings of this study showed that knowledge, education, experience, family
involvement and financial support are the factors that facilitate self-management. Factors
related to deficits include lack of education, lack of treatment support, family cooperation
deficit, financial problems, medication obtaining problems and factors related to disease
impacts include specific nature of the disease, residual effect, comorbidity and factors
related to negative patients characteristics include false beliefs, poor self-efficacy, feeling
shame and non-adherence are barriers to self-management in men with COPD.

Conclusion: Based on results of this study, healthcare providers and health planners can
strengthen the factors that facilitate self-management and weaken or remove the barriers
to self-management, so that these patients use self-management strategies with maximum
capacity to control the disease.

Keywords: Pulmonary Disease, Chronic Obstructive.
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Assessment of pulmonary physiological

changes caused by aging, cigarette
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hyperpolarized »Xe magnetic resonance
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Abstract

Objective: To comprehensively assess the impact of aging, cigarette smoking, and chronic
obstructive pulmonary disease (COPD) on pulmonary physiology using 2?Xe MR.

Methods: A total of 90 subjects were categorized into four groups, including healthy
young (HY, n = 20), age-matched control (AMC, n = 20), asymptomatic smokers (AS, n =
28), and COPD patients (n = 22). 2Xe MR was utilized to obtain pulmonary physiological
parameters, including ventilation defect percent (VDP), alveolar sleeve depth (h), apparent
diffusion coefficient (ADC), total septal wall thickness (d), and ratio of xenon signal from
red blood cells and interstitial tissue/plasma (RBC/TP).
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Results: Significant differences were found in the measured VDP (p = 0.035), h (p = 0.003),
and RBC/TP (p = 0.003) between the HY and AMC groups. Compared with the AMC group,
higher VDP (p = 0.020) and d (p = 0.048) were found in the AS group; higher VDP (p <
0.001), d (p < 0.001) and ADC (p < 0.001), and lower h (p < 0.001) and RBC/TP (p < 0.001)
were found in the COPD group. Moreover, significant differences were also found in the
measured VDP (p < 0.001), h (p < 0.001), ADC (p < 0.001), d (p = 0.008), and RBC/TP (p =
0.032) between the AS and COPD groups.

Conclusion: Our findings indicate that pulmonary structure and functional changes caused
by aging, cigarette smoking, and COPD are various, and show a progressive deterioration
with the accumulation of these risk factors, including cigarette smoking and COPD.

Clinical relevance statement: Pathophysiological changes can be difficult to
comprehensively understand due to limitations in common techniques and multifactorial
etiologies. 22Xe MRI can demonstrate structural and functional changes caused by several
common factors and can be used to better understand patients' underlying pathology.

Key points: Standard techniques for assessing pathophysiological lung function changes,
spirometry, and chest CT come with limitations. '2Xe MR demonstrated progressive
deterioration with accumulation of the investigated risk factors, without these

limitations. '2Xe MR can assess lung changes related to these risk factors to stage and
evaluate the etiology of the disease.

Keywords: Aging; Chronic obstructive pulmonary disease; Cigarette smoking; Lung;
Magnetic resonance.
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Abstract

This study examines the predictive value of elevated N-terminal-pro brain natriuretic
peptide (NT-pro BNP) levels for mortality among patients with end-stage renal disease
(ESRD). Data from 768 ESRD patients, excluding those with cancer or lost follow-up, were
analyzed using Kaplan-Meier curves and Cox proportional hazards models over three
years. Results indicated that patients with very high NT-pro BNP levels had shorter average
survival times and a significantly higher risk of mortality (hazard ratio 1.43). Advanced age,
ICU admission, and comorbidities like cerebrovascular diseases and chronic obstructive
pulmonary disease also contributed to increased mortality risks. Thus, elevated NT-pro
BNP is an independent risk factor for mortality in ESRD patients.
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Abstract

Rationale: Chronic obstructive pulmonary disease (COPD) due to tobacco smoking
commonly presents when extensive lung damage has occurred. Objectives: We
hypothesized that structural change would be detected early in the natural history of
COPD and would relate to loss of lung function with time. Methods: We recruited 431
current smokers (median age, 39 yr; 16 pack-years smoked) and recorded symptoms using
the COPD Assessment Test (CAT), spirometry, and quantitative thoracic computed
tomography (QCT) scans at study entry. These scan results were compared with those from
67 never-smoking control subjects. Three hundred sixty-eight participants were followed
every six months with measurement of postbronchodilator spirometry for a median of 32
months. The rate of FEV, decline, adjusted for current smoking status, age, and sex, was
related to the initial QCT appearances and symptoms, measured using the

CAT. Measurements and Main Results: There were no material differences in
demography or subjective CT appearances between the young smokers and control
subjects, but 55.7% of the former had CAT scores greater than 10, and 24.2% reported
chronic bronchitis. QCT assessments of disease probability-defined functional small airway
disease, ground-glass opacification, bronchovascular prominence, and ratio of small blood
vessel volume to total pulmonary vessel volume were increased compared with control
subjects and were all associated with a faster FEV, decline, as was a higher CAT

score. Conclusions: Radiological abnormalities on CT are already established in young
smokers with normal lung function and are associated with FEV, loss independently of the
impact of symptoms. Structural abnormalities are present early in the natural history of
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COPD and are markers of disease progression. Clinical trial registered with
www.clinicaltrials.gov (NCT03480347).
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Abstract

Background: Implementing standard of care therapy for chronic obstructive pulmonary
disease (COPD) has barriers. Hospitalization with an acute exacerbation of COPD (AECOPD)
is a major adverse event that could also be an opportunity to improve patients' long-term
care.

Objectives: To evaluate which in-hospital interventions during AECOPD are associated
with improved 30-day care.

Methods: This was a prospective study that included patients from 10 medical centers
across Israel, hospitalized with AECOPD between 2017 and 2019. Patients were approached
during hospitalization in internal medicine departments. A semi-structured follow-up call
was performed 30 days after discharge, and six COPD areas of care were assessed.
Multivariate analyses were used to analyze predictors for each area of care.

Results: 234 patients were included (mean age 69 years and 34% females). A lower 30-day
readmission rate was independently associated with smoking cessation and prescription of
renin-angiotensin blockers. Initiating or continuing long acting bronchodilators (LABD)
during admission was an independent predictor for their 30-day use. Among patients with
prior LABD treatment, only 38% continued at 30-days if it was not prescribed during
admission (OR 4, 95% Cl 1.98-8.08, p<0.01). In-hospital daily respiratory physiotherapy was
an independent predictor for smoking cessation (AOR 5.1, 95% CI 1.1-23, p=0.04), while
smoking cessation recommendation was not (p=0.28). Initiating a smoking cessation
program (5%) or pulmonary rehabilitation (1%) after discharge was performed only by
patients with a written referral.

Conclusion: Routine procedures during hospitalization for AECOPD could impact patients'
long-term care in areas with proven effects on disease outcomes.

Keywords: COPD; Hospitalization; In-hospital interventions; Patient care; Therapy.
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Abstract

Patients with advanced lung disease, especially patients with COPD, suffer from dyspnea at
rest that worsens during the performance of even limited physical activities. The causes of
dyspnea are multifactorial and are related to structural changes found in the parenchymal
compartment of the lung as well as the airway and pulmonary vasculature. Alterations in
any of the lung compartments may have negative consequences for the physiological
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performance of exercise. Respiratory assist devices that attenuate the pathophysiological
derangements induced by the underlying lung disease, and/or unload the increased work
of breathing, can enhance the performance of exercise, and help to produce more robust
training effects in patients with lung disease. Herein we review the data that examines
these approaches using respiratory assist devices to improve exercise outcomes in patients
with COPD.

Keywords: COPD; rehabilitation; respiratory assist devices.
Copyright © 2024 by Daedalus Enterprises.
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Abstract

The Global Initiative for Chronic Obstructive Lung Disease guidelines recommend
pulmonary rehabilitation (PR) for individuals with COPD to improve exercise capacity and
health-related quality of life (HRQOL) and reduce symptoms of dyspnea. For cost-
effectiveness in COPD care, PR is second only to smoking cessation. However, PR programs
typically last 9-12 weeks. The benefits of PR in terms of exercise capacity and HRQOL often
decrease toward pre-PR levels as early as 3-6 months after completing PR if patients do
not continue to engage in exercise. This review will (1) briefly summarize the efficacy data
that informed the 2023 American Thoracic Society (ATS) clinical practice guidelines for
maintenance PR, (2) discuss exercise components of maintenance PR studied since 2020
when the last papers were included in the ATS guidelines, (3) explore future directions for
delivery of maintenance PR using technology-mediated models, and (4) examine the need
for behavior change techniques informed by theoretical models that underpin long-term
behavior change. This review will focus on persons with COPD who have completed an
out-patient core initial PR program as most of the data on maintenance PR have been
published in this patient population. Core PR typically implies a facility-based initial
intensive structured program. All patients who complete a core initial PR program should
be counseled by PR staff at the discharge visit to engage in ongoing exercise. This usual
care is equally as important as referral to a formal PR maintenance program. It is critical to
emphasize that usual care after core initial PR means all patients should be supported to
participate in regular ongoing exercise, regardless of whether supervised maintenance PR
is available. Currently, the optimal frequency, exercise and/or physical activity content, and
delivery mode for maintenance PR in persons with COPD and other chronic respiratory
diseases remain unknown. Patient safety and degree of in-person supervision required due
to the severity of the underlying lung disease need to be considered. Future research of
maintenance PR should be underpinned by behavior change techniques. Finally, in the
setting of finite resources, balancing the competing priorities of core initial programs with
those of maintenance PR programs needs to be achieved.

Keywords: behavior change; delivery mode; efficacy; exercise; maintenance pulmonary
rehabilitation; usual care.

Copyright © 2024 by Daedalus Enterprises.
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Abstract

Background: The association between obesity and respiratory diseases has been
confirmed. However, few studies have reported the relationship between obesity and the
risk and mortality of chronic inflammatory airway disease (CIAD). The aim of this study was
to reveal the association between obesity and the risk of CIAD, and mortality in patients
with CIAD.

Methods: The study was conducted using data from the National Health and Nutrition
Examination Survey (NHANES) 2013 to 2018 among adults aged 20 years and above. All
participants were grouped according to body mass index (BMI) and waist circumference
(WC) levels to study the relationship between obesity and CIAD. Multivariate logistic
regression analysis was utilized to examine the connection between CIAD and obesity in a
cross-sectional study. The association between obesity and all-cause mortality in
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individuals with CIAD was examined using multiple cox regression models and smooth
curve fitting in a prospective cohort study.

Results: When stratified based on BMI in comparison to the normal weight group, the ORs
with 95%Cls of CIAD for underweight and obesity were 1.39 (1.01-1.93) and 1.42 (1.27-
1.58), respectively. The OR with 95%CI of CIAD for obesity was 1.20 (1.09-1.31) when
stratified according to WC. Additionally, underweight was associated with a higher
mortality (HR = 2.44, 95% Cl = 1.31-4.55), whereas overweight (HR = 0.58,95% Cl = 0.39-
0.87) and obesity (HR = 0.59,95% Cl = 0.4-0.87) were associated with a lower mortality (P
for trend < 0.05). There was a non-linear association between BMI and all-cause mortality
(P for non-linear = 0.001). An analysis of a segmentation regression model between BMI
and all-cause mortality revealed a BMI turning point value of 32.4 kg/mz The mortality of
CIAD patients was lowest when BMI was 32.4 kg/mz When BMI < 32.4 kg/m?, BMI was
inversely associated with all-cause mortality in patients with CIAD (HR: 0.92, 95%Cl:0.88-
0.97). However, when BMI > 32.4 kg/m?, there was no association between BMI and all-
cause mortality (HR:1.02, 95%Cl:0.97-1.06).

Conclusion: Compared to normal weight, underweight and obesity were associated with
the increased risk of CIAD. Underweight was associated with increased all-cause mortality,
while overweight was associated with reduced all-cause mortality. There was a non-linear
association between BMI and all-cause mortality in patients with CIAD. The all-cause
mortality was lowest when BMI was 32.4 kg/m2.

Keywords: Asthma; COPD; Chronic bronchitis; Chronic inflammatory airway diseases;
Mortality; NHANES; Obesity.
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Abstract

Background: Multimorbidity has become an important health challenge in the aging
population. Accumulated evidence has shown that multimorbidity has complex association
patterns, but the further mechanisms underlying the association patterns are largely
unknown.

Methods: Summary statistics of 14 conditions/diseases were available from the genome-
wide association study (GWAS). Linkage disequilibrium score regression analysis (LDSC)
was applied to estimate the genetic correlations. Pleiotropic SNPs between two genetically
correlated traits were detected using pleiotropic analysis under the composite null
hypothesis (PLACO). PLACO-identified SNPs were mapped to genes by Functional
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Mapping and Annotation of Genome-Wide Association Studies (FUMA), and gene set
enrichment analysis and tissue differential expression were performed for the pleiotropic
genes. Two-sample Mendelian randomization analyses assessed the bidirectional causality
between conditions/diseases.

Results: LDSC analyses revealed the genetic correlations for 20 pairs based on different
two-disease combinations of 14 conditions/diseases, and genetic correlations for 10 pairs
were significant after Bonferroni adjustment (P<0.05/91 = 5.49E-04). Significant pleiotropic
SNPs were detected for 11 pairs of correlated conditions/diseases. The corresponding
pleiotropic genes were differentially expressed in the brain, nerves, heart, and blood
vessels and enriched in gluconeogenesis and drug metabolism, biotransformation, and
neurons. Comprehensive causal analyses showed strong causality between hypertension,
stroke, and high cholesterol, which drive the development of multiple diseases.

Conclusions: This study highlighted the complex mechanisms underlying the association
patterns that include the shared genetic components and causal effects among the 14
conditions/diseases. These findings have important implications for guiding the early
diagnosis, management, and treatment of comorbidities.
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Abstract

Introduction: Multimorbidity may confer higher risk for cognitive decline than any single
constituent disease. This study aims to identify distinct trajectories of cognitive impairment
probability among middle-aged and older adults, and to assess the effect of changes in
mental-somatic multimorbidity on these distinct trajectories.

Methods: Data from the Health and Retirement Study (1998-2016) were employed to
estimate group-based trajectory models identifying distinct trajectories of cognitive
impairment probability. Four time-varying mental-somatic multimorbidity combinations
(somatic, stroke, depressive, stroke and depressive) were examined for their association
with observed trajectories of cognitive impairment probability with age. Multinomial
logistic regression analysis was conducted to quantify the association of sociodemographic
and health-related factors with trajectory group membership.

Results: Respondents (N = 20,070) had a mean age of 61.0 years (SD = 8.7) at baseline.
Three distinct cognitive trajectories were identified using group-based trajectory
modelling: (1) Low risk with late-life increase (62.6%), (2) Low initial risk with rapid increase
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(25.7%), and (3) High risk (11.7%). For adults following along Low risk with late-life
increase, the odds of cognitive impairment for stroke and depressive multimorbidity
(OR:3.92, 95%Cl:2.91,5.28) were nearly two times higher than either stroke multimorbidity
(OR:2.06, 95%Cl:1.75,2.43) or depressive multimorbidity (OR:2.03, 95%Cl:1.71,2.41). The
odds of cognitive impairment for stroke and depressive multimorbidity in Low initial risk
with rapid increase or High risk (OR:4.31, 95%Cl:3.50,5.31; OR:3.43, 95%Cl:2.07,5.66,
respectively) were moderately higher than stroke multimorbidity (OR:2.71, 95%Cl:2.35, 3.13;
OR: 3.23, 95%Cl:2.16, 4.81, respectively). In the multinomial logistic regression model, non-
Hispanic Black and Hispanic respondents had higher odds of being in Low initial risk with
rapid increase and High risk relative to non-Hispanic White adults.

Conclusions: These findings show that depressive and stroke multimorbidity combinations
have the greatest association with rapid cognitive declines and their prevention may
postpone these declines, especially in socially disadvantaged and minoritized groups.

Copyright: © 2024 Chen et al. This is an open access article distributed under the terms of
the Creative Commons Attribution License, which permits unrestricted use, distribution,
and reproduction in any medium, provided the original author and source are credited.
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Abstract

Background: The rapidly growing field of multimorbidity research demonstrates that
changes in multimorbidity in mid- and late-life have far reaching effects on important
person-centered outcomes, such as health-related quality of life. However, there are few
organizing frameworks and comparatively little work weighing the merits and limitations of
various quantitative methods applied to the longitudinal study of multimorbidity.

Methods: We identify and discuss methods aligned to specific research objectives with the
goals of 1) establishing a common language for assessing longitudinal changes in
multimorbidity, 2) illuminating gaps in our knowledge regarding multimorbidity
progression and critical periods of change, and 3) informing research to identify groups
that experience different rates and divergent etiological pathways of disease progression
linked to deterioration in important health-related outcomes.

Results: We review practical issues in the measurement of multimorbidity, longitudinal
analysis of health-related data, operationalizing change over time, and discuss methods
that align with four general typologies for research objectives in the longitudinal study of
multimorbidity: 1) examine individual change in multimorbidity, 2) identify sub-groups that
follow similar trajectories of multimorbidity progression, 3) understand when, how, and
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why individuals or groups shift to more advanced stages of multimorbidity, and 4) examine
the co-progression of multimorbidity with key health domains.

Conclusion: This work encourages a systematic approach to the quantitative study of
change in multimorbidity and provides a valuable resource for researchers working to
measure and minimize the deleterious effects of multimorbidity on aging populations.

Keywords: Disease Progression; Methodology; Multiple Chronic Diseases.
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Abstract

In this article, early career members of the Epidemiology and Environment Assembly of the
European Respiratory Society (ERS) summarise a selection of four poster and oral sessions
from the ERS 2023 Congress. The topics covered the following areas: micro- and macro-
environments and respiratory health, occupational upper and lower airway diseases,
selected tobacco and nicotine research, and multimorbidity in people with lung diseases.
The topics and studies covered in this review illustrate the broad range of the multifaceted
research taking place within Assembly 6, from the identification of indoor and outdoor
environmental risk factors for the development and worsening of respiratory diseases to
the concerningly increasing use of nicotine products and their health consequences
beyond respiratory health and comorbidity in respiratory diseases.

Copyright ©The authors 2024.
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Abstract

Background: The new Scottish GP contract introduced in April 2018 aims to improve
quality of care through expansion of the multidisciplinary team (MDT) to enable GPs to
spend more time as expert medical generalists with patients with complex needs.

Aim: To explore patients' views on the changes in general practice in Scotland since the
inception of the new contract.

Design and setting: Qualitative study with 30 patients (10 living in urban deprived areas,
10 living in urban affluent/mixed urban areas, and 10 living in remote and rural areas).
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Method: In-depth semi-structured interviews with thematic analysis.

Results: Patients were generally unaware of the new GP contract, attributing recent
changes in general practice to the COVID-19 pandemic. Ongoing concerns included access
to GP consultations (especially face-to-face ones), short consultation length with GPs, and
damage to continuity of care and the GP-patient relationship. Most patients spoke
positively about consultations with MDT staff but still wanted to see a known GP for health
concerns that they considered potentially serious. These issues were especially concerning
for patients with multiple complex problems, particularly those from deprived areas.

Conclusion: Following the introduction of the new Scottish GP contract, patients in this
study's sample were accepting of first contact care from the MDT but still wanted
continuity of care and longer face-to-face consultations with GPs. These findings suggest
that the expert generalist role of the GP is not being adequately supported by the new
contract, especially in deprived areas, though further quantitative research is required to
confirm this.

Keywords: GP contracts; health care reform; multimorbidity; primary care; qualitative
research; social deprivation.

© The Authors.
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Abstract

Background: The Assessment of Burden of Chronic Conditions (ABCC)-tool was developed
to optimise chronic care.

Objectives: This study aimed to assess the effectiveness of the ABCC-tool in patients with
COPD, asthma, type 2 diabetes, and/or heart failure in primary care in the Netherlands.

Methods: The study had a pragmatic, clustered, two-armed, quasi-experimental design.
The intervention group (41 general practices; 176 patients) used the ABCC-tool during
routine consultations and the control group (14 general practices; 61 patients) received
usual care. The primary outcome was a change in perceived quality of care (PACIC; Patient
Assessment of Chronic lliness Care) after 18 months. Secondary outcomes included change
in the PACIC after 6 and 12 months, and in quality of life (EQ-5D-5L; EuroQol-5D-5L),
capability well-being (ICECAP-A; ICEpop CAPability measure for Adults), and patients’
activation (PAM; Patient Activation Measure) after 6, 12, and 18 months for the total group
and conditions separately.

Results: We observed a significant difference in the PACIC after 6, 12, and 18 months (18
months: 0.388 points; 95%Cl: 0.089-0.687; p = 0.011) for the total group and after 6 and 12
months for type 2 diabetes. After 18 months, we observed a significant difference in the
PAM for the total group but not at 6 and 12 months, and not for type 2 diabetes. All
significant effects were in favour of the intervention group. No significant differences were
found for the EQ-5D-5L and the ICECAP-A.

Conclusion: Use of the ABCC-tool has a positive effect on perceived quality of care and
patients' activation, which makes the tool ready for use in clinical practice. Healthcare
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providers (e.g. general practitioners and practice nurses) can use the tool to provide
person-centred care.Trial registration number: ClinicalTrials.gov Registry (NCT04127383).

Keywords: Chronic conditions; general practice; person-centred care; self-management;
shared decision making.

Plain language summary

The Assessment of Burden of Chronic Conditions (ABCC)-tool aims to support disease
management for one or multiple chronic condition(s), currently COPD, asthma, type 2
diabetes, and heart failure.Statistically significant differences in patients’ perceived quality
of care and patient activation were found between the group that used the ABCC-tool and
the care-as-usual group. No effect was found on generic quality of life or capability well-
being.Healthcare providers can use the ABCC-tool in primary care.
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Abstract

Objectives: To characterize the prescribing trends and clinical outcomes related to
azithromycin (AZl) among children hospitalized for critical asthma (CA).

Methods: We performed a multicenter, retrospective cohort study using the Pediatric
Health Information Systems registry of children 3 to 17 years of age hospitalized in a PICU
for CA from January 2011 to December 2022. We excluded for alternative indications for
AZI (eg, atypical pneumonia, B. pertussis infection, acute otitis media, acute sinusitis,
pharyngitis/tonsillitis, and urethritis). The primary outcome was AZI prescribing rate by
hospital and calendar year (trends assessed by Joinpoint regression). Cohorts with and
without AZI exposure were further characterized by demographics, CA treatments, and
inpatient outcomes using descriptive and comparative (ie, x2 and Wilcoxon rank tests)
statistics.

Results: Of the 47 797 children studied, 9901 (20.7%) were prescribed AZI with a
downward annual trend noted from 34.7% in 2011% to 12.4% in 2022 (-1.7% per year, R2
= 0.91). Median institutional AZI prescribing rate was 19.2% (interquartile range [IQR]
11.7%-28%,; total range 5.6%-60%). Compared with children not prescribed AZI, those
prescribed AZI were older (median 8.3 [IQR 5.7-11.6] vs 7.3 [4.9-10.8] years, P < .001) and
experienced a more severe clinical trajectory with greater rates of bilevel positive airway
pressure ventilation (19.7% vs 12.6%, P < .001), invasive ventilation (22.1% vs 13.5%, P <
.001), extracorporeal life support (0.8% vs 0.1%, P < .001), and median length of stay (4
[IQR 3-6] vs 3 [IQR 2-4] days, P < .001).

Conclusions: Between 2011 and 2022, 20.7% of children hospitalized for CA were
prescribed AZI notwithstanding the absence of trial-derived efficacy or safety data for this
indication and population.

Copyright © 2024 by the American Academy of Pediatrics.
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Abstract

Rationale: There is significant practice variation in acute paediatric asthma, particularly
severe exacerbations. It is unknown whether this is due to differences in clinical guidelines.

Objectives: To describe and compare the content and quality of clinical guidelines for the
management of acute exacerbations of asthma in children between geographic regions.

Methods: Observational study of guidelines for the management of acute paediatric
asthma from institutions across a global collaboration of six regional paediatric emergency
research networks.

Measurements and main results: 158 guidelines were identified. Half provided
recommendations for at least two age groups, and most guidelines provided treatment
recommendations according to asthma severity.There were consistent recommendations
for the use of inhaled short-acting beta-agonists and systemic corticosteroids. Inhaled
anticholinergic therapy was recommended in most guidelines for severe and critical
asthma, but there were inconsistent recommendations for its use in mild and moderate
exacerbations. Other inhaled therapies such as helium-oxygen mixture (Heliox) and
nebulised magnesium were inconsistently recommended for severe and critical
illness.Parenteral bronchodilator therapy and epinephrine were mostly reserved for severe
and critical asthma, with intravenous magnesium most recommended. There were regional
differences in the use of other parenteral bronchodilators, particularly
aminophylline.Guideline quality assessment identified high ratings for clarity of
presentation, scope and purpose, but low ratings for stakeholder involvement, rigour of
development, applicability and editorial independence.

Conclusions: Current guidelines for the management of acute paediatric asthma
exacerbations have substantial deficits in important quality domains and provide limited
and inconsistent guidance for severe exacerbations.
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Abstract

Paediatric asthma is an increasing global healthcare problem for which current treatments
are not always effective. This review explores how abnormal triggering of the autonomic
diving reflex might be important in explaining research findings and the real-world
experience of asthma. It hypothesises that the way in which stress during pregnancy is
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associated with childhood asthma could be through effects on the developing nervous
system. This results in increased parasympathetic responsiveness and specifically, excessive
triggering of the diving reflex in response to wetting and cooling of the face and nose as
occurs with upper airway infections and allergic rhinitis. In aquatic mammals the reflex
importantly includes the contraction of airway smooth muscle to minimise lung volume
and prevent nitrogen narcosis from diving at depth. Misfiring of this reflex in humans could
result in the pathological airway narrowing that occurs in asthma. The diving reflex, and
possibly also smooth muscle, is a vestigial remnant of our aquatic past. The hypothesis
further suggests that classically conditioned reflex responses to neutral cues and contexts
that were present at the same time as the stimuli that initially caused symptoms, become
of themselves ongoing triggers of recurrent wheeze. Symptoms occurring in this way,
irrespective of the presence of allergens and ongoing airway sensitisation, explain why
allergen avoidance is poorly effective in alleviating wheeze and why asthma is made worse
by stress. Interventions to suppress the diving reflex and to prevent reflex conditioned
wheezing could result in more effective asthma management.
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Abstract

Background: Social determinants of health (SDoH), including access to care, economic
stability, neighborhood factors, and social context, strongly influence pediatric asthma
outcomes. School-supervised asthma therapy (SST) is an evidence-based strategy that
improves asthma outcomes, particularly for historically marginalized children, by providing
support for daily medication adherence in school. However, little is known about the
relationship between these programs and the adverse SDoH commonly affecting
underrepresented minority and marginalized children with asthma.

Methods: We examined qualitative data from interviews (n = 52) conducted between 2017
and 2020 with diverse multi-level partners involved in Asthma Link, a SST intervention.
Participants included end-users (children and their parents), deliverers (school nurses and
pediatric providers), and systems-level partners (e.g., insurers, legislators, and state
officials). We used inductive coding to determine themes and subthemes and deductive
coding using the Healthy People 2030 SDoH framework.

Results: Three themes emerged: (1) SST mitigates adverse SDoH (improves access to
preventive healthcare and asthma health literacy), (2) SST benefits children experiencing
specific adverse SDoH (provides a consistent medication routine to children with unstable
family/housing situations) and (3) specific adverse SDoH impede SST implementation
(economic instability, culture and language barriers).
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Conclusion: This study suggests an important relationship between SDoH and SST that
warrants further evaluation in our future work on this community-based asthma
intervention. Moreover, our findings underscore the importance of measuring SDoH in the
implementation and evaluation of pediatric asthma interventions, particularly given the
strong influence of these social factors on child health outcomes.

Keywords: asthma; qualitative research; school-based health; social determinants of
health.
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Abstract

Vitamin D deficiency has previously been linked to higher rates of exacerbation and
reduced lung function in asthmatics. Previous randomised controlled trials (RCT)
investigating the effect of vitamin D supplementation have mainly focussed on children
with asthma. Trials involving adults have typically used bolus dosing regimes and the main
outcomes have been patient focussed without investigating underlying inflammation. The
present study aimed to conduct a 12-week placebo-controlled RCT administering a daily
5000 IU (125 pg) vitamin D3 supplement to adults with mild to moderate asthma. A total
of 32 participants were randomised to receive either the 5000 IU vitamin D3 supplement or
an identical matching placebo. The primary outcome of the study was lung function
measured by ratio of FEV:FVC (effect size 2.5) with secondary outcomes including asthma
symptoms and inflammatory biomarkers. There was a small but statistically significant
higher increase in the mean (+ SD) ratio of FEV;: FVC from baseline to post-intervention in
the vitamin D group (+ 0.05 + 0.06) compared to the placebo group (+ 0.006 + 0.04, p =
0.04). There was no effect of the intervention on asthma control test scores, or the
inflammatory biomarkers measured. There was a moderate, significant association between
baseline plasma 25(OH)D concentration and baseline plasma IL-10 (r = 0.527, p = 0.005)
and TNF-a (r = -0.498. p = 0.008) concentrations. A daily vitamin D3 supplement led to
slightly improved lung function in adult asthmatics and may be a useful adjunct to existing
asthma control strategies, particularly for individuals with suboptimal vitamin D status.

Keywords: asthma; dietary supplementation; lung function; vitamin D.
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A Case of Dupilumab-Induced Diffuse
Alveolar Hemorrhage
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Abstract

Eosinophilic pneumonia is a known side effect of dupilumab; however, diffuse alveolar
hemorrhage has not yet been reported in association with dupilumab. We herein report a
case of diffuse alveolar hemorrhage caused by dupilumab. A 57-year-old man with severe
asthma was unable to discontinue oral steroids and thus was prescribed dupilumab. The
patient was admitted to the hospital four weeks after treatment because of suspected
eosinophilic pneumonia. Bronchoscopy revealed diffuse alveolar hemorrhage characterized
by hemosiderin-phagocytic macrophages in the bronchoalveolar lavage fluid without
eosinophils. The steroid dosage improved the respiratory status and resolved the infiltrate
shadow. Dupilumab may thus cause diffuse alveolar hemorrhage, which can be
differentiated using bronchoscopy.

Keywords: asthma; bronchoalveolar lavage; diffuse alveolar hemorrhage; dupilumab.
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Abstract

Background: This meta-analysis aimed to evaluate the effectiveness and adverse effects of
specific immunotherapy (SIT) in the management of respiratory allergens, including allergic
asthma, rhinitis, and related disorders, based on a review of current literature up to
November 8, 2022.
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Methods: We conducted a search of databases, including PubMed, Embase, Cochrane, and
Web of Science, to identify relevant randomized controlled trials (RCTs) assessing
respiratory allergy-specific immunotherapy. We employed the Consolidated Standards of
Reporting Trials (CONSORT) Statement to select RCTs that adhered to rigorous reporting
standards. Specifically, we focused on double-blind placebo-controlled (DBPC) trials and
open studies involving both adults and children, considering factors such as dosage,
inclusion criteria, allergens, and primary outcome measurements.

Results: A total of 25 meta-analyses were included in this study. Among them, 14
evaluated sublingual-specific allergen immunotherapy (SLIT), 4 assessed subcutaneous
allergen immunotherapy (SCIT), 4 explored both sublingual and subcutaneous
immunotherapy, and 3 investigated intralymphatic immunotherapy. The outcomes of these
meta-analyses indicated a reduction in medication scores in 20 cases and a decrease in
symptom scores in 23 cases. Additionally, six studies reported on changes in IgE levels,
seven studies focused on IgG4, four studies examined FEV1 (forced expiratory volume in 1
s), and eight studies reported on symptom and medication scores. Furthermore, 11 studies
reported on differences in adverse reactions.

Conclusion: The results of our meta-analysis suggest that specific immunotherapy, while
associated with some adverse effects, effectively reduces the symptoms of asthma and
rhinitis. Therefore, we recommend its use in the treatment of respiratory allergies.

Keywords: Allergen-specific immunotherapy; adverse reaction; immunological proteins;
respiratory allergy; symptom and medication scores.
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Th2-skewed peripheral T-helper cells
drive B-cells in allergic
bronchopulmonary aspergillosis
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Abstract

Introduction: Patients with allergic bronchopulmonary aspergillosis (ABPA) suffer from
repeated exacerbations. The involvement of T-cell subsets remains unclear.

Methods: We enrolled ABPA patients, asthma patients and healthy controls. T-helper type
1(Th1), 2 (Th2) and 17 (Th17) cells, regulatory T-cells (Treg) and interleukin (IL)-21+CD4+T-
cells in total or sorted subsets of peripheral blood mononuclear cells and ABPA
bronchoalveolar lavage fluid (BALF) were analysed using flow cytometry. RNA sequencing
of subsets of CD4+T-cells was done in exacerbated ABPA patients and healthy controls.
Antibodies of T-/B-cell co-cultures in vitro were measured.

Results: ABPA patients had increased Th2 cells, similar numbers of Treg cells and
decreased circulating Th1 and Th17 cells. IL-5+IL-13+IL-21+CD4+T-cells were rarely detected
in healthy controls, but significantly elevated in the blood of ABPA patients, especially the
exacerbated ones. We found that IL-5+IL-13+IL-21-CD4+T-cells were mainly peripheral T-
helper (Tph) cells (PD-1+CXCR5-), which also presented in the BALF of ABPA patients. The
proportions of circulating Tph cells were similar among ABPA patients, asthma patients
and healthy controls, while IL-5+IL-13+IL-21+ Tph cells significantly increased in ABPA
patients. Transcriptome data showed that Tph cells of ABPA patients were Th2-skewed and
exhibited signatures of follicular T-helper cells. When co-cultured in vitro, Tph cells of
ABPA patients induced the differentiation of autologous B-cells into plasmablasts and
significantly enhanced the production of IgE.
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Conclusion: We identified a distinctly elevated population of circulating Th2-skewed Tph
cells that induced the production of IgE in ABPA patients. It may be a biomarker and
therapeutic target for ABPA.
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Asthma is associated with increased
sickness absence among young adults
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Abstract

Background: There is limited knowledge about how asthma affects sickness absence in
young adulthood.

Objective: To examine how asthma and different asthma phenotypes affect sickness
absence among young adults and potential modifying factors. A secondary aim was to
estimate productivity losses related to sickness absence for asthma.

Methods: The study included 2,391 participants from the Swedish population-based
cohort BAMSE. Information on asthma, asthma phenotypes, and lifestyle factors were
collected from questionnaires and clinical examinations at ~24 years of age (2016-2019).
Information on sickness absence >14 days was obtained from a national register for the
years 2020-2021. Associations between asthma, asthma phenotypes, and sickness absence
were analyzed with logistic regression models adjusted for sex, birth year, education, and
overweight status.

Results: At age 24 years, n=272 (11.4%) fulfilled the definition of asthma. Sickness absence
was more common among those with asthma than those without (15.1% vs 8.7%, p=0.001,
adjusted odds ratio 1.73, 95% confidence interval 1.19-2.51). Analyses of asthma
phenotypes showed that the association tended to be stronger for persistent asthma,
uncontrolled asthma, and asthma in combination with rhinitis; no consistent differences
were observed across phenotypes related to allergic sensitization or inflammation. The
association tended to be stronger among those with overweight than those with normal
weight. Asthma, especially uncontrolled asthma was associated with higher productivity
losses from sickness absence.

Conclusion: Asthma may be associated with higher sickness absence and productivity
losses. Achieving better asthma control and reducing allergic symptoms may reduce
sickness absence among individuals with asthma.
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Abstract

Background: This study aims to identify sports interventions for children and adolescents
(CaA) with chronic diseases and evaluate their impact on physical, psychological, and social
well-being. The findings of this study will contribute to our understanding of the potential
benefits of sports interventions for CaA with chronic diseases and inform future
interventions to promote their overall health and well-being.

Methods: A systematic review was conducted in eight databases. This systematic review
followed PRISMA guidelines and utilized a comprehensive search strategy to identify
studies on sport-based interventions for CaA with chronic diseases. The review included
randomized controlled trials and observational studies that focused on physical and
psychosocial outcomes.

Results: We screened 10,123 titles and abstracts, reviewed the full text of 622 records, and
included 52 primary studies. A total of 2352 participants were assessed with an average of
45 + 37 participants per study. Among the included studies involving CaA with chronic
diseases with an age range from 3 to 18 years, 30% (n = 15) autism spectrum disorders,
21% (n = 11) cerebral palsy, 19% (n = 10) were attention deficit hyperactivity disorder, and
17% (n = 9) obesity. Other diseases included were cancer (n = 5), asthma (n = 1) and cystic
fibrosis (n = 1). Interventions involved various sports and physical activities tailored to each
chronic disease. The duration and frequency of interventions varied across studies. Most
studies assessed physical outcomes, including motor performance and physical fitness
measures. Psychosocial outcomes were also evaluated, focusing on behavioural problems,
social competencies, and health-related quality of life.

Conclusion: Overall, sport-based interventions effectively improved physical and
psychosocial outcomes in CaA with chronic diseases. Interventions are generally safe, and
participants adhere to the prescribed protocols favorably. Despite that, there is little
evidence that interventions are being implemented. Future studies should include
interventions tailored to meet the common issues experienced by CaA with chronic
conditions, providing a comprehensive understanding of the impact of sports interventions
on those affected.

Registration: The methodology for this review was pre-determined and registered in the
PROSPERO database (registration number: CRD42023397172).

Keywords: Children; Chronic diseases; Physical fitness; Psychosocial; Quality of life; Sports.
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Abstract

Introduction: Chronic rhinosinusitis with nasal polyps (CRSWNP) is a frequent condition
affecting approximately 2% of the population. Medical treatment consists long-term use of
intranasal corticosteroids and short-term use of oral corticosteroids, in adjunct with saline
solution rinses. Surgical management is proposed in patients who failed after medical
treatment. In France, two biologics are reimbursed in case of severe uncontrolled CRSWNP
despite medical treatment and endoscopic sinus surgery. Waiting for head-to-head
biologics comparison, studies should report the efficacy and safety of biologics in large
real-life cohorts. This study protocol describes the aims and methods of a prospective,
observational, national, multicentric cohort of patients with CRSWNP treated with biologics.

Methods and analysis: The BIOlogics in severe nasal POlyposis SurvEy is a French
multicentre prospective observational cohort study. The main aim is to assess the efficacy
and tolerance of biologics in patients with CRSWNP, with or without association with other
type 2 diseases, and to determine the strategies in case of uncontrolled disease under
biologics. Patients over 18 years old requiring biologics for CRSWNP in accordance with its
marketing approval in France (ie, severe nasal polyposis, with lack of control under nasal
corticosteroid, systemic corticosteroids and surgery) are invited to participate. Collected
data include topical history of surgical procedures and biologics, medication and use of
systemic corticosteroids, visual analogical scales for specific symptoms, Sino-Nasal
Outcome Test-22 questionnaire, nasal polyp score, asthma control test, Lund-Mackay score
on CT scan and IgE concentration and eosinophilic count on blood sample.

Trial registration: NCT05228041/DRI_2021/0030.

Keywords: Adult otolaryngology; Asthma; Endoscopic surgery; IMMUNOLOGY.
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Abstract

Introduction: Childhood asthma is a highly prevalent chronic disease. A failure to
implement patient education programmes may result in increased morbidity, despite the
availability of distinct diagnostic and therapeutic approaches. Patients with lower
socioeconomic status (SES) tend to have a higher asthma prevalence. Moreover, the
progression of asthma is significantly influenced by factors such as health literacy and the
children's specific knowledge about the condition. With this trial, the primary objective is
to evaluate whether asthma education enhances specific disease understanding in children
with asthma (primary outcome). Secondary objectives include evaluating training effects on
health literacy, retention rates of information, 'Children Asthma Control Test' (C-ACT) score,
frequency of emergency room and physician visits (secondary outcomes) and whether SES
influences training effects.

Methods and analysis: To address the research objectives, this study comprises two
projects. The first subproject will investigate the influence of asthma training on the
development of disease understanding and health literacy. The second subproject will
analyse the influence of SES on the outcome of children participating in asthma training.
This research is designed as a comparative, non-randomised study involving two paediatric
groups between the ages of >7 and < 14 years. After being diagnosed with asthma, the
intervention group undergoes standardised psychoeducational asthma training at a
certified centre associated with paediatricians in private practice in Germany, following the
recommendations of the 'Arbeitsgruppe Asthmaschulung im Kindes- und Jugendalter e.V.',
a national association aiming to establish uniform and guideline-based standards for
patient education in children and adolescents. The comparison group receives a
significantly shorter period of education and instruction on the usage of asthma
medication at outpatient clinics. Data will be collected from patients and their parents at
three specific survey time points, based on standardised tools.To describe mean
differences between the intervention and control group over time (subproject 1), a
repeated-measures analysis of variance (ANOVA) will be conducted. In subproject 2,
multivariate linear regression analysis will be used to analyse the variables determining the
changes in specific disease understanding and health literacy, including SES. The sample
size calculation is based on a mixed ANOVA model with two groups and two
measurements resulting in a total of 126 participants.

Ethics and dissemination: All protocols and a positive ethics approval were obtained from
the Witten/Herdecke University, Germany (S-159, 2023; application submission: 24 June


http://www.ncbi.nlm.nih.gov/pmc/articles/pmc11097816/
https://doi.org/10.1136/bmjopen-2023-083180

2023, final vote: 10 July 2023). Furthermore, the study was registered at the German
Clinical Trials Register (DRKS), DRKS00032423. The application submission was on 3 August
2023, and the final approval was on 4 August 2023. The results will be disseminated among
experts and participants and will be published in peer-reviewed, international journal with
open access.

Trial registration number: DRKS00032423.
Keywords: Adolescents; Asthma; Health Literacy.
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Abstract

Rationale: Asthma poses a significant burden for US patients and health systems, yet
inpatient care quality is understudied. National chronic obstructive lung disease (COPD)
readmission policies may affect inpatient asthma care through hospital responses to these
polices due to imprecise diagnosis and identification of patients with COPD and asthma.

Objectives: Evaluate inpatient care quality care for patients hospitalized with asthma and
potential collateral effects of the Medicare COPD Hospital Readmissions Reduction
Program (HRRP).

Methods: Retrospective cohort study of patients aged 18-54 years hospitalized for asthma
across 924 US hospitals (Premier Healthcare Database).

Results: Care quality for patients with asthma was evaluated pre-HRRP implementation
(n=20,820; January 2010-September 2014) and post-HRRP implementation (n=26,885;
October 2014-December 2018) using adherence to inpatient care guidelines
(recommended, non-recommended, and "ideal care" [all recommended with no non-
recommended care]). Between 2010-2018, at least 80% of patients received recommended
care annually. Recommended care decreased similarly (rate of 0.02%/month) post vs. pre-
HRRP (p=0.8). Non-recommended care decreased more rapidly post-HRRP (rate of
0.29%/month) vs. pre-HRRP (rate of 0.17%/month; p<0.001) with changes driven largely by
decreased antibiotic prescribing. Ideal care increased more rapidly post-HRRP (rate of
0.25%/month) vs. pre-HRRP (rate of 0.17%/month; p=0.02) with changes driven largely by
non-recommended care improvements.

Conclusions: Post-HRRP trends suggest asthma care improved with increased rates of
guideline concordance in non-recommended and ideal care. While federal policies (e.g.,
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HRRP) may have had positive collateral effects such as with asthma care, parallel care
efforts including antibiotic stewardship likely contributed to these improvements.
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Abstract

Small airway dysfunction (SAD) is increasingly recognized as an important feature of
pediatric asthma yet typically relies on spirometry-derived FEF.s;s to detect its presence.
Multiple breath washout (MBW) and oscillometry potentially offer improved sensitivity for
SAD detection, but their utility in comparison to FEF.s.s, and correlations with clinical
outcomes remains unclear for school-age asthma.We investigated SAD occurrence using
these techniques, between-test correlation and links to clinical outcomes in 57 asthmatic
children aged 8-18 years. MBW and spirometry abnormality were defined as z-scores
above/below + 1.96, generating MBW reference equations from contemporaneous
controls (n = 69). Abnormal oscillometry was defined as > 97.5* percentile, also from
contemporaneous controls (n = 146). Individuals with abnormal FEF.s.;s, MBW, or
oscillometry were considered to have SAD.Using these limits of normal, SAD was present
on oscillometry in 63% (resistance at 5-20 Hz; R5-R20; >97.5* percentile), on MBW in 54%
(Scong; z-scores> +1.96) and in spirometry FEF,.;s in 44% of participants (z-scores<-1.96).
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SAD, defined by oscillometry and/or MBW abnormality, occurred in 77%. Among those
with abnormal R5-R20, S...s was abnormal in 71%. Correlations indicated both R5-R20 and
Scna Were linked to asthma medication burden, baseline FEV, and reversibility. Additionally,
Scona correlated with FENO and magnitude of bronchial hyper-responsiveness.SAD, detected
by oscillometry and/or MBW, occurred in almost 80% of school-aged asthmatic children,
surpassing FEF.s.+s detection rates. Discordant oscillometry and MBW abnormality suggests
they reflect different aspects of SAD, serving as complementary tools. Key asthma clinical
features, like reversibility, had stronger correlation with MBW-derived S...« than
oscillometry-derived R5-R20.

Keywords: bronchial hyper-responsiveness; bronchodilation; multiple breath washout;
oscillometry; pediatric asthma.
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Abstract

Background: /purpose: The use of high-flow nasal cannulas (HFNC) in patients admitted
to the pediatric intensive care unit (PICU) has gradually increased worldwide; however,
details on clinical efficacy remain limited in Taiwan. Therefore, we explored the clinical
characteristics and outcomes of pediatric patients using HFNC in the PICU.

Methods: Medical records were retrospectively collected from pediatric patients (aged
<18 years) who received HFNC support from December 2021 to January 2023 in the PICU
of a medical center. Outcome parameters included treatment failure (defined as increased
respiratory support to advanced non-invasive ventilators or intubations), duration of
support from HFNC, and changes in clinical parameters after initiating HFNC.

Results: A total of 261 episodes of HFNC use were included, with a failure rate of 24.5%
and a median support length of 4 days. Multivariable analysis showed that infant age
(adjusted odds ratio [aOR]: 2.1, p = 0.02) and accompanying complex chronic disease (aOR:
4.4, p = 0.014) were risk factors for treatment failure and a diagnosis of asthma or
bronchiolitis had a lower hazard of treatment failure (aOR: 0.29, p = 0.025) than other
diagnoses did. Improvements in clinical parameters, including pulse rate, respiratory rate,
SpO;, and CO; levels, were observed 24 h after the initiation of HFNC.

Conclusion: The application of HFNC in the PICU in Taiwan is effective but should be
performed with care in infants with accompanying complex chronic diseases. In addition to
low treatment failure, HFNC utilizations stabilized the clinical parameters of children with
asthma/bronchiolitis within one day.

Keywords: Asthma; Bronchiolitis; High-flow nasal cannula; Pediatric intensive care unit;
Treatment failure.

Copyright © 2024 Formosan Medical Association. Published by Elsevier B.V. All rights
reserved.
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Abstract

Telemonitoring technologies are rapidly evolving, offering a promising solution for remote
monitoring and timely management of asthma acute episodes. We aimed to describe
current pediatric asthma telemonitoring technologies. A systematic review was conducted
until September 2023 on Medline, Scopus, and Web of Science. We included studies of
children (0-18 years) with asthma or recurrent wheezing whose respiratory condition was
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telemonitored outside the healthcare setting. A narrative synthesis was performed. We
identified 40 telemonitoring technologies described in 40 studies. The more frequently
used technologies for telemonitoring were mobile applications (n = 21) and web-based
systems (n = 14). Telemonitoring duration varied between 2 weeks and 32 months. Data
collection included asthma symptoms (n = 30), patient-reported outcome measures
(PROMs) (n = 11), spirometry/peak flow readings (n = 20), medication adherence (n = 17),
inhaler technique (n = 3), air quality (n = 2), and respiratory sounds (n = 2). Both parents
and children were the technology target users in most studies (n = 23). Technology
training was reported in 23 studies of which 3 provided ongoing support. Automatic
feedback was found in 30 studies, mostly related with asthma control. HCP were involved
in data management in 27 studies. Technologies were tested in samples from 4 to 327
children, with most studies including school-aged children and/or adolescents (n = 38) and
eight including preschool children. This review provides an overview of existing
technologies for the outpatient telemonitoring of pediatric asthma. Specific technologies
for preschool children represent a gap in the literature that needs to be specifically
addressed in future research.

Keywords: adolescent; ambulatory; asthma; child; monitoring.
© 2024 The Authors. Pediatric Pulmonology published by Wiley Periodicals LLC.
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Abstract

Background: Eosinophilic granulomatosis with polyangiitis (EGPA) is a rare but serious
disease characterised by the combination of small-to-medium vessel vasculitis, blood and
tissue eosinophilia, and asthma and/or sinonasal disease. This study estimated the
prevalence and incidence of diagnosed EGPA in the United Kingdom (UK), and described
the demographics, clinical characteristics and healthcare resource utilisation (HCRU) of this
population.

Methods: This retrospective longitudinal study of patients with newly diagnosed EGPA
(index) (2005-2019) used the Clinical Practice Research Datalink AURUM and Hospital
Episode Statistics databases. The primary outcomes were the annual prevalence (2005-
2019) and incidence (2006-2019) of EGPA, and secondary outcomes included patient
demographics and clinical characteristics, and HCRU in the year pre- and post-index
(diagnosis).

Results: Populations of patients with EGPA comprised 940 prevalent cases and 502
incident cases, of which 377 were linked to Hospital Episode Statistics. EGPA prevalence
increased from 22.7 to 45.6 cases per 1 000 000 (2005-2019), driven by patients aged >18
years. Incidence ranged from 2.3 to 4.0 per 1 000 000 person-years (2006-2019). Pre-index,
the most common clinical symptoms were respiratory related, and the most common
comorbidities were asthma (80.6%) and nasal polyps (32.1%). Post-index, 19.1% had an
EGPA-related inpatient stay (median length of stay 11.0 days) and 38.7% had five or more
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oral corticosteroid (OCS) prescriptions with a mean OCS possession ratio per patient of
47.0%.

Conclusions: Although EGPA incidence in the UK remains relatively stable, prevalence is
increasing, and HCRU and OCS use remain frequent, suggesting considerable healthcare
burden for patients with EGPA.
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Abstract

Background: The association between obesity and respiratory diseases has been
confirmed. However, few studies have reported the relationship between obesity and the
risk and mortality of chronic inflammatory airway disease (CIAD). The aim of this study was
to reveal the association between obesity and the risk of CIAD, and mortality in patients
with CIAD.

Methods: The study was conducted using data from the National Health and Nutrition
Examination Survey (NHANES) 2013 to 2018 among adults aged 20 years and above. All
participants were grouped according to body mass index (BMI) and waist circumference
(WC) levels to study the relationship between obesity and CIAD. Multivariate logistic
regression analysis was utilized to examine the connection between CIAD and obesity in a
cross-sectional study. The association between obesity and all-cause mortality in
individuals with CIAD was examined using multiple cox regression models and smooth
curve fitting in a prospective cohort study.

Results: When stratified based on BMI in comparison to the normal weight group, the ORs
with 95%Cls of CIAD for underweight and obesity were 1.39 (1.01-1.93) and 1.42 (1.27-
1.58), respectively. The OR with 95%CI of CIAD for obesity was 1.20 (1.09-1.31) when
stratified according to WC. Additionally, underweight was associated with a higher
mortality (HR = 2.44, 95% CI = 1.31-4.55), whereas overweight (HR = 0.58,95% Cl = 0.39-
0.87) and obesity (HR = 0.59,95% Cl = 0.4-0.87) were associated with a lower mortality (P
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for trend < 0.05). There was a non-linear association between BMI and all-cause mortality
(P for non-linear = 0.001). An analysis of a segmentation regression model between BMI
and all-cause mortality revealed a BMI turning point value of 32.4 kg/mz2. The mortality of
CIAD patients was lowest when BMI was 32.4 kg/mz2. When BMI < 32.4 kg/m? BMI was
inversely associated with all-cause mortality in patients with CIAD (HR: 0.92, 95%Cl:0.88-
0.97). However, when BMI > 32.4 kg/m2, there was no association between BMI and all-
cause mortality (HR:1.02, 95%CI:0.97-1.06).

Conclusion: Compared to normal weight, underweight and obesity were associated with
the increased risk of CIAD. Underweight was associated with increased all-cause mortality,
while overweight was associated with reduced all-cause mortality. There was a non-linear
association between BMI and all-cause mortality in patients with CIAD. The all-cause
mortality was lowest when BMI was 32.4 kg/m=

Keywords: Asthma; COPD; Chronic bronchitis; Chronic inflammatory airway diseases;
Mortality; NHANES; Obesity.
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Abstract

Asthma, a common chronic respiratory disease among children and adults, affects more
than 200 million people worldwide and causes about 450,000 deaths each year. Machine
learning is increasingly applied in healthcare to assist health practitioners in decision-
making. In asthma management, machine learning excels in performing well-defined tasks,
such as diagnosis, prediction, medication, and management. However, there remain
uncertainties about how machine learning can be applied to predict asthma exacerbation.
This study aimed to systematically review recent applications of machine learning
techniques in predicting the risk of asthma attacks to assist asthma control and
management. A total of 860 studies were initially identified from five databases. After the
screening and full-text review, 20 studies were selected for inclusion in this review. The
review considered recent studies published from January 2010 to February 2023. The 20
studies used machine learning techniques to support future asthma risk prediction by
using various data sources such as clinical, medical, biological, and socio-demographic
data sources, as well as environmental and meteorological data. While some studies
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considered prediction as a category, other studies predicted the probability of
exacerbation. Only a group of studies applied prediction windows. The paper proposes a
conceptual model to summarise how machine learning and available data sources can be
leveraged to produce effective models for the early detection of asthma attacks. The
review also generated a list of data sources that other researchers may use in similar work.
Furthermore, we present opportunities for further research and the limitations of the
preceding studies.

Keywords: Asthma; Machine learning; Prediction; Risk of attack.
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Abstract

Background: Although allergic rhinitis (AR) can negatively impact the ability to smell, the
degree to which this occurs is not clear and prevalence estimates vary among studies. This
study had 4 main objectives: (1) To estimate the prevalence and the degree of olfactory
dysfunction in AR patients; (2) To compare olfactory perception between AR patients with
different persistence and severity of symptoms and determine if olfactory testing may aid
in differentiating among Allergic Rhinitis and its Impact on Asthma (ARIA) groups; (3) To
determine whether allergic reactions to different allergens differentially impact olfactory
function, and (4) Verify possible changes in the olfactory epithelium (OE) caused by AR.

Methods: One hundred thirty-three patients with AR and one hundred controls were
tested. The main outcome was the score in University of Pennsylvania Smell Identification
Test (UPSIT®). The OE was examined using immunofluorescence markers for neuronal
activity, apoptosis, oxidative stress, signal transduction, eosinophils, and epithelial
thickness.

Results: Prevalence of olfactory dysfunction in the AR patients was higher (AR: 42.9% vs
controls: 9%, P < .001). No difference was found either between intermittent and persistent
disease cases (P = .58) or between cases with mild and those with moderate/severe
symptomatology (P = .33). Lower olfactory capacity was not associated with the reaction to
more (P = .48) or diverse types of allergens (Ps > .05). Although not significant, patients
with AR had a greater amount of eosinophilia and a lower amount of cAMP (cyclic
adenosine monophosphate) in the OE.

Conclusion: The study highlights a higher prevalence of olfactory dysfunction in AR
patients compared to controls, but olfactory testing may not effectively differentiate AR
severity or allergen sensitivities. Although trends suggest potential pathophysiological
changes in the OE of AR patients, further research is needed to validate these findings.
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Abstract

Background: The association between allergies and cancer is contradictory, whereas some
forms of cancer have inverse associations with allergies. Allergic rhinitis (AR) is the most
prevalent form of allergy, and lung cancer is one of the most prevalent forms of cancer
with the highest mortality rate. Recent studies have reported a positive association
between asthma and lung cancer; however, this association is inconclusive. Furthermore,
AR is positively associated with asthma; therefore, our research question was to explore
whether there is any correlation between AR and lung cancer epidemiologically.

Methods: After a rigorous search of PubMed, Google Scholar, and ScienceDirect, 7 eligible
articles were included in this systematic review and meta-analysis, including 4724 cases
and 9059 controls, 5 from the USA, and one each from Canada and Germany.

Results: Pooled analysis (OR, 0.55; 95% Cl: 0.45-0.68; P value < .00001) showed a strong
inverse relationship between AR and lung cancer.

Conclusion: The current meta-analysis suggests an inverse relationship between AR and

lung cancer; however, new epidemiological studies are required to observe the current
scenario more comprehensively.

Copyright © 2024 the Author(s). Published by Wolters Kluwer Health, Inc.
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Abstract

Objectives: This study aimed to investigate the effects of seated, supine, and recumbent
postures on nasal resistance in individuals with allergic rhinitis (AR) and healthy controls,
which has not been investigated in the past. Methods: A visual analog scale (VAS)
assessed subjective nasal obstruction, while acoustic rhinometry and video endoscopy
provided objective measures. Sixty participants, comprising 30 AR patients and 30 healthy
controls, were evaluated across 4 postures without decongestion: seated, supine, left
recumbent, and right recumbent. Results: In patients with AR, we noted no significant
changes in subjective nasal blockage under various postures (all P > .18). However,
significant reductions of minimal cross-sectional area (mCSA) were found (seated vs
supine, P = .014; seated vs left recumbent, P = .001; seated vs right recumbent, P < .001)
and significant increases in the inferior turbinate hypertrophy were observed on the
dependent side of the nose when in recumbent posture (right nose: seated vs right
recumbent, P = .013; left nose: seated vs left recumbent, P = .003). On the contrary, healthy
controls experienced increased subjective nasal obstruction (VAS scores: seated vs

supine, P < .001; seated vs left recumbent, P = .003; seated vs right recumbent, P < .001),
reductions in mCSA (seated vs supine, P = .002; seated vs right or left recumbent, both P =
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.001), and increased inferior turbinate hypertrophy on the dependent side of the nose
(right nose: seated vs right recumbent, P = .003; left nose: seated vs left recumbent, P =
.006). Conclusions: Healthy controls reported better nasal patency when shifting from
supine or recumbent to more upright or less gravity-dependent seated postures, which
was further supported by objective examinations. On the contrary, despite patients with AR
not subjectively perceiving increased nasal patency while adopting more upright postures,
objective evaluations demonstrated an improvement in their nasal airflow in these less
gravity-dependent postures.Level of Evidence: 4.

Keywords: allergic rhinitis; lateral; nasal obstruction; nasal patency; nasal resistance;
position; posture; recumbent; supine.
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Abstract

Paediatric asthma is an increasing global healthcare problem for which current treatments
are not always effective. This review explores how abnormal triggering of the autonomic
diving reflex might be important in explaining research findings and the real-world
experience of asthma. It hypothesises that the way in which stress during pregnancy is
associated with childhood asthma could be through effects on the developing nervous
system. This results in increased parasympathetic responsiveness and specifically, excessive
triggering of the diving reflex in response to wetting and cooling of the face and nose as
occurs with upper airway infections and allergic rhinitis. In aquatic mammals the reflex
importantly includes the contraction of airway smooth muscle to minimise lung volume
and prevent nitrogen narcosis from diving at depth. Misfiring of this reflex in humans could
result in the pathological airway narrowing that occurs in asthma. The diving reflex, and
possibly also smooth muscle, is a vestigial remnant of our aquatic past. The hypothesis
further suggests that classically conditioned reflex responses to neutral cues and contexts
that were present at the same time as the stimuli that initially caused symptoms, become
of themselves ongoing triggers of recurrent wheeze. Symptoms occurring in this way,
irrespective of the presence of allergens and ongoing airway sensitisation, explain why
allergen avoidance is poorly effective in alleviating wheeze and why asthma is made worse
by stress. Interventions to suppress the diving reflex and to prevent reflex conditioned
wheezing could result in more effective asthma management.

Keywords: Child Health; Respiratory Medicine.
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Abstract

Background: This meta-analysis aimed to evaluate the effectiveness and adverse effects of
specific immunotherapy (SIT) in the management of respiratory allergens, including allergic
asthma, rhinitis, and related disorders, based on a review of current literature up to
November 8, 2022.

Methods: We conducted a search of databases, including PubMed, Embase, Cochrane, and
Web of Science, to identify relevant randomized controlled trials (RCTs) assessing
respiratory allergy-specific immunotherapy. We employed the Consolidated Standards of
Reporting Trials (CONSORT) Statement to select RCTs that adhered to rigorous reporting
standards. Specifically, we focused on double-blind placebo-controlled (DBPC) trials and
open studies involving both adults and children, considering factors such as dosage,
inclusion criteria, allergens, and primary outcome measurements.

Results: A total of 25 meta-analyses were included in this study. Among them, 14
evaluated sublingual-specific allergen immunotherapy (SLIT), 4 assessed subcutaneous
allergen immunotherapy (SCIT), 4 explored both sublingual and subcutaneous
immunotherapy, and 3 investigated intralymphatic immunotherapy. The outcomes of these
meta-analyses indicated a reduction in medication scores in 20 cases and a decrease in
symptom scores in 23 cases. Additionally, six studies reported on changes in IgE levels,
seven studies focused on 1gG4, four studies examined FEV1 (forced expiratory volume in 1
s), and eight studies reported on symptom and medication scores. Furthermore, 11 studies
reported on differences in adverse reactions.

Conclusion: The results of our meta-analysis suggest that specific immunotherapy, while
associated with some adverse effects, effectively reduces the symptoms of asthma and
rhinitis. Therefore, we recommend its use in the treatment of respiratory allergies.

Keywords: Allergen-specific immunotherapy; adverse reaction; immunological proteins;
respiratory allergy; symptom and medication scores.
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Abstract

Background: There is limited knowledge about how asthma affects sickness absence in
young adulthood.

Objective: To examine how asthma and different asthma phenotypes affect sickness
absence among young adults and potential modifying factors. A secondary aim was to
estimate productivity losses related to sickness absence for asthma.

Methods: The study included 2,391 participants from the Swedish population-based
cohort BAMSE. Information on asthma, asthma phenotypes, and lifestyle factors were
collected from questionnaires and clinical examinations at ~24 years of age (2016-2019).
Information on sickness absence >14 days was obtained from a national register for the
years 2020-2021. Associations between asthma, asthma phenotypes, and sickness absence
were analyzed with logistic regression models adjusted for sex, birth year, education, and
overweight status.

Results: At age 24 years, n=272 (11.4%) fulfilled the definition of asthma. Sickness absence
was more common among those with asthma than those without (15.1% vs 8.7%, p=0.001,
adjusted odds ratio 1.73, 95% confidence interval 1.19-2.51). Analyses of asthma
phenotypes showed that the association tended to be stronger for persistent asthma,
uncontrolled asthma, and asthma in combination with rhinitis; no consistent differences
were observed across phenotypes related to allergic sensitization or inflammation. The
association tended to be stronger among those with overweight than those with normal
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weight. Asthma, especially uncontrolled asthma was associated with higher productivity
losses from sickness absence.

Conclusion: Asthma may be associated with higher sickness absence and productivity
losses. Achieving better asthma control and reducing allergic symptoms may reduce
sickness absence among individuals with asthma.

Keywords: Asthma; Lifestyle factors; Productivity losses; Sickness absence.
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Abstract

Introduction: Chronic rhinosinusitis with nasal polyps (CRSWNP) is a frequent condition
affecting approximately 2% of the population. Medical treatment consists long-term use of
intranasal corticosteroids and short-term use of oral corticosteroids, in adjunct with saline
solution rinses. Surgical management is proposed in patients who failed after medical
treatment. In France, two biologics are reimbursed in case of severe uncontrolled CRSWNP
despite medical treatment and endoscopic sinus surgery. Waiting for head-to-head
biologics comparison, studies should report the efficacy and safety of biologics in large
real-life cohorts. This study protocol describes the aims and methods of a prospective,
observational, national, multicentric cohort of patients with CRSWNP treated with biologics.

Methods and analysis: The BIOlogics in severe nasal POlyposis SurvEy is a French
multicentre prospective observational cohort study. The main aim is to assess the efficacy
and tolerance of biologics in patients with CRSWNP, with or without association with other
type 2 diseases, and to determine the strategies in case of uncontrolled disease under
biologics. Patients over 18 years old requiring biologics for CRSWNP in accordance with its
marketing approval in France (ie, severe nasal polyposis, with lack of control under nasal
corticosteroid, systemic corticosteroids and surgery) are invited to participate. Collected
data include topical history of surgical procedures and biologics, medication and use of
systemic corticosteroids, visual analogical scales for specific symptoms, Sino-Nasal
Outcome Test-22 questionnaire, nasal polyp score, asthma control test, Lund-Mackay score
on CT scan and IgE concentration and eosinophilic count on blood sample.

Trial registration: NCT05228041/DRI_2021/0030.
Keywords: Adult otolaryngology; Asthma; Endoscopic surgery; IMMUNOLOGY.
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Abstract

In chronic diseases, mobile health apps may help to (i) improve clinical management and
(i) provide valuable real-world scientific evidence. In allergic rhinitis, a market research
study has only identified four mHealth apps which were multilingual, resulted in scientific
publications and displayed a comprehensive list of medications. Ot those, MASK-air® was
the app with the highest number of scientific publications. MASK-air® has been launched
in 2015 and is currently available in 30 countries, having collected data from more than
30,000 users. It comprises a daily monitoring questionnaire, allowing patients to register (i)
their daily allergy symptoms by means of visual analogue scales, and (ii) their medication
use. The achievements of MASK-air® include the development of two digital biomarkers
for daily monitoring of rhinitis and asthma (combined symptom-medication score and
electronic daily asthma control score). In addition, MASK-air® data have allowed to assess
patients' behaviours, suggesting that patients do not follow guideline recommendations,
but rather treat themselves (and often use co-medication) whenever feeling worse. Using
MASK-air® data, it has also been possible to quantify the impact of allergic diseases in
quality-of-life, school and work productivity. MASK-air® real-world data is being used as a
source of evidence for the Allergic Rhinitis and its Impact on Asthma 2024 guidelines, in an
innovative process of incorporation of mobile health data into guidelines. This review
discusses the clinical and scientific contributions of MASK-air® for person-centred care of
rhinitis and asthma, providing an illustrative example on the use of mobile health in
chronic diseases.

Keywords: Allergic rhinitis; Asthma; Mobile health; Patient-reported outcome measures.
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Abstract

Introduction: Chronic obstructive pulmonary disease (COPD) accounts for 545 million
people living with chronic respiratory disorders and is the third leading cause of morbidity
and mortality around the world. COPD is a progressive disease, characterized by episodes
of acute worsening of symptoms such as cough, dyspnea, and sputum production.

Areas covered: Airway inflammation is a prominent feature of COPD. Chronic airway
inflammation results in airway structural remodeling and emphysema. Persistent airway
inflammation is a treatable trait of COPD and plays a significant role in disease
development and progression. In this review, the authors summarize the current and
emerging biomarkers that reveal the heterogeneity of airway inflammation subtypes,
clinical outcomes, and therapeutic response in COPD.

Expert opinion: Airway inflammation can be broadly categorized as eosinophilic (type 2
inflammation) and non-eosinophilic (non-type 2 inflammation) in COPD. Currently, blood
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eosinophil counts are incorporated in clinical practice guidelines to identify COPD patients
who are at a higher risk of exacerbations and lung function decline, and who are likely to
respond to inhaled corticosteroids. As new therapeutics are being developed for the
chronic management of COPD, it is essential to identify biomarkers that will predict
treatment response.

Keywords: Airway inflammation; COPD; biomarkers; exacerbations; therapeutics.
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Abstract

Objective: Increasing evidence over the last decade suggests that many cases of
unexplained chronic cough (UCC) have a neurogenic etiology, with laryngeal
hypersensitivity (LH) being identified as a key mechanism. Official guidelines since 2015
have adopted use of neuromodulators and adjuvant speech therapy as a result, but
historically implementation of guidelines is slow. Our survey aimed to investigate gaps in
diagnosis and management practices of otolaryngology providers in caring for patients
with UCC.

Study design: Cross-sectional study.
Setting: Survey.

Methods: 12-item survey was distributed to 110 otolaryngology practitioners experienced
in diagnosis and treatment of chronic cough at a regional otolaryngology continuing
education conference. Statistical analysis included Kendall's Tau Rank Correlation to
measure the ordinal association between responses to questions, and Fisher's exact test to
determine if there were associations between responses and years of career experience.

Results: Forty eligible respondents underwent subsequent analysis. There was no
association between frequency of identifying LH as a primary etiology and use of
neuromodulators (T = 0.23, P = .10). However, there was a significant correlation between
LH and referrals to speech therapy (t = 0.27, P = .05). Fisher's exact test did not reveal any
significant differences among any responses based on practitioner experience.

Conclusion: Our results indicate a possible disparity in treatment of UCC with
neuromodulators and the utilization of speech therapy despite guideline recommendations
advocating for neuromodulators with adjuvant speech therapy. Further research with larger
sample sizes and more specific inquiries is necessary to elucidate this association and
control for any regional differences.

Keywords: chronic cough; laryngeal hypersensitivity; neuromodulators; speech therapy.
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Abstract

Background: Pediatric patients with moderate-to-severe atopic dermatitis (AD) often
experience a high disease burden and have a high risk of persistent disease. Standard-of-
care immunosuppressive systemic treatments have been used off-label for AD in pediatric
patients despite concerns for suboptimal safety with continuous use and risk of relapse
upon discontinuation. The biologic agent dupilumab is the first systemic treatment
approved for moderate-to-severe AD in children as young as 6 months. Long-term safety
and efficacy data in this patient population are needed to inform continuous AD
management.

Objectives: The purpose of this work was to determine the long-term safety and efficacy
of dupilumab treatment up to 1 year in an open-label extension (OLE) study [LIBERTY AD
PED-OLE (NCT02612454)] in children aged 6 months to 5 years with moderate-to-severe
AD who previously participated in the 16-week, double-blind, phase 3 LIBERTY AD
PRESCHOOL trial (NCT03346434 part B; parent study) and were subsequently enrolled in
PED-OLE.

Methods: In PED-OLE, patients received dupilumab every 4 weeks according to a weight-
tiered regimen (body weight > 5 kg to < 15 kg: 200 mg; > 15 kg to < 30 kg: 300 mg).

Results: Data for 142 patients were analyzed, 60 of whom had completed the 52-week visit
at time of database lock. Mean age at baseline was 4.1y [SD, 1.13; range, 1.0-5.9 years]. A
majority (78.2%) of patients reported > 1 treatment-emergent adverse event (TEAE), most
of which were mild or moderate and transient. The most frequently reported TEAEs were
nasopharyngitis (19.7%), cough (15.5%), and pyrexia (14.1%). One TEAE led to treatment
discontinuation (severe urticaria, which resolved in 1 day). By week 52, 36.2% of patients
had achieved an Investigator's Global Assessment score of 0/1 (clear/almost clear skin),
and 96.6%, 79.3%, and 58.6% had at least 50%, 75%, or 90% improvement, respectively, in
Eczema Area and Severity Index scores.

Conclusions: Consistent with results seen in adults, adolescents, and older children (aged
6-11 years), treatment with dupilumab for up to 1 year in children aged 6 months to 5
years with inadequately controlled moderate-to-severe AD demonstrated an acceptable
long-term safety profile and sustained efficacy. These results support the long-term
continuous use of dupilumab in this patient population.

Trial registration: ClinicalTrials.gov Identifiers: NCT02612454 and NCT03346434 (part B).

Plain language summary

Atopic dermatitis (AD) is a chronic inflammatory skin disease that often results in a high
disease burden in young children and their families. Patients often need long-term
treatment to control their disease symptomes, including itch and rash. Dupilumab treatment


http://clinicaltrials.gov/show/NCT02612454
http://clinicaltrials.gov/show/NCT03346434
http://clinicaltrials.gov/show/NCT02612454
http://clinicaltrials.gov/show/NCT03346434

for 16 weeks has shown benefits in children aged 6 months to 5 years with moderate-to-
severe AD, with an acceptable safety profile. As AD is likely to continue from childhood
into adolescence and adulthood, there is a need for data supporting long-term use of
dupilumab in young children. In this study, children who completed the 16-week study
continued dupilumab treatment for up to 1 year, receiving 200 mg or 300 mg of
dupilumab (depending on the child’'s bodyweight) every 4 weeks. Through the year of
treatment, 78.2% of patients reported at least one side effect, most of which were mild or
moderate. Only one patient interrupted treatment because of severe skin rash (hives),
which was resolved in 1 day. At the end of the year, 36.2% of patients had clear or almost
clear skin, and almost all (96.6%) achieved at least 50% improvement in their extent and
severity of disease. Additionally, 79.3%, and 58.6% had at least 75% or 90% improvement
in their extent and severity of disease. In summary, consistent with results seen in adults,
adolescents, and older children, this study showed that 1-year dupilumab treatment
provides continued benefits with an acceptable safety profile. These results support long-
term continuous use of dupilumab in children aged 6 months to 5 years with moderate-to-
severe AD. What is the long-term safety and efficacy profile in young children with
moderate-to-severeatopic dermatitis treated with dupilumab?

© 2024. The Author(s).
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Abstract

Rationale and objectives: Pseudomonas aeruginosa infection is associated with worse
outcomes in bronchiectasis. Impaired neutrophil antimicrobial responses contribute to
bacterial persistence. Gremubamab is a bivalent, bispecific monoclonal antibody targeting
Psl exopolysaccharide and the type 3 secretion system component PcrV. This study
evaluated the efficacy of gremubamab to enhance killing of P.aeruginosa by neutrophils
from bronchiectasis patients and to prevent P.aeruginosa-associated cytotoxicity.

Methods: P.aeruginosa isolates from a global bronchiectasis cohort (n=100) underwent
whole-genome sequencing to determine target prevalence. Functional activity of
gremubamab against selected isolates was tested in-vitro and in-vivo. Patients with
bronchiectasis (n=11) and controls (n=10) were enrolled and the effect of gremubamab in
peripheral-blood neutrophil opsonophagocytic killing (OPK) assays

against P.aeruginosa was evaluated. Serum antibody titers to Psl and PcrV were determined
(n=30; 19: chronic P.aeruginosa infection, 11: no-known P.aeruginosa infection), as was the
effect of gremubamab treatment in OPK and anti-cytotoxic activity assays.

Measurements and results: Ps| and PcrV were conserved in isolates from chronically-
infected bronchiectasis patients. 73/100 isolates had a full psl locus and 99/100 contained
the pcrV gene, with 20 distinct full-length PcrV protein subtypes identified. PcrV subtypes
were successfully bound by gremubamab and the mAb mediated potent protective activity
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against tested isolates. Gremubamab increased bronchiectasis patient neutrophil-mediated
OPK (+34.6£8.1%) and phagocytosis (+70.0+48.8%), similar to effects observed in
neutrophils from controls (OPK:+30.1+7.6%). No evidence of competition between
gremubamab and endogenous antibodies was found, with protection

against P.aeruginosa-induced cytotoxicity and enhanced OPK demonstrated with and
without addition of patient serum.

Conclusion: Gremubamab enhanced bronchiectasis patient neutrophil phagocytosis and
killing of P.aeruginosa and reduced virulence.

Keywords: antibody; bronchiectasis; infection; neutrophil.
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Excerpt

Clinical characteristics: X-linked lymphoproliferative disease (XLP) in general is
characterized by an inappropriate immune response to Epstein-Barr virus (EBV) infection
leading to hemophagocytic lymphohistiocytosis (HLH) or severe mononucleosis,
dysgammaglobulinemia, and lymphoproliferative disease (malignant lymphoma). The
condition primarily affects males. XLP has two recognizable subtypes, XLP1 (due to
pathogenic variants in SH2D1A) and XLP2 (due to pathogenic variants in XIAP). HLH /
fulminant infectious mononucleosis is the most common presentation regardless of
subtype. HLH is characterized as an acute illness with prolonged and high fever, bi- or
trilineage cytopenias, and hepatosplenomegaly, which is often severe or fatal. Death is
generally secondary to liver failure or multisystem organ dysfunction. In those with XLP1,
dys- or hypogammaglobulinemia can lead to varying degrees of humoral immune
dysfunction associated with bronchiectasis and recurrent respiratory infections that, if
untreated, may result in death. Lymphoproliferative disease (malignant lymphoma) and
other lymphoproliferative diseases are specific to XLP1 and often develop in childhood,
usually following EBV exposure. Rarer findings in those with XLP1 can include aplastic
anemia, vasculitis, and lymphoid granulomatosis. Males with XLP2 are more likely to have
HLH without EBV infection, recurrent episodes of HLH (which is not typically seen in those
with XLP1), splenomegaly, and gastrointestinal disease, including enterocolitis and
perirectal abscesses or fistulae. Rarely, individuals with XLP2 and inflammatory bowel
disease have been reported to develop inflammatory liver disease, which can progress to
fatal liver failure. Transient hypogammaglobulinemia has been rarely observed in those
with XLP2. To date, neither lymphoproliferative disease nor common variable
immunodeficiency has been reported in males with XLP2.

Heterozygous females rarely have symptoms. There are, however, increasing numbers of
reports of affected females with unfavorable (skewed) X-chromosome inactivation favoring
the X chromosome with the pathogenic variant who develop HLH, inflammatory bowel
disease, and erythema nodosum.

Diagnosis/testing: The diagnosis of XLP1 or XLP2 can be established in a male proband
who has a hemizygous germline pathogenic variant in SH2D1A (XLP1) or XIAP (XLP2)
identified on molecular genetic testing. These males typically have low or absent SAP or
XIAP protein expression, respectively, by flow cytometry. Female probands with a
heterozygous pathogenic variant in SH2D 1A or XIAP identified on molecular genetic
testing and skewed X-chromosome inactivation toward expression of the chromosome
with the pathogenic SHZDAT or XIAP variant have been reported; such individuals may be
symptomatic.

Management: Targeted therapy: The only known curative therapy for XLP1 is allogeneic
hematopoietic stem cell transplant (HSCT), which should be strongly considered in all
males as early in life as is feasible, particularly in those who have not developed symptoms;



HSCT is not recommended for asymptomatic heterozygous females. For individuals with
XLP2, many manifestations of disease can be improved with HSCT; however, there are
more complications in these individuals.

Supportive care: Standard treatment for liver dysfunction/failure, hypogammaglobulinemia
(IVIG or IgG), fulminant EBV infection / HLH (including etoposide and steroids and
consideration of rituximab), lymphoma, colitis, aplastic anemia, and vasculitis.

Surveillance: At each visit, obtain history of any neurologic changes; physical exam for
evidence of hepatosplenomegaly, lymphadenopathy, and neurologic changes; monitor for
signs and symptoms of colitis and cholangitis in those with XLP2. Based on clinical status /
evaluation for early evidence of HLH, monitor for liver dysfunction with hepatic profiles
and coagulation; measurement of complete blood count; measurement of serum
inflammatory markers (ferritin, soluble IL2R). As needed, measurement of serum IgG levels
based on phenotype or in those with recurrent respiratory infections; EBV-PCR in blood for
evidence of EBV infection if a person has symptoms of infection or HLH develops.

Agents/circumstances to avoid: Individuals with XLP who come into contact with EBV are at
risk of developing HLH and/or lymphoproliferation. Individuals are also at risk of
developing HLH or inflammatory problems secondary to other infections.

Genetic counseling: XLP is inherited in an X-linked manner. The risk to the sibs of a male
proband depends on the genetic status of the mother: if the mother is heterozygous for
an SH2D1A or XIAP pathogenic variant, the chance of transmitting

the SH2D 1A or XIAP pathogenic variant in each pregnancy is 50%. Male sibs who inherit
the pathogenic variant will be affected; female sibs who inherit the pathogenic variant will
be heterozygotes and will typically not be affected (in rare cases, heterozygous females
may be symptomatic due to skewed X-chromosome inactivation). Genetic testing of at-risk
female relatives is most informative if the pathogenic variant has been identified in the
proband. Prenatal testing is possible for a pregnancy at increased risk if the familial
pathogenic variant is known.

Copyright © 1993-2024, University of Washington, Seattle. GeneReviews is a registered
trademark of the University of Washington, Seattle. All rights reserved.
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Abstract

Rationale: Mycobacterium avium complex (MAC) is the most common cause of
nontuberculous mycobacterial (NTM) pulmonary disease (PD), which exhibits increasing
global incidence. Current microbiologic methods routinely used in clinical practice lack
sensitivity and have long latencies, leading to delays in diagnosis and treatment initiation
and evaluation. A clustered regularly interspaced short palindromic repeats (CRISPR)-based
assay that measures MAC cell-free DNA (cfDNA) concentrations in serum could provide a
rapid means to detect MAC infection and monitor response to antimicrobial

treatment. Objectives: To develop and optimize a CRISPR MAC assay for MAC infection
detection and to evaluate its diagnostic and prognostic performance in two MAC disease
cohorts. Methods: MAC cfDNA serum concentrations were measured in individuals with
diagnoses of MAC disease or who had bronchiectasis or chronic obstructive pulmonary
disease diagnoses without histories of NTM PD or NTM-positive sputum cultures.
Diagnostic performance was analyzed using pretreatment serum from two cohorts. Serum
MAC cfDNA changes during MAC PD treatment were evaluated in a subset of patients with
MAC PD who received macrolide-based multidrug regimens. Measurements and Main
Results: The CRISPR MAC assay detected MAC cfDNA in MAC PD with 97.6% (91.6-99.7%)
sensitivity and 97.6% (91.5-99.7%) specificity overall. Serum MAC cfDNA concentrations
markedly decreased after MAC-directed treatment initiation in patients with MAC PD who
demonstrated MAC culture conversion. Conclusions: This study provides preliminary
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evidence for the utility of a serum-based CRISPR MAC assay to rapidly detect MAC
infection and monitor the response to treatment.

Keywords: Mycobacterium avium complex; clustered regularly interspaced short
palindromic repeats; molecular diagnostics; pulmonary disease.
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Abstract

Primary ciliary dyskinesia (PCD) is a genetic disease characterized by motile cilia
dysfunction, mostly inherited in an autosomal recessive or X-linked manner. We herein
report a 29-year-old woman with PCD caused by a heterozygous frameshift mutation due
to a single nucleotide deletion in exon 3 of FOXJ1. Heterozygous de novo mutations in
FOXJ1 have been reported as an autosomal-dominant cause of PCD. The patient had situs
inversus, congenital heart disease, infertility, and hydrocephalus. However, the nasal nitric
oxide level was normal. Long-term macrolide therapy was remarkably effective. This is the
first case report of PCD caused by a FOXJ1 variant in Japan.

Keywords: FOXJ1; bronchiectasis; hydrocephalus; primary ciliary dyskinesia.
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Abstract

Background: A 21-year-old woman diagnosed with cystic fibrosis developed cirrhosis,
exocrine pancreatic insufficiency, and insulin-dependent diabetes mellitus. The patient
qualified for double organ liver-pancreas transplantation beyond typical indications. The
respiratory symptoms of cystic fibrosis were moderate and well-treated. The patient was
endangered mainly by liver insufficiency and recurrent hypoglycemia, which was due to the
treatment of diabetes with high doses of insulin. Computed tomography showed mild
bronchiectasis, cirrhotic liver, splenomegaly, and atrophy of the pancreas. Pseudomonas
aeruginosa colonized the upper respiratory tract. Gastrointestinal complications were
sufficient for the patient to be qualified for combined liver-pancreas transplantation.

Methods: First, a standard hepatectomy was performed. The liver was transplanted
orthotopically. Subsequently, the team performed pancreas transplantation through a
separate incision. The donor's duodenum was anastomosed to the recipient's jejunum,
close to the ligament of Treitz.

Results: No serious complications were noted during the postoperative period.
Transplanted organs started functioning without delay. The patient was discharged after 6
weeks in general good condition. Twenty months later, the patient felt well, and the grafts
kept functioning properly.
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Conclusion: Combined liver-pancreas transplantation in patients with CF restores exocrine
and endocrine pancreatic function and minimizes the risk of life-threatening complications
associated with liver insufficiency. Improvement of life quality coincides with the possibility
of discontinuing insulin and pancreatic enzyme supplementation. The combination of liver
and pancreas transplantation may prevent advanced pulmonary complications, extend the
prognosis of survival, and improve the long-term life quality.
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Abstract

Background: Our study aimed to confirm a simplified radiological scoring system, derived
from a modified Reiff score, to evaluate its relationship with clinical symptoms and
predictive outcomes in Taiwanese patients with noncystic fibrosis bronchiectasis (NCFB).

Methods: This extensive multicenter retrospective study, performed in Taiwan,
concentrated on patients diagnosed with NCFB verified through high-resolution computed
tomography (HRCT) scans. We not only compared the clinical features of various types of
bronchiectasis (cylindrical, varicose, and cystic). Furthermore, we established relationships
between the severity of clinical factors, including symptom scores, pulmonary function,
pseudomonas aeruginosa colonization, exacerbation and admission rates, and HRCT
parameters using modified Reiff scores.

Results: Data from 2,753 patients were classified based on HRCT patterns (cylindrical,
varicose, and cystic) and severity, assessed by modified Reiff scores (mild, moderate, and
severe). With increasing HRCT severity, a significant correlation was found with decreased
forced expiratory volume in the first second (FEV1) (p < 0.001), heightened clinical
symptoms (p < 0.001), elevated pathogen colonization (pseudomonas aeruginosa) (p <
0.001), and an increased annual hospitalization rate (p < 0.001). In the following
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multivariate analysis, elderly age, pseudomonas aeruginosa pneumonia, and
hospitalizations per year emerged as the only independent predictors of mortality.

Conclusion: Based on our large cohort study, the simplified CT scoring system (Reiff score)
can serve as a useful adjunct to clinical factors in predicting disease severity and prognosis
among Taiwanese patients with NCFB.
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Abstract

Introduction: This review summarizes our current understanding of the respiratory
microbiome in COPD and Bronchiectasis. We explore the interplay between microbial
communities, host immune responses, disease pathology and treatment outcomes.

Areas covered: We detail the dynamics of the airway microbiome, its influence in chronic
respiratory diseases, and analytical challenges. Relevant articles from PubMed and Medline
searches between Jan 2010 and March 2024 were retrieved and summarized. The review
examines clinical correlations of the microbiome in COPD and bronchiectasis, assessing
how current therapies impact upon it. The potential of emerging immunotherapies, anti-
inflammatories and antimicrobial strategies are discussed, with focus on the pivotal role of
commensal taxa in maintaining respiratory health and the promising avenue of
microbiome remodeling for disease management.

Expert opinion: Given the heterogeneity in microbiome composition and its pivotal role in
disease development and progression, a shift toward microbiome-directed therapeutics is
appealing. This transition, from traditional 'pathogen-centric' diagnostic and treatment
modalities to those acknowledging the microbiome, can be enabled by evolving cross-
disciplinary platforms which have the potential to accelerate microbiome-based
interventions into routine clinical practice. Bridging the gap between comprehensive
microbiome analysis and clinical application, however, remains challenging, necessitating
continued innovation in research, diagnostics, trials and therapeutic development
pipelines.

Keywords: Bronchiectasis; COPD; Immunopathology; Metagenomics; Microbiome.
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Abstract

The 2023 European Respiratory Society Congress took place on a hybrid platform, with
participants joining online and in-person in Milan, Italy. The congress welcomed over 20
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000 attendees, bringing together exciting updates in respiratory science and medicine
from around the world. In this article, early career members of Assembly 10 (Respiratory
Infections) summarise a selection of sessions across a broad range of topics, including
presentations on bronchiectasis, nontuberculous mycobacteria, tuberculosis, cystic fibrosis
and coronavirus disease 2019.
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