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Comment to the manuscript by William
P. Hausdorff and Jorge Flores: Low-dose and oral
exposure to SARS-CoV-2 may help us understand
and prevent severe COVID-19, IJID103 (2021) 37–41

New data and concepts related to protective immunity towards
SARS-CoV-2 infection oblige me to comment on the manuscript by
Hausdorff and Flores.

An essential point in their manuscript is the assumption that
low-dose or oral SARS-CoV-2 may lead to immunization.

Several lines of evidence (most of them established after
submission of the manuscript by Hausdorff and Flores) indicate,
however, that natural infection with SARS-CoV-2 does not
necessarily lead to protective immunity.

1) Khatri et al. (2020) reported on the high affinity between SARS-
CoV-2 surface protein and its cellular receptor ACE2. They
therefore concluded that only IgG with high affinity for the S
protein can efficiently interfere with infection.

2) Recent findings show frequent incomplete avidity maturation of IgG
towards SARS-CoV-2 nucleoprotein (NP), surface protein-1 (S1) and
receptor-binding domain (RBD) (Strömeret al., 2020; Liu et al., 2020;
Baueretal.,2020,2021).Avidity(i.e. thestrengthofbindingbetween
IgG and epitope) matures inparallel to affinity. More than 70 percent
of Covid-19 outpatients do not generate high avidity IgG at five
months after the onset of disease (Bauer et al., 2020, 2021). Kinetic
analysis revealed that avidity maturation stopped in parallel to the
break in IgG production (Bauer et al., 2020, 2021) which seems to be
leading to waning antibody levels (Seow et al., 2020). Therefore, in
the majority of cases, IgG directed towards SARS-CoV-2 RBD can be
predicted not to be efficient with respect to interference with the
high affinity interaction between ACE2 and RBD.

3) In many viral systems, the failure to achieve complete avidity
maturation leads to a failure in protection towards infection and
disease (reviewed in Bauer, 2021).

4) The immature avidity of the IgG response towards seasonal
coronaviruses (Bauer et al., 2020, 2021) might be the biological
basis for the observed repeated cycles of reinfections by these
viruses (Edridge et al., 2020; Galanti and Shaman, 2020).

Thesefindingsindicatethatvaccination, leadingtoaneutralizingIgG
response towards RBD/S1, characterized by high avidity, seems to be the
onlychancetostopthepresent pandemic(Bauer,2021).Thisgoal seems
tobeachievable,as vaccination isnot hamperedbythenegativeeffectof
SARS-CoV-2 infection on germinal centers of secondary lymphoid
organs, the site of B cell maturation (Kaneko et al., 2020).

In the line of these novel findings, I feel that it is appropriate to
reevaluate the potential risk for participants in the study proposed
by Hausdorff and Flores.
http://dx.doi.org/10.1016/j.ijid.2021.03.084
1201-9712/© 2021 The Author. Published by Elsevier Ltd on behalf of International Society
(http://creativecommons.org/licenses/by-nc-nd/4.0/).
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