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ABSTRACT

Background: We aimed to investigate the factors associated with neurological manifestations 
of post-coronavirus disease 2019 (COVID-19) conditions.
Methods: We retrospectively collected data from 440 patients who visited our post-COVID-19 
clinic more than 4 weeks after severe acute respiratory syndrome coronavirus 2 infection. We 
analyzed the prevalence of different neurological symptoms (brain fog, memory impairment, 
headache, and dizziness) and assessed the associated factors.
Results: Brain fog was the most common symptom, observed in 170 patients (38.6%), 
followed by headaches (n = 137, 31.1%), dizziness (n = 128, 29%), and memory impairment 
(n = 104, 23.6%). Brain fog was associated with hyposmia or hypogeusia (odds ratio [OR], 
2.54; P < 0.001), Fatigue Severity Scale (FSS) (OR, 1.06; P < 0.001), and Hospital Anxiety 
and Depression Scale-Anxiety (OR, 1.09; P = 0.037). Memory impairment was associated 
with sleep problems (OR, 2.83; P < 0.001), FSS (OR, 1.05; P < 0.001), and age (OR, 1.02; P = 
0.015). Headache was associated with sleep problems (OR, 2.28; P = 0.001), sex (OR, 1.68; 
P = 0.042), and FSS (OR, 1.04; P < 0.001). Dizziness was associated with sleep problems 
(OR, 2.88; P < 0.001), and FSS (OR, 1.04; P < 0.001). The incidence of brain fog (P < 
0.001), memory impairment (P < 0.001), dizziness (P = 0.007), and headache (P = 0.045) 
accompanied by hyposmia and hypogeusia was higher in patients with the aforementioned 
symptoms than in those without.
Conclusion: This study suggests that there is a relationship between neurological symptoms 
and other clinical factors, such as fatigue, depression, anxiety, hyposmia, and hypogeusia.
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INTRODUCTION

According to WHO, the number of patients infected with severe acute respiratory syndrome 
coronavirus 2 (SARS-CoV-2) has exponentially increased with the spread of the global 
pandemic, with 595 million people having been infected worldwide as of August 25th, 2022.1 
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Although several vaccines and treatments have been developed for coronavirus disease 
2019 (COVID-19), concerns regarding this disease remain. The sequelae of COVID-19, 
which go beyond infection and persist for a long time, are emerging as another social issue. 
COVID-19 sequelae may present in various forms, including not only systemic and respiratory 
symptoms, but also those affecting cardiovascular, nervous, and gastrointestinal systems.2 
The most common symptoms of post-COVID-19 condition include fatigue, depression, and 
cognitive impairment.3 A prior study reported that 52.7% of patients showed sequelae of 
COVID-19 one year after acute infection with SARS-CoV-2; the most common symptoms were 
concentration difficulty, cognitive dysfunction, amnesia, depression, fatigue, and anxiety, in 
that order.4,5 Neurological and psychiatric symptoms persist for a particularly long time.6,7

Neurocognitive manifestations are also common in post-COVID-19 conditions. In a meta-
analysis investigating the prevalence of neurological symptoms 3 months or more after 
SARS-CoV-2 infection, the prevalence of brain fog was 32.17% (95% confidence interval 
[CI], 10.31–54.03), that of memory impairment was 28.44% (95% CI, 21.52–35.35), and that 
of concentration difficulty was 21.84% (95% CI, 7.30–36.38).4,8 Brain fog refers to a state 
in which a feeling of emptiness persists along with the inability to express thoughts and 
expressions clearly, which is commonly described as a fog in the head.6 There has been an 
increasing number of reports discussing neurocognitive impairments in COVID-19 patients, 
including decreased concentration and memory impairment. Such patients often show few 
abnormalities in cognitive tests, which may not be severe enough to limit daily life. Moreover, 
a recent study reported structural changes in the brain following SARS-CoV-2 infection, 
which indicates that monitoring of long-term prognosis is important in such cases.9

Headache is a common symptom of COVID-19, with a prevalence varying from 14% to 60%.8 
Even after the acute phase of SARS-CoV-2 infection, headache may persist for weeks.10 In 
one meta-analysis, the rate of complaints of headache even after 3 months of infection with 
COVID-19 was reported to be 15.13% (95% CI, 4.47–25.79).8

In the present study, we investigated the factors associated with neurological manifestations 
of post-COVID-19 conditions based on data from a specialized clinic.

METHODS

Study participants
We retrospectively collected the data of 1,164 patients registered at the “Post-COVID-19 
Clinic” of Myongji Hospital in Goyang, Republic of Korea between March 21, 2022 and April 
22, 2022. All participants provided a detailed medical history, including the date of diagnosis 
of COVID-19, physical examination, and a questionnaire on their symptoms. The Hospital 
Anxiety and Depression Scale (HADS) was used to evaluate anxiety and depression, and the 
Fatigue Severity Scale (FSS) was applied to evaluate fatigue. The administered questionnaire 
queried patients about the post-COVID-19 symptoms they were experiencing, including 
headache, dizziness, memory impairment, brain fog (cloudy-headed feeling), hyposmia, 
hypogeusia, and sleep problems. The exclusion criteria were as follows: visit to the clinic less 
than 4 weeks after diagnosis of COVID-19, uncertainty regarding the date of diagnosis, refusal 
to answer the questionnaire, and missing data in the FSS, HADS-Depression, or HADS-
Anxiety. Among 1,164 patients, 440 patients who visited the clinic after a period longer than 
4 weeks were included and investigated for neurological and psychiatric manifestation.
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Assessment of depression and anxiety
Anxiety and depression symptoms were assessed using the seven-item subscales of the 
HADS-Anxiety and HADS-Depression).11 The HADS is designed to minimize reporting of 
somatic symptoms of anxiety and depression in medically ill people and is considered to have 
a sensitivity and specificity of approximately 0.80 when applying a cut-off score of > 7 from a 
total possible score of 21 for both HADS-Anxiety and HADS-Depression.12 Each item of the 
HADS was scored from 0 to 3. The seven-item scores were summed to obtain the final HADS-
anxiety and HADS-depression scores.

Assessment of fatigue
Fatigue is defined as a sense of physical tiredness and lack of energy distinguishable from 
sadness or weakness.13 The FSS, developed by Krupp et al., is the most commonly used self-
report questionnaire to measure fatigue.13,14 It consists of nine items scored on a Likert scale 
from 1 to 7. The mean of all scores was taken as the final score, with a higher score indicating 
a higher level of fatigue.

Statistical analysis
To evaluate differences in demographic and clinical characteristics, we performed analysis 
of variance (ANOVA) for continuous variables and χ2 testing for categorical variables. The 
prevalence of symptoms in post-COVID-19 conditions was compared using the χ2 test.

Logistic regression analysis was performed to identify whether each neurological and psychiatric 
symptom was associated with various risk factors (age, sex, hospitalization, presence of 
pneumonia, HADS-Anxiety, HADS-Depression, FSS, the presence of sleep problems, and the 
presence of hyposmia or hypogeusia). The results of multivariate logistic regression analyses are 
presented as odds ratios (ORs) with 95% CIs. We also calculated the variance inflation factors 
of those variables to rule out the possibility of multicollinearity. To determine whether fatigue, 
depression, and anxiety were independent variables contributing to each neurological and 
psychiatric symptom in post-COVID-19 conditions, we calculated the multivariable-adjusted 
ORs and 95% CIs after adjusting for potential covariates. The χ2 test was performed to compare 
the rate of accompanying hyposmia and hypogeusia between dichotomous groups (group with 
each symptom vs. group without each symptom). Statistical significance was set at P ≤ 0.05. All 
analyses were performed using SPSS software (SPSS 22 Inc., Chicago, IL, USA).

Ethics statement
This study was approved by the Institutional Review Board of Myongji Hospital and was 
performed in accordance with the approved protocols and guidelines (MJH-2022-07-015). 
The requirement for informed consent was waived by the Institutional Review Board of 
Myongji Hospital since the study used retrospective de-identified data collected during health 
examination visits.

RESULTS

Baseline characteristics of participants
Overall, we analyzed the data of 440 participants, of whom 292 (66.4%) were female. The 
most prevalent age group was the 60s (n = 120, 27.3%), followed by the 50s (n = 111, 25.2%), 
and the 40s (n = 85, 19.3%). The mean value of the HADS-Anxiety was 6.0 ± 4.7, that of the 
HADS-Depression was 7.5 ± 4.7, and that of FSS was 4.2 ± 1.7 (Table 1).
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Brain fog was the most common symptom in 170 patients (38.6%), followed by headache 
in 137 (31.1%), dizziness in 128 (29.1%), and memory impairment in 104 (23.6%) (Fig. 1). 
Among those who complained of neurological and psychiatric symptoms, brain magnetic 
resonance imaging was performed in six patients and brain computerized tomography was 
performed in 12 patients; no structural problems were observed that may cause associated 
neurological and psychiatric symptoms.

Association between symptoms and potential risk factors
Logistic regression analysis showed that brain fog was associated with hyposmia or 
hypogeusia (OR, 2.54; 95% CI, 1.51–4.27; P < 0.001), FSS (OR, 1.06; 95% CI, 1.04–1.09; P < 
0.001), and HADS-Anxiety (OR, 1.09; 95% CI, 1.01–1.18; P = 0.037). Memory impairment was 
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Table 1. Demographic and clinical characteristics of study participants
Characteristics Total (n = 440) Brain fog (n = 170) Headache (n = 137) Dizziness (n = 128) Memory Impairment (n = 104)
Female 292 (66.4) 123 (72.4) 104 (75.2) 87 (68.0) 71 (68.3)
Age, yr 51.9 ± 14.3 52.4 ± 13.3 51.5 ± 13.9 53.5 ± 15.3 55.0 ± 14.5

< 20s 38 (8.6) 9 (5.3) 9 (6.6) 9 (7) 5 (4.8)
30s 54 (12.3) 21 (12.4) 22 (16.1) 18 (14.1) 9 (8.7)
40s 85 (19.3) 37 (21.8) 26 (19.0) 25 (19.5) 22 (21.2)
50s 111 (25.2) 53 (31.2) 38 (27.7) 25 (19.5) 25 (24.0)
60s 120 (27.3) 37 (21.8) 31 (22.6) 36 (28.1) 33 (31.7)
> 70s 32 (7.3) 13 (7.6) 11 (8.0) 15 (11.7) 10 (9.6)

Duration from to clinic visit, days 48.5 ± 63.2 46.5 ± 46.6 44.0 ± 42.1 54.3 ± 85.0 52.0 ± 64.8
Rate of diagnosis of pneumonia in the clinic 10 (2.3) 3 (1.8) 3 (2.2) 2 (1.6) 3 (2.8)
Hospitalization rate 4 (0.9) 2 (1.2) 2 (1.5) 3 (2.3) 1 (1)
Prevalence of sleep problems 122 (38.5) 74 (43.5) 62 (45.3) 63 (49.2) 55 (52.9)
Prevalence of hyposmia or hypogeusia 124 (39.1) 85 (50.0) 52 (40.6) 52 (40.6) 50 (48.1)
HADS-Anxiety 6.0 ± 4.7 8.8 ± 4.6 7.9 ± 5.0 8.2 ± 4.8 8.8 ± 4.8
HADS-Depression 7.5 ± 4.7 10.3 ± 4.2 9.3 ± 4.8 9.5 ± 4.7 10.3 ± 4.5
FSS 4.2 ± 1.7 5.3 ± 1.4 5.1 ± 1.5 5.1 ± 1.6 5.3 ± 1.5
Values are presented as mean ± standard deviation or number (%).
HADS = Hospital Anxiety and Depression Scale, FSS = Fatigue Severity Scale.
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Fig. 1. Prevalence of neurological and psychiatric symptoms in post-COVID-19 patients. 
COVID-19 = coronavirus disease 2019, FSS = Fatigue Severity Scale, HADS = Hospital Anxiety and Depression Scale.



associated with sleep problems (OR, 2.83; 95% CI, 1.69–4.74; P < 0.001), FSS (OR, 1.05; 95% 
CI, 1.02–1.07; P < 0.001), and age (OR, 1.02; 95% CI, 1.00–1.04; P = 0.015). Headache was 
associated with sleep problems (OR, 2.28; 95% CI, 1.42–3.68; P = 0.001), sex (OR, 1.68; 95% 
CI, 1.02–2.77; P = 0.042), and FSS (OR, 1.04; 95% CI, 1.02–1.06; P < 0.001). Dizziness was 
associated with sleep problems (OR, 2.88; 95% CI, 1.77–4.68; P < 0.001), and FSS (OR, 1.04; 
95% CI, 1.02–1.06; P < 0.001) (Table 2).

Association between symptoms of post-COVID-19 conditions with hyposmia 
and hypogeusia
In the group of patients with brain fog, 50% of patients had hyposmia or hypogeusia (P < 
0.001). When the prevalence of hyposmia and hypogeusia were retrospectively compared, 
38.2% were found to have had hyposmia (P < 0.001) and 49.2% had hypogeusia (P < 0.001); 
both of these prevalences were significantly higher than those in patients without brain fog. 
In the group of patients with memory impairment, 48.1% had hyposmia or hypogeusia (P 
< 0.001); overall, 36.5% of patients with memory impairment had hyposmia (P < 0.001) 
and 39.4% had hypogeusia (P < 0.001), showing a significantly higher prevalence than that 
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Table 2. Logistic regression using neurological and psychiatric symptoms of post-COVID-19 conditions as dependent variables
Dependent variable Independent variable Exp (B) (95% CI) SE VIF P value Nagelkerke R2

Brain fog Age 1.00 (0.99–1.02) 0.009 1.07 0.799 0.449
Sex 1.21 (0.71–2.05) 0.189 1.03 0.486
Hospitalization 1.47 (0.13–17.05) 1.251 1.05 0.758
Pneumonia 0.55 (0.10–3.09) 0.884 1.02 0.493
HADS-Anxiety 1.09 (1.01–1.18) 0.087 1.93 0.037
HADS-Depression 1.05 (0.97–1.15) 0.052 2.09 0.230
FSS 1.06 (1.04–1.09) 0.060 1.30 < 0.001
Sleep problem 1.69 (0.99–2.88) 0.525 1.05 0.052
Hyposmia or hypogeusia 2.54 (1.51–4.27) 0.933 1.07 < 0.001

Headache Age 1.00 (0.98–1.01) 0.008 1.08 0.759 0.213
Sex 1.68 (1.02–2.77) 0.255 1.03 0.042
Hospitalization 2.23 (0.24–21.2) 1.149 1.05 0.485
Pneumonia 1.10 (0.24–5.01) 0.775 1.01 0.904
HADS-Anxiety 1.04 (0.97–1.12) 0.038 2.51 0.295
HADS-Depression 1.00 (0.93–1.09) 0.041 2.80 0.921
FSS 1.04 (1.02–1.06) 0.010 1.59 < 0.001
Sleep problem 2.28 (1.42–3.68) 0.244 1.07 0.001
Hyposmia or hypogeusia 0.96 (0.58–1.58) 0.255 1.17 0.862

Dizziness Age 1.01 (0.99–1.03) 0.009 1.09 0.124 0.249
Sex 0.88 (0.54–1.46) 0.256 1.04 0.630
Hospitalization 6.30 (0.53–75.2) 1.265 1.03 0.146
Pneumonia 0.52 (0.09–3.03) 0.900 1.01 0.468
HADS-Anxiety 1.06 (0.99–1.15) 0.039 2.47 0.117
HADS-Depression 0.98 (0.90–1.07) 0.042 2.80 0.652
FSS 1.04 (1.02–1.06) 0.011 1.60 < 0.001
Sleep problem 2.88 (1.77–4.68) 0.249 1.06 < 0.001
Hyposmia or hypogeusia 1.07 (0.65–1.79) 0.260 1.15 0.784

Memory impairment Age 1.02 (1.00–1.04) 0.010 1.08 0.015 0.289
Sex 0.84 (0.49–1.46) 0.280 1.05 0.541
Hospitalization 0.67 (0.06–7.99) 1.263 1.05 0.753
Pneumonia 1.31 (0.26–6.64) 0.828 1.01 0.744
HADS-Anxiety 1.02 (0.94–1.11) 0.042 2.47 0.579
HADS-Depression 1.04 (0.95–1.14) 0.045 2.60 0.373
FSS 1.05 (1.02–1.07) 0.012 1.52 < 0.001
Sleep problem 2.83 (1.69–4.74) 0.263 1.04 < 0.001
Hyposmia or hypogeusia 1.44 (0.84–2.46) 0.273 1.12 0.183

COVID-19 = coronavirus disease 2019, CI = confidence interval, SE = standardized error, VIF = variance inflation factor, HADS = Hospital Anxiety and Depression 
Scale, FSS = Fatigue Severity Scale.



in those without memory impairment. In the group with dizziness, 40.6% had hyposmia 
or hypogeusia (P = 0.007). In addition, 30.5% of patients with dizziness had hyposmia (P = 
0.010) and 35.2% had hypogeusia (P = 0.005), which were all significantly higher than the 
prevalences in those without dizziness. In the group with headache, 38.0% had hyposmia 
or hypogeusia (P = 0.045), including 32.8% of patients with hypogeusia (P = 0.026), which 
was higher than the corresponding prevalence in those without headache. The prevalence of 
hyposmia did not significantly different between patients with and without headaches (P = 
0.303) (Fig. 2).

Association of symptoms of post-COVID-19 conditions with fatigue
In patients with definite fatigue defined as an FFS score of 5 or more, after controlling for age, 
sex, HADS-Depression, HADS-Anxiety, presence of hyposmia or hypogeusia, and presence of 
sleep problems, the adjusted OR was 3.84 (95% CI, 2.26–6.51; P < 0.001) for brain fog, 2.76 
(95% CI, 1.51–5.05; P = 0.001) for memory impairment, 1.85 (95% CI, 1.12–3.05; P = 0.016) 
for headache, and 2.07 (95% CI, 1.23–3.47; P = 0.006) for dizziness (Table 3).

Association symptoms with anxiety and depression
Patients with any anxiety (HADS-Anxiety score ≥ 8) were correlated with brain fog (OR, 3.36; 
95% CI, 2.18–5.52; P < 0.001), dizziness (OR, 2.24; 95% CI, 1.42–3.53; P = 0.001), memory 
impairment (OR, 2.11; 95% CI, 1.27–3.52; P = 0.004) and headache (OR, 1.94; 95% CI, 1.24–
3.04; P = 0.004). Patients with severe anxiety (HADS-Anxiety score ≥ 11) were correlated with 
dizziness (OR, 3.05; 95% CI, 1.78–5.24; P < 0.001), brain fog (OR, 2.50; 95% CI, 1.42–4.40; P 
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= 0.002), memory impairment (OR, 2.50; 95% CI, 1.41–4.40; P < 0.001) and headache (OR, 
2.29; 95% CI, 1.34–3.91; P = 0.003) (Table 4). When patients had any depression (HADS-
Depression score ≥ 8), there was a correlation with brain fog (OR, 4.64; 95% CI, 2.94–7.33; P 
< 0.001), memory impairment (OR, 3.37; 95% CI, 2.13–5.97; P < 0.001), dizziness (OR, 2.22; 
95% CI, 1.41–3.49; P = 0.001), and headache (OR, 1.82; 95% CI, 1.17–2.82; P = 0.008). When 
the patients had severe depression (HADS-Depression score ≥ 11), there was a correlation 
with brain fog (OR, 4.27; 95% CI, 2.62–6.95; P < 0.001), memory impairment (OR, 2.72; 95% 
CI, 1.63–4.54; P < 0.001), dizziness (OR, 2.16; 95% CI, 1.35–3.44; P = 0.001), and headache 
(OR, 2.00; 95% CI, 1.26–3.18; P = 0.003).

DISCUSSION

In the present study, we investigated the factors associated with neurological and psychiatric 
symptoms of post-COVID-19 conditions in 440 patients with symptoms persisting for longer 
than 4 weeks after SARS-CoV-2 infection. Brain fog was the most common neuropsychiatric 
symptom, followed by headache, dizziness, and memory impairment. Neurocognitive 
symptoms, including brain fog, memory impairment, headache, and dizziness, were found 
to be associated with hyposmia or hypogeusia, high FSS scores, sleep problems, high HADS 
scores, and advanced age. The patients with neurological and psychiatric symptoms showed a 
higher rate of accompanying hyposmia or hypogeusia than those without.

Numerous prior studies have investigated neurocognitive symptoms associated with post-
COVID-19 conditions. In neuropsychological test, patients who recovered after SARS-CoV-2 
infection and had no history of dementia showed a decline in performance in information 
processing speed (18%), executive function (16%), phonological fluency (15%), categorical 
fluency (20%), and memory encoding (24%).15 In addition, when cognitive function 
changes were followed 1 year later in people aged older than 60 infected with SARS-CoV-2, 
the infected group had significantly lower cognitive test scores than the control group.16 
Moreover, compared to the mildly infected or control group, the group with severe infection 
had a lower cognitive function score and a higher risk of progressive cognitive decline.16 
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Table 3. Association between the symptoms of post-COVID-19 condition and fatigue
Dependent variables Definite fatigue (FSS ≥ 5)

Crude OR (95% CI) P value Adjusted OR (95% CI) P value
Brain fog 8.39 (5.34–13.2) < 0.001 3.84 (2.26–6.51) < 0.001
Headache 3.22 (2.10–4.95) < 0.001 1.85 (1.12–3.05) 0.016
Dizziness 3.67 (2.35–5.74) < 0.001 2.07 (1.23–3.47) 0.006
Memory impairment 4.99 (2.99–8.32) < 0.001 2.76 (1.51–5.05) 0.001
Adjusted for age, sex, HADS-Depression, HADS-Anxiety, hyposmia or hypogeusia, and sleep problems.
COVID-19 = coronavirus disease 2019, FSS = Fatigue Severity Scale, OR = odds ratio, CI = confidence interval, 
HADS = Hospital Anxiety and Depression Scale.

Table 4. Association between symptoms of post-COVID-19 condition with anxiety and depression
Dependent 
variables

Any anxiety  
(HADS-Anxiety  ≥ 8)

Severe anxiety  
(HADS-Anxiety ≥ 11)

Any depression  
(HADS-Depression ≥ 8)

Severe depression  
(HADS-Depression ≥ 11)

Adjusted OR (95% CI) P value Adjusted OR (95% CI) P value Adjusted OR (95% CI) P value Adjusted OR (95% CI) P value
Brain fog 3.36 (2.18–5.52) < 0.001 2.50 (1.42–4.40) 0.002 4.64 (2.94–7.33) < 0.001 4.27 (2.62–6.95) < 0.001
Headache 1.94 (1.24–3.04) 0.004 2.29 (1.34–3.91) 0.003 1.82 (1.17–2.82) 0.008 2.00 (1.26–3.18) 0.003
Dizziness 2.24 (1.42–3.53) 0.001 3.05 (1.78–5.24) < 0.001 2.22 (1.41–3.49) 0.001 2.16 (1.35–3.44) 0.001
Memory impairment 2.11 (1.27–3.52) 0.004 2.50 (1.41–4.40) < 0.001 3.37 (2.13–5.97) < 0.001 2.72 (1.63–4.54) < 0.001
The OR was adjusted for age, sex, hyposmia or hypogeusia, and sleep problems.
COVID-19 = coronavirus disease 2019, HADS = Hospital Anxiety and Depression Scale, OR = odds ratio, CI = confidence interval.



Recent studies on the brain imaging findings of patients infected with SARS-CoV-2 have also 
been published. A study of a cohort from the UK Brain Bank revealed that the gray matter 
thickness of the orbitofrontal cortex and parahippocampal gyrus was decreased, and markers 
related to tissue damage were more varied in the primary olfactory cortex and functionally 
connected areas, with a greater decrease in global brain size in the severe group.9 Among 
these studies on neurocognitive symptoms of post-COVID-19 conditions, our study is unique 
in that it suggests that memory impairment or brain fog in post-COVID-19 conditions may be 
related to sleep problems, depression or anxiety, fatigue, and hyposmia or hypogeusia.

Headache after SARS-CoV-2 infection is also related to the immune response activated 
during infection.7 Prior studies have indicated that the inflammatory reaction that occurs 
during infection may cause or worsen or chronicize existing headaches.17,18 It is reasonable 
to consider that post-COVID-19 syndrome-related headaches are symptoms that can persist 
for a long time after general viral infection, rather than being directly related to SARS-CoV-2 
infection.10,19 Furthermore, there are reports of new daily persistent headache after infection 
with Epstein-Barr virus and following the Russian flu pandemic of 1890.19,20 However, these 
previous reports did not suggest which factors were related to headache. Our study suggests 
that headache is associated with sleeping problems and fatigue. This knowledge may help 
physicians consider interventions for fatigue and sleep problems in conjunction, which 
would improve the management of patients with headache after SARS-CoV-2 infection.

In the present study, fatigue was found to be associated with all symptoms, including brain 
fog, memory impairment, headaches, and dizziness. According to a recent study, post-
COVID-19 fatigue is associated with cognitive and neuropsychiatric symptoms, which is 
consistent with our study results.21 Moreover, previous studies have reported that viral 
infection is associated with fatigue syndrome, not only in SARS-CoV-2 infection, but 
also in infection with severe acute respiratory syndrome, Epstein-Barr virus, and other 
viruses.22,23 The mechanism by which fatigue persists after infection may involve a decrease 
in neurotransmission due to the accumulation of inflammatory cytokines.24,25

The mechanisms underlying neuropsychiatric symptoms persisting after SARS-CoV-2 infection 
may be associated with neuroinflammation.26 According to a previous study, when cytokine 
levels were measured 1-3 months after SARS-CoV-2 infection, interleukin (IL)-4 levels were 
increased in all participants, and the presence of persistent neurological and psychiatric 
symptoms showed a positive correlation with the IL-6 levels.27 According to the meta-analysis, 
even 12 weeks after SARS-CoV-2 infection, one-third of patients complained of fatigue, and more 
than one-fifth complained of cognitive decline, and the inflammatory parameters were high in 
patients complaining of fatigue and cognitive impairment.23 This suggests that both persistent 
neuropsychiatric symptoms and fatigue in post-COVID-19 conditions may be associated 
with inflammatory response.23 In addition, high C-reactive protein level was associated with 
depression, sleep problems, fatigue, and anxiety, while high IL-6 activity was associated 
with fatigue and sleep in 14,748 patients from the UK Biobank and 2,905 patients from the 
Netherlands.28 This suggests that activation of immune response after SARS-CoV-2 infection 
causes neuroinflammation, which may cause various neurological and psychiatric sequelae.

In addition, similar to our study, several reports have indicated that post-COVID-19 brain 
fog is associated with hyposmia.29 There are several possible hypotheses to explain this: 1) 
olfactory circuits are adjacent to memory circuits such as the hippocampus, and 2) the virus 
can directly invade nerves through the CSF, vasculature, or nervus terminalis.30
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This study is noteworthy as it shows the factors associated with neurological and psychiatric 
symptoms of post-COVID-19 conditions in 440 patients. This study may guide physicians to 
identify and intervene in the management of patients with persistent symptoms after SARS-
CoV-2 infection. However, our study had some limitations. First, subjective complaints of 
symptoms were acquired using a questionnaire and only a few objective cognitive tests or brain 
images were performed. Second, as there is no definite consensus in defining post-COVID-19 
conditions, all patients who presented to the clinic with varying subjective symptoms were 
included for data acquisition. Especially, there is no diagnostic criteria or evaluation tool for 
brain fog, it was difficult to be clearly defined or quantified. Future studies are warranted to 
substantiate the criteria and analysis of associated symptoms in depth. Third, because our 
study was based on single-centered, retrospective, cross-sectional data from the designated 
clinic, there might be selection bias. The patients with severe infections who were admitted to 
the hospital may not have visited the clinic. In addition, those with severe memory impairment 
due to post-COVID-19 symptoms would have visited the neurology department directly, and 
not included in this study. A prospective longitudinal cohort study design will also provide 
more clear findings than a retrospective, cross-sectional design.

In conclusion, even 4 weeks after acute infection with SARS-CoV-2, patients continued to 
complain of neurological and psychiatric symptoms, such as brain fog, memory impairment, 
headache, and dizziness. In the present study, brain fog was found to be associated with 
hyposmia or hypogeusia, fatigue, and anxiety. Memory impairment is associated with 
fatigue, sleep problems, and aging. Headache is associated with sex, fatigue, and sleep 
disorders. Dizziness is associated with fatigue and sleep problems. Follow-up studies of the 
long-term prognosis of post-COVID-19 conditions are warranted in the future.

REFERENCES

	 1.	 Our World in Data. Daily new confirmed COVID-19 deaths per million people. https://ourworldindata.
org/covid-deaths. Updated 2022. Accessed August 25, 2022.

	 2.	 Jung YH, Ha EH, Choe KW, Lee S, Jo DH, Lee WJ. Persistent symptoms after acute COVID-19 infection in 
Omicron era. J Korean Med Sci 2022;37(27):e213. 
PUBMED | CROSSREF

	 3.	 Ziauddeen N, Gurdasani D, O’Hara ME, Hastie C, Roderick P, Yao G, et al. Characteristics and impact of 
Long Covid: findings from an online survey. PLoS One 2022;17(3):e0264331. 
PUBMED | CROSSREF

	 4.	 Kim Y, Bitna-Ha , Kim SW, Chang HH, Kwon KT, Bae S, et al. Post-acute COVID-19 syndrome in patients 
after 12 months from COVID-19 infection in Korea. BMC Infect Dis 2022;22(1):93. 
PUBMED | CROSSREF

	 5.	 Kim Y, Kim SW, Chang HH, Kwon KT, Bae S, Hwang S. Significance and associated factors of long-term 
sequelae in patients after acute COVID-19 infection in Korea. Infect Chemother 2021;53(3):463-76. 
PUBMED | CROSSREF

	 6.	 Kim Y, Kim SE, Kim T, Yun KW, Lee SH, Lee E, et al. Preliminary guidelines for the clinical evaluation and 
management of long COVID. Infect Chemother 2022;54(3):566-97. 
PUBMED | CROSSREF

	 7.	 Soh HS, Cho B. Long COVID-19 and health-related quality of life of mild cases in Korea: 3-months follow-
up of a single community treatment center. J Korean Med Sci 2022;37(46):e326. 
PUBMED | CROSSREF

	 8.	 Premraj L, Kannapadi NV, Briggs J, Seal SM, Battaglini D, Fanning J, et al. Mid and long-term neurological 
and neuropsychiatric manifestations of post-COVID-19 syndrome: a meta-analysis. J Neurol Sci 
2022;434:120162. 
PUBMED | CROSSREF

9/11

Analysis of Post-COVID-19 Neurological Symptoms

https://doi.org/10.3346/jkms.2023.38.e83https://jkms.org

http://www.ncbi.nlm.nih.gov/pubmed/35818704
https://doi.org/10.3346/jkms.2022.37.e213
http://www.ncbi.nlm.nih.gov/pubmed/35259179
https://doi.org/10.1371/journal.pone.0264331
http://www.ncbi.nlm.nih.gov/pubmed/35086489
https://doi.org/10.1186/s12879-022-07062-6
http://www.ncbi.nlm.nih.gov/pubmed/34405592
https://doi.org/10.3947/ic.2021.0022
http://www.ncbi.nlm.nih.gov/pubmed/36196612
https://doi.org/10.3947/ic.2022.0141
http://www.ncbi.nlm.nih.gov/pubmed/36631024
https://doi.org/10.3346/jkms.2022.37.e326
http://www.ncbi.nlm.nih.gov/pubmed/35121209
https://doi.org/10.1016/j.jns.2022.120162


	 9.	 Douaud G, Lee S, Alfaro-Almagro F, Arthofer C, Wang C, McCarthy P, et al. SARS-CoV-2 is associated with 
changes in brain structure in UK Biobank. Nature 2022;604(7907):697-707. 
PUBMED | CROSSREF

	10.	 Martelletti P, Bentivegna E, Spuntarelli V, Luciani M. Long-COVID headache. SN Compr Clin Med 
2021;3(8):1704-6. 
PUBMED | CROSSREF

	11.	 Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta Psychiatr Scand 1983;67(6):361-70. 
PUBMED | CROSSREF

	12.	 Bjelland I, Dahl AA, Haug TT, Neckelmann D. The validity of the Hospital Anxiety and Depression Scale. 
An updated literature review. J Psychosom Res 2002;52(2):69-77. 
PUBMED | CROSSREF

	13.	 Krupp LB, LaRocca NG, Muir-Nash J, Steinberg AD. The fatigue severity scale. Application to patients 
with multiple sclerosis and systemic lupus erythematosus. Arch Neurol 1989;46(10):1121-3. 
PUBMED | CROSSREF

	14.	 Hjollund NH, Andersen JH, Bech P. Assessment of fatigue in chronic disease: a bibliographic study of 
fatigue measurement scales. Health Qual Life Outcomes 2007;5(1):12. 
PUBMED | CROSSREF

	15.	 Becker JH, Lin JJ, Doernberg M, Stone K, Navis A, Festa JR, et al. Assessment of cognitive function in 
patients after COVID-19 infection. JAMA Network Open 2021;4(10):e2130645. 
PUBMED | CROSSREF

	16.	 Liu YH, Chen Y, Wang QH, Wang LR, Jiang L, Yang Y, et al. One-year trajectory of cognitive changes in 
older survivors of COVID-19 in Wuhan, China: a longitudinal cohort study. JAMA Neurol 2022;79(5):509-17. 
PUBMED | CROSSREF

	17.	 Bolay H, Gül A, Baykan B. COVID-19 is a real headache! Headache 2020;60(7):1415-21. 
PUBMED | CROSSREF

	18.	 Membrilla J, Caronna E, Trigo-López J, González-Martínez A, Layos-Romero A, Pozo-Rosich P, et al. 
Persistent headache after COVID-19: pathophysioloy, clinic and treatment. Neurology Perspectives 2021;1:S31-6. 
CROSSREF

	19.	 Rozen TD. Daily persistent headache after a viral illness during a worldwide pandemic may not be a new 
occurrence: lessons from the 1890 Russian/Asiatic flu. Cephalalgia 2020;40(13):1406-9. 
PUBMED | CROSSREF

	20.	 Diaz-Mitoma F, Vanast WJ, Tyrrell DL. Increased frequency of Epstein-Barr virus excretion in patients 
with new daily persistent headaches. Lancet 1987;329(8530):411-5. 
PUBMED | CROSSREF

	21.	 Calabria M, García-Sánchez C, Grunden N, Pons C, Arroyo JA, Gómez-Anson B, et al. Post-COVID-19 
fatigue: the contribution of cognitive and neuropsychiatric symptoms. J Neurol 2022;269(8):3990-9. 
PUBMED | CROSSREF

	22.	 Moghimi N, Di Napoli M, Biller J, Siegler JE, Shekhar R, McCullough LD, et al. The neurological 
manifestations of post-acute sequelae of SARS-CoV-2 infection. Curr Neurol Neurosci Rep 2021;21(9):44. 
PUBMED | CROSSREF

	23.	 Ceban F, Ling S, Lui LMW, Lee Y, Gill H, Teopiz KM, et al. Fatigue and cognitive impairment in post-
COVID-19 syndrome: a systematic review and meta-analysis. Brain Behav Immun 2022;101:93-135. 
PUBMED | CROSSREF

	24.	 Østergaard L. SARS CoV-2 related microvascular damage and symptoms during and after COVID-19: 
consequences of capillary transit-time changes, tissue hypoxia and inflammation. Physiol Rep 
2021;9(3):e14726. 
PUBMED | CROSSREF

	25.	 Lee CH, Giuliani F. The role of inflammation in depression and fatigue. Front Immunol 2019;10:1696. 
PUBMED | CROSSREF

	26.	 Song WJ, Hui CKM, Hull JH, Birring SS, McGarvey L, Mazzone SB, et al. Confronting COVID-19-
associated cough and the post-COVID syndrome: role of viral neurotropism, neuroinflammation, and 
neuroimmune responses. Lancet Respir Med 2021;9(5):533-44. 
PUBMED | CROSSREF

	27.	 Sun B, Tang N, Peluso MJ, Iyer NS, Torres L, Donatelli JL, et al. Characterization and biomarker analyses 
of post-COVID-19 complications and neurological manifestations. Cells 2021;10(2):386. 
PUBMED | CROSSREF

	28.	 Milaneschi Y, Kappelmann N, Ye Z, Lamers F, Moser S, Jones PB, et al. Association of inflammation with 
depression and anxiety: evidence for symptom-specificity and potential causality from UK Biobank and 
NESDA cohorts. Mol Psychiatry 2021;26(12):7393-402. 
PUBMED | CROSSREF

10/11

Analysis of Post-COVID-19 Neurological Symptoms

https://doi.org/10.3346/jkms.2023.38.e83https://jkms.org

http://www.ncbi.nlm.nih.gov/pubmed/35255491
https://doi.org/10.1038/s41586-022-04569-5
http://www.ncbi.nlm.nih.gov/pubmed/34036244
https://doi.org/10.1007/s42399-021-00964-7
http://www.ncbi.nlm.nih.gov/pubmed/6880820
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
http://www.ncbi.nlm.nih.gov/pubmed/11832252
https://doi.org/10.1016/S0022-3999(01)00296-3
http://www.ncbi.nlm.nih.gov/pubmed/2803071
https://doi.org/10.1001/archneur.1989.00520460115022
http://www.ncbi.nlm.nih.gov/pubmed/17326844
https://doi.org/10.1186/1477-7525-5-12
http://www.ncbi.nlm.nih.gov/pubmed/34677597
https://doi.org/10.1001/jamanetworkopen.2021.30645
http://www.ncbi.nlm.nih.gov/pubmed/35258587
https://doi.org/10.1001/jamaneurol.2022.0461
http://www.ncbi.nlm.nih.gov/pubmed/32412101
https://doi.org/10.1111/head.13856
https://doi.org/10.1016/j.neurop.2021.10.003
http://www.ncbi.nlm.nih.gov/pubmed/33146034
https://doi.org/10.1177/0333102420965132
http://www.ncbi.nlm.nih.gov/pubmed/2880216
https://doi.org/10.1016/S0140-6736(87)90119-X
http://www.ncbi.nlm.nih.gov/pubmed/35488918
https://doi.org/10.1007/s00415-022-11141-8
http://www.ncbi.nlm.nih.gov/pubmed/34181102
https://doi.org/10.1007/s11910-021-01130-1
http://www.ncbi.nlm.nih.gov/pubmed/34973396
https://doi.org/10.1016/j.bbi.2021.12.020
http://www.ncbi.nlm.nih.gov/pubmed/33523608
https://doi.org/10.14814/phy2.14726
http://www.ncbi.nlm.nih.gov/pubmed/31379879
https://doi.org/10.3389/fimmu.2019.01696
http://www.ncbi.nlm.nih.gov/pubmed/33857435
https://doi.org/10.1016/S2213-2600(21)00125-9
http://www.ncbi.nlm.nih.gov/pubmed/33668514
https://doi.org/10.3390/cells10020386
http://www.ncbi.nlm.nih.gov/pubmed/34135474
https://doi.org/10.1038/s41380-021-01188-w


	29.	 Di Stadio A, Brenner MJ, De Luca P, Albanese M, D’Ascanio L, Ralli M, et al. Olfactory dysfunction, 
headache, and mental clouding in adults with long-COVID-19: what is the link between cognition and 
olfaction? A cross-sectional study. Brain Sci 2022;12(2):154. 
PUBMED | CROSSREF

	30.	 Butowt R, von Bartheld CS. Anosmia in COVID-19: underlying mechanisms and assessment of an 
olfactory route to brain infection. Neuroscientist 2021;27(6):582-603. 
PUBMED | CROSSREF

11/11

Analysis of Post-COVID-19 Neurological Symptoms

https://doi.org/10.3346/jkms.2023.38.e83https://jkms.org

http://www.ncbi.nlm.nih.gov/pubmed/35203918
https://doi.org/10.3390/brainsci12020154
http://www.ncbi.nlm.nih.gov/pubmed/32914699
https://doi.org/10.1177/1073858420956905

	Neurological and Psychiatric Manifestations of Post-COVID-19 Conditions
	INTRODUCTION
	METHODS
	Assessment of depression and anxiety
	Assessment of fatigue
	Statistical analysis
	Ethics statement

	RESULTS
	Association between symptoms and potential risk factors
	Association between symptoms of post-COVID-19 conditions with hyposmia and hypogeusia
	Association of symptoms of post-COVID-19 conditions with fatigue
	Association symptoms with anxiety and depression

	DISCUSSION
	REFERENCES


