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ANNOTATED DIRECTORY - TREATMENT OF COVID 

list of links, titles, and notes 

Comments: Dr. Bryan Ross from the Montreal Chest Institute/MUHC 

 

Important Link: https://www.youtube.com/watch?v=x6l-f3-IK-o&feature=youtu.be - Excellent 

summary of how to triage and manage patients with possible ARDS. 

EDITOR'S PICKS – June 10, 2020 

#1 

Title: Comments: 

Remdesivir for 5 or 10 Days in 
Patients with Severe Covid-19 

Following the positive Remdesivir trials by Wang et al. and by Beigel et al., and in 
the interest of i) reducing lengths of hospital stay, ii) reducing  Remdesivir-related 
drug AEs, and iii) optimizing short supply constraints, this study tested 5 days of 
Remdesivir treatment (n=200) versus 10 days of treatment (n=197) on the impact 
of clinical status. This primary outcome was measured on a 7-point ordinal scale 
(note that Beigel et al. had used an 8-point ordinal scale to measure their primary 
outcome; the individual categories between these scales do differ). Also note that, 
like in Beigel et al., the primary outcome was changed – originally it was the 
‘proportion of patients with normalization of temperature at Day 14’. After 
adjustment for differences at baseline between groups (the 10-day Rx group had 
a significantly worse baseline clinical status), no difference was observed between 
5 days and 10 days of Remdesivir treatment on clinical status. Drug AE rates were 
similar between groups. 

Author et al.: 

Goldman 

Journal: 

N Engl J Med 

Date: 

5/27/2020 

#2 

Title: Comments: 

Hydroxychloroquine or 
chloroquine with or without a 
macrolide for treatment of 
COVID-19: a multinational 
registry analysis 

This is a large 6-continent, 671-hospital observational registry study of COVID-19 
patients (n=96,032). Five groups were studied, based on the treatment they 
received for COVID-19 within 48hrs of their diagnosis: 1) No treatment (81,144); 
2) Chloroquine (n=1,868); 3) Chloroquine / Macrolide (n=3,783); 4) 
Hydroxychloroquine (n=3016); and 5) Hydroxychloroquine / Macrolide (n=6221). 
The primary outcome was in-hospital mortality; the secondary outcome was de 
novo ventricular arrhythmias. For the respiratory clinician, among other 
associations found, COPD was more likely to be observed in non-survivors and in 
those who experienced ventricular arrhythmias in this study. Each treatment 
group, compared against the control group and even after adjustment for a 
number of confounding variables, were independently associated with increased 
in-hospital mortality and with increased in-hospital ventricular arrhythmias. A 
minor subsequent Lancet ‘Dept. of Error’ report was released (which does not in 
any way affect the major results of the article).  

Author et al.: 

Mehra 

Journal: 

Lancet 

Date: 

https://www.youtube.com/watch?v=x6l-f3-IK-o&feature=youtu.be
https://www.nejm.org/doi/full/10.1056/NEJMoa2015301
https://www.nejm.org/doi/full/10.1056/NEJMoa2015301
https://www.nejm.org/doi/full/10.1056/NEJMoa2015301
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31022-9.pdf
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31022-9.pdf
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31022-9.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www-sciencedirect-com.proxy3.library.mcgill.ca/science/article/pii/S0140673620311806?via%3Dihub
https://www-sciencedirect-com.proxy3.library.mcgill.ca/science/article/pii/S0140673620311806?via%3Dihub
https://www-sciencedirect-com.proxy3.library.mcgill.ca/science/article/pii/S0140673620311806?via%3Dihub
https://www-sciencedirect-com.proxy3.library.mcgill.ca/science/article/pii/S0140673620311806?via%3Dihub
https://www-sciencedirect-com.proxy3.library.mcgill.ca/science/article/pii/S0140673620311806?via%3Dihub
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31249-6/fulltext?tk=eo_16ce8312-6020-4063-bfde-be32bffae8cf_Y7My7Q7imHChcf1yX9eFdIkqPbIuEQUvNQOw
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31249-6/fulltext?tk=eo_16ce8312-6020-4063-bfde-be32bffae8cf_Y7My7Q7imHChcf1yX9eFdIkqPbIuEQUvNQOw
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5/22/2020 Though observational, this large study did not detect any benefit in any of the 
treatment groups, while harm was detected - furthering the evidence base 
against the use of chloroquine- / hydroxychloroquine-containing regimens in the 
treatment of COVID-19. 

#3 

Title: Comments: 

NIH Coronavirus disease 2019 
(COVID-19) treatment 
guidelines 

Focuses on current treatment options (although risk factors, diagnosis, 
epidemiology are also briefly reviewed). Explicit discussion and new 
recommendations on antithrombotic therapy (COVID-19 related 
hypercoagulability), the role of drugs (ex. remdesivir - for hospitalized patients 
with severe disease; chloroquine/hydroxychloroquine - recommend against use 
outside of clinical trials; IL-6 inhibitors - more data needed), and 
recommendations on pre-/post-exposure prophylaxis (no role). For the 
pulmonary clinician, the sections/recommendations on COVID-19 critical care 
management, and on oxygenation/ventilation for COVID-19, are excellent and 
succinct. 

Author et al.: 

N/A 

Journal: 

N/A (NIH) 

Date: 

5/12/2020 

 

 

PREVIOUS EDITOR'S PICKS – May 29, 2020 

#1 

Title: Comments: 

Remdesivir for the treatment 

of COVID-19 — preliminary 

report 

Almost a month after the original Remdesivir RCT by Wang et al., this multinational 

double-blind RCT of Remdesivir IV vs. placebo (n=1059) revealed a significant reduction 

in the primary outcome measure of time to recovery (11 vs. 15 days) in hospitalized 

patients with COVID-19 and evidence of LRTI (defined, in the appendix, as: radiographic 

infiltrates, or SpO2≤94% on RA, or need for supplemental O2/mechanical 

ventilation/ECMO). Note that the primary outcome was changed from the 'difference in 

clinical status' to the 'time to recovery', where both were measured along an 8-category 

ordinal scale. Note also that upon interim analysis the DSMB recommended that these 

preliminary results be made public. This is preliminary reporting on the first of a multi-

stage trial.     

Author et al.: 

Beigel 

Journal: 

N Engl J Med 

Date: 

5/22/2020 

#2 

Title: Comments: 

Hydroxychloroquine in 

patients With mainly mild to 

moderate Coronavirus 

disease 2019: open label, 

randomised controlled trial 

This latest study adds to a growing list of data that would suggest against the use of 

hydroxychloroquine to treat COVID-19. This multi-centre open-label (no placebo used; 

drugs were not masked) RCT in China assessed the effect of hydroxychloroquine on 

negative conversion (defined by 2 negative RT-PCR at least 24hrs apart and no 

subsequent positive test) by 28 days (n=150). Note that 27% of all study patients were 

censored from analysis due to not having reached negative conversion. Most patients 
Author et al.: 

https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31022-9.pdf
https://www.bmj.com/content/369/bmj.m1849
https://www.bmj.com/content/369/bmj.m1849
https://www.bmj.com/content/369/bmj.m1849
https://www.bmj.com/content/369/bmj.m1849
https://www.bmj.com/content/369/bmj.m1849
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Tang had mild or moderate disease. Hydroxychloroquine did not affect negative conversion 

when compared to standard of care. Adverse events were significantly more common in 

those who received at least 1 dose of hydroxychloroquine, of which diarrhea was most 

common. The trial was stopped early by the DSMB with the intent to 'avoid inappropriate 

use of hydroxychloroquine in the clinical management of COVID-19'. 

Journal: 

BMJ 

Date: 

5/14/2020 

#3 

Title: Comments: 

NIH Coronavirus disease 

2019 (COVID-19) treatment 

guidelines 

Focuses on current treatment options (although risk factors, diagnosis, epidemiology are 

also briefly reviewed). Explicit discussion and new recommendations on antithrombotic 

therapy (COVID-19 related hypercoagulability), the role of drugs (ex. remdesivir - for 

hospitalized patients with severe disease; chloroquine/hydroxychloroquine - recommend 

against use outside of clinical trials; IL-6 inhibitors - more data needed), and 

recommendations on pre-/post-exposure prophylaxis (no role). For the pulmonary 

clinician, the sections/recommendations on COVID-19 critical care management, and on 

oxygenation/ventilation for COVID-19, are excellent and succinct. 

Author et al.: 

N/A 

Journal: 

N/A (NIH) 

Date: 

5/12/2020 

April 
➢ 11 Apr 2020 - Borba et al.: Chloroquine diphosphate in two different dosages as adjunctive therapy of 

hospitalized patients with severe respiratory syndrome in the context of coronavirus (SARS-CoV-2) infection: 
Preliminary safety results of a randomized, double-blinded, phase IIb clinical trial (CloroCovid-19 Study). 
BMJ. DOI.org/10.1101/2020.04.07.20056424 

Comments: Small but well-designed RCT. High dose Chloroquine had higher mortality, and was too toxic. Usual 
dose Chloroquine – had no benefit. 

 

March 
➢ 27 March 2020 - Dial, S.: Modes of Mechanical Ventilation.. 

Comments: Very nice and easy to follow teaching PPT of methods to support ventilation, from nasal O2 to the 
most complex. 

 
➢ 20 March 2020 - Gautret et al: Hydroxychloroquine and azithromycin as a treatment of COVID‐19: results of 

an open‐label non‐randomized clinical trial _Ijantimicag.  DOI: 10.1016/j.ijantimicag.2020.105949 

Comments. Small and non-randomized. Intervention Hydroxychloroquine with azithromycin in a sub-group (also 
not random). Intervention group older, slightly worse disease. 6 persons who got Intervention excluded. 1 of 6 
did well. 1 of 6 had AE. The other 4 went to ICU or died. Notwithstanding, ad even counting them - still a 
difference in virologic suppression in intervention group, esp with Azithro added 

➢ 18 March 2020 - Liu et al: Hydroxychloroquine, a less toxic derivative of chloroquine, is effective in inhibiting 
SARS-CoV-2 infection in vitro _CellDiscovery. DOI: 10.1038/s41421-020-0156-0 

Comments: In vitro study. Hydroxychloroquine has reasonable in-vitro activity against COVID19. Less than 
Chloroquine. 

 

https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://www.medrxiv.org/content/10.1101/2020.04.07.20056424v2
https://www.medrxiv.org/content/10.1101/2020.04.07.20056424v2
https://www.medrxiv.org/content/10.1101/2020.04.07.20056424v2
file:///C:/Users/avandam/CTS%20Sync/CTS%20-%20Team%20Share/GUIDELINES_CLINICAL%20ASSEMBLIES/1%20-%20COVID-19/0.%20COVID%20webpages/linked%20Annotated%20Directories%20for%20CTS%20website/Dial%20Mechanical_ventilation101%2027March2020.pdf
https://www.sciencedirect.com/science/article/pii/S0924857920300996?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0924857920300996?via%3Dihub
https://www.nature.com/articles/s41421-020-0156-0
https://www.nature.com/articles/s41421-020-0156-0
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➢ 18 March 2020 - Cao et al.: A Trial of Lopinavir–Ritonavir in Adults Hospitalized with Severe Covid-19_NEJM. 
DOI: 10.1056/NEJMoa2001282 

Comments: Reasonable size RCT (100 per arm) Open label, and somewhat subjective primary outcomes. No 
difference in primary outcome: time to clinical improvement. Modest but non-significant benefit in mortality 
and ICU stay (secondary outcomes). 

February 
➢ 29 Feb 2020 - Gao et al: Breakthrough: chloroquine phosphate has shown apparent efficacy in treatment of 

COVID-19 associated pneumonia in clinical studies_BiosciTrends. DOI: 10.5582/bst.2020.01047 

Comments: Summary of meeting at which effects of Chloroquine reviewed. No data provided. Simply a 
statement that “100 patients who received Chloroquine showed clinical improvement”. This should not be 
considered evidence. 

 

 

https://www.nejm.org/doi/full/10.1056/NEJMoa2001282
https://www.jstage.jst.go.jp/article/bst/14/1/14_2020.01047/_pdf/-char/en
https://www.jstage.jst.go.jp/article/bst/14/1/14_2020.01047/_pdf/-char/en

