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Introduction

• Sotrovimab 500 mg IV significantly reduces risk of all-cause hospitalization or death by 79% in patients 
with mild to moderate COVID-19 who are at high risk of progression1

• Sotrovimab targets a highly conserved epitope in the SARS-CoV-2 spike protein

‒ Potent neutralizing activity against wild-type and variant SARS-CoV-2, including Delta (B.1.617.2) 
and Omicron (B.1.1.529)2

• Understanding who is at risk of progression to severe COVID-19 is key to optimal drug utilization

• Some evidence that serostatus may correlate with disease severity3

• Use of serostatus is complicated by lack of:

‒ Standardization in assays, threshold defining seropositivity, and definitive threshold for protective immunity, 
especially in the context of evolving variants of concern 

• We evaluated the effect of serostatus on the overall rate of disease progression as well as the efficacy of 
sotrovimab in preventing COVID-19 progression

1. Gupta A, 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

2. Cathcart AL, et al. The dual function monoclonal antibodies VIR-7831 and VIR-7832 demonstrate potent in vitro and in vivo activity against SARS-CoV-2. bioRxiv. 2021:2021.03.09.434607. 

doi:10.1101/2021.03.09.434607

3. Weinreich DM, et al. REGN-COV2, a neutralizing antibody cocktail, in outpatients with Covid-19. N Engl J Med. 2021;384:238-251. doi 10.1056/NEJMoa203500.



Study Design & Methods
Study Design (NCT04545060):

• Double-blind, placebo-controlled study, randomized 1:1 to 500 mg IV sotrovimab or placebo

• Blood samples were collected for anti-SARS-CoV-2 anti-nucleocapsid (N) antibody on Study Day 1 

(pre-dose test) 

1. https://covariants.org/per-country

Patient Population: 

• COVID-19+ with symptoms ≤5 days

• ≥55 years old or ≥18 years old with a comorbid 

condition* 

• Unvaccinated and no prior infection with COVID-19

Enrollment Period:

• August 2020 to March 2021

• Alpha, Epsilon, and Gamma were 

predominant circulating variants in countries 

where COMET-ICE recruited1

Primary Endpoint:

• All-cause hospitalization >24 hours or death due to any cause by Day 29
‒ A post-hoc review was conducted to evaluate potential relatedness to COVID-19

Serology Assay:

• Qualitative measurement of IgG to anti-SARS-CoV-2 nucleocapsid (N) protein (Abbott SARS-CoV-2 IgG 

assay, Architect i2000SR immunoassay analyzer)
‒ Positive anti-SARS-CoV-2 N protein result indicates an endogenous immune response to infection

*Diabetes requiring medication, obesity, chronic kidney disease, congestive heart failure, COPD, or moderate to severe asthma.



Study Participantsa

Seropositive Seronegative

n (%) 202 (19%) 740 (70%)

Placebo Sotrovimab Placebo Sotrovimab

Number of participants 97 105 375 365

Age; median (range) 53 (22 – 88) 53 (25 – 86) 53 (17 – 88) 53 (18 – 96)

Gender; % male 39% 44% 49% 42%

Duration of 

symptoms

≤3 days 52 (54%) 59 (56%) 223 (59%) 217 (59%)

>3 days 45 (46%) 46 (43%) 152 (41%) 148 (41%)

Ethnicity; % Hispanic 84% 82% 59% 59%

Race; % Caucasian 85% 78% 84% 84%

Baseline 

SARS-

CoV-2 

viral load

Not detectable, 

<2228 copies/mL (<LLQ)
37 (43%) 35 (38%) 41 (12%) 44 (14%)

≤log 105 28 (33%) 27 (30%) 47 (14%) 36 (11%)

>log 105 – ≤log 106 11 (13%) 13 (14%) 43 (13%) 47 (15%)

>log 106 – ≤log 107 3 (4%) 9 (10%) 50 (15%) 54 (17%)

>log 107 6 (7%) 6 (7%) 162 (47%) 142 (44%)

• Baseline demographics 

similar across 

subgroups
‒ Duration of symptoms 

evenly distributed

• Baseline SARS-CoV-2 

viral load lower in the 

seropositive subgroup

aThere were 115 (11%) participants with unknown antibody status due to missing serology results (including missing samples and samples unable to be analysed; for example, due to hemolysis, 

specimens received beyond stability or quantity of sample not sufficient).



Results
Primary Endpoint by Baseline Serostatus  

Proportion of Participants Who Have Progression of COVID-19 Through 

Day 29 by Seropositivity at Baseline

Seropositive Seronegative

Placebo Sotrovimab Placebo Sotrovimab

Number of participants in 

subgroup
97 105 375 365

Progression status, n (%)

Hospitalization 

>24 hours and/or death
4 (4%) 2 (2%) 25 (7%) 4 (1%)

Hospitalized 

>24 hours
4 (4%) 2 (2%) 25 (7%) 4 (1%)

Death 0 0 2 (<1%) 0

Relative risk ratio; 95% CI 0.49 (0.09, 2.64) 0.16 (0.06, 0.45)

Participants who received placebo:
• Hospitalizations lower among 

seropositive participants vs 

seronegative participants (4% vs 7%)

• All events were related to COVID-19 

illness

• No deaths were observed in 

seropositive patients

Participants who received 

sotrovimab:
• Both seropositive participants were 

hospitalized for non-COVID-19–related 

hospitalization*

• Only one of 4 seronegative participants 

was admitted for non-COVID-19–

related hospitalization**

Interpretation is limited by small numbers; the results from the analysis of the primary endpoint

by serostatus are consistent with those reported in the overall population

*Diabetic foot ulcer, non–small cell lung cancer. **Small intestinal obstruction, with PMHx of small intestinal obstruction.



Results
Safety by Serostatus

Adverse Event Overview by Baseline Serostatus

Seropositive Seronegative

Placebo Sotrovimab Placebo Sotrovimab

Number of participants in subgroup 97 105 375 365

All adverse events, n (%) 20 (21%) 31 (30%) 93 (25%) 76 (21%)

Grade 3/4 adverse events, n (%) 5 (5%) 3 (3%) 30 (8%) 11 (3%)

Serious adverse events, n (%)* 4 (4%) 2 (2%) 28 (8%) 8 (2%)

Overall, safety profile by serostatus is consistent with the overall population

*Serious adverse events included hospitalization and death endpoints.



Implications

• Limited data exist on the natural history of COVID-19 disease by serostatus

‒ Lower baseline nasopharyngeal viral loads among seropositive participants

‒ Lower rates of hospitalization among seropositive participants (4% vs 7%), no deaths

‒ Unclear relevance in setting of newer variants, re-infections, and vaccine-elicited seropositivity

• Treatment with sotrovimab reduced progression to severe COVID-19 regardless 
of serostatus

‒ Treatment benefit observed for progression to COVID-19–related hospitalization

‒ Safety profile by serostatus is consistent with that reported in the overall study population

‒ Small numbers limit strength of inference

• In the pandemic setting where drug supply may be limited, selection of patients who will 
benefit the most from monoclonal antibody therapy based on serostatus remains 
challenging
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