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Abstract.
Background: Little is known about the impact of COVID-19 on mild cognitive disorder.
Objective: The aim of this retrospective cohort study was to investigate whether COVID-19 diagnosis is associated with
subsequent mild cognitive disorder (MCD) compared to acute upper respiratory infections (AURI).
Methods: This retrospective cohort study used data from the Disease Analyzer database (IQVIA) and included 67,046
patients with first-time symptomatic or asymptomatic COVID-19 diagnoses in 1,172 general practices in Germany between
March 2020 and September 2021. Diagnoses were based on ICD-10 codes. Patients diagnosed with AURI were matched to
67,046 patients with COVID-19 using propensity scores based on sex, age, index month, and comorbidities. The index date
was the diagnosis date for either COVID-19 or AURI. Associations between the COVID-19 and MCD were studied using
conditional Poisson regression models.
Results: The incidence of MCD was 7.6 cases per 1,000 person-years in the COVID-19 group and 5.1 cases per 1,000 person-
years in the AURI group (IRR = 1.49, 95% CI = 1.22–1.82). The incidence rate ratio decreased strongly with increasing age
from 10.08 (95% CI = 4.00–24.42) in the age group ≤50 to 1.03 (95% CI = 0.81–1.31) in the age group > 70. In addition, the
association between COVID-19 and MCD was significant in women (IRR: 1.70, 95% CI: 1.34–2.16) but not in men (IRR:
1.08, 95% CI: 0.75–1.56).
Conclusion: The incidence of MCD was low but significantly higher in COVID-19 than in AURI patients, especially among
younger patients. If a cognitive disorder is suspected, referral to a specialist is recommended.
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INTRODUCTION

Coronavirus disease 2019 (COVID-19) is a viral
disorder caused by the severe acute respiratory syn-
drome coronavirus 2 (SARS-CoV-2), which emerged
in China in December 2019 and has since spread
rapidly across the world [1, 2]. COVID-19 is
associated with pulmonary and extra-pulmonary
complications (gastrointestinal, cardiovascular, and
neurologic) [1, 3, 4].

Previous research has shown overwhelmingly that
the ongoing COVID-19 pandemic has had harm-
ful effects on mental health [5–8]. In addition to
depressive and anxiety disorders and fatigue, cog-
nitive disorders are also among the consequences of
COVID-19. A 2022 review by Premrai found that
cognitive dysfunctions (brain fog, memory problems,
attention deficit disorder) were among the main fea-
tures of post-COVID-19 syndrome, in addition to a
variety of psychiatric manifestations [9]. Ceban et
al. included 43 studies in their 2022 meta-analysis
on COVID-19 and cognitive impairment, conclud-
ing that the proportion of individuals with cognitive
impairment 12 or more weeks after COVID-19 diag-
nosis was more than 20% [10].

However, these studies are subject to some limita-
tions that need to be considered. First, the reviews
included studies completed during the first few
months of the COVID-19 pandemic. It is possible that
the impact of COVID-19 diagnosis on mental health
changed throughout the different waves. Secondly,
the impact of COVID-19 on mild cognitive disorder
(MCD) has rarely been studied, unlike that of other
respiratory diseases [11, 12]. Cognitive impairment
may be related to both biological processes [13–15]
and social conditions, specific limiting quarantine
conditions or stressful life circumstances that may
occur under lockdown conditions [16]. Many stud-
ies were conducted in hospitals, specialized COVID
wards and research institutions, while research rarely
focused on the primary care perspective [17]. Only a
few studies have reported on the situation in general
practitioner (GP) practices. In a French study of 1,209
GPs, the most common symptoms reported were res-
piratory problems (60.6%), psychological problems
(42.8%), and anosmia and dysgeusia (40.8%). Mem-
ory disorders were less common, occurring in 13%
of patients [18]. By contrast, 72% reported cogni-
tive disorders in a neurological outpatient clinic [19].
Finally, given these limitations, it makes sense also
to use the scale advantages of a large health research
database.

As the number of people infected with COVID-19
is still very high worldwide, and it can therefore be
expected that the number of people with COVID-19
complications including cognitive disorders is also
high, research on the possible association between
this virus and cognitive impairment is very important.

Therefore, the aim of this retrospective cohort
study was to investigate whether COVID-19 diag-
nosis is associated with a significant increase in the
incidence of MCD in German primary care patients
compared with other acute upper respiratory infection
diagnoses using the large German database.

METHODS

Database

This retrospective cohort study was based on data
from the Disease Analyzer database (IQVIA), which
contains drug prescriptions, diagnoses, and basic
medical and demographic data obtained directly and
in anonymous format from computer systems used in
the practices of GPs and specialists [20]. The database
covers approximately 3% of all outpatient practices
in Germany. Diagnoses (according to International
Classification of Diseases, 10th revision [ICD-10]),
prescriptions (according to Anatomical Therapeu-
tic Chemical [ATC] classification system), and the
quality of the reported data is monitored by IQVIA.
In Germany, the sampling methods used to select
physicians’ practices are appropriate for obtaining
a representative database of general and special-
ized practices. It has previously been shown that the
panel of practices included in the Disease Analyzer
database is representative of general and specialized
practices in Germany [20]. Finally, this database has
already been used in previous studies focusing on
COVID-19 [21, 22] as well as MCD [23, 24].

Study population

This retrospective cohort study included patients
aged 18 years and over diagnosed with symptomatic
or asymptomatic COVID-19 (German version of the
International Classification of Diseases, 10th revi-
sion [ICD-10]: U07.1 [COVID-19 virus identified])
or U08.9 COVID-19 (personal history of COVID-
19) in 1,172 German GP practices between March
2020 and September 2021 (index date). After apply-
ing the same inclusion criteria, patients diagnosed
with an acute upper respiratory infection (AURI,
ICD-10: J06; index date) were matched to those with
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COVID-19 using propensity scores based on sex,
age, health insurance coverage (private, statutory),
index month, and diagnoses documented within one
year prior to the index date (depression, diabetes,
obesity, hypertension, lipid metabolism disorder). In
order to be included in the study, AURI patients
had to have had no diagnosis of COVID-19 (ICD-
10: U07.1, U08.9, U09.9, and U99.0) before or on
the index date. Patients with a documented diagno-
sis of MCD (F06.7) or all-cause dementia (ICD-10:
F00-F03, G30) prior to or on the index date were
excluded from the analyses in order to allow the MCD
incidence to be investigated. The selection of study
patients is displayed in Fig. 1.

Outcomes and statistical analyses

The incidence of MCD (ICD-10: F06.7) was
investigated separately in the COVID-19 and AURI
groups, stratified by age group and gender.

The ICD-10 classification defines MCD (ICD-
10: F06.7) as follows: “A disorder characterized
by impairment of memory, learning difficulties, and
reduced ability to concentrate on a task for more than
brief periods. There is often a marked feeling of men-
tal fatigue when mental tasks are attempted, and new
learning is found to be subjectively difficult even
when objectively successful. None of these symp-
toms is so severe that a diagnosis of either dementia
or delirium can be made. This diagnosis should be
made only in association with a specified physical
disorder and should not be made in the presence of
any of the mental or behavioral disorders classified to
F10-F99. The disorder may precede, accompany, or
follow a wide variety of infections and physical disor-
ders, both cerebral and systemic, but direct evidence
of cerebral involvement is not necessarily present. It
can be differentiated from postencephalitic syndrome
(F07.1) and postconcussional syndrome (F07.2) by

Fig. 1. Selection of study patients.
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its different etiology, more restricted range of gener-
ally milder symptoms, and usually shorter duration.

Baseline characteristics were compared for
patients with COVID-19 and those with AURI
using McNemar tests for categorical variables and
Wilcoxon signed-rank tests for continuous variables.
The incidence of MCD in the COVID-19 and AURI
groups was estimated as the number of cases per
1,000 person-years. Kaplan-Meier curves were used
to display the incidence. Differences between the
COVID-19 and AURI groups within the AURI group
were also studied using conditional Poisson regres-
sion models. These models were applied to the
overall population and further stratified by sex and
age. The results of the Poisson regression analyses
are displayed as incidence rate ratios (IRRs) with
95% confidence intervals (CIs) and p-values. Due
to the large patient numbers and multiple compar-
isons involved in this study, p-values < 0.01 were
considered statistically significant. All analyses were
performed using SAS 9.4 (SAS institute, Cary, USA)

RESULTS

Patient characteristics

This study included n = 67,046 patients diagnosed
with COVID-19 and n = 67,046 patients diagnosed
with AURI. The average follow-up time was 158 days
among patients diagnosed with COVID-19 and 165
days among those diagnosed with AURI.

In total, 53.3% of patients were women, and the
mean (standard deviation, SD) age was 44.6 (16.6)
years. Patient sociodemographic and clinical charac-
teristics are shown in Table 1.

Incidence of mild cognitive disorder

The cumulative incidence of MCD is represented
in Fig. 2 and was much higher in COVID-19 than in
AURI patients except in the age group > 70.

The association between COVID-19 and the sub-
sequent incident MCD diagnosis in patients is shown
in Table 2. The incidence of MCD was 7.6 cases
per 1,000 person-years in the COVID-19 group and
5.1 cases per 1,000 person-years in the AURI group,
resulting in an increased relative risk of MCD in the
COVID-19 cohort (IRR = 1.49, 95% CI = 1.22–1.82,
p < 0.001).

The incidence rate ratio decreased strongly with
increasing age from 10.08 (95% CI = 4.00–24.42)
in patients under the age of 50 to 1.03 (95%
CI = 0.81–1.31) in patients 70 years old or more. In
terms of age, the association between COVID-19 and
MCD was only significant among patients aged under
60 years. Furthermore, COVID-19 was significantly
associated with MCD in women (IRR: 1.70, 95% CI:
1.34–2.16, p < 0.001) but not in men (IRR: 1.08, 95%
CI: 0.75–1.56, p = 0.682) (Table 2).

DISCUSSION

This retrospective study, including more than
134,000 adults followed in general practices in

Table 1
Basic characteristics of the study sample (after 1:1 matching by sex, age, private health insurance coverage, index month, and defined

comorbidities)

Variable Proportion among Proportion among p
individuals with COVID-19 (%) individuals with AURI* (%)

N = 67,046 N = 67,046

Age (Mean, SD) 44.6 (16.6) 44.6 (16.6) 1.000
Age 18–30 16,153 (24,1) 16,153 (24,1) 1.000
Age 31–40 13,377 (19.9) 13,377 (19.9)
Age 41–50 12,609 (18.8) 12,609 (18.8)
Age 51–60 13,899 (20.7) 13,899 (20.7)
Age 61–70 6,426 (9.6) 6,426 (9.6)
Age > 70 4,582 (6.8) 4,582 (6.8)
Female 35,763 (53.3) 35,763 (53.3) 1.000
Male 31,283 (46.7) 31,283 (46.7)
Private health insurance coverage 2,093 (3.1) 2,093 (3.1) 1.000
Statutory health insurance coverage 64,953 (96.9) 64,953 (96.9)
Depression 7,544 (11.3) 7,544 (11.3)
Diabetes 2,937 (4.4) 2,937 (4.4) 1.000
Obesity 2,911 (4.3) 2,911 (4.3) 1.000
Hypertension 10,716 (16.0) 10,716 (16.0) 1.000
Lipid metabolism disorder 6,003 (9.0) 6,003 (9.0) 1.000

Proportions of patients are given in % unless otherwise indicated. AURI, acute respiratory tract infection; SD, standard deviation.
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Fig. 2. Kaplan-Meier curves for incidence of mild cognitive disorder in patients with COVID-19 versus patients with upper respiratory tract
infection.

Table 2
Association between COVID-19 and subsequent incident MCD diagnosis in patients followed in general practices in Germany (Poisson

regression models)

Cohorts Incidence among Incidence among Incidence rate p
individuals with COVID individuals without AURI ratios (95% CI)

(cases per 1,000 patient years) (cases per 1,000 patient years)

Total 7.6 5.1 1.49 (1.22–1.82) <0.001
Age ≤ 50 2.6 0.3 10.08 (4.00–24.42) <0.001
Age 51–60 4.4 1.3 3.56 (1.69–7.50) <0.001
Age 61–70 6.3 3.5 1.80 (0.89–3.68) 0.102
Age > 70 57.6 56.1 1.03 (0.81–1.31) 0.829
Women 10.4 6.1 1.70 (1.34–2.16) <0.001
Men 4.2 3.9 1.08 (0.75–1.56) 0.682

Germany between March 2020 and September 2021,
showed that incident mild cognitive disorder as
defined in ICD-10: F06.7 was significantly more
common in those diagnosed with COVID-19 than
those diagnosed with an acute upper respiratory
infection. However, at 7.6 cases per 1,000 person-
years, the incidence rate was low and only slightly
higher than that of MCD in patients with other
respiratory infectious diseases. The incidence rate
ratio decreased strongly with increasing age. The
association between COVID-19 and MCD was only
significant among patients ≤50 and aged 51–60

years. Finally, COVID-19 was significantly associ-
ated with MCD in women but not men.

To the best of our knowledge, this is one of the first
studies demonstrating the effect of post-COVID-19
on MCD by comparing patients with COVID-19 and
patients with other respiratory infections.

Interpretation of findings

Recently, a substantial amount of research has
focused on the impact of COVID-19 on mental diag-
noses, but this research initially did not focus on
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mild cognitive disorder. International and national
reviews have lately pointed to the possible occurrence
of mild cognitive impairment as a result of COVID-
19 infection [9, 10, 25]. Interestingly and in line with
our findings, an American survey study reported that
COVID-19 status was predictive of worse cognitive
dysfunction scores [26]. In another South American
study, post-COVID-19 patients were extensively neu-
ropsychologically tested [27]. The results confirmed
that the cognitive impairment persists for months and
cannot be detected with the screening instruments
used in family practices alone [26, 27]. This may
mean that the detection rate in German GP practices
in this study was relatively low because screening
tests such as the Mini-Mental State Examination
Test (MMSE) or Montreal-Cognitive-Assessment-
Test (MoCA) are generally used. However, it has been
proven for other samples that cognitive abnormalities
can also be detected using these simple test methods
[28–30]. Nevertheless, it should be noted that cogni-
tive dysfunctions can go undetected in GP practices
in particular [23, 30].

Post-COVID cognitive deficits cannot be detected
easily using the instruments oriented toward demen-
tia detection and without clinical experience. The
importance of the severity of the cognitive disorders
concerned was pointed out in a comparison of an
outpatient sample with an inpatient sample. It was
shown that cognitive disorders were significantly less
pronounced in those COVID patients treated as out-
patients than in the patients treated as inpatients. In
a recent population study in Hamburg, subclinical
multi-organ affection related to pulmonary, cardiac,
thrombotic, and renal function was shown in a con-
trolled sample of 443 mildly ill patients who tested
positive for SARS-CoV-2. However, no signs of
structural brain damage or neurocognitive impair-
ment were found [14]. By contrast, in a neurological
outpatient clinic for patients with post-COVID-19
syndrome in predominantly mildly ill patients, mild
cognitive impairment was a common symptom found
in 72% of patients, with 30% of patients reporting
cognitive deficits and scoring below 26 points on the
MoCA [19].

One key finding of this study is that the incidence
rate ratio decreased sharply with increasing age from
the ≤50 to the > 70 age group. In terms of age, the
association between COVID-19 and MCD was only
significant in patients under the age of 60. Further-
more, COVID-19 was significantly associated with
MCD in women but not in men. In German GP
practices, MCD diagnoses are typically made in con-

nection with the onset of dementia, which is contrary
to the results of this study [23]. This age shift is
possibly an indicator of the connection between this
diagnosis and the coronavirus pandemic because in
our study, it occurred primarily in the middle-aged
cohorts, who are still professionally active [19]. Simi-
lar age structures have also been found internationally
[28–30]. However, the details of post-COVID mild
cognitive impairment in older age [31] and comorbid
MCD and dementia [32] require further investigation.
The predominance of the female sex described here is
in line with both German and international research
[9, 10, 33, 34].

The reason for the discrepancy between the very
low incidence of MCD diagnoses reflected in the
reality of care and documented in this study and
the wider research, which reports a relatively high
number of post-COVID-19 patients with cognitive
impairment, is not yet clear. Firstly, it is unclear
which pathomechanism leads to cognitive impair-
ment in COVID-19. A number of very different
models are being discussed [35]. Multiple direct
and indirect mechanisms contribute to the clini-
cal picture of post-COVID cognitive disorder. The
role of SARS-CoV-2 neurotropism, the general pro-
inflammatory state, and the psychosocial stressors
associated with the pandemic all play important roles.
Neurotropism is associated with several mechanisms,
including retrograde neuronal transmission via the
olfactory pathway, but also general hematogenous
spread and the use of immune cells as vectors by the
virus. The severe inflammation caused by COVID-
19 is equally detrimental to cognition. Finally, the
unique psychosocial impact of the pandemic has also
raised concerns because of its potential cognitive
consequences [35]. It is possible that a persistent
pronounced cognitive performance disorder is a rare
occurrence in the everyday practice of GPs in pri-
vate practice because it is a rather rare secondary
disease. Although testing for such disorders may be
routine in special consultations or in the follow-up
care of patients with severe disease progression with
extracorporeal membrane oxygenation, this does not
apply to routine care in general practice. Irrespec-
tive of this, however, there are also indications that
quarantine measures, which are accompanied by con-
siderable social isolation, not only have consequences
concerning various psychological disorders but also
affect cognitive performance [36]. Secondly, com-
plication rates and severe courses with a high need
for intensive care were more common at the begin-
ning of the pandemic than in the further course of
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2021 [37]. During this early phase of the pandemic,
GPs were under immense pressure to provide care
[38, 39] and had little time for detailed exploration
of patients’ complaints [40]. It is also possible that
COVID practice management and the physical con-
sequences of a COVID-19 infection were more in the
foreground during this early phase than the explo-
ration or even neuropsychological testing of cognitive
disorders [41]. In addition, knowledge about the
long-term consequences of the virus simply was not
available in primary care [39].

Public health implications and directions for
future research

This study conducted in Germany found that pri-
mary care patients diagnosed with COVID-19 were
at a significantly increased risk of MCD compared
to their counterparts who were diagnosed with other
acute upper respiratory infections. Although these
preliminary data are reassuring, GPs and other health
professionals should regularly assess the potential
presence of MCD in patients newly diagnosed with
COVID-19 even though these symptoms appear to be
reported comparatively rarely in GP practices [18].

In terms of future research, further studies compar-
ing the effects of COVID-19 on MCD with those of
other acute upper respiratory infections are needed
to corroborate or invalidate the present findings. It
is currently not known which specific mechanism is
of particular relevance for cognitive disorders asso-
ciated with COVID-19. For studies in the primary
care setting, it is therefore particularly important to
investigate whether these disorders are persistent or
transient.

Limitations

Two major strengths of this study are the large sam-
ple size and the inclusion of patients diagnosed with
COVID-19 in 2020 and 2021. However, our results
should be interpreted in the light of several limita-
tions. First, no data were available on COVID-19
symptoms. Second, MCD was diagnosed using the
ICD-10 classification alone, and no information is
available on how this diagnosis was made. Third,
since this study did not include individuals diag-
nosed with dementia or MCD in the year prior to the
index date, we were unable to analyze the potential
effects of COVID-19 diagnosis on pre-existing MCD.
Fourth, given that this study only included patients
followed in general practices, the study findings may

not be generalizable to those diagnosed with COVID-
19 in specialized practices or hospitals. Fifth, no data
were available on vaccinations for COVID-19 in the
study period. Sixth, the AURI cohort likely includes
COVID-19 cases diagnosed outside general practice,
meaning that these patients may be wrongly classi-
fied as AURI patients rather than COVID-19 cases.
Seventh, COVID-19 was a very rare outcome in those
aged ≤ 50 causing very broad confidence intervals for
incidence rate ratios, which may hinder the clinical
interpretation of this result. Finally, it is not possi-
ble to assess the extent to which GPs were unable to
examine patients more closely through test screen-
ings such as MMSE or MoCA, due to the stresses of
everyday care in the context of the pandemic [28, 42].
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