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Letter to the Editor

The presence of anti-SARS-CoV-2 antibodies does not )

Chacicfor

necessarily reflect efficient neutralization

We read with interest the article by Gargouria et al. (Gargouria
et al., 2022), which described the cases of 4 patients with recurrent
SARS-CoV-2 infection despite “the presence of (anti-SARS-CoV-2
S1 IgG) antibodies.” Although the continuous emergence of new
and highly mutated SARS-CoV-2 variants is posing paramount chal-
lenges to adaptative immunity (Lippi et al., 2021), the message de-
livered by the authors is not supported by data and is thus poten-
tially misleading.

The analysis of data published by Gargouria et al. (Gargouria
et al., 2022) reveals first that anti-SARS-CoV-2 S1 IgG antibod-
ies were measured with a commercial immunoassay displaying
a suboptimal negative predictive value for neutralizing antibod-
ies (i.e., 71% vs 80-95% of other IgG immunoassays) (Montesinos
et al., 2021). It is hence likely that several samples of patients with
low values of these antibodies may retain significant neutralizing
potential. The second aspect concerns the anti-S1 IgG antibodies
values in the patients. In one of the cases (case #4), serological
assessment was performed 1 week after receiving a positive re-
sult for molecular testing, as admitted by Gargouria and colleagues
(Gargouria et al.,, 2022) and thus no reliable indications can be gar-
nered on anti-S1 IgG antibodies titer immediately before the sec-
ond infection. In addition, for cases #2 and #3, the samples were
collected between 12 and 14 days before recurrent infection, with
anti-S1 IgG antibodies levels appearing only 2.49-fold to 3.75-fold
higher than the method-specific cutoff, while it is clear that effi-
cient viral neutralization could only be achieved with higher val-
ues. To this end, Bubonja-Sonje et al. reported that >80% neutral-
izing activity of anti-S1 IgG antibodies (measured with the same
test) could only be reached with values around 10, achieving up
to 100% neutralization when anti-S1 IgG antibodies values were
>20 (Bubonja-Sonje et al., 2021). Therefore, although we would
formally agree that “reinfection occurred despite the presence of
antibodies” (Gargouria et al., 2022), the authors should have in-
stead concluded that “reinfection occurred with the presence of
low values of anti-S1 IgG antibodies” in both these cases. The same
concept applies to case #1, which was the only where serologi-
cal testing could be performed on the same day of the reinfection
episode because the anti-S1 IgG antibodies level was 3.46, thus
around the same threshold associated with just 60% viral neutral-
ization (Bubonja-Sonje et al., 2021).

In conclusion, caution should be exercised in interpreting re-
sults of anti-SARS-CoV-2 antibodies testing, wherein the presence
of anti-SARS-CoV-2 antibodies does not necessarily reflect efficient
neutralization.

Conlflict of Interest

None.

https://doi.org/10.1016/j.ijid.2022.01.057

Funding Source
None.
Ethical Approval statement

Not required.
References

Bubonja-Sonje M, Bati¢i¢ L, Abram M, B Cekinovi¢ Grbe3a. Diagnostic accu-
racy of three SARS-CoV2 antibody detection assays, neutralizing effect and
longevity of serum antibodies. ] Virol Methods 2021;293 JulEpub 2021 Apr 27.
doi:10.1016/j.jviromet.2021.114173.

Gargouri S, Souissi A, Abid N, Chtourou A, Feki-Berrajah L, Karray R, Kossentini H,
Ayed IB, Abdelmoula F, Chakroun O, Nasri A, Hammami A, Rekik N, Masmoudi S,
Karray-Hakim H, Rebai A. Evidence of SARS-CoV-2 Symptomatic Reinfection in
Four Health Care Professionals from the Same Hospital Despite the Presence
of Antibodies. Int ] Infect Dis 2022 Jan 851201-9712(22)00005-4Epub ahead of
printPMID:35017107 . doi:10.1016/].ijid.2022.01.006.

Lippi G, Mattiuzzi C, Henry BM. Updated picture of SARS-CoV-2 variants and
mutations. Diagnosis (Berl) 2021 Dec 23Epub ahead of printPMID:34958184 .
doi:10.1515/dx-2021-0149.

Montesinos I, Dahma H, Wolff F, Dauby N, Delaunoy S, Wuyts M, Detemmer-
man C, Duterme C, Vandenberg O, Martin C, Hallin M. Neutralizing antibody
responses following natural SARS-CoV-2 infection: Dynamics and correlation
with commercial serologic tests. ] Clin Virol 2021;144 NovEpub 2021 Sep 28.
doi:10.1016/j.jcv.2021.104988.

Giuseppe Lippi*
Section of Clinical Biochemistry and School of Medicine, University of
Verona, Italy

Mario Plebani
Department of Medicine-DIMED, University of Padova, Padova, Italy

*Corresponding author: Prof. Giuseppe Lippi, Section of Clinical
Biochemistry, University Hospital of Verona, Piazzale L.A. Scuro,
10, 37134 Verona - Italy, Tel. 0039-045-8122970; Fax.
0039-045-8124308.

E-mail address: giuseppe.lippi@univr.it (G. Lippi)

1201-9712/© 2022 The Author(s). Published by Elsevier Ltd on behalf of International Society for Infectious Diseases. This is an open access article under the CC BY license

(http://creativecommons.org/licenses/by/4.0/)


https://doi.org/10.1016/j.ijid.2022.01.057
http://www.ScienceDirect.com
http://www.elsevier.com/locate/ijid
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ijid.2022.01.057&domain=pdf
https://doi.org/10.1016/j.jviromet.2021.114173
https://doi.org/10.1016/j.ijid.2022.01.006
https://doi.org/10.1515/dx-2021-0149
https://doi.org/10.1016/j.jcv.2021.104988
mailto:giuseppe.lippi@univr.it
https://doi.org/10.1016/j.ijid.2022.01.057
http://creativecommons.org/licenses/by/4.0/

