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Abstract

Background/objective: To compare the efficacy of budesonide/formoterol (BF) versus
fluticasone/salmeterol (FS) in patients with moderate-to-severe chronic obstructive
pulmonary disease (COPD).

Methods: The PubMed, Embase, Cochrane Library, and Web of Science databases were
searched for studies comparing BF versus FS in the treatment of COPD from inception to
July 17, 2023. Outcomes, including exacerbations, hospitalizations, pneumonia, emergency
department (ED) visits for COPD, length of hospitalization, and number of exacerbations,
were compared using risk ratio (RR) with corresponding 95% confidence interval (Cl) or
weighted mean difference (WMD) with 95% Cl. All statistical analyses were performed
using Stata version 12.0.

Results: Ten studies comprising a total of 136,369 participants were included. Compared
with those treated with FS, patients with COPD treated with BF experienced a reduced
number of exacerbations (RR 0.91 [95% Cl 0.83-1.00]; p = 0.040), hospitalizations (RR 0.77
[95% Cl 0.67-0.88]; p < 0.001), and frequency of pneumonia (RR 0.77 [95% Cl 0.64-

0.92]; p = 0.05). However, no significant difference was observed between BF and FS in
terms of ED visits for COPD (RR 0.87 [95% CI 0.69-1.10]; p = 0.243), length of
hospitalization (WMD -0.18 [95% Cl -0.62-0.27]; p = 0.437), and number of exacerbations
(WMD -0.06 [95% CI -0.28-0.16]; p = 0.602). Notably, no significant heterogeneity was
noted in length of hospitalization between the two groups, whereas clear heterogeneity
was observed in other outcomes (/2 > 50%, p < 0.05).

Conclusion: Compared with FS, BF therapy appears to be a more promising treatment
strategy for patients with moderate-to-severe COPD; however, this should be verified in
further high-quality studies.

Keywords: Budesonide/formoterol; chronic obstructive pulmonary disease;
fluticasone/salmeterol; meta-analysis.
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Abstract

Accumulating evidence has highlighted the importance of immune cells in the
pathogenesis of chronic obstructive pulmonary disease (COPD). However, the
understanding of the causal association between immunity and COPD remains incomplete
due to the existence of confounding variables. In this study, we employed a two-sample
Mendelian randomization (MR) analysis, utilizing the genome-wide association study
database, to investigate the causal association between 731 immune-cell signatures and
the susceptibility to COPD from a host genetics perspective. To validate the consistency of
our findings, we utilized MR analysis results of lung function data to assess directional
concordance. Furthermore, we employed MR-Egger intercept tests, Cochrane's Q test, MR-
PRESSO global test, and "leave-one-out" sensitivity analyses to evaluate the presence of
horizontal pleiotropy, heterogeneity, and stability, respectively. Inverse variance weighting
results showed that seven immune phenotypes were associated with the risk of COPD.
Analyses of heterogeneity and pleiotropy analysis confirmed the reliability of MR results.
These results highlight the interactions between the immune system and the lungs. Further
investigations into their mechanisms are necessary and will contribute to inform targeted
prevention strategies for COPD.
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Abstract

Background: Chronic obstructive pulmonary disease (COPD) affecting 334 million people
in the world remains a major cause of morbidity and mortality. Proper diagnosis of COPD
is still a challenge and largely solely based on spirometric criteria. We aimed to investigate
the potential of nitrosative/oxidative stress and related metabolic biomarkers in exhaled
breath condensate (EBC) to discriminate COPD patients.

Methods: Three hundred three participants were randomly selected from a 15,000-transit
worker cohort within the Respiratory disease Occupational Biomonitoring Collaborative
Project (ROBoCoP). COPD was defined using the Global Initiative for Chronic Obstructive
Lung Disease (GOLD) criteria as post-bronchodilator ratio of Forced Expiratory Volume in
1st second to Forced Vital Capacity < 0.7 in spirometry validated by an experienced
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pulmonologist. Discriminative power of biomarker profiles in EBC was analyzed using linear
discriminant analyses.

Results: Amongst 300 participants with validated spirometry, 50.3% were female, 52.3
years old in average, 36.0% were current smokers, 12.7% ex-smokers with mean tobacco
exposure of 15.4 pack-years. Twenty-one participants (7.0%) were diagnosed as COPD,
including 19 new diagnoses, 12 of which with a mild COPD stage (GOLD 1). Amongst 8
biomarkers measured in EBC, combination of 2 biomarkers, Lactate and Malondialdehyde
(MDA) significantly discriminated COPD subjects from non-COPD, with a 71%-accuracy,
area under the receiver curve of 0.78 (p-value < 0.001), and a negative predictive value of
96%.

Conclusions: These findings support the potential of biomarkers in EBC, in particular
lactate and MDA, to discriminate COPD patients even at a mild or moderate stage. These
EBC biomarkers present a non-invasive and drugless technique, which can improve COPD
diagnosis in the future.

Keywords: Biomarker; COPD; Exhaled breath condensate; Oxidative stress; Respiratory.
© 2024. The Author(s).
o 55 references
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Abstract

Introduction: Cardiovascular comorbidity is common in individuals with Chronic
obstructive pulmonary disease (COPD). These factor interferes in pharmacological
treatment. The use of beta-blockers has been proposed for their known cardioprotective
effects. However, there is a reluctance to use them due to adverse reactions and the risk of
causing bronchospasm.

Objective: To summarize existing evidences on the effects of beta-blocker use in COPD
associated with cardiovascular comorbidities in relation to disease severity, exacerbation
and mortality outcomes.

Material and methods: EMBASE, Medline, Lilacs, Cochrane Library and Science Direct
databases were used. Study selection and data extraction, observational studies were
included that evaluated the effects of beta-blockers in individuals with COPD and
cardiovascular comorbidities, and related disease severity, exacerbations, or mortality to
outcomes. Studies that did not present important information about the sample and
pharmacological treatment were excluded. Twenty studies were included.

Results: Relevance to patient care and clinical practice: The use of beta-blockers in
individuals with COPD and cardiovascular disease caused positive effects on mortality and
exacerbations outcomes compared with the results of individuals who did not use them.
The severity of the disease caused a slight change in FEV1. The OR for mortality was 0.50
(95 % Cl: 0.39-0.63; p-value <0.00001) and for exacerbations 0.76 (95 % Cl: 0.62-0.92; p -
value = 0.005), being favorable to the group that used beta-blockers.
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Conclusion: Further studies are needed to study the effect of using a specific beta-blocker
in COPD associated with a specific cardiovascular comorbidity.

Keywords: Beta blockers; Cardiovascular diseases; Chronic obstructive pulmonary disease;
Mortality; Systematic review.

Proceed to details

Cite

Share
5
Am J Respir Crit Care Med

. 2024 Apr 4.

doi: 10.1164/rccm.202401-0214VP. Online ahead of print.

Why Home-NIV Should Begin in the
Hospital, Not at Home

Spyridon Fortis?

Affiliations expand

e PMID: 38574196

o DOI: 10.1164/rccm.202401-0214VP

No abstract available

Keywords: 9.6 COPD: Epidemiology; Hypercapnia; Non-invasive Ventilation; chronic
hypercapnic respiratory failure.

Proceed to details

Cite


https://pubmed.ncbi.nlm.nih.gov/38575301/
https://pubmed.ncbi.nlm.nih.gov/38574196/
https://pubmed.ncbi.nlm.nih.gov/38574196/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Fortis+S&cauthor_id=38574196
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
https://doi.org/10.1164/rccm.202401-0214vp
https://pubmed.ncbi.nlm.nih.gov/38574196/

Share
6

Chronic Obstr Pulm Dis

. 2024 Apr 3.
doi: 10.15326/jcopdf.2023.0477. Online ahead of print.

COPD: Iron Deficiency and Clinical
Characteristics in Patients With and
Without Chronic Respiratory Failure

Ingrid Marie Hardang 12, Vidar Sgyseth 22, Natalia Kononova 24, Tor-Arne Hagve 12 Gunnar Einvik 23

Affiliations expand

e PMID: 38575374

o DOI: 10.15326/jcopdf.2023.0477

Abstract

Background: The prevalence of iron deficiency in patients with COPD varies in previous
studies. We aimed to assess its prevalence according to three well-known criteria for iron
deficiency, its associations with clinical characteristics of COPD and mortality.

Methods: In a cohort study consisting of 84 COPD patients, of which 21 had chronic
respiratory failure, and 59 non-COPD controls, ferritin, TSat and mortality across 6.5 years
were assessed. Associations between clinical characteristics and iron deficiency were
examined by logistic regression, while associations with mortality were assessed in mixed
effects Cox regression analyses.

Results: The prevalence of iron deficiency in the study population was 10-43% according
to diagnostic criteria, and was consistently higher in COPD, peaking at 71% in participants
with chronic respiratory failure. Ferritin < cutoff was significantly associated with FEV; (OR
0.33 per liter increase), smoking (OR 3.2) and cardiovascular disease (OR 4.7). TSat < 20%
was associated with BMI (OR 1.1 per kg/m? increase) and hemoglobin (OR 0.65 per g/dL
increase). The combined criterion of low ferritin and TSat was only associated with FEV; (OR
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0.39 per liter increase). Mortality was not significantly associated with iron deficiency (HR
1.2-1.8) in adjusted analyses.

Conclusion: The prevalence of iron deficiency in the study population increased with
increasing severity of COPD. Iron deficiency, defined by ferritin < cutoff, was associated
with bronchial obstruction, current smoking and cardiovascular disease, while TSat < 20%
was associated with reduced level of hemoglobin and increased BMI. Iron deficiency was
not associated with increased mortality.

Keywords: COPD; anemia; chronic respiratory failure; ferritin; inflammation; iron deficiency;
polycythemia; transferrin saturation.
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Abstract

Background: Older adults with home care (HC) often have complex disease patterns and
use healthcare extensively. Increased understanding is necessary to tailor their care. To our
knowledge, this is the first study to describe patterns of morbidity and hospitalizations
among community-dwelling older HC recipients nationwide and in subgroups defined by
age, sex, and amount of HC, and to compare patterns to community-dwelling older adults
without HC.

Methods: Nationwide register-based cohort study in community-dwelling adults aged 70
and older receiving publicly funded HC in Sweden on January 1st 2019 and an age-and-sex
matched comparison group ("non-HC recipients"). Using register data from inpatient and
specialized outpatient care, we assessed the prevalence of sixty chronic diseases, frailty,
multimorbidity and hospitalizations, calculated incidence rates and explored reasons for
hospitalizations during two years of follow-up.

Results: We identified 138,113 HC recipients (mean age 85, 66% women, 57% >5 chronic
diseases). The most prevalent diseases were hypertension (55%) and eye conditions (48%).
Compared to non-HC recipients, HC recipients had a higher prevalence of almost all
diseases, with an overrepresentation of neurological (26.1 vs. 9.5%) disease and dementia
(9.3 vs. 1.5%). 61% of HC recipients were hospitalized at least once during two years, which
was 1.6 times as often as non-HC recipients. One third of HC recipients” hospitalizations
(37.4%) were due to injuries, infections, and heart failure. Hospitalizations for chronic
obstructive pulmonary disease, confusion, infections, and breathing difficulties were 3-5
times higher among HC recipients compared to non-HC recipients.

Conclusion: Compared to non-HC recipients, HC recipients more often live alone, have
higher degrees of frailty, suffer from more chronic diseases, especially neurological disease,
and are hospitalized almost twice as often. The results provide a thorough description of
HC recipients, which might be useful for targeted healthcare interventions including closer
collaboration between primary care, neurologists, and rehabilitation.

Keywords: Aged; Home care; Hospitalization; Multimorbidity; Primary health care.
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Abstract

Background: Home non-invasive positive pressure ventilation (NPPV) may improve
chronic hypercarbia in COPD and patient important outcomes. The efficacy of home high
flow nasal cannula (HFNC) as an alternative is unclear.Methods: We searched MEDLINE,
EMBASE, Cochrane CENTRAL, SCOPUS, and Clinicaltrials.gov for randomized trials of
patients from inception to March 31<t and updated the search on July 14, 2023. We
performed a frequentist network meta-analysis and assessed the certainty of the evidence
using the GRADE approach. We analyzed randomized trials (RCTs) comparing NPPV, HFNC,
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or standard care in adult COPD patients with chronic hypercapnic respiratory failure.
Outcomes included mortality, COPD exacerbations, hospitalizations, and quality of life
(SGRQ).Results: We analyzed twenty-four RCTs (1850 patients). We found that NPPV may
reduce death risk compared to standard care (relative risk [RR] 0.82 [95% Cl 0.66 to 1.00])
and probably reduces acute exacerbations (RR 0.71 [95% Cl 0.58 to 0.87]). HFNC probably
reduces acute exacerbations compared to standard care (RR 0.77 [0.68 to 0.88]) but its
effect on mortality is uncertain (RR 1.20 [95% Cl 0.63 to 2.28]). HENC probably improves
SGRQ scores (mean difference [MD] -7.01 [95% Cl -12.27 to -1.77]) and may reduce
hospitalizations (RR 0.87 [0.69 to 1.09]) compared to standard care. No significant
difference was observed between HFNC and NPPV in reducing
exacerbations.Conclusion: Both NPPV and HFNC reduce exacerbation risks in COPD
patients compared to standard care. HFNC may offer advantages in improving quality of
life.

Keywords: COPD; HFNC; NPPV; network meta-analysis.
Copyright © 2024 by Daedalus Enterprises.
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Abstract

Background: Mechanical ventilation is commonly used for managing respiratory failure in
chronic obstructive pulmonary disease (COPD) patients, but weaning patients off ventilator
support can be challenging and associated with complications. While many patients
respond well to Non-invasive ventilation (NIV), a significant proportion may not respond as
favourably. We aimed to assess whether high-flow nasal cannula (HFNC) is equally effective
as NIV in reducing extubation failure among previously intubated COPD patients.

Methods: This systematic review was carried out in line with PRISMA guidelines We
searched PubMed, Scopus, Web of Science, and Cochrane library from inception until
February 15, 2023. Randomized Clinical Trials (RCTs) of adults at high risk for extubating
failure were included. We examined the use of HFNC as the intervention and NIV as the
comparator. Our outcome of interest included, reintubation rate, length of hospital or
intensive care unit (ICU) stay, adverse events, and time to reintubation. The Cochrane risk-
of-bias tool was used for randomized trials to assess risk of bias.

Results: We identified 348 citations, 11 of which were included, representing 2,666
patients. The trials indicate that HFNC is comparable to NIV in preventing reintubation
after extubating in COPD patients. In comparison to NIV, HFNC also produced improved
tolerance, comfort, and less complications such as airway care interventions. NIV with
active humification may be more effective that HFNC in avoiding reintubation in patients
who are at extremely high risk for extubating failure.
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Conclusion: The inconclusive nature of emerging evidence highlights the need for
additional studies to establish the efficacy and suitability of HFNC as an alternative to NIV
for previously intubated COPD patients. Clinicians should consider the available options
and individualize their approach based on patient characteristics. Future research should
focus on addressing these gaps in knowledge to guide clinical decision-making and
optimize outcomes for this patient population.

Copyright: © 2024 Al Nufaiei, Al Zhranei. 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

Rationale: It is unknown whether air pollution is associated with radiographic features of
interstitial lung disease in individuals with chronic obstructive pulmonary disease (COPD).

Objectives: To determine whether air pollution increases prevalence of interstitial lung
abnormalities (ILA) or percent high-attenuation area (HAA) on computed tomography (CT)
in individuals with a heavy smoking history and COPD.

Methods: We performed a cross-sectional study of SPIROMICS (Subpopulations and
Intermediate Outcome Measures in COPD Study), focused on current or former smokers
with COPD. 10-year exposure to particulate matter < 2.5 um (PM2.5), nitrogen oxides
(NOx), nitrogen dioxide (NO2), and ozone (O3) prior to enrollment CTs (completed
between 2010-2015) were estimated with validated spatiotemporal models at residential
addresses. We applied adjusted multivariable modified Poisson regression and linear
regression to investigate associations between pollution exposure and relative risk of ILA
or increased percent HAA (between -600 and -250 Hounsfield units) respectively. We
assessed for effect modification by MUC5B-promoter polymorphism (GT/TT vs GG at
rs3705950), smoking status, sex, and percent emphysema.

Results: Among 1272 participants with COPD assessed for HAA, 424 were current smokers,
249 were carriers of the variant MUC5B allele (GT/TT). 519 participants were assessed for
ILA. We found no association between pollution exposure and ILA or HAA. Associations
between pollutant exposures and risk of ILA were modified by the presence of MUC5B
polymorphism (p-value interaction term for NOx = 0.04 and PM2.5 = 0.05) and smoking
status (p-value interaction term for NOx = 0.05, NO2 = 0.01, and O3 = 0.05). With higher
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exposure to NOx and PM2.5, MUC5B variant carriers had increased risk of ILA (Relative Risk
[RR] per 26ppb NOx 2.41; 95% Confidence Interval [CI] 0.97 to 6.0) and RR per 4 pg-m-3
PM2.5 1.43; 95% Cl 0.93 to 2.2). With higher exposure to NO2, former smokers had
increased risk of ILA (RR per 10ppb 1.64; 95% CI 1.0 to 2.7).

Conclusions: Exposure to ambient air pollution was not associated with interstitial features
on CT in this population of heavy smokers with COPD. MUC5B modified the association
between pollution and ILA, suggesting that gene-environment interactions may influence
prevalence of interstitial lung features in COPD.
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Abstract

Background: Health care costs attributed to COPD have been estimated at $4.7 trillion
globally in the next 30 years. With the global burden of COPD rising, identification of
interventions that might lead to health care cost savings is an imperative. Although many
studies report the effect of COPD self-management interventions on subject outcomes and
health care utilization, few data describe their effect on health care costs.

Methods: Using data linkage and established case-costing methods with provincial
Canadian health databases, we established public health care costs (acute and community)
for 12 months following randomization for the 462 participants enrolled in our randomized
controlled trial of the Program of Integrated Care for Patients with COPD and Multiple
Comorbidities.

Results: Total median (interquartile range) in-hospital costs in the 12 months follow-up for
all (intervention and control) 462 trial participants were CAD $4,769 ($417-16,834)
(equivalent to US $3,566 [$312-12,588]). Total costs incurred in the community were higher
at CAD $8,011 ($4,749-13,831) (equivalent to US $5,990 [$3,551-10,342]). Controlling for
sex, income quintile, Johns Hopkins Aggregated Diagnosis Groups score, and living in an
urban locality, we found lower community health care costs but no differences in acute
care costs for participants receiving our multicomponent COPD exacerbation prevention
management intervention compared to usual care.

Conclusions: Controlling for important confounders, we found lower public community
health care costs but no difference in acute health care costs with our multicomponent
COPD exacerbation prevention management intervention compared to usual care.
Community health care costs were almost double those incurred compared to acute health
care costs. Given this finding, although most COPD exacerbation management
interventions generally focus on reducing the use of acute care, interventions that enable
health care cost savings in the community require further exploration.

Keywords: COPD; data linkage; health administrative databases; health care costs; self-
management.
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Abstract

Background: Chronic obstructive pulmonary disease (COPD) is associated with an
increased risk of adverse events in patients with atrial fibrillation (AF); however, few data
are available on this topic in Asian populations.

Methods and results: Prospective observational study conducted on patients with AF
enrolled in the Asia-Pacific Heart Rhythm Society (APHRS) AF Registry. The diagnosis of
COPD was based on data reported in the case report form by the investigators. Cox-
regression models were used to assess the 1-year risk of a primary composite outcome of
all-cause death, thromboembolic events, acute coronary syndrome, and heart failure.
Analysis on single outcomes and cardiovascular death was also performed. Interaction
analysis was used to assess the risk of composite outcome and all-cause death in different
subgroups. The study included 4094 patients with AF (mean+SD age 68.5+12 years, 34.6%
female), of whom 112 (2.7%) had COPD. Patients with COPD showed a higher incidence of
the primary composite outcome (25.1% versus 6.3%, P<0.001), all-cause death (14.9%
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versus 2.6%, P<0.001), cardiovascular death (2.0% versus 0.6%, P<0.001), and heart failure
(8.3% versus 6.0%, P<0.001). On multiple Cox-regression analysis, COPD was associated
with a higher risk of the primary composite outcome (hazard ratio [HR], 3.17 [95% ClI, 2.05-
4.90)), all-cause death (HR, 3.59 [95% ClI, 2.04-6.30]), and heart failure (HR, 3.32 [95% (|,
1.56-7.03]); no statistically significant differences were found for other outcomes. The
association between COPD and mortality was significantly modified by the use of beta
blockers (Px=0.018).

Conclusions: In Asian patients with AF, COPD is associated with worse prognosis. In
patients with AF and COPD, the use of beta blockers was associated with a lower mortality.

Registration information: clinicaltrials.gov Identifier: NCT04807049.

Keywords: COPD; all-cause death; atrial fibrillation; beta blockers; heart failure.
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Abstract

Introduction: In patients with chronic obstructive pulmonary disease (COPD), loneliness
and social isolation are associated with increased morbidity and decreased mobility, self-
reliance, and health-related quality of life. Social support has been shown to improve these
outcomes.

Aims: This cross-sectional study aimed to investigate the level of experienced social
support and the clinical outcomes associated with inadequate social support among
patients with COPD with a resident loved one.

Methods: Level of social support was assessed with the Medical Outcomes Study - Social
Support Survey (MOS-SSS) in patients with COPD with a resident loved one. Patients were
sub-grouped into adequate or inadequate social support. Multiple clinical outcomes were
assessed, including lung function, degree of dyspnoea, health status, symptoms of anxiety
and depression, the degree of care dependency, functional status, and mobility.

Results: The study included 191 Dutch patients with COPD (53.4% men, age: 65.6 + 8.9
years, FEV:: 47.3 £ 17.7% predicted). Eighteen percent of the patients reported inadequate
social support. Patients with inadequate social support reported a significantly symptom
severity of COPD (p = 0.004), a higher care dependency level (p = 0.04) and a higher level
of depression (p = 0.004) compared to patients with adequate social support. Other traits
were comparable for both groups.

Conclusion: Patients with COPD with a resident loved one who perceive an inadequate
level of social support are more likely to report a higher impact of COPD, a higher care
dependency and symptoms of depression. Other characteristics are comparable with
patients who perceive adequate social support.

Keywords: COPD; Care dependency; Depression; Social support.
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Abstract

COPD is a significant cause of morbidity and mortality both in the US and worldwide.
LGBTQ+ individuals (lesbian, gay, bisexual, transgender, or queer with the plus sign
indicating inclusion of people who are questioning, intersex, asexual, or who hold other
gender/sex/romantic identities not specifically identified) have a higher rate of tobacco
smoking, predisposing them to an increased risk of developing COPD. Despite this risk, the
burden of COPD in LGBTQ+ individuals is not known. Moreover, there is limited focus on
efforts to identify and reduce disease risk in this population. In this perspective, we present
the results of a focused literature review of COPD in LGBTQ+ populations. We found only 8
studies that reported the prevalence of COPD in different sub-groups of the LGBTQ+
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population. All studies found an increased prevalence of COPD in the studied LGBTQ+
sub-groups compared to their heterosexual and/or cisgender counterparts. We propose a
three-pronged call to action to improve the care of LGBTQ+ people with COPD. First, we
must improve awareness and education about COPD in the LGBTQ+ community through
the effective development and dissemination of educational resources to LGBTQ+ people
and their healthcare providers. Second, we call for prevention and intervention efforts
through targeted tobacco cessation initiatives and case-finding via screening spirometry
among symptomatic LGBTQ+ smokers. Finally, well-designed cohort studies are required
to better characterize COPD burden among LGBTQ+ populations. With targeted
approaches in these three areas, we can improve the health of this vulnerable population,
historically marginalized from current COPD research efforts.

Keywords: chronic obstructive; health equity; pulmonary disease; sexual and gender
minorities.
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Abstract

Aim: To determine the impact of home-based management on hospital re-admission rates
in patients with chronic obstructive pulmonary disease (COPD).

Design: Systematic review methodology was utilized, combining meta-analysis, where
appropriate, or a narrative analysis of the data from included studies.

Data sources: Electronic databases CINAHL, MEDLINE, PubMed, Embase and SAGE
journals for primary papers, 2015 to 2021, were searched between December 2020 and
March 2021, followed by hand-searching key journals, and reference lists of retrieved
papers.
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Methods: The review followed the guidance of PRISMA. Data were extracted using a
predesigned data extraction tool. Quality appraisal was undertaken using RevMan 'risk of
bias' tool. Meta-analysis was undertaken using RevMan software.

Results: This review integrates evidence from eight studies, five Random Control Trials,
two observational studies and one retrospective study. The studies span three continents,
Asia, Europe and North America, and include 3604 participants with COPD. Home-based
management in patients with COPD resulted in a statistically significant reduction in rates
of hospital readmission. For the outcomes, length of stay and mortality, while slightly in
favour of home-based management, the results were not statistically significant.

Conclusion: Given the burden of COPD on healthcare systems, and crucially on individuals,
this review identified a reduction in hospital re-admission rate, a clinically important
outcome.

Impact: This study focused on the impact on hospital re-admission rates among the COPD
patient cohort when home-based management was involved. A statistically significant
reduction in rates of re-admission to the hospital was identified. This is positive for the
patient, in terms of hospital avoidance, and reduces the burden on hospital systems.
Further research is needed to determine the impact on cost-effectiveness and to quantify
the most ideal type of care package that would be recommended for home-based
management.

Keywords: chronic obstructive pulmonary disease; home management care; re-admission;
re-hospitalization; telehealth; telemedicine; virtual ward.
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Abstract

The role of cellular senescence in age-related diseases has been fully recognized. In various
age-related-chronic lung diseases, the function of alveolar epithelial cells (AECs) is
impaired and alveolar regeneration disorders, especially in bronchopulmonary dysplasia,
pulmonary fibrosis (PF), chronic obstructive pulmonary disease (COPD), cancer, etc. Except
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for age-related-chronic lung diseases, an increasing number of studies are exploring the
role of cellular senescence in developmental chronic lung diseases, which typically
originate in childhood and even in the neonatal period. This review provides an overview
of cellular senescence and lung diseases from newborns to the elderly, attempting to draw
attention to the relationship between cellular senescence and developmental lung
diseases.

Keywords: Age-related-chronic lung diseases; Bronchopulmonary dysplasia; Cellular
senescence; Developmental lung diseases; Senotherapeutics.
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Abstract

in English, Spanish

Introduction: COPD is the third cause of death globally and in Argentina COPD has a
prevalence of 14.5%, but the management of patients in real life is unknown. The
objectives of this work were: a) To know the opinions of pulmonologists in Argentina who
manage patients with COPD in different aspects of daily practice. b) Compare our findings
with specialists from Spain and c¢) Consider our results to plan future directives in the
management of COPD in our country.

Material and methods: 89 pulmonologists from Argentina, experts in COPD, participated
in a Delphi consensus, who responded to a survey with five domains. a) Adherence to
treatment, b) Control of COPD, c) Treatable features, d) Inhalation devices and e)
Accessibility to therapeutic resources.

Results: After two rounds of questions, total consensus was achieved in 77.6% of the
statements and discriminating by domain: Treatment adherence: 5/9 (55.5%). COPD
control: 10/14 (71.4%). Treatable traits: 6/6 (100%). Inhalation devices: 10/14 (71.4%) and
Accessibility to treatment: 6/6 (100%). In most of the affirmations, the results were similar
to those obtained by Spanish pulmonologists.

Conclusions: Pulmonologists from Argentina manage COPD patients in a similar way and
with minimal differences with our Spanish colleagues. It became evident that, in daily
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practice, there are factors that negatively impact access to the indicated treatments. Our
work could serve as a starting point to improve this situation.

Keywords: Chronic obstructive pulmonary disease; Consensus; Pulmonologists; Real life.
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Abstract

Background and purpose: This study aimed to investigate the effectiveness and
acceptability of neuromuscular electrical stimulation (NMES) in patients with acute
exacerbation of chronic obstructive pulmonary disease (COPD).

Methods: We conducted a systematic review and meta-analysis to investigate the
effectiveness and accessibility of NMES and compared them with usual care in patients
with acute exacerbation of COPD by searching databases such as MEDLINE, EMBASE, and
the Cochrane Central Register of Controlled Trials published up to April 2022. Randomized
controlled trials (RCTs) involving patients with COPD who were treated within 3 weeks of
acute exacerbation onset were included. The risk of bias was assessed using the RoB 2
tools. We pooled limb muscle strength and adverse events and performed a comparison
between NMES and usual care. The quality of evidence was assessed using the Grading of
Recommendations, Assessment, Development, and Evaluation approach.

Results: Five RCTs, including 168 patients, met the eligibility criteria. The meta-analysis
showed that limb muscle strength was significantly higher in the NMES group (four studies
with 148 patients; standardized mean difference, 0.95; 95% confidence interval, 0.60-1.30; p
< 0.001). The quality of evidence was very low due to the risk of bias within the studies,
imprecision of the estimates, and small number of studies. Any adverse events served as
outcomes in three studies (86 patients), although no adverse events occurred.

Conclusion: NMES is safe for patients with acute exacerbation of COPD and may maintain
and improve limb muscle strength; however, the quality of evidence was very low.

Keywords: acute exacerbation; chronic obstructive pulmonary disease; meta-analysis;
neuromuscular electrical stimulation; pulmonary rehabilitation; systematic review.
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Abstract

Chronic obstructive pulmonary disease (COPD) and cardiovascular disease (CVD)
frequently coexist, increasing the prevalence of both entities and impacting on symptoms
and prognosis. CVD should be suspected in patients with COPD who have high/very high
risk scores on validated scales, frequent exacerbations, precordial pain, disproportionate
dyspnea, or palpitations. They should be referred to cardiology if they have palpitations of
unknown cause or angina pain. COPD should be suspected in patients with CVD if they
have recurrent bronchitis, cough and expectoration, or disproportionate dyspnea. They
should be referred to a pulmonologist if they have rhonchi or wheezing, air trapping,
emphysema, or signs of chronic bronchitis. Treatment of COPD in cardiovascular patients
should include long-acting muscarinic receptor antagonists (LAMA) or long-acting beta-
agonists (LABA) in low-risk or high-risk non-exacerbators, and LAMA/LABA/inhaled
corticosteroids in exacerbators who are not controlled with bronchodilators.
Cardioselective beta-blockers should be favored in patients with CVD, the long-term need
for amiodarone should be assessed, and antiplatelet drugs should be maintained if
indicated.

Keywords: Cardiopulmonary risk; Cardiovascular disease; Chronic obstructive pulmonary
disease; Comorbidities; Exacerbations.
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Abstract

Introduction: Patients with advanced emphysema eligible for bronchoscopic lung volume
reduction (BLVR) using endobronchial valves (EBV) are characterized by severe static lung
hyperinflation, which can be considered a treatable trait. Other treatable traits (TTs), which
are assumed to be present in this highly selected patient group, have not been studied in
detail nor how they may affect health-related quality of life (HRQL).

Aims: We aimed to evaluate a spectrum of TTs in COPD patients eligible for EBV treatment
and their association with HRQL.
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Methods: The SoLVE study (NCT03474471) was a prospective multicenter randomized
controlled trial to examine the impact of pulmonary rehabilitation in COPD patients
receiving EBV. The presence/absence of 16 TTs was based on pre-defined thresholds.
HRQL was assessed with the St. George's Respiratory Questionnaire (SGRQ). Subjects were
stratified into two groups, using the median split method, into higher or lower SGRQ total
score. Logistic regression assessed the odds ratio (OR) of having a higher SGRQ total score
per TT.

Results: Ninety-seven subjects were included, the mean number of TTs per patient was 8.1
+ 2.5. Low physical activity (95%), poor exercise capacity (94%) and severe fatigue (75%)
were the most prevalent TTs. The sum of TTs present in a subject was associated with the
SGRAQ total score (r = 0.53; p < 0.001). Severe fatigue, depression, and anxiety were
predictors of having a higher SGRQ total score.

Conclusions: A high prevalence and co-occurrence of multiple TTs were identified in
emphysema patients eligible for EBV. Patients with a higher number of TTs were more
likely to have worse HRQL.

Keywords: Bronchoscopic interventions; COPD; Emphysema; Health-related quality of life;
Treatable traits.
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Abstract

Objectives: Alpha-1 antitrypsin deficiency (AATD) is a hereditary condition associated with
emphysema. This study analyzed the efficacy and safety of Spiration Valve System ™ (SVS)
among AATD patients with severe emphysema.

Methods: This multicenter prospective study included 20 patients demonstrating AATD as
assessed by quantitative levels of AAT and genotype containing two ZZ alleles. Most
diseased lobe based on high resolution computed tomography was selected for treatment
with endobronchial SVS. The change from baseline in forced expiratory volume in 1 s (FEV))
at 6 months (Primary outcome) and at 12 months, quality-of-life (QoL) measured by St.
George's Respiratory Questionnaire (SGRQ) as health status, dyspnea scale measured by
MMRC, Chronic obstructive pulmonary disease (COPD) Assessment Test (CAT), 36-item
Short Form Health Survey (SF-36) physical component summary (PCS) and safety were
assessed.
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Results: Lung function (FEV,) significantly improved at 6 months (P = 0.02); but did not
reach statistical significance at 12 months (P = 0.22). Significant improvement was
observed in dyspnea (at all time points), QoL measures (3, 6, and 12 months), CAT score
and PCS of SF-36 (1, 3 and 6 months). Response rates based on minimal clinically
important difference reached 50-80% for all variables. Overall, 4.4 valves/patient were used
to isolate the target lobe, with a mean procedure time of 20.3 min. Serious adverse events
included COPD exacerbations (5%), pneumonia (10%), pneumothorax (15%) and death
(5%), occurring within first three months.

Conclusion: SVS endobronchial valve treatment showed improvement in lung function,
dyspnea, and QoL in AATD patients with severe emphysema.

Keywords: Alpha-1 antitrypsin deficiency; Bronchoscopic lung volume reduction;
Emphysema; Lung volume reduction surgery; Spiration valve system.
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Abstract

Background: Risk of exacerbations in individuals with mild chronic obstructive pulmonary
disease (COPD) in the general population is less well described than in more advanced
disease. We hypothesized that in addition to history of previous exacerbation also other
clinical characteristics predict future moderate exacerbations.

Methods: In 96,462 individuals in the Copenhagen General Population Study, we identified
3175 with clinical COPD defined as forced expiratory volume in 1 s (FEV;)/forced vital
capacity (FVC) < 0.70 and FEV; <80% predicted in symptomatic individuals without asthma.
We estimated the importance of age, sex, FEV;, modified Medical Research Council
(mMRC) dyspnea scale, chronic bronchitis, exacerbation history, comorbidities,
cohabitation, body mass index, smoking, and blood eosinophils for the 1-year and 3-year
future risk of moderate COPD exacerbations and developed a prediction tool for future
exacerbations in COPD in the general population based on easily available clinical
information.

Results: We observed 265 exacerbations in 2543 maintenance treatment naive individuals
with COPD and 197 exacerbations in 632 individuals with COPD on maintenance treatment.
In the maintenance treatment naive group, exacerbation history (hazard ratio (HR): 8.53),
low FEV; (HR: 4.82 for <30% predicted versus 50-79% predicted), and higher age (HR: 1.46
for >75 years versus <65 years) were significant predictors of future exacerbations. In the
group on maintenance treatment, male sex and mMRC >2 also predicted higher risk with
borderline significance.
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Conclusions: In addition to exacerbation history also higher age and lower FEV; predict
future exacerbation risk in COPD in the general population.

Keywords: Chronic obstructive pulmonary disease; Exacerbation; Mild disease; Risk score.
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Abstract

Purpose: This study utilized intelligent devices to remotely monitor patients with chronic
obstructive pulmonary disease (COPD), aiming to construct and evaluate machine learning
(ML) models that predict the probability of acute exacerbations of COPD (AECOPD).

Methods: Patients diagnosed with COPD Group C/D at our hospital between March 2019
and June 2021 were enrolled in this study. The diagnosis of COPD Group C/D and AECOPD
was based on the GOLD 2018 guidelines. We developed a series of machine learning (ML)-
based models, including XGBoost, LightGBM, and CatBoost, to predict AECOPD events.
These models utilized data collected from portable spirometers and electronic
stethoscopes within a five-day time window. The area under the ROC curve (AUC) was used
to assess the effectiveness of the models.

Results: A total of 66 patients were enrolled in COPD groups C/D, with 32 in group C and
34 in group D. Using observational data within a five-day time window, the ML models
effectively predict AECOPD events, achieving high AUC scores. Among these models, the
CatBoost model exhibited superior performance, boasting the highest AUC score (0.9721,
95 % Cl: 0.9623-0.9810). Notably, the boosting tree methods significantly outperformed
the time-series based methods, thanks to our feature engineering efforts. A post-hoc
analysis of the CatBoost model reveals that features extracted from the electronic
stethoscope (e.g., max/min vibration energy) hold more importance than those from the
portable spirometer.

Conclusions: The tree-based boosting models prove to be effective in predicting AECOPD
events in our study. Consequently, these models have the potential to enhance remote
monitoring, enable early risk assessment, and inform treatment decisions for homebound
patients with chronic COPD.

Keywords: Acute exacerbation of chronic obstructive pulmonary disease; CatBoost;
Machine learning; Predictive models.
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Abstract

Background: The prevalence, epidemiological and clinical heterogeneities, and impact
profiles of individuals with preserved ratio impaired spirometry (PRISm), pre-COPD, young
COPD, and mild COPD in general Chinese population were not known yet.

Methods: Data were obtained from the China Pulmonary Health study (2012-2015), a
nationally representative cross-sectional survey that recruited 50,991 adults aged 20 years
or older. Definitions of the four early disease status were consistent with the latest
publications and the Global Initiative for Chronic Obstructive Lung Disease criteria.

Findings: The age-standardised prevalences of PRISm, pre-COPD, young COPD, and mild
COPD were 5.5% (95% confidence interval, 4.3-6.9), 7.2% (5.9-8.8), 1.1% (0.7-1.8), and 3.1%
(2.5-3.8), respectively. In summary, mild COPD was under more direct or established impact
factor exposures, such as older age, male gender, lower education level, lower family
income, biomass use, air pollution, and more accumulative cigarette exposures; young
COPD and pre-COPD experienced more personal and parents' events in earlier lives, such
as history of bronchitis or pneumonia in childhood, frequent chronic cough in childhood,
parental history of respiratory diseases, passive smoke exposure in childhood, and mother
exposed to passive smoke while pregnant; pre-COPD coexisted with heavier symptoms
and comorbidities burdens; young COPD exhibited worse airway obstruction; and most of
the four early disease status harbored small airway dysfunction. Overall, older age, male
gender, lower education level, living in the urban area, occupational exposure, frequent
chronic cough in childhood, more accumulated cigarette exposure, comorbid with
cardiovascular disease and gastroesophageal reflux disease were all associated with
increased presence of the four early COPD status; different impact profiles were
additionally observed with distinct entities. Over the four categories, less than 10% had
ever taken pulmonary function test; less than 1% reported a previously diagnosed COPD;
and no more than 13% had received pharmaceutical treatment.

Interpretation: Significant heterogeneities in prevalence, epidemiological and clinical
features, and impact profiles were noted under varied defining criteria of early COPD; a
unified and validated definition for an early disease stage is warranted. Closer attention,
better management, and further research need to be administrated to these population.
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Abstract

Chronic obstructive pulmonary disease (COPD) is caused by cigarette smoke (CS) exposure
but can often be progressive even in former smokers. Exposure of mice to CS for 22 wk
causes emphysema, but whether emphysema persists after cessation of CS exposure is not
clear. The purpose of this study was to determine whether emphysema persists in mice
following a recovery period of 22 wk and whether a susceptibility factor, such as deficiency
in the Bcl-2-interacting killer (Bik), is required for this persistence. Therefore, bik++ and bik-
~ mice at 6-10 wk of age were exposed to 250 mg/m: total particulate matter of CS or
filtered air (FA) for 3 or 22 wk and were kept in FA for an additional 22 wk. Lungs were
lavaged to quantify inflammatory cells, and sections were stained with hematoxylin and
eosin to assess severity of emphysema. Exposure to CS for 3 wk increased the number of
inflammatory cells in bik- mice compared with bik++ mice but not at 22 wk of exposure. At
22 wk of CS exposure, extent of emphysema was similar in bik+/+ and bik’- mice. However,
when mice were exposed to CS over the first 22 wk and were kept in FA for an additional
22 wk, emphysema remained similar in bik++ mice but was enhanced in bik’- mice. These
findings link increased inflammation with persistent emphysematous changes even after
smoking cessation and demonstrate that a preexisting susceptibility condition is required
to sustain enhanced emphysema that was initiated by long-term CS exposure.NEW &
NOTEWORTHY Exposure of mice to cigarette smoke (CS) for 22 wk causes emphysema,
but whether emphysema persists after an additional period of 6 mo after cessation of CS
exposure has not been reported. In addition, the role of preexisting susceptibility in
enhancing the persistence of CS-induced emphysema after exposure to CS has stopped
has not been shown. The present study shows that a preexisting susceptibility must be
present to enhance CS-induced emphysema after cessation of CS exposure.

Keywords: Bcl-2 interacting killer; COPD; animal model; inflammation; persistence of
emphysema.
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Objectives: We aimed to evaluate the relationship between use of sodium-glucose
cotransporter-2 inhibitors (SGLT2is) and incidence of various respiratory and infectious
diseases and site-specific fractures.

Methods: Large randomized controlled trials (RCTs) of SGLT2is enrolling more than 400
subjects were included. Outcomes of interest were various serious adverse events
regarding to respiratory and infectious disorders and site-specific fractures. Meta-analysis
was done using risk ratio (RR) and 95% confidence interval (Cl) as effect size.

Results: Thirty-two large RCTs were included in this meta-analysis. Use of SGLT2is was
significantly associated with the lower incidences of 6 kinds of noninfectious respiratory
diseases {e.g., Asthma (RR 0.64, 95% CI 0.43-0.96; P = 0.0299), Chronic obstructive
pulmonary disease [COPD] (RR 0.75, 95% Cl 0.62-0.91; P = 0.0027), and Respiratory failure
(RR 0.78, 95% Cl 0.61-0.99; P = 0.0447)} and 4 kinds of infectious respiratory diseases {e.g.,
Bronchitis (RR 0.61, 95% Cl 0.46-0.81; P = 0.0007), and Pneumonia (RR 0.85, 95% Cl 0.78-
0.93; P = 0.0002)}. Use of SGLT2is was not significantly associated with the incidences of 31
kinds of site-specific fractures (e.g., Hip fracture, Femoral neck fracture, and Spinal fracture;
P > 0.05).

Conclusions: Our meta-analysis confirmed the benefits of SGLT2is against 6 kinds of
noninfectious respiratory diseases (e.g., Asthma, COPD, and Respiratory failure) and 4 kinds
of infectious respiratory diseases (e.g., Bronchitis, and Pneumonia). These findings suggest
a likelihood that SGLT2is might be used to prevent or treat these respiratory diseases.
Moreover, our meta-analysis for the first time revealed no association between use of
SGLT2is and incidence of various site-specific fractures.

Keywords: Asthma; Bronchitis; COPD; Hip fracture; Pneumonia; Respiratory failure;
SGLT2is; Spinal fracture.

© 2024. The Author(s), under exclusive licence to Springer-Verlag GmbH Germany, part of
Springer Nature.

o 56 references
SUPPLEMENTARY INFO
Publication types, MeSH termsexpand
FULL TEXT LINKS

9 SpringerLink

Proceed to details

Cite


https://pubmed.ncbi.nlm.nih.gov/38267688/#references
https://pubmed.ncbi.nlm.nih.gov/38267688/
https://dx.doi.org/10.1007/s00228-024-03631-7

Share
34
Ann Am Thorac Soc

. 2024 Apr;21(4):533-537.

doi: 10.1513/AnnalsATS.202310-909CME.

Summary for Clinicians: Clinical
Practice Guideline on Pulmonary
Rehabilitation for Adults with Chronic
Respiratory Disease

Alex R Jenkins?, Narelle S Cox23, Rachel S Tappan#, Anne E Holland 233, Carolyn L
Rochesteréz Jennifer A Alison8g, Brian Carlin1, Joseph K Ruminjo, Carey C Thomson 1213

Affiliations expand

o PMID: 38241016

e DOI: 10.1513/AnnalsATS.202310-909CME

No abstract available

Keywords: PR; chronic obstructive pulmonary disease; exercise capacity; health-related
quality of life; interstitial lung disease; pulmonary hypertension; telerehabilitation.

SUPPLEMENTARY INFO

MeSH termsexpand

FULL TEXT LINKS

Final Wersion l

Proceed to details



https://pubmed.ncbi.nlm.nih.gov/38241016/
https://pubmed.ncbi.nlm.nih.gov/38241016/
https://pubmed.ncbi.nlm.nih.gov/38241016/
https://pubmed.ncbi.nlm.nih.gov/38241016/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jenkins+AR&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Cox+NS&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Tappan+RS&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Holland+AE&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Rochester+CL&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Rochester+CL&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alison+JA&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Carlin+B&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ruminjo+JK&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Thomson+CC&cauthor_id=38241016
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-12
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-34-full-view-affiliation-13
https://doi.org/10.1513/annalsats.202310-909cme
https://pubmed.ncbi.nlm.nih.gov/38241016/
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202310-909CME?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Cite

Share
35

Eur J Intern Med

. 2024 Apr:122:126-1209.

doi: 10.1016/j.€jim.2024.01.003. Epub 2024 Jan 17.

Imaging of lung structure destruction
for predictive diagnosing acute
exacerbation of chronic obstructive
lung disease complicated with
pulmonary thromboembolism or
pulmonary thrombosis in situ

Dawen Wu?, Shimou Chen?, Yunchang Pan3 Rongzhang Liang4 Chaosheng Deng3 COPD and PTE
Study Group

Affiliations expand

o PMID: 38233318

o DOI: 10.1016/.€jim.2024.01.003

No abstract available

Keywords: AECOPD with PTE/PTS; Destruction of lung structure; Lung imaging; Predictive
diagnosing.

Conflict of interest statement

Declaration of competing interest The authors declare that they do not have any
competing or financial interests.


https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wu+D&cauthor_id=38233318
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-35-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chen+S&cauthor_id=38233318
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-35-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Pan+Y&cauthor_id=38233318
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-35-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Liang+R&cauthor_id=38233318
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-35-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Deng+C&cauthor_id=38233318
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-35-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=COPD+and+PTE+Study+Group%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=COPD+and+PTE+Study+Group%5BCorporate+Author%5D
https://doi.org/10.1016/j.ejim.2024.01.003

SUPPLEMENTARY INFO

Publication typesexpand

FULL TEXT LINKS

ELSEVIER

Proceed to details

Cite

Share
36

Tuberc Respir Dis (Seoul)

. 2024 Apr;87(2):155-164.

doi: 10.4046/trd.2023.0068. Epub 2024 Jan 16.

Factors Associated with the

Discrepancy between Exercise Capacity
and Airflow Limitation in Patients with
Chronic Obstructive Pulmonary Disease

Tae Hoon Kim1, | Re Heol, Na Young Kimz2, Joo Hun Park2, Hee-Young Yoon#?, Ji Ye Jungs, Seung
Won Ras, Ki-Suck JungZ, Kwang Ha Yoo & Ho Cheol Kim1

Affiliations expand

o PMID: 38225687

¢ PMCID: PMC10990613

o DOI: 10.4046/trd.2023.0068



https://pubmed.ncbi.nlm.nih.gov/38233318/
https://pubmed.ncbi.nlm.nih.gov/38225687/
https://pubmed.ncbi.nlm.nih.gov/38225687/
https://pubmed.ncbi.nlm.nih.gov/38225687/
https://pubmed.ncbi.nlm.nih.gov/38225687/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Kim+TH&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Heo+IR&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Kim+NY&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Park+JH&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yoon+HY&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jung+JY&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ra+SW&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ra+SW&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jung+KS&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yoo+KH&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Kim+HC&cauthor_id=38225687
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-36-full-view-affiliation-1
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc10990613/
https://doi.org/10.4046/trd.2023.0068
https://linkinghub.elsevier.com/retrieve/pii/S0953-6205(24)00010-4

Abstract

Background: Exercise capacity is associated with lung function decline in chronic
obstructive pulmonary disease (COPD) patients, but a discrepancy between exercise
capacity and airflow limitation exists. This study aimed to explore factors contributing to
this discrepancy in COPD patients.

Methods: Data for this prospective study were obtained from the Korean COPD Subgroup
Study. The exercise capacity and airflow limitation were assessed using the 6-minute walk
distance (6-MWD; m) and forced expiratory volume in 1 second (FEV1). Participants were
divided into four groups: FEV1 &gt;50%+6-MWD &gt;350, FEV1 &gt;50%+6- MWD <350,
FEV1 <50%+6-MWD &gt;350, and FEV1 <50%+6-MWD <350 and their clinical
characteristics were compared.

Results: A total of 883 patients (male:female, 822:61; mean age, 68.3+7.97 years) were
enrolled. Among 591 patients with FEV1 &gt;50%, 242 were in the 6-MWD <350 group,
and among 292 patients with FEV1 <50%, 185 were in the 6-MWD &gt;350 group. The
multiple regression analyses revealed that male sex (odds ratio [OR], 8.779; 95%
confidence interval [Cl], 1.539 to 50.087; p=0.014), current smoking status (OR, 0.355; 95%
Cl, 0.178 to 0.709; p=0.003), and hemoglobin levels (OR, 1.332; 95% Cl, 1.077 to 1.648;
p=0.008) were significantly associated with discrepancies in exercise capacity and airflow
limitation in patients with FEV1 &gt;50%. Meanwhile, in patients with FEV1 <50%, diffusion
capacity of carbon monoxide (OR, 0.945; 95% Cl, 0.912 to 0.979; p=0.002) was significantly
associated with discrepancies between exercise capacity and airflow limitation.

Conclusion: The exercise capacity of COPD patients may be influenced by factors other
than airflow limitation, so these aspects should be considered when assessing and treating
patients.

Keywords: 6-Minute Walk Distance; Chronic Obstructive Pulmonary Disease; Exercise
Capacity; Forced Expiratory Volume in 1 Second.
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Abstract

Background: The prevalence of small airway dysfunction (SAD) in patients with chronic
obstructive pulmonary disease (COPD) across different ethnicities is poorly understood.
This study aimed to estimate the prevalence of SAD in stable COPD patients.
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Methods: We conducted a cross-sectional study of 196 consecutive stable COPD patients.
We measured pre- and post-bronchodilator (BD) lung function and respiratory impedance.
The severity of COPD and lung function abnormalities was graded in accordance with the
Global Initiative for Chronic Obstructive Lung Disease (GOLD) guidelines. SAD was defined
as either difference in whole-breath resistance at 5 and 19 Hz &gt; upper limit of normal or
respiratory system reactance at 5 Hz &lt; lower limit of normal.

Results: The cohort consisted of 95.9% men, with an average age of 66.3 years. The mean
forced expiratory volume 1 second (FEV1) % predicted was 56.4%. The median COPD
assessment test (CAT) scores were 14. The prevalence of post-BD SAD across the GOLD
grades 1 to 4 was 14.3%, 51.1%, 91%, and 100%, respectively. The post-BD SAD and
expiratory flow limitation at tidal breath (EFLT) were present in 62.8% (95% confidence
interval [Cl], 56.1 to 69.9) and 28.1% (95% Cl, 21.9 to 34.2), respectively. COPD patients with
SAD had higher CAT scores (15.5 vs. 12.8, p&lt;0.01); poor lung function (FEV1% predicted
46.6% vs. 72.8%, p&lt;0.01); lower diffusion capacity for CO (4.8 mmol/min/kPa vs. 5.6
mmol/min/kPa, p&lt;0.01); hyperinflation (ratio of residual volume to total lung capacity %
predicted: 159.7% vs. 129%, p&lt;0.01), and shorter 6-minute walk distance (367.5 m vs.
390 m, p=0.02).

Conclusion: SAD is present across all severities of COPD. The prevalence of SAD increases
with disease severity. SAD is associated with poor lung function and higher symptom
burden. Severe SAD is indicated by the presence of EFLT.

Keywords: COPD Assessment Test Score; Chronic Obstructive Pulmonary Disease;
Expiratory Flow Limitation at Tidal Breaths; Oscillometry; Small Airway Dysfunction.

Conflict of interest statement

Conflicts of Interest
No potential conflict of interest relevant to this article was reported.

o 24 references
o 2 figures

FULL TEXT LINKS

trd< g

Proceed to details

Cite

Share


https://pubmed.ncbi.nlm.nih.gov/38225686/#references
https://pubmed.ncbi.nlm.nih.gov/38225686/#figures
https://pubmed.ncbi.nlm.nih.gov/38225686/
https://www.e-trd.org/DOIx.php?id=10.4046/trd.2023.0139

38

Qual Life Res

. 2024 Apr;33(4):1029-1039.

doi: 10.1007/s11136-023-03582-z. Epub 2024 Jan 11.

Associations between the EQ-5D-5L
and exacerbations of chronic
obstructive pulmonary disease in the
ETHOS trial

Dan Jackson?, Martin Jenkins2, Enrico de Nigris3, Debasree Purkayastha? Mehul Patel2, Mario
Ouwens*

Affiliations expand

o PMID: 38206455

e« PMCID: PMC10973049

o DOI: 10.1007/s11136-023-03582-z

Abstract

Purpose: Exacerbations of chronic obstructive pulmonary disease (COPD) are associated
with deteriorating health and health-related quality of life (HRQoL) among people with
COPD during and after events. HRQoL data are key to evaluating treatment cost-
effectiveness and informing reimbursement decisions in COPD. EuroQoL 5-dimension 5-
level (EQ-5D-5L) utility scores, based on various HRQoL measures, are used in economic
evaluations of pharmacotherapy. These analyses estimated associations between EQ-5D-5L
utility scores and exacerbations (new and previous) in patients with moderate-to-very
severe COPD.

Methods: Longitudinal mixed models for repeated measures (MMRM), adjusted for time
and treatment, were conducted using data from the ETHOS study (NCT02465567); models
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regressed EQ-5D-5L on current and past exacerbations that occurred during the study,
adjusting for other patient reported outcomes and clinical factors.

Results: Based on the simplest covariate adjusted model (adjusted for current
exacerbations and number of previous exacerbations during the study), a current moderate
exacerbation was associated with an EQ-5D-5L disutility of 0.055 (95% confidence interval:
0.048, 0.062) with an additional disutility of 0.035 (0.014, 0.055) if the exacerbation was
severe. After resolving, each prior exacerbation was associated with a disutility that
persisted for the remainder of the study (moderate exacerbation, 0.014 [0.011, 0.016];
further disutility for severe exacerbation, 0.011 [0.003, 0.018]).

Conclusion: An EQ-5D-5L disutility of 0.090 was associated with a current severe
exacerbation in ETHOS. Our findings suggest incorporating the effects of current, recently
resolved, and cumulative exacerbations into economic models when estimating benefits
and costs of COPD pharmacotherapy, as exacerbations have both acute and persistent
effects.

Keywords: Chronic obstructive pulmonary disease (COPD); EuroQolL 5-dimension 5-level
(EQ-5D-5L) questionnaire; Modeling; Quality of life.

© 2024. The Author(s).

Conflict of interest statement

Dan Jackson, Martin Jenkins, Mehul Patel, Debasree Purkayastha, and Mario Ouwens are
employees of AstraZeneca and hold stock and/or options in the company. Enrico de Negris
was an employee of AstraZeneca at the time of analyses.

e |28 references
o 2 figures

SUPPLEMENTARY INFO

MeSH termsexpand
FULL TEXT LINKS

) SpringerLink

Proceed to details

Cite

Share


https://pubmed.ncbi.nlm.nih.gov/38206455/#references
https://pubmed.ncbi.nlm.nih.gov/38206455/#figures
https://pubmed.ncbi.nlm.nih.gov/38206455/
https://doi.org/10.1007/s11136-023-03582-z

39

Expert Rev Clin Immunol

. 2024 Apr;20(4):413-421.

doi: 10.1080/1744666X.2023.2295987. Epub 2023 Dec 19.

Causal role of immune cells in chronic
obstructive pulmonary disease:
Mendelian randomization study

Bi Ran}?, Jiangyue Qin?, Yangiu Wu?, Fugiang Wen1

Affiliations expand

o PMID: 38108202

o DOI: 10.1080/1744666X.2023.2295987

Abstract

Objectives: Innate and adaptive immunity play different roles in the pathogenesis of
chronic obstructive pulmonary disease (COPD). However, previous studies on the
relationship between immune cells and COPD reported inconsistent results.

Methods: The causal connection between 731 immune cells and COPD was established
using a two-sample Mendelian randomization (MR) analysis through publicly accessible
genetic data. The heterogeneity and horizontal pleiotropism of the findings were
confirmed using sensitivity analysis.

Results: In the B-cell panel, B-cell activating factor receptor (BAFF-R) on CD20- and CD20
on IgD-CD38¢isnt (OR (95% Cl): 0.93 (0.88, 0.99) and 0.97 (0.95, 0.98), respectively) were
discovered to be protective. In the cDC panel, CD62L- plasmacytoid DC AC, CD80 on
monocytes and CD11c on myeloid DCs (OR (95% Cl): 0.94 (0.92, 0.97), 0.97 (0.94, 0.99) and
(0.97 (0.95, 0.98), respectively) exerted protective effects. However, unswitched memory AC
(OR (95%ClI): 1.08 (1.01,1.15)) and CD 19 on IgD- CD 27- (OR (95%Cl): 1.06 (1.02,1.10)) were
hazardous in the B-cell panel. However, among the 731 immune cell phenotypes, no causal
relationship was found for COPD on immune cells.
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Conclusion: This study found a potential causal relationship between immune cells in
COPD, ruling out reverse causation. This study provides new avenues for studying the
mechanisms of COPD.

Keywords: Chronic obstructive pulmonary disease; Mendelian randomization; causal
inference; genetic variation; immunity.
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Abstract

Rationale: Cognitive and emotional responses associated with care seeking for chronic
obstructive pulmonary disease (COPD) exacerbations are not well

understood.Objectives: We sought to define care-seeking profiles based on whether and
when U.S. veterans seek care for COPD exacerbations and compare cognitive and
emotional responses with exacerbation symptoms across the profiles.Methods: This study
analyzes data from a 1-year prospective observational cohort study of individuals with
COPD. Cognitive and emotional responses to worsening symptoms were measured with
the Response to Symptoms Questionnaire, adapted for COPD. Seeking care was defined as
contacting or visiting a healthcare provider or going to the emergency department.
Participants were categorized into four care-seeking profiles based on the greatest delay in
care seeking for exacerbations when care was sought: 0-3 days (early), 4-7 days (short
delay), >7 days (long delay), or never sought care for any exacerbation. The proportion of
exacerbations for which participants reported cognitive and emotional responses was
estimated for each care-seeking profile, stratified by the timing of when care was
sought.Results: There were 1,052 exacerbations among 350 participants with Response to
Symptoms Questionnaire responses. Participants were predominantly male (96%), and the
mean age was 69.3 + 7.2 years. For the 409 (39%) exacerbations for which care was sought,
the median delay was 3 days. Those who sought care had significantly more severe COPD
(forced expiratory volume in 1's, modified Medical Research Council dyspnea scale) than
those who never sought care. Regardless of the degree of delay until seeking care at one
exacerbation, participants consistently reported experiencing serious symptoms if they
sought care compared with events for which participants did not seek care (e.g.,, among
early care seekers when care was sought, 36%; when care was not sought, 25%). Similar
findings were seen in participants' assessment of the importance of getting care (e.g.,
among early care seekers when care was sought, 90%; when care was not sought, 52%)
and their assessment of anxiety about the symptoms (e.g., among early care seekers when
care was sought, 33%; when care was not sought, 17%).Conclusions: Delaying or not
seeking care for COPD exacerbations was common. Regardless of care-seeking profile,
cognitive and emotional responses to symptoms when care was sought differed from
responses when care was not sought. Emotional and cognitive response to COPD
exacerbations should be considered when developing individualized strategies to
encourage seeking care for exacerbations.Clinical trial registered with www.clinicaltrials.gov
(NCT02725294).

Keywords: COPD; care seeking; delay; exacerbation; response to symptomes.


https://doi.org/10.1513/annalsats.202303-287oc
http://clinicaltrials.gov/show/NCT02725294

Comment in

e The Exacerbation, Not the Patient, Determines Chronic Obstructive Pulmonary
Disease Exacerbation Care Seeking.
Crawford AL, Blakey JD, Ramakrishnan S.Ann Am Thorac Soc. 2024 Apr;21(4):541-
542. doi: 10.1513/AnnalsATS.202401-010ED.PMID: 38557421 No abstract available.

SUPPLEMENTARY INFO

Publication types, MeSH terms, Associated data, Grants and fundingexpand

FULL TEXT LINKS

Final Wersion l

Proceed to details

Cite

Share
41

Ann Am Thorac Soc

. 2024 Apr;21(4):585-594.

doi: 10.1513/AnnalsATS.202304-3590C.

Racial Differences in 1-Year Mortality
after Hospitalization for Chronic
Obstructive Pulmonary Disease in the
United States

Snigdha Jain1, Aruna Priva2, Penelope Pekow?, Kerry Spitzer2, Allan J Walkey?2, ljeoma
Opara#, Harlan M Krumholzs, Peter K Lindenauer?2

Affiliations expand

o PMID: 37943953


https://pubmed.ncbi.nlm.nih.gov/38557421/
https://pubmed.ncbi.nlm.nih.gov/38557421/
https://pubmed.ncbi.nlm.nih.gov/37966313/
https://pubmed.ncbi.nlm.nih.gov/37943953/
https://pubmed.ncbi.nlm.nih.gov/37943953/
https://pubmed.ncbi.nlm.nih.gov/37943953/
https://pubmed.ncbi.nlm.nih.gov/37943953/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jain+S&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Priya+A&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Pekow+P&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Spitzer+K&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Walkey+AJ&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Opara+I&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Opara+I&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Krumholz+HM&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lindenauer+PK&cauthor_id=37943953
https://pubmed.ncbi.nlm.nih.gov/?term=38573085%2C38573027%2C38576000%2C38575301%2C38574196%2C38575374%2C38570768%2C38569922%2C38568930%2C38568439%2C38565305%2C38564415%2C38533983%2C38477932%2C38570144%2C38563736%2C38561735%2C38558439%2C38557421%2C38503240%2C38486675%2C38444983%2C38411350%2C38404119%2C38383272%2C38373596%2C38364975%2C38355020%2C38354578%2C38352242%2C38349118%2C38346930%2C38267688%2C38241016%2C38233318%2C38225687%2C38225686%2C38206455%2C38108202%2C37966313%2C37943953%2C37913749%2C36861817&filter=dates.2024%2F3%2F31-2024%2F4%2F5&sort=pubdate&format=abstract&size=200#search-result-1-41-full-view-affiliation-2
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202303-287OC?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

e DOI: 10.1513/AnnalsATS.202304-3590C

Abstract

Rationale: One quarter of Medicare beneficiaries hospitalized for chronic obstructive
pulmonary disease (COPD) die within 1 year. Although overall mortality rates are higher
among White patients with COPD, racial and ethnic differences in the vulnerable period
following hospitalization are unknown.Objectives: To determine the association between
race and ethnicity and mortality following COPD hospitalization and to evaluate the extent
to which differences are explained by clinical, geographic, socioeconomic, and post-acute
care factors among Medicare beneficiaries in the United States.Methods: In this
retrospective cohort study of Medicare beneficiaries hospitalized for COPD exacerbation,
we constructed Cox regression models for 1-year mortality accounting for hospital-level
clustering; sequentially adjusting for clinical, geographic, neighborhood socioeconomic,
and post-acute care characteristics; and stratifying by sex and individual socioeconomic
status.Results: Among 244,624 hospitalizations, Medicare beneficiaries of racial and ethnic
minority groups had a lower risk of dying within 1 year of hospitalization than those of
White race (hazard ratios, 0.78 [95% confidence interval, 0.75-0.80] for Black patients, 0.79
[0.76-0.82] for Hispanic patients, and 0.82 [0.77-0.86] for others). Differences in visits to
physicians, attendance of pulmonary rehabilitation, and discharge disposition explained
some of the mortality gap among dual-eligible beneficiaries but not among non-dual-
eligible beneficiaries.Conclusions: Medicare beneficiaries of White race are at greater risk
of mortality following COPD hospitalization compared with beneficiaries of minority race
and ethnicity groups. Our findings should be interpreted in the context of the selection of
a hospitalized population and a potentially incomplete assessment of illness severity in
administrative data, and warrant further investigation.

Keywords: chronic obstructive pulmonary disease; health disparities; post-hospitalization
mortality; race and ethnicity.
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Abstract

Purpose: The Hospital Anxiety and Depression Scale (HADS) is used to assess anxiety and
depression in individuals with chronic obstructive pulmonary disease (COPD); however, its
measurement properties lack critical appraisal. We aimed to summarize and critically
appraise the validity, reliability, and responsiveness of the HADS in COPD.

Materials and methods: Five electronic databases were searched. The Consensus-based
Standards for the Selection of Health Measurement Instruments (COSMIN) guidelines were
used to assess the methodological and evidence quality in the selected studies.

Results: Twelve studies assessed the psychometric properties of the HADS-Total and its
subscales HADS-Anxiety and HADS-Depression in COPD. High-quality evidence supported
the structural and criterion validity of the HADS-A, the internal consistency of the HADS-T,
HADS-A, and HADS-D with Cronbach's alpha values of 0.73-0.87, and before-after
treatment responsiveness of HADS-T and its subscales (minimal clinically important
difference = 1.4-2; effect size = 0.45-1.40). Moderate-quality evidence supported the test-
retest reliability of the HADS-A and HADS-D with excellent coefficient values of 0.86-0.90.
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Conclusions: The HADS-A is recommended for use in individuals with stable COPD. The
lack of high-quality evidence on the validity of the HADS-D and HADS-T prevented
drawing robust conclusions about their clinical utility in COPD.

Keywords: COPD; HADS; reliability; responsiveness; validity.

Plain language summary

Anxiety and depression are common in individuals with chronic obstructive pulmonary
disease (COPD).Anxiety and depression can negatively impact the physical and mental
health of individuals with COPD.The HADS can be used to assess anxiety and depression in
COPD in rehabilitation settings.
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Abstract

Background: There are socioeconomic inequalities in the prevalence of multimorbidity
and its accumulation across the life course. Estimates of multimorbidity prevalence in
English primary care increased by more than two-thirds from 2004 to 2019. We developed
a microsimulation model to quantify current and projected multimorbidity inequalities in
the English adult population.

Methods: We used primary care data for adults in England from the Clinical Practice
Research Datalink Aurum database between 2004 and 2019, linked to the 2015 English
Index of Multiple Deprivation (IMD), to model time individuals spent in four health states
(healthy, one chronic condition, basic multimorbidity [two or more chronic conditions], and
complex multimorbidity [three or more chronic conditions affecting three or more body
systems]) by sex, age, IMD quintile, birth cohort, and region. We applied these transition
times in a stochastic dynamic continuous-time microsimulation model to Office for
National Statistics population estimates for adults aged 30-90 years. We calculated
projected prevalence and cumulative incident cases from 2019 to 2049 by IMD quintile,
age group (younger than 65 years vs 65 years and older), and years to be lived without
multimorbidity at age 30 years.

Findings: Under the assumption that all chronic conditions were lifelong, and that once
diagnosed there was no recovery, we projected prevalence of multimorbidity (basic or
complex) increases by 34% from 53-8% in 2019 to 71-9% (95% uncertainty interval 71-8-
72:0) in 2049. This rise equates to an 84% increase in the number of people with
multimorbidity: from 19-2 million in 2019 to 35-3 million in 2049 (35-3 million to 35-4
million). This projected increase is greatest in the most deprived quintile, with an excess
1-07 million (1-04 million to 1-10 million) cumulative incident basic multimorbidity cases
and 0-70 million (0-67 million to 0-74 million) complex multimorbidity cases over and above
the projected cases for the least deprived quintile, largely driven by inequalities in those
younger than 65 years. The median expected number of years to be lived without
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multimorbidity at age 30 years in 2019 is 15-12 years (14:62-16-01) in the least deprived
IMD quintile and 12:15 years (11-61-12-60) in the most deprived IMD quintile.

Interpretation: The number of people living with multimorbidity will probably increase
substantially in the next 30 years, a continuation of past observed increases partly driven
by changing population size and age structure. Inequalities in the multimorbidity burden
increase at each stage of disease accumulation, and are projected to widen, particularly
among the working-age population. Substantial action is needed now to address
population health and to prepare health-care and social-care systems for coming decades.
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Abstract

Multimorbidity (multiple conditions) and polypharmacy (multiple medications) are
increasingly common, yet there is a need to better understand the prevalence of co-
occurrence. In this systematic review, we examined the prevalence of multimorbidity and
polypharmacy among adults (>18 years) and older adults (265 years) in clinical and
community settings. Six electronic databases were searched, and 87 studies were retained
after two levels of screening. Most studies focused on adults 65 years and older and were
done in population-based community settings. Although the operational definitions of
multimorbidity and polypharmacy varied across studies, consistent cut-points (two or more
conditions and five or more medications) were used across most studies. In older adult
samples, the prevalence of multimorbidity ranged from 4-8% to 93:1%, while the
prevalence of polypharmacy ranged from 2:6% to 86:6%. High heterogeneity between
studies indicates the need for more consistent reporting of specific lists of conditions and
medications used in operational definitions.

Copyright © 2024 The Author(s). Published by Elsevier Ltd. This is an Open Access article
under the CC BY-NC-ND 4.0 license. Published by Elsevier Ltd.. All rights reserved.
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Abstract

Objective: The objective of this study was to evaluate the associations of general and
central obesity with risk of first cardiometabolic disease (FCMD), cardiometabolic
multimorbidity (CMM), and death.

Methods: A total of 86,169 participants who were CMD-free were included from the
Kailuan cohort and categorized into four groups by quartiles of BMI, waist to hip ratio
(WHR), weight-adjusted waist index, and waist to height ratio. We defined FCMD as the
first onset of diabetes, stroke, or myocardial infarction and CMM as co-occurrence of at
least two CMDs. Multistate models were used to estimate hazard ratios and 95% Cl.
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Results: A total of 18,461 participants developed FCMD, of whom 1476 progressed to
CMM, and 10,009 died during follow-ups. Both general and central adiposity indices
increased the risk of transition from baseline to FCMD and from FCMD to CMM. However,
compared with the first quartile, the hazard ratio (95% Cl) of the fourth quartile of BMI was
0.86 (95% Cl: 0.80-0.91) for transition from health to death and 0.66 (95% Cl: 0.59-0.74)
from FCMD to death, whereas the corresponding estimates of WHR were 1.22 (95% Cl:
1.14-1.31) and 1.16 (95% Cl: 1.02-1.32), respectively.

Conclusions: Central adiposity indices such as WHR were associated with an increased risk
of CMD and mortality, showing no evidence for the obesity paradox and thereby
supporting a shift of public focus from BMI only to both general obesity and adiposity
distribution.

© 2024 The Obesity Society.
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Abstract

Background: Multiple long-term conditions (MLTC), also known as multimorbidity, has
been identified as a priority research topic globally. Research priorities from the
perspectives of patients and research funders have been described. Although most care for
MLTC is delivered in primary care, the priorities of academic primary care have not been
identified.

Aim: To identify and prioritise the academic primary care research agenda for MLTC.

Design and setting: This was a three-phase study with primary care MLTC researchers
from the UK and other high-income countries.

Method: The study consisted of: an open-ended survey question, a face-to-face workshop
to elaborate questions with researchers from the UK and Ireland, and a two-round Delphi
consensus survey with international multimorbidity researchers.

Results: Twenty-five primary care researchers responded to the initial open-ended survey
and generated 84 potential research questions. In the subsequent workshop discussion

(n = 18 participants), this list was reduced to 31 questions. The longlist of 31 research
questions was included in round 1 of the Delphi; 27 of the 50 (54%) round 1 invitees and
24 of the 27 (89%) round 2 invitees took part in the Delphi. Ten questions reached final
consensus. These questions focused broadly on addressing the complexity of the patient
group with development of new models of care for multimorbidity, and methods and data
development.
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Conclusion: These high-priority research questions offer funders and researchers a basis
on which to build future grant calls and research plans. Addressing complexity in this
research is needed to inform improvements in systems of care and for disease prevention.

Keywords: Delphi technique; chronic disease; developed countries; models of care;
multimorbidity; primary health care.
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Intervention
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Abstract

This study investigated the impact of multimorbidity patterns on physical activity and
capacity outcomes over the course of a year-long exercise intervention, and on physical
activity 1 year later. Participants were 314 physically inactive community-dwelling men and
women aged 70-85 years, with no contraindications for exercise at baseline. Physical
activity was self-reported. Physical capacity measurements included five-time chair-stand
time, 6-minute walking distance, and maximal isometric knee-extension strength. The
intervention included supervised and home-based strength, balance, and walking
exercises. Multimorbidity patterns comprised physician-diagnosed chronic disease
conditions as a predictor cluster and body mass index as a measure of obesity.
Multimorbidity patterns explained 0%-12% of baseline variance and 0%-3% of the change
in outcomes. The magnitude and direction of the impact of unique conditions varied by
outcome, time point, and sex. Multimorbid older adults with no contraindications for
exercise may benefit from multimodal physical training.

Keywords: chronic conditions; community-dwelling; physical functioning; physical
performance; physical training.
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Abstract

Asthma is a prevalent respiratory condition that poses a substantial burden on public
health in the United States. Understanding its prevalence and associated risk factors is vital
for informed policymaking and public health interventions. This study aims to examine
asthma prevalence and identify major risk factors in the U.S.

Population: Our study utilized NHANES data between 1999 and 2020 to investigate
asthma prevalence and associated risk factors within the U.S.

Population: We analyzed a dataset of 64,222 participants, excluding those under 20 years
old. We performed binary regression analysis to examine the relationship of demographic
and health related covariates with the prevalence of asthma. The study found that asthma
affected 8.7% of the U.S.


https://pubmed.ncbi.nlm.nih.gov/38580691/
https://pubmed.ncbi.nlm.nih.gov/38580691/
https://pubmed.ncbi.nlm.nih.gov/38580691/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Swed+S&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sawaf+B&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Al-Obeidat+F&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Hafez+W&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Rakab+A&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alibrahim+H&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alibrahim+H&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Nasif+MN&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alghalyini+B&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zia+Zaidi+AR&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alshareef+L&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alshareef+L&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alqatati+F&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zamrath+Zahir+F&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ahmed+AI&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alom+M&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sultan+A&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sultan+A&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=AlMahmoud+A&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-12
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Bakkour+A&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-13
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Cherrez-Ojeda+I&cauthor_id=38580691
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-14
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-1-full-view-affiliation-15
https://doi.org/10.1038/s41598-024-58429-5

Population: Gender emerged as a significant factor, with 36.0% of asthma patients being
male and 64.0% female (p < 0.001). Individuals aged 60 and older having the highest
asthma prevalence at 34.0%. Non-Hispanic whites had the highest prevalence at 46.4%,
followed by non-hispanic blacks at 26.0%. In contrast, Mexican Americans and other
hispanic individuals had lower rates, at 9.6% and 9.0%, respectively. Females were 1.76
times more likely to have asthma than males (p < 0.001). Obese individuals had a 1.74
times higher likelihood of current asthma compared to underweight individuals (p <
0.001). Notably, both Non-Hispanic Whites and Non-Hispanic Blacks showed higher odds
of current asthma compared to Mexican Americans (with adjusted odds ratios of 2.084 and
2.096, respectively, p < 0.001). The research findings indicate that asthma is prevalent in
8.7% of the U.S.

Population: Our study highlights that individuals who are female, have low income, are
obese, and smoke have the highest likelihood of being affected by asthma. Therefore,
public health policies should prioritize addressing these risk factors in their preventive
strategies.

Keywords: Asthma; NHANES; U. S.
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Abstract

Objective: Patients' perceptions of asthma symptoms, and attitudes regarding diagnosis
and management, can affect their ability to reach good asthma control. The aim of the
study was to explore patients' perceptions of asthma management, with focus on
treatment with oral corticosteroids (OCS).

Methods: A DOXAPHARMA survey was conducted. A questionnaire with 46 multiple
choice questions was completed by 50 patients with severe uncontrolled asthma, and 258
with mild-moderate controlled or partly controlled asthma. Participants were
representative of Italian asthmatic patients-with medium age, long asthma duration,
delayed diagnosis, poor asthma control, and frequent exacerbations.

Results: Many asthmatics reported inadequate pharmacologic treatment. The majority but
not all patients regularly used ICS/LABA. Oral treatment was common, mainly with OCS,
particularly in severe asthmatics. One-fourth of patients did not regularly use inhaled
therapy, and adherence was poor, resulting in frequent OCS use to treat exacerbations,
which were common in mild-moderate cases. Patients were fairly satisfied with asthma
therapies, but many had concerns about long-term corticosteroid use. Patients complained
about poor management of comorbidities associated with asthma and OCS use, but were
generally satisfied with their patient/doctor relationships. Many patients failed to achieve
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optimal health-related quality of life (HRQoL), mainly those with severe asthma who used
OCS treatment and emphasized how OCS therapy impacted QoL.

Conclusions: The survey results confirmed many problems related to mild-moderate and
severe asthma management in Italy and highlighted the overuse of OCS rather than more

effective and safe treatments, which had strong negative effects on HRQoL.
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Bronchoconstriction causes epithelial cell extrusion that promotes airway inflammation.
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Abstract

Asthma is deemed an inflammatory disease, yet the defining diagnostic feature is
mechanical bronchoconstriction. We previously discovered a conserved process called cell
extrusion that drives homeostatic epithelial cell death when cells become too crowded. In
this work, we show that the pathological crowding of a bronchoconstrictive attack causes
so much epithelial cell extrusion that it damages the airways, resulting in inflammation and
mucus secretion in both mice and humans. Although relaxing the airways with the rescue
treatment albuterol did not affect these responses, inhibiting live cell extrusion signaling
during bronchoconstriction prevented all these features. Our findings show that
bronchoconstriction causes epithelial damage and inflammation by excess crowding-
induced cell extrusion and suggest that blocking epithelial extrusion, instead of the
ensuing downstream inflammation, could prevent the feed-forward asthma inflammatory
cycle.
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Do early-life allergic sensitization and
respiratory infection interact to
increase asthma risk?

Vikas Wadhwal, Danielle Wurzel?, Shyamali C Dharmage?, Michael J Abramson3, Caroline
Lodge?, Melissa Russell1
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Abstract

Objective: The 'two-hit' hypothesis theorizes that early life allergic sensitization and
respiratory infection interact to increase asthma risk.

Methods: We sought to determine in a high allergy risk birth cohort whether interactions
between early life allergic sensitization and respiratory infection were associated with
increased risk for asthma at ages 6-7 years and 18 years. Allergic sensitization was assessed
at 6, 12, and 24 months by skin prick testing to 3 food and 3 aeroallergens. Respiratory
infection was defined as reported "cough, rattle, or wheeze" and assessed 4-weekly for 15
months, at 18 months, and age 2 years. Regression analysis was undertaken with parent-
reported asthma at age 6-7 years and doctor diagnosed asthma at 18 years as distinct
outcomes. Interactions between allergic sensitization and respiratory infection were
explored with adjustment made for potential confounders.

Results: Odds of asthma were higher in sensitized compared to nonsensitized children at
age 6-7 years (OR = 14.46; 95% Cl 3.99-52.4), There was no evidence for interactions
between allergic sensitization and early life respiratory infection, with a greater frequency
of respiratory infection up to 2 years of age associated with increased odds for asthma at
age 6-7 years in both sensitized (OR = 1.13; 95% Cl 1.02-1.25, n = 199) and nonsensitized
children (OR = 1.31; 1.11-1.53, n = 211) (p interaction = 0.089). At age 18 years, these
associations were weaker.

Conclusions: Our findings do not support 'two-hit' interactions between early life allergic
sensitization and respiratory infection on asthma risk. Both early life respiratory infections
and allergic sensitization were risk factors and children with either should be monitored
closely for development of asthma.
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Abstract

Background: Approximately 262 million people worldwide are affected by asthma, and the
overuse of reliever medication-specifically, short-acting beta2-agonist (SABA) overuse-is
common. This can lead to adverse health effects. A smartphone app, the Asthma app, was
developed via a participatory design to help patients gain more insight into their SABA use
through monitoring and psychoeducation.

Objective: This pilot study aims to evaluate the feasibility and usability of the app. The
preliminary effects of using the app after 3 months on decreasing asthma symptoms and
improving quality of life were examined.

Methods: A mixed methods study design was used. Quantitative data were collected using
the app. Asthma symptoms (measured using the Control of Allergic Rhinitis and Asthma
Test) and the triggers of these symptoms were collected weekly. Quality of life (36-Item
Short-Form Health Survey) was assessed at baseline and after 3, 6, and 12 months. User
experience (System Usability Scale) was measured at all time points, except for baseline.
Furthermore, objective user data were collected, and qualitative interviews, focusing on
feasibility and usability, were organized. The interview protocol was based on the Unified
Theory of Acceptance and Use of Technology framework. Qualitative data were analyzed
using the Framework Method.

Results: The baseline questionnaire was completed by 373 participants. The majority were
female (309/373, 82.8%), with a mean age of 46 (SD 15) years, and used, on average, 10
SABA inhalations per week. App usability was rated as good: 82.3 (SD 13.2; N=44) at 3
months. The Control of Allergic Rhinitis and Asthma Test score significantly improved at 3
months (18.5) compared with baseline (14.8; $=.189; SE 0.048; P<.001); however, the
obtained score still indicated uncontrolled asthma. At 3 months, there was no significant
difference in the quality of life. Owing to the high dropout rate, insufficient data were
collected at 6 and 12 months and were, therefore, not further examined. User data showed
that 335 users opened the app (250/335, 74.6%, were returning visitors), with an average
session time of 1 minute, and SABA registration was most often used (7506/13,081,
57.38%). Qualitative data (from a total of 4 participants; n=2, 50% female) showed that the
participants found the app acceptable and clear. Three participants stated that gaining
insight into asthma and its triggers was helpful. Two participants no longer used the app
because they perceived their asthma as controlled and, therefore, did not use SABA often
or only used it regularly based on the advice of the pulmonologist.

Conclusions: The initial findings regarding the app's feasibility and usability are
encouraging. However, the notable dropout rate underscores the need for a cautious
interpretation of the results. Subsequent studies, particularly those focusing on
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implementation, should explore the potential integration of the app into standard
treatment practices.

Keywords: SABA overuse; app; asthma; eHealth; feasibility; mobile phone; short-acting
beta2-agonist; usability.
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Abstract

Background: Poor sleep quality is often reported by individuals with asthma, particularly
by those who have poor asthma control overall. However, there is little understanding of
how underlying sleep disorders such as insomnia may impact asthma control. Furthermore,
given the frequent overlap of depression and insomnia, the incremental impact of mood
disorders and insomnia on asthma control remains unclear.

Methods: We conducted a retrospective analysis of patients at a large asthma center to
further elucidate connections between these disease processes. Asthma patients with and
without a diagnosis of insomnia were matched by age, sex, Charlson comorbidity index,
and biologic therapy. We evaluated the presence of concurrent obstructive sleep disorder,
mood disorders, exacerbation frequency, and asthma control test (ACT) scores.

Results: From a cohort of 659 patients with an asthma diagnosis, 89 subjects with
insomnia (13.5%) were matched 1:1 to patients without insomnia. Compared to those
without insomnia, patients with insomnia were more likely to have a concurrent diagnosis
of obstructive sleep apnea (57.3% vs. 18%, p < 0.001) and to have a diagnosis of
depression or anxiety (68.5% vs. 11.4%, p < 0.001). Among insomnia patients, there was an
average of 0.93 asthma exacerbations per year, compared to 0.59 exacerbations per year
for those without insomnia (p = 0.039).

Conclusion: Our data reveal a considerable interaction between insomnia, depression, and
obstructive sleep apnea in individuals with asthma. The increased exacerbation rate
suggests that underlying sleep and mood disorders negatively affect asthma control.

Keywords: Asthma; asthma control; insomnia; mood disorders; quality of life; sleep apnea.
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Abstract

Introduction: Once-daily inhalers have been shown to improve adherence leading to
lesser discontinuation compared to twice- or thrice-daily inhalers in management of
asthma. Combination of Vilanterol and Fluticasone Furoate (VI/FF) is approved for
management of asthma and COPD and is available as a dry powder inhaler. Pressurized-
Metered Dose Inhalers (pMDIs) offer ease-of-use and therapy alternatives for patients with
low inspiratory flow. This study assessed the efficacy and safety of a new once-daily pMDI
containing VI/FF in individuals diagnosed with persistent asthma.

Methods: This phase 3, double-blind, randomized controlled study assessed the non-
inferiority of VI/FF (12.5 mcg/50 mcg & 12.5 mcg/100 mcg; 2 puffs once-daily) over
Formoterol Fumarate and Fluticasone Propionate (FOR/FP, 6 mcg/125 mcg & 6 mcg/250
mcg; 2 puffs twice-daily) in patients with persistent asthma. Primary outcome was change
from baseline in trough FEV1 at the end of study (12 weeks). Adverse events and number
of exacerbations were used to evaluate safety.

Results: A total of 330 patients were randomized into VI/FF (165) and FOR/FP (165).
Trough FEV1 significantly improved in both the groups at week 12, with a mean difference
(VI/FF minus FOR/FP) being 54.75 mL (95% Cl, 8.42-101.08 mL, p = 0.02). The low dose
VI/FF had similar efficacy to that of low dose FOR/FP and high dose VI/FF had similar
efficacy to high dose FOR/FP. No serious adverse events were reported during the study.
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Conclusion: Once daily VI/FF pMDI was non-inferior to twice daily FOR/FP pMDI in
patients with persistent asthma.
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once-daily inhalers; pMDI.
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Abstract

Asthma is a disease of heterogeneous pathology, typically characterised by excessive
inflammatory and bronchoconstrictor responses to the environment. The clinical
expression of the disease is a consequence of the interaction between environmental
factors and host factors over time, including genetic susceptibility, immune dysregulation
and airway remodelling. As a critical interface between the host and the environment, the
airway epithelium plays an important role in maintaining homeostasis in the face of
environmental challenges. Disruption of epithelial integrity is a key factor contributing to
multiple processes underlying asthma pathology. In this review, we first discuss the unmet
need in asthma management and provide an overview of the structure and function of the
airway epithelium. We then focus on key pathophysiological changes that occur in the
airway epithelium, including epithelial barrier disruption, immune hyperreactivity,
remodelling, mucus hypersecretion and mucus plugging, highlighting how these processes
manifest clinically and how they might be targeted by current and novel therapeutics.
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Abstract

Cell-in-cell (CIC) structures have been suggested to mediate intracellular substance
transport between cells and have been found widely in inflammatory lung tissue of asthma.
The aim of this study was to investigate the significance of CIC structures in inflammatory
progress of asthma. CIC structures and related inflammatory pathways were analyzed in
asthmatic lung tissue and normal lung tissue of mouse model. In vitro, the activation of
inflammatory pathways by CIC-mediated intercellular communication was analyzed by
RNA-Seq and verified by Western blotting and immunofluorescence. Results showed that
CIC structures of lymphocytes and alveolar epithelial cells in asthmatic lung tissue
mediated intercellular substance (such as mitochondria) transfer and promoted pro-
inflammation in two phases. At early phase, internal lymphocytes triggered inflammasome-
dependent pro-inflammation and cell death of itself. Then, degraded lymphocytes released
cellular contents such as mitochondria inside alveolar epithelial cells, further activated
multi-pattern-recognition receptors and NF-kappa B signaling pathways of alveolar
epithelial cells, and thereby amplified pro-inflammatory response in asthma. Our work
supplements the mechanism of asthma pro-inflammation progression from the
perspective of CIC structure of lymphocytes and alveolar epithelial cells, and provides a
new idea for anti-inflammatory therapy of asthma.

Keywords: asthma; cell-in-cell; inflammasome; mitochondria transfer; pro-inflammation.

Conflict of interest statement

The authors declare that they do not have any competing financial interests in relation to
the work described. This research did not receive any specific grant from funding agencies
in the public, commercial, or not-for-profit sectors.

FULL TEXT LINKS

Wz | e, (UNIMOREG)

Proceed to details

Cite

Share
13

Editorial


https://doi.org/10.1139/bcb-2023-0228
https://pubmed.ncbi.nlm.nih.gov/38567768/
https://cdnsciencepub.com/doi/10.1139/bcb-2023-0228?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://libkey.io/libraries/2561/pmid/38567768

Elife

. 2024 Apr 3:13:e97031.

doi: 10.7554/eLife.97031.

Investigating the role of vitamin D in
asthma

Siddhant Sharma?!, Mayank Garg 23

Affiliations expand

e PMID: 38567741

e PMCID: PMC10990483

o DOI: 10.7554/elife.97031

Abstract

Results in mice suggest that vitamin D reduces the symptoms of asthma by controlling an
immune response that leads to inflammation of the airways.

Keywords: Asthma; Th2 immune response; genetics; genomics; human; immunology;
inflammation; mouse; vitamin D receptor.
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Abstract

Purpose of review: The aim is to update the information currently available for the use of
biologics in severe asthma in children, in order to facilitate their prescription as far as
possible.
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Recent findings: The appearance of biologics for the treatment of severe asthma has
meant a revolutionary change in the therapeutic approach to this disease. Currently, five
biologics have been approved for severe asthma in children and/or adolescents by the
regulatory agencies: omalizumab, mepolizumab, benralizumab, dupilumab and
tezepelumab. But despite their positive results in terms of efficacy, there are still relevant
points of debate that should induce caution when selecting the most appropriate biologic
in a child with severe asthma. Indeed, safety is essential and, for several of the existing
treatments, the availability of medium-term to long-term data in this regard is scarce.

Summary: The use of biologics can facilitate the therapeutic paradigm shift from
pleiotropic treatments to personalized medicine. However, the choice of the most
appropriate biologics remains a pending issue. On the other hand, to the extent that
several of the biologics have been available for a relatively short time, the most robust
evidence in terms of efficacy and safety in children is that of omalizumab.
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Patients with unmet social needs are at
higher risks of developing severe long
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Abstract

This study investigated long COVID of patients in the Montefiore Health System COVID-19
(CORE) Clinics in the Bronx with an emphasis on identifying health related social needs
(HRSNs). We analyzed a cohort of 643 CORE patients (6/26/2020-2/24/2023) and 52,089
non-CORE COVID-19 patients. Outcomes included symptoms, physical, emotional, and
cognitive function test scores obtained at least three months post-infection.
Socioeconomic variables included median incomes, insurance status, and HRSNs. The
CORE cohort was older age (53.38 + 14.50 vs. 45.91 + 23.79 years old, p < 0.001), more
female (72.47% vs. 56.86%, p < 0.001), had higher prevalence of hypertension (45.88% vs.
23.28%, p < 0.001), diabetes (22.86% vs. 13.83%, p < 0.001), COPD (7.15% vs. 2.28%, p <
0.001), asthma (25.51% vs. 12.66%, p < 0.001), lower incomes (53.81% vs. 43.67%,

1st quintile, p < 0.001), and more unmet social needs (29.81% vs. 18.49%, p < 0.001)
compared to non-CORE COVID-19 survivors. CORE patients reported a wide range of
severe long-COVID symptoms. CORE patients with unmet HRSNs experienced more severe
symptoms, worse ESAS-r scores (tiredness, wellbeing, shortness of breath, and pain), PHQ-
9 scores (12.5 (6, 17.75) vs. 7 (2, 12), p < 0.001), and GAD-7 scores (8.5 (3, 15) vs. 4 (0, 9), p
< 0.001) compared to CORE patients without. Patients with unmet HRSNs experienced
worse long-COVID outcomes compared to those without.

Keywords: Covid symptoms; Fatigue; Long covid; PASC; Shortness of breath.
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Abstract

Introduction: The muscarinic M3 receptor antagonist, tiotropium, has a bronchodilatory
effect on asthma patients. Additionally, tiotropium inhibits allergic airway inflammation
and remodeling in a murine asthma model. However, the underlying mechanisms of this
M3 receptor antagonist remain unclear. Therefore, we investigated the effect of muscarinic
M3 receptor blockage on M2 macrophage development during allergic airway
inflammation.

Methods: BALB/c mice were sensitized and challenged with ovalbumin to develop a
murine model of allergic airway inflammation mimicking human atopic asthma. During the
challenge phase, mice were treated with or without tiotropium. Lung cells were isolated 24
h after the last treatment and gated using CD68-positive cells. Relm-a and Arginase-1
(Arg1) (M2 macrophage markers) expression was determined by flow cytometry. Mouse
bone marrow mononuclear cell-derived macrophages (mBMMacs) and human peripheral
blood mononuclear cells (PBMCs)-derived macrophages were stimulated with IL-4 and
treated with a muscarinic M3 receptor antagonist in vitro.

Results: The total cells, eosinophils, and IL-5 and IL-13 levels in BAL fluids were markedly
decreased in the asthma group treated with tiotropium compared to that in the untreated
asthma group. The Relm-a and Arg1 expression in macrophages was reduced considerably
in the asthma group treated with tiotropium compared to that in the untreated asthma
group, suggesting that the development of M2 macrophages was inhibited by muscarinic
M3 receptor blockage. Additionally, muscarinic M3 receptor blockage in vitro significantly
inhibited M2 macrophage development in both mBMMacs- and PBMCs-derived
macrophages.

Conclusions: Muscarinic M3 receptor blockage inhibits M2 macrophage development and
prevents allergic airway inflammation. Moreover, muscarinic M3 receptors might be
involved in the differentiation of immature macrophages into M2 macrophages.

Keywords: Allergic inflammation; Asthma; Macrophages; Muscarinic receptor; Tiotropium.
© 2024 S. Karger AG, Basel.
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Abstract

The EAACI Guidelines on the impact of short-term exposure to outdoor pollutants on
asthma-related outcomes provide recommendations for prevention, patient care and
mitigation in a framework supporting rational decisions for healthcare professionals and
patients to individualize and improve asthma management and for policymakers and
regulators as an evidence-informed reference to help setting legally binding standards and
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goals for outdoor air quality at international, national and local levels. The Guideline was
developed using the GRADE approach and evaluated outdoor pollutants referenced in the
current Air Quality Guideline of the World Health Organization as single or mixed
pollutants and outdoor pesticides. Short-term exposure to all pollutants evaluated
increases the risk of asthma-related adverse outcomes, especially hospital admissions and
emergency department visits (moderate certainty of evidence at specific lag days). There is
limited evidence for the impact of traffic-related air pollution and outdoor pesticides
exposure as well as for the interventions to reduce emissions. Due to the quality of
evidence, conditional recommendations were formulated for all pollutants and for the
interventions reducing outdoor air pollution. Asthma management counselled by the
current EAACI guidelines can improve asthma-related outcomes but global measures for
clean air are needed to achieve significant impact.

Keywords: asthma; environmental science; guidelines; outdoor pollution.
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In severe eosinophilic asthma
controlled with benralizumab, tapering



https://pubmed.ncbi.nlm.nih.gov/38563695/#references
https://pubmed.ncbi.nlm.nih.gov/38563695/
https://pubmed.ncbi.nlm.nih.gov/38560905/
https://pubmed.ncbi.nlm.nih.gov/38560905/
https://doi.org/10.1111/all.16103
https://libkey.io/libraries/2561/pmid/38563695

high-dose ICS reduced dose while
maintaining control

Matthew B Stanbrook1

Affiliations expand

o PMID: 38560905

o DOI: 10.7326/)24-0014

Abstract

Jackson DJ, Heaney LG, Humbert M, et al; SHAMAL Investigators. Reduction of daily
maintenance inhaled corticosteroids in patients with severe eosinophilic asthma
treated with benralizumab (SHAMAL): a randomised, multicentre, open-label, phase
4 study. Lancet. 2024;403:271-281. 38071986.

Conflict of interest statement

Disclosures: The commentator has reported no disclosures of interest. The form can be
viewed at www.acponline.org/authors/icmje/ConflictOfInterestForms.do?msNum=J24-
0014.

FULL TEXT LINKS

Annalsﬂ;'ummoﬁﬂi]

Proceed to details

Cite

Share
19

Ann Med Surg (Lond)

. 2024 Feb 19;86(4):1836-1842.


https://pubmed.ncbi.nlm.nih.gov/38560905/
https://pubmed.ncbi.nlm.nih.gov/38560905/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Stanbrook+MB&cauthor_id=38560905
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-18-full-view-affiliation-1
https://doi.org/10.7326/j24-0014
https://pubmed.ncbi.nlm.nih.gov/38560905/
https://www.acpjournals.org/doi/10.7326/J24-0014?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://libkey.io/libraries/2561/pmid/38560905

doi: 10.1097/MS9.0000000000001848. eCollection 2024 Apr.

Unveiling the complexity of right
middle lobe syndrome: a case series
highlighting the association with
asthma
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Abstract

Introduction and importance: Right middle lobe syndrome (MLS) is a rare lung disorder
primarily affecting children with a history of asthma or atopy. It encompasses a range of
pathological and clinical conditions, from recurrent collapses of the middle lobe to
bronchiectasis. In this study, the authors present a case series featuring four individuals
with MLS associated with asthma, aiming to deepen our understanding of this uncommon
condition.

Case presentation: Four paediatric patients with right MLS exhibited symptoms of
persistent cough, dyspnoea, and recurrent asthma exacerbations. Radiographic evaluations
confirmed features consistent with right MLS, and bronchoscopy revealed mucus plugs
and oedematous airways obstructing the right middle lobe bronchus. Treatment with
bronchodilators, antibiotics, and corticosteroids led to symptom improvement and
resolution of atelectasis.

Clinical discussion: MLS is a rare condition characterized by chronic collapse of the right
middle lobe and bronchiectasis. It is challenging to diagnose MLS, but computed

tomography (CT) scans provide detailed lung images for confirmation. Treatment focuses
on addressing the underlying cause, such as infections or mucus obstruction. Lobectomy
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may be considered in severe cases. This case series emphasizes the need for further
research on MLS, as its rarity and characteristics remain unclear.

Conclusion: These cases exhibited obstructive MLS with and without asthma. Accurate
diagnosis is challenging, requiring imaging techniques. MLS has clinical implications,
particularly in asthma patients. Future studies should focus on understanding the aetiology
of non-obstructive MLS.

Keywords: asthma; case series; paediatric; right middle lobe; right middle lobe syndrome.
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Abstract

Background: Benralizumab is indicated as add-on therapy in patients with uncontrolled,
severe eosinophilic asthma; it has not yet been evaluated in a large Asian population with
asthma in a clinical trial.

Objective: To evaluate the efficacy and safety of benralizumab in patients with severe
asthma in Asia.

Methods: MIRACLE (NCT03186209) was a randomized, Phase 3 study in China, South
Korea, and the Philippines. Patients aged 12-75 years with severe asthma receiving
medium-to-high-dose inhaled corticosteroid/long-acting B.-agonists, stratified (2:1) by
baseline blood eosinophil count (bEOS) (2300/pL; <300/uL), were randomized (1:1) to
benralizumab 30 mg or placebo. Endpoints included annual asthma exacerbation rate



https://pubmed.ncbi.nlm.nih.gov/38570145/
https://pubmed.ncbi.nlm.nih.gov/38570145/
https://pubmed.ncbi.nlm.nih.gov/38570145/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lai+K&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sun+D&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Dai+R&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Samoro+R&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Park+HS&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=%C3%85strand+A&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Cohen+D&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Cohen+D&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jison+M&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Shih+VH&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Werkstr%C3%B6m+V&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yao+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhang+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zheng+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zheng+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhong+N&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=MIRACLE+Study+Investigators%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Principle+investigators%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Albert+A+Jr&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Albert+A+Jr&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-12
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jianping+B&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-13
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Bi+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-14
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lijun+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-15
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mei+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-16
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Min+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-17
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ping+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-18
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhimin+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhimin+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-19
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chih-Feng+C&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-20
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sook+CY&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-21
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xiuhua+F&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-22
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xiwen+G&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-23
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wei+G&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-24
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wei+H&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-25
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhihai+H&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhihai+H&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-26
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wei+HX&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-27
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Kewu+H&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-28
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mao+H&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-29
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Grace+Dawn+IM&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-30
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Inbeom+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Inbeom+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-31
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Luning+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-32
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mingyan+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-33
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Shanping+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-34
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Meiling+J&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-35
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jian+K&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-36
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Woo+KJ&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Woo+KJ&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-37
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sang-Ha+K&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-38
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jiulong+K&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-39
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ping-Hung+K&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-40
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jie+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-41
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Manxiang+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-42
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Minjing+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-43
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ruoran+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ruoran+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-44
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wen+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-45
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xianhua+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-46
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yanming+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-47
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yong+LS&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-48
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chuanhe+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-49
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chuntao+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-50
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jing+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jing+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-51
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xiaoxia+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-52
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Huiyu+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-53
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhuang+L&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-54
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Shengxi+M&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-55
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Liangping+M&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-56
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Hoon+MK&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Hoon+MK&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-57
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lin+M&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-58
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Choon-Sik+P&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-59
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sim+PH&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-60
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Hye-Kyung+P&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-61
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jung-Won+P&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-62
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Diahn-Warng+P&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Diahn-Warng+P&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-63
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ronnie+S&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Guochao+S&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-64
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Debin+S&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-65
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Dejun+S&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chun-Hua+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Chun-Hua+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-66
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Guangfa+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-67
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Limin+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-68
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xuefen+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-69
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yan+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-70
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Liping+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-71
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Haihong+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Haihong+W&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-72
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yi+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-73
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zuke+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-74
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Canmao+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-75
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jin-Fu+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-76
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xingxiang+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-77
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xiyuan+X&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-78
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jianping+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jianping+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-79
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Hongzhong+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-80
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Joo+YH&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-81
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wencheng+Y&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-82
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jin+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-83
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Longju+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-84
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Min+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Min+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-85
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wei+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-86
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jianping+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-87
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ziwen+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-88
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xiaoli+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-89
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yingqun+Z&cauthor_id=38570145
https://pubmed.ncbi.nlm.nih.gov/?term=38580691%2C38578082%2C38574157%2C38574138%2C38551488%2C38575166%2C38575164%2C38574348%2C38526345%2C38488853%2C38453256%2C38567768%2C38567741%2C38567842%2C38565574%2C38565078%2C38563695%2C38560905%2C38576953%2C38570145%2C38570140%2C38570071%2C38560604%2C38499273%2C38447787%2C38431058%2C38429981%2C38417585%2C38403834%2C38385293%2C38382966%2C38359103%2C38359101%2C38326118%2C38310914%2C38300119%2C38290901%2C38278736%2C38278163%2C38272376%2C38267688%2C38253122%2C38224240%2C38179886%2C38146654%2C38141141%2C38041429%2C38041398%2C38013139%2C38006971%2C38001017%2C37996384%2C37985273%2C37977436%2C37977324%2C37967668%2C37951731%2C37943507%2C37878325%2C37855443%2C37833101%2C37787433%2C37735024%2C37747949%2C37684154%2C36038783%2C36282867%2C38556721&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-20-full-view-affiliation-90
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Other+investigators%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Other+investigators%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=AstraZenenca%5BCorporate+Author%5D
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=ClinChoice%5BCorporate+Author%5D
https://doi.org/10.1016/j.rmed.2024.107611
http://clinicaltrials.gov/show/NCT03186209

(AAER; primary endpoint), change from baseline at Week 48 in pre-bronchodilator (BD)
forced expiratory volume in 1 second (pre-BD FEV:) and total asthma symptom score
(TASS). Safety was evaluated < Week 56.

Results: Of 695 patients randomized, 473 had baseline bEOS >300/pL (benralizumab n =
236; placebo n = 237). In this population, benralizumab significantly reduced AAER by 74%
(rate ratio 0.26 [95% Cl 0.19, 0.36], p < 0.0001) and significantly improved pre-BD

FEV, (least squares difference [LSD] 0.25 L [95% Cl 0.17, 0.34], p < 0.0001) and TASS (LSD -
0.25 [-0.45, -0.05], p = 0.0126) versus placebo. In patients with baseline bEOS <300/uL,
there were numerical improvements in AAER, pre-BD FEV;, and TASS with benralizumab
versus placebo. The frequency of adverse events was similar for benralizumab (76%) and
placebo (80%) in the overall population.

Conclusions: MIRACLE data reinforces the efficacy and safety of benralizumab for severe
eosinophilic asthma in an Asian population, consistent with the global Phase 3 results.

Keywords: Anti-Interleukin-5 receptor; Biologics; China; Eosinophilic asthma;
Exacerbations.
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Abstract

Sublingual allergen immunotherapy (SLIT) is an emerging treatment option for allergic
asthma, and a potential disease modifying strategy for asthma prevention. The key cellular
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events leading to such long term tolerance remains to be fully elucidated. We administered
prophylactic SLIT in a mouse model of house dust mite (HDM) driven allergic asthma. HDM
extract was sublingually administered over 3 weeks followed by intratracheal sensitization
and intranasal challenges with HDM. Prophylactic SLIT prevented allergic airway
inflammation and hyperreactivity with a low lab-to-lab variation. The HDM specific Th2
(CD4 T helper) response was shifted by SLIT towards a regulatory and Th17 response in
lung and mediastinal lymph node (MLN). By using Der p 1 specific CD4+ T cells (1-DER), we
found that SLIT blocked 1-DER T cell recruitment to the MLN and dampened IL-4 secretion
following intratracheal HDM sensitization. Sublingually administered Der p 1 protein
activated 1-DER T cells in the cervical lymph node (CLN) via CCR7+ migratory dendritic cells
(DC). DCs migrating from the oral submucosa to the CLN after SLIT induced

Foxp3-+ regulatory T cells. When mice were sensitized with HDM, prior prophylactic SLIT
increased Der p 1 specific Tregs and lowered Th2 recruitment in the lung. By using Foxp3-
DTR mice, Tregs were found to contribute to the immunoregulatory prophylactic effect of
SLIT on type 2 immunity. These findings in a mouse model suggest that DC-mediated
functional Treg induction in oral mucosa draining LNs is one of the driving mechanisms
behind the disease modifying effect of prophylactic SLIT.
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Abstract

Background: Omalizumab is an anti-immunoglobulin E monoclonal antibody used to treat
moderate to severe chronic idiopathic urticaria, asthma, and nasal polyps. Recent research
suggested that omalizumab may enhance the innate antiviral response and have anti-
inflammatory properties.

Objective: We aimed to investigate the efficacy and safety of omalizumab in adults
hospitalized for coronavirus disease 2019 (COVID-19) pneumonia.

Methods: This was a phase Il randomized, double blind, placebo-controlled trial
comparing omalizumab with placebo (in addition to standard of care) in hospitalized
patients with COVID-19. The primary endpoint was the composite of mechanical
ventilation and/or death at day 14. Secondary endpoints included all-cause mortality at
day 28, time to clinical improvement, and duration of hospitalization.

Results: Of 41 patients recruited, 40 were randomized (20 received the study drug and 20
placebo). The median age of the patients was 74 years and 55.0% were male. Omalizumab
was associated with a 92.6% posterior probability of a reduction in mechanical ventilation
and death on day 14 with an adjusted odds ratio of 0.11 (95% credible interval 0.002-2.05).
Omalizumab was also associated with a 75.9% posterior probability of reduced all-cause
mortality on day 28 with an adjusted odds ratio of 0.49 (95% credible interval, 0.06-3.90).
No statistically significant differences were found for the time to clinical improvement and
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duration of hospitalization. Numerically fewer adverse events were reported in the
omalizumab group and there were no drug-related serious adverse events.

Conclusions: These results suggest that omalizumab could prove protective against death
and mechanical ventilation in hospitalized patients with COVID-19. This study could also
support the development of a phase Ill trial program investigating the antiviral and anti-
inflammatory effect of omalizumab for severe respiratory viral illnesses requiring hospital
admission. ClinicalTrials.gov ID: NCT04720612.

Keywords: COVID-19; SARS-CoV2; acute respiratory distress syndrome; coronavirus;
omalizumab.
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Abstract

Background: Symptom perception and quality of life (QOL) are important domains for
properly managing severe asthma. This study aimed to assess the relationship between
airway structural and parenchymal variables measured using chest computed tomography
(CT) and subjective symptom perception and QOL in patients with severe asthma enrolled
in the Korean Severe Asthma Registry.
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Methods: This study used CT-based objective measurements, including airway wall
thickness (WT), hydraulic diameter, functional small airway disease (fSAD), and
emphysematous lung (Emph), to assess their association with subjective symptom (cough,
dyspnea, wheezing, and sputum) perception measured using the visual analog scale, and
QOL measured by the Severe Asthma Questionnaire (SAQ).

Results: A total of 94 patients with severe asthma were enrolled in this study. The WT and
fSAD% were significantly positively associated with cough and dyspnea, respectively. For
QOL, WT and Emph% showed significant negative associations with the SAQ. However,
there was no significant association between lung function and symptom perception or
between lung function and QOL.

Conclusion: Overall, WT, fSAD%, and Emph% measured using chest CT were associated
with subjective symptom perception and QOL in patients with severe asthma. This study
provides a basis for clarifying the clinical correlates of imaging-derived metrics and for
understanding the mechanisms of respiratory symptom perception.

Keywords: Asthma; Cough; Dyspnea; Perception; Quality of life; Tomography scanners.
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Abstract

Background: Bronchial thermoplasty (BT) is a bronchoscopic treatment for severe asthma.
Although multiple trials have demonstrated clinical improvement after BT, optimal patient
selection remains a challenge and the mechanism of action is incompletely understood.
The aim of this study was to examine whether exhaled breath analysis can contribute to
discriminate between BT-responders and non-responders at baseline and to explore
pathophysiological insights of BT.

Methods: Exhaled breath was collected from patients at baseline and six months post-BT.
Patients were defined as responders or non-responders based on a half point increase in
asthma quality of life questionnaire scores. Gas chromatography-mass spectrometry was
used for volatile organic compounds (VOCs) detection and analyses. Analytical workflow
consisted of: 1) detection of VOCs that differentiate between responders and non-
responders and those that differ between baseline and six months post-BT, 2)
identification of VOCs of interest and 3) explore correlations between clinical biomarkers
and VOCs.

Results: Data was available from 14 patients. Nonanal, 2-ethylhexanol and 3-thujol
showed a significant difference in intensity between responders and non-responders at
baseline (p = 0.04, p = 0.01 and p = 0.03, respectively). After BT, no difference was found in
the compound intensity of these VOCs. A negative correlation was observed between
nonanal and IgE and BALF eosinophils (r = -0.68, p < 0.01 and r = -0.61, p = 0.02
respectively) and 3-thujol with BALF neutrophils (r = -0.54, p = 0.04).
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Conclusions: This explorative study identified discriminative VOCs in exhaled breath
between BT responders and non-responders at baseline. Additionally, correlations were
found between VOC's and inflammatory BALF cells. Once validated, these findings
encourage research in breath analysis as a non-invasive easy to apply technique for
identifying airway inflammatory profiles and eligibility for BT or immunotherapies in severe
asthma.

Keywords: Asthma; Bronchial thermoplasty; Exhaled breath; Gas chromatography-mass
spectrometry; Volatile organic compounds.
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Abstract

Background: In asthma, inflammation affects both the proximal and distal airways and can
cause significant hyperinflation, which is thought to be a major cause of dyspnea.

Methods: This is a retrospective observational study evaluating the effect of three months
of treatment with different biologic drugs (benralizumab, dupilumab and omalizumab) on
pulmonary hyperinflation in a cohort of patients with severe asthma already receiving
regular triple inhaled therapy. Changes in RV, RV/TLC ratio, FRC and FRC/TLC ratio were
the primary efficacy measures. Secondary outcomes included FEV,, FVC, FEV./FVC ratio, IC,
IC/TLC ratio, asthma control test, the percentage of eosinophils in the blood and fractional

I:ENO-

Results: Benralizumab led to significant changes (p < 0.001) in RV, RV/TLC, FRC, and
FRC/TLC. Dupilumab demonstrated a notable reduction in RV (p = 0.017) and RV/TLC (p =
0.002), but the decreases in FRC and FRC/TLC were merely numerical and not as
pronounced as those induced by benralizumab. Omalizumab's positive impact on RV (p =
0.057) and RV/TLC (p = 0.085), as well as FRC (p = 0.202) and FRC/TLC (p = 0.096), was also
predominantly numerical, with a tendency towards efficacy, albeit excluding the effect on
FRC. Treatment with biologics resulted in improvements in all other lung function
parameters assessed and a decrease in F\o levels.

Conclusion: This study, although limited by small sample size, lack of a placebo control,
and unbalanced group sizes, suggests that biological agents are effective in reducing lung
hyperinflation even after a relatively short treatment.
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Abstract

Background: The German Therapy Allergen Ordinance (TAO) triggered an ongoing
upheaval in the market for house dust mite (HDM) allergen immunotherapy (AIT) products.
Three HDM subcutaneous AIT (SCIT) products hold approval in Germany and therefore will
be available after the scheduled completion of the TAO procedure in 2026. In general, data
from clinical trials on the long-term effectiveness of HDM AIT are rare. We evaluated real-
world data (RWD) in a retrospective, observational cohort study based on a longitudinal
claims database including 60% of all German statutory healthcare prescriptions to show
the long-term effectiveness of one of these products in daily life. Aim of this analysis was
to provide a per product analysis on effectiveness of mite AIT as it is demanded by
international guidelines on AIT.

Methods: Subjects between 5 and 70 years receiving their first (index) prescription of SCIT
with a native HDM product (SCIT group) between 2009 and 2013 were included. The
exactly 3:1 matched control group received prescriptions for only symptomatic AR
medication (non-AlIT group); the evaluation period for up to 6 years of follow-up ended in
February 2017. Study endpoints were the progression of allergic rhinitis (AR) and asthma,
asthma occurrence and time to the onset of asthma after at least 2 treatment years.

Results: In total, 892 subjects (608 adults and 284 children/adolescents) were included in
the SCIT group and 2676 subjects (1824 adults and 852 children/adolescents) in the non-
AIT group. During the follow-up period after at least 2 years of SCIT, the number of
prescriptions in the SCIT group was reduced by 62.8% (p < .0001) for AR medication and
by 42.4% for asthma medication (p = .0003). New-onset asthma risk was significantly
reduced in the SCIT vs non-AlIT group by 27.0% (p = .0212). The asthma-preventive effect
of SCIT occurred 15 months after start of the treatment. In the SCIT group, the time to
onset of asthma was prolonged compared to the non-AIT group (p = .0010).

Conclusion: In this first product based RWD analysis on SCIT with a native HDM product,
patients aged 5 to 70 years benefited from AIT in the long term in terms of reduced
progression of AR and asthma after at least 2 years of treatment. The effects seemed to
last for up to 6 years after treatment termination. A significantly reduced risk of asthma
onset was observed, starting after 15 months of treatment.

Keywords: allergen immunotherapy; house dust mite; long-term effect; real-world
evidence; subcutaneous immunotherapy.
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Abstract

Background: Although remission occur, childhood-onset asthma may persist until
adulthood. Since few longitudinal population-based studies have followed a cohort from
childhood until adulthood, the knowledge on predictors of persistence of asthma is sparse.

Aim: To estimate persistence of asthma from 8 to 28 years and its associated factors.

Methods: Within the OLIN (Obstructive Lung Disease in Northern Sweden) studies, a
cohort was recruited in 1996 (age 8y, n = 3430) and followed annually with questionnaires
about asthma and risk factors until 19y. Clinical examinations included skin prick tests (at 8,
12 and 19y) and lung function tests (17 and 19y) whereof a subsample performed
bronchial hyperreactivity test. We identified n = 248 with asthma at 8y whereof 170 (69%)
participated in a follow-up at 28y (73% of possible to invite).

Results: Of the 170 participants at 28y, 105 (61.8%) had persistent asthma (women: 49/76,
64.5%; men: 56/94, 59.6%, p = 0.513). Factors collected at recruitment: allergic sensitization
(OR7.8, 95%Cl 3.0-20.2), severe respiratory infection (OR2.6, 95%Cl 1.1-6.3) and higher
asthma severity score (OR1.6, 95%Cl 1.1-2.4) were associated with asthma at 28y after
adjustment for sex, family history of asthma, breastfeeding <3 months and eczema.
Replacing allergic sensitization with rhinoconjunctivitis in the model yielded OR3.4 (95%Cl
1.5-8.0). Bronchial hyperreactivity at age 17y associated with asthma at 28y (OR9.0, 95%ClI
1.7-47.0).

Conclusions: Among children with asthma onset by 8y, 62% still had asthma at age 28
years. Persistent asthma was associated with allergic sensitization, rhinoconjunctivitis,
severe respiratory infection, a more severe asthma and bronchial hyperreactivity.

Keywords: Asthma; Epidemiology; Longitudinal; Relapse; Remission; Risk factors.
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Abstract

Airway epithelial cells play an indispensable role in protecting the lung from inhaled
pathogens and allergens by releasing an array of mediators that orchestrate inflammatory
and immune responses when confronted with harmful environmental triggers. While this
process is undoubtedly important for containing the effects of various harmful insults,
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dysregulation of the inflammatory response can cause lung diseases including asthma,
chronic obstructive pulmonary disease, and pulmonary fibrosis. A key cellular mechanism
that underlies the inflammatory responses in the airway is calcium signaling, which
stimulates the production and release of chemokines, cytokines, and prostaglandins from
the airway epithelium. In this review, we discuss the role of major Ca2* signaling pathways
found in airway epithelial cells and their contributions to airway inflammation, mucociliary
clearance, and surfactant production. We highlight the importance of store-operated

Ca2+ entry as a major signaling hub in these processes and discuss therapeutic implications
of targeting Ca? signaling for airway inflammation.

Keywords: asthma; calcium signaling; chemokine; cytokine; epithelium; inflammation; ion
channels.
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Abstract

Purpose of review: This review aims to evaluate recent literature on occupational
platinum salt exposure and allergy and asthma in the context of existing evidence.

Recent findings: A major recent development is that large quantitative platinum salt
exposure datasets have become available and are finding applications in epidemiological
studies. These exposure data are expected to lead to higher quality epidemiological
studies focusing on exposure response relations, modifiers of exposure and sensitization
risk. The exposure data might also improve medical referral advice as part of medical
surveillance studies and contribute to improved evidence on the effectiveness of exposure
referral.

Summary: Hopefully, the availability of exposure databases form a stimulus for more
exposure response studies and risk assessments leading to science based primary
prevention approaches. The availability of more detailed exposure data can guide job
transfer decisions in occupational clinical practice.

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

Purpose of review: To review the current state of knowledge on the relationship between
allergic sensitization and asthma; to lay out a roadmap for the development of IgE
biomarkers that differentiate, in individual sensitized patients, whether their sensitization is
important for current or future asthma symptoms, or has little or no relevance to the
disease.

Recent findings: The evidence on the relationship between sensitization and asthma
suggests that some subtypes of allergic sensitization are not associated with asthma
symptoms, whilst others are pathologic. Interaction patterns between IgE antibodies to
individual allergenic molecules on component-resolved diagnostics (CRD) multiplex arrays
might be hallmarks by which different sensitization subtypes relevant to asthma can be
distinguished. These different subtypes of sensitization are associated amongst sensitized
individuals at all ages, with different clinical presentations (no disease, asthma as a single
disease, and allergic multimorbidity); amongst sensitized preschool children with and
without lower airway symptoms, with different risk of subsequent asthma development;
and amongst sensitized patients with asthma, with differing levels of asthma severity.

Summary: The use of machine learning-based methodologies on complex CRD data can
help us to design better diagnostic tools to help practising physicians differentiate
between benign and clinically important sensitization.

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

Background: Exposure to household air pollution from polluting domestic fuel (solid fuel
and kerosene) represents a substantial global public health burden and there is an urgent
need for rapid transition to clean domestic fuels. Gas for cooking and heating might
possibly affect child asthma, wheezing, and respiratory health. The aim of this review was
to synthesise the evidence on the health effects of gaseous fuels to inform policies for
scalable clean household energy.

Methods: In this systematic review and meta-analysis, we summarised the health effects
from cooking or heating with gas compared with polluting fuels (eg, wood or charcoal)
and clean energy (eg, electricity and solar energy). We searched PubMed, Scopus, Web of
Science, MEDLINE, Cochrane Library (CENTRAL), Environment Complete, GreenFile, Google
Scholar, Wanfang DATA, and CNKI for articles published between Dec 16, 2020, and Feb 6,
2021. Studies eligible for inclusion had to compare gas for cooking or heating with
polluting fuels (eg, wood or charcoal) or clean energy (eg, electricity or solar energy) and
present data for health outcomes in general populations. Studies that reported health
outcomes that were exacerbations of existing underlying conditions were excluded. Several
of our reviewers were involved in screening studies, data extraction, and quality
assessment (including risk of bias) of included studies; 20% of studies were independently
screened, extracted and quality assessed by another reviewer. Disagreements were
reconciled through discussion with the wider review team. Included studies were appraised
for quality using the Liverpool Quality Assessment Tools. Key health outcomes were
grouped for meta-analysis and analysed using Cochrane's RevMan software. Primary
outcomes were health effects (eg, acute lower respiratory infections) and secondary
outcomes were health symptoms (eg, respiratory symptoms such as wheeze, cough, or
breathlessness). This study is registered with PROSPERO, CRD42021227092.

Findings: 116 studies were included in the meta-analysis (two [2%] randomised controlled
trials, 13 [11%] case-control studies, 23 [20%] cohort studies, and 78 [67%)] cross-sectional
studies), contributing 215 effect estimates for five grouped health outcomes. Compared
with polluting fuels, use of gas significantly lowered the risk of pneumonia (OR 0-54, 95%
Cl 0-38-0-77; p=0-00080), wheeze (OR 0-42, 0-30-0-59; p<0-0001), cough (OR 0-44, 0-32-
0-62; p<0-0001), breathlessness (OR 0-40, 0-21-0-76; p=0-0052), chronic obstructive
pulmonary disease (OR 0-37, 0-23-0-60; p<0:0001), bronchitis (OR 0-60, 0-43-0-82;
p=0-0015), pulmonary function deficit (OR 0-27, 0-17-0-44; p<0-0001), severe respiratory
illness or death (OR 0-27, 0-11-0-63; p=0-0024), preterm birth (OR 0-66, 0-45-0-97; p=0-033),
and low birth weight (OR 0-70, 0-53-0-93; p=0-015). Non-statistically significant effects were
observed for asthma in children (OR 1-04, 0-70-1-55; p=0-84), asthma in adults (OR 0-65,
0-43-1-00; p=0-052), and small for gestational age (OR 1-04, 0-89-1-21; p=0-62). Compared
with electricity, use of gas significantly increased risk of pneumonia (OR 1-26, 1-03-1-53;
p=0-025) and chronic obstructive pulmonary disease (OR 1-15, 1-06-1-25; p=0-0011),



although smaller non-significant effects were observed for higher-quality studies. In
addition, a small increased risk of asthma in children was not significant (OR 1-09, 0-99-
1-19; p=0-071) and no significant associations were found for adult asthma, wheeze, cough,
and breathlessness (p>0-05). A significant decreased risk of bronchitis was observed (OR
0-87, 0-81-0-93; p<0-0001).

Interpretation: Switching from polluting fuels to gaseous household fuels could lower
health risk and associated morbidity and mortality in resource-poor countries where
reliance on polluting fuels is greatest. Although gas fuel use was associated with a slightly
higher risk for some health outcomes compared with electricity, gas is an important
transitional option for health in countries where access to reliable electricity supply for
cooking or heating is not feasible in the near term.
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Abstract

Background: Asthma has been identified as different phenotypes due to various risk
factors. Age differences may have potential effects on asthma phenotypes. Our study
aimed to identify potential asthma phenotypes among adults divided by age as either
younger or older than 65 years. We also compared differences in blood granulocyte
patterns, occupational asthmagens, and asthma control-related outcomes among patient
phenotype clusters.

Methods: We recruited nonelderly (<65 years old) (n = 726) and elderly adults (>65 years
old) (n = 201) with mild-to-severe asthma. We conducted a factor analysis to select 17
variables. A two-step cluster analysis was used to classify subjects with asthma phenotypes,
and a discriminant analysis was used to verify the classification of cluster results.

Results: There were three clusters with different characteristics identified in both the
nonelderly and elderly asthmatic adults. In the nonelderly patient group, cluster 2 (obese,
neutrophilic phenotypes) had a 1.85-fold significantly increased risk of asthma
exacerbations. Cluster 3 (early-onset, atopy, and smoker with an eosinophil-predominant
pattern) had a 2.37-fold risk of asthma exacerbations and higher oral corticosteroid (OCS)
use than cluster 1 (late-onset and LMW exposure with paucigranulocytic blood pattern).
Among elderly patients, cluster 2 had poor lung function and more ex-smokers. Cluster 3
(early-onset, long asthma duration) had the lowest paucigranulocytic blood pattern
percentages in the elderly group.
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Conclusions: The novelty of the clusters was found in age-dependent clusters. We
identified three distinct phenotypes with heterogeneous characteristics, asthma
exacerbations and medicine use in nonelderly and elderly asthmatic patients, respectively.
Classification of age-stratified asthma phenotypes may lead to precise identification of
patients, which provides personalized disease management.

Keywords: Asthma; Cluster analysis; Elderly; Inflammatory patterns; Job exposure.
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Abstract

Background: TRAVERSE (NCT02134028), a phase 3 open-label extension study, assessed
dupilumab safety and efficacy in patients with asthma aged >12 years who completed a
previous dupilumab asthma study. This analysis evaluated changes in multiple lung
function parameters in patients with moderate-to-severe asthma with elevated type 2
biomarkers (baseline eosinophils >150 cells-uL" or fractional exhaled nitric oxide >25 ppb)
who completed QUEST (parent study) and 2 years of dupilumab treatment in TRAVERSE.

Methods: Endpoints analyzed included: pre-bronchodilator forced expiratory volume in 1's
(FEV), forced vital capacity (FVC), forced expiratory flow (FEFs.7s%), and pre- and post-
bronchodilator FEV./FVC at parent study baseline (PSBL) at Weeks 0, 2, 48, and 96 in
TRAVERSE, as well as pre- and post-bronchodilator FEV, slopes in QUEST and TRAVERSE.
Statistical analyses were descriptive.

Results: Dupilumab improved pre-bronchodilator FEV;, FVC, and FEFs.ss+ in QUEST; these
improvements were sustained in TRAVERSE. In QUEST patients who received placebo,
dupilumab initiation in TRAVERSE resulted in rapid lung function improvements. Mean
(standard deviation) changes from PSBL at TRAVERSE Weeks 48 and 96 in pre-
bronchodilator FEV, were 0.52 (0.59) and 0.45 (0.49) L in the dupilumab/dupilumab group
and 0.47 (0.42) and 0.44 L (0.45) in the placebo/dupilumab group, respectively. Similar
trends were observed for FVC and FEF;s.7s%. Dupilumab also improved FEV; slopes in QUEST
and TRAVERSE.

Conclusion: Dupilumab demonstrated sustained improvements across multiple
spirometric lung function measurements for up to 3 years; patients who received placebo
in QUEST experienced rapid lung function improvement upon initiation of dupilumab in
TRAVERSE.

Keywords: Dupilumab; Lung function; Moderate-to-severe asthma; Type 2 inflammation.
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Abstract

Objectives: We aimed to evaluate the relationship between use of sodium-glucose
cotransporter-2 inhibitors (SGLT2is) and incidence of various respiratory and infectious
diseases and site-specific fractures.

Methods: Large randomized controlled trials (RCTs) of SGLT2is enrolling more than 400
subjects were included. Outcomes of interest were various serious adverse events
regarding to respiratory and infectious disorders and site-specific fractures. Meta-analysis
was done using risk ratio (RR) and 95% confidence interval (Cl) as effect size.

Results: Thirty-two large RCTs were included in this meta-analysis. Use of SGLT2is was
significantly associated with the lower incidences of 6 kinds of noninfectious respiratory
diseases {e.g., Asthma (RR 0.64, 95% CI 0.43-0.96; P = 0.0299), Chronic obstructive
pulmonary disease [COPD] (RR 0.75, 95% ClI 0.62-0.91; P = 0.0027), and Respiratory failure
(RR 0.78, 95% Cl 0.61-0.99; P = 0.0447)} and 4 kinds of infectious respiratory diseases {e.g.,
Bronchitis (RR 0.61, 95% Cl 0.46-0.81; P = 0.0007), and Pneumonia (RR 0.85, 95% Cl 0.78-
0.93; P = 0.0002)}. Use of SGLT2is was not significantly associated with the incidences of 31
kinds of site-specific fractures (e.g., Hip fracture, Femoral neck fracture, and Spinal fracture;
P > 0.05).

Conclusions: Our meta-analysis confirmed the benefits of SGLT2is against 6 kinds of
noninfectious respiratory diseases (e.g., Asthma, COPD, and Respiratory failure) and 4 kinds
of infectious respiratory diseases (e.g., Bronchitis, and Pneumonia). These findings suggest
a likelihood that SGLT2is might be used to prevent or treat these respiratory diseases.
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Abstract

Asthma is a chronic inflammatory airway disease characterized by respiratory symptoms,
variable airflow obstruction, bronchial hyperresponsiveness, and airway inflammation.
Exposure to air pollution has been linked to an increased risk of asthma development and
exacerbation. This review aims to comprehensively summarize recent data on the impact of
air pollution on asthma development and exacerbation. Specifically, we reviewed the
effects of air pollution on the pathogenic pathways of asthma, including type 2 and non-
type 2 inflammatory responses, and airway epithelial barrier dysfunction. Air pollution
promotes the release of epithelial cytokines, driving T.2 responses, and induces oxidative
stress and the production of proinflammatory cytokines. The enhanced type 2
inflammation, furthered by air pollution-induced dysfunction of the airway epithelial
barrier, may be associated with the exacerbation of asthma. Disruption of the
Tu17/regulatory T cell balance by air pollutants is also related to asthma exacerbation. As
the effects of air pollution exposure may accumulate over time, with potentially stronger
impacts in the development of asthma during certain sensitive life periods, we also
reviewed the effects of air pollution on asthma across the lifespan. Future research is
needed to better characterize the sensitive period contributing to the development of air
pollution-induced asthma and to map air pollution-associated epigenetic biomarkers
contributing to the epigenetic ages onto asthma-related genes.

Copyright © 2024 American College of Allergy, Asthma & Immunology. Published by
Elsevier Inc. All rights reserved.
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Abstract

Background: The introduction of modulator therapy for cystic fibrosis (CF) has led to an
increased interest in the detection of small airway disease (SAD) as sensitive marker of
treatment response. The particles in exhaled air (PExA) method, which records exhaled
particle mass (PEx ng/L) and number (PExNR), detects SAD in adult patients. Our primary
aim was to investigate if PEXA outcomes in children with CF are different when compared
to controls and associated with more severe disease. Secondary aims were to assess
feasibility and repeatability of PExA in children with CF and to correlate PExA to multiple
breath nitrogen washout (MBNW) as an established marker of SAD.

Methods: Thirteen healthy children (HC), 17 children with CF with normal lung function
(CF-N) (FEV, z-score > -1.64) and six with airway obstruction (CF-AO) (FEV; z-score < -1.64)
between 8 and 18 years performed MBNW followed by PExA and spirometry. Children with
CF repeated the measurements after 3 months.

Results: PEx ng/L and PExNR/L per liter of exhaled breath were similar between the three
groups. The lung clearance index (LCI) was significantly higher in both CF-N and CF-AO
compared to HC. All participants, except one, were able to perform PExXA. Coefficient of
variation for PEx ng/l was (median) 0.38, range 0-1.25 and PExNR/I 0.38, 0-1.09. Correlation
between LCI and PEx ng/l was low, r, 0.32 (p = .07).

Conclusion: PEXA is feasible in children. In contrast to LCl, PExA did not differentiate
healthy children from children with CF suggesting it to be a less sensitive tool to detect
SAD.

Keywords: cystic fibrosis; lung clearance index; multiple breath nitrogen washout; particles
in exhaled air; small airway disease.
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Abstract

Background: Allergic rhinitis (AR) is a chronic inflammatory disease of the upper airway,
which progresses into allergic asthma (AA) in up to 45% of children. This analysis aimed to
investigate clinical and economic benefits of sublingual allergen immunotherapy (SLIT
tablets) initiated early in childhood for the treatment of AR by quantifying the long-term
reduction in new cases of AA.

Methods: A Markov model was developed to estimate the long-term effects of SLIT
tablets on the risk of developing asthma. Key parameters were primarily based on data
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from the GRAZAX® Asthma Prevention trial and included the age- and treatment-
dependent risk of developing AA as well as annual probabilities of progression/remission
in AR severity. Healthcare costs were estimated using data from the REACT study.

Results: In a modelled cohort of children with moderate-to-severe seasonal AR initiated
on SLIT tablets at ages 7 and 12, 24% and 29%, respectively, develop AA during a 20-year
period. In comparison, when initiated at age 5, 19% develop AA. Additionally, initiation of
SLIT tablets at age 5 is associated with a total healthcare cost of EUR 20,429 per patient,
whereas initiation at ages 7 and 12 is associated with, respectively, EUR 21,050 and EUR
22,379 per patient 20 years after AR diagnosis.

Conclusion: Initiation of SLIT tablets in early childhood is associated with a clinically
meaningful and permanent reduction in new cases of AA and lower healthcare costs
among children with AR. This finding supports the clinical relevance of initiating SLIT
tablets early for children with AR to obtain long-term clinical benefits.

Keywords: allergen immunotherapy; allergic rhinitis; asthma; cost-effectiveness;
prevention.

© 2023 The Authors. Allergy published by European Academy of Allergy and Clinical
Immunology and John Wiley & Sons Ltd.

o 44 references
SUPPLEMENTARY INFO
MeSH terms, Substances, Grants and fundingexpand
FULL TEXT LINKS

e R o0

Proceed to details

Cite

Share
46

Osteoporos Int

. 2024 Apr;35(4):659-668.


https://pubmed.ncbi.nlm.nih.gov/38146654/#references
https://pubmed.ncbi.nlm.nih.gov/38146654/
https://doi.org/10.1111/all.15985
https://libkey.io/libraries/2561/pmid/38146654

doi: 10.1007/s00198-023-07004-1. Epub 2023 Dec 23.

Higher risk of osteoporosis in adult-
onset asthma than childhood-onset
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Abstract

Both COA and AOA have a genetically causal effect on osteoporosis. COA and AOA were
independently associated with incident osteoporosis, and the risk was greatly higher in
AOA. Besides corticosteroids, the increased risk of osteoporosis among asthma patients
should be attributed to genetic susceptibility and other asthma medications.

Purpose/introduction: Childhood-onset asthma (COA) differs with adult-onset asthma
(AOA) on genetic susceptibility, severity, and co-morbidities. Whether COA or AOA is
independently associated with osteoporosis is unexplored. We aimed to determine the
effects of COA and AOA on osteoporosis at genetic and individual level.

Methods: We used two-sample Mendelian randomization analysis to explore the causal
effects of COA and AOA on osteoporosis. In the UK Biobank cohort, we included 478,289
osteoporosis-free participants at baseline (2006-2010). Participants were classified as non-
asthma, COA, and AOA at recruitment. Multivariate Cox regression analysis was used to
evaluate the effects of COA, AOA, and multiple asthma medications on incident
osteoporosis risk.

Results: COA and AOA were causally related to osteoporosis, with odds ratio of 1.007
(95% confidence interval (Cl), 1.0003-1.0132) and 1.012 (95% Cl, 1.002-1.023), respectively.
Multivariate Cox regression analysis suggested that COA (hazard ratio (HR), 1.46; 95% ClI,
1.32-1.61) and AOA (HR, 1.70; 95% Cl, 1.61-1.80) were independently associated with
incident osteoporosis, and the risk was greatly higher in AOA (HR, 1.51; 95% Cl, 1.34-1.70).
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In addition to corticosteroids, monotherapy with leukotriene modifiers (HR, 1.70; 95% Cl,
1.20-2.42), long-acting beta agonists (HR, 1.49; 95% Cl, 1.18-1.87), and short-acting beta
agonists (HR, 1.72; 95% CI1.01-2.93) were independently associated with a higher risk of
osteoporosis.

Conclusions: Both COA and AOA have a genetically causal effect on osteoporosis, and the
risk of osteoporosis is greatly higher in AOA. Besides corticosteroids, the increased risk of
osteoporosis among asthma patients should be attributed to genetic susceptibility and
other asthma medications.

Keywords: Adult-onset asthma; Childhood-onset asthma; Mendelian randomization;
Osteoporosis; UK Biobank.
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Abstract

Efficacious, effective and efficient communication between healthcare professionals (HCP)
and patients is essential to achieve a successful therapeutic alliance. Telemedicine (TM) has
been used for decades but during the COVID-19 pandemic its use has become
widespread. This position paper aims to describe the terminology and most important
forms of TM among HCP and patients and review the existing studies on the uses of TM
for asthma and allergy. Besides, the advantages and risks of TM are discussed, concluding
that TM application reduces costs and time for both, HCP and patients, but cannot
completely replace face-to-face visits for physical examinations and certain tests that are
critical in asthma and allergy. From an ethical point of view, it is important to identify those
involved in the TM process, ensure confidentiality and use communication channels that
fully guarantee the security of the information. Unmet needs and directions for the future
regarding implementation, data protection, privacy regulations, methodology and efficacy
are described.

Keywords: e-health; m-health; telecare; telehealth; telemedicine.
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Abstract

Telehealth is an emerging approach that uses technology to provide healthcare remotely.
Recent publications have outlined the importance of supporting the transition to self-
management of adolescents with allergic conditions. However, no synthesis of the
evidence base on the use and impact of telehealth interventions for this purpose has been
conducted to date. This review achieves these aims, in addition to exploring the language
use surrounding these interventions, and their implementation. Four databases were
searched systematically. References were independently screened by two reviewers.
Methodological quality was assessed using the Mixed Methods Appraisal Tool. A narrative
synthesis was undertaken. Eighteen articles were included, reporting on 15 telehealth
interventions. A total of 86% targeted adolescents with asthma. Mobile applications were
the most common telehealth modality used, followed by video-conferencing, web-based,
virtual reality and artificial intelligence. Five intervention content categories were identified;
educational, monitoring, behavioural, psychosocial and healthcare navigational. Peer
and/or healthcare professional interaction, gamification and tailoring may increase
engagement. The studies showed positive effects of the interventions or no difference
from active controls, in self-management outcomes such as knowledge, health outcomes
such as quality-of-life, and economic outcomes such as healthcare utilization. The most
common implementation outcomes reported were acceptability, appropriateness,
feasibility and fidelity.

Keywords: adolescent; mobile applications; self-management; telemedicine; transition to
adult care.
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Abstract

Background: Seasonal variability could influence asthma exacerbations. Dupilumab, a fully
human monoclonal antibody, blocks the shared receptor component for interleukin (IL)-
4/1L-13, key and central drivers of type 2 inflammation. In the 52-week QUEST study
(NCT02414854), add-on dupilumab every 2 weeks vs placebo significantly reduced
exacerbations and improved prebronchodilator forced expiratory volume in 1 second in
patients with uncontrolled, moderate-to-severe asthma. TRAVERSE (NCT02134028), the
open-label QUEST extension study, enrolled patients with moderate-to-severe asthma to
investigate long-term safety and efficacy of dupilumab, including patients who previously
received placebo that initiated dupilumab therapy.

Objective: To investigate long-term dupilumab efficacy in reducing exacerbations across
yearly seasons in patients with type 2 inflammatory asthma with and without clinical
evidence of allergic asthma.
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Methods: Unadjusted annualized exacerbation rate and proportions of patients
experiencing severe asthma exacerbations are reported by month and season and for both
hemispheres.

Results: The proportion of patients with type 2 asthma experiencing 1 or more severe
asthma exacerbations during QUEST was 20.8% vs 10.0% in spring, 18.2% vs 7.3% in
summer, 22.2% vs 12.6% in autumn, and 26.4% vs 12.0% in winter, for placebo- vs
dupilumab-treated patients, respectively; P was less than .001 for placebo vs dupilumab in
all seasons. Reductions in the proportion of patients experiencing severe exacerbations
across seasons in subgroups with and without evidence of allergic asthma were similar to
the overall type 2 population. Reductions in severe exacerbations observed during QUEST
were sustained during TRAVERSE, up to 96 weeks across both hemispheres.

Conclusion: Dupilumab reduced asthma exacerbations, with no difference in the reduction
between seasons, in patients with type 2 inflammation, with and without evidence of
allergic asthma.

Trial registration: ClinicalTrials.gov Identifiers: NCT02414854, NCT02134028.

Copyright © 2023 The Authors. Published by Elsevier Inc. All rights reserved.
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Abstract

Background: Real-time asthma exacerbation prediction and acute asthma attack detection
are essential for patients with severe asthma. Peak expiratory flow (PEF) exhibits a potential
for use in long-term asthma self-monitoring. However, the method for processing PEF
calculations remains to be clarified.

Objective: To develop clinically applicable novel exacerbation predictors calculated using
PEF records.
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Methods: Previously proposed exacerbation predictors, including the slope of PEF,
percentage predicted PEF, percentage best PEF, the highest PEF over the lowest PEF within
specific periods, and PEF coefficient of variation, in addition to a novel indicator delta PEF
moving average (AMA), defined as the difference between 14-day and 3-day average PEF
values, along with moving average (MA) adjusted for PEF reference (%AMA), were verified
using the Hokkaido-based Investigative Cohort Analysis for Refractory Asthma data of 127
patients with severe asthma from whom 73,503 PEF observations were obtained. Receiver
operating characteristic curves for all predictors were drawn, and the corresponding areas
under the curve (AUCs) were computed. Regression analysis for MA and percentage MA
were conducted.

Results: The most outstanding performance was shown by AMA and %AMA, with AUC
values of 0.659 and 0.665 in the univariate model, respectively. When multivariate models
were incorporated with random intercepts for individual participants, the AUC for AMA and
%AMA increased to 0.907 and 0.919, respectively.

Conclusion: The MA and percentage MA are valuable indicators that should be considered
when deriving predictors from the PEF trajectory for monitoring exacerbations in patients
with severe asthma.

Trial registration: The Hokkaido-based Investigative Cohort Analysis for Refractory
Asthma was registered in the University Hospital Medical Information Network Clinical
Trials Registry (UMIN ID: 000003254). https://center6.umin.ac.jp/cgi-open-
bin/ctr_e/ctr_view.cgi?recptno=R000003917.

Copyright © 2023 American College of Allergy, Asthma & Immunology. Published by
Elsevier Inc. All rights reserved.
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Abstract

Background: Asthma in the elderly needs more attention in an aging society. However, it
is likely to remain underdiagnosed and undertreated. This study aimed to clarify clinical
characteristics of new-onset asthma in the elderly, describing the prevalence, predictive
factors, and comorbidities after asthma diagnosis of new-onset asthma in the elderly in the
general population.
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Methods: This community-based prospective cohort study enrolled 9804 generally healthy
participants (30-74 years old) in Nagahama City, and conducted a follow-up assessment
after 5 years. Elderly participants were those aged >65 years at baseline. Patients with new-
onset asthma were defined as participants without asthma at baseline assessment and with
asthma at the follow-up assessment.

Results: Among the 7948 participants analyzed in this study, 28 (1.4%) elderly and 130
(2.2%) non-elderly had new-onset asthma. Multiple logistic regression analysis revealed
low forced expiratory volume in 1 s (FEV;)/forced vital capacity (FVC) and high blood
eosinophil counts at baseline as predicting factors for new-onset asthma in the elderly.
Additionally, subsequent incidence of new-onset asthma was higher in elderly participants
with both predictors (high blood eosinophil counts and low FEV:/FVC at baseline) than
those with none or one of the predictors before asthma diagnosis. Lastly, elderly patients
with new-onset asthma had more frequent comorbidity of moderate to severe sleep
disordered breathing than those non-elderly.

Conclusions: Eosinophilic inflammation and airflow obstruction may predict subsequent
new-onset asthma after the age of 65 years. Revealing the characteristics of new-onset
asthma in the elderly can aid in the prevention of underdiagnosed asthma.

Keywords: Airflow obstruction; Elderly; Eosinophil; New-onset asthma; Sleep-disordered
breathing.

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

Background: Multiple prolonged symptoms are observed in patients who recover from an
acute COVID-19 infection, which is defined as long COVID. General fatigue is frequently
observed in patients with long COVID during acute and post-acute phases. This study
aimed to identify the specific risk factors for general fatigue in long COVID.

Methods: Hospitalized patients with COVID-19 aged over 18 years were enrolled in a
multicenter cohort study at 26 medical institutions. Clinical data during hospitalization and
patient-reported outcomes after discharge were collected from medical records, paper-
based questionnaires, and smartphone apps.

Results: Among prolonged symptoms through 1-year follow-ups, general fatigue was the
most interfering symptom in daily life. Patients with protracted fatigue at all follow-up
periods had lower quality of life scores at the 12-month follow-up. Univariate logistic
regression analysis of the presence or absence of general fatigue at the 3-month, 6-month,
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and 12-month follow-ups identified asthma, younger age, and female sex as risk factors for
prolonged fatigue. Multivariable logistic regression analysis revealed that asthma was an
independent risk factor for persistent fatigue during the 12-month follow-up period.
Longitudinal changes in the symptoms of patients with or without asthma demonstrated
that general fatigue, not cough and dyspnea, was significantly prolonged in patients with
asthma.

Conclusions: In a Japanese population with long COVID, prolonged general fatigue was
closely linked to asthma. A preventive approach against COVID-19 is necessary to avoid
sustained fatigue and minimize social and economic losses in patients with asthma.

Keywords: Asthma; Female; General fatigue; Japanese cohort study; Long COVID-19.

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

This review article highlights air pollution as a critical global health concern with emphasis
on its effects and role in the development and exacerbation of upper airway and lower
airway disease with a focus on allergic rhinitis and asthma. This review underscores the
World Health Organization's recognition of air pollution as the biggest environmental
threat to human health. It discusses the various components and categories of air
pollutants and the evidence-based effects they have on asthma and allergic rhinitis,
ranging from pathogenesis to exacerbation of these conditions across various age groups
in different geographic locations.

Keywords: Air pollution; Air quality; Airway inflammation; Allergic rhinitis; Asthma;
Exacerbation; Inflammation; TRAP.

Copyright © 2023 Elsevier Inc. All rights reserved.
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Abstract

Background: Asthma is a common chronic disease in pediatric patients, and perimenstrual
asthma (PMA), refers to the worsening of asthma symptoms during the perimenstrual
period, mainly reported in adult women. However, there is limited information regarding
the exacerbation of symptoms in the presence of premenstrual disorders (PMDs) in
adolescents. The aim of this pilot observational study was to investigate the frequency and
potential association of PMA and PMDs in a clinical sample of adolescents with asthma.

Patients and methods: The study included 50 adolescents (aged 12-18 years, mean 16.08
+ 2.35) with asthma and at least 2 years of gynecological age. The participants completed
the Asthma Control Test (ACT) to assess asthma control (considered pathological if ACT
score < 20) and the modified Premenstrual Symptoms Screening Tool for Adolescents
(PSST-A) to evaluate PMDs.

Results: A total of 75.5% of adolescents reported PMA. The prevalence of premenstrual
symptoms did not significantly differ between the PMA and no-PMA group. Among the
study sample, 38.7% experienced symptoms indicative of moderate/severe premenstrual
syndrome, and 8.1% exhibited symptoms of premenstrual dysphoric disorder. Compared
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with the no-PMA group, patients with PMA showed a significant impairment in daily and
home activities (P = .03 and P = .02, respectively) and exhibited a difference in the
frequency of asthma symptoms (P < .001) and medication use (P < .01).

Conclusion: Perimenstrual worsening of asthma symptoms may be common in
adolescents with a severe form of asthma. Prospective data collection through menstrual
diaries is necessary to further explore the association between PMA and PMDs. Identifying
early risk factors for PMA could facilitate the development of preventive strategies and
early interventions for adolescents with asthma.

Keywords: Adolescents; Asthma; Perimenstrual asthma; Premenstrual disorders.
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Abstract

Background: Although various monoclonal antibodies have been used as add-on therapy
for severe eosinophilic asthma (SEA), to the best of our knowledge, no direct head-to-head
comparative study has evaluated their efficacy.

Objective: To compare the efficacy of reslizumab, mepolizumab, and dupilumab in
patients with SEA.

Methods: This was a multicenter, prospective observational study in patients with SEA who
had received 1 of these biologic agents for at least 6 months. Cox proportional hazard
models were used to compare the risk of the first exacerbation event, adjusting for sputum
or blood eosinophils and common asthma-related covariates. The annual exacerbation rate
was analyzed using a negative binomial model, and a mixed-effect model was used to
analyze changes in forced expiratory volume in 1 second and asthma control test score
over time.

Results: A total of 141 patients with SEA were included in the analysis; 71 (50%) received
dupilumab; 40 (28%) received reslizumab, and 30 (21%) received mepolizumab. During the
12-month follow-up, 27.5%, 43.3%, and 38.0% of patients in the reslizumab, mepolizumab,
and dupilumab groups, respectively, experienced at least 1 exacerbation. However, after
adjusting for confounding factors, the dupilumab and mepolizumab groups showed similar
outcomes in time-to-first exacerbation, exacerbation rate, forced expiratory volume in 1
second, and asthma control test score to those of the reslizumab group.
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Conclusion: In patients with SEA, treatment with reslizumab, mepolizumab, and dupilumab
resulted in comparable clinical outcomes within a 12-month period.

Trial registration: The cohort protocol was sanctioned by the Institutional Review Board
of each study center (clinicaltrial.gov identifier NCT05164939).
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Abstract

Background: Dupilumab is approved as an add-on maintenance therapy for patients (>6
years) with moderate-to-severe asthma. Better understanding of real-world effectiveness is
needed.

Objective: To characterize the real-world effectiveness of dupilumab in asthma
management.

Methods: This retrospective study included patients (>12 years of age) diagnosed with
asthma, initiating dupilumab between November 2018 and September 2020. The study
used a US electronic medical record database (TriNetX Dataworks, Cambridge,
Massachusetts). Asthma exacerbation rates before and after the initiation of dupilumab
were analyzed using generalized estimating equations models with Poisson probabilistic
link to estimate incidence rate ratios (IRRs). Sensitivity analyses were conducted based on
previous exacerbation data, eosinophil levels, history of atopic dermatitis or chronic
rhinosinusitis with nasal polyps, previous use of biologics, and presence of SARS-CoV-2
(COVID-19).

Results: A total of 2400 patients initiating dupilumab met all study criteria. After initiation
of dupilumab, risk of asthma exacerbation was reduced by 44% (IRR, 0.56; 95% Cl, 0.47-
0.57; P = <0.0001) and systemic corticosteroid prescriptions by 48% (IRR, 0.52; 95% Cl,
0.48, 0.56; P = <0.0001) compared with those before initiation of dupilumab. Adjustment
for COVID-19 showed a greater reduction in asthma exacerbations (IRR, 0.50; 95% Cl, 0.45-
0.55; P = <0.0001).

Conclusion: Current real-world efficacy evidence indicates that dupilumab reduces asthma
exacerbations and total systemic corticosteroid prescriptions in clinical practice. The
effectiveness of dupilumab was observed independent of exacerbation history, eosinophil
levels, or COVID-19 impact.
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Abstract

Background: Obstructive sleep apnea (OSA) is one of the major co-morbidities and
aggravating factors of asthma. In OSA-complicated asthma, obesity, visceral fat, and
systemic inflammation are associated with its severity, but the role of bronchial
hyperresponsiveness (BHR) is unclear. We investigated the involvement of BHR and
mediastinal fat width, as a measure of visceral fat, with OSA severity in patients with OSA
and asthma-like symptoms.

Methods: Patients with OSA who underwent BHR test and chest computed tomography
scan for asthma-like symptoms were retrospectively enrolled. We evaluated the
relationship between apnea-hypopnea index (AHI) and PC,, or anterior mediastinal fat
width, stratified by the presence or absence of BHR.

Results: OSA patients with BHR (n = 29) showed more obstructive airways and frequent
low arousal threshold and lower mediastinal fat width, and tended to show fewer AHI than
those without BHR (n = 25). In the overall analysis, mediastinal fat width was significantly
positively correlated with AHI, which was significant even after adjustment with age and
gender. This was especially significant in patients without BHR, while in OSA patients with
BHR, there were significant negative associations between apnea index and airflow
limitation, and hypopnea index and PCx.

Conclusions: Risk factors for greater AHI differed depending on the presence or absence
of BHR in OSA patients with asthma-like symptoms. In the presence of BHR, severity of
asthma may determine the severity of concomitant OSA.

Keywords: Airway hyperresponsiveness; Asthma-like symptoms; Hypopnea; Mediastinal fat
width; Obstructive sleep apnea.
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Abstract

Objective: This scoping review investigated the existing literature and identified the
evidence gaps related to diagnosis and management in children aged 2-18 years
presenting to hospitals with a co-diagnosis of asthma and community-acquired
pneumonia.

Data sources: We designed a scoping review following Arksey and O'Malley's scoping
review framework and PRISMA extension for a scoping review. We searched literature
using five electronic databases: PubMed, CINAHL, Scopus, Web of Science, and Embase
from 2003 to June 2023.
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Results: A total of 1599 abstracts with titles were screened and 12 abstracts were selected
for full review. Separate guidelines including Modified Global Initiative for Asthma (GINA)
guidelines; modified Integrated Management of Childhood Iliness (IMCI) guidelines; and a
consensus guideline developed by the Pediatric Infectious Diseases Society (PIDS) and
Infectious Diseases Society of America (IDSA) were used for diagnosing asthma and CAP
individually. Chest X-rays were used in 83.3% (10/12) of studies to establish the co-
diagnosis of asthma-CAP in children. Variations were observed in using different laboratory
investigations across the studies. Infectious etiologies were detected in five (41.7%) studies.
In 75% (9/12) of studies, children with asthma-CAP co-diagnosis were treated with
antimicrobials, however, bacterial etiology was not reported in 44.4% (4/9) of the studies.

Conclusions: Our scoping review suggests that chest X-rays are commonly used to
establish the co-diagnosis of asthma-CAP and antibiotics are often used without laboratory
confirmation of a bacterial etiology. Clinical practice guidelines for the management of
asthma and pneumonia in children who present with co-diagnosis may standardize clinical
care and reduce variation.

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

Objective: When selecting inhaled therapies, it is important to consider both the active
molecules and the device. Extrafine formulation beclomethasone dipropionate plus
formoterol fumarate (BDP/FF) has been available for some years delivered via pressurized
metered-dose inhaler (pMDI). More recently, a breath-activated, multi-dose dry-powder
inhaler (DPI), the NEXThaler, has been approved. The current study aimed to demonstrate
the non-inferiority of BDP/FF delivered via the DPI vs. via the pMD], in Chinese adults with
asthma.

Methods: After a four-week run-in period, when all patients received BDP/FF pMDI 100/6
Mg, two inhalations twice daily (BID), patients were randomized equally to BDP/FF pMDI or
DPI, both 100/6 ug, two inhalations BID for 12 weeks. The primary objective was to
demonstrate non-inferiority of BDP/FF DPI vs. BDP/FF pMDI in terms of average pre-dose
morning peak expiratory flow (PEF) over the entire treatment period.

Results: Of 252 and 242 patients in the DPI and pMDI groups, respectively, 88.5% and
88.8% completed the study. The primary objective was met, with no statistically significant
difference between the treatments in average pre-dose morning PEF, and with the lower
limit of the 95% Cl above the -15 L/min non-inferiority margin (adjusted mean difference:
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5.25 L/min [95% CI: -0.56, 11.06]). Adverse events were reported by 48.4% and 49.6%
patients in the DPI and pMDI groups, respectively, most mild or moderate.

Conclusions: The NEXThaler DPI is a similarly effective device to the pMDI for the
administration of BDP/FF in adults, so extending the options available for the management
of asthma.

Keywords: China; Extrafine; asthma; efficacy; inhaled corticosteroid; long-acting beta2-
agonist; non-inferiority.
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Abstract

Objective: To study the value of alveolar nitric oxide concentration (CaNO) in the
identification and disease control of cough variant asthma.

Methods: A retrospective study was conducted on cough variant asthma (CVA-Group),
nonasthmatic cough (NAC-Group) and healthy control children (C-Group) aged 5-12 years.
The exhaled nitric oxide and spirometry test results of the three groups were collected and
compared.

Results: A total of 410 children were included in this study, including 190 in the CVA-
Group, 183 in the NAC-Group, and 37 in the C-Group. The CaNO values of the CVA-Group
[11.40 ppb (8.48-14.25)] were significantly higher than those of the NAC-Group and C-
Group (all p values <.05). The MMEF %pred values of the CVA-Group [63.65 (56.28-73.58)]
were significantly lower than those of the NAC-Group and C-Group (all p values <.05).
FeNOS50, JawNO and other spirometry indices (FVC %pred, FEV1%pred, FEV1/FVC %pred)
showed no significant difference among the three groups. ROC curve analysis showed that
the optimal cutoff point value of CaNO was 9.45 ppb, corresponding to 0.816 sensitivity
and 0.736 specificity. Spearman correlation analysis showed a significant negative
correlation between the CaNO measurement and CVA control score.

Conclusions: CaNO can not only help identify CVA early in children aged 5-12 years with
chronic cough but is also significantly negatively correlated with the CVA control score.

Keywords: Alveolar nitric oxide concentration (CaNO); children; control assessment; cough
variant asthma (CVA); identify.
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Abstract

Allergic rhinitis affects up to 78% of people with asthma, and asthma occurs in 38% of
people with allergic rhinitis. Asthma has a prevalence of 8.7% among adults and 6.2%
among children and accounts for $50 billion in medical costs and $32 billion in indirect and
mortality costs in the United States, respectively. Allergic rhinitis occurs in 5% to 15% of
people in the United States. Allergic rhinitis also accounts for a significant health care cost
burden, predominantly in terms of indirect costs related to reduced quality of life and
presenteeism.
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Abstract

The COVID-19 pandemic led to widespread disruption and termination of clinical research
and a prompt adoption of mobile health (mHealth) technologies in the healthcare space.
As the United States' healthcare system has rapidly become reliant on remotely conducted
activities, the implementation of decentralized methods using mHealth technology in
research investigation has become a necessary alternative to traditional in-person cohort
studies. The aim of this article is to: report successful and unsuccessful examples of remote
asthma clinical studies, explore the benefits and potential drawbacks of virtual clinical
investigation, discuss the potential impact on equity and representation in asthma
research, and provide suggestions through which investigators can implement
decentralized clinical trials. Enhanced study accessibility, participant diversity, safety
measures, and research efficacy are some of the benefits identified with a focused
discussion on the impact on equity that decentralized clinical trials renders. Furthermore,
potential concerns regarding regulatory compliance, data privacy, and effective mHealth
design and solutions are discussed. Despite the setbacks and interruptions faced by the
study participants and investigators due to the pandemic, the transition to decentralized
clinical studies using mHealth technology is a positive, feasible step toward innovation and
equity in the allergy and immunology field.

Keywords: Mobile health; participant diversity; participant representation; remote studies;
virtual investigation.
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Abstract

Background: Frailty is prevalent among older adults with asthma or chronic obstructive
pulmonary disease (obstructive lung diseases [OLDs]). Frailty and OLD's co-occurrence is
associated with increased hospitalization/mortality. Chemosensory dysfunction is closely
connected to both OLD and frailty. We evaluated the utility of olfactory decline as a
biomarker of frailty in the setting of OLD.

Methods: We performed a prospective, longitudinal, nationally representative study of
community-dwelling older US adults in the National Social Life, Health and Aging Project,
an omnibus in-home survey. Respondents reported a physician's diagnosis of OLD. Decline
in odor identification and sensitivity over 5 years and frailty (adapted fried frailty
phenotype criteria) were measured using standard tools. Multivariate logistic regressions
evaluated the association between OLD status, olfactory decline, and frailty.

Results: We compared individuals with OLD (n = 98; mean age 71.2 years, 59.2% women)
and those without OLD (n = 1036; mean age 69.5 years, 58.9% women). Olfactory
identification decline was associated with developing frailty over the 5-year follow-up
period in individuals with OLD (odds ratio [OR] = 9.1, 95% confidence interval [CI] = 2.1-
38.6, p = 0.003). Olfactory decline predicted incidence of frailty in individuals with OLD
(identification: OR = 4.8, 95% Cl = 1.3-17.5, P = 0.018; sensitivity: OR = 6.1, 95%Cl = 1.2-
31.0, p = 0.030) but not in those without OLD adjusting for demographics, heavy alcohol
use, current smoking, and comorbidity. Results were robust to different thresholds for
olfactory decline and frailty development.
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Conclusions: Older adults with OLD who experience olfactory decline face higher odds of
developing frailty. Use of olfactory decline as a biomarker to identify frailty could allow
earlier intervention and decrease adverse outcomes for high-risk older adults with OLD.

Keywords: COPD; asthma; community-dwelling older adults; frailty; olfactory dysfunction.
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Abstract

The upper and lower airways are referred to as a single, integrated entity in the unified
airway paradigm. When an allergen exposure occurs, the body responds locally and
systemically, causing inflammation in other respiratory sites. As a result, asthmatic lower
airway inflammation frequently coexists with upper airway inflammation, such as allergic
rhinitis. Otolaryngologists are in a unique position to detect undiagnosed lower airway
iliness, start the proper therapy, and improve patient outcomes since they regularly
encounter patients with upper airway problems.

Keywords: Allergic rhinitis; Asthma; Inflammation; Shared immunity; Unified airway.
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for Patients with Asthma and Nasal
Polyps
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Abstract

A substantial portion of asthma and nasal polyps (NPs) share a common pathogenesis,
which includes type 2-mediated inflammation. Distinct endotypes and phenotypes
characterizing asthma and chronic rhinosinusitis have been identified. With emerging
evidence describing pathophysiology, novel targets for biologic monoclonal antibody
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treatments have been developed. There are currently six biologic therapies approved by
the US Food and Drug Administration to treat asthma, including omalizumab,
mepolizumab, reslizumab, benralizumab, dupilumab, and tezepelumab, three of these-
omalizumab, mepolizumab, and dupilumab-are also approved for NPs.

Keywords: Asthma; Biologics; Chronic rhinosinusitis; Endotypes; Nasal polyps; Phenotypes;
Th2-mediated inflammation.
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Abstract

Objective: To evaluate practitioner use of ketamine and identify potential barriers to use in
acutely and critically ill patients. To compare characteristics, beliefs, and practices of
ketamine frequent users and non-users. Methods: An online survey developed by
members of the Society of Critical Care Medicine (SCCM) Clinical Pharmacy and
Pharmacology Section was distributed to physician, pharmacist, nurse practitioner,
physician assistant and nurse members of SCCM. The online survey queried SCCM
members on self-reported practices regarding ketamine use and potential barriers in acute
and critically ill patients. Results: Respondents, 341 analyzed, were mostly adult physicians,
practicing in the United States at academic medical centers. Clinicians were comfortable or
very comfortable using ketamine to facilitate intubation (80.0%), for analgesia (77.9%),
procedural sedation (79.4%), continuous ICU sedation (65.8%), dressing changes (62.4%),
or for asthma exacerbation and status epilepticus (58.8% and 40.4%). Clinicians were least
comfortable with ketamine use for alcohol withdrawal and opioid detoxification (24.7% and
23.2%). Most respondents reported "never” or "infrequently" using ketamine preferentially
for continuous IV analgesia (55.6%) or sedation (61%). Responses were mixed across
dosing ranges and duration. The most common barriers to ketamine use were adverse
effects (42.6%), other practitioners not routinely using the medication (41.5%), lack of
evidence (33.5%), lack of familiarity (33.1%), and hospital/institutional policy guiding the
indication for use (32.3%). Conclusion: Although most critical care practitioners report
feeling comfortable using ketamine, there are many inconsistencies in practice regarding
dose, duration, and reasons to avoid or limit ketamine use. Further educational tools may
be targeted at practitioners to improve appropriate ketamine use.

Keywords: analgesia; ketamine; sedation; survey.
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Abstract

There is minimal information available regarding the early effects of bronchial asthma (BA)
and its treatment on cardiac function in children. We used two-dimensional speckle-
tracking echocardiography (2D-STE) to evaluate cardiac function before and after the
treatment of childhood BA. We enrolled 44 children with moderate and severe BA who had
not been treated over the preceding 3 months or who were newly diagnosed. All children
received the same treatment (that recommended by the Global Initiative for Asthma
[GINA] in 2017). All children also underwent transthoracic 2D-STE before treatment and 6
months later. Clinical data were compared before and after treatment. After treatment,
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significant increases were evident in right ventricular (RV) systolic and diastolic strain, as
well as the systolic strain rate. Before and after treatment, the RV global longitudinal
systolic strains were - 22.8 + 3.6 and - 25.1 + 4.5, respectively (p = 0.036); the RV global
longitudinal diastolic strains were - 18.5 + 6.0 and - 21.5 £ 5.2, respectively (p = 0.038); and
the RV systolic strain rates were - 1.26 + 0.4 and - 1.12 + 0.3, respectively (p = 0.025). After
treatment, significant increases were observed in the right atrial (RA) peak longitudinal
strain and strain rate. Before and after treatment, the RA peak atrial longitudinal strains
were 32.5 £ 10.8 and 44.7 + 11.2, respectively (p = 0.042) and the RA longitudinal strain
rates were - 1.6 + 0.3 and - 2.0 £ 0.5, respectively (p = 0.041). RV and RA subclinical
dysfunction may develop in children with early-stage BA. However, asthma treatment
appears to improve such dysfunction. In children with BA, clinical and subclinical changes
in cardiac functions can be easily detected via 2D-STE.

Keywords: Atrial strain; Childhood asthma; Longitudinal strain; Right ventricle.
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Abstract

Background: Numerous children present with early wheeze symptoms, yet solely a
subgroup develops childhood asthma. Early identification of children at risk is key for
clinical monitoring, timely patient-tailored treatment, and preventing chronic, severe
sequelae. For early prediction of childhood asthma, we aimed to define an integrated risk
score combining established risk factors with genome-wide molecular markers at birth,
complemented by subsequent clinical symptoms/diagnoses (wheezing, atopic dermatitis,
food allergy).

Methods: Three longitudinal birth cohorts (PAULINA/PAULCHEN, n = 190 + 93 = 283,
PASTURE, n = 1133) were used to predict childhood asthma (age 5-11) including
epidemiological characteristics and molecular markers: genotype, DNA methylation and
MRNA expression (RNASeqg/NanoString). Apparent (ap) and optimism-corrected (oc)
performance (AUC/R2) was assessed leveraging evidence from independent studies
(Naive-Bayes approach) combined with high-dimensional logistic regression models
(LASSO).

Results: Asthma prediction with epidemiological characteristics at birth (maternal asthma,
sex, farm environment) yielded an ocAUC = 0.65. Inclusion of molecular markers as
predictors resulted in an improvement in apparent prediction performance, however, for
optimism-corrected performance only a moderate increase was observed (upto ocAUC =
0.68). The greatest discriminate power was reached by adding the first
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symptoms/diagnosis (up to ocAUC = 0.76; increase of 0.08, p = .002). Longitudinal analysis
of selected mRNA expression in PASTURE (cord blood, 1, 4.5, 6 years) showed that
expression at age six had the strongest association with asthma and correlation of genes
getting larger over time (r = .59, p < .001, 4.5-6 years).

Conclusion: Applying epidemiological predictors alone showed moderate predictive
abilities. Molecular markers from birth modestly improved prediction. Allergic
symptoms/diagnoses enhanced the power of prediction, which is important for clinical
practice and for the design of future studies with molecular markers.

Keywords: asthma; epidemiology; genetics; paediatrics; prevention.
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Abstract

Background: Approximately 262 million people worldwide are affected by asthma, and the
overuse of reliever medication-specifically, short-acting beta2-agonist (SABA) overuse-is
common. This can lead to adverse health effects. A smartphone app, the Asthma app, was
developed via a participatory design to help patients gain more insight into their SABA use
through monitoring and psychoeducation.

Objective: This pilot study aims to evaluate the feasibility and usability of the app. The
preliminary effects of using the app after 3 months on decreasing asthma symptoms and
improving quality of life were examined.

Methods: A mixed methods study design was used. Quantitative data were collected using
the app. Asthma symptoms (measured using the Control of Allergic Rhinitis and Asthma
Test) and the triggers of these symptoms were collected weekly. Quality of life (36-ltem
Short-Form Health Survey) was assessed at baseline and after 3, 6, and 12 months. User
experience (System Usability Scale) was measured at all time points, except for baseline.
Furthermore, objective user data were collected, and qualitative interviews, focusing on
feasibility and usability, were organized. The interview protocol was based on the Unified
Theory of Acceptance and Use of Technology framework. Qualitative data were analyzed
using the Framework Method.

Results: The baseline questionnaire was completed by 373 participants. The majority were
female (309/373, 82.8%), with a mean age of 46 (SD 15) years, and used, on average, 10
SABA inhalations per week. App usability was rated as good: 82.3 (SD 13.2; N=44) at 3
months. The Control of Allergic Rhinitis and Asthma Test score significantly improved at 3
months (18.5) compared with baseline (14.8; f=.189; SE 0.048; P<.001); however, the
obtained score still indicated uncontrolled asthma. At 3 months, there was no significant
difference in the quality of life. Owing to the high dropout rate, insufficient data were
collected at 6 and 12 months and were, therefore, not further examined. User data showed
that 335 users opened the app (250/335, 74.6%, were returning visitors), with an average
session time of 1 minute, and SABA registration was most often used (7506/13,081,
57.38%). Qualitative data (from a total of 4 participants; n=2, 50% female) showed that the
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participants found the app acceptable and clear. Three participants stated that gaining
insight into asthma and its triggers was helpful. Two participants no longer used the app
because they perceived their asthma as controlled and, therefore, did not use SABA often
or only used it regularly based on the advice of the pulmonologist.

Conclusions: The initial findings regarding the app's feasibility and usability are
encouraging. However, the notable dropout rate underscores the need for a cautious
interpretation of the results. Subsequent studies, particularly those focusing on
implementation, should explore the potential integration of the app into standard
treatment practices.

Keywords: SABA overuse; app; asthma; eHealth; feasibility; mobile phone; short-acting
beta2-agonist; usability.

©Liselot N van den Berg, Cynthia Hallensleben, Lisa AE Vlug, Niels H Chavannes, Anke
Versluis. Originally published in JMIR Human Factors (https://humanfactors.jmir.org),
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Abstract

Social determinants of health (SDH) have substantial impact on patient care and outcomes
globally, both in low-to-middle income countries and high income countries. In the clinic,
lack of availability of diagnostic tools, inequities in access to care, and challenges obtaining
and adhering to prescribed treatment plans may further compound these issues. This
article addresses a case of rhinitis in the context of SDH and inequities in care that may
affect various communities and populations around the world. SDH may include various
aspects of one's financial means, education, access to medical care, environment and living
situation, and community factors - each of which could play a role in the rhinitis disease
manifestations, diagnosis, and management. Allergic and non-allergic rhinitis are
considered from this perspective. Rhinitis epidemiology, disease burden, and risk factors
are broadly addressed. Patient evaluation, diagnostic tests, and management options are
also reviewed, and issues related to SDH are noted. Finally, inequities in care, knowledge
gaps, and unmet needs are highlighted. It is critical to consider SDH and care inequities
when evaluating and treating patients for rhinitis and other allergic conditions.

Keywords: Allergic Rhinitis; Social determinants of health; asthma; inequities; non-allergic
rhinitis; outcomes; rhinitis.

Copyright © 2024. Published by Elsevier Inc.
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Abstract

Eosinophilic esophagitis (EoE) is a chronic and progressive immune-mediated esophageal
disorder. Given its increasing incidence, it is now a leading cause of dysphagia and food
impaction in the United States. Eosinophilic esophagitis is most common in adult White
men and has a high concurrence rate with other atopic conditions like allergic rhinitis,
bronchial asthma, and eczema. The initial presentation includes symptoms of esophageal
dysfunction, classically solid-food dysphagia. Without treatment, inflammation can
progress to fibrosis with the formation of strictures, leading to complications such as food
impaction. It is a clinicopathologic disease requiring compatible clinical symptoms and
histologic evidence of eosinophil-predominant inflammation of the esophageal epithelium
with more than 15 eosinophils per high-power field. The mainstay of management includes
the 3 d's (diet, drugs, dilation): dietary modifications to eliminate trigger food groups;
medications including proton pump inhibitors, swallowed topical glucocorticoids, and
dupilumab; and esophageal dilation to manage strictures. Various elimination diets have
been found to be effective, including 1-food, 2-food, 4-food, and 6-food elimination diets.
Dupilumab, a humanized monoclonal antibody that regulates interleukin 4 and 13
signaling pathways, has shown promising results in clinical trials and was approved by the
Food and Drug Administration in 2022 for use in EoE. Symptom alleviation, although
important, is not the sole end point of treatment in EoE as persistent inflammation, even in
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the absence of symptoms, can lead to esophageal fibrosis and stricture formation over
time. The chronic nature and high recurrence rates of EoE warrant maintenance therapy in
patients with EoE after initial remission is achieved.

Copyright © 2024. Published by Elsevier Inc.
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Abstract

Allergic rhinitis affects approximately 40% of children. This study aimed at determining the
prevalence, sociodemographic features, comorbid illnesses, complications and quality of
life in children referred to the outpatient clinic of "Allergic Rhinitis" in Penteli Children
Hospital, Athens, Greece. We analyzed 590 pediatric patients referred to the outpatient
clinic of "Allergic Rhinitis" in Penteli Children Hospital, Athens, Greece from 26/01/2012 to
20/11/2022. Allergic rhinitis was recorded as the one and only allergic disease in 59% of
the children diagnosed with allergic rhinitis, concomitant asthma in 16% of them, atopic
dermatitis in 8% and allergic conjunctivitis in 5%. 54% of asthmatic children was diagnosed
allergic rhinitis, while 16% of allergic rhinitis children was diagnosed asthma. Skin tests
were important diagnostic tools, not being necessary the measurement of total IgE in
plasma. Eosinophils from nasal secretions were increased in 19% of the children with non-
diagnostic cases and the diagnosis was local allergic rhinitis (LAR). Clinical presentations of
allergic rhinitis were mainly nasal blockage, runny nose, recurrent sneezing and nasal
itching. The most common complication was acute or chronic sinusitis 35%. Major
associated comorbid illnesses among were tonsils hypertrophy, adenoid hypertrophy and
inferior turbinate hypertrophy. Allergic rhinitis was reported in 78% of studied children and
was frequently characterized by significant morbidity. Allergic rhinitis affected all paediatric
age group and was peaked at age group 11-14 years and 5-7 years. There were associated
epidemiological features, clinical manifestations, comorbid illnesses, complications and
affectation of the quality of life in children.

Keywords: Allergens; Allergic rhinitis; Epidemiology; Narrative; Study.

© Association of Otolaryngologists of India 2023. Springer Nature or its licensor (e.g. a
society or other partner) holds exclusive rights to this article under a publishing agreement
with the author(s) or other rightsholder(s); author self-archiving of the accepted

manuscript version of this article is solely governed by the terms of such publishing
agreement and applicable law.

Conflict of interest statement

Conflict of interestThe author(s) declare that they have no competing interests.
e 9 references

FULL TEXT LINKS

(UNIMORE®@ |

Proceed to details



https://doi.org/10.1007/s12070-023-04402-z
https://pubmed.ncbi.nlm.nih.gov/38566743/#references
https://pubmed.ncbi.nlm.nih.gov/38566743/
https://libkey.io/libraries/2561/pmid/38566743

Cite

Share
5

Editorial

Clin Transl Allergy

. 2024 Apr;14(4):e12340.

doi: 10.1002/clt2.12340.

Real-world drug use in asthma, chronic

obstructive pulmonary disease, rhinitis,
cough, and cold in Finland from 1990 to
2021: Association with reduced disease
burden

Tiina Mattila12 Vesa Jormanainen23, Marina Erhola4 Tuula Vasankari$é Sanna Toppila-
SalmiZg, Fredrik Herse? Riikka-Leena Leskeld? Tari HaahtelaZ

Affiliations expand

e PMID: 38558358

e PMCID: PMC10984349

o DOI: 10.1002/clt2.12340

No abstract available

Keywords: COPD; asthma; health economics; public health; respiratory medications.


https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mattila+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&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=Jormanainen+V&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&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=Erhola+M&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Vasankari+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Toppila-Salmi+S&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Toppila-Salmi+S&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Herse+F&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Leskel%C3%A4+RL&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Haahtela+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-7
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc10984349/
https://doi.org/10.1002/clt2.12340

Conflict of interest statement

The authors do not have any relevant conflicts of interest concerning the submitted work.

e 10 references
e 2figures

SUPPLEMENTARY INFO

Publication types, Grants and fundingexpand

FULL TEXT LINKS

e R (oo

Proceed to details

Cite

Share
6

Laryngoscope Investig Otolaryngol

. 2024 Mar 25;9(2):e1238.

doi: 10.1002/1i02.1238. eCollection 2024 Apr.

Modified technique improves efficacy
for in-office posterior nasal nerve
ablation

Daniel Gorelik1, Aatin K Dhanda?, Alexander Choi3, Masayoshi Takashimal, Najm S Khan?, Nicholas
R Rowan# Aria Jafaris, Tarig Syedl, Omar G Ahmed1?

Affiliations expand

e PMID: 38529340


https://pubmed.ncbi.nlm.nih.gov/38558358/#references
https://pubmed.ncbi.nlm.nih.gov/38558358/#figures
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38529340/
https://pubmed.ncbi.nlm.nih.gov/38529340/
https://pubmed.ncbi.nlm.nih.gov/38529340/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Gorelik+D&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Dhanda+AK&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Choi+A&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Takashima+M&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Khan+NS&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Rowan+NR&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Rowan+NR&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Jafari+A&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Syed+T&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ahmed+OG&cauthor_id=38529340
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://onlinelibrary.wiley.com/doi/10.1002/clt2.12340
https://libkey.io/libraries/2561/pmid/38558358

e PMCID: PMC10961994

o DOI: 10.1002/1i02.1238

Abstract

Objectives: Posterior nasal nerve (PNN) ablation is a minimally invasive treatment option
for patients with chronic rhinitis. Recent evidence shows that parasympathetic innervation
of the nasal cavity is more extensive and there are many fibers posterior to the lateral
attachment of the middle turbinate. We describe a modified ablative technique that targets
the extensive innervation of the posterior nasal nerves.

Methods: Description of the technique and retrospective cohort analysis. In addition to
the traditional radiofrequency and cryoablation targets, three additional treatment sites
posterior to the middle turbinate were targeted using radiofrequency ablation, as well as
one focused treatment posteroinferior to the middle turbinate attachment using
cryotherapy ablation. The primary outcome collected was a 30% improvement in overall
rhinitis symptoms.

Results: Forty-five patients received treatment and completed 3-month follow-up using
the modified technique for radiofrequency and cryotherapy PNN ablation. Previously, our
institution documented a 64.5% responder rate at 3 months. After introducing the
modified technique, the response rate at 3 months significantly improved (64.5% vs.
91.1%, p = .004).

Conclusions: This report suggests improved efficacy with implementation of the modified
technique for in-office PNN ablation. Given the extensive nature of the post-ganglionic
parasympathetic fibers of the nasal cavity which often emerge posterior to the middle
turbinate attachment, a modified technique to target these branches should be
considered. Prospective randomized studies comparing this modified technique to the
traditional technique are needed.

Level of evidence: IlI.

Keywords: chronic rhinitis; cryotherapy; middle turbinate anatomy; posterior nasal nerve
ablation; radiofrequency therapy.
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Abstract

Background: Antimicrobial stewardship interventions mainly focus on initial antibiotic
prescriptions, with few considering within-episode repeat prescriptions. We aimed to
describe the magnitude, type and determinants of within-episode repeat antibiotic
prescriptions in patients presenting to primary care with respiratory tract infections (RTIs).

Methods: We conducted a population-based cohort study among 530 sampled English
general practices within the Clinical Practice Research Datalink (CPRD). All individuals with
a primary care RTI consultation for which an antibiotic was prescribed between March 2018
and February 2022. Main outcome measurement was repeat antibiotic prescriptions within
28 days of a RTl visit stratified by age (children vs. adults) and RTI type (lower vs. upper
RTI). Multivariable logistic regression and principal components analyses were used to
identify risk factors and patient clusters at risk for within-episode repeat prescriptions.

Findings: 905,964 RTI episodes with at least one antibiotic prescription were identified. In
adults, 19.9% (95% Cl 19.3-20.5%) had at least one within-episode repeat prescription for a
lower RTI, compared to 10.5% (95% CI 10.3-10.8%) for an upper RTI. In children, this was
around 10% irrespective of RTI type. The majority of repeat prescriptions occurred a
median of 10 days after the initial prescription and was the same antibiotic class in 48.3%
of cases. Frequent RTI related GP visits and prior within-RTI-episode repeat antibiotic
prescriptions were main factors associated with repeat prescriptions in both adults and
children irrespective of RTI type. Young (<2 years) and older (65+) age were associated
with repeat prescriptions. Among those aged 2-64 years, allergic rhinitis, COPD and oral
corticosteroids were associated with repeat prescriptions.

Interpretations: Repeat within-episode antibiotic use accounts for a significant proportion
of all antibiotics prescribed for RTls, with same class antibiotics unlikely to confer clinical
benefit and is therefore a prime target for future antimicrobial stewardship interventions.

Keywords: Antibiotic prescribing; Antibiotic stewardship; Epidemiology; General practice;
Observational study; Primary care; Respiratory tract infections.
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Abstract

Background: The German Therapy Allergen Ordinance (TAO) triggered an ongoing

upheaval in the market for house dust mite (HDM) allergen immunotherapy (AIT) products.
Three HDM subcutaneous AIT (SCIT) products hold approval in Germany and therefore will
be available after the scheduled completion of the TAO procedure in 2026. In general, data
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from clinical trials on the long-term effectiveness of HDM AIT are rare. We evaluated real-
world data (RWD) in a retrospective, observational cohort study based on a longitudinal
claims database including 60% of all German statutory healthcare prescriptions to show
the long-term effectiveness of one of these products in daily life. Aim of this analysis was
to provide a per product analysis on effectiveness of mite AIT as it is demanded by
international guidelines on AlIT.

Methods: Subjects between 5 and 70 years receiving their first (index) prescription of SCIT
with a native HDM product (SCIT group) between 2009 and 2013 were included. The
exactly 3:1 matched control group received prescriptions for only symptomatic AR
medication (non-AlT group); the evaluation period for up to 6 years of follow-up ended in
February 2017. Study endpoints were the progression of allergic rhinitis (AR) and asthma,
asthma occurrence and time to the onset of asthma after at least 2 treatment years.

Results: In total, 892 subjects (608 adults and 284 children/adolescents) were included in
the SCIT group and 2676 subjects (1824 adults and 852 children/adolescents) in the non-
AIT group. During the follow-up period after at least 2 years of SCIT, the number of
prescriptions in the SCIT group was reduced by 62.8% (p < .0001) for AR medication and
by 42.4% for asthma medication (p = .0003). New-onset asthma risk was significantly
reduced in the SCIT vs non-AlIT group by 27.0% (p = .0212). The asthma-preventive effect
of SCIT occurred 15 months after start of the treatment. In the SCIT group, the time to
onset of asthma was prolonged compared to the non-AlIT group (p = .0010).

Conclusion: In this first product based RWD analysis on SCIT with a native HDM product,
patients aged 5 to 70 years benefited from AIT in the long term in terms of reduced
progression of AR and asthma after at least 2 years of treatment. The effects seemed to
last for up to 6 years after treatment termination. A significantly reduced risk of asthma
onset was observed, starting after 15 months of treatment.

Keywords: allergen immunotherapy; house dust mite; long-term effect; real-world
evidence; subcutaneous immunotherapy.

© 2024 The Authors. Allergy published by European Academy of Allergy and Clinical
Immunology and John Wiley & Sons Ltd.
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Abstract

Purpose of review: This review explores the evolving landscape of pediatric asthma and
rhinitis, focusing on identifying and characterizing different subtypes.

Recent findings: Childhood asthma and rhinitis are prevalent respiratory conditions
frequently occurring together. To address the need for a precise definition of these
diseases, an unbiased and comprehensive phenotyping approach has been undertaken
with hypothesis-free analysis of extensive datasets to uncover new relationships among
clinical, environmental, and biological characteristics. On the other hand, the concept of
endotype is elaborate and multifaceted, representing distinct pathophysiological
mechanisms underlying the clinical presentation and requires the identification of reliable
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biomarkers. The recognition of multiple inflammatory endotypes underscores the need for
in-depth characterization, which could revolutionize the treatment landscape.

Summary: Comprehending phenotypes and endotypes is crucial for customizing effective
and personalized management approaches for children with asthma and rhinitis. More

precise and efficient care can be administered through recognition and detailed
characterization, ultimately enhancing patients' quality of life.

Copyright © 2024 Wolters Kluwer Health, Inc. All rights reserved.
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Abstract

Background: Nasal epithelial cells are important regulators of barrier function and
immune signaling; however, in allergic rhinitis (AR) these functions can be disrupted by
inflammatory mediators. We aimed to better discern AR disease mechanisms using
transcriptome data from nasal brushing samples from individuals with and without AR.

Methods: Data were drawn from a feasibility study of individuals with and without AR to
Timothy grass and from a clinical trial evaluating 16 weeks of treatment with the following:
dupilumab, a monoclonal antibody that binds interleukin (IL)-4Ra and inhibits type 2
inflammation by blocking signaling of both IL-4/IL-13; subcutaneous immunotherapy with
Timothy grass (SCIT), which inhibits allergic responses through pleiotropic effects; SCIT +
dupilumab; or placebo. Using nasal brushing samples from these studies, we defined
distinct gene signatures in nasal tissue of AR disease and after nasal allergen challenge
(NAC) and assessed how these signatures were modulated by study drug(s).

Results: Treatment with dupilumab (normalized enrichment score [NES] = -1.73, p = .002)
or SCIT + dupilumab (NES = -2.55, p < .001), but not SCIT alone (NES = +1.16, p = .107),
significantly repressed the AR disease signature. Dupilumab (NES = -2.55, p < .001), SCIT
(NES = -2.99, p <.001), and SCIT + dupilumab (NES = -3.15, p < .001) all repressed the
NAC gene signature.

Conclusion: These results demonstrate type 2 inflammation is an important contributor to
the pathophysiology of AR disease and that inhibition of the type 2 pathway with
dupilumab may normalize nasal tissue gene expression.

Keywords: RNA; SCIT; allergic rhinitis; dupilumab; gene expression; transcriptomics.
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Abstract

Objectives: To assess the severity of the top 5 22-item Sino-Nasal Outcome Test (SNOT-
22) items ranked most important by patients with chronic rhinosinusitis with nasal polyps
(CRSWNP), the effect of dupilumab on these items, and their association with objective
disease measures.

Study design: Post hoc analysis of the SINUS-24 (NCT02912468) and SINUS-52
(NCT02898454) clinical trials.

Setting: Multinational, multicenter, randomized, double-blind, placebo-controlled,
parallel-group studies.

Methods: Patients ranked the SNOT-22 items most affecting their health at baseline. Item
symptom severity (0-5 scale) was assessed at baseline, Week 24 (W24), and Week 52
(W52). Changes in nasal polyps score (NPS) and Lund-Mackay (LMK) scores were assessed
in patients with/without SNOT-22 items improvements of at least 1 severity group point at
W24 and W52.

Results: The SNOT-22 items ranked most important at baseline were "decreased sense of
smell/taste” (87% of patients), followed by "nasal blockage" (82%), "postnasal discharge”
(40%), "thick nasal discharge" (37%), and "wake up at night" (26%); 82%, 61%, 32%, 40%,
and 26% of patients reported severe symptoms (score 4 or 5) for these items, respectively.
Dupilumab improved score severity for all top 5 items versus placebo at W24 and W52.
Improvements in NPS and LMK scores were numerically greater in patients with
improvements in the SNOT-22 top 5 items.

Conclusion: Loss of smell/taste was ranked as the most important symptom by patients
with CRSWNP. Dupilumab reduced the severity of the top 5 most important SNOT-22 items
versus placebo, in parallel with improvements in objective disease measures.

Clinical trial registration: SINUS-24 and SINUS-52 clinical trials were registered with
ClinicalTrials.gov, identifiers NCT02912468 and NCT02898454, respectively.

Keywords: SNOT-22; chronic rhinosinusitis; nasal polyps; smell; taste.
© 2023 The Authors. Otolaryngology-Head and Neck Surgery published by Wiley
Periodicals LLC on behalf of American Academy of Otolaryngology-Head and Neck Surgery
Foundation.
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Prevalence of asthma and allergic
rhinitis in children exposed to pets: a
meta-analysis
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Abstract

Purpose: Pet exposure has always been controversial with childhood asthma and allergic
rhinitis. We aimed to understand the prevalence of asthma and allergic rhinitis in children
exposed to pets by meta-analysis.
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Methods: We searched articles published from Jan 1, 2012 to Dec 31, 2022 in the Embase,
PubMed, Cochrane Library, and Web of Science databases. We included a cross-sectional
study that reported the prevalence of asthma and allergic rhinitis in children exposed to
pets. Furthermore, we performed subgroup analyses according to pet type and age.

Results: In 14 selected studies, the meta-analysis results showed that the pooled
prevalence of asthma in children exposed to pets was 19.0% (95% Cl 13.3-24.7%), and the
pooled prevalence of allergic rhinitis in children exposed to pets was 25.5% (95% Cl 12.4-
38.5%). The prevalence of asthma in children exposed to cats and dogs was 16.4% (95% ClI
9.9-22.8%) and 12.5% (95% Cl 8.7-16.2%), respectively. The prevalence of allergic rhinitis
was 24.9% (95% Cl 2.9-47.0%) and 24.1% (95% Cl 2.6-45.6%), respectively. The prevalence
of asthma in pet-exposed children was 17.1% (95% Cl 12.3-22.0%) in the adolescence
group (> 10 years) and 26.3% (95% Cl 12.2-40.3%) in the childhood group (0-10 years). The
prevalence of allergic rhinitis was 8.6% (95% Cl 7.2-10.0%) in the adolescence group and
46.3% (95% Cl 44.0-48.6%) in the childhood age group.

Conclusions: The prevalence of asthma and allergic rhinitis in children exposed to pets is
different. Exposure to pet cats is more prone to illness, and younger children are more
susceptible to disease than older children.

Keywords: Allergic rhinitis; Asthma; Children; Pets; Prevalence.

© 2023. The Author(s), under exclusive licence to Springer-Verlag GmbH Germany, part of
Springer Nature.
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Air Quality, Allergic Rhinitis, and
Asthma
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Abstract

This review article highlights air pollution as a critical global health concern with emphasis
on its effects and role in the development and exacerbation of upper airway and lower
airway disease with a focus on allergic rhinitis and asthma. This review underscores the
World Health Organization's recognition of air pollution as the biggest environmental
threat to human health. It discusses the various components and categories of air
pollutants and the evidence-based effects they have on asthma and allergic rhinitis,
ranging from pathogenesis to exacerbation of these conditions across various age groups
in different geographic locations.

Keywords: Air pollution; Air quality; Airway inflammation; Allergic rhinitis; Asthma;
Exacerbation; Inflammation; TRAP.

Copyright © 2023 Elsevier Inc. All rights reserved.
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Local nasal immunotherapy with birch
pollen-galactomannan conjugate-
containing ointment in mice and
humans
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Abstract

Background: Allergen immunotherapy (AIT) is the only disease-modifying treatment for
immunoglobulin (Ig) E-mediated allergy. Owing to the high prevalence and early onset of
hay fever and pollen-food allergy syndrome (PFAS), a safer and simpler treatment method
than conventional AIT is needed. To develop a local nasal immunotherapy using an
ointment containing hypoallergenic pollen and assess its efficacy in mice and healthy
humans.
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Methods: Hypoallergenicity was achieved by combining pollen and galactomannan
through the Maillard reaction to create birch pollen-galactomannan conjugate (BP-GMC).
The binding of galactomannan to Bet v 1 was confirmed using electrophoresis and
Western blotting (WB). Binding of specific IgE antibodies to BP-GMC was verified using
enzyme-linked immunosorbent assay (ELISA) and basophil activation test (BAT). The
localization of BP-GMC absorption was confirmed using a BALB/c mouse model. BP-GMC
mixed with white petrolatum was intranasally administered to 10 healthy individuals (active
drugs, 8; placebo, 2) for 14 days.

Results: In electrophoresis and WB, no 17-kDa band was observed. In ELISA and BAT, BP-
GMC did not react to specific IgE but was bound to IgA and IgG. In the mouse model, BP-
GMC was detected in nasopharyngeal-associated lymphoid tissues. In the active drug
group, the salivary-specific IgA level significantly increased on day 15 (p = 0.0299), while
the serum-specific IgG level significantly increased on day 85 (p = 0.0006).

Conclusions: The BP-GMC ointment rapidly produced antagonistic antibodies against IgE;
it is safe and easy to use and might serve as a therapeutic antigen for hay fever and PFAS.

Keywords: Allergen immunotherapy; Birch pollen-galactomannan conjugate ointment;
Hay fever; Local nasal immunotherapy; Pollen-food allergy syndrome.

Copyright © 2023 Japanese Society of Allergology. Published by Elsevier B.V. All rights
reserved.
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Residual nasal polyp tissue following
dupilumab therapy is associated with
periostin-associated fibrosis
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Abstract

Purpose: Dupilumab, an anti-interleukin-4 receptor alpha monoclonal antibody, is a new
treatment for severe uncontrolled chronic rhinosinusitis with nasal polyps. However, data
on the effect of dupilumab on histological changes in nasal polyp tissue are lacking. We
aimed to investigate the effect of dupilumab on real-life clinical conditions and nasal polyp
tissues from patients with eosinophilic chronic rhinosinusitis (ECRS), which is a refractory
subtype.

Methods: We conducted an open-label, prospective, observational, single-centre study on
63 patients with refractory ECRS on the basis of the criteria of the Japanese
Epidemiological Survey of Refractory Eosinophilic Chronic Rhinosinusitis Study. These
patients had a history of surgery and received dupilumab for 24 weeks. Patient-reported
sinonasal symptoms, T&T olfactometry and nasal polyp scores were prospectively
evaluated. In 23 patients with residual nasal polyps following dupilumab treatment,
changes in systemic and local periostin expression, and total collagen deposition in nasal
polyp tissues were investigated before and after dupilumab administration.

Results: Dupilumab rapidly improved sinonasal symptoms and reduced the nasal polyp
score 24 weeks after initiation. 40 (63.5%) patients had resolution of nasal polyps, but the
reduction was limited in the remaining 23 (36.5%) patients. Periostin expression in serum
and nasal lavage fluid was decreased, whereas periostin and the total collagen deposition
area in subepithelial tissues in residual nasal polyps were enhanced after dupilumab
administration.
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Conclusion: Dupilumab improves sinonasal symptoms and reduces the nasal polyp score
in refractory ECRS. Periostin-associated tissue fibrosis may be involved in the differential
effect of dupilumab on nasal polyp reduction.

Keywords: Asthma; Collagen; Dupilumab; Eosinophilic chronic rhinosinusitis; Nasal polyp;
Periostin.
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Abstract

|gG4-related disease (IgG4-RD) is a chronic inflammatory disorder characterized by
elevated IgG4 serum levels, abundant IgG4-positive plasmacyte infiltration, and fibrosis of
various organs, including the head and neck. We aimed to provide an overall review of
IgG4-RD in the sinonasal region and propose a novel entity and criteria of chronic
rhinosinusitis (CRS) associated with IgG4-RD as "lgG4-CRS," a distinct manifestation of
|IgG4-RD in the sinonasal region. Sinonasal involvement has been increasingly recognized;
however, this region is not included in the classic IgG4-RD-affected organs. The clinical
features of IgG4-CRS, including its prevalence and relationship with allergies and olfactory
disturbances, have also been explored. Serum IgG4 levels and 1gG4-positive plasma cell
infiltrations, crucial diagnostic factors, have been discussed in association with IgG4-CRS
pathogenesis. Fibrosis, a hallmark of IgG4-RD, is observed in sinonasal tissues; however,
typical fibrosis, such as storiform fibrosis, is not usually found. Mimics or complications in
eosinophilic CRS (ECRS) and antineutrophil cytoplasmic antibody-associated vasculitis
(AAV) are highlighted. Treatment often involves typically effective glucocorticoids. Organ-
specific diagnostic criteria for the sinonasal region have not currently been established.
Hence, this review aims to foster awareness and understanding of IgG4-CRS among ENT
physicians and to provide a basis for future research and diagnostic refinement.

Keywords: Chronic rhinosinusitis; IgG4; IgG4-related disease; Review.
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Abstract

Background: Allergic rhinitis (AR) is one of the most common chronic diseases worldwide.
There are limited prospective long-term data regarding persistency and remission of AR.
The objective of this study was to investigate the natural course of pollen-induced AR
(pollen-AR) over 20 years, from childhood into early adulthood.

Methods: Data from 1137 subjects in the Barn/Children Allergi/Allergy Milieu Stockholm
Epidemiologic birth cohort (BAMSE) with a completed questionnaire regarding symptoms,
asthma, treatment with allergen immunotherapy (AIT) and results of allergen-specific IgE


https://pubmed.ncbi.nlm.nih.gov/37973437/
https://pubmed.ncbi.nlm.nih.gov/37916606/
https://pubmed.ncbi.nlm.nih.gov/37916606/
https://pubmed.ncbi.nlm.nih.gov/37916606/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Lindqvist+M&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Leth-M%C3%B8ller+KB&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Linneberg+A&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Kull+I&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Bergstr%C3%B6m+A&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Bergstr%C3%B6m+A&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Georgellis+A&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Borres+MP&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ekebom+A&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=van+Hage+M&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mel%C3%A9n+E&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mel%C3%A9n+E&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Westman+M&cauthor_id=37916606
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=38574348%2C38570070%2C38569813%2C38566743%2C38558358%2C38529340%2C38462077%2C38429981%2C38295125%2C38279910%2C38156522%2C38057489%2C37985273%2C37981502%2C37979011%2C37973437%2C37916606%2C37833101%2C37563836%2C37555485%2C38556807&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-17-full-view-affiliation-9
https://doi.org/10.1111/all.15927
https://linkinghub.elsevier.com/retrieve/pii/S0385-8146(23)00187-6
https://libkey.io/libraries/2561/pmid/37973437

for inhalant allergens at 4, 8, 16 and 24 years were analyzed. Pollen-AR was defined as
sneezing, runny, itchy or blocked nose; and itchy or watery eyes when exposed to birch
and/or grass pollen in combination with allergen-specific IgE >0.35kU,/L to birch and/or
grass.

Results: Approximately 75% of children with pollen-AR at 4 or 8 years had persistent
disease up to 24 years, and 30% developed asthma. The probability of persistency was
high already at low levels of pollen-specific IgE. The highest rate of remission from pollen-
AR was seen between 16 and 24 years (21.5%); however, the majority remained sensitized.
This period was also when pollen-specific IgE-levels stopped increasing and the average
estimated annual incidence of pollen-AR decreased from 1.5% to 0.8% per year.

Conclusion: Children with pollen-AR are at high risk of persistent disease for at least 20
years. Childhood up to adolescence seems to be the most dynamic period of AR
progression. Our findings underline the close cross-sectional and longitudinal relationship
between sensitization, AR and asthma.

Keywords: BAMSE; IgE; allergic rhinitis; asthma; pollen allergy.
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Abstract

Allergic rhinitis affects up to 78% of people with asthma, and asthma occurs in 38% of
people with allergic rhinitis. Asthma has a prevalence of 8.7% among adults and 6.2%
among children and accounts for $50 billion in medical costs and $32 billion in indirect and
mortality costs in the United States, respectively. Allergic rhinitis occurs in 5% to 15% of
people in the United States. Allergic rhinitis also accounts for a significant health care cost
burden, predominantly in terms of indirect costs related to reduced quality of life and
presenteeism.

Keywords: Allergic rhinitis; Asthma; Cost; Epidemiology; Prevalence; Unified airway.
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Abstract

Background: It is unclear whether chronic rhinosinusitis (CRS) endotypes show a
differential response to endoscopic sinus surgery (ESS). We explored patient mucous
inflammatory cytokine expression and associations with patient-reported and clinically
measured post-operative outcome measures.

Methods: Patients with CRS were prospectively recruited between 2016 and 2021 into a
national multicenter, observational study. Mucus was collected from the olfactory cleft
preoperatively and evaluated for 26 biomarkers using cluster analysis. Patient-reported
outcome measures included the 22-item Sino-Nasal Outcome Test (SNOT-22) and
Questionnaire of Olfactory Dysfunction (QOD). Additional clinical measures of disease
severity included threshold, discrimination, and identification (TDI) scores using "Sniffin'
Sticks" testing and Lund-Kennedy endoscopic score (LKES).

Results: A total of 115 patients were clustered into type 2 inflammatory, non-type 2
inflammatory, noninflammatory, and two indeterminate clusters based on individual
protein levels. Overall, the type 2 inflammatory cluster was found to have the highest mean
improvement in both SNOT-22 (-28.3 [standard deviation, £16.2]) and TDI (6.5 [standard
deviation, £7.9]) scores 6 months after ESS. However, on average, all endotype clusters
demonstrated improvement in all outcome measures after ESS without statistically
significant between-group differences in SNOT-22 (p = 0.738), QOD (p = 0.306), TDI (p =
0.358), or LKES (p = 0.514) measures.

Conclusions: All CRS endotype clusters responded favorably to surgery and showed
improvements in patient-reported and objective outcome measures. Thus, ESS should be
considered a more generalized CRS therapy, and benefits appear to not be limited to
specific endotypes.

Keywords: biomarker; chronic rhinosinusitis; cytokine; endotype; outcome assessment
(healthcare); sinus surgery.
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Abstract

Background: Poor air quality increases the risk of developing chronic rhinosinusitis (CRS)
and other airway diseases. However, there are limited data on air pollutants and CRS-
specific disease severity. We assessed the impact of air pollutants on sinonasal-specific and
general quality-of-life (QOL) measures in a multi-institutional cohort of patients with CRS.

Methods: Participants with CRS were prospectively enrolled in a cross-sectional study and
self-selected continued appropriate medical therapy or endoscopic sinus surgery (ESS). The
22-item SinoNasal Outcome Test (SNOT-22) and Medical Outcomes Study Questionnaire
Short-Form 6-D (SF-6D) health utility value scores were recorded. Patient exposure to air
pollutants was determined using residence zip codes. Unadjusted group differences were
compared, and correlation coefficients were evaluated to identify the magnitude of
bivariate association.

Results: A total of 486 patients were enrolled and followed for a mean of 6.9 (standard
deviation [SD] + 2.3) months. Pollutant exposure did not significantly correlate with
baseline SNOT-22 or SF-6D scores. Revision ESS was associated with higher median fine
particulate matter (PM2.5; A = 0.12, [95% confidence interval {Cl}: 0.003, 0.234]; p = 0.006)
compared with primary surgery. PM2.5, PM10, and nitrogen dioxide concentrations (ug/ms)
did not correlate with change in total SNOT-22 or SF-6D scores after treatment.
Nevertheless, sulfur dioxide (SNOT-22: p = -0.121 [95% ClI: -0.210, -0.030]; p = 0.007; SF-
6D: p = 0.095 [95% CI: 0.002, 0.186]; p = 0.04) and carbon monoxide (SNOT-22: p = -0.141
[95% CI: -0.230, 0.050]; p = 0.002) exposure did correlate with these outcome measures.

Conclusion: Air pollutants may contribute, at least in part, to disease severity in CRS;
future investigation is needed to further elucidate the nature of this relationship.

Keywords: chronic rhinosinusitis; endoscopic sinus surgery; particulate matter; patient
reported outcome measures; pollution; quality of life.

© 2023 The Authors. International Forum of Allergy & Rhinology published by Wiley
Periodicals LLC on behalf of American Academy of Otolaryngic Allergy and American
Rhinologic Society.
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Abstract

Introduction and importance: Right middle lobe syndrome (MLS) is a rare lung disorder
primarily affecting children with a history of asthma or atopy. It encompasses a range of
pathological and clinical conditions, from recurrent collapses of the middle lobe to
bronchiectasis. In this study, the authors present a case series featuring four individuals
with MLS associated with asthma, aiming to deepen our understanding of this uncommon
condition.

Case presentation: Four paediatric patients with right MLS exhibited symptoms of
persistent cough, dyspnoea, and recurrent asthma exacerbations. Radiographic evaluations
confirmed features consistent with right MLS, and bronchoscopy revealed mucus plugs
and oedematous airways obstructing the right middle lobe bronchus. Treatment with
bronchodilators, antibiotics, and corticosteroids led to symptom improvement and
resolution of atelectasis.

Clinical discussion: MLS is a rare condition characterized by chronic collapse of the right
middle lobe and bronchiectasis. It is challenging to diagnose MLS, but computed
tomography (CT) scans provide detailed lung images for confirmation. Treatment focuses
on addressing the underlying cause, such as infections or mucus obstruction. Lobectomy
may be considered in severe cases. This case series emphasizes the need for further
research on MLS, as its rarity and characteristics remain unclear.

Conclusion: These cases exhibited obstructive MLS with and without asthma. Accurate
diagnosis is challenging, requiring imaging techniques. MLS has clinical implications,
particularly in asthma patients. Future studies should focus on understanding the aetiology
of non-obstructive MLS.

Keywords: asthma; case series; paediatric; right middle lobe; right middle lobe syndrome.

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

Conflict of interest statement

The authors declare that they have no competing interests.Sponsorships or competing
interests that may be relevant to content are disclosed at the end of this article.

o 25 references
e 12 figures

FULL TEXT LINKS


https://doi.org/10.1097/ms9.0000000000001848
https://pubmed.ncbi.nlm.nih.gov/38576953/#references
https://pubmed.ncbi.nlm.nih.gov/38576953/#figures

(UNIMORE@)

Proceed to details

Cite
Share
5

Editorial

Clin Transl Allergy

. 2024 Apr;14(4):e12340.

doi: 10.1002/clt2.12340.

Real-world drug use in asthma, chronic
obstructive pulmonary disease, rhinitis,
cough, and cold in Finland from 1990 to
2021: Association with reduced disease
burden

Tiina Mattilal2 Vesa Jormanainen23, Marina Erhola4 Tuula Vasankari®s Sanna Toppila-
SalmiZg, Fredrik Herse? Riikka-Leena Leskeld?, Tari HaahtelaZ

Affiliations expand

o PMID: 38558358

o PMCID: PMC10984349

o DOI: 10.1002/clt2.12340



https://pubmed.ncbi.nlm.nih.gov/38576953/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mattila+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&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=Jormanainen+V&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&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=Erhola+M&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Vasankari+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Toppila-Salmi+S&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Toppila-Salmi+S&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Herse+F&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Leskel%C3%A4+RL&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Haahtela+T&cauthor_id=38558358
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-5-full-view-affiliation-7
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc10984349/
https://doi.org/10.1002/clt2.12340
https://libkey.io/libraries/2561/pmid/38576953

No abstract available

Keywords: COPD; asthma; health economics; public health; respiratory medications.

Conflict of interest statement

The authors do not have any relevant conflicts of interest concerning the submitted work.

e 10 references
e 2figures

SUPPLEMENTARY INFO
Publication types, Grants and fundingexpand
FULL TEXT LINKS

[ o= (O

Proceed to details

Cite

Share
6

Respir Med

. 2024 Apr:224:107582.

doi: 10.1016/j.rmed.2024.107582. Epub 2024 Feb 28.

Validity and reliability of the Swedish
version of the Leicester Cough
Questionnaire in unexplained chronic
cough

Ewa Ternesten-Hasséus?! Ewa-Lena Johansson Corresponding author?2



https://pubmed.ncbi.nlm.nih.gov/38558358/#references
https://pubmed.ncbi.nlm.nih.gov/38558358/#figures
https://pubmed.ncbi.nlm.nih.gov/38558358/
https://pubmed.ncbi.nlm.nih.gov/38428509/
https://pubmed.ncbi.nlm.nih.gov/38428509/
https://pubmed.ncbi.nlm.nih.gov/38428509/
https://pubmed.ncbi.nlm.nih.gov/38428509/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ternesten-Hass%C3%A9us+E&cauthor_id=38428509
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Johansson+EL+Corresponding+author&cauthor_id=38428509
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://onlinelibrary.wiley.com/doi/10.1002/clt2.12340
https://libkey.io/libraries/2561/pmid/38558358

Affiliations expand

o PMID: 38428509

o DOI: 10.1016/j.rmed.2024.107582

Free article

Abstract

Background: Cough is considered chronic when it lasts for >8 weeks. When no medical
explanation can be found it is often called unexplained chronic cough (UCC), which may
affect health-related quality of life (HRQOL). This study aimed to assesses the validity and
reliability of the Swedish version of the Leicester Cough Questionnaire (LCQ-S) in patients
with UCC.

Methods: Seventy-six consecutively selected patients with UCC replied to: a local
questionnaire; the LCQ-S; a Visual Analog Scale (VAS) for cough; the Swedish version of
the Hull Airway Reflux Questionnaire (HARQ-S); and the Chemical Sensitivity Scale for
Sensory Hyperreactivity (CSS-SHR). To evaluate the reproducibility of the LCQ-S, the VAS
and LCQ-S were answered again after two to four weeks.

Results: Seventy-four patients (17 men) answered the questionnaires at baseline.
Concurrent validity for LCQ-S was regarded as moderate with the VAS for cough and
HARQ-S. Internal consistency using Cronbach's alpha was high for the LCQ-S total score
(0.92) and satisfactory for the LCQ-S domains (0.78-0.83). Reliability and reproducibility
were analysed in 57 patients (14 men). Intra-class correlation for the LCQ-S total score and
domains showed strong reliability (>0.92), without any significant differences over time.
The standard error of measurement and the smallest real difference were 1.26 and 3.49,
respectively. The Bland-Altman plot showed no systematic change in the mean values.

Conclusions: The LCQ-S has good validity and reliability and can be used in clinical
settings to evaluate HRQOL in Swedish-speaking adult patients with UCC.

Keywords: Chronic cough; Health-related quality of life questionnaire; Patient-reported
outcome; Unexplained chronic cough.

Copyright © 2024 The Authors. Published by Elsevier Ltd.. All rights reserved.

Conflict of interest statement

Declaration of competing interest There is no conflict of interest. Kindly proceed.


https://doi.org/10.1016/j.rmed.2024.107582

SUPPLEMENTARY INFO

MeSH termsexpand

FULL TEXT LINKS

(UNIMORE@)

Proceed to details

Cite

Share
7

Practice Guideline

Arch Bronconeumol

. 2024 Apr;60(4):226-237.

doi: 10.1016/j.arbres.2024.01.013. Epub 2024 Feb 1.

Multidisciplinary Management of
Patients With Chronic Obstructive

Pulmonary Disease and Cardiovascular

Disease

[Article in English, Spanish]

Javier de Miguel-Diez?, Julio Nuiez Villota2, Salud Santos Pérez2, Nicolds Manito

Lorite4, Bernardino Alcazar Navarretes, Juan Francisco Delgado Jiménez$, Juan José Soler-

CatalunaZ Domingo Pascual Figal® Patricia Sobradillo Ecenarro? Juan José Gomez Doblas 10

Affiliations expand

o PMID: 38383272


https://pubmed.ncbi.nlm.nih.gov/38428509/
https://pubmed.ncbi.nlm.nih.gov/38383272/
https://pubmed.ncbi.nlm.nih.gov/38383272/
https://pubmed.ncbi.nlm.nih.gov/38383272/
https://pubmed.ncbi.nlm.nih.gov/38383272/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=de+Miguel-D%C3%ADez+J&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=N%C3%BA%C3%B1ez+Villota+J&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Santos+P%C3%A9rez+S&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Manito+Lorite+N&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Manito+Lorite+N&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Alc%C3%A1zar+Navarrete+B&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Delgado+Jim%C3%A9nez+JF&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Soler-Catalu%C3%B1a+JJ&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Soler-Catalu%C3%B1a+JJ&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Pascual+Figal+D&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sobradillo+Ecenarro+P&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=G%C3%B3mez+Doblas+JJ&cauthor_id=38383272
https://pubmed.ncbi.nlm.nih.gov/?term=38572765%2C38571453%2C38571452%2C38576953%2C38558358%2C38428509%2C38383272%2C38350512%2C38153616%2C37750560%2C37289310&filter=dates.2024%2F3%2F31-2024%2F4%2F6&sort=pubdate&format=abstract&size=200#search-result-1-7-full-view-affiliation-10
https://linkinghub.elsevier.com/retrieve/pii/S0954-6111(24)00056-8
https://libkey.io/libraries/2561/pmid/38428509

o DOI: 10.1016/j.arbres.2024.01.013

Free article

Abstract

Chronic obstructive pulmonary disease (COPD) and cardiovascular disease (CVD)
frequently coexist, increasing the prevalence of both entities and impacting on symptoms
and prognosis. CVD should be suspected in patients with COPD who have high/very high
risk scores on validated scales, frequent exacerbations, precordial pain, disproportionate
dyspnea, or palpitations. They should be referred to cardiology if they have palpitations of
unknown cause or angina pain. COPD should be suspected in patients with CVD if they
have recurrent bronchitis, cough and expectoration, or disproportionate dyspnea. They
should be referred to a pulmonologist if they have rhonchi or wheezing, air trapping,
emphysema, or signs of chronic bronchitis. Treatment of COPD in cardiovascular patients
should include long-acting muscarinic receptor antagonists (LAMA) or long-acting beta-
agonists (LABA) in low-risk or high-risk non-exacerbators, and LAMA/LABA/inhaled
corticosteroids in exacerbators who are not controlled with bronchodilators.
Cardioselective beta-blockers should be favored in patients with CVD, the long-term need
for amiodarone should be assessed, and antiplatelet drugs should be maintained if
indicated.

Keywords: Cardiopulmonary risk; Cardiovascular disease; Chronic obstructive pulmonary
disease; Comorbidities; Exacerbations.

Copyright © 2024 The Authors. Published by Elsevier Espafia, S.L.U. All rights reserved.
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Abstract

Context: Patients with chronic obstructive pulmonary disease (COPD) experience pain as
both symptom and comorbidity. There has been no evaluation of the recommendations
for pain management in updated clinical practice guidelines (CPGs).

Objectives: Update the evidence on pain management, determine alignment of pain
management recommendations with best-practice, and advocate for optimal pain
management in patients with COPD.

Methods: PubMed, Guideline International Network, Guideline Portal, Agency for
Healthcare Research and Quality, National Institute for Healthcare Excellence, Scottish
International Guidelines Network, Institute of Medicine, grey literature, national websites,
and bibliographies were searched. CPGs available online for stable COPD produced by
organizations representing reputable knowledge of COPD management were included.
CPGs unavailable online, not translatable into English, or not including techniques within
the defined scope were excluded. Researchers performed frequency counts for the
verbatim terms "pain," "physical activity," "exercise," "rehabilitation," "physical
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therap(ist)/(y), "physiotherap(ist)/(y)," recorded context, and collected recommendations
for pain management/treatment when present.

Results: Of 32 CPGs, 24 included "pain” verbatim. Of these, 13 included recommendations
for pain treatment/management. Common recommendations included opioids,
pharmacological management, further medical assessment, and surgical intervention. Two
CPGs referred to palliative care, one CPG discussed treating cough, and one discussed
massage, relaxation, and breathing.

Conclusions: Pain management recommendations vary and are not aligned with evidence.
Pain should be addressed in patients with COPD, whether directly or indirectly related to
the disease. Reduction of variability in pain management and the disease burden is
necessary. Pain management should include referrals to providers who can maximize
benefit of their services.

Keywords: Chronic disease; Chronic obstructive pulmonary disease; Pain management;
Systematic review.

Copyright © 2024 Elsevier Ltd. All rights reserved.
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Abstract

Purpose: Chronic cough (CC), defined as a cough persisting > 8 weeks, can have a
substantial negative impact on health-related quality of life (HRQoL). This is exacerbated
by challenges with timely diagnosis and a lack of approved therapies. A systematic
literature review (SLR) was conducted to identify evidence on HRQoL and health state
utility values associated with refractory CC or unexplained CC.

Methods: Electronic database searches were supplemented with searches of conference
proceedings and health technology assessment body websites. Two independent reviewers
assessed all citations for inclusion based on predefined inclusion/exclusion criteria. Key
inclusion criteria were patient populations with CC and reporting of patient-reported
outcomes or utilities using generic or disease-specific measures.

Results: Following screening, 65 studies were identified for inclusion in the SLR. Of these,
23 studies assessed HRQoL among patients with CC who were not treated or treated with
unspecified interventions, and 42 studies in patients who were treated with specified
interventions. The studies indicated a substantial decrement to HRQoL as a result of CC,
characterized by generic and disease-specific patient-reported outcome measures. HRQoL
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was impacted across multiple domains, including physical, psychological, and social
functioning. The studies also demonstrated the potential for treatments to have a
significant positive impact on HRQoL.

Conclusions: CC can substantially affect HRQoL in patients, across physical, psychological,
and social domains. Although treatments can improve HRQoL in these patients, the
available evidence is limited. There remains an unmet need for approved pharmacological
treatments to alleviate CC and improve HRQol for these patients.

Keywords: Burden; Chronic cough; Health-related quality of life; Quality of life; Refractory
chronic cough; Unexplained chronic cough.

© 2023. The Author(s), under exclusive licence to Springer Nature Switzerland AG.

o Cited by 1 article
e 62 references

SUPPLEMENTARY INFO

Publication types, MeSH termsexpand

FULL TEXT LINKS

4 SpringerLink [UNIMORE® )

Proceed to details

Cite

Share
10
Laryngoscope

. 2024 Apr;134(4)1773-17717.

doi: 10.1002/lary.31061. Epub 2023 Sep 26.


https://pubmed.ncbi.nlm.nih.gov/38153616/#citedby
https://pubmed.ncbi.nlm.nih.gov/38153616/#references
https://pubmed.ncbi.nlm.nih.gov/38153616/
https://doi.org/10.1007/s11136-023-03556-1
https://libkey.io/libraries/2561/pmid/38153616

The Role of Bilateral Superior Laryngeal
Nerve Block in Managing Refractory
Chronic Cough

Brooke A Quinton?, William S Tierney2, Michael S Benninger?, Rebecca C Nelson?, Victoria L
Gau?, Candace M Hrelec?, Paul C Bryson12

Affiliations expand

o PMID: 37750560

o DOI: 10.1002/lary.31061

Abstract

Objective(s): The aim was to investigate the utilization and efficacy of bilateral superior
laryngeal nerve block in patients with refractory chronic cough.

Methods: A retrospective chart review of 164 patients with refractory chronic cough who
underwent bilateral SLN block at a single institution between November 2018 and
September 2022 was performed. Demographics, comorbidities, and patient-reported
outcomes including pre- and postinjection Leicester Cough Questionnaire (LCQ) scores
were collected and analyzed.

Results: The cohort underwent an average of 2.97 bilateral injections (range 1-22),
containing either corticosteroid and local anesthetic or corticosteroid alone. Notably, 116
of 164 of patients reported an average of 67.3% reduction in their symptoms, with the
treatment effect lasting 7.60 weeks on average. The average pre- and postinjection LCQ
scores were 9.70 and 13.82, respectively. A lower LCQ score represents a greater
impairment of health status due to cough, and the minimum important change is 1.3
points between questionnaires. The average improvement on LCQ following bilateral SLN
block was 4.11 points for this cohort.

Conclusion: The use of in-office bilateral SLN block is an effective treatment that can be
used alone or in conjunction with oral medications for the treatment of refractory chronic
cough.

Level of evidence: 4 Laryngoscope, 134:1773-1777, 2024.

Keywords: laryngeal hypersensitivity; laryngology; refractory chronic cough; superior
laryngeal nerve block.
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Abstract

Objective: To assess the use of a standardized evaluation algorithm [American College of
Chest Physician (ACCP) 2006] in children with chronic cough.

Methods: In this prospective cohort study, children with chronic cough were evaluated as
per the ACCP 2006 diagnostic algorithm. All children were followed regularly at an interval
of 2-4 wk. The study's endpoint was for the patient being cough free for four weeks either
following treatment or naturally.

Results: The mean age of the 87 studied children (52 male, 35 female) was 11.9+3 y. Forty
children (45.9%) had specific cough pointers on history and examination. Radiograph
showed abnormalities in 12 (13.8%) children, and spirometry showed a reversible
obstructive pattern on spirometry in 6 (6.9%) among 47 (54%) children without specific
cough pointers. After a detailed evaluation, 16 (18.3%) children had no remarkable findings
and were reviewed after two weeks. Spontaneous resolution of cough occurred in 6
children. A trial of inhalational corticosteroids (ICS) (9 children) or antibiotics (1 child) was
given to the rest of the ten children. Specific underlying diagnoses could be established in
80 (91.9%) children. The most common etiology identified in the study was asthma and
asthma-like illnesses (n = 52; 59.8%), followed by upper airway cough syndrome (n = 13;
14.9%) and tuberculosis (n = 9; 10.4%). Eighty-four (96.5%) children had complete
resolution of cough during follow-up. The mean time to resolution in the study was
33.6+16.8 d.

Conclusions: This study demonstrated that the ACCP 2006 algorithm is effective in
establishing the underlying etiology and managing children with chronic cough.

Keywords: ACCP algorithm; Chronic cough; Management.
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Abstract

Objective: Respiratory diseases present a challenge for the healthcare system due to their
prevalence and clinical impact. The aim of this study was to explore the current situation of
hospital pharmacy in the field of respiratory diseases.

Method: Observational, cross-sectional study, with a national scope, divided into 2 parts.
In an initial phase, the activity and level of pharmaceutical care in respiratory diseases was
evaluated through an online questionnaire using REDCap. The survey was addressed to
department chiefs and consisted of 17 items, divided into 2 modules: general data and
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general activity. The second phase was open to hospital pharmacists, with the aim of
exploring their opinion on care, training, and improvement needs. The number of items in
this phase was 19, divided into 5 modules: general data, pharmaceutical care,
competencies, training and degree of satisfaction.

Results: In the first phase, 23 hospitals were included. Most of them (n=20) had a
pharmacist in charge of respiratory diseases. However, a large proportion of them
dedicated less than 40% of their working day to this activity. The pharmacist's activity
occurred at the level of external patients (n=20), hospitalized patients (n=16), and
secondarily in management (n=8). Integration is greater in pathologies such as asthma, IPF,
pulmonary hypertension, and bronchiectasis. Participation in committees was present in 15
hospitals, with variability in pathologies and degree of involvement. In the second phase,
164 pharmacists participated, who considered pharmaceutical care in cystic fibrosis,
asthma and lung transplant as a priority. Fifty-one percent considered integration to be
adequate and 91% considered it necessary to implement prioritization criteria. Professional
competencies ranged from 6.5-6.9 out of 10 points. Only 45% of participants had received
specific training in the last four years, indicating greater priority for asthma, pulmonary
hypertension and IPF.

Conclusions: Most centers have pharmacists specialized in respiratory diseases. However,
there is room for improvement in terms of sub specialization, participation in
multidisciplinary committees, implementation of prioritization criteria, diversification in
pathologies treated, as well as greater specific training in this area.

Keywords: Atencién farmacéutica; Competencia profesional; Education; Enfermedades
respiratorias; Formacion; Manejo de la medicacion; Medication therapy management;
Neumologia; Pharmaceutical care; Pneumonology; Professional competence; Respiratory
diseases.
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Abstract

Background: Improving health-related quality of life (HRQOL) has emerged as a priority in
the management of nontuberculous mycobacterial pulmonary disease (NTM-PD). We
aimed to evaluate HRQOL and its changes after 6 months' treatment in patients with NTM-
PD.

Methods: The NTM-KOREA is a nationwide prospective cohort enrolling patients initiating
treatment for NTM-PD in 8 institutions across South Korea. We conducted the Quality of
Life-Bronchiectasis (QOL-B) at 6-month intervals and evaluated baseline scores (higher
scores indicate better quality of life) and changes after 6 months' treatment. Multivariate
logistic regression was performed to identify factors associated with improvement in the
QOL-B physical functioning and respiratory symptoms domains.

Results: Between February 2022 and August 2023, 411 patients were included in the
analysis. Baseline scores (95% confidence interval [Cl]) for physical functioning and
respiratory symptoms were 66.7 (46.7-86.7) and 81.5 (70.4-92.6), respectively. Among 228
patients who completed the QOL-B after 6 months' treatment, improvements in physical
functioning and respiratory symptoms were observed in 61 (26.8%) and 71 (31.1%)
patients, respectively. A lower score (adjusted odds ratio; 95% Cl) for physical functioning
(0.93; 0.91-0.96) and respiratory symptoms (0.92; 0.89-0.95) at treatment initiation was
associated with a greater likelihood of physical functioning and respiratory symptom
improvement, respectively; achieving culture conversion was not associated with
improvement in physical functioning (0.62; 0.28-1.39) or respiratory symptoms (1.30; 0.62-
2.74).
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Conclusions: After 6 months of antibiotic treatment for NTM-PD, HRQOL improved in
almost one-third, especially in patients with severe initial symptoms, regardless of culture
conversion.

Clinical trials registration: ClinicalTrials.gov identifier: NCT03934034.

Keywords: health-related quality of life; improvement; nontuberculous mycobacteria;
outcome; treatment.
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Abstract

Introduction and importance: Right middle lobe syndrome (MLS) is a rare lung disorder
primarily affecting children with a history of asthma or atopy. It encompasses a range of
pathological and clinical conditions, from recurrent collapses of the middle lobe to
bronchiectasis. In this study, the authors present a case series featuring four individuals
with MLS associated with asthma, aiming to deepen our understanding of this uncommon
condition.

Case presentation: Four paediatric patients with right MLS exhibited symptoms of
persistent cough, dyspnoea, and recurrent asthma exacerbations. Radiographic evaluations
confirmed features consistent with right MLS, and bronchoscopy revealed mucus plugs
and oedematous airways obstructing the right middle lobe bronchus. Treatment with
bronchodilators, antibiotics, and corticosteroids led to symptom improvement and
resolution of atelectasis.

Clinical discussion: MLS is a rare condition characterized by chronic collapse of the right
middle lobe and bronchiectasis. It is challenging to diagnose MLS, but computed

tomography (CT) scans provide detailed lung images for confirmation. Treatment focuses
on addressing the underlying cause, such as infections or mucus obstruction. Lobectomy
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may be considered in severe cases. This case series emphasizes the need for further
research on MLS, as its rarity and characteristics remain unclear.

Conclusion: These cases exhibited obstructive MLS with and without asthma. Accurate
diagnosis is challenging, requiring imaging techniques. MLS has clinical implications,
particularly in asthma patients. Future studies should focus on understanding the aetiology
of non-obstructive MLS.

Keywords: asthma; case series; paediatric; right middle lobe; right middle lobe syndrome.
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Abstract

Background: Nocardia tends to cause infection in immunocompromised patients or those
with chronic pulmonary disease. Nocardia is known to recur, prompting the practice of
secondary prophylaxis in patients perceived at high risk. However, few data exist regarding
the epidemiology of recurrent nocardiosis or the effectiveness of secondary prophylaxis.

Methods: We performed a multicenter, retrospective cohort study of adults diagnosed
with nocardiosis from November 2011 to April 2022, including patients who completed
primary treatment and had at least 30 days of posttreatment follow-up. Propensity score
matching was used to analyze the effect of secondary prophylaxis on Nocardia recurrence.

Results: Fifteen of 303 (5.0%) patients developed recurrent nocardiosis after primary
treatment. Most recurrences were diagnosed either within 60 days (N = 6/15, 40.0%) or
between 2 to 3 years (N = 4/15, 26.7%). Patients with primary disseminated infection
tended to recur within 1 year, whereas later recurrences were often nondisseminated
pulmonary infection. Seventy-eight (25.7%) patients were prescribed secondary
prophylaxis, mostly trimethoprim-sulfamethoxazole (N = 67/78). After propensity-
matching, secondary prophylaxis was not associated with reduced risk of recurrence
(hazard ratio, 0.96; 95% confidence interval, .24-3.83), including in multiple subgroups.
Eight (53.3%) patients with recurrent nocardiosis required hospitalization and no patients
died from recurrent infection.

Conclusions: Recurrent nocardiosis tends to occur either within months because of the
same Nocardia species or after several years with a new species. Although we did not find
evidence for the effectiveness of secondary prophylaxis, the confidence intervals were
wide. However, outcomes of recurrent nocardiosis are generally favorable and may not
justify long-term antibiotic prophylaxis for this indication alone.

Keywords: Nocardia; bronchiectasis; reinfection; relapse; trimethoprim-sulfamethoxazole.
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Abstract

Rationale: Inhaled granulocyte-macrophage colony-stimulating factor (GM-CSF) has been
proposed as a potential immunomodulatory treatment for nontuberculous mycobacterial
(NTM) infection.Objectives: This open-label, noncomparative pilot trial investigated the
efficacy and safety of inhaled GM-CSF (molgramostim nebulizer solution) in patients with
predominantly treatment-refractory pulmonary NTM infection (Mycobacterium

avium complex [MAC] and M. abscessus [MABS]), either in combination with ongoing
guideline-based therapy (GBT) or as monotherapy in patients who had stopped GBT
because of lack of efficacy or intolerability.Methods: Thirty-two adult patients with
refractory NTM infection (MAC, n = 24; MABS, n = 8) were recruited into two cohorts:
those with (n = 16) and without (n = 16) ongoing GBT. Nebulized molgramostim 300 pg/d
was administered over 48 weeks. Sputum cultures and smears and clinical assessments (6-
min-walk distance, symptom scores, Quality of Life-Bronchiectasis Questionnaire score,
and body weight) were collected every 4 weeks during treatment and 12 weeks after the
end of treatment. The primary endpoint was sputum culture conversion, defined as three
consecutive monthly negative cultures during the treatment period.Results: Eight patients
(25%) achieved culture conversion on treatment (seven [29.2%] patients with MAC
infection, one [12.5%] patient with MABS infection); in four patients, this was durable after
the end of treatment. Of the 24 patients with MAC infection, an additional 4 patients had a
partial response, converting from smear positive at baseline to smear negative at the end
of treatment, and time to positivity in liquid culture media increased. Two of these patients
sustained negative cultures from the end of treatment. Other clinical endpoints were
unchanged. Serious adverse events were mainly pulmonary exacerbations or worsening
NTM infection. Three deaths, not treatment related, were reported.Conclusions: In this
population of patients with severe NTM disease, molgramostim was safe and well
tolerated. Sputum culture conversion rates for patients with MAC infection (29.2%) were
greater than reported for similar refractory MAC cohorts managed with GBT alone. Less
benefit was seen for MABS infection. No serious safety concerns were identified. Further
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evaluation in a larger cohort is warranted.Clinical trial registered with www.clinicaltrials.gov
(NCT03421743).

Keywords: granulocyte-macrophage colony-stimulating factor; mycobacteria; treatment.
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Abstract

Primary ciliary dyskinesia (PCD) is a complex diagnosis without a universal diagnostic test
Clinicians must have some skepticism of historic diagnoses of PCD Clinicians should
consider a diagnosis of PCD in patients with recalcitrant disease.

Keywords: chronic rhinosinusitis; ciliary motility; sinusitis.
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