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To the Editor,

We have read with great interest the article Post-infec-
tion cognitive impairments in a cohort of elderly patients
with COVID-19 by Wang, et al. [1] aiming to evaluate the
long-term impact of COVID-19 on patients’ cognition
and cognitive decline. The findings suggest that COVID-
19 infection is associated with a higher risk of cognitive
decline in elderlies in comparison to an uninfected con-
trol group. The authors provided an exhaustive list of
risk factors of cognitive decline measured in a sample of
COVID-19 patients and controls. Given the importance
of this public health issue, we wish to raise some method-
ological considerations limiting the interpretation of cer-
tain results, particularly the choice of the control group,
the selection of the patients’ informant and the impact of
the patients’ lifestyle on the findings.

Using spouses as a control group sounds like a good
idea at first sight. However, the fact that spouses had
to be in better health conditions for them not to catch
COVID-19 when their partner did constitute an impor-
tant bias. Over a third of the COVID-19 patients in this
study had their spouses in the control group. The authors
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acknowledged this issue as one of their limitations and
suggested that non-covid pneumonia patients would
have been a better option to assess the COVID-19 speci-
ficity of the associations. We agree in principle but think
that this wouldn’t be sufficient: Cheng et al. [2] reported
a longer Intensive Care Unit (ICU) or hospital stay con-
tributes significantly to the development of dementia in
patients. Additionally, Katon et al. [3] reported similar
results, showing that older adults who experienced acute
and critical illness hospitalization had greater chances of
cognitive decline compared with patients that were not
hospitalized. In the present paper, the authors report that
ICU admission is significantly associated with cognitive
impairment and cognitive decline, and severe COVID-19
cases had higher frequency of ICU admission than non-
severe COVID-19 cases and controls. For the authors to
consider that the cognitive impairment and decline of
patients in this study are due to their COVID-19 infec-
tion is far-fetched as it can be explained by their ICU
admission [4]. A more adequate control group for this
study would have been a non-COVID-19 ICU patient.
Furthermore, the characterization of the informant
who assessed the patient’s cognitive decline using the
Chinese version of the short form Informant Question-
naire on Cognitive Decline in the Elderly (IQCODE)
remained elusive. The authors don’t report how this per-
son was chosen, if the patient and their spouse had the
same informant, if they were close and had regular con-
tact to be able to report a reliable opinion on the cog-
nitive decline of the patient over the 6-month period.
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Moreover, in the affected sample, 238 patients had
severe covid and 1301 had non-severe covid. Among the
informants, one wonders how many had a partner with
severe or non-severe covid, as this information is not dis-
closed in the paper. In addition, the use of the IQCODE
as a measure of cognitive decline makes this study a
cross-sectional (retrospective) one, not a longitudinal
study as it is falsely presented. As the recruitment of the
participant was done upon discharge, the TICS-40 could
have been administered upon discharge and again after 6
months in order to evaluate the cognitive decline objec-
tively and longitudinally.

Although the paper focuses on cognitive changes,
we are wondering about daily functioning: an impor-
tant factor unassessed in this study is the effect of sleep
on cognition. As Hoang et al. [5] suggested, sleep-wake
cycle is strongly correlated with brain aging. In older
adults, sleep disruption is associated with poorer perfor-
mance across multiple cognitive domains and more risk
of cognitive decline. The reason why the consideration of
sleep is so important resides in the fact that, as shown by
Vitiello et al. [6], the COVID-19 pandemic has had a high
prevalence of sleep problems, which affected about 40%
of the general population. This appears to be especially
true for those with active COVID-19. This was not exam-
ined, unfortunately.

In the end, although this study claims to provide
important insights regarding the impact of COVID-19
in cognition, our enthusiasm is tempered by these meth-
odological shortcomings limiting the claims made in this
manuscript.
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