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Annotated Directory – CHRONIC LUNG DISEASE 
Comments: Dr. Bryan Ross from the Montreal Chest Institute/MUHC 

 

EDITOR’s PICKS – September 22, 2020 

#1 

Title: Comments: 

Sleep apnea and COVID-19 
mortality and hospitalization 

The present study sought to determine whether having sleep apnea is associated with 
poorer outcomes from COVID-19 infection. The New England health care system data 
was utilized to identify patients with sleep apnea (n=443) and were compared with 
patients without sleep apnea (actual number not provided, though total cohort n=4668 
patients). All participants had a documented positive RT-PCR test. Compared to those 
without sleep apnea, the sleep apnea group had a higher all-cause mortality rate 
(11.7% vs. 6.9%). Importantly, associations were attenuated following adjustment for 
BMI class, and further attenuated following additional adjustment for comorbid 
conditions (including hypertension and diabetes). Therefore, the observed association 
may well be limited by confounding given the well-known risk factors for COVID-19 
(obesity, hypertension and diabetes). Nevertheless, this is one of the first studies to 
investigate COVID-19 outcomes related to sleep apnea, and further research on the 
matter is warranted.  

Author et al.: 

Cade 

Journal: 

Am J Respir Crit Care Med 

Date: 

9/18/2020 

#2 

Title: Comments: 

Effects of asthma and 
human rhinovirus A16 on 
the expression of the SARS-
CoV-2 entry factors in 
human airway epithelium 

The ACE-2 receptor is expressed in the human respiratory airways and represents an 
important binding site of entry for the SARS-CoV-2 virus. The investigators sought to 
determine ACE-2 and TMPRSS2 (serine protease) expression in  patients with asthma 
and in patients with human rhinovirus A16 (HRVA16) infection. Airway samples from 
patients with confirmed asthma (by both direct airway hyperresponsiveness, AHR, and 
exercise-induced bronchoconstriction, EIB) were found to have an elevated expression 
of ACE-2 when compared with asthmatics without EIB. In children, there was no 
difference in ACE-2 or TMPRSS2 between asthmatics and non-asthmatics, while 
HRVA16 infection was associated with upregulation of both. These results indicate the 
possible implications of asthma and of common viral respiratory infections on the 
upregulation of ACE-2, of which the clinical significance remains unknown.     

Author et al.: 

Murphy 

Journal: 

Am J Respir Cell Mol Biol 

Date: 

9/18/2020 

#3 

Title: Comments: 

Increased odds of death for 
patients with interstitial 
lung disease and COVID-19: 
a case-control study 

The present multi-centre retrospective case-control study sought to determine 
whether patients with ILD have poorer outcomes following COVID-19 infection. 
Electronic chart data was collected on patients with pre-existing ILD (n=46) and COVID-
19 infection and an age-,  sex-, and race- (Caucasian/non-Caucasian) matched cohort 
of COVID-19 positive patients (n=92). Mortality, the primary outcome, was increased in 
the ILD group compared with the control group (33% vs. 13%) and persisted after 
adjustment. The need for hospitalization and ICU care was higher in the ILD group, and 
the UIP pattern was more common amongst ILD non-survivors. These results support 
the notion that patients with ILD, in particular those with advanced age and with a 
fibrotic UIP pattern, have poorer outcomes from COVID-19 infection.  

Author et al.: 

Esposito 

Journal: 

Am J Respir Crit Care Med 

Date: 

9/8/2020 

PREVIOUS EDITOR’S PICKS 

Title: Comments: 

Aerosol generation from the 
respiratory tract with 

It remains unclear which oxygen delivery modalities generate aerosolized particles. 
The present study, on healthy participants (median age 35, n=10) with no current or 
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various modes of oxygen 
delivery 

prior COVID-19 infection or symptoms, sought to measure aerosolization generation 
by a variety of oxygen delivery modalities including nasal cannula (4L/min), facemask 
(15L/min), heated/humidified high flow nasal cannula (HFNC, at 10, 30 and 50L/min; 
FiO2 of 0.3) and non-humidified non-invasive positive pressure ventilation (NIPPV, at 
12/5 and 20/10 cmH2O; FiO2 of 0.3). The size, number and concentration of particles 
were measured (across the 0.37-20 micrometer range) while participants breathed 
normally, talked, breathed deeply, and coughed. Note that all measurements were 
performed in a negative pressure room. Interestingly, the number and size of particles 
generated did not vary between the oxygen delivery modality, and moreover no 
modality increased aerosol generation even when compared with room air breathing. 
Conversely (and as expected), compared with all other maneuvres coughing generated 
an increased number of particles. The results of the present study aid in counseling 
patients living with a chronic lung disease given the high usage of a variety of oxygen 
delivery devices in this patient population.    

Author et al.: 

Gaeckle 

Journal: 

Am J Respir Crit Care Med 

Date: 

8/21/2020 

Title: Comments: 

Severe asthma in adults 
does not significantly affect 
the outcome of COVID‐19 
disease: results from the 
Italian severe asthma 
registry 

It remains controversial whether asthma (and in particular severe asthma) as a chronic 
lung condition is a predisposing factor for severe COVID-19 infection. The conventional 
position of many respiratory societies has been that, although asthma is not a risk 
factor for contracting SARS-CoV-2 virus, it may be a predisposing factor for severe 
COVID-19 infection. Moreover, despite near-universal recommendations to continue 
inhaled corticosteroid (ICS) and other asthma maintenance therapies such as biologics, 
some have raised concerns regarding the effects of these therapies on host immunity. 
The present Italian study (n=558) collected clinical characteristics including medication 
use and infection rates in patients with severe asthma via clinician questionnaire. 
Questionnaire data was collected between February and May and included the 
Lombardy region (formerly a global COVID-19 epicentre at the time). Remarkably, 
COVID-19 infection was reported in only 7 of 558 subjects, and there were no ICU 
admissions or deaths reported. Moreover, high-dose ICS/LABA use or biologic use did 
not appear to increase risk. Though there are limitations to questionnaire-based data, 
the present results support the continued use of controller therapies in asthma, and 
do not appear to support asthma as a predisposing condition for severe COVID-19 
infection.    

Author et al.: 

Antonicelli 

Journal: 

Allergy 

Date: 

8/14/2020 

Title: Comments: 

Optimizing care for patients 
with interstitial lung disease 
during the COVID-19 
pandemic 

The present report provides highly relevant and practical recommendations to 
optimize the care of patients with interstitial lung disease (ILD) during the COVID-19 
pandemic, and is tailored to the Canadian practice setting. Recommendations include: 
the minimization of in-person contact in the initial diagnostic workup of ILD; exercising 
prudence in arranging aerosol-generating procedures such as bronchoscopy and 
surgical lung biopsy; conducting multidisciplinary discussions (MDD) on a virtual 
platform that allows the real-time sharing of pathology and imaging; the continuation 
of antifibrotic therapies, and the continuation of immunomodulatory therapies at the 
lowest effective dose (and consideration of temporary cessation, on a case-by-case 
basis, following confirmed COVID-19 infection); the investigation of persistent 
respiratory symptoms for ILD exacerbation or for possible post-COVID pulmonary 
fibrosis (and that confirmed cases be assessed in an ILD clinic); and an integrated, 
shared decision making approach to conducting clinical research during the pandemic.    

Author et al.: 

Wong 

Journal: 

Can J Resp Crit Care Sleep 

Date: 

8/12/2020 

Title: Comments: 

Restoring pulmonary and 

sleep services as the COVID-

19 pandemic lessens: from 

an association of 

The present Task Force sought to provide recommendations on the reopening of 

pulmonary and sleep medicine diagnostic and management services during the COVID-

19 pandemic. Pulmonary function test (PFT) labs, polysomnography (PSG) labs, 

bronchoscopy suites and pulmonary rehabilitation (PR) programs were considered in 
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pulmonary, critical care, and 

sleep division directors and 

American Thoracic Society - 

coordinated Task Force 

the formation of these plans. Note that recommendations are based on consensus 

alone. The recommendations balance protection of patients and staff alike and 

reserving resources otherwise needed to manage the COVID-19 pandemic with the 

growing need for provision of care for patients with acute and chronic respiratory 

disorders. The CDC recommendations (including opening only after a downward trend 

in overall and confirmed regional case rates; the assurance of local treatment 

capabilities; and an established testing program) are cited to aid in making reopening 

decisions. Patient triaging/prioritization as well as pre-visit screening (and testing if 

appropriate) are encouraged. Helpful recommendations specific to the variety of 

respiratory services (PFT lab; PSG lab; bronchoscopy suite; PR spaces) are then 

provided.  

Author et al.: 

Wilson 

Journal: 

Ann Am Thorac Soc 

Date: 

7/14/2020 

Title: Comments: 

CHEST reviews: addressing 

reduced laboratory-based 

pulmonary function testing 

during a pandemic 

Given the widespread discontinuation of non-urgent elective testing in patients with 

chronic lung diseases, the present report provides an exploration of diagnostic testing 

strategies that minimize the risk of infection spread while also maintaining appropriate 

longitudinal monitoring of lung function. The importance of conventional PFT 

monitoring in COPD, asthma, ILD, cystic fibrosis, pulmonary hypertension and lung 

transplant recipients are emphasized. A variety of tests that measure pulmonary 

function that do not risk public aerosolization and therefore may be suitable 

alternatives are reviewed (Table 1 provides a nice summary of this evidence). 

Moreover, the argument is made that perhaps the COVID-19 pandemic presents a 

catalyst for change - an opportunity to improve conventional methods of lung 

function monitoring - for example through the incorporation of novel technologies 

such as smartphone integration, machine learning algorithms and remote lung 

function monitoring.  

Author et al.: 

Kouri 

Journal: 

Chest 

Date: 

7/8/2020 

Title: Comments: 

Tobacco smoking increases 

the lung gene expression of 

ACE2, the receptor of SARS-

CoV-2 

This genetic study sought to explore the relationship between tobacco smoking and 

the expression of the angiotensin-converting enzyme 2 (ACE-2) enzyme, binding site 

and therefore important portal of entry for the SARS-CoV-2 virus. Genetic analyses 

were performed on lung tissue samples from a wide range of sources (totalling 1,286 

assay results) including from patients with lung adenocarcinoma from two data sets; 

airway epithelium samples from patients with COPD, from current smokers and from 

healthy individuals; and tissue samples from caucasian patients who underwent lung 

cancer surgery. The effect of self-identified smoking status (never, former, or current) 

and COPD status (COPD or non-COPD) on ACE2 gene expression was tested. Across all 

data sets and regardless of COPD status, ever-smokers displayed an upregulation of 

ACE2 gene expression when compared with non-smokers. This hypothesis-generating 

data merits future work on the susceptibility of smokers to contracting COVID-19 

infection.  

Author et al.: 

Cai 

Journal: 

Am J Respir Crit Care Med 

Date: 

6/15/2020 

Title: Comments: 

Lung function monitoring in 

the era of respiratory 

pandemics 

The present article narrates the challenges faced by Toronto’s lung transplant program 

in the wake of the pandemic in regards to the ability to properly monitor pulmonary 

function. Given that pulmonary function labs have been closed, this group has 

effectively utilized oscillometry (an alternate diagnostic tool that does not rely on 

forced respiratory maneuvres but rather is performed during quiet tidal breathing - 
Author et al.: 
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Lundblad therefore less likely to generate droplets/aerosols) to monitor pulmonary function. 

This same group recently demonstrated an improved sensitivity in detecting early lung 

rejection via oscillometry when compared to spirometry. The small airway 

perturbations also observed in viral respiratory infections may therefore make 

oscillometry a useful surrogate diagnostic test, not only for diagnosing post-transplant 

rejection or acute viral illness but also for monitoring the lung function of patients with 

a variety of chronic lung diseases during the course of the pandemic. 

Journal: 

Clin Physiol Funct Imaging 

Date: 

6/8/2020 

Title: Comments: 

Prevention, diagnosis, and 

treatment of VTE in patients 

with COVID-19: CHEST 

guideline and expert panel 

report 

Given the increasing evidence of venous thromboembolism (VTE) as an emerging 

clinical feature of COVID-19 infection, there has been uncertainty in regards to the 

optimal agents and doses for optimal VTE prophylaxis and treatment. The present 

guideline addresses the approach to preventing, diagnosing and managing VTE in 

patients with COVID-19. For example, the guideline recommends against i) using an 

increased dose of thromboprophylaxis, ii) prescribing extended (post-discharge 

outpatient) thromboprophylaxis, and iii) U/S screening of critically ill patients for 

asymptomatic DVT. For confirmed VTE, the recommendation on choice of therapy 

(UFH, LMWH, DOAC) varies depending on whether the patient is critically ill, or is on 

other agents that may lead to drug-drug-interactions.    

Author et al.: 

Moores 

Journal: 

Chest 

Date: 

6/2/2020 

Title: Comments: 

Early COVID-19 infection 
after lung transplantation 

Lung transplantation is a critical option for patients with a variety of advanced chronic 
lung diseases. This case report provides the first description of a lung transplantation 
(LT) recipient with COVID-19 in the immediate post-transplant period: a 68-year-old 
woman with IPF (LAS=31.8784) who underwent bilateral LT. The donor was a 30-year-
old woman with a large intracerebral hemorrhage (note that she had IBD on TNF 
inhibitor therapy; that CT was consistent with pneumonia; and that though BAL was 
negative, no viral testing was performed). SARS-CoV2 PCR testing was performed on 
the recipient on postoperative day (POD) 9 and was subsequently positive. She 
deteriorated between POD 9-14 and required intensive therapies. On POD 14 repeat 
PCR was negative, and on POD 57 she was extubated. After a contact tracing 
investigation, the authors conclude that the presumed source was either donor-
imported or nosocomial.  
 
The Discussion provides a concise review of the ISHLT guidance document for 
transplantation during the COVID-19 pandemic as well as a brief consideration of 
institutional risk-benefit decisions to be made in either continuing or delaying LT 
availability (the reporting centre has not discontinued LT during the pandemic). 

Author et al.: 

Keller 

Journal: 

Am J Transplant 

Date: 

5/29/2020 

Title: Comments: 

The Use of bronchoscopy 
during the COVID-19 
pandemic: CHEST/AABIP 
guideline and expert panel 
report 

The timely diagnosis of lung cancer and of other lung diseases is constrained by the 
COVID-19 pandemic given the need to minimize transmission. Here, the CHEST/AABIP 
have developed a guideline based on best available evidence, 6 practical 
recommendations are provided (of which 1 is evidence-based; non evidence-based 
were developed by modified Delphi consensus). Guidance is provided regarding: 1) PPE 
use for HCWs during bronchoscopy (note that the N95 mask used should be disposed 
thereafter); 2) conditions for establishing definitive COVID-19 diagnosis (or alternative Author et al.: 
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Wahidi diagnosis) via lower respiratory specimens; 3) PPE for bronchoscopy in asymptomatic 
patients; 4) Pre-bronchoscopy COVID-19 testing in asymptomatic patients (including, 
notably, postponing all non-emergent bronchoscopies); 5) timely bronchoscopy for 
diagnosing/staging/characterizing lung cancer; and 6) timing of routine 
bronchoscopy in post-COVID-19 recovered patients. Table 2 provides a nice summary 
of what would be considered ‘Emergent’, ‘Urgent’ or Non-Urgent bronchoscopies. 

Journal: 

Chest 

Date: 

5/1/2020 

Title: Comments: 

COVID-19, asthma, and 

inhaled corticosteroids (ICS): 

another beneficial effect of 

ICS? 

Given the recommendations against the routine use of systemic corticosteroid 

treatment in patients with COVID-19 in the absence of other indications, the effect of 

usual therapies in asthma - principally inhaled corticosteroid (ICS) - on influencing the 

disease course of COVID-19 has drawn increased attention. In response to a study 

demonstrating reduced expression of ACE-2 (the binding site of the SARS-CoV-2 virus) 

in the induced sputum of asthmatics on ICS therapy, the present study reported data 

from lung resection specimens of patients with obstructive airways disease (OAD - 

comprising of asthma, asthma-COPD overlap, and COPD) and from controls. While 

pulmonary gene expression of ACE-2 was increased in COPD, ACO/asthma ACE-2 levels 

did not differ from controls, nor was there a difference in expression between ICS-

treated and non-ICS treated OAD subjects. One interpretation of this study is that the 

current recommendation (by the CTS and by other organizations) to maintain asthma 

ICS controller therapy during the pandemic is supported by these findings. Clearly, 

further research is required.   

Author et al.: 

Maes 

Journal: 

Am J Respir Crit Care Med 

Date: 

5/21/2020 

Title: Comments: 

ACE-2 expression in the 

small airway epithelia of 

smokers and COPD patients: 

implications for COVID-19 

Because the SARS-CoV-2 virus binds to the angiotensin-converting enzyme II (ACE-2) 

receptor, factors that may upregulate ACE-2 expression have become of increasing 

interest. To assess the effect of cigarette smoking and of COPD disease on lower 

respiratory ACE-2 receptor level, this cross-sectional study obtained, stained, 

quantified and compared cytological brushing samples from the lower respiratory tract 

of i) current smokers with COPD, ii) healthy current smokers, and iii) non-smoker 

healthy controls. COPD and current smokers had a significantly increased expression of 

ACE-2, and moreover, ACE-2 expression appeared to have an inverse relationship with 

FEV1.    

Author et al.: 

Leung 

Journal: 

Eur Respir J 

Date: 

5/14/2020 

Title: Comments: 

Practical considerations for 

the diagnosis and treatment 

of fibrotic interstitial lung 

disease during the COVID-19 

pandemic 

This article addresses the constraints across all aspects of the usual care of patients 

with ILD (including its diagnosis and initiation/ongoing monitoring of treatment) during 

the pandemic. Some diagnostic suggestions include: virtual multidisciplinary 

discussions (MDD), and performing tests such as spirometry/DLCO, bronchoscopy, 

surgical lung biopsy, etc. (if even locally available) only if it will impact short-term 

management decisions. Figure 1 nicely describes both the standard approach to ILD 

diagnosis as well as a modified approach during the COVID-19 pandemic. 

Immunomodulatory and anti-fibrotic use during the pandemic is discussed, as are non-

pharmacologic considerations.      

Author et al.: 

Wong 

Journal: 

Chest 

Date: 
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