Canadian Journal of Emergency Medicine (2021) 23:283-285
https://doi.org/10.1007/543678-020-00078-4

JUST THE FACTS

=

Check for
updates

Just the facts: updates in COVID-19 therapeutics

Brit Long’

- Stephen Y. Liang? - Hans Rosenberg? - Christopher Hicks* - Michael Gottlieb®

Received: 2 December 2020 / Accepted: 24 December 2020 / Published online: 8 February 2021
© Canadian Association of Emergency Physicians (CAEP)/ Association Canadienne de Médecine d’Urgence (ACMU) 2021

Keywords COVID-19 - Therapeutics - Medications

When should steroids be administered?

Evidence suggests that glucocorticoids can reduce mortality
in patients with COVID-19 who require oxygen supplemen-
tation. A randomized controlled trial (RCT) including over
6400 patients found reduced 28-day mortality in patients
who received oral or intravenous dexamethasone 6 mg com-
pared with placebo (22.9 vs. 25.7%) [1]. A meta-analysis
incorporating this study with 6 others found a 32.7% mor-
tality rate in those receiving glucocorticoids, compared to
41.5% among the control group [2]. A separate meta-anal-
ysis suggests glucocorticoids reduce mortality by 3.1% and
need for mechanical ventilation by 2.8% [3]. Dexametha-
sone currently has the most robust evidence as a therapy in
COVID-19, and as such, we recommend using dexametha-
sone 6 mg oral (PO) or intravenous (IV) for patients with
COVID-19 requiring oxygen supplementation.

This paper is a follow up and supplement to the previously
published article Long B, Liang SY, Rosenberg H, Hicks C,
Gottlieb M. Just the facts: What drugs are safe and effective
for COVID-19? CJEM. 2020 Sep;22(5):591-594. https://
doi.org/10.1017/CEM.2020.403. PMID: 32438948; PMCID:
PMC7267102. https://doi.org/10.1017/cem.2020.403.
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Is there a benefit to convalescent plasma?

Convalescent plasma demonstrated promise early in the
pandemic [4]. A Cochrane review with 19 studies (2 RCTs)
found no clear evidence that convalescent plasma reduces
mortality or improves clinical symptoms, with unclear side
effects [5]. Thus, it remains uncertain whether convalescent
plasma provides any benefit in patients with COVID-19, and
we do not recommend it for routine use at this time [4].

Is there a benefit to remdesivir?

Remdesivir is currently approved by the United State Food
and Drug Administration (U.S. FDA) for use in COVID-19
[4]. One of the largest studies to date is the ACTT-1 trial,
which included 1062 patients with confirmed COVID-19,
of which 85% were classified as severe [6]. Patients receiv-
ing remdesivir demonstrated faster time to recovery (10 vs
15 days), but on subgroup analysis, this was only present in
patients on low flow oxygen. This specific subgroup also
demonstrated reduced mortality. Among those who were
critically ill on mechanical ventilation or extracorporeal
membrane oxygenation, there was no difference in time to
recovery or mortality. In patients with non-severe disease,
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there is also no clear benefit. The ACTT-1 trial included
119 patients with mild-moderate disease, with no differ-
ence in time to recovery with remdesivir [6]. In a separate
RCT of 584 patients with moderate COVID-19, the authors
found no significant difference in clinical status based on
a 7-point ordinal scale after a 10-day course of remdesi-
vir [7]. Another RCT found no difference in mortality [8].
Remdesivir has only shown benefit in a very narrow clinical
spectrum, and therefore routine use for all patients is not
recommended.

What is bamlanivimab?

Bamlanivimab is a monoclonal antibody which recently
received an emergency use authorization by the U.S. FDA
for treatment of patients with confirmed mild to moderate
COVID-19 within 10 days of symptom onset and risk of
progressing to severe disease [9]. It requires intravenous
infusion and is not authorized for patients requiring supple-
mental oxygen or those who are hospitalized [9]. As of late
November 2020, the evidence is controversial in its ability
to reduce the viral load or reduce hospitalizations, and the
Infectious Diseases Society of America recommends against
its routine use [10, 11]. Other monoclonal antibodies, alone
or in combination, are under evaluation.

What does the evidence suggest
for antimalarials?

While initially purported as a treatment strategy early in the
pandemic, antimalarial agents (e.g., hydroxychloroquine,
chloroquine) have not demonstrated significant benefit, while
demonstrating significant risk of harm, including severe car-
diac arrhythmias [3]. As a result, antimalarial agents are no
longer recommended for the treatment of COVID-19.

Key points

1. For patients with COVID-19 requiring supplemental
oxygen, glucocorticoids (dexamethasone 6 mg) are rec-
ommended.

2. Itisuncertain whether convalescent plasma provides any
benefit in patients with COVID-19.

3. Remdesivir may benefit patients on low flow oxygen, but
benefit is not present in other populations. Routine use
for all patients is not recommended.
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4. TItis uncertain whether bamlanivimab or other monoclo-
nal antibodies reduce viral load or need for hospitaliza-
tion.

5. Hydroxychloroquine and chloroquine have no benefit
and may result in harm; thus, they are not recommended.

Infographic. COVID-19 therapeutics updates.
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