IPCRG practicedriven
answerson COVID-19
andrespiratory

questions

Are new oral anti-COVID-
19 drugs effective?

What the research says

The oral antiviral agents molnupiravir and
ritonavir-boosted nirmatrelvir (Paxlovid) are
approved for use in the UK (MHRA, 4
November 2021; MHRA, 31 December 2021),
and both agents have been granted
emergency use authorisation for use in the
USA (CDC 2021), in patients with mild to
moderate COVID-19 who are at the beginning
of symptom onset and at higher risk of
progression to severe disease. Systemic oral
steroid treatment (dexamethasone,
prednisolone, methylprednisolone,
hydrocortisone) is recommended for in-
hospital or advanced care at home of patients
with COVID-19 illness (WHO 2020). Evidence
is emerging that high-dose oral steroids may
reduce the risk for severe hypoxia in COVID-
19 illness (WHO REACT Working Group
2020). Oral agents approved, with limited
evidence of efficacy and that are under
evaluation for the treatment of patients with
COVID-19 in the community care setting are
shown in the Table below.

What this means for your clinical
practice

e The oral antiviral agents molnupiravir and
ritonavir-boosted nirmatrelvir (Paxlovid) are
approved for use in the UK and both have
been granted emergency use authorisation*
for use in the USA. There are currently no
other guideline-recommended oral

treatments for the management of the acute
COVID-19 infection in the community
setting although other treatments are
approved for use in this setting [See our
answer on COVID-19 treatments available
for use in the community setting].

e Medicinal treatment of acute COVID-19
should currently focus on symptomatic
relief.

o Antipyretics, paracetamol or
ibuprofen, can be used for the
management of fever and pain,
there is no evidence to suggest
they halt progression to more
severe disease.

o Diarrhoea and nausea should
be managed according to usual
standard of care.

¢ Antibiotic prophylaxis is not advised and
antibiotics should not be prescribed unless
there is a clinical suspicion of a bacterial
infection, the risk of which has been shown
to be low.

¢ A number of new oral drugs are currently
under investigation including antiviral
agents, and fluvoxamine for the treatment of
patients with COVID-19 in the community
setting.

“An Emergency Use Authorization permits the use of a
medical product that has either not yet received
regulatory approval or has not received regulatory
approval for a specific indication, to be used in an
emergency situation to diagnose, treat, or prevent
serious or life-threatening diseases or conditions

qimary C-ir@

.
work locally
collaborate globally

1 IPCR

9,
¥, Est. 2001
< v“.mry Group o

Page 1 of 3

L) q.eg



https://www.ipcrg.org/ICEQ21

o
I qm Are new oral anti-COVID-19 drugs effective?

)

Est. 2001

§

w

=
%,
%

. qps?

Care setting Approved Limited evidence Evaluated: No
of efficacy evidence of efficacy

Under evaluation

Community Molnupiravir (UK, e Colchicined e Anticoagulants
care USA)aP

e lvermectin
Ritonavir-boosted
nirmatrelvir (UK,

USA)bc

e Ritonavire
e Favipiravirf
e Darunavir/cobicistat?

o Fluvoxamine”

aMHRA. Regulatory approval of Lagevrio (molnupiravir). Available at: https://www.gov.uk/government/publications/requlatory-approval-

of-lagevrio-molnupiravir. Published: 4 November 2021; °CDC. The COVID-19 Treatment Guidelines Panel’s statement on therapies for

high-risk, nonhospitalized patients with mild to moderate COVID-19. Available at:

https://www.covid19treatmentguidelines.nih.gov/therapies/statement-on-paxlovid-drug-drug-interactions/. Published 30 December 2021;

‘MHRA. Regulatory approval of Paxlovid. Available at: https://www.gov.uk/government/publications/requlatory-approval-of-paxlovid.

Published: 31 December 2021; “Tardiff JC, et al. Pre-print, not yet peer reviewed, available at:

https://www.medrxiv.org/content/10.1101/2021.01.26.21250494v1; ®Pfizer Press Release. Available at:
https://www.pfizer.com/news/press-release/press-release-detail/pfizers-novel-covid-19-oral-antiviral-treatment-candidate. See also

Owen et al 2021; ‘Approved for the treatment of influenza and currently under investigation in the PRINCIPLE Study; 9Approved for the
treatment of HIV infection and currently under investigation in the PRINCIPLE Study; "Reis et al 2021.
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Useful links and supporting references
CDC. The COVID-19 Treatment Guidelines
Panel’s statement on therapies for high-risk,
nonhospitalized patients with mild to moderate
COVID-19. Available at:
https://www.covid19treatmentquidelines.nih.go
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Available at:
https://www.cochranelibrary.com/cdsr/doi/10.1
002/14651858.CD015017.pub2/full. Accessed
December 2021.

PRINCIPLE study in community patients:
https://www.principletrial.org/.Accessed

v/therapies/statement-on-paxlovid-drug-drug-
interactions/. Accessed January 2022.

Merck and Ridgeback’s investigational oral
antiviral molnupiravir reduced the risk of
hospitalization or death by approximately 50
percent compared to placebo for patients with
mild or moderate COVID-19 in positive interim
analysis of Phase 3 study. Available at:
https://www.merck.com/news/merck-and-
ridgebacks-investigational-oral-antiviral-
molnupiravir-reduced-the-risk-of-
hospitalization-or-death-by-approximately-50-
percent-compared-to-placebo-for-patients-
with-mild-or-moderat/. Accessed December
2021.

MHRA. Regulatory approval of Lagevrio
(molnupiravir). Published: 4 November 2021.
Available at:
https://www.gov.uk/government/publications/re

qulatory-approval-of-lagevrio-molnupiravir.
Accessed January 2022.

MHRA. Regulatory approval of Paxlovid.
Published: 31 December 2021. Available at:
https://www.gov.uk/government/publications/re

qulatory-approval-of-paxlovid. Accessed
January 2022.

Owen DR, et al. An oral SARS-CoV-2 MP™
inhibitor clinical candidate for the treatment of
COVID-19. Pre-print, not yet peer reviewed,
available at:
https://www.medrxiv.org/content/10.1101/2021
.07.28.21261232v1. Accessed December
2021

Popp M, et al. Ivermectin for preventing and
treating COVID-19. Cochrane Database of
Systematic Reviews 2021:CD015017.

Last reviewed: 13 January 2022

Disclaimer: The content is drawn from the references listed above. Wording has been adapted for clarity and
applicability for the primary care context. The content does not imply direction by the IPCRG nor does it form a d
position of the IPCRG on this subject. The content may be adapted as new evidence arises. This content is
advisory; it is intended for general use and should not be regarded as applicable to a specific case.

The IPCRG is a registered charity [SC No 035056) and a company limited by guarantee (Company No 256268).

December 2021.

Reis G, et al. Effect of early treatment with
fluvoxamine on risk of emergency care and
hospitalisation among patients with COVID-19:
the TOGETHER randomised, platform clinical
trial. Lancet Glob Health 2021;S2214-
109X(21)00448-4. Available at:
https://www.thelancet.com/journals/langlo/artic
le/P11S2214-109X(21)00448-4/fulltext.
Accessed December 2021.

Tardiff JC, et al. Efficacy of colchicine in non-
hospitalized patients with COVID-19. Pre-print,
not yet peer reviewed, available at:
https://www.medrxiv.org/content/10.1101/2021
.01.26.21250494v1. Accessed December
2021.

World Health Organization. A living WHO
guideline on drugs for covid-19. Available at:
https://www.bmj.com/content/370/bmj.m3379.
Accessed December 2021.

WHO Rapid Evidence Appraisal for COVID-19
Therapies (REACT) Working Group.
Association between administration of
systemic corticosteroids and mortality among
critically ill patients with COVID-19. A meta-
analysis. JAMA 2020;324:1330—41. Available
at:
https://jamanetwork.com/journals/jama/fullarticl
e/2770279. Accessed November 2021.
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