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Abstract 

Exacerbations of COPD are associated with worsening of the airflow obstruction, 

hospitalisation, reduced quality of life, disease progression and death. At least 70% of 

COPD exacerbations are infectious in origin, with respiratory viruses identified in 

approximately 30% of cases. Despite long-standing recommendations to vaccinate 

patients with COPD, vaccination rates remain suboptimal in this population.Streptococcus 

pneumoniae is one of the leading morbidity and mortality causes of lower respiratory tract 

infections. The Food and Drug Administration recently approved pneumococcal conjugate 

vaccines that showed strong immunogenicity against all 20 included serotypes. Influenza is 

the second most common virus linked to severe acute exacerbations of COPD. The variable 

vaccine efficacy across virus subtypes and the impaired immune response are significant 

drawbacks in the influenza vaccination strategy. High-dose and adjuvant vaccines are new 

approaches to tackle these problems. Respiratory syncytial virus is another virus known to 

cause acute exacerbations of COPD. The vaccine candidate RSVPreF3 is the first authorised 

for the prevention of RSV in adults ≥60 years and might help to reduce acute 

exacerbations of COPD. The 2023 Global Initiative for Chronic Lung Disease report 

recommends zoster vaccination to protect against shingles for people with COPD over 50 

years. 
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Abstract 

Background: Chronic obstructive pulmonary disease (COPD) is an ambulatory care-

sensitive condition, and the rate of hospital admissions for COPD is an indicator of the 

quality of outpatient care. We sought to determine long-term trends in hospital 

admissions for COPD in Canada. 

Methods: Using a comprehensive national database of hospital admissions in Canada, we 

identified those with a main discharge diagnosis of COPD for patients aged 40 years and 

older between 2002 and 2017. We calculated sex-specific, age-standardized trends in 

annual rates of hospital admissions for COPD separately for younger (40-64 yr) and older 

adults (≥ 65 yr). We used spline regression to examine changes in the admissions trends 

for each sex and age group. 
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Results: Over 16 years, 1 134 359 hospital admissions were for COPD. Between 2002 and 

2017, the total number of admissions increased by 68.8%, from 52 937 to 89 384. The 

overall crude admission rate increased by 30.0%, from 368 to 479 per 100 000 population, 

and the sex-and age-standardized admission rate increased by 9.6%, from 437 to 479 per 

100 000 population. Age-standardized rates increased by 12.2% among younger females, 

by 24.4% among younger males and by 29.8% among older females, but decreased by 

9.0% among older males. Over the same period, the all-cause sex-and age-standardized 

admission rate declined by 23.0%. 

Interpretation: Hospital admissions for COPD have increased since 2010, even after 

adjusting for population growth and aging, and despite declining rates of all-cause 

hospital admissions. The secular increase in COPD admissions indicates that the burden of 

COPD on Canadian health care systems is increasing. 
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Abstract 

Objectives: To investigate the clinical efficacy and safety of bronchial thermoplasty (BT) in 

treating patients with chronic obstructive pulmonary disease (COPD). 

Methods: Clinical data of 57 COPD patients were randomized into the control (n = 29, 

conventional inhalation therapy) or intervention group (n = 28, conventional inhalation 

therapy plus BT). Primary outcomes were differences in clinical symptom changes, 

pulmonary function-related indicators, modified Medical Research Council (mMRC), 6-min 

walk test (6MWT), COPD assessment test (CAT) score and acute exacerbation incidence 

from baseline to an average of 3 and 12 months. Safety was assessed by adverse events. 

Results: FEV1, FEV1(%, predicted) and FVC in both groups improved to varying degrees 

post-treatment compared with those pre-treatment (P < 0.05). The Intervention group 

showed greater improving amplitudes of FEV1 (Ftime × between groups = 21.713, P < 0.001) and 

FEV1(%, predicted) (Ftime × between groups = 31.216, P < 0.001) than the control group, and there 

was no significant difference in FVC variation trend (Ftime × between groups = 1.705, P = 0.193). 

mMRC, 6MWT and CAT scores of both groups post-treatment improved to varying 

degrees (Ps < 0.05), but the improving amplitudes of mMRC (Ftime × between groups = 3.947, P = 

0.025), 6MWT (Ftime × between groups = 16.988, P < 0.001) and CAT score (Ftime × between groups = 16.741, P 

< 0.001) in the intervention group were greater than the control group. According to risk 

assessment of COPD acute exacerbation, the proportion of high-risk COPD patients with 

acute exacerbation in the control and intervention groups at 1 year post-treatment (100% 
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vs 65%, 100% vs 28.6%), inpatient proportion (100% vs 62.1%; 100% vs 28.6%), COPD acute 

exacerbations [3.0 (2.50, 5.0) vs 1.0 (1.0, 2.50); 3.0(3.0, 4.0) vs 0 (0, 1.0)] and hospitalizations 

[2.0 (2.0, 3.0) vs 1.0 (0, 2.0); 2.0 (2.0, 3.0) vs 0 (0, 1.0)] were significantly lower than those 

pre-treatment (P < 0.05). Besides, data of the intervention group were significantly lower 

than the control group at each timepoint after treatment (P < 0.05). 

Conclusions: Combined BT therapy is superior to conventional medical treatment in 

improving lung function and quality of life of COPD patients, and it also significantly 

reduces the COPD exacerbation risk without causing serious adverse events. 

Keywords: Bronchial thermoplasty; COPD; Effectiveness; Safety. 
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Abstract 

Background: There is limited evidence on the pathways leading to severe asthma and we 

are presently unable to effectively predict the progression of the disease. We aimed to 

describe the longitudinal trajectories leading to severe asthma and to describe clinical 

events preceding disease progression in a nationwide population of patients with severe 

asthma. 

Methods: We conducted an observational study based on Swedish data from the NORdic 

Dataset for aSThmA Research (NORDSTAR) research collaboration platform. We identified 

adult patients with severe asthma in 2018 according to the European Respiratory 

Society/American Thoracic Society definition and used latent class analysis to identify 

trajectories of asthma severity over a 10-year retrospective period from 2018. 

Results: Among 169 128 asthma patients, we identified 4543 severe asthma patients. We 

identified four trajectories of severe asthma that were labelled as: trajectory 1 "consistently 

severe asthma" (n=389 (8.6%)), trajectory 2 "gradual onset severe asthma" (n=942 (20.7%)), 

trajectory 3 "intermittent severe asthma" (n=1685 (37.1%)) and trajectory 4 "sudden onset 

severe asthma" (n=1527 (33.6%)). "Consistently severe asthma" had a higher daily inhaled 

corticosteroid dose and more prevalent osteoporosis compared with the other trajectories. 

Patients with "gradual onset severe asthma" and "sudden onset severe asthma" developed 

type 2-related comorbidities concomitantly with development of severe asthma. In the 

latter group, this primarily occurred within 1-3 years preceding onset of severe asthma. 
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Conclusions: Four distinct trajectories of severe asthma were identified illustrating 

different patterns of progression of asthma severity. This may eventually enable the 

development of better preventive management strategies in severe asthma. 
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Abstract 

Most patients with chronic obstructive pulmonary disease (COPD) have at least one 

additional, clinically relevant chronic disease. Those with the most severe airflow 

obstruction will die from respiratory failure, but most patients with COPD die from non-

respiratory disorders, particularly cardiovascular diseases and cancer. As many chronic 

diseases have shared risk factors (eg, ageing, smoking, pollution, inactivity, and poverty), 

we argue that a shift from the current paradigm in which COPD is considered as a single 

disease with comorbidities, to one in which COPD is considered as part of a multimorbid 

state-with co-occurring diseases potentially sharing pathobiological mechanisms-is 

needed to advance disease prevention, diagnosis, and management. The term syndemics is 

used to describe the co-occurrence of diseases with shared mechanisms and risk factors, a 

novel concept that we propose helps to explain the clustering of certain morbidities in 

patients diagnosed with COPD. A syndemics approach to understanding COPD could have 

important clinical implications, in which the complex disease presentations in these 

patients are addressed through proactive diagnosis, assessment of severity, and integrated 

management of the COPD multimorbid state, with a patient-centred rather than a single-

disease approach. 

https://pubmed.ncbi.nlm.nih.gov/37696283/
https://pubmed.ncbi.nlm.nih.gov/37696283/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Fabbri+LM&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Celli+BR&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Agust%C3%AD+A&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Criner+GJ&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Dransfield+MT&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Dransfield+MT&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Divo+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Krishnan+JK&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Lahousse+L&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Montes+de+Oca+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Montes+de+Oca+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Salvi+SS&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Stolz+D&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Vanfleteren+LEGW&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Vogelmeier+CF&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-6-full-view-affiliation-12
https://doi.org/10.1016/s2213-2600(23)00261-8


Copyright © 2023 Elsevier Ltd. All rights reserved. 

Conflict of interest statement 

Declaration of interests LMF declares consulting fees from Chiesi Farmaceutici; payment or 

honoraria for lectures, presentations, manuscript writing, or educational events from 

Novartis, Chiesi Farmaceutici, Chiesi Italia, GSK, AstraZeneca, and Alfasigma; and 

participation on a data safety monitoring board (DSMB) for Novartis and Chiesi, all outside 

of the submitted work. LMF was formerly a member of the Global Initiative for Chronic 

Obstructive Lung Disease (GOLD). BRC declares consultancy fees from GSK, AstraZeneca, 

Menarini, Sanofi Aventis, and Axios; payment or honoraria for lectures, presentations, 

speakers bureaus, manuscript writing, or educational events from GSK, AstraZeneca, 

Menarini, Chiesi, and Regeneron; support for attending meetings or travel from GSK and 

Sanofi Aventis; and participation on a DSMB or advisory board for GSK, AstraZeneca, AZ 

Therapeutics, Sanofi Aventis, and Vertex, all outside of the submitted work. BRC is a 

member of GOLD. AA declares grants for research projects from GSK, AstraZeneca, and 

Menarini; and payment or honoraria for lectures, presentations, speakers bureaus, 

manuscript writing, or educational events from GSK, AstraZeneca, Chiesi, Menarini, CIPLA, 

Zambon, and Sanofi Regeneron, all outside of the submitted work. AA holds the Chair of 

the Board of Directors of GOLD. GJC is member of GOLD. MTD declares grants paid to his 

institution from the US Department of Defense, American Lung Association, and National 

Institutes of Health; royalties from UpToDate; consulting fees from AstraZeneca, GSK, 

Novartis, Pulmonx, and Teva; and an unpaid role on the Board of Directors of the COPD 

Foundation, all outside of the submitted work. MD declares consulting fees from Sanofi 

Regeneron, outside of the submitted work. JKK declares grants paid to her institution from 

the American Thoracic Society Fellowship in Health Equity, Research Assistance for Primary 

Parents Award, COMMUNITY Center Investigator Development Core, Weill Cornell 

Medicine Dean's Diversity and Healthcare Disparity Research Award, and the National 

Institutes of Health (T32 HL134629); medical writing support from Novartis; medication 

samples delivered to her institution by Boehringer Ingelheim and GSK; and a donor gift to 

her institution from the Donna Redel Research Fund, all outside of the submitted work. LL 

declares fees to her institution from AstraZeneca for expert consultation, Chiesi for a 

lecture, and IPSA vzw, for lectures, outside of the submitted work. MM declares honoraria 

for lectures on COPD from AstraZeneca and GSK, outside of the submitted work. MMdO is 

a member of GOLD. SSS declares payments to his institution from Cipla for lectures, 

presentations, speakers bureaus, manuscript writing, or educational events. SSS has an 

unpaid leadership or fiduciary role with the Indian Chest Society, outside of the submitted 

work, and is a member of GOLD. DS declares grants to her institution from Curetis and 

AstraZeneca; payment or honoraria for lectures, presentations, speakers bureaus, 

manuscript writing, or educational events from CSL Behring, Berlin-Chemie Menarini, 

Novartis, GSK, AstraZeneca, Vifor, Merck, Chiesi, Grifols, MSD, and Sanofi; and participation 

on a DSMB or advisory board for CSL Behring, Berlin-Chemie Menarini, Novartis, GSK, 

AstraZeneca, Vifor, Merck, Chiesi, Grifols, MSD, and Sanofi, all outside of the submitted 

work. LEGWV declares research grants to his institution from The Family Kamprad 



Foundation (20190024), the Swedish government and country council (ALF grant ALFGBG-

824371), The Swedish Heart and Lung Foundation (20200150), and Svensk Lungmedicinsk 

Förening; and payment or honoraria for lectures, presentations, speakers bureaus, 

manuscript writing, or educational events from GSK, AstraZeneca, Boehringer, Novartis, 

Chiesi, Resmed, and Pulmonx, all outside of the submitted work. CFV declares grants to his 

institution from the German Ministry of Education and Science, AstraZeneca, Boehringer 

Ingelheim, Chiesi, CSL Behring, GSK, Grifols, and Novartis; consulting fees from Aerogen, 

AstraZeneca, Boehringer Ingelheim, CSL Behring, Chiesi, GSK, Insmed, Menarini, Novartis, 

and Nuvaira; and payment or honoraria for lectures, presentations, speakers bureaus, 

manuscript writing, or educational events from Aerogen, AstraZeneca, Boehringer 

Ingelheim, CSL Behring, Chiesi, GSK, Insmed, Menarini, Novartis, Roche, and Sanofi, all 

outside the submitted work. CFV holds the Chair of the Science Committee of GOLD. 

SUPPLEMENTARY INFO 

Publication typesexpand 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

  

Share 

7 

Phytomedicine 

•  

•  

•  

. 2023 Sep 8;120:155066. 

 doi: 10.1016/j.phymed.2023.155066. Online ahead of print. 

Astragaloside IV protects against lung 
injury and pulmonary fibrosis in COPD 
by targeting GTP-GDP domain of RAS 
and downregulating the RAS/RAF/FoxO 
signaling pathway 
Man Zhang 1, Wenshuang Wang 1, Kaixin Liu 1, Chao Jia 2, Yuanyuan Hou 3, Gang Bai 4 

Affiliations expand 

https://pubmed.ncbi.nlm.nih.gov/37696283/
https://pubmed.ncbi.nlm.nih.gov/37690229/
https://pubmed.ncbi.nlm.nih.gov/37690229/
https://pubmed.ncbi.nlm.nih.gov/37690229/
https://pubmed.ncbi.nlm.nih.gov/37690229/
https://pubmed.ncbi.nlm.nih.gov/37690229/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Zhang+M&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Wang+W&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Liu+K&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Jia+C&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Hou+Y&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Bai+G&cauthor_id=37690229
https://pubmed.ncbi.nlm.nih.gov/?term=37673427%2C37696554%2C37689769%2C37620041%2C37414423%2C37696283%2C37690229%2C37684585%2C37683098%2C37678877%2C37690461%2C37678951%2C37690008%2C37672750%2C37669095%2C37668748%2C37665985%2C37673413%2C37673353%2C37661819&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-7-full-view-affiliation-4
https://libkey.io/libraries/2561/pmid/37696283


• PMID: 37690229 

  

• DOI: 10.1016/j.phymed.2023.155066 

Abstract 

Background: Pulmonary fibrosis is a chronic progressive interstitial lung disease 

characterized by the replacement of lung parenchyma with fibrous scar tissue, usually as 

the final stage of lung injury like COPD. Astragaloside IV (AST), a bioactive compound 

found in the Astragalus membranaceus (Fisch.) used in traditional Chinese medicine, has 

been shown to improve pulmonary function and exhibit anti-pulmonary fibrosis effects. 

However, the exact molecular mechanisms through which it combats pulmonary fibrosis, 

especially in COPD, remain unclear. 

Purpose: This study aimed to identify the potential therapeutic target and molecular 

mechanisms for AST in improving lung injury especially treating COPD type pulmonary 

fibrosis both in vivo and in vitro. 

Methods: Multi lung injury models were established in mice using lipopolysaccharide 

(LPS), cigarette smoke (CS), or LPS plus CS to simulate the processes of pulmonary fibrosis 

in COPD. The effect of AST on lung function protection was evaluated, and proteomic and 

metabolomic analysis were applied to identify the signaling pathway affected by AST and 

to find potential targets of AST. The interaction between AST and wild-type and mutant 

RAS proteins was studied. The RAS/RAF/FoxO signaling pathway was stimulated in BEAS-

2B cells and in mice lung tissues by LPS plus CS to investigate the anti-pulmonary fibrosis 

mechanism of AST analyzed by western blotting. The regulatory effects of AST on the 

RAS/RAF/FoxO pathway dependent on RAS were further confirmed using RAS siRNA. 

Results: RAS was predicted and identified as the target protein of AST in anti-pulmonary 

fibrosis in COPD and improving lung function. The administration of AST was observed to 

impede the conversion of fibroblasts into myofibroblasts, reduce the manifestation of 

inflammatory factors and extracellular matrix, and hinder the activation of epithelial 

mesenchymal transition (EMT). Furthermore, AST significantly suppressed the 

RAS/RAF/FoxO signaling pathway in both in vitro and in vivo settings. 

Conclusion: AST exhibited lung function protection and anti-pulmonary fibrosis effect by 

inhibiting the GTP-GDP domain of RAS, which downregulated the RAS/RAF/FoxO signaling 

pathway. This study revealed AST as a natural candidate molecule for the protection of 

pulmonary fibrosis in COPD. 

Keywords: Astragaloside IV; COPD; Lung injury; Pulmonary fibrosis; RAS; RAS/RAF/FoxO 

signaling pathway. 
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Abstract 

Background: Chronic obstructive pulmonary disease (COPD) is the third leading cause of 

death in the world with nearly 90% of cases caused by tobacco smoking. Nearly 40% of 

people with COPD are diagnosed with depression which impacts quality of life and 

smoking cessation. The purpose of this study was to describe factors influencing smoking 

behaviors and readiness to change in people with comorbid COPD and depression. 

Methods: A descriptive cross-sectional design was used. A convenience sample of 222 

participants self-reported and/or had a documented diagnosis of COPD. Participants 

completed study measures which included the PHQ-9 for depressive symptoms, 

assessment of smoking behaviors using The Cigarette Dependence Scale, report of 

readiness to change using The Smoking Stage of Change Questionnaire, The Smoking 

Decisional Balance Questionnaire, and The Processes of Change Questionnaire. Electronic 

and paper questionnaires were used. Data was stored in RedCap and analyzed using SPSS 

version 26. Based on variable type, descriptive and comparative analyses were conducted 

using ANOVA, t-test, chi-square, Pearson correlation, linear regression, and multiple linear 

regression to determine the relationships between smoking behaviors, COPD, and 

depressive symptoms. 

Results: Only 18 participants were classified as having no depressive symptoms. 

Participants who smoked had high nicotine dependence and wanted to quit smoking. 

Overall, participants saw more cons to smoking and were engaged in the processes of 

change. The majority of participants were in the maintenance or contemplation stage. 

Cigarette dependence could decrease by 9% if depressive symptoms are treated. 

Conclusions: There is a need to assess COPD patients for depression and to assess COPD 

patients' smoking behaviors and readiness to change. Adequate treatment of depression 

could promote an individual to move through the stages of change from chronic 

contemplation to action, thus improving smoking cessation efforts for individuals with 

COPD. Understanding patients' smoking behaviors and readiness to change can aid in 

developing personalized interventions to achieve smoking cessation and improve long-

term outcomes. 

Keywords: COPD; Chronic obstructive pulmonary disease; Depression; Smoking; Smoking 

cessation. 
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chronic obstructive pulmonary disease (COPD) are needed. 
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Objectives: Examine the real-world effectiveness of phone-based peer coaching on LTOT 

adherence and other outcomes in a pragmatic trial of patients with COPD. 

Methods: In a hybrid effectiveness-implementation pragmatic trial, patients were 

randomized to phone-based Proactive coaching (educational materials, five phone-based 

peer coaching sessions over 60 days), Reactive coaching (educational materials, peer 

coaching when requested), or usual care. Study staff collected baseline and outcome data 

via phone at 30, 60 and 90 days after randomization. Adherence to LTOT over 60 days, the 

primary effectiveness outcome, was defined as mean LTOT use ≥17.7 hours/day. LTOT use 

was calculated using information about home oxygen equipment use in worksheets 

completed by study participants. Comparisons of adherence to LTOT between each 

coaching group and the usual care group using multivariable logistic regression models 

were pre-specified as the primary analyses. Secondary effectiveness outcomes included 

Patient Reported Outcome Management Information System (PROMIS) measures for 

physical, emotional, and social health. We assessed early implementation domains in the 

RE-AIM framework (reach, adoption, implementation). 

Results: In 444 participants, the proportion who were adherent to LTOT at 60 days was 

74% in usual care, 84% in Reactive coaching , and 70% in Proactive coaching groups. 

Although reach, adoption by stakeholder partners, and intervention fidelity were 

acceptable, complete LTOT adherence data was available in only 73% of participants. 

Reactive coaching (adjusted odds ratio [aOR] 1.77, 97.5% confidence interval [CI] 0.80-3.90) 

and Proactive coaching (aOR 0.70, 97.5% CI 0.34-1.46) did not improve adherence to LTOT 

compared with usual care. However, Proactive coaching significantly reduced depressive 

symptoms and sleep disturbance compared with usual care and reduced depressive 

symptoms compared with Reactive coaching. Unexpectedly, LTOT adherence was 

significantly lower in Proactive compared with Reactive coaching group. 

Conclusions: The results were inconclusive about whether either phone-based peer 

coaching strategy changed LTOT adherence compared with usual care. Further studies are 

needed to confirm the potential benefits of Proactive peer coaching on secondary 

effectiveness outcomes and differences in LTOT adherence between Proactive and Reactive 

peer coaching. Clinical trial registered with ClinicalTrials.gov (NCT02098369). 
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Abstract 

Chronic obstructive pulmonary disease (COPD) is currently one of the highest morbidity 

and mortality worldwide, a serious public health problem. Pulmonary hypertension is a 

common complication of COPD. At present, the pathogenesis of pulmonary hypertension 

is not clear. A concise overview of the known factors contributing to pulmonary 

hypertension in COPD includes hypoxia and inflammation. Hypoxia, resulting from lung 

damage and inadequate oxygen supply, can lead to pulmonary vasoconstriction and 

increased vascular resistance, thus contributing to the development of pulmonary 

hypertension in COPD patients. Inflammation also plays a significant role in the 

progression of pulmonary hypertension. COPD patients exhibit inflammatory responses in 

their lung tissues, with the release of various inflammatory mediators. These mediators can 

stimulate abnormal proliferation of endothelial cells and smooth muscle cells within the 

pulmonary arteries, leading to vascular wall thickening and restricted blood flow. This 

paper focuses on the pathogenesis of four inflammatory factors, namely interleukin (IL-1β), 

IL-6, IL-8, and tumor necrosis factor (TNF)-α, in pulmonary hypertension. IL-1β, IL-6, IL-8, 

and TNF-α are known as pro-inflammatory cytokines that play crucial roles in the 

inflammatory response. In the context of pulmonary hypertension, these inflammatory 

factors have been implicated in the remodeling of the pulmonary vasculature, leading to 

increased vascular resistance and impaired blood flow. The research presented in this 

paper will delve into the current scientific knowledge surrounding IL-1β, IL-6, IL-8, and 
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TNF-α, and their roles in pulmonary vascular remodeling, endothelial dysfunction, smooth 

muscle cell proliferation, and inflammation. The goal is to provide a comprehensive 

overview of their involvement in pulmonary hypertension and how these factors may be 

influenced by the hypoxic environment prevalent in high-altitude regions. By focusing on 

the relevance of these inflammatory factors in high-altitude areas, we hope to contribute 

valuable insights that can inform clinical management strategies, prevention approaches, 

and potential therapeutic interventions for individuals residing in such regions who are at 

an increased risk of developing pulmonary hypertension. 

FULL TEXT LINKS 

 

 

"Multimorbidity"[Mesh Terms] OR 
Multimorbidity[Text Word] 

1 

Review 

  

Lancet Respir Med 

•  

•  

•  

. 2023 Sep 8;S2213-2600(23)00261-8. 

 doi: 10.1016/S2213-2600(23)00261-8. Online ahead of print. 

COPD and multimorbidity: recognising 
and addressing a syndemic occurrence 
Leonardo M Fabbri 1, Bartolome R Celli 2, Alvar Agustí 3, Gerard J Criner 4, Mark T 

Dransfield 5, Miguel Divo 2, Jamuna K Krishnan 6, Lies Lahousse 7, Maria Montes de 

Oca 8, Sundeep S Salvi 9, Daiana Stolz 10, Lowie E G W Vanfleteren 11, Claus F Vogelmeier 12 

Affiliations expand 

• PMID: 37696283 

  

• DOI: 10.1016/S2213-2600(23)00261-8 

Abstract 

https://pubmed.ncbi.nlm.nih.gov/37696283/
https://pubmed.ncbi.nlm.nih.gov/37696283/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Fabbri+LM&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Celli+BR&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Agust%C3%AD+A&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Criner+GJ&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Dransfield+MT&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Dransfield+MT&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Divo+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Krishnan+JK&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Lahousse+L&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Montes+de+Oca+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Montes+de+Oca+M&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Salvi+SS&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Stolz+D&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Vanfleteren+LEGW&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&term=Vogelmeier+CF&cauthor_id=37696283
https://pubmed.ncbi.nlm.nih.gov/?term=37696283%2C37682940%2C37682491%2C37674061%2C37670688%2C37692105%2C37670260%2C37669812%2C37648356%2C37665630&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract#search-result-1-1-full-view-affiliation-12
https://doi.org/10.1016/s2213-2600(23)00261-8
http://alternative-therapies.com/oa/index.html?fid=9086
https://libkey.io/libraries/2561/pmid/37678877


Most patients with chronic obstructive pulmonary disease (COPD) have at least one 

additional, clinically relevant chronic disease. Those with the most severe airflow 

obstruction will die from respiratory failure, but most patients with COPD die from non-

respiratory disorders, particularly cardiovascular diseases and cancer. As many chronic 

diseases have shared risk factors (eg, ageing, smoking, pollution, inactivity, and poverty), 

we argue that a shift from the current paradigm in which COPD is considered as a single 

disease with comorbidities, to one in which COPD is considered as part of a multimorbid 

state-with co-occurring diseases potentially sharing pathobiological mechanisms-is 

needed to advance disease prevention, diagnosis, and management. The term syndemics is 

used to describe the co-occurrence of diseases with shared mechanisms and risk factors, a 

novel concept that we propose helps to explain the clustering of certain morbidities in 

patients diagnosed with COPD. A syndemics approach to understanding COPD could have 

important clinical implications, in which the complex disease presentations in these 

patients are addressed through proactive diagnosis, assessment of severity, and integrated 

management of the COPD multimorbid state, with a patient-centred rather than a single-

disease approach. 
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Abstract 

Objectives: The progression of long-term conditions (LTCs) from zero-to-one (initiation), 

and from one-to-many (progression)are common trajectories that impact a person's 

quality of life including their ability to work. This study aimed to explore the demographic, 

socioeconomic, psychosocial, and health-related determinants of LTC initiation and 

progression, with a focus on work participation. 

Methods: Data from 622 working-age adults who had completed two waves (baseline and 

follow-up) of the South-East London Community Health survey were analysed. Chi square 

tests and multinomial logistic regression were used to describe the associations between 

self-reported demographic, socioeconomic, psychosocial, and health-related variables, and 

the progression of LTCs. 

Results: Small social networks, an increased number of stressful life events, low self-rated 

health, functional impairment, and increased somatic symptom severity were all associated 
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with both the progression from zero-to-one LTC and from one LTC to multimorbidity (two 

or more LTCs). Renting accommodation (RRR 1.73 [95% CI 1.03-2.90]), smoking (RRR 1.91 

[95% CI 1.16-3.14]) and being overweight (RRR 1.88 [95% CL 1.12-3.16]) were unique risk 

factors of developing initial LTCs, whereas low income (RRR 2.53 [95% CI 1.11-5.80]), 

working part-time (RRR 2.82 ([95% CL 1.12-7.10]), being unemployed (RRR 4.83 [95% CI 

1.69-13.84]), and making an early work exit (RRR 16.86 [95% CI 3.99-71.30]) all increased 

the risk of progressing from one LTC to multimorbidity compared to being employed full-

time. At follow-up, depression was the most prevalent LTC in the unemployed group 

whereas musculoskeletal conditions were the most prevalent in those working. 

Conclusions: The journey to multimorbidity is complex, with both common and unique 

risk factors. Non-full-time employment was associated with an increased risk of 

progression to multimorbidity. Future research should explore the risk and benefit 

pathways between employment and progression of LTCs. Interventions to prevent 

progression of LTCs should include mitigation of modifiable risk factors such as social 

isolation. 
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Abstract 

The increasing access to health data worldwide is driving a resurgence in machine learning 

research, including data-hungry deep learning algorithms. More computationally efficient 

algorithms now offer unique opportunities to enhance diagnosis, risk stratification, and 

individualised approaches to patient management. Such opportunities are particularly 

relevant for the management of older patients, a group that is characterised by complex 

multimorbidity patterns and significant interindividual variability in homeostatic capacity, 

organ function, and response to treatment. Clinical tools that utilise machine learning 

algorithms to determine the optimal choice of treatment are slowly gaining the necessary 

approval from governing bodies and being implemented into healthcare, with significant 

implications for virtually all medical disciplines during the next phase of digital medicine. 

Beyond obtaining regulatory approval, a crucial element in implementing these tools is the 

trust and support of the people that use them. In this context, an increased understanding 

by clinicians of artificial intelligence and machine learning algorithms provides an 

appreciation of the possible benefits, risks, and uncertainties, and improves the chances for 

successful adoption. This review provides a broad taxonomy of machine learning 

algorithms, followed by a more detailed description of each algorithm class, their purpose 

and capabilities, and examples of their applications, particularly in geriatric medicine. 
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Additional focus is given on the clinical implications and challenges involved in relying on 

devices with reduced interpretability and the progress made in counteracting the latter via 

the development of explainable machine learning. 

Keywords: Artificial intelligence; Clinical decisions; Diagnosis; Geriatric medicine; Machine 

learning; Treatment. 
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• DOI: 10.1007/s00391-023-02235-7 

Abstract  

in English, German 

Background: Clinical data regarding hypogonadism in very old men with multimorbidity 

are rare. Hypogonadism can contribute to osteoporosis, anemia and sarcopenia and is 

therefore a relevant problem for geriatric patients. 

Methods: A total of 167 men aged 65-96 years (mean 81 ± 7 years) admitted to an acute 

geriatric ward were included in a cross-sectional study. Body composition derived from 

dual-energy X-ray absorptiometry, bone mineral density, handgrip strength, 

multimorbidity, polypharmacy and laboratory values were obtained from the routine 

electronic clinical patient file. 

Results: Hypogonadism was present in 62% (n = 104) of the study participants, of whom 

83% showed clinical manifestation of hypogonadism (hypogonadism in combination with 

anemia, sarcopenia and/or low T-score). The subgroups showed a distribution of 52% 

primary and 48% secondary hypogonadism. Compared to the eugonadal patients, 

hypogonadal patients had reduced handgrip strength (p = 0.031) and lower hemoglobin 

levels (p = 0.043), even after adjustment for age, body mass index and glomerular filtration 

rate. 

Conclusion: Hypogonadism is common in geriatric patients. If chronic anemia, sarcopenia, 

or osteoporosis are diagnosed, testosterone levels should be determined in geriatric 

settings. 

Keywords: Dual-energy X-ray absorptiometry; Geriatrics; Osteoporosis; Primary and 

secondary hypogonadism; Testosterone. 
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Abstract 

Objectives: This study aims to develop and pilot a hospital care coordination team 

intervention for patients with multimorbidity and identify key uncertainties. 

Methods: Practice-based, participatory pilot study with mixed methods in a middle-large 

teaching hospital. We included adult patients who had visited seven or more outpatient 

specialist clinics in 2018. The intervention consisted of an intake, a comprehensive review 

by a dedicated care coordination team, a consultation to discuss results and two follow-up 

appointments. We collected both quantitative and qualitative data. 

Results: Out of 131 invited patients, 28 participants received the intake and 

comprehensive review. The intervention resulted in mixed outputs and short-term 

outcomes. Among the 28 participants, 21 received recommendations for at least two out 

of three categories (medication, involved medical specialists, other). Patients' experienced 

effects ranged from no to very large effects. Key uncertainties were how to identify 

patients with a need for care coordination and the minimum of required data that can be 

collected during regular clinical care with feasible effort. 

Discussion: Recruitment and selection for hospital care coordination should be refined to 

include patients with multimorbidity who might benefit most. Outcomes of research and 
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clinical care should align and first focus on evaluating the results of care coordination 

before evaluating health-related outcomes. 

Keywords: Multimorbidity; care coordination; care coordination intervention; fragmented 

care; hospital care. 
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Background: Multimorbidity is a major challenge to health and social care systems around 

the world. There is limited research exploring the wider contextual determinants that are 

important to improving care for this cohort. In this study, we aimed to elicit and prioritise 

determinants of improved care in people with multiple conditions. 

Methods: A three-round online Delphi study was conducted in England with health and 

social care professionals, data scientists, researchers, people living with multimorbidity and 

their carers. 

Results: Our findings suggest a care system which is still predominantly single condition 

focused. 'Person-centred and holistic care' and 'coordinated and joined up care', were 

highly rated determinants in relation to improved care for multimorbidity. We further 

identified a range of non-medical determinants that are important to providing holistic 

care for this cohort. 

Conclusions: Further progress towards a holistic and patient-centred model is needed to 

ensure that care more effectively addresses the complex range of medical and non-

medical needs of people living with multimorbidity. This requires a move from a single 

condition focused biomedical model to a person-based biopsychosocial approach, which 

has yet to be achieved. 

Keywords: Delphi study; Multimorbidity; integrated care; personalised care. 
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Abstract 

Background: Frailty and multimorbidity are common among patients in geriatric 

rehabilitation care (GRC). Proper care of these patients involves multiple professionals 

which requires optimal interprofessional collaboration to provide the best possible 

support. Interprofessional collaboration (IPC) goes beyond multi-professional 

collaboration. It requires professionals to think beyond the expertise of their own discipline 

and work on joint outcomes in which the patient is actively involved. This study describes 

the development of the GRC teams of an elderly care organization towards the IPC. 

Methods: Mixed method pre-post study of 15 months. The interprofessional training 

program comprised team trainings, webinars, and online team sessions. Data was 

aggregated by administering the Extended Professional Identity Scale (EPIS) and QuickScan 

Interprofessional Collaboration (QS) measurements to GRC staff and by observations of the 

multi-professional team consultation (MPC) meetings of six GRC teams of an organization 

for elderly care in Drachten and Dokkum in the Netherlands. ADL independence (Barthel 

Index) and number of inpatient days were analyzed before and after the project. 

Results: Pretest healthcare professional response was 106, patients for analyses was 181; 

posttest response was 84, patients was 170. The EPIS shows improvement on 

"interprofessional belonging" (P = .001, 95%CI: 0.57-2.21), "interprofessional commitment" 

(P = .027, 95%CI: 0.12-1.90), and overall "interprofessional identity" (P = .013, 95%CI: 0.62 - 

5.20). On the QS, all domains improved; "shared values" (P = .009, 95%CI: 0.07 - 0.47), 
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"context" (P = .005, 95%CI: 0.08 - 0.44), "structure & organization" (P = .001, 95%CI: 0.14 - 

0.56), "group dynamics & interaction" (P < .001, 95%CI: 0.18 - 0.58), and "entrepreneurship 

& management" (P = .039, 95%CI: 0.01 - 0.48). A qualitative analysis of the reflection 

responses and MPC observations indicate a shift from multi-professional to more IPC. 

Differences in ADL over time were not statistically significant. The mean number of 

inpatient days was reduced by 11.8 (P < .001, 95%CI: -17.34 - - 6.31) days. 

Conclusions: Within the GRC teams, there was a shift observed to more IPC and better 

representation of the patient's wishes and needs. ADL independence did not change, yet 

we found a statistically significant decrease in the number of inpatient days. The basis for 

IPC was well established, however, it remains necessary that the teams continue to develop 

and invest in the collaboration with each other and the patient to further improve it. 

Keywords: Geriatric rahabilitation; Interprofessional collaboration; Interprofessional 

identity. 
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Abstract 

Background: Little is known about patterns of coexisting conditions and their influence on 

clinical care or outcomes in adults admitted to hospital for community-acquired 

pneumonia (CAP). We sought to evaluate how coexisting conditions cluster in this 

population to advance understanding of how multimorbidity affects CAP. 

Methods: We studied 11 085 adults admitted to hospital with CAP at 7 hospitals in 

Ontario, Canada. Using cluster analysis, we identified patient subgroups based on 

clustering of comorbidities in the Charlson Comorbidity Index. We derived and replicated 

cluster analyses in independent cohorts (derivation sample 2010-2015, replication sample 

2015-2017), then combined these into a total cohort for final cluster analyses. We 

described differences in medications, imaging and outcomes. 

Results: Patients clustered into 7 subgroups. The low comorbidity subgroup (n = 3052, 

27.5%) had no comorbidities. The DM-HF-Pulm subgroup had prevalent diabetes, heart 

failure and chronic lung disease (n = 1710, 15.4%). One disease category defined each 
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remaining subgroup, as follows: pulmonary (n = 1621, 14.6%), diabetes (n = 1281, 11.6%), 

heart failure (n = 1370, 12.4%), dementia (n = 1038, 9.4%) and cancer (n = 1013, 9.1%). 

Corticosteroid use ranged from 11.5% to 64.9% in the dementia and pulmonary 

subgroups, respectively. Piperacillin-tazobactam use ranged from 9.1% to 28.0% in the 

pulmonary and cancer subgroups, respectively. The use of thoracic computed tomography 

ranged from 5.7% to 36.3% in the dementia and cancer subgroups, respectively. Adjusting 

for patient factors, the risk of in-hospital death was greater in the cancer (adjusted odds 

ratio [OR] 3.12, 95% confidence interval [CI] 2.44-3.99), dementia (adjusted OR 1.57, 95% CI 

1.05-2.35), heart failure (adjusted OR 1.66, 95% CI 1.35-2.03) and DM-HF-Pulm subgroups 

(adjusted OR 1.35, 95% CI 1.12-1.61), and lower in the diabetes subgroup (adjusted OR 

0.67, 95% CI 0.50-0.89), compared with the low comorbidity group. 

Interpretation: Patients admitted to hospital with CAP cluster into clinically recognizable 

subgroups based on coexisting conditions. Clinical care and outcomes vary among these 

subgroups with little evidence to guide decision-making, highlighting opportunities for 

research to personalize care. 
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Abstract 

Background: Diabetes mellitus (DM) imposes a significant disease burden in economically 
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processes. Shanghai's Pudong district serves as a representative area of such regions. 
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Objective: We aimed to assess the burden of and trends in DM mortality in Shanghai's 

Pudong district and analyze the impact of aging and multimorbidity. 

Methods: A longitudinal, population-based study was conducted to analyze DM mortality 

in Pudong from 2005 to 2020. We used joinpoint regression to analyze epidemiological 

features and long-term trends in crude mortality rate (CMR), age-standardized mortality 

rate worldwide (ASMRW), and years of life lost (YLL). Furthermore, the decomposition 

method was used to evaluate the contribution of demographic and nondemographic 

factors associated with mortality. 

Results: There were 49,414 deaths among individuals with DM, including 15,512 deaths 

due to DM. The CMR and ASMRW were 109.55/105 and 38.01/105 person-years, 

respectively. Among the mortality associated with and due to DM, the total annual ASMRW 

increased by 3.65% (95% CI 3.25%-4.06%) and 1.38% (95% CI 0.74%-2.02%), respectively. 

Additionally, the total annual YLL rate increased by 4.98% (95% CI 3.92%-6.05%) and 2.68% 

(95% CI 1.34%-4.04%). The rates of YLL increase in persons aged 30 to 44 years (3.98%, 

95% CI 0.32%-7.78%) and 45 to 59 years (4.31%, 95% CI 2.95%-5.69%) were followed by 

the increase in persons aged 80 years and older (10.53%, 95% CI 9.45%-11.62%) for deaths 

associated with DM. The annual CMR attributable to demographic factors increased by 

41.9% (95% CI 17.73%-71.04%) and 36.72% (95% CI 16.69%-60.2%) for deaths associated 

with and due to DM, respectively. Hypertension, cerebrovascular disease, and ischemic 

heart disease were the top 3 comorbidities. 

Conclusions: Aging and multimorbidity played essential roles in changing the burden of 

DM in an urbanizing and transitioning region. There is an increasing disease burden 

among young and middle-aged people, emphasizing the need for greater attention to 

these groups. Health management is an emerging method that holds important 

implications for alleviating the future burden of DM. 

Keywords: aging; diabetes; diabetes mellitus; disease; epidemiology; mortality; 

multimorbidity; trend analysis; urbanization; years of life lost. 
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Abstract 

Background: Despite their life-threatening potential, medical team mistakes during 

subcutaneous immunotherapy are rarely discussed. Real data are missing, and a survey 

study estimated that dosing errors are responsible for 25% of systemic reactions during 

immunotherapy. To minimize errors, we modified our safety precautions and compared the 

rates of systemic allergic reactions before and after the change. Methods: Our 

retrospective comparative cohort study compared systemic allergic reaction rates during 

2012-2015 and 2016-2019, after a second check of the injected allergen/s by another 

nurse/physician was added to the treatment protocol. Results: The rate of systemic allergic 

reaction per injection was reduced from 0.93 to 0.71%; p = 0.023. Conclusion: A second 

check prior to injection is beneficial and can reduce the allergic reaction rate during 

immunotherapy. 

Keywords: allergic rhinitis; asthma; safety precautions; subcutaneous immunotherapy; 

systemic allergic reaction. 

Plain language summary 

Many people suffer from allergies to dust or pollen, and they might suffer from a running 

nose when they come into contact with the allergens. This reaction is called hayfever or 

allergic rhinitis. Immunotherapy is a treatment which can help to treat patients with allergic 

rhinitis. During treatment, the patients receive injections of small amounts of dust or 
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pollen, and with time become less allergic. The injections themselves might cause allergic 

reactions such as rash, hives, swelling or trouble breathing. Sometimes these allergic 

reactions are related to mistakes made by the medical team. In our study we changed 

safety instruction to add a second check of the materials and amounts before the 

injections were given to the patient. This was checked by two different nurses. We 

compared the number of allergic reactions to the shots before and after the change. We 

found that the number of allergic reactions was 9.3 for 1000 injections before and 7.1 for 

1000 injections after the change. We think that a second check of the materials and 

amounts before giving the injections is helpful and can prevent some of the allergic 

reactions. 
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Abstract 

Background: Small airways disease (SAD), a novel finding described in post-acute COVID-

19 patients, should be suspected when respiratory symptoms continue, air trapping 

persists on expiratory CT scans, and imaging findings fail to improve despite objectively 

better conventional pulmonary function test (PFT) parameters. The forced oscillation 

technique (FOT) and Multiple breathing washout (MBW) are both very sensitive methods 

for detecting anomalies in the peripheral airways. 

Case presentation: We discuss the case of a 60-year-old Hispanic patient who had severe 

COVID-19 pneumonia and developed dyspnea, fatigue, and limited daily activity a year 

later. The PFTs revealed restrictive lung disease, as seen by significant diffusing capacity of 

the lungs for carbon monoxide (DLCO) decrease, severe desaturation, and poor 6-min walk 

test (6MWT) performance. The patient was treated with lowering corticosteroids as well as 

pulmonary rehabilitation (PR). During the 24-month follow-up, the dyspnea and fatigue 

persisted. On PFTs, 6MWT performance and restricted pattern improved slightly, but MBW 

discovered significant ventilatory inhomogeneity. FOT revealed substantial peripheral 

airway obstructive abnormalities. On CT scans, air trapping and ground-glass opacities 

(GGO) improved somewhat. The patient used a bronchodilator twice a day and low-dose 

inhaled corticosteroids (160 µg of budesonide and 4.5 µg of formoterol fumarate 

dihydrate) for nine months. PR sessions were resuming. The restricting parameters were 

stabilized and the DLCO had normalized after 36 months, with a 6MWT performance of 

87% but significant desaturation. The CT scan revealed traction bronchiectasis, low GGO, 

and persistent air trapping. Without normalization, FOT and MBW scores improved, 

indicating small airway disease. 

Conclusions: The necessity of integrating these tests when detecting SAD is emphasized in 

our paper. This article lays the foundation for future research into the best ways to manage 

and monitor SAD in post-acute COVID-19 patients. 
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Methods: We conducted an observational study based on Swedish data from the NORdic 

Dataset for aSThmA Research (NORDSTAR) research collaboration platform. We identified 

adult patients with severe asthma in 2018 according to the European Respiratory 

Society/American Thoracic Society definition and used latent class analysis to identify 

trajectories of asthma severity over a 10-year retrospective period from 2018. 

Results: Among 169 128 asthma patients, we identified 4543 severe asthma patients. We 

identified four trajectories of severe asthma that were labelled as: trajectory 1 "consistently 

severe asthma" (n=389 (8.6%)), trajectory 2 "gradual onset severe asthma" (n=942 (20.7%)), 

trajectory 3 "intermittent severe asthma" (n=1685 (37.1%)) and trajectory 4 "sudden onset 

severe asthma" (n=1527 (33.6%)). "Consistently severe asthma" had a higher daily inhaled 

corticosteroid dose and more prevalent osteoporosis compared with the other trajectories. 

Patients with "gradual onset severe asthma" and "sudden onset severe asthma" developed 

type 2-related comorbidities concomitantly with development of severe asthma. In the 

latter group, this primarily occurred within 1-3 years preceding onset of severe asthma. 

Conclusions: Four distinct trajectories of severe asthma were identified illustrating 

different patterns of progression of asthma severity. This may eventually enable the 

development of better preventive management strategies in severe asthma. 
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Abstract 

Introduction: The composition and co-occurrence network of the airway microbiome 

might influence the asthma inflammatory phenotype. Airway microbiota change with 

asthma phenotypes, and the structure of the bacterial community in the airway might 

differ between different asthma inflammatory phenotypes and may also influence therapy 

results. Identifying airway microbiota can help to investigate the role that microbiota play 

in the asthma inflammatory process. 
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Methods: Induced sputum from 55 subjects and 12 healthy subjects from Beijing, China, 

was collected and analyzed for bacterial microbiota. Microbiome diversity, composition, 

co-occurrence networks, and Kyoto Encyclopedia of Genes and Genomes (KEGG) pathways 

were predicted and compared between the study groups. 

Results: Significant differences in the sputum microbiome composition, co-occurrence 

network, and predicted functional pathways were observed between the two inflammatory 

phenotypes. Asthmatics in the low FeNO group exhibited lower α-diversity in the sputum 

microbiota and had higher abundance of the phylum Proteobacteria compared with that 

of the high FeNO group. The network in the high FeNO group was more "closed" and 

"connected" compared with that of the low FeNO group, and an alteration in the 

abundance of keystone species T. socranskii was found. Significantly different predicted 

metabolic subfunctions including nucleotide metabolism, lipid metabolism, energy 

metabolism, replication and repair, and drug resistance antimicrobial and carbohydrate 

metabolism between the two studied phenotypes were also observed. 

Conclusion: Our findings confirm that the airway microbiota is associated with the asthma 

inflammation process. The differences in the airway microbiome composition and co-

occurrence network may affect distinct asthma inflammatory phenotypes, suggesting the 

possibility that more targeted therapies could be applied based on the airway bacterial 

genera. 

Keywords: Asthma; Co-occurrence network; FeNO; Inflammatory phenotype; Microbiome. 
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Abstract 

Background: Indacaterol acetate (IND), a long-acting β2-agonist in combination with 

mometasone furoate (MF), an inhaled corticosteroid (ICS), is being explored as a once-daily 

(od) treatment for asthma in children. This study examined the efficacy, safety, and 

systemic exposure of IND 75 µg and IND 150 µg in children with persistent asthma. 

Methods: In this Phase IIb, multicenter, randomized, double-blind, parallel-group study, 

pediatric patients (aged ≥ 6 to < 12 years) with persistent asthma were randomized (1:1) to 

receive either IND 75 µg od or IND 150 µg od via Breezhaler® in combination with ICS 

background therapy. The primary endpoint was change from baseline in pre-dose trough 

forced expiratory volume in one second (FEV1) after two weeks of treatment. 

Results: In total, 80 patients received IND 75 µg (n = 39) or IND 150 µg (n = 41). The study 

met its primary endpoint; both doses demonstrated improvements in pre-dose trough 

FEV1 from baseline to Day 14 (mean change [Δ]: 212 mL, IND 75 µg; 171 mL, IND 150 µg). 

The secondary spirometry parameters (post-dose FEV1 after 1-h, post-dose forced vital 

capacity; morning and evening peak expiratory flow) also improved. Overall, 36.1% in IND 

75 μg group and 25% patients in IND 150 μg group achieved a decrease from baseline in 

Pediatric Interviewer-administered Asthma Control Questionnaire score of ≥ 0.5 units. A 

dose-dependent increase in plasma IND concentration was noted between the two groups. 

Both IND doses demonstrated an acceptable safety profile. 
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Conclusions: Once-daily IND 75 μg and IND 150 μg via Breezhaler® in combination with 

background ICS therapy provided substantial bronchodilation in children with asthma and 

were well tolerated. Taken together, these clinical and systemic exposure findings support 

IND 75 μg as the most appropriate dose for evaluation in Phase III trials in combination 

with MF in pediatric asthma. 

Trial registration: ClinicalTrials.gov (NCT02892019; 08-Sep-2016). 

© 2023. The Author(s). 
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Increased use of fossil fuels has led to global warming with concomitant increases in the 

severity and frequency of extreme weather events such as wildfires and sand and dust 

storms. These changes have led to increases in air pollutants such as particulate matter and 

greenhouse gases. Global warming is also associated with increases in pollen season 

length and pollen concentration. Particulate matter, greenhouse gases, and pollen 

synergistically increase incidence and severity of allergic diseases. Other indirect factors 

such as droughts, flooding, thunderstorms, heat waves, water pollution, human migration, 

deforestation, loss of green space, and decreasing biodiversity (including microbial 

diversity) also affect incidence and severity of allergic disease. Global warming and extreme 

weather events are expected to increase in the coming decades, and further increases in 

allergic diseases are expected, exacerbating the already high health care burden associated 

with these diseases. There is an urgent need to mitigate and adapt to the effects of climate 

change to improve human health. Human health and planetary health are connected and 

the concept of One Health, which is an integrated, unifying approach to balance and 

optimize the health of people, animals and the environment needs to be emphasized. 

Clinicians are trusted members of the community and they need to take a strong 

leadership role in educating patients on climate change and its adverse effects on human 

health. They also need to advocate for policy changes that decrease use of fossil fuels and 

increase biodiversity and green space to enable a healthier and more sustainable future. 

Keywords: Allergy; adaptation; asthma; climate change; mitigation; ozone; particulate 

matter; pollen; sandstorms; thunderstorms; wildfires. 
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Abstract 

Recent clinical trials of as-needed fixed-dose combination of ICS/formoterol have provided 

new evidence that may warrant a reconsideration of current practice.A task force (TF) was 

set up by the European Respiratory Society to provide evidence-based recommendations 

on the use of as-needed ICS/formoterol as treatment for mild asthma. The TF defined two 

questions that were assessed using the Grading of Recommendations, Assessment, 

Development and Evaluation approach. The TF utilised the outcomes to develop 

recommendations for a pragmatic guideline for everyday clinical practice.The TF suggests 

that adults with mild asthma use as-needed ICS/formoterol instead of regular ICS 

maintenance treatment plus as-needed short-acting beta-2-antagonists (SABAs), and that 

adolescents with mild asthma use either as-needed ICS/formoterol or ICS maintenance 

treatment plus as-needed SABA (Conditional Recommendation; Low Certainty of Evidence). 

The recommendation for adults places a relatively higher value on the reduction of 

systemic corticosteroid use and the outcomes related to exacerbations and a relatively 

lower value on the small differences in asthma control. Either treatment options are 

suggested for adolescent patients as the balance is very close and data more limited.The 

TF recommends that adult and adolescent patients with mild asthma use as-needed 

ICS/formoterol instead of as-needed SABA (Strong Recommendation; Low Certainty of 

Evidence). This recommendation is based on the benefit of as-needed ICS/formoterol in 

mild asthma on several outcomes and the risks related to as-needed SABA in the absence 

of anti-inflammatory treatment.The implementation of this recommendation is hampered 
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in countries (including European Union countries) where as-needed ICS/formoterol is not 

approved for mild asthma. 

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

permissions@ersnet.org. 
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Abstract 

Purpose: The purpose of this study was to provide a systematic review and, where 

possible, meta-analysis on the prevalence of physical health conditions in sexual minority 

men (SMM, i.e., gay- and bisexual-identified men) compared with heterosexual-identified 

men. Methods: A systematic literature search in the databases MEDLINE, Embase, 

CENTRAL, CINAHL, and Web of Science was conducted on epidemiological studies on 

physical health conditions, classified in the Global Burden of Disease project and published 

between 2000 and 2021. Meta-analyses comparing odds ratios were calculated. Results: In 

total, 23,649 abstracts were screened, and 32 studies were included in the systematic 

review. Main findings were that (1) Largest differences in prevalence by sexual identity 

were found for chronic respiratory diseases, particularly asthma: overall, SMM were 

significantly almost 50% more likely to suffer from asthma than heterosexual men. (2) 

Evidence of higher prevalence was also found for chronic kidney diseases and headache 

disorders in gay men and for hepatitis B/C in both gay and bisexual men. (3) We found an 

overall trend that bisexual men were more affected by some of the physical health 

conditions compared with gay men (e.g., cardiovascular diseases, asthma). However, 

regarding cancer, headache disorders, and hepatitis, gay men were more 

affected. Conclusion: We found evidence of physical health disparities by sexual identity, 

suggesting more health issues in SMM. Since some of these findings rely on few 

comparisons or small samples of SMM only, this review is intended to be a vehement plea 

for routinely including sexual identity assessment in health research and clinical practice. 

Keywords: bisexual men; gay men; physical health disparities; sexual identity; sexual 

minority men; systematic review. 
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Abstract 

Background: Dupilumab significantly improves symptom control in chronic rhinosinusitis 

with nasal polyps (CRSwNP). Patients with large polyps at the initiation of treatment (total 

polyp score (TPS) ≥ 5) have been the focus in published studies. Patients with significant 

burden of disease but small polyps (TPS ≤ 4) have not yet been evaluated for clinical 

response. This study set out to evaluate the benefit of dupilumab treatment on cohorts of 

small (TPS ≤ 4) compared to large polyps (TPS ≥ 5). Furthermore, benefit of concomitant 

oral and/or nasal steroid therapy has been evaluated. 

Methods: 97 patients with CRSwNP, who were begun on dupilumab between January 

2020 and October 2021, were included. All patients were followed-up for 6 months. At 

each visit they underwent nasal endoscopy, smell identification tests and filled out 

validated patient questionnaires. 

Results: Significant drops in TPS were seen in both patient groups after 6 months of 

therapy, dropping from a median score of 3 to 0 and from 6 to 2 in patients with small and 

large polyps respectively. Furthermore, a linear mixed model calculated a drop of 22% and 

24% in TPS per month in patients with small and large polyps respectively with no 
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significant difference in rate of decline. Finally the model showed that neither oral nor 

nasal steroids influenced the rate of response to dupilumab therapy. 

Conclusions: Polyp size at the initiation of dupilumab therapy and whether patients 

continue to take steroid therapy does not appear to influence effectiveness of dupilumab 

treatment. 

Keywords: Asthma; Biological treatment; CRSwNP; Chronic rhinosinusitis; Nasal polyp. 
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Abstract 

Objective: The aim of the study was to examine applications of cough sounds towards 

screening tools and diagnostics in the biomedical and engineering literature, with 

particular focus on disease types, acoustic data collection protocols, data processing and 

analytics, accuracy, and limitations. 

Data sources: PubMed, EMBASE, Web of Science, Scopus, Cochrane Library, IEEE Xplore, 

Engineering Village, and ACM Digital Library were searched from inception to August 2021. 

Review methods: A scoping review was conducted on screening and diagnostic uses of 

cough sounds in adults, children, and animals, in English peer-reviewed and gray literature 

of any design. 

Results: From a total of 438 abstracts screened, 108 articles met inclusion criteria. Human 

studies were most common (77.8%); the majority focused on adults (57.3%). Single-

modality acoustic data collection was most common (71.2%), with few multimodal studies, 

including plethysmography (15.7%) and clinico-demographic data (7.4%). Data analytics 

methods were highly variable, with 61.1% using machine learning, the majority of which 

(78.8%) were published after 2010. Studies commonly focused on cough detection (41.7%) 

and screening of COVID-19 (11.1%); among pediatric studies, the most common focus was 

diagnosis of asthma (52.6%). 

Conclusion: Though the use of cough sounds in diagnostics is not new, academic interest 

has accelerated in the past decade. Cough sound offers the possibility of an accessible, 
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noninvasive, and low-cost disease biomarker, particularly in the era of rapid development 

of machine learning capabilities in combination with the ubiquity of cellular technology 

with high-quality recording capability. However, most cough sound literature hinges on 

nonstandardized data collection protocols and small, nondiverse, single-modality datasets, 

with limited external validity. Laryngoscope, 2023. 

Keywords: acoustics; cough; machine learning. 
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Abstract 

Objective: Asthma is a common chronic disease and a substantial public health problem 

for children, adolescents, and adults. Adolescence, a period of increased independence and 

striving for autonomy, is an opportune time for youth transitioning to adulthood to 

assume more responsibility for their own asthma self-management. However, accurate 

measures of adolescent asthma outcomes are limited. The purpose of this systematic 

review is to identify self-reported asthma measures currently available in the empirical 

literature focused on adolescent populations. Methods: Search terms were based on the 

National Library of Medical Subject Headings and followed the Preferred Reporting Items 

for Systematic Reviews and Meta-Analysis guidelines. Databases searched included 

CINAHL, Nursing Allied Health Prevention, Medline, ProQuest, and PubMed. Included 

studies were peer reviewed and published in English between 2010 and 2022. All studies 

reported on asthma measures for adolescents between 10 and 19 years 

old. Results: Nineteen studies were included, comprising 15 experimental and 4 quasi-

experimental. This review revealed the following asthma measure domains: asthma 

knowledge, self-efficacy, attitudes, self-care, self-regulation, symptom prevention and 

management, medication adherence, asthma disease control, symptoms, and quality of life 

(QOL) for evaluating psychosocial, behavioral, clinical, and QOL 

outcomes. Conclusion: This review revealed the necessity of developing a comprehensive 

measure to assess the asthma self-management behaviors of adolescents. A 

comprehensive tool related to adolescent asthma self-management behavior would 

enhance the assessment and evaluation of adolescent asthma self-management behaviors 

and extend the science and clinical practice around adolescent self-management. Present 

measures for asthma self-management behavior for adolescents are limited; therefore, 

developing a valid and reliable measure is necessary not only to assess adolescents' 

asthma self-management behavior outcomes but also to identify and evaluate the 

essential components to include in educational interventions for adolescent self-

management. 

Keywords: adolescent asthma management; adolescents with asthma; asthma measures; 

systematic literature review. 
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Abstract 

Background: Many children seen in the Emergency Department (ED) for asthma do not 

follow-up with their primary care provider. Text messaging via short message service (SMS) 

is a ubiquitous, but untested means of providing post-ED asthma follow-up 

care.Objective: To evaluate responses to an asthma assessment survey via SMS following 

an ED visit and estimate the likelihood of response by sociodemographic and clinical 

characteristics. Methods: We recruited 173 parents of children 2-17 years-old presenting 

for ED asthma care to receive a follow-up text (participation rate: 85%). One month later, 

parents received via SMS a 22-item survey that assessed asthma morbidity. We assessed 

response rates overall and by various sociodemographic and clinical characteristics, 

including age, parental education, and indicators of asthma severity.Results: Overall, 55% 
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of parents (n = 95) responded to the SMS survey. In multivariable logistic regression (MLR), 

parents who graduated high school had a four-fold higher response rate compared to 

parents with less than a high school degree (OR: 4.05 (1.62, 10.13)). More parents of 

children with oral steroid use in the prior 12 months responded to survey items (OR: 2.53 

(1.2, 5.31)). Reported asthma characteristics included: 48% uncontrolled, 22% 

unimproved/worse, 21% with sleep disruption, and 10% who were hospitalized for 

asthma.Conclusions: Text messaging may be a viable strategy to improve post-ED asthma 

assessment and to identify children with persistent symptoms in need of enhanced care or 

modification of care plans. 

Keywords: SMS; Text messaging; emergency department; follow-up; pediatric asthma. 
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Abstract 

Background: Sedating antihistamines such as promethazine are used as anxiolytics and 

hypnotic agents for patients with chronic obstructive pulmonary disease (COPD) with and 

without asthma despite limited knowledge of its effects and side effects. We evaluated if 

treatment with promethazine had a lower risk of harmful outcome. 

Methods: Nationwide retrospective cohort study of Danish specialist diagnosed 

outpatients with COPD treated with promethazine or an active comparator (melatonin). 

Patients with collection of promethazine or melatonin were propensity score matched 1:1. 

The primary outcome was a composite of severe COPD exacerbations and death from all 

causes analyzed by Cox proportional hazards regression. We performed an interaction 

analysis for comorbid asthma. 

Results: In our registry of 56,523 patients with COPD, 5,661 collected promethazine (n = 

3,723) or melatonin (n = 1,938). A cohort of 3,290 promethazine- or melatonin-treated 

patients matched 1:1 was available for the primary analysis.Within 1-year patients treated 

with promethazine were at higher risk of the primary outcome than matched controls with 

a Hazard Ratio (HR) of 1.42 (CI 1.27-1.58, p < 0.0001). Similarly, the risk of death was higher 

for promethazine-treated patients (HR 1.53, CI 1.32-1.77, p < 0.0001). An interaction 

analysis for comorbid asthma showed no interaction between comorbid asthma and the 

likelihood of a primary outcome when collecting promethazine (p = 0.19). Adjusted Cox 

analysis on the entire population indicated a further increased risk with more 

promethazine (HR for primary outcome among patients collecting ≥ 400 promethazine 

tablets/year=2.15, CI 1.94-2.38, p<0.0001). 

Conclusions: Promethazine-treated patients with COPD had a concerning excess risk of a 

composite outcome of severe exacerbations and death from all causes compared to 

melatonin. 

Keywords: COPD; admission; asthma; exacerbation; melatonin; mortality; promethazine. 
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Introduction: Specific pathogen infections associated with acute rhinosinusitis (ARS) in 

infants are risk factors for allergic asthma in adolescents. However, the risk factors for ARS 

onset remain largely unknown in asthmatic children. In this study, we aim to investigate the 

risk factors for ARS in childhood asthma. 

Methods: This study retrospectively compared and analyzed the clinical characteristics of 

asthmatic children with (n = 194) or without ARS (n = 799). Univariate regression analyses 

were performed to identify ARS-associated risk factors in asthmatic children, and 

subsequent multivariate backward stepwise logistic regression analyses were performed to 

identify independent risk factors. 

Results: The onset age, values of blood eosinophils (EOS) (%), and total IgE were 

significantly lower in patients with ARS than in those without ARS. Moreover, the 

proportions of patients allergic to Dermatophagoides pteronyssinus (d1) and 

Dermatophagoides farinae (d2) were significantly smaller in children with ARS (all p values 

&lt;0.05). Univariate analyses showed that an older onset age, a higher body mass index, a 

higher value of blood EOS (%) were protective factors, while a higher value of blood 

lymphocytes (%) and a higher degree of sensitization to d1 and d2 were risk factors for 

ARS. Further backward stepwise multivariate logistic regression analyses confirmed that a 

younger onset age and allergic sensitization to d1 were independent risk factors for ARS in 

childhood asthma. 

Conclusion: Younger onset age and allergic sensitization to d1 are risk factors for the 

onset of ARS in childhood asthma, so allergen intervention should be performed as early 

as possible in asthmatic children. 

Keywords: Acute rhinosinusitis; Asthma; Children; Dermatophagoides pteronyssinus; 

Onset age. 
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Abstract 

Objectives: Chronic rhinosinusitis (CRS) with severe asthma are associated with breathing 

pattern disorder (BPD). Mouth breathing is a sign of breathing pattern disorder, and nose 

breathing a fundamental part of breathing pattern retraining for BPD. The prevalence of 

BPD in relation to CRS subtypes and the relationship of nasal obstruction to BPD in CRS 

and associated severe asthma is unknown. The breathing pattern assessment tool (BPAT) 

can identify BPD. Our objective was to thus investigate the prevalence of BPD, nasal airflow 

obstruction and measures of airway disease severity in CRS with (CRSwNP) and without 

nasal polyps (CRSsNP) in severe asthma. 

Methods: We determined whether CRS status, peak nasal inspiratory flow (PNIF) or polyp 

disease increased BPD prevalence. Demographic factors, measures of airway function and 

breathlessness in relation to BPD status and CRS subtypes were also evaluated. 

Results: 130 patients were evaluated (n = 69 had BPD). The prevalence of BPD in CRS with 

severe asthma was 53.1%. There was no difference between BPD occurrence between 

CRSwNP and CRSsNP. The mean polyp grade and PNIF were not statistically different 

between the BPD and non-BPD group. The presence of nasal polyps did not increase 

breathlessness. 
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Conclusions: BPD and CRS are commonly co-associated. CRS status and nasal obstruction 

per se does not increase BPD prevalence. 

Keywords: breathing pattern disorder; chronic rhinosinusitis; nasal obstruction; severe 

asthma. 
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Background: Monitoring and managing asthma using technology can help increase 

patient adherence and achieve better asthma control. This study aimed to evaluate the 

effectiveness of telemonitoring using smartphones and telephone communication 

compared to usual outpatient clinical evaluation in patients with asthma. 

Data sources: This systematic review was conducted in 2023. Databases PubMed, Scopus, 

Web of Science, and the Google Scholar search engine, were searched from 2013 to 2022. 

Data selection: The selected studies were randomized clinical trials that used 

telemonitoring in patients with asthma. The quality of the studies was evaluated using the 

JADAD scale. Data were collected using a data extraction form, and the findings were 

synthesized narratively. This systematic review was conducted following the PRISMA 

checklist . 

Results: Initially, 4,147 articles were found, of which 14 were included in the study. The 

results showed that in some cases, telemonitoring using smartphones and telephone 

communication in patients with asthma is effective, while in other studies, its effectiveness 

was not observed. 

Conclusions: Telemonitoring using smartphones and telephone communication in 

patients with asthma can be considered an appropriate strategy to reduce the use of 

healthcare resources and improve quality of life. However, further studies are 

recommended to investigate the effectiveness of each of these technologies and their 

specific outcomes. 

Keywords: Asthma; Smartphones; Telemonitoring; Telephone communication. 
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Abstract 

Introduction: Although rare, pediatric severe therapy-resistant asthma (STRA) is a highly 

heterogeneous, resource-demanding disease that differs significantly from severe adult 

asthma and whose pathogenesis is still poorly understood. 

Areas covered: This review summarizes the latest 10 years of English-written studies 

defining pediatric STRA endotypes using lung-specific techniques such as bronchoalveolar 

lavage and endobronchial biopsy. Results of the studies and limits on the field are 

discussed, together with some future perspectives. 

Expert opinion: Over the years, it has become increasingly clear that 'one size does not fit 

all" in asthma. However, "Does an extremely tailored size fit more than one?'. Only using 

multicentric, longitudinal pediatric studies, will we be able to answer. Three issues could be 

particularly critical for future research. First, to provide, if existing, a distinction between 

prepuberal STRA and puberal STRA endotypes to understand the transition from pediatric 

to adult STRA and to design effective, tailored therapies in adolescents, usually suffering 

from poorer asthma control. Second, design early treatments for pediatric airway 

remodeling to preserve lifelong good lung function. Finally, to better characterize 

inflammation before and during biological therapies, to provide clues on whether to stop 

or change treatments. 
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Abstract 

Purpose: Tezepelumab, a human monoclonal antibody, blocks thymic stromal 

lymphopoietin. In the phase 3 NAVIGATOR study (NCT03347279), tezepelumab reduced 

annualized asthma exacerbation rates (AAERs) versus placebo, irrespective of baseline 

disease characteristics, and improved lung function and symptom control versus placebo in 

adults and adolescents with severe, uncontrolled asthma. We assessed the efficacy of 

tezepelumab in patients with severe asthma with or without nasal polyps (NPs) in the 2 

years before randomization in NAVIGATOR. 

Methods: Patients with severe asthma (N=1059) were randomized (1:1) and received 

tezepelumab 210 mg or placebo every 4 weeks subcutaneously for 52 weeks. Prespecified 

exploratory analyses included: AAER over 52 weeks and changes from baseline to week 52 

in pre-bronchodilator forced expiratory volume in 1 second, Sino-Nasal Outcome Test 

(SNOT)-22 scores, and asthma control and health-related quality life (HRQoL) outcomes in 

NP subgroups. Changes from baseline in fractional exhaled nitric oxide (FeNO), blood 

eosinophil counts, total immunoglobulin E (IgE), eosinophil-derived neurotoxin (EDN), 

matrix metalloproteinase-10 (MMP-10), and serum interleukin (IL)-5, IL-6, IL-8 and IL-13 

were assessed (post hoc). 

Results: Tezepelumab reduced the AAER over 52 weeks versus placebo by 85% (95% 

confidence interval [CI]: 72, 92; n=118) and 51% (95% CI: 40, 60; n=941) in patients with 

and without NPs, respectively. At week 52, tezepelumab improved lung function, asthma 

control and HRQoL versus placebo in patients with and without NPs. Tezepelumab reduced 

SNOT-22 total scores (least-squares mean difference versus placebo [95% CI]) in patients 

with NPs at 28 weeks (-12.57 points [-19.40, -5.73]) and 52 weeks (-10.58 points [-17.75, -

3.41]). At week 52, tezepelumab reduced blood eosinophil counts and FeNO, IgE, IL-5, IL-

13, EDN and MMP-10 levels versus placebo, irrespective of NP status. 

Conclusion: Tezepelumab resulted in clinically meaningful improvements in sino-nasal 

symptoms and asthma outcomes in patients with severe asthma with comorbid NPs. 

Keywords: SNOT-22; chronic rhinosinusitis; nasal polyps; thymic stromal lymphopoietin. 

© 2023 Laidlaw et al. 

Conflict of interest statement 

Tanya M Laidlaw has served on scientific advisory boards for Amgen, GSK, Regeneron and 

Sanofi. Andrew Menzies-Gow is an employee of AstraZeneca and may own stock or stock 

options in AstraZeneca; has attended advisory board meetings for AstraZeneca, GSK, 

Novartis, Regeneron, Sanofi and Teva Pharmaceuticals; has received speaker fees from 

AstraZeneca, Novartis, Sanofi and Teva Pharmaceuticals; has participated in research with 

https://doi.org/10.2147/jaa.s413064
http://clinicaltrials.gov/show/NCT03347279


AstraZeneca, for which his institution has been remunerated; has attended international 

conferences with Teva Pharmaceuticals; and has consultancy agreements with AstraZeneca 

and Sanofi. Joseph K Han has received consultancy fees from AstraZeneca, Genentech, 

Gossamer Bio, GSK, Novartis, Regeneron and Sanofi-Genzyme. Elliot Israel has served as a 

consultant to and received personal fees from 4D Pharma, AB Science, the Allergy and 

Asthma Network, Amgen, AstraZeneca, Avillion, Biometry, Cowen, Equillium, Genentech, 

GSK, Merck, National Heart, Lung and Blood Institute, Novartis, Pneuma Respiratory, PPS 

Health, Regeneron Pharmaceuticals, Sanofi, Sienna Biopharmaceuticals, Teva 

Pharmaceuticalsand Westchester Medical Center; has received non-financial support from 

Circassia, Teva Pharmaceuticals and Vorso Corp; and has received clinical research grants 

from AstraZeneca, Avillion, Genentech, Gossamer Bio, National Institutes of Health (NIH), 

Novartis, Patient-Centered Outcomes Research Institute and Sanofi; royalties or licenses 

from UpToDate – Wolters Kluwer; stock options from Nesos Corp; study drug for NIH 

PrecISE trial for CSL Behring, Laurel Pharmaceuticals, Om Pharmaceuticals, Nestlé and Sun 

Pharmaceuticals; study drug for NIH IDEA for Sanofi-Regeneron. Jason K Lee has received 

research support from ALK, AstraZeneca Bausch Health, Genentech, GSK, Meda, Medexus, 

Miravo, Novartis, Regeneron, Roche, Sanofi-Genzyme and Takeda; has received fees for 

speakers’ bureau from Aralez, AstraZeneca, GSK, Medexus, Merck, Mylan, Novartis and 

Sanofi-Genzyme; and has received consultancy fees from and is an advisory committee 

member of AstraZeneca, GSK, Medexus, Novartis, Regeneron and Sanofi-Genzyme. Tobias 

Welte has received fees for lectures and/or advisory board meetings from AstraZeneca, 

Berlin-Chemie, Boehringer Ingelheim, Chiesi, GSK, MSD, Novartis, Roche, Pfizer and Sanofi 

Aventis; grants from the German Ministry of Research and Education, AstraZeneca and 

GSK. Jonathan Corren has received grants and personal fees from AstraZeneca, Genentech, 

RAPT, Regeneron and Vectura; and has received grants from Optinose, Pulmatrix, Sanofi 

and Teva Pharmaceuticals. Scott Caveney and Jean-Pierre Llanos are employees of Amgen 

and own stock in Amgen. Nicole Martin, Neil Martin, Ayman Megally, Bhavini Parikh and 

Sylvia Vong are employees of AstraZeneca and may own stock or stock options in 

AstraZeneca. The authors report no other conflicts of interest in this work. 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

  

Share 

23 

J Asthma Allergy 

•  

https://pubmed.ncbi.nlm.nih.gov/37692126/
https://libkey.io/libraries/2561/pmid/37692126


•  

•  

. 2023 Sep 4;16:933-936. 

 doi: 10.2147/JAA.S429646. eCollection 2023. 

Why Current Therapy Does Not Cure 
Asthma. Is It Time to Move Towards a 
One Health Approach? 
Giovanni Rolla 1 

Affiliations expand 

• PMID: 37692125 

  

• PMCID: PMC10488599 

  

• DOI: 10.2147/JAA.S429646 

Abstract 

Asthma continues to be a disease for which there is no cure, even if it can be very well 

controlled with the appropriate therapies, which take into account the specific phenotype. 

The paradox of asthma is that asthma can heal spontaneously, albeit in a small percentage 

of cases. This observation is highly relevant, since understanding the mechanisms of 

spontaneous healing can pave the way for new strategies for treating asthma. It is likely 

that the lack of cure for asthma is due to the fact that current therapies target downstream 

mediators of the inflammatory response. Asthma can be considered a response of 

maladaptation of the airway epithelium to the environment, through the orientation of the 

innate immunity towards an inflammatory response. The important effect of the 

environment on asthma progress comes from interventions which help children who live in 

disadvantaged urban neighborhoods move to higher resourced neighborhoods. It is quite 

interesting that the magnitude of decrease of exacerbations associated with moving was 

larger than the effect of inhaled corticosteroids and similar to that observed for the effect 

of biologic agents. Alpine altitude climate treatment is a natural treatment that targets 

biological pathway, improving various outcomes such as asthma control and quality of life, 

exacerbation rate and hospitalizations. If as researchers we want to set ourselves the goal 

of achieving complete remission of asthma, without the need for ongoing maintenance 

treatment, we need to change the approach to finding new asthma treatment strategies. 
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The One Health approach, an interdisciplinary strategy with focal point on human, animal, 

and environmental health interconnections, appears to be the right tool for researching 

asthma prevention and treatment. 

Keywords: alpine treatment; asthma; environment; one health. 

© 2023 Rolla. 

Conflict of interest statement 

The author reports no conflicts of interest in this work. 

FULL TEXT LINKS 

 

Proceed to details  

Cite 

  

Share 

24 

Microb Pathog 

•  

•  

•  

. 2023 Sep 4;106335. 

 doi: 10.1016/j.micpath.2023.106335. Online ahead of print. 

Analysis of sputum microbial flora in 
chronic obstructive pulmonary disease 
patients with different phenotypes 
during acute exacerbations 
Xiaoyan Mao 1, Yao Li 1, Pengfei Shi 1, Ziwei Zhu 1, Juan Sun 2, Yu Xue 2, Zongren Wan 3, Dan 

Yang 3, Ting Ma 3, Jipeng Wang 3, Rong Zhu 4 

Affiliations expand 

https://pubmed.ncbi.nlm.nih.gov/37692125/
https://pubmed.ncbi.nlm.nih.gov/37673353/
https://pubmed.ncbi.nlm.nih.gov/37673353/
https://pubmed.ncbi.nlm.nih.gov/37673353/
https://pubmed.ncbi.nlm.nih.gov/37673353/
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Mao+X&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Li+Y&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Shi+P&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhu+Z&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Sun+J&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Xue+Y&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wan+Z&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yang+D&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Yang+D&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Ma+T&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Wang+J&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=pubdate&size=200&term=Zhu+R&cauthor_id=37673353
https://pubmed.ncbi.nlm.nih.gov/?term=37694383%2C37691104%2C37690788%2C37620041%2C37690606%2C37690443%2C37682405%2C37690607%2C37689112%2C37678955%2C37676973%2C37674253%2C37672667%2C37669446%2C37610221%2C37680536%2C37678667%2C37669623%2C37668326%2C37668320%2C37647343%2C37692126%2C37692125%2C37673353%2C37669083%2C37669081%2C37667254%2C37666307%2C37661819%2C37658478&filter=dates.2023%2F9%2F4-2023%2F9%2F12&sort=pubdate&format=abstract&size=200#search-result-1-24-full-view-affiliation-4
https://libkey.io/libraries/2561/pmid/37692125


• PMID: 37673353 

  

• DOI: 10.1016/j.micpath.2023.106335 

Abstract 

Background: Increasing studies have shown that the imbalance of the respiratory 

microbial flora is related to the occurrence of COPD, the severity and frequency of 

exacerbations and mortality.However, it remains unclear how the sputum microbial flora 

differs during exacerbations in COPD patients manifesting emphysema phenotype, chronic 

bronchitis with emphysema phenotype and asthma-COPD overlap phenotype. 

Methods: Sputum samples were obtained from 29 COPD patients experiencing acute 

exacerbations who had not received antibiotics or systemic corticosteroids within the past 

four weeks.Patients were divided into three groups;emphysema phenotype(E);chronic 

bronchitis with emphysema phenotype(B+E) and asthma-COPD overlap 

phenotype(ACO).We utilized metagenomic Next Generation Sequencing (mNGS) 

technology to analyze the sputum microbial flora in COPD patients with different 

phenotypes during exacerbations. 

Results: There was no significant difference in alpha diversity and beta diversity among 

three groups.The microbial flora composition was similar in all three groups during 

exacerbations except for a significant increase in Streptococcus mitis in ACO.Through 

network analysis,we found Candidatus Saccharibacteria oral taxon TM7x and 

Fusobacterium necrophorum were the core nodes of the co-occurrence network in ACO 

and E respectively.They were positively correlated with some species and play a synergistic 

role.In B+E,Haemophilus pittmaniae and Klebsiella pneumoniae had a synergistic 

effect.Besides,some species among the three groups play a synergistic or antagonistic 

role.Through Spearman analysis,we found the relative abundance of Streptococcus mitis 

was negatively correlated with the number of hospitalizations in the past year(r = -0.410,P 

= 0.027).We also observed that the relative abundance of Prevotella and Prevotella 

melaninogenica was negatively correlated with age(r = -0.534,P = 0.003;r = -0.567,P = 

0.001),while the relative abundance of Streptococcus oralis and Actinomyces odontolyticus 

was positively correlated with age(r = 0.570,P = 0.001;r = 0.480,P = 0.008).In addition,the 

relative abundance of Prevotella melaninogenica was negatively correlated with peripheral 

blood neutrophil ratio and neutrophil to lymphocyte ratio(r = -0.479,P = 0.009;r = -0.555,P 

= 0.002),while the relative abundance of Streptococcus sanguinis was positively correlated 

with peripheral blood neutrophil ratio and neutrophil to lymphocyte ratio (r = 0.450,P = 

0.014;r = 0.501,P = 0.006).There was also a significant positive correlation between 

Oribacterium and blood eosinophil counts(r = 0.491,P = 0.007). 

Conclusion: Overall,we analyzed the sputum microbiota of COPD patients with different 

phenotypes and its relationship with clinical indicators, and explored the relationships 

https://doi.org/10.1016/j.micpath.2023.106335


between microbiota and inflammation in COPD.We hope to alter the prognosis of patients 

by inhibiting specific bacterial taxa related to inflammation and using guide individualized 

treatment in the future research. 

Keywords: Chronic obstructive pulmonary disease; Microbial flora; Phenotypes; Sputum; 

mNGS. 
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Abstract 

Background: Smell impairment is more commonly related to chronic rhinosinusitis with 

nasal polyps (CRSwNP) than without, especially given associated asthma and/or NSAID-

exacerbated respiratory disease and type 2 inflammation. Therapeutic options include 

intranasal and systemic corticosteroids, surgery and, more recently, biological therapy. We 

summarize current knowledge on the effect of biologics on olfaction in patients with 

CRSwNP. 

Methods: We performed a systematic search of the PubMed and Cochrane databases 

from January 2001 to June 2022. Inclusion criteria were: adult patients with CRS treated 

with dupilumab, omalizumab, mepolizumab, benralizumab or reslizumab; studies 

published in English reporting outcomes in sense of smell using a psychophysical and/or 

subjective tools. Exclusion criteria covered reports that did not assess CRSwNP, smell loss 

evaluated with a different method according to mentioned inclusion criteria, review articles 

and expert opinion. No source of funding is available. 

Results: Dupilumab has demonstrated rapid and sustained long-term improvement in 

smell in clinical trials and real-life. Omalizumab improves smell at 24w with a long-term 

maintenance but do not reach clinically relevant improvement. Mepolizumab and 

benralizumab improved smell at long-term measured with a subjective scale. No studies 

regarding the improvement of smell in patients with CRSwNP treated with reslizumab were 

found. Indirect comparisons by meta-analysis consistently conclude that dupilumab is the 

most effective biologic to improve the sense of smell. 

Conclusion: Dupilumab may have the highest efficacy in improving sense of smell, 

compared to omalizumab, mepolizumab and benralizumab. 

Keywords: Benralizumab; Chronic rhinosinusitis with nasal polyps (CRSwNP); Dupilumab; 

Mepolizumab; Monoclonal antibodies; Omalizumab; Smell. 
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Abstract 

Background: Evidence on the role of exogenous female sex steroid hormones in asthma 

development in women remains conflicting. We sought to quantify the potential causal 
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role of hormonal contraceptives and menopausal hormone therapy (MHT) in the 

development of asthma in women. 

Methods: We conducted a matched case-control study based on the West Sweden 

Asthma Study, nested in a representative cohort of 15,003 women aged 16-75 years, with 

8-year follow-up (2008-2016). Data were analyzed using Frequentist and Bayesian 

conditional logistic regression models. 

Results: We included 114 cases and 717 controls. In Frequentist analysis, the odds ratio 

(OR) for new-onset asthma with ever use of hormonal contraceptives was 2.13 (95% 

confidence interval [CI] 1.03-4.38). Subgroup analyses showed that the OR increased 

consistently with older baseline age. The OR for new-onset asthma with ever MHT use 

among menopausal women was 1.17 (95% CI 0.49-2.82). In Bayesian analysis, the ORs for 

ever use of hormonal contraceptives and MHT were, respectively, 1.11 (95% posterior 

interval [PI] 0.79-1.55) and 1.18 (95% PI 0.92-1.52). The respective probability of each OR 

being larger than 1 was 72.3% and 90.6%. 

Conclusions: Although use of hormonal contraceptives was associated with an increased 

risk of asthma, this may be explained by selection of women by baseline asthma status, 

given the upward trend in the effect estimate with older age. This indicates that use of 

hormonal contraceptives may in fact decrease asthma risk in women. Use of MHT may 

increase asthma risk in menopausal women. 

Keywords: Asthma; Bayesian estimation; Case–control; Hormonal contraceptives; 

Menopausal hormone therapy; Women. 
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Abstract 

Background: Previous studies have suggested that e-cigarette use, which has increased 

rapidly among US adolescents, may cause respiratory distress. This cross-sectional study 

aimed to investigate the factors associated with e-cigarette use and the relationship 

between e-cigarette use and asthma among US adolescents. 

Methods: Data from the Youth Risk Behavior Surveillance System between 2015 and 2019 

were analyzed, and multivariable logistic regression was used to identify demographic and 

behavioral factors associated with e-cigarette use. Stratified analyses were conducted to 

assess the relationship between e-cigarette use and asthma among adolescents by 

previous combustible product use. 
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Results: This study found that Hispanic adolescents had lower odds of e-cigarette use than 

White adolescents in Texas, with factors such as age, substance use, and depression being 

associated with use. In the US, male gender, previous combustible and substance use, and 

depression were associated with higher odds of ever using e-cigarettes, while current use 

was associated with several factors including age and White race. E-cigarette use was 

significantly associated with asthma among adolescents who have never used combustible 

products in both Texas and the entire US after adjusting for covariates (OR 1.32, 95% CI 

1.06-1.66 and OR 1.18, 95% CI 1.02-1.37, respectively). 

Conclusion: The findings from this study can be used to inform public health strategies 

and policies aimed at reducing e-cigarette use and its associated health risks among 

adolescents. 

Keywords: Adolescent health; Asthma; E-cigarette; Respiratory health; Substance use. 
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Abstract 

Background Hospitalizations for asthma and chronic obstructive pulmonary disease 

(COPD) exacerbations frequently occur in Thailand. National trends in hospital outcomes 

are essential for planning preventive strategies within the healthcare system. We examined 

temporal trends in in-hospital outcomes, including mortality rate, length of stay (LOS), and 

expenses for reimbursement in adults hospitalized for asthma and COPD exacerbations in 

Southern Thailand.Methods A retrospective, population-based study on adults 

hospitalized for exacerbations of asthma and COPD was carried out using data from the 

National Health Security Office in Southern Thailand. Baseline demographic and in-hospital 

outcome assessments were conducted on 19,459 and 66,457 hospitalizations for asthma 

and COPD, respectively, between 2017 and 2021.Results Significant reductions in hospital 

admissions for exacerbations of asthma and COPD were observed over time, particularly in 

2020/2021. From 2017 to 2021, the in-hospital mortality rate for asthma rose from 3.2 to 

3.7 deaths per 1,000 admissions (P<0.05). The rates for COPD admissions, on the other 

hand, reduced from 20.3 to 16.4 deaths per 1,000 admissions between 2017 and 2020, but 

subsequently increased to 21.8 in 2021 (P<0.05). The prominent contributor to the higher 

mortality rate was found to be increasing age . Nonetheless, the average length of stay for 

both asthma and COPD decreased slightly over the study period . The total expenses for 

reimbursing exacerbations of asthma and COPD per hospitalisation have risen significantly 

each year, with a particularly notable increase in 2020/2021. Conclusions During 2017-

2021, exacerbations of asthma and COPD in Thailand continued to account for significant 

in-hospital mortality rates and reimbursement expenses, despite the overall decrease in 

hospitalizations and slight fluctuations in the LOS. 
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Abstract 

Introduction: Corticosteroids are the most cost-effective anti-inflammatory drugs 

available for the treatment of asthma. Despite their effectiveness, several asthmatic 
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patients have corticosteroid resistance or insensitivity and exhibit a poor response. 

Corticosteroid insensitivity implies a poor prognosis due to challenges in finding 

alternative therapeutic options for asthma. 

Areas covered: In this review, we describe asthma phenotypes and endotypes, as well as 

their differential responsiveness to corticosteroids. In addition, we describe the mechanism 

of action of corticosteroids underlying their regulation of the expression of glucocorticoid 

receptors (GRs) and their anti-inflammatory effects. Furthermore, we summarize the 

mechanistic evidence underlying corticosteroid-insensitive asthma, which is mainly related 

to changes in GR gene expression, structure, and post-transcriptional modifications. Finally, 

various pharmacological strategies designed to reverse corticosteroid insensitivity are 

discussed. 

Expert opinion: Corticosteroid insensitivity is influenced by the asthma phenotype, 

endotype, and severity, and serves as an indication for biological therapy. The molecular 

mechanisms underlying corticosteroid-insensitive asthma have been used to develop 

targeted therapeutic strategies. However, the lack of clinical trials prevents the clinical 

application of these treatments. 

Keywords: Corticosteroids; asthma; chronic rhinosinusitis with nasal polyposis; 

corticosteroid resistance; glucocorticoid receptor. 
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Abstract 

Global warming has direct and indirect effects, as well as short- and long-term impacts on 

the respiratory and skin barriers. Extreme temperature directly affects the airway epithelial 

barrier by disrupting the structural proteins and by triggering airway inflammation and 

hyperreactivity. It enhances tidal volume and respiratory rate by affecting the 

thermoregulatory system, causing specific airway resistance and reflex bronchoconstriction 

via activation of bronchopulmonary vagal C-fibers and upregulation of transient receptor 

potential vanilloid (TRPV) 1 and TRPV4. Heat shock proteins are activated under heat stress 

and contribute to both epithelial barrier dysfunction and airway inflammation. Accordingly, 

the frequency and severity of allergic rhinitis and asthma have been increasing. Heat 

activates TRPV3 in keratinocytes causing the secretion of inflammatory mediators and 

eventually pruritus. Exposure to air pollutants alters the expression of genes that control 

skin barrier integrity and triggers an immune response, increasing the incidence and 

prevalence of atopic dermatitis (AD). There is evidence that extreme temperature, heavy 

rains and floods, air pollution and wildfires increase AD flares. In this narrative review, 

focused on the last 3 years of literature, we explore the effects of global warming on 

respiratory and skin barrier and their clinical consequences. 

Keywords: allergic diseases; allergic rhinitis; asthma; atopic dermatitis; climate change; 

epithelial barrier; extreme temperature; global warming; pollution. 
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Abstract 

Allergy is an ever-evolving group of disorders, which includes asthma, atopic dermatitis, 

rhinitis and food allergies and that currently affects over 1 billion people worldwide. This 

group of disorders has exploded in incidence since around the start of the 20th century, 

implying that genetics is not solely responsible for its development but that environmental 

factors have an important role. Here, Fabio Luciani and Jonathan Coquet, in their role as 

editors at Immunology & Cell Biology, asked nine prominent researchers in the field of 

allergy to define the term 'allergy', discuss the role of genetics and the environment, 

nominate the most important discoveries of the past decade and describe the best 

strategies to combat allergy at the population level going forward. 

Keywords: Allergy; asthma; hypersensitivity; immune response. 
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Background: Despite their life-threatening potential, medical team mistakes during 

subcutaneous immunotherapy are rarely discussed. Real data are missing, and a survey 

study estimated that dosing errors are responsible for 25% of systemic reactions during 

immunotherapy. To minimize errors, we modified our safety precautions and compared the 

rates of systemic allergic reactions before and after the change. Methods: Our 

retrospective comparative cohort study compared systemic allergic reaction rates during 

2012-2015 and 2016-2019, after a second check of the injected allergen/s by another 

nurse/physician was added to the treatment protocol. Results: The rate of systemic allergic 

reaction per injection was reduced from 0.93 to 0.71%; p = 0.023. Conclusion: A second 

check prior to injection is beneficial and can reduce the allergic reaction rate during 

immunotherapy. 

Keywords: allergic rhinitis; asthma; safety precautions; subcutaneous immunotherapy; 

systemic allergic reaction. 

Plain language summary 

Many people suffer from allergies to dust or pollen, and they might suffer from a running 

nose when they come into contact with the allergens. This reaction is called hayfever or 

allergic rhinitis. Immunotherapy is a treatment which can help to treat patients with allergic 

rhinitis. During treatment, the patients receive injections of small amounts of dust or 

pollen, and with time become less allergic. The injections themselves might cause allergic 

reactions such as rash, hives, swelling or trouble breathing. Sometimes these allergic 

reactions are related to mistakes made by the medical team. In our study we changed 

safety instruction to add a second check of the materials and amounts before the 

injections were given to the patient. This was checked by two different nurses. We 

compared the number of allergic reactions to the shots before and after the change. We 

found that the number of allergic reactions was 9.3 for 1000 injections before and 7.1 for 

1000 injections after the change. We think that a second check of the materials and 

amounts before giving the injections is helpful and can prevent some of the allergic 

reactions. 
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Abstract 

Ethnopharmacological relevance: Zhisou Powder (ZP), one of the most common 

prescriptions in traditional Chinese medicine, has been widely used in the treatment of 

acute or chronic bronchitis and chronic cough. The ZP was composed of Ziwan (Aster 

tataricus L. f.), Jiegeng (Platycodon grandiflorus (Jacq.) A. DC.), Jingjie (Nepeta cataria L.), 

Baibu (Stemona sessilifolia (Miq.) Miq.), Baiqian (Vincetoxicum glaucescens (Decne.) C. Y. 

Wu & D. Z. Li), Chenpi (Citrus × aurantium f. deliciosa (Ten.) M. Hiroe) and Gancao 

(Glycyrrhiza uralensis Fisch. ex DC.), with plant names among it checked with MPNS 

(http://mpns.kew.org). But until now, the key active components and targets of ZP, and 

related mechanism of ZP in the treatment of chronic bronchitis (CB) remain unclear. 

Aim of the study: This study combined UPLC-Q-Exactive-Orbitrap-MS, network 

pharmacology, metabonomics with experiment verification to explore potential mechanism 

of ZP in the treatment of CB. 

Materials and methods: UPLC-Q-Exactive-Orbitrap-MS was performed to analyze the 

chemical components of ZP. The potentially effective components, attractive targets and 

critical signaling pathways of Zhisou Powder in the treatment of CB were screened by 

UPLC-Q-Exactive-Orbitrap-MS combined with network pharmacology. Additionally, the CB 
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model rats induced by SO2 were used to evaluate the anti-chronic bronchitis activity of ZP 

in vivo. The pulmonary pathology was determined by hematoxylin-eosin staining. 

Meanwhile, PI3K/Akt/HIF-1α/VEGFA signaling pathway predicted from network 

pharmacology was verified by Western blot and RT-PCR. Lastly, the metabolic changes of 

arachidonic acid (AA) in ZP-treated rats were quantitatively analyzed by LC-MS targeted 

metabonomics, and the proteins expression involved in AA metabolic pathway were 

detected by immunohistochemistry, immunofluorescence and Western blot. 

Results: The main active components of ZP in the treatment of CB selected by network 

pharmacology and UPLC-Q-Exactive-Orbitrap-MS technology were quercetin, kaempferol, 

luteolin, galangin, isorhamnetin, naringenin, nobiletin, formononetin and so on. The core 

targets of these components were predicted to be TP53, TNF, IL-6, VEGFA, CASP3, IL-1β, 

JUN, PTGS2. Enrichment of KEGG pathway analysis found that PI3K/Akt/HIF-1α/VEGFA 

signaling pathway might play a key role in the treatment of CB with ZP. The in vivo study 

showed that ZP significantly improved the pathological changes of SO2-treated lung tissue 

and inhibited the activation of PI3K/Akt/HIF-1α/VEGFA signaling pathway. The changes of 

AA and its metabolites in vivo were studied by targeted metabonomics, and it showed that 

ZP could reprogram the disorder of AA metabolism which contributed to the treatment of 

CB with ZP. 

Conclusion: ZP displayed good therapeutic effect on CB model rats through inhibiting 

PI3K/Akt/HIF-1α/VEGFA signaling pathway to exhibit anti-inflammatory effect and 

reprogramming disordered metabolic pathway of arachidonic acid. 

Keywords: Arachidonic acid metabolism; Chronic bronchitis; Network pharmacology; 

PI3K/Akt/HIF-1α/VEGFA signaling pathway; UPLC-Q-exactive-orbitrap-MS; Zhisou powder. 
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Abstract 

Cough, a frequent symptom encountered in clinical practice, often has a considerable 

impact on patients' lives. There is an urgent need to investigate more potent antitussive 

treatments for chronic refractory cough, particularly atopic cough, which is a major cause 

of chronic refractory cough in Japan. Previous studies have shown that eosinophilic 

tracheobronchitis with hypersensitivity to sensory nerve C-fibers is the pathophysiology of 

atopic cough. Gefapixant is a first-in-class P2X3 antagonist that has recently become 

available for clinical use in patients with refractory coughs. A 64-year-old female non-

smoker presented to our hospital with a complaint of chronic intractable cough due to 

atopic cough. Addition of gefapixant (90 mg/day) to her previous treatment improved her 

distressing cough, despite the partial efficacy of many other drugs. The findings of this 
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case demonstrate that P2X3 inhibition is a viable therapeutic option for patients with 

chronic refractory cough caused by atopic cough. This case report offers valuable 

information regarding currently available treatment options for refractory chronic 

refractory cough caused by atopic cough. There remains an urgent need to clarify the 

disease entities presenting with chronic cough that can be effectively treated by inhibiting 

P2X3. 
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Abstract 

Background and objectives: Chronic refractory cough is a challenging condition that 

requires a thorough evaluation and management approach. P2X3 receptors that are ATP-

dependent play an important part in nerve fiber sensitization and pathological pain 

pathways. We conducted this systematic review and meta-analysis to determine the long-

term safety and efficacy of P2X3 receptor antagonist drugs in chronic cough. 

Methods: We systematically searched PubMed, Scopus, Web of Science, and Embase to 

identify all relevant published studies through January 15, 2023 that assessed P2X3 

antagonists in chronic cough. The protocol was registered in the PROSPERO database with 

ID: CRD42023422408. Efficacy outcomes were awake (daytime) cough frequency, night 

cough frequency, 24-h cough frequency, Cough Severity Diary, and total Leicester Cough 

Questionnaire score. We used the random-effect model to pool the data using RStudio 

and CMA software. 

Results: A total of 11 randomized controlled trials comprising 1350 patients receiving a 

p2x3 antagonist compared to the placebo group were included in this meta-analysis. A 

significant decrease in 24-h cough frequency (MD = -4.99, 95% CI [-7.15 to 2.82], P < 0.01), 

awake (daytime) cough frequency (MD = -7.18, 95% CI [-9.98 to 4.37], P > 0.01), and total 

Leicester Cough Questionnaire score (MD = 1.74, 95% CI [1.02 to 2.46], P < 0.01) exhibited 

between the P2X3 antagonist and placebo groups. The frequency of the night cough 
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showed an insignificant difference between the two groups. According to the safety, drug-

related adverse events, dysgeusia, hypogeusia, and ageusia significantly increased between 

the P2X3 antagonist and placebo groups. 

Conclusion: P2X3 receptor antagonists are promising drugs for treating chronic cough by 

significantly reducing the frequency, severity, and quality. Some potential side effects may 

include drug-related adverse events such as hypogeusia, ageusia, and dysgeusia. 

Keywords: Chronic cough; Eliapixant; Gefapixant; P2X3 antagonist; Sivopixant. 
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Abstract 

Background: The Patient Global Impression of Severity (PGI-S) scale is a self-reported, 

single-item categorical scale which is increasingly used when assessing chronic cough (CC). 

Objective: This study aimed to establish validity, repeatability and responsiveness of the 

PGI-S scale in CC, and use the scale to define discrete categories of severity when 

measured with other commonly used patient-reported outcome (PRO) tools. 

Methods: Consecutive patients with CC completed the PGI-S scale, cough severity and 

urge-to-cough visual analogue scales (VAS), and cough-specific health status Leicester 

Cough Questionnaire (LCQ) at a clinic visit. Validity, repeatability and responsiveness were 

assessed, and threshold scores for PRO severity categories determined. 

Results: Participants (n=482; median (IQR) age 57 (46-67) years, 71% female and duration 

of cough 48 (24-120) months) reported median (IQR) PGI-S score 3 (3-4; moderate 

severity), severity VAS 57 (31-75) mm, urge VAS 62 (40-81) mm, and LCQ 11.5 (8.7-14.4). 

There were strong associations between PGI-S scores and severity VAS (ρ=0.81), urge VAS 

(ρ=0.73), and LCQ (ρ=-0.73) (all p<0.001). Repeatability of the PGI-S scale was high (n=77); 

intraclass correlation coefficients (95%CI) 0.85 (0.77-0.91) (p<0.001). The PGI-S scale was 

responsive in participants with a treatment response (p<0.001). The suggested PRO 

thresholds to define severe cough are ≥61 mm (cough severity VAS), ≥71 mm (urge-to-

cough VAS) and ≤10 (LCQ). 

Conclusion: The PGI-S scale is a simple and valid tool that characterises cough severity, 

and is repeatable and responsive in CC. The proposed categorical severity thresholds for 

VAS and LCQ can provide intuitive meaning for patients and clinicians. 
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Abstract 

Background: There is limited evidence on the pathways leading to severe asthma and we 

are presently unable to effectively predict the progression of the disease. We aimed to 

describe the longitudinal trajectories leading to severe asthma and to describe clinical 

events preceding disease progression in a nationwide population of patients with severe 

asthma. 

Methods: We conducted an observational study based on Swedish data from the NORdic 

Dataset for aSThmA Research (NORDSTAR) research collaboration platform. We identified 

adult patients with severe asthma in 2018 according to the European Respiratory 

Society/American Thoracic Society definition and used latent class analysis to identify 

trajectories of asthma severity over a 10-year retrospective period from 2018. 

Results: Among 169 128 asthma patients, we identified 4543 severe asthma patients. We 

identified four trajectories of severe asthma that were labelled as: trajectory 1 "consistently 

severe asthma" (n=389 (8.6%)), trajectory 2 "gradual onset severe asthma" (n=942 (20.7%)), 

trajectory 3 "intermittent severe asthma" (n=1685 (37.1%)) and trajectory 4 "sudden onset 

severe asthma" (n=1527 (33.6%)). "Consistently severe asthma" had a higher daily inhaled 

corticosteroid dose and more prevalent osteoporosis compared with the other trajectories. 

Patients with "gradual onset severe asthma" and "sudden onset severe asthma" developed 

type 2-related comorbidities concomitantly with development of severe asthma. In the 

latter group, this primarily occurred within 1-3 years preceding onset of severe asthma. 

Conclusions: Four distinct trajectories of severe asthma were identified illustrating 

different patterns of progression of asthma severity. This may eventually enable the 

development of better preventive management strategies in severe asthma. 
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Abstract 

Background: To investigate the role of combined impulse oscillometry (IOS) and fractional 

exhaled nitric oxide (FeNO) in the diagnosis of cough variant asthma (CVA) in preschool 

children. 

Methods: A total of 197 preschool-aged children with chronic cough were selected from 

the paediatric outpatient clinic. Allergy histories were collected for all children along with 

IOS and FeNO. Paediatric respiratory specialists divided the children into a CVA group (n = 

90) and a noncough variant asthma (nCVA) group (n = 107) according to the diagnostic 

criteria for CVA After diagnostic treatment, the correlation between the FeNO and IOS 

values and the diagnosis in the two groups was analysed, and the area under the curve 

(AUC) of each index was calculated. 

Results: (1) X5 was significantly different between the CVA group and the nCVA group (- 

4.22 vs. - 3.64, p < 0.001), as was the FeNO value (29.07 vs. 16.64, p < 0.001). (2) Receiver 

operating characteristic (ROC) analysis showed that the AUCs of FeNO alone and X5 alone 

were 0.779 and 0.657, respectively, while the AUC of FeNO (cut-off value of 18 ppb) plus 

X5 (cut-off value of -4.15 cmH2O/(l/s)) reached 0.809. 

Conclusions: Children with CVA may have small airway dysfunction at an early stage. For 

preschool children with chronic cough, the combination of FeNO and X5 can better 

identify those with CVA. 

Trial registration number: This trial was registered with and approved by the Chinese 

Clinical Trial Registry, with registration number ChiCTRcRRC-17011738, and was reviewed 

and approved by the Ethics Committee of Southwest Hospital. 

Keywords: Chronic cough; Cough variant asthma; Fractional concentration of exhaled 

nitric oxide; Preschool children; Small airway lung function. 

© 2023. Canadian Society of Allergy & Clinical Immunology. 

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc10493011/
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Abstract 

Importance: Gefapixant represents an emerging therapy for patients with refractory or 

unexplained chronic cough. 

Objective: To evaluate the efficacy and tolerability of gefapixant for the treatment of 

adults with refractory or unexplained chronic cough. 

Data sources: MEDLINE, Embase, Cochrane Central Register of Controlled Trials, and Web 

of Science from November 2014 to July 2023. 

Study selection: Two reviewers independently screened for parallel and crossover 

randomized clinical trials (RCTs) that compared, in patients with refractory or unexplained 

chronic cough, either gefapixant with placebo, or 2 or more doses of gefapixant with or 

without placebo. 

Data extraction and synthesis: Two reviewers independently extracted data. A frequentist 

random-effects dose-response meta-analysis or pairwise meta-analysis was used for each 

outcome. The GRADE (Grading of Recommendations, Assessment, Development, and 

Evaluation) approach was used to rate the certainty in whether patients would perceive the 

effects as important (greater than the minimal important difference [MID]) or small (less 

than the MID). 

Main outcomes and measures: Cough frequency (measured using the VitaloJAK cough 

monitor; MID, 20%), cough severity (measured using the 100-mm visual analog scale [VAS]; 

higher score is worse; MID, 30 mm), cough-specific quality of life (measured using the 

Leicester Cough Questionnaire [LCQ]; score range, 3 [maximal impairment] to 21 [no 

impairment]; MID, 1.3 points), treatment-related adverse events, adverse events leading to 

discontinuation, and taste-related adverse events. 

Results: Nine RCTs including 2980 patients were included in the primary analysis. 

Compared with placebo, gefapixant (45 mg twice daily) had small effects on awake cough 

frequency (17.6% reduction [95% CI, 10.6%-24.0%], moderate certainty), cough severity on 

the 100-mm VAS (mean difference, -6.2 mm [95% CI, -4.1 to -8.4]; high certainty), and 

cough-specific quality of life on the LCQ (mean difference, 1.0 points [95% CI, 0.7-1.4]; 

moderate certainty). Compared with placebo, gefapixant (45 mg twice daily) probably 

caused an important increase in treatment-related adverse events (32 more per 100 

patients [95% CI, 13-64 more], moderate certainty) and taste-related adverse events (32 

more per 100 patients [95% CI, 22-46 more], high certainty). High-certainty evidence 

https://doi.org/10.1001/jama.2023.18035


suggests that gefapixant (15 mg twice daily) had small effects on taste-related adverse 

events (6 more per 100 patients [95% CI, 5-8 more]). 

Conclusions and relevance: Compared with placebo, gefapixant (45 mg orally twice daily) 

led to modest improvements in cough frequency, cough severity, and cough-specific 

quality of life but increased taste-related adverse events. 
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Abstract 

Exacerbations of COPD are associated with worsening of the airflow obstruction, 

hospitalisation, reduced quality of life, disease progression and death. At least 70% of 
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COPD exacerbations are infectious in origin, with respiratory viruses identified in 

approximately 30% of cases. Despite long-standing recommendations to vaccinate 

patients with COPD, vaccination rates remain suboptimal in this population.Streptococcus 

pneumoniae is one of the leading morbidity and mortality causes of lower respiratory tract 

infections. The Food and Drug Administration recently approved pneumococcal conjugate 

vaccines that showed strong immunogenicity against all 20 included serotypes. Influenza is 

the second most common virus linked to severe acute exacerbations of COPD. The variable 

vaccine efficacy across virus subtypes and the impaired immune response are significant 

drawbacks in the influenza vaccination strategy. High-dose and adjuvant vaccines are new 

approaches to tackle these problems. Respiratory syncytial virus is another virus known to 

cause acute exacerbations of COPD. The vaccine candidate RSVPreF3 is the first authorised 

for the prevention of RSV in adults ≥60 years and might help to reduce acute 

exacerbations of COPD. The 2023 Global Initiative for Chronic Lung Disease report 

recommends zoster vaccination to protect against shingles for people with COPD over 50 

years. 
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Abstract  

in English, French 

Bronchiectasis is a heterogeneous lung condition characterized by irreversible bronchial 

dilatation, chronic inflammation and frequent exacerbations. Diagnosis is based on the 

presence of a productive cough most of the days, a history of exacerbations and the 

presence of bronchial dilatation on chest CT scan. Etiologic and microbiologic workup 

should be performed to determine the underlying cause. A personalized treatment 

approach is mandatory and includes patient education, improvement of mucociliary 

clearance, prevention and treatment of exacerbations, in order to preserve lung function 

and improve quality of life. 
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Free PMC article 

Abstract 

New TB treatment regimens are a welcome advancement. However, for the millions 

of TB survivors with impaired lung function and quality of life, more holistic 

outcome measures and the inclusion of lung function is essential in future TB 

treatment trials. https://bit.ly/3PWT0o2 
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Abstract 

Background: Small airways disease (SAD), a novel finding described in post-acute COVID-

19 patients, should be suspected when respiratory symptoms continue, air trapping 

persists on expiratory CT scans, and imaging findings fail to improve despite objectively 

better conventional pulmonary function test (PFT) parameters. The forced oscillation 

technique (FOT) and Multiple breathing washout (MBW) are both very sensitive methods 

for detecting anomalies in the peripheral airways. 

Case presentation: We discuss the case of a 60-year-old Hispanic patient who had severe 

COVID-19 pneumonia and developed dyspnea, fatigue, and limited daily activity a year 

later. The PFTs revealed restrictive lung disease, as seen by significant diffusing capacity of 

the lungs for carbon monoxide (DLCO) decrease, severe desaturation, and poor 6-min walk 

test (6MWT) performance. The patient was treated with lowering corticosteroids as well as 
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pulmonary rehabilitation (PR). During the 24-month follow-up, the dyspnea and fatigue 

persisted. On PFTs, 6MWT performance and restricted pattern improved slightly, but MBW 

discovered significant ventilatory inhomogeneity. FOT revealed substantial peripheral 

airway obstructive abnormalities. On CT scans, air trapping and ground-glass opacities 

(GGO) improved somewhat. The patient used a bronchodilator twice a day and low-dose 

inhaled corticosteroids (160 µg of budesonide and 4.5 µg of formoterol fumarate 

dihydrate) for nine months. PR sessions were resuming. The restricting parameters were 

stabilized and the DLCO had normalized after 36 months, with a 6MWT performance of 

87% but significant desaturation. The CT scan revealed traction bronchiectasis, low GGO, 

and persistent air trapping. Without normalization, FOT and MBW scores improved, 

indicating small airway disease. 

Conclusions: The necessity of integrating these tests when detecting SAD is emphasized in 

our paper. This article lays the foundation for future research into the best ways to manage 

and monitor SAD in post-acute COVID-19 patients. 

Keywords: COVID-19; Lung Clearance Index; Multiple breathing washout; Oscillometry; 

Small airway disease. 
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