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ANNOTATED DIRECTORY - TREATMENT OF COVID 

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 – November 12, 2020 

#1 

Title: Comments: 

The coronavirus disease 2019 
(COVID-19) treatment 
guidelines 

The NIH COVID-19 Treatment Guideline is a ‘living’ guideline which becomes 
updated with the ever-changing COVID-19 literature. The most recent 
version, updated on Oct. 22, 2020, incorporates guidance on influenza and 
SARS-CoV-2 virus co-circulation. Influenza vaccination is recommended in 
persons with COVID-19 infection; testing for both influenza and SARS-CoV-2 
are recommended in the hospital setting (and in selected outpatient settings); 
inpatients with influenza should be treated with oseltamivir (and this is true 
even in SARS-CoV-2/influenza co-infection). Other recent instalments have 
included a severity-based treatment recommendation for COVID-19 (Figure 1 
provides a nice summary of when to use dexamethasone, when to use 
remdesivir, and when to combine these agents in inpatients); COVID-19 
infection and HIV; symptoms/illnesses after acute recovery from COVID-19; 
ICU sedation management, and post-intensive care syndrome.  

Author et al.: 

N/A 

Journal: 

N/A (NIH) 

Date: 

10/22/2020 

#2 

Title: Comments: 

Efficacy of tocilizumab in 
patients hospitalized with 
Covid-19 

The present investigator-initiated randomized, double-blind, placebo-
controlled trial sought to investigate the efficacy of the interleukin 6 (IL-6) 
inhibitor Tocilizumab in patients hospitalized with COVID-19. The physiologic 
rationale of Tocilizumab use is in lessening the consequences of the 
potentially maladaptive pro-inflammatory host response, the so-called 
‘cytokine storm’ following initial SARS-CoV-2 infection, during which elevated 
levels of serum IL-6 have been observed. Inpatients with confirmed infection 
(by either RT-PCR or by serum IgM Ab assay) aged 19-85 with 2 or more of 
fever, pulmonary infiltrates or supplemental oxygen use, and at least one 
elevated lab marker of inflammation (CRP, ferritin, d-dimer or LDH) were 
randomized in a 2:1 ratio to receive either standard care plus a single dose of 
Tocilizumab 8mg/kg IV x1 (n=161) or standard care alone (n=81). The primary 
outcome of intubation or death at 28 days was not different between 
groups. Secondary outcomes including clinical worsening and discontinuation 
of supplemental oxygenation, as well as all tertiary outcomes, were not 
different between groups. At this time, Tocilizumab does not appear to be an 
effective treatment in reducing the severity of COVID-19 infection. 

Author et al.: 

Stone 

Journal: 

N Engl J Med 

Date: 

10/21/2020 

#3 

Title: Comments: 

Remdesivir for the treatment 
of Covid-19 
— final report 

The present report of the double-blind, randomized, placebo controlled 
adaptive platform trial of remdesivir in the treatment of COVID-19 is the final 
reporting of the first stage of the ACTT-1 trial. This follows the initial 

https://www.youtube.com/watch?v=x6l-f3-IK-o&feature=youtu.be
https://www.covid19treatmentguidelines.nih.gov/
https://www.covid19treatmentguidelines.nih.gov/
https://www.covid19treatmentguidelines.nih.gov/
https://www.nejm.org/doi/10.1056/NEJMoa2028836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2028836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2028836?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2007764?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2007764?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nejm.org/doi/10.1056/NEJMoa2007764?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
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Author et al.: publication of the preliminary results of this trial back in May 2020. 
Participants were randomized in a 1:1 ratio to receive either Remdesivir 
(n=541), 200mg IV loading dose followed by 100mg IV Daily thereafter (until 
Day 10, discharge or death) or placebo (n=521). The primary outcome was the 
time to recovery (defined by the first day on which a participant met criteria 
for ‘categories 1-3’ on an 8-point ordinal clinical scale (for example, 1 
represents non-hospitalized with no limitations of activities, and 8 represents 
death). The key secondary outcome was clinical status on Day 15 (assessed 
on the same ordinal scale). Adverse events (AEs) and serious AEs (SAEs) were 
also measured. Those randomized to the Remdesivir group had a shorter 
median recovery time than those in the placebo group (10 vs. 15 days, 
respectively) as well as an improved clinical status at Day 15. AEs and SAEs 
were not higher in the Remdesivir group, and mortality was reduced in the 
Remdesivir group (HR 0.73; 95% CI 0.52-1.03). Though there are noteworthy 
peculiarities with this trial (for example,  the primary outcome was initially 
clinical status at Day 15, but was subsequently changed; furthermore, all 
mortality analyses were performed post-hoc), Remdesivir does appear to be a 
beneficial treatment for patients hospitalized with COVID-19, and has already 
become incorporated into the majority of current COVID-19 treatment 
guidelines.   

Beigel 

Journal: 

N Engl J Med 

Date: 

10/8/2020 

PREVIOUS EDITOR’S PICKS 

Title: Comments: 

Bridging the gap at warp 
speed — delivering options 
for preventing and treating 
Covid-19 

This editorial reviews the present American (U.S. Dept. of Health and Human 
Services) COVID-19 therapeutic plan - including the efforts and strategies 
involved in rapidly developing novel COVID-19 therapies including antibody 
therapies; repurposing existing therapies towards treating or preventing 
complications of COVID-19; and finalizing the development and planning the 
widespread distribution of a COVID-19 vaccine. Repurposing existing 
medications involves evaluating i) timeliness, ii) robustness of science, and iii) 
capacity to rapidly mass produce the therapy. The large variety of antibody, 
antiviral and immunomodulatory therapies (in both inpatient and outpatient 
settings) that are currently being investigated are reviewed, as are the 
proposed timelines for their potential clinical use. 

Author et al.: 

Slaoui 

Journal: 

N Engl J Med 

Date: 

9/15/2020 

Title: Comments: 

A living WHO guideline on 
drugs for covid-19 

This ‘living’ guideline, developed by a standing international expert panel and 
in collaboration with the WHO, is designed to continually review the 
literature on COVID-19 therapeutics and to develop updates within this 
guideline accordingly. The recommendations have an international scope and 
are designed to be widely applicable across various resource settings. The 
present iteration (‘Version 1’) has focused on recommending the use of 
systemic corticosteroids in severe and critical COVID-19 infection given the 
benefit demonstrated in the literature to date. There is also a 
recommendation against indiscriminate use (particularly in mild cases). The 
‘visual summary of recommendation’ provides an easily digestible summary 
of the 2 recommendations, and will prove even more useful as the number of 
recommendations in this living guideline grows.   

Author et al.: 

Lamontagne 

Journal: 

BMJ 

Date: 

9/4/2020 

Title: Comments: 

https://www.nejm.org/doi/10.1056/NEJMp2028535
https://www.nejm.org/doi/10.1056/NEJMp2028535
https://www.nejm.org/doi/10.1056/NEJMp2028535
https://www.nejm.org/doi/10.1056/NEJMp2028535
https://www.bmj.com/content/370/bmj.m3379
https://www.bmj.com/content/370/bmj.m3379
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Effect of dexamethasone on 
days alive and ventilator-free 
in patients with 
moderate or severe acute 
respiratory distress 
syndrome and COVID-19:  
the CoDEX randomized 
clinical trial 

There is accruing evidence for the benefit of dexamethasone in improving 
COVID-19-related mortality, particularly for patients requiring supplemental 
oxygen or mechanical ventilation. In this regard, the present Brazilian 
investigator-initiated, randomized, multi-centre (41 ICUs), open-label trial 
sought to determine whether dexamethasone affected the number of 
ventilator-free days (number of days alive and not on a mechanical ventilator) 
at 28 days, specifically in the subgroup of COVID-19 patients with moderate 
or severe ARDS (by Berlin definition criteria). Patients (n=299; note that the a 
priori sample size of 290 patients was based on Brazilian RCT data in non-
COVID ARDS; then increased to n=350 by the DMSC; then stopped at n=299 
patients following final DSMC recommendation) were randomized to receive 
either standard care or dexamethasone, 20mg IV Daily for 5 days followed by 
10mg IV Daily for either an additional 5 days or until ICU discharge (note the 
altered dosing regimen in comparison with prior dexamethasone trials). 
Patients in the dexamethasone group experienced a higher number of 
ventilator free days compared to the usual care group (6.6 vs. 4.0 days, 
respectively) that reached statistical significance. The mean SOFA score at 7 
days was also significantly lower (note that SOFA scorers were not blinded to 
intervention in this open-label trial), while adverse event outcomes such as 
need for insulin and new diagnoses of infection were not different between 
groups. Mortality was not different between groups. The present study 
extends the utility of dexamethasone to also possibly increasing ventilator-
free days in patients with both COVID-19 infection and moderate-severe 
ARDS.  

Author et al.: 

Tomazini 

Journal: 

JAMA 

Date: 

9/2/2020 

Title: Comments: 

Effect of an inactivated 
vaccine against SARS-CoV-2 
on safety and 
immunogenicity outcomes: 
interim analysis of 2 
randomized clinical trials 

The present article reports the data from 2 double-blind, randomized 
placebo-controlled trials (one a Phase I trial and the second a Phase II trial) on 
the same vaccine, developed in China. The two primary outcomes for this 
vaccine (a whole-virus inactivated COVID-19 vaccine - WIVO4 strain) were 
combined adverse reactions (safety outcome) and neutralizing antibody 
titres (immunogenicity outcome). Across the Phase I and II trials, various 
vaccine doses (2.5mcg, 5mcg and 10mcg) and schedules (Days 0, 28 and 56; 
Days 0 and 14, or Days 0 and 21) were tested. The Phase II trial tested the 
5mcg dose alone. Randomization was 3:1 (vaccine:placebo). Participants were 
healthy adults aged 18-59. Note that sample size calculations were not 
performed for either trial. The vaccine was well-tolerated regardless of dose, 
with an overall adverse rate (mostly injection site pain) in 15% of all 
participants. Immunogenicity data 14 days following the last dose revealed 
that a longer interval between doses led to a more pronounced effect 
(geometric mean titre of 247 with 21-day interval vs. 121 with 14-day 
interval). The promising results of the present report is a reflection of the 
overall progress in global efforts in vaccine development.        

Author et al.: 

Xia 

Journal: 

JAMA 

Date: 

8/13/2020 

Title: Comments: 

How Canada can better 
embed randomized 
trials into clinical care 

A Canadian editorial and perspective on the success of the RECOVERY Trial in 
which dexamethasone 6mg daily for up to 10 days was found to confer a 
mortality benefit in those with COVID-19 infection on supplemental oxygen or 
mechanical ventilation. That massive UK-led trial produced results, from Author et al.: 

https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2770277
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://jamanetwork.com/journals/jama/fullarticle/2769612
https://www.cmaj.ca/content/early/2020/07/30/cmaj.201764
https://www.cmaj.ca/content/early/2020/07/30/cmaj.201764
https://www.cmaj.ca/content/early/2020/07/30/cmaj.201764
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Murthy initial enrolment to final publication, in under 4 months. The authors 
(rightfully) contrast this against the challenges experienced by the Canadian 
research community to match such an ambitious and impressive feat. The UK 
research network appears to outperform the Canadian system in multiple 
ways: rapid and centralized national ethics review; the embedding of clinical 
trials within standard medical care; pan-national data registries, and a 
national approach to coordinating regional research efforts. This is an 
inspiring and important call to action to better support Canadian clinical 
research.   

Journal: 

CMAJ 

Date: 

7/30/2020 

Title: Comments: 

Dexamethasone in 
hospitalized patients with 
Covid-19 - preliminary report 

Prior to the present trial the role of glucocorticosteroids in treating COVID-19 
infection was controversial. This was largely based on the premise that in 
other respiratory viral infections (such as SARS and influenza), 
glucocorticosteroids were largely found not to be beneficial. This controlled, 
randomized (2:1 ratio to standard of care vs. dexamethasone 6mg), open-
label (patients and providers were aware of the treatment) trial of 
hospitalized patients with COVID-19 infection included 176 sites. Note that 
pregnant women (and those aged <18, after May 2020) were included in the 
trial. Note also that an a priori sample size calculation was not performed. 
Using an intention-to-treat analysis, the dexamethasone group (n=2104) was 
found to have a significantly reduced 28-day mortality when compared to the 
usual care group (n=4321) - 22.9% vs. 25.7%, respectively. The benefit was 
greatest in those receiving oxygen or invasive mechanical ventilation, while 
no effect was observed in those not receiving any respiratory support. In the 
interest of conducting a trial with rapidly available results, only essential data 
were collected (physiologic, laboratory or virologic measures were not 
performed). The present study supports the use of dexamethasone 6mg daily 
for up to 10 days in patients with COVID-19 infection requiring either 
supplemental oxygen or invasive mechanical ventilation.  

Author et al.: 

Horby 

Journal: 

N Engl J Med 

Date: 

7/17/2020 

Title: Comments: 

Coronavirus disease 2019 
(COVID-19) treatment 
guidelines 

The NIH treatment guideline continues to be a valuable resource that is 
frequently updated to reflect the latest evidence in the management of 
COVID-19. This most recent update includes a modification of the indication 
for remdesivir (restricted to patients requiring supplemental oxygenation but 
not on high-flow oxygen, mechanical ventilation or ECMO; treatment course 
of 5 days rather than 10 days, or until hospital discharge if this is sooner). The 
use of dexamethasone (6mg per day, for up to 10 days), following 
unpublished preliminary data, is now recommended in patients with COVID-
19 who are mechanically ventilated, and even in those who require 
supplemental oxygenation. Epidemiological updates of COVID-19 (including 
racial/ethnic disparities in outcomes) are also provided.  

Author et al.: 

N/A 

Journal: 

N/A (NIH) 

Date: 

24/7/2020 

Title: Comments: 

Repurposing existing drugs 
for the treatment of COVID-
19 

Given the laborious nature of drug development and the overwhelming 
existing need for therapies, the present article reviews the rationale for 
repurposing currently existing drugs (with known pharmacokinetic and safety 
profiles) for COVID-19 infection. A succinct review of the trials to date on 
drugs such as remdesivir and corticosteroids is provided, as well as on the 

Author et al.: 

Farne 

https://www.nejm.org/doi/10.1056/NEJMoa2021436
https://www.nejm.org/doi/10.1056/NEJMoa2021436
https://www.nejm.org/doi/10.1056/NEJMoa2021436
https://www.covid19treatmentguidelines.nih.gov/
https://www.covid19treatmentguidelines.nih.gov/
https://www.covid19treatmentguidelines.nih.gov/
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202005-566FR
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202005-566FR
https://www.atsjournals.org/doi/10.1513/AnnalsATS.202005-566FR
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Journal: (negative) timeline of trials for hydroxychloroquine and azithromycin. The 
authors propose that the highest likelihood of success from drug repurposing 
is to match the therapeutic property of the drug (antiviral, immune 
enhancing, anti-inflammatory and/or immunomodulatory) to the phase of 
COVID-19 disease (asymptomatic/early symptomatic phase; virus-driven 
inflammatory response phase; overwhelming pro-inflammatory response 
phase including ARDS). Successful repurposing could lead to the availability of 
COVID-19 therapies months ahead of vaccines or de novo treatments.   
 

Ann Am Thorac Soc 

Date: 

21/7/2020 

Title: Comments: 

An mRNA vaccine against 
SARS-CoV-2 - preliminary 
report 

The present report, the first COVID-19 vaccine Phase I study, is a promising 
step towards the development of an efficacious vaccine against the SARS-
CoV-2 virus. While >120 vaccines are under development, the present 
modified mRNA SARS-CoV-2 spike (S) glycoprotein (which mediates host cell 
attachment) vaccine was tested using 2 doses, 28 days apart, at 3 dose levels 
(25mcg, 100mcg, and 250mcg; n=15 per group). Because the focus of this 
Phase I study is safety and immunogenicity, note the inclusion criteria (age 
18-55, healthy, not screened for COVID-19 infection). Local and systemic 
reactions were recorded by participants using a memory aid, while participant 
immune response (binding antibody, neutralizing and T-cell responses) was 
assessed on assays of participant specimens. Serious AEs were noted only in 3 
participants who received the highest dose; mild/moderate AEs were 
common in all groups. Seroconversion in all participants by Day 15 was 
observed in a dose-dependent manner. The 100mcg dose in particular 
appears to have the most ideal balance of safety and immunogenicity. This 
encouraging study supports a rationale for proceeding towards Phase II 
vaccine trials. 

Author et al.: 

Jackson 

Journal: 

N Engl J Med 

Date: 

14/7/2020 

Title: Comments: 

Tocilizumab treatment for 
cytokine release syndrome in 
hospitalized COVID-19 
patients: survival and clinical 
outcomes 

Secondary and downstream effects of COVID-19 infection, including 
inflammatory and immune cascades, have been postulated as potential 
mechanisms for the development of severe disease. Interventions such as 
Tocilizumab, an IL-6 receptor antagonist, may affect the ‘cytokine storm’ or 
‘cytokine release syndrome’. The effect of tocilizumab on COVID-related 
survival at 14 days was tested in the present study (despite being an 
interventional study, this is reported as an ‘observational’ study - treatment 
with tocilizumab was to be determined by an institutional algorithm). Though 
the algorithm initially recommended tocilizumab only in ‘severe’ COVID-19 
cases, during the course of the study clinicians increasingly opted to treat 
cases that did not meet criteria for severity on the algorithm. Furthermore, 
no comparisons were made between treated versus untreated patients. Thus 
note that this is an unblinded, non-randomized, observational trial that did 
not adhere to the initial treatment algorithm. Those with severe disease 
were more likely to have elevated IL-6 levels. Tocilizumab-treated patients 
(n=153) were reported to have a 14-day survival of 87%. The authors’ major 
finding is that survival in treated patients ‘did not differ by disease severity’. 
Though this is the largest clinical series to date that administered tocilizumab 
to patients with COVID-19, clearly, more robust data is needed to better 

Author et al.: 

Price 

Journal: 

Chest 

Date: 

6/15/2020 

https://www.nejm.org/doi/10.1056/NEJMoa2022483
https://www.nejm.org/doi/10.1056/NEJMoa2022483
https://www.nejm.org/doi/10.1056/NEJMoa2022483
https://journal.chestnet.org/article/S0012-3692(20)31670-6/pdf
https://journal.chestnet.org/article/S0012-3692(20)31670-6/pdf
https://journal.chestnet.org/article/S0012-3692(20)31670-6/pdf
https://journal.chestnet.org/article/S0012-3692(20)31670-6/pdf
https://journal.chestnet.org/article/S0012-3692(20)31670-6/pdf
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characterize the effects of tocilizumab and other immunomodulatory 
interventions on COVID-19-related outcomes.  

Title: Comments: 

Effect of colchicine vs 
standard care on cardiac and 
inflammatory biomarkers 
and clinical outcomes in 
patients hospitalized with 
Coronavirus disease 2019: 
the GRECCO-19 randomized 
clinical trial 

Colchicine, an anti-inflammatory used in gout, rheumatic and cardiac 
inflammatory diseases, was hypothesized to alter the inflammatory cascade 
in COVID-19 infection. The present randomized open-label multicentre 
prospective randomized control trial compared optimal medical management 
(n=50) to a loading dose and then maintenance doses of colchicine and 
optimal medical management (n=55) in patients with COVID-19 who were 
symptomatic with a body temperature of at least 37.5 C̊. Exclusion criteria 
included QTc>450ms.  

Coprimary biochemical endpoints, troponin and c-reactive protein, were not 
different between groups. The primary clinical endpoint, the time from 
baseline to clinical deterioration (of 2 or more points on a 7-point clinical 
scale) was significantly longer in patients treated with colchicine. Diarrhea 
was observed more in the colchicine group. The effects of non-steroid, non-
NSAID immunomodulators are increasingly being studied in COVID-19, and 
further studies of colchicine as an anti-inflammatory treatment for COVID-19 
appear to be warranted.  

Author et al.: 

Deftereos 

Journal: 

JAMA Netw Open 

Date: 

6/1/2020 

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 

Title: Comments: 

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

*PLEASE NOTE THAT THIS ARTICLE HAS SUBSEQUENTLY BEEN RETRACTED BY 
THE AUTHORS*. 
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 

Author et al.: 

https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2767593
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.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.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://www.nejm.org/doi/10.1056/NEJMoa2007764
https://linkinghub.elsevier.com/retrieve/pii/S0140673620311806
https://linkinghub.elsevier.com/retrieve/pii/S0140673620311806
https://linkinghub.elsevier.com/retrieve/pii/S0140673620311806
https://linkinghub.elsevier.com/retrieve/pii/S0140673620311806
https://linkinghub.elsevier.com/retrieve/pii/S0140673620311806
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31324-6.pdf
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(20)31324-6.pdf
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Mehra (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).  
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. 

Journal: 

Lancet 

Date: 

5/22/2020 

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 

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 

Title: Comments: 

Hydroxychloroquine in 

patients with mainly mild to 

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 

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
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31249-6/fulltext?tk=eo_16ce8312-6020-4063-bfde-be32bffae8cf_Y7My7Q7imHChcf1yX9eFdIkqPbIuEQUvNQOw
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
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moderate Coronavirus 

disease 2019: open label, 

randomised controlled trial 

(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 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'. 

Author et al.: 

Tang 

Journal: 

BMJ 

Date: 

5/14/2020 

Title: Comments: 

A Trial of Lopinavir–Ritonavir 
in Adults Hospitalized with 
Severe Covid-19 

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). Author et al.: 

Cao 

Journal: 

NEJM 

Date: 

18/3/2020 

Title: Comments: 

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). 

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

Author et al.: 

Borba 

Journal: 

BMJ 

Date: 

04/11/2020 

Title: Comments: 

Modes of Mechanical 
Ventilation 

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

 Author et al.: 

Dial 

Journal: 

PPT - McGill 

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.nejm.org/doi/full/10.1056/NEJMoa2001282
https://www.nejm.org/doi/full/10.1056/NEJMoa2001282
https://www.nejm.org/doi/full/10.1056/NEJMoa2001282
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
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
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
https://www.medrxiv.org/content/10.1101/2020.04.07.20056424v2
https://www.medrxiv.org/content/10.1101/2020.04.07.20056424v2
https://www.mcgill.ca/deptmedicine/files/deptmedicine/modes_of_mechanical_ventilation.pdf
https://www.mcgill.ca/deptmedicine/files/deptmedicine/modes_of_mechanical_ventilation.pdf
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Date: 

03/27/2020 

Title: Comments: 

Hydroxychloroquine and 
azithromycin as a treatment 
of COVID‐19: results of an 
open‐label non‐randomized 
clinical trial 

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 

 

Author et al.: 

Gautret 

Journal: 

Science Direct 

Date: 

03/20/2020 

Title: Comments: 

Hydroxychloroquine, a less 
toxic derivative of 
chloroquine, is effective in 
inhibiting SARS-CoV-2 
infection in vitro 

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

Author et al.: 

Liu 

Journal: 

Nature – Cell Discovery 

Date: 

03/18/2020 

Title: Comments: 

Breakthrough: chloroquine 
phosphate has shown 
apparent efficacy in 
treatment of COVID-19 
associated pneumonia in 
clinical studies 

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. 

 

Author et al.: 

Gao 

Journal: 

BiosciTrends 

Date: 

29/02/2020 

 

 
 

 
 

 

https://www.sciencedirect.com/science/article/pii/S0924857920300996?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0924857920300996?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0924857920300996?via%3Dihub
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
https://www.nature.com/articles/s41421-020-0156-0
https://www.nature.com/articles/s41421-020-0156-0
https://www.nature.com/articles/s41421-020-0156-0
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
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
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

