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Letter to the Editor

Low serum neutralization of Omicron variants a month after
AZD7442 prophylaxis initiation

To the Editor,

In this journal, Yang and colleagues recently reviewed effective-
ness of monoclonal antibody therapy in organ transplant recipients
with COVID-19.! Pre-exposure prophylaxis (PrEP) of COVID-19 is
essential for immunocompromised patients who do not respond
to SARS-CoV-2 vaccines. Prior to the spread of Omicron variants,
a single 300 mg IM dose of AZD7442 (Tixagevimab/Cilgavimab,
Evusheld) was 76.7% effective in preventing symptomatic COVID-
19.2 In vitro studies showed that AZD7442 has lost through various
degrees part of its efficacy against all Omicron sublineages, includ-
ing BA.4 and BA.5° which are currently becoming predominant in
some parts of the world with a surge in COVID-19 cases.* The neu-
tralizing activity of sera from AZD7442-treated patients against all
Omicron sublineages remains poorly characterized.

The ANRS-0166s PRECOVIM prospective cohort study included
severely immunocompromised patients not responding to vaccina-
tion and receiving AZD7442 300 mg IM as PrEP (NCT05216588).

Here we present the first results, namely the neutralizing capacity
of patients’ sera one month after treatment against the Omicron
variants BA.1, BA.2 and BA.5 compared to the European ancestral
variant D614G.

One hundred patients (94 analyzable) from 15 French cen-
ters were included between 1/31/22 and 2/24/22 (58 solid organ
transplant recipients, 20 chronic lymphocytic leukemia or non-
Hodgkin lymphoma, 8 allogenic stem cell transplant recipients
and 8 chronic inflammatory disorders under immunosuppressive
drugs). Median age was 58 years (19-87). Using clinical replica-
tive strains of the ancestral D614G European variant and the Omi-
cron BA.1, BA.2 and BA.5 sublineages, we showed that the geomet-
ric mean neutralizing titers of sera from the 94 analyzable patients
were respectively 5157.9, 12.7, 92.7 and 19.0 (Fig. 1). Neutralization
titers were >10 (and considered positive) in 100%, 27%, 98% and
66% of patients’ sera, respectively. The in vitro half-maximal ef-
fective concentrations (EC50) of AZD7442 against the same strains
were 13.36, 580.87, 27.04 and 56.56 ng/mL, respectively.

Median anti-SARS-CoV-2 spike protein IgG antibody concentra-
tions one month after AZD7442 administration were 2996.3 (876.1-
13566.7) BAU/mL.
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Fig. 1. Sera neutralizing titers of 94 patients one month after 150 mg Tixagevimab and 150 mg Cilgavimab administration against authentic live viruses from the D614G

historical lineage and the Omicron BA.1, BA.2 and BA.5 sublineages.

Dots indicate individual samples. The serum geometric mean titers are shown with black bars and in bold characters at the top of the plot- I bars represent its 95% confidence
intervals. Geometric means of individual ratio between viral strains neutralization are indicated in the upper part of the figure.
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In this prospective cohort study including severely immuno-
compromised patients non-responding to SARS-CoV-2 vaccines,
neutralization activity of patients’ sera one month after admin-
istration of 300 mg of AZD7442 was low against both the Omi-
cron BA.1 and BA.5 sublineages. As the serum-neutralizing ca-
pacity against SARS-CoV-2 is associated with protection against
COVID-19,” the decreased AZD7442 in vitro activity against BA.16
had already prompted numerous regulatory agencies (FDA, MHRA,
ANSM) to recommend doubling the AZD7442 dosing*. Our findings
of low in vivo anti-BA.1 and -BA.5 neutralizing activity in treated
patients’ sera re-inforce the importance of continuous optimization
of the AZD7442 dosing according to current and emerging SARS-
CoV-2 variants.
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