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To the Editor,

We thank Drs Pathum Sookaromdee and Viroj Wiwanitkit for
their thoughtful remarks on our study on the role of vaccination and
humoral response in post-COVID-19 syndrome after one year. Their
letter raises important issues, and we appreciate the opportunity to
address these. Based on our data, the SARS-CoV-2 vaccination
should be recommended for patients with a history of previous
COVID-19 infection, regardless of age and severity of acute disease,
because hybrid immunity may not worsen sequalae and may reduce
their risk of reinfection to avoid a vicious immune circle.

We concur that one of the main limitations of our study is that
rates of asymptomatic reinfection may be underestimated, since
reinfections were not routinely checked [1]. Natural infection with
SARS-CoV-2 has been shown to elicit strong protection against
reinfection with the B.1.1.7 (Alpha), B.1.351 (Beta), and B.1.617.2
(Delta) variants, with a lower overall incidence rate of COVID-19
reinfections (range 0.15%—2.2%) [1,2]. The risk of reinfection with
B.1.1.529 (Omicron) variant in individuals previously infected with
other variants has been described to be higher (<10%) [2]. However,
our study included patients cared for during the first wave of the
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pandemic (March—May 2020) and the follow-up was performed up
to May 2021, when the SARS-CoV-2 wild type and B.1.1.7 (alpha)
variant were mainly circulating in Italy. Therefore, as many as 50% of
people infected with COVID-19 have no symptoms, we estimate that
we might have missed very few asymptomatic reinfections in our
cohort (range 0—5 episodes) and that it might not impact our results.

We also agree that the role of asymptomatic infection is an
important and interesting topic that may influence the immunolog-
ical response and the development of post-COVID-19 syndrome and
that should be further explored. Data regarding asymptomatic pa-
tients over time are still scarce. Serological response and kinetics are
significantly different between symptomatic and asymptomatic pa-
tients, since asymptomatic individuals maintain low levels of IgG
with rapid seroreversion [3]. We believe that the humoral response of
asymptomatic patients provides interesting insights, since it could be
the result of the complex balance between the individual immune
state and the inflammatory response against SARS-CoV-2, manifest-
ing itself in an asymptomatic acute infection and absence of devel-
opment of post COVID-19 syndrome. Of note in our cohort we found
that 5.4% (3 of 55) and 7.2% (4 of 55) asymptomatic patients at acute
onset complained symptoms at 6- and 12-month follow-up respec-
tively [4,5]. Interestingly, taking into consideration the limited size,
two out of three and two out of four maintained serological response
at 6- and 12-month postinfection follow-up respectively.

In conclusion, we concur with Drs Sookaromdee and Wiwanitkit
that there are critical unmet needs for the study of clinical and
immunological parameters in post-COVID-19 syndrome prediction
after acute infection. Further studies are needed to better understand
the pathophysiology and immune mechanisms linking acute viral
injury to downstream post-COVID-19 syndrome in patients with
different degrees of severity, including asymptomatic patients, to
inform preventive policies and lines of treatment for prevention and
treatment.
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