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Introduction
•
•

Sotrovimab (XEVUDY), is a monoclonal antibody treatment for COVID-19.1
Monoclonal antibodies are proteins, made in the laboratory, that mimic the immune system.
They bind to a specific target – in the case of sotrovimab, to the spike protein of SARS-CoV-2. It
appears to prevent membrane fusion after the virus binds to the human ACE2 receptor.2

Regulatory context and guidance - Australia
•

•

•

Sotrovimab is provisionally approved and included in the Australian Register of Therapeutic
Goods (ARTG). It is for the treatment of adults and adolescents (aged 12 years and over and
weighing at least 40 kg) with COVID-19 who do not require initiation of oxygen due to COVID19 and who are at increased risk of progression to hospitalisation or death.1
The Advisory Committee on Medicines (ACM) notes that patient selection or stratification should
consider comorbidities, particularly multiple combinations of comorbidities, such as: diabetes
requiring medication, obesity, chronic kidney disease, congestive heart failure, chronic
obstructive pulmonary disease, and asthma requiring medication. It confirmed that sotrovimab
(XEVUDY) should not be used in hospitalised patients or those who require oxygen therapy due
to COVID-19.1
Australia’s National COVID-19 Clinical Evidence Taskforce made conditional recommendations
that sotrovimab can be considered for the treatment of COVID-19 within five days of symptom
onset in adults who do not require oxygen and who have one or more risk factors for disease
progression. It also made a consensus recommendation to not to routinely use sotrovimab in
fully vaccinated patients unless immunosuppressed.3 It made a conditional recommendation
that sotrovimab can be used for treatment of COVID-19 within five days of symptom onset in
pregnant women in the second or third trimester, who do not require oxygen and who have one
or more risk factors for disease progression.3

Regulatory context – international
•

•

Sotrovimab has been granted interim or emergency authorisations in the United States,
Canada, Japan and Singapore.4-7 The European Medicines Agency has also issued advice for
the emergency use of sotrovimab (XEVUDY) while it is under review.8
The COVID-19 advisory for Ontario group advises that mildly ill patients to receive casirivimab +
imdevimab, not sotrovimab, due to practical considerations, such as convenience in
administering.9

Clinical studies – research evidence
•

Interim data from a phase 3 trial (COMET-ICE) show the risk of disease progression was
reduced by 85%.The trial involved 583 adult outpatients with mild to moderate COVID-19 who
were ≥55 years old or had at least one comorbidity (diabetes, obesity, chronic kidney disease,
heart failure, COPD, or moderate to severe asthma).10
o Patients were randomised to receive a single intravenous infusion of 500mg of
sotrovimab or placebo. The primary endpoint, progression of COVID-19 (hospitalisation
for >24 hours or death) by day 29, occurred in 1% (3 out of 291) of patients who
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o
o
o
•

•

•

received sotrovimab and in 7% (21 out of 292) of those who received placebo
(p=0.002).10
Any adverse events occurred in 17% (73 out of 430) of those who received sotrovimab
and 19% (19 out of 438) of those who received placebo.
Serious adverse event occurred in 2% (7 out of 430) of those who received sotrovimab
and 6% (26 out of 438) of those who received placebo.
There were no deaths in the sotrovimab group and two deaths (<1%) in the placebo
group.

Full results from the COMET-ICE trial (preprint) show that sotrovimab can be an effective
treatment option for non-hospitalised patients with mild to moderate COVID-19.
o

All-cause hospitalisation longer than 24 hours or death: 1% (6 out of 528) with
sotrovimab and 6% (30 out of 529) with placebo; reduced by 79%.

o

Emergency room visits, hospitalisation of any duration, or death: 2% (13 out of 528) with
sotrovimab and 7% (39 out of 529) with placebo; reduced by 66%.

o

Severe/critical respiratory COVID-19: 1% (7 out of 528) with sotrovimab and 5% (28 out
of 529) with placebo; reduced by 74%.

o

Required high-flow oxygen, oxygen via nonrebreather mask, or mechanical ventilation:
0% (0 out of 528) with sotrovimab and 3% (14 out of 529) with placebo.

o

Similar rates of adverse events in both the sotrovimab and the placebo groups.11

A phase 3 trial, COMET-TAIL, data showed that intramuscular administration of sotrovimab had
a similar efficacy to intravenous administration for the early treatment of mild-to-moderate
COVID-19 in high-risk, non-hospitalised adults and adolescents (12 years of age and older).
The COMET-TAIL trial enrolled 983 patients up to seven days after onset of symptoms.
o

Progression to hospitalisation for more than 24 hours or death through Day 29: 2.7% in
the intramuscular arm and 1.3% in the intravenous arm.

o

Rates of serious adverse events and Grade 3-4 adverse events: similar in both arms
and both were under 1%.12

A phase 2 trial, COMET-PEAK, data showed equivalence on the virological response between
the intramuscular and intravenous administration of sotrovimab.12

Dosage and administration
•

•

The NSW Therapeutic Advisory group recommended dose is 500mg as a single dose
intravenous infusion over 30 minutes.13
o If the solution cannot be used immediately after dilution, it can be refrigerated for up to
24 hours or left at room temperature for up to six hours, including infusion time.
The models of care for the use of sotrovimab in adults in NSW recommends that sotrovimab
infusion may be delivered in a range of settings, including inpatient, outpatient or outreach
settings, depending on local requirements. The choice of setting should consider storage and
transport of the drug in respect of the cold chain, preparation of the infusion and administration
and disposal.14

Action against SARS-CoV-2 variants
•

Sotrovimab appears to retain activity against Alpha; Beta; Gamma; Epsilon; Iota; and Delta
variants of SARS-CoV-2.6
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•

Treatment-emergent epitope variants were detected in eight patients who received sotrovimab
in COMET-ICE; some of these substitutions conferred reduced susceptibility to the drug.10

Adverse Effects
• The most common treatment-emergent adverse events observed in the sotrovimab treatment
group in COMET-ICE were rash (2%) and diarrhea (1%), all of which were Grade 1 (mild) or
Grade 2 (moderate). No other treatment-emergent adverse events were reported at a higher
rate with sotrovimab compared to placebo.15
To inform this brief, PubMed and Google searches were conducted using terms related to sotrovimab
on 18 November 2021.
References
1.

2.
3.

4.
5.

6.

7.

8.

9.

10.

11.

12.

Therapeutic Goods Administration (TGA). TGA provisionally approves GlaxoSmithKline's
COVID-19 treatment: sotrovimab (XEVUDY) Canberra, Australia2021 Aug 20 [cited 2021 Nov
18]. Available from: https://www.tga.gov.au/media-release/tga-provisionally-approvesglaxosmithklines-covid-19-treatment-sotrovimab-xevudy.
The Medical Letter on Drugs and Therapeutics. An EUA for sotrovimab for treatment of COVID19. Med Lett Drugs Ther. 2021 Jun 28;63(1627):97-8.
National COVID-19 Clinical Evidence Taskforce. Australian guidelines for the clinical care of
people with COVID-19 [Internet]. Australia: National COVID-19 Clinical Evidence Taskforce;
2021 [cited 2021 Nov 18]. Available from:
https://app.magicapp.org/?#/guideline/L4Q5An/section/jzkQXL.
Health Canada. Regulatory decision summary - PrSotrovimab - Health Canada [Internet].
Cananda: Health Canada; 2021 Nov 13 [cited 2021 Nov 18].
Health Sciences Authority (HSA). HSA grants interim authorisation for sotrovimab for treatment
of COVID-19 infection [Internet]. Singapore: HSA; 2021 Jun 30 [cited 2021 Nov 18]. Available
from: https://www.hsa.gov.sg/.
U.S. Food and Drug Administration (FDA). Fact sheet for healthcare providers emergency use
authorization (EUA) of sotrovimab [Internet]. United States: FDA; 2021 Nov [cited 2021 Nov 18].
Available from: https://www.fda.gov/media/149534/download.
Reuters. Japan approves GSK's Sotrovimab COVID-19 antibody treatment [Internet]. 2021 Sep
27 [cited 2021 Nov 19]. Available from: https://www.reuters.com/business/healthcarepharmaceuticals/japan-approves-gsks-sotrovimab-covid-19-antibody-treatment-2021-09-27/.
European Medicine Agency (EMA). EMA issues advice on use of sotrovimab (VIR-7831) for
treating COVID-19 Share [Internet]. Europe: EMA; 2021 May 21 [cited 2021 Nov 18]. Available
from: https://www.ema.europa.eu/en/news/ema-issues-advice-use-sotrovimab-vir-7831-treatingcovid-19.
Bailey J, Morris A, Bean S. Evidence-based recommendations on the use of casirivimab+
imdevimab, and sotrovimab for adults in Ontario. Science Briefs of the Ontario COVID-19
Science Advisory Table. 2021;2:45.
Gupta A, Gonzalez-Rojas Y, Juarez E, et al. Early Treatment for Covid-19 with SARS-CoV-2
Neutralizing Antibody Sotrovimab. New England Journal of Medicine. 2021
2021/11/18;385(21):1941-50. DOI: 10.1056/NEJMoa2107934
Gupta A, Gonzalez-Rojas Y, Juarez E, et al. Effect of the Neutralizing SARS-CoV-2 Antibody
Sotrovimab in Preventing Progression of COVID-19: A Randomized Clinical Trial. medRxiv.
2021:2021.11.03.21265533. DOI: 10.1101/2021.11.03.21265533
GSK. Primary endpoint met in COMET-TAIL Phase III trial evaluating intramuscular
administration of sotrovimab for early treatment of COVID-19 [Internet]. London, San Francisco:
GSK; 2021 Nov 12 [cited 2021 Nov 19]. Available from: https://www.gsk.com/engb/media/press-releases/primary-endpoint-met-in-comet-tail-phase-iii-trial-evaluatingintramuscular-administration-of-sotrovimab-for-early-treatment-of-covid-19/.

3

COVID-19 Critical Intelligence Unit: Sotrovimab

13.

14.

15.

NSW Therapeutic Advisory Group. Use of sotrovimab for COVID-19 in adults drug guideline
[Internet]. Sydney: NSW Therapeutic Advisory Group Inc.; 2021 Nov 11 [cited 2021 Nov 18].
Available from: https://www.nswtag.org.au/wp-content/uploads/2021/11/3.-GUIDELINE-for-useof-SOTROVIMAB-in-COVID-19_V1.3_11Nov21-Copy.pdf.
Agency for Clinical Innnovation. Model of care for the use of sotrovimab in adults in NSW
[Internet]. Sydney: ACI; 2021 Aug [cited 2021 Nov 24]. Available from:
https://www.health.nsw.gov.au/Infectious/covid-19/communities-of-practice/Documents/modelcare-sotrovimab.pdf.
GSK. Sotrovimab [Internet]. USA: GSK; 2021 Oct [cited 2021 Nov 18]. Available from:
https://www.sotrovimab.com/.

SHPN: (ACI) 211056 | TRIM: ACI/D21/695-59 | Edition 1

4

