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Introduction: Long COVID (LC), a clinical condition marked by persistent and
new symptoms after infection with severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2), affects up to 10-20% of infected individuals.
Although autoimmunity has been proposed as a key mechanism, the specific
role of circulating autoantibodies in LC remains unclear. We characterized the
autoantibody profiles in individuals with LC and assessed their association with
persistent post-COVID symptoms, in comparison to recovered patients and pre-
pandemic healthy controls (PPHC).

Methods: We analyzed 17 autoantibodies in a cohort of 220 pre-pandemic
controls and 291 COVID-19 patients, targeting self-antigens. Of those, 237
patients presented symptoms for a month or more after the onset of SARS-
CoV-2 infection (long COVID patients), and 54 individuals recovered from the
initial infection without chronic symptoms. Autoantibody frequencies and
associations with clinical variables were assessed using logistic regression and
subgroup analyses.

Results: Autoantibody prevalence was higher in recovered individuals (37%) than
in LC patients (24%) or PPHC (19%). While certain autoantibodies such as a-
cardiolipin (a-CL) IgM, a-AML IgG, a-SSA IgG and a-SSB IgG were elevated in
some COVID-19 patients, they were not significantly different in LC. The most
frequently detected autoantibody was a-CL IgM, found across all groups and
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especially in individuals that fully recovered from COVID-19. However, a-CL did
not differentiate individuals with long COVID or correlate with symptom
persistence but was associated with the occurrence of dysphagia and anorexia
as symptoms. No correlation was observed between autoantibody presence and

disease severity.

Discussion: These findings do not support a primary pathogenic role for the
evaluated autoantibodies in LC and emphasize the need for longitudinal studies
to explore their temporal dynamics and interaction with other immunological or
clinical factors involved in post-COVID-19 conditions.

autoantibodies, long Covid, COVID-19, anti-cardiolipin, biomarkers

1 Introduction

Five years into the COVID-19 pandemic, over 777 million cases
have been reported worldwide. An estimated 10-20% of individuals
develop long COVID (LC), a condition defined by the persistence or
emergence of new symptoms lasting more than three months after
the acute phase (1). Despite its widespread burden on individuals
and health systems, the pathophysiological mechanisms underlying
LC remain poorly understood (2).

Among the leading hypotheses, autoimmune dysregulation has
emerged as a compelling contributor to LC. SARS-CoV-2-induced
inflammation may disrupt immune tolerance, potentially leading to
cross-reactive responses against self-antigens via mechanisms such
as molecular mimicry (3, 4). Several studies have documented the
presence of autoantibodies during the acute phase of COVID-19,
which are associated with the severity of the infection (5-7).

The immunogenicity of COVID-19 associated autoantibodies
lies in their capacity to recognize self-antigens and drive tissue
damage. For instance, a-DNA antibodies, classically linked to
systemic lupus erythematosus (SLE), may emerge through
NETosis or molecular mimicry, leading to immune complex
formation, complement activation, and organ inflammation (8).
Similarly, a-Scl-70 antibodies, directed against topoisomerase I and
typically associated with systemic sclerosis, may be induced by
antigen exposure following SARS-CoV-2-related pulmonary injury,
potentially contributing to post-COVID-19 fibrosis (9).

Autoantibodies such as a-MPO, a hallmark of ANCA-
associated vasculitis, have also been reported in severe COVID-
19, likely resulting from neutrophil activation, cytokine storms, and
NET formation (8). Antiphospholipid antibodies, including a-CL
and a-B2GP1 have gained attention due to their association with
thrombotic complications and antiphospholipid syndrome (APS).
In particular, a-CL IgM, known for its immunogenicity, may be
triggered by polyclonal activation or mimicry mechanisms during
persistent infections such as HIV, syphilis, and now possibly SARS-
CoV-2 (10-12).
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Other autoantibodies have been reported in the post-COVID-
19 context. Anti-smooth muscle antibody (a-SM), associated with
autoimmune hepatitis, may arise from liver injury induced by
SARS-CoV-2. Similarly, anti-ribonucleoprotein (RNP) antibodies,
frequent in SLE, could be induced by viral components that
resemble nuclear autoantigens (2). These findings support a
model in which SARS-CoV-2 infection precipitates or amplifies
autoreactivity, potentially contributing to the pathogenesis of LC
and related rheumatologic conditions.

Despite these insights, the profile of circulating autoantibodies
in LC remains poorly understood. Complicating interpretation is
the fact that autoantibodies can be found in healthy individuals,
often without clinical autoimmune manifestations (13). Moreover,
few studies included well-matched control groups of pre-pandemic
individuals and those who recovered from COVID-19 without
sequelae, limiting the ability to distinguish LC specific signatures
from general post-viral immunity.

Here, we investigate the repertoire of circulating autoantibodies
in individuals with LC, comparing them to both recovered
individuals and pre-pandemic controls, with the aim of
uncovering potential immunological signatures associated with
persistent post-COVID-19 symptoms. Clarifying the role of
autoantibodies in LC is crucial for advancing diagnostic
biomarkers and therapeutic strategies.

2 Methods
2.1 Study population

The study included 291 serum and plasma samples from
participants recruited at the Post-COVID Center in Salvador,
Bahia (Cohort 1). Serum and plasma samples were collected in
the post-acute phase of infection between August 2020 and March
2022, with a median of 3 months after the onset of acute COVID-19
symptoms (range: 1-10 months). A pre-pandemic healthy control
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group (PPHC; Cohort 2) comprised 220 serum samples obtained
from a 2011 serosurvey conducted in Jiquiri¢a, Bahia.
Participants were excluded from the analysis based on
predefined eligibility criteria and data availability. In Cohort 1
(COVID-19), individuals without laboratory-confirmed SARS-
CoV-2 infection (n
samples (n = 27), not meeting matching criteria (n = 380), or

= 10), without available serum or plasma
with missing data (n = 210) were excluded, totaling 627 exclusions.
In Cohort 2 (PPHC), participants without available biological
samples (n = 25) or with incomplete sociodemographic data (n =
236) were excluded, resulting in 261 exclusions (Figure 1).

Participants had one of the following positive diagnostic tests
for COVID-19: 1) Reverse Transcription followed by Polymerase
Chain Reaction (RT-PCR); 2) IgM/IgG serology; 3) Rapid Antigen
Test (RATs); and 4) Computed Tomography (CT) and suggestive
clinical manifestations. There were 237 participants with long
COVID (LC), who had persistent symptoms for more than a
month, and 54 participants who recovered from COVID-19. The
participants analyzed presented mild, moderate, or severe
symptoms during the acute phase of COVID-19. To reduce
potential biases related to demographic factors, LC and recovered
participants were matched by sex and age. The pre-pandemic
participants belonged to a different cohort and were not matched
to the LC and recovered groups.

The study design and conduct complied with all relevant
regulations (Research Ethics Committee of the Gongalo Moniz
Research Center - IGM/FIOCRUZ/BA) regarding the use of
human study participants and was conducted in accordance with
the criteria set by the Declaration of Helsinki. We obtained written
informed consent from all patients. The project was approved by
the Research Ethics Committee of the Fiocruz Gongalo Moniz
Institute - IGM/FIOCRUZ/BA in October 2020 (no. 4.315.319/
2020) and December 2020 (no. 4.442.110/2020), respectively.

10.3389/fimmu.2025.1684482

2.2 Sociodemographic and clinical data

Data were collected using structured questionnaires in Research
Electronic Data Capture (REDCap). This included socio demographic
information (gender, age, ethnicity, body mass index) and clinical
details (COVID-19 symptoms and severity, comorbidities, current
medications, and COVID-19 vaccination history). The severity of
COVID-19 cases during the acute phase was classified as follows: 1)
mild cases (participants not requiring hospitalization), 2) moderate
cases (participants admitted to the ward), and 3) severe cases
(participants admitted to the ICU). This classification was based on
clinical support criteria, aligned with the Centers for Disease Control
(CDC) guidelines (14). Individuals that presented symptoms for a
month or more were considered as LC patients, using CDC guidelines
from 2020. We also show data from LC patients defined as presenting
symptoms for three months or more, according to CDC guidelines
from 2024, on Supplementary Tables S1-S3, but we did not observe a
significant difference from both stratifications.

2.3 Autoantibody analysis

Serum or plasma samples from participants were analyzed to
evaluate the expression of 17 autoantibodies classes (a-B2GP1 IgG,
a-P2GP1 IgM, a-CL IgG, a-CL IgM, a-SM IgG, a-SCL-70 IgG, a-
SSA IgG, a-SSB IgG, a-MPO IgG, a-RNP IgG, a-dsDNA IgG, a-
AML IgG, a-MT IgG, a-ANCA IgG, a-CP IgG, a-FAN IgG, a-LKM
IgG). Autoantibody quantification was conducted at the Federal
University of Bahia and at the Gongalo Moniz Institute -
Fiocruz-BA.

ELISA tests included anti-B2-glycoprotein I IgG and IgM (a-
B2GP1 IgG, a-f2GP1 IgM; CAT #ORG521), anti-cardiolipin IgG
and IgM (a-CL IgG, a-CL IgM; CAT #215G/M), anti-

Participants

Cohort 2

Cohort 1

COVID-19

N=918

Excluded (n=627)

COVID - 19

n=291

Long COVID Recovered
n=237 n=>54

FIGURE 1

Pré—pandemic Healthy Control
N =481

Excluded (n=261)

PPHC
n =220

Flowchart of participant selection included in the study. Cohort 1 included individuals with a history of COVID-19 infection (n = 918); 291 were
selected after applying exclusion criteria and classified into two groups: long COVID (n = 237) and Recovered (n = 54). Cohort 2 comprised pre-
pandemic healthy individuals (n = 481), with 220 participants included. Participants from cohort 1 were matched by age and sex.
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myeloperoxidase IgG (a-MPO IgG; CAT #ORG519), anti-SSA/Ro IgG
(a-SSA IgG; CAT #ORG508), anti-SSB/La IgG (a-SSB IgG; CAT
#ORG509), anti-ribonucleoprotein (a-RNP IgG (a-RNP IgG; CAT
#ORG510), anti-Sm IgG (a-SM IgG; CAT #ORG510), anti-
topoisomerase I I1gG (a-SCL-70 IgG; CAT #ORG212), and anti-
double-stranded DNA IgG (a-DNA IgG; CAT #ORG604), using
commercial kits from ORGENTEC Diagnostika GmbH (Mainz,
Germany). For a-B2GP1 IgG/IgM and a-CL IgG/IgM, the cut-off for
positivity was set at 20 IU/mL, in accordance with the standard
criteria for the diagnosis of antiphospholipid syndrome (APS) (15, 16).
For the other autoantibodies, cut-offs were applied according to the
manufacturer’s recommendations: >10 IU/mL for a-MPO, and >25
TU/mL for a-SSA, a-SSB, a-SM, a-SCL-70, and a-RNP70. ELISA assays
were performed by allowing the autoantibodies to bind to solid-phase
antigens, followed by washing steps and addition of enzyme substrate
for quantification through color change or measurable signal.
Indirect immunofluorescence (IIF) assays for the detection of
anti-mitochondrial (a-AMT), anti-smooth muscle (a-AML), anti-
parietal cell (a-CP), anti-liver-kidney microsomal antibody (a-
LKM), and antinuclear antibodies (a-FAN) were performed using
commercial kits from BioSystems S.A. CAT#44648 (Curitiba,
Brazil). For immunofluorescence assays, positivity was based on
the presence or absence of fluorescent signal for the analyzed
autoantibody. Samples were incubated to allow autoantibodies to
bind to the substrate, followed by washing and incubation with
fluorophore-conjugated secondary antibodies.

2.4 Statistical analysis

Categorical variables were presented as absolute and relative
frequencies. The normality of continuous variables was determined
using histograms and the Shapiro-Wilk test. Differences in
proportions between groups were evaluated using Pearson’s chi-
square test, and when any expected cell count was <5, Fisher’s exact
test was applied. A significance level of p < 0.05 was considered. For
binary logistic regression, clinical manifestations were grouped into
clusters: 1) cardiorespiratory (dyspnea, expectoration, dysphonia,
cough, and chest pain); 2) systemic involvement (fatigue, body pain,
hair loss, dizziness, and motor limitation); 3) neurological
(headache, insomnia, memory loss, anosmia, and ageusia); and 4)
Dysphagia/Anorexia. Analyses were performed in R Studio (version
4.3.2) and GraphPad Prism (version 8.0.2).

3 Results
3.1 Sociodemographic data

The majority of participants in both the LC and recovered
groups self-identified as having Mixed or Black ancestry (87.8% and
81.5%, respectively), while smaller proportions reported White,
Asian, or Indigenous ancestry. Nearly half of those identifying as
Black or Mixed ancestry experienced severe COVID-19. Among
these individuals, approximately 25% exhibited detectable
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autoantibodies. Due to the limited number of participants with
other ancestries, comparisons of autoantibody expression across
different ethnic groups were not performed.

In the PPHC group, 60% identified as mixed or Black ancestry,
19.5% as White, and 20.5% did not report race/ethnicity. LC and
recovered groups were demographically matched with regard to age
and self-identified race/ethnicity (Table 1).

Median age was comparable between the LC (54 years, IQR 43-
64) and recovered (53 years, IQR 40-63) groups, whereas the PPHC
group was younger (median 40 years, IQR 24-54). Female
participants comprised 43.9% of the LC group, 38.9% of the
recovered group, and 50.9% of the PPHC group. At the time of
sample collection, only 33 individuals in the LC group (14%) and 14
in the recovered group (26%) had received one dose or more of a
COVID-19 vaccine. This reflects the fact that participant
recruitment occurred prior to the widespread availability of
COVID-19 vaccines. The limited exposure to vaccination
represents an advantage for our study, as it minimizes a potential
confounding factor in the analysis of immune responses following
natural infection.

During the acute phase of COVID-19, a higher proportion of
individuals who later developed LC experienced severe illness
compared to those who recovered without persistent symptoms
(47.3% vs. 29.6%). Despite this difference in disease severity, the
prevalence of comorbid conditions was comparable between the LC
and recovered groups. Hypertension was observed in 45.6% of LC
participants and 48.1% of recovered individuals; diabetes mellitus in
22.4% and 24.1%, respectively; cardiopathy in 8.4% and 7.4%;
psychiatric disorders in 11% and 7.4%; and asthma in 5.5% and
0% (Table 1). Notably, among participants with diabetes, insulin use
was more frequent in the LC group (28%, 15/53) compared to the
recovered group (7.6%, 1/13; data not shown) (Table 1). One
patient experienced a venous thromboembolism event during
follow-up. The patient was hospitalized during the acute phase of
COVID-19, and the thromboembolism event occurred one month
after disease onset, suggesting it was linked to a post-COVID-
19 complication.

The most frequent clinical manifestations reported by patients with
LC were fatigue and myalgia. Other commonly described symptoms
included memory impairment, headache, sleep disturbances, and
dyspnea. Neurological, psychiatric, and gastrointestinal symptoms
were also observed, though less frequently. Additionally, a few
patients experienced venous thromboembolism events during follow-
up (Supplementary Figure $4).

3.2 Frequency of autoantibodies and
classification of COVID-19 outcome

Autoantibody positivity rates were higher in the overall
COVID-19 group (26.1% - 76/291) than in the PPHC (18.6% -
41/220; p = 0.046) (Figure 2).When analyzing subgroups, 23.6%
(56/237) of individuals with long COVID tested positive for at least
one autoantibody, while the proportion was higher among those
who had recovered from acute infection, with 37% (20/54) testing
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TABLE 1 Demographic and clinical characteristics of participants with
long COVID, recovered individuals, and pre-pandemic healthy controls.

COVID-19

Characteristic Recovered

N = 54

Women (%) 104 (43.9%) 21 (38.9%) 112 (50.9%)

Age (median, IQR) 54 (43, 64) 53 (40, 63) 40 (24, 54)
Race
Mixed | 132 (55.7%) 23 (42.6%) 75 (34.1%)
Black 76 (32.1%) 21 (38.9%) 57 (25.9%)
White 25 (10.5%) 8 (15%) 43 (19.5%)
Asian 4 (1.7%) 1(1.9%)
Indigenous 1(1.9%)
Not declared 45 (20.5%)

COVID-19 vaccine
Yes | 33 (13.9%) 14 (25.9%)

No 204 (86.1%) 40 (74.1%)

BMI 28.8 (25.7, 28.6 (24.7, )
32.8) 31.5)

Months after

disease onset 2'1%8' 3.0 (1.6, 4.4) -

(median, IQR)
Severity levels
Mild | 57 (24.1%) 19 (35.2%)

Moderate 68 (28.7%) 19 (35.2%)

Severe 112 (47.3%) 16 (29.6%)

COVID-19 tests

RT-PCR | 204 (86.1%) 50 (92.6%)
Sorology IgM/IgG 6 (2.5%) 0 (0%)
Rapid Antigen Test 22 (9.3%) 3 (5.6%)
Clinical-epidemiologic 5(2.1%) 1 (1.9%)

Comorbidities -

Hypertension 108 (45.6%) 26 (48.1%)

DM 53 (22.4%) 13 (24.1%)

Cardiopathy 20 (8.4%) 4 (7.4%)
Psychiatric disorder 26 (11%) 4 (7.4%)
Asthma 13 (5.5%) 0 (0%)

Data are shown as n (%) or median (Q1-Q3). “Not declared” indicates missing race/ethnicity
information. “Vaccination” refers to at least one COVID-19 vaccine dose before sample
collection. Abbreviations: LC, long COVID; PPHC, pre-pandemic healthy controls; IQR,
interquartile range; BMI, body mass index; RT-PCR, reverse transcription polymerase chain
reaction; IgM/IgG, immunoglobulin M/G; DM, diabetes mellitus.
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positive. In addition to exhibiting a higher overall frequency of
autoantibody production compared to PPHC, a greater proportion
of recovered individuals produced multiple autoantibodies,
indicating a broader autoreactive immune profile associated with
SARS-CoV-2 exposure, independent of persistent
symptoms (Figure 2).

Among the 17 autoantibodies analyzed, the most prevalent
across all groups were a-CL (IgG and IgM), a-AML IgG, a-SSA
IgG, a-SSB IgG, a-B2GP1 IgM, a-FAN IgG and a-dsDNA IgG.
Notably, a-CL IgM was the most frequently detected autoantibody
overall, showing a significantly higher prevalence in recovered
individuals (24.1%) than in those with LC (8.0%) or PPHC (8.1%;
p = 0.001; Supplementary Table S5). When LC and recovered
participants were stratified by the severity of their acute disease,
31.2% of recovered individuals who had experienced severe
COVID-19 were a-CL IgM-positive, compared with 9.8% of
those with LC (Table 2). In contrast, a-B,GP1 IgG was detected
exclusively in the PPHC group (3.2%), whereas a-B,GP1 IgM was
more common in PPHC (7.3%) than among individuals who had
COVID-19 (1.0%). Levels of SSA-IgG and AML-IgG were higher in
recovered participants (5.5%) compared with LC (2.5%) and PPHC
(0.5%) groups. Other autoantibodies occurred at low frequencies
across all groups and did not differ significantly. Overall, no
consistent pattern in autoantibody distribution was observed
among LC, recovered, and pre-pandemic participants (Figure 3;
Supplementary Table S5), suggesting that LC was not associated
with elevated autoantibody titers.

3.3 Classification of COVID-19 severity

Nearly half of the LC group (47.3%) experienced severe
COVID-19, compared with less than one-third of the recovered
group (29.6%), reinforcing previous evidence that greater acute
disease severity increases the likelihood of developing long COVID
(Table 1). a-CL IgM was the most frequently detected autoantibody
in severe cases, with significantly higher prevalence in recovered
(31.2%) than in LC (9.8%; p = 0.0302) individuals. However,
considering the other autoantibodies, the overall frequency of
positivity was comparable between LC and recovered individuals,
indicating that disease severity during the acute phase was not
associated with increased autoantibody titers (Table 2).
Nevertheless, no consistent severity-dependent pattern of
autoantibody distribution was identified.

4 Discussion

Black and Hispanic individuals have been reported to be at
higher risk of developing severe COVID-19 and are more likely to
experience post-acute symptoms (17-20). However, no prior study
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COVID-19

[ ] No autoantibody
T 1 autoantibody
I 2 or more

FIGURE 2

Distribution of individuals with 0, 1, or >2 autoantibodies in the total COVID-19 (n = 291), LC (n = 237), PPHC (n = 220), and recovered (n = 54)
groups. Among participants with COVID-19, 21% had one autoantibody and 5% had two or more. In the LC, recovered, and PPHC groups, the

n=237

Recovered

PPHC

n =220

proportions with one autoantibody were 19%, 30%, and 14%, and those with two or more were 5%, 7%, and 5%, respectively.

TABLE 2 Frequency of autoantibodies in COVID-19 participants. Long COVID patients included here exhibited symptoms for one month or more after
SARS-CoV-2 infection onset.

COVID - 19
Long COVID Recovered
Autoantibodies
Mild/Moderate Severe Mild/Moderate Severe
N = 125 N = 112 N = 38 N =16
B2GP1 IgG 0 (0%) 0 (0%) - 0 (0%) 0 (0%) -
B2GP1 IgM 0 (0%) 2 (1.7%) 0.2223 1 (2.6%) 0 (0%) >0.9999
CL IgG 3 (2.4%) 2 (1.7%) >0.9999 2 (5.6%) 0 (0%) >0.9999
CL IgM 8 (6.4%) 11 (9.8%) 0.3329 8 (21%) 5 (31.2%) 0.4235
SM IgG 0 (0%) 0 (0%) - 0 (0%) 0 (0%) -
SCL-70 IgG 1 (0.8%) 2 (1.8%) 0.6053 0 (0%) 0 (0%) -
SSA IgG 3 (2.4%) 3 (2.7%) >0.9999 2 (5.6%) 1 (6.2%) >0.9999
SSB IgG 1 (0.8%) 4 (3.6%) 0.1917 1 (2.6%) 0 (0%) >0.9999
a-MPO IgG 1 (0.8%) 0 (0%) >0.9999 0 (0%) 0 (0%) -
RNP IgG 0 (0%) 0 (0%) - 0 (0%) 0 (0%) -
dsDNA IgG 3/73 (4.1%)* 4/67 (5.6%)* 0.7097 0/25 (0%)* 0/13 (0%)* -
AML IgG 3 (2.4%) 3 (2.7%) >0.9999 2 (5.6%) 1(6.2%) >0.9999
MT IgG 1 (0.8%) 0 (0%) >0.9999 0 (0%) 0 (0%) -
ANCA IgG 3 (2.4%) 1 (0.9%) 0.6241 0 (0%) 1 (6.2%) 0.2963
(Continued)
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TABLE 2 Continued

Long COVID
Autoantibodies Mild/Moderate Severe
N = 125 N = 112

CP IgG 2 (1.6%) ‘ 1.(0.9%) ‘

FAN IgG 2 (1.6%) ‘ 4 (3.6%) ‘

LKM IgG 0 (0%) 0 (0%) ‘

10.3389/fimmu.2025.1684482

COVID - 19
Recovered
Mild/Moderate Severe
P-value? P-value?

N = 38 N =16

>0.9999 ‘ 0 (0%) 1 (6.2%) 0.2963

0.4255 ‘ 0 (0%) 1(6.2%) 0.2963

- 0 (0%) 0 (0%) -

Autoantibodies were analyzed in individuals with LC (n = 237) and recovered (n = 54). COVID-19 severity was classified as mild/moderate or severe. Data are shown as number (n) and
percentage (%). *Indicates missing data, resulting in fewer samples tested. p': comparison between mild/moderate and severe LC; p*: comparison between mild/moderate and severe recovered

individuals.

has specifically examined the role of autoantibodies as biomarkers
of LC in these populations. Our findings provide valuable insights
into a population that remains underrepresented in studies
investigating autoantibodies associated with long COVID. In our
cohort, nearly one-quarter of participants identifying as Black or
Mixed race exhibited detectable autoantibodies, a pattern that was
consistently observed among those who had experienced severe
COVID-19.

Similar observations, associating autoantibodies with disease
severity but not with post-acute symptoms, have been reported in
studies involving Caucasian cohorts from Europe and North
America (10, 21-23). Collectively, these findings suggest that the
profile of post-COVID-19 autoantibody expression may be
consistent across ethnoracial groups, offering broader insights
into the immunopathological mechanisms underlying post-
infectious syndromes.

Autoantibodies have been extensively investigated as potential
biomarkers of both acute COVID-19 and long COVID (LC).
During the acute phase of SARS-CoV-2 infection, elevated levels

of rheumatologic autoantibodies (e.g., rheumatoid factor,
antinuclear antibodies) have been reported among hospitalized
patients with severe COVID-19. Increased antiphospholipid and
thyroid autoantibodies (e.g., anti-TPO) have also been described in
association with disease severity (24). Moreover, neutralizing
autoantibodies against type I interferons (IFN-o/®) have been
identified in approximately 10% of patients with life-threatening
COVID-19, and their presence is linked to impaired antiviral
responses and increased mortality (25, 26). Subsequent meta-
analyses have confirmed a higher prevalence of these antibodies
among patients with severe or critical disease (7-14%) compared
with mild or moderate cases (27).

In the post-acute phase, however, large-scale studies that
include healthy and recovered control groups, with varying
degrees of acute disease severity and using diverse methodological
approaches have not found consistent associations between
autoantibodies and LC (5, 15, 16, 28-31). Although our cohort
did not reveal a consistent association between autoantibodies and
long COVID, recent studies indicate that LC patients may exhibit
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impaired humoral immunity following SARS-CoV-2 infection.
Reduced anti-spike and neutralizing antibody responses, as well
as lower IgG3 levels, have been reported in individuals with
persistent symptoms compared with recovered controls (32, 33).
These findings suggest that long COVID may involve insufficient
antiviral immune mechanisms, underscoring the need for
comprehensive T- and B-cell immunophenotyping to clarify its
pathophysiology. Nonetheless, some reports have identified
increased levels of autoantibodies against G-protein coupled
receptors (GPCRs) in individuals experiencing post-acute
neurological symptoms, persisting up to 12 months after infection
(34, 35). These findings suggest that autoantibodies may be linked
to specific symptom clusters rather than being universally
associated with LC. Furthermore, when present, these
autoantibodies do not necessarily imply a pathogenic role. For
instance, persistent antiphospholipid antibodies in individuals
with LC were not associated with thrombotic events in this and
in previous studies (15, 29, 36). Collectively, these observations
suggest that autoantibodies may serve as biomarkers of particular
clinical phenotypes rather than indicators of LC pathogenesis itself.

The slightly lower prevalence of autoantibodies in our LC
population (~24%) compared to previous reports (ranging from
30-60%) may be partially explained by methodological rather than
ethnoracial differences (37, 38). In particular, we adopted more
stringent cutoff values for positivity, following clinical criteria used
for autoimmune syndromes (37, 38). For instance, in the case of a-
CL and a-B2GP1 antibodies, we used the threshold defined for
antiphospholipid syndrome (=20 GPL/MPL), which is considerably
higher than the manufacturer’s suggested reference value (e.g., 8
GPL/MPL). This conservative approach reduced the detection of
low-titer or transient antibodies with uncertain clinical relevance. In
addition, sample collection in our study was performed during the
late post-acute phase, with a median of 1-3 months after symptom
onset. At this stage, transient autoantibody responses may have
already declined, particularly in individuals with self-limited
immune activation (6, 28). In summary, both timing of sampling
and cut-off range may have contributed to lower autoantibody
detection. These findings collectively underscore the importance of
standardized assay selection and harmonized cut-off values at the
investigation biomarkers of LC.

We observed that a-CL IgM was the most frequently detected
autoantibody across all study groups. Interestingly, the frequency was
three times higher in recovered individuals (24%) compared to LC
(8%), PPHC (8.1%) and historical healthy controls reported in
previous studies (2-12%) (37, 38). Anticardiolipin antibodies (aCL),
along with anti-2 glycoprotein I (a-32GP1) and lupus anticoagulant,
are key markers of APS, an autoimmune condition characterized by
recurrent thrombotic events and/or pregnancy morbidity (39). In
individuals with a history of COVID-19, a-CL antibodies recognize
different epitopes compared to classical APS (40), which may explain
the lack of clinical implication. The presence of aCL antibodies may
be a consequence of exposure of mitochondrial phospholipids during
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inflammatory responses induced by SARS-CoV-2 infection (10, 41-
43). Cardiolipin can act as a neoantigen when translocated to the cell
surface or released into the extracellular space. Such exposure is
promoted by oxidative stress, apoptosis, and endothelial injury,
pathophysiological processes frequently observed in COVID-19
(43, 44). These autoantibodies have also been reported in other
viral infections, such as parvovirus B19, HCV, HIV and HBV,
suggesting a non-specific mechanism of a-CL autoantibody
production (45-47). Thus, the presence of these IgM
autoantibodies may be a transient marker of acute cellular damage
rather than autoimmunity triggered by SARS-CoV-2 (16, 48). The
underlying cause of the increased aCL IgM frequency in recovered
individuals remains unclear. Longitudinal studies investigating
mitochondrial damage in recovered and LC participants will be
essential to clarify these findings.

A major strength of our study is the inclusion of a large number
of participants with well-matched pre-pandemic healthy individuals
and recovered control groups, with similar symptom onset times.
All cases were recruited during circulation of the alpha (B.1.1.7) and
gamma (P.1) SARS-CoV-2 variants. However, our study has some
limitations. First, expression of a-GPCRs, previously linked to
neurological post covid symptoms, was not evaluated in our
study. We acknowledge that the limited autoantibody panel and
number of clinical clusters may have constrained our ability to
detect the full spectrum of SARS-CoV-2 related autoantibody
responses. Second, the questionnaire used in this study was
developed before the release of the validated WHO instrument
and constructed by a multidisciplinary team (49). Although the two
tools differ in format, they are concordant in the most frequent
symptoms and scales. Third, the present study employed the CDC
definition of long COVID in effect during the recruitment period
(symptoms persisting for more than four weeks). The CDC’s
subsequent revision in 2024, extending the timeframe to three
months or longer, underscores the ongoing efforts to standardize
case definitions. Nonetheless, our supplementary analyses using the
updated definition yielded comparable results, supporting the
reliability of our conclusions regardless of definitional differences.

In summary, in Black/Mixed race participants, autoantibodies
expression, yet associated with COVID-19 severity, seems not to be
a biomarker of LC. The lack of association between these
autoantibody profiles and clinical manifestations of long COVID
indicates that, if present, the contribution of autoantibodies to
symptom persistence is likely modest. Future work should
prioritize longitudinal profiling to better delineate the dynamic
interplay between autoantibodies, inflammatory markers, and

clinical trajectories in this complex syndrome.

Data availability statement

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

frontiersin.org


https://doi.org/10.3389/fimmu.2025.1684482
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

de Jesus Silva et al.

Ethics statement

The studies involving humans were approved by Research
Ethics Committee of the Gongalo Moniz Research Center - IGM/
FIOCRUZ/BA. The studies were conducted in accordance with the
local legislation and institutional requirements. The participants
provided their written informed consent to participate in this study.

Author contributions

Jd: Data curation, Formal Analysis, Investigation, Methodology,
Software, Writing - original draft. LH: Data curation, Formal Analysis,
Software, Visualization, Writing — original draft, Writing — review &
editing. SM: Data curation, Formal Analysis, Software, Visualization,
Writing - original draft, Writing — review & editing. AC: Data curation,
Formal Analysis, Investigation, Software, Writing — original draft. IO:
Data curation, Formal Analysis, Investigation, Writing — original draft.
MP: Data curation, Formal Analysis, Investigation, Writing — original
draft. NN: Data curation, Formal Analysis, Investigation, Writing —
original draft. Bd: Data curation, Formal Analysis, Investigation,
Writing - original draft. IB: Investigation, Writing — review &
editing. Sd: Investigation, Writing — original draft. Ad: Investigation,
Writing - original draft. JC: Investigation, Writing — original draft. VR:
Writing - review & editing. CC: Writing — review & editing. TC:
Conceptualization, Data curation, Methodology, Writing — review &
editing. KM: Conceptualization, Writing — review & editing, Data
curation, Methodology. AC: Conceptualization, Writing -
review & editing, Investigation. Cd: Writing - review &
editing, Conceptualization, Data curation, Methodology. NT:
Conceptualization, Data curation, Methodology, Writing — review &
editing. MB-n: Funding acquisition, Resources, Writing — review &
editing. AB: Funding acquisition, Resources, Writing - review &
editing. CB: Conceptualization, Data curation, Formal Analysis,
Methodology, Writing - review & editing. VB: Conceptualization,
Data curation, Formal Analysis, Funding acquisition, Methodology,
Project administration, Resources, Writing — original draft, Writing -
review & editing.

Funding

The author(s) declared financial support was received for this work
and/or its publication. This study was supported by CNPq/MCTI/CT-
Saude (Call 53/2022, Grant No. 409004/2022-7). It was also partially
supported by the Coordenagio de Aperfeicoamento de Pessoal de Nivel
Superior - Brasil (CAPES), Finance Code 001, and by CNPq (Grant
No. 409004/2022-7). DigiSaude-INCT is supported by CNPq (408775/
2024-6). M.B.N,, A.B., and V.S.B. are supported by CNPq, the Brazilian

Frontiers in Immunology

09

10.3389/fimmu.2025.1684482

National Research Council, and by FAPESB PRONEX (Grant No. 008/
2014). T.C.-S. acknowledges institutional support from the Royal
Society (Grant No. NIF/R1/231435). CR.B.C. acknowledges financial
support from FAPESP (Grant No. 2023/03257-4) and CNPq (Grant
No. 314384/2023-5). The funders had no role in study design, data
collection, data analysis, data interpretation, or writing of the report

Acknowledgments

We would like to express our sincere gratitude to all study
participants and investigators, especially the Post-COVID
outpatient clinic at Octavio Mangabeira Hospital for their
logistical support.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

Generative Al statement

The author(s) declare that Generative AI was used in the
creation of this manuscript. ChatGPT was used to review
sentence structure, and English grammar.

Any alternative text (alt text) provided alongside figures in this
article has been generated by Frontiers with the support of artificial
intelligence and reasonable efforts have been made to ensure
accuracy, including review by the authors wherever possible. If
you identify any issues, please contact us.

Publisher’s note

All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations,
or those of the publisher, the editors and the reviewers. Any product
that may be evaluated in this article, or claim that may be made by its
manufacturer, is not guaranteed or endorsed by the publisher.

Supplementary material

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fimmu.2025.1684482/
full#supplementary-material

frontiersin.org


https://www.frontiersin.org/articles/10.3389/fimmu.2025.1684482/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fimmu.2025.1684482/full#supplementary-material
https://doi.org/10.3389/fimmu.2025.1684482
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

de Jesus Silva et al.

References

1. WHO. Coronavirus disease (COVID-19) situation reports. Available online at: https:/
www.who.int/emergencies/diseases/novel-coronavirus-2019/situation-reports (Accessed 2025).

2. Zhu Y, Sharma L, Chang D. Pathophysiology and clinical management of
coronavirus disease (COVID-19): a mini-review. Front Immunol. (2023) 14:1116131.
doi: 10.3389/fimmu.2023.1116131

3. Osuchowski MF, Winkler MS, Skirecki T, Cajander S, Shankar-Hari M,
Lachmann G, et al. The COVID-19 puzzle: deciphering pathophysiology and
phenotypes of a new disease entity. Lancet Respir Med. (2021) 9:622-42.
doi: 10.1016/S2213-2600(21)00218-6

4. Sher EK, Cosovi¢ A, D7idi¢-Krivi¢ A, EK F, Pinji¢ E, Sher F. Covid-19 a triggering
factor of autoimmune and multi-inflammatory diseases. Life Sci. (2023) 319:121531.
doi: 10.1016/j.1fs.2023.121531

5. Bodansky A, Wang CY, Saxena A, Mitchell A, Kung AF, Takahashi S, et al.
Autoantigen profiling reveals a shared post-COVID signature in fully recovered and
long COVID patients. JCI Insight. (2023) 8:¢169515. doi: 10.1172/jci.insight.169515

6. Galipeau Y, Cooper C, Langlois MA. Autoantibodies in COVID-19: implications
for disease severity and clinical outcomes. Front Immunol. (2025) 15:1509289.
doi: 10.3389/fimmu.2024.1509289

7. Wang EY, Mao T, Klein ], Dai Y, Huck JD, Jaycox JR, et al. Diverse functional
autoantibodies in patients with COVID-19. Nature. (2021) 595:283-8. doi: 10.1038/
541586-021-03631-y

8. Veras FP, Pontelli MC, Silva CM, Toller-Kawahisa JE, De Lima M, Nascimento
DC, et al. SARS-CoV-2-triggered neutrophil extracellular traps mediate COVID-19
pathology. J Exp Med. (2020) 217:¢20201129. doi: 10.1084/jem.20201129

9. Badhelia N, Olson A, Smith E, Riefler K, Cabrejas ], Ayuso M-, et al. Longitudinal
analysis reveals elevation then sustained higher expression of autoantibodies for six
months after SARS-CoV-2 infection. medRxiv: Preprint Server Health Sci. (2022).
doi: 10.1101/2022.05.04.22274681

10. Zuo Y, Estes SK, Ali RA, Gandhi AA, Yalavarthi S, Shi H, et al. Prothrombotic
autoantibodies in serum from patients hospitalized with COVID-19. Sci Transl Med.
(2020) 12:eabd3876. doi: 10.1126/scitranslmed.abd3876

11. Devreese KMJ, Linskens EA, Benoit D, Peperstraete H. Antiphospholipid
antibodies in patients with COVID-19: A relevant observation? | Thromb
Haemostasis. (2020) 18:2191-201. doi: 10.1111/jth.14994

12. Xiao M, Zhang Y, Zhang S, Qin X, Xia P, Cao W, et al. Antiphospholipid
antibodies in critically ill patients with COVID-19. Arthritis Rheumatol. (2020)
72:1998-2004. doi: 10.1002/art.41425

13. Shome M, Chung Y, Chavan R, Park JG, Qiu J, LaBaer J. Serum
autoantibodyome reveals that healthy individuals share common autoantibodies. Cell
Rep. (2022) 39:110873. doi: 10.1016/j.celrep.2022.110873

14. Centers for Disease Control and Prevention (CDC). In: COVID-19: Long COVID
basics. Atlanta (GA): CDC (2025). Available online at: https://www.cdc.gov/covid/long-
term-effects/index.html (Accessed August 10, 2025).

15. Emmenegger M, Emmenegger V, Shambat SM, Scheier TC, Gomez-Mejia A,
Chang CC, et al. Antiphospholipid antibodies are enriched post-acute COVID-19 but
do not modulate the thrombotic risk. Clin Immunol. (2023) 257:109845. doi: 10.1016/
j.clim.2023.109845

16. Lee SJ, Yoon T, Ha JW, Kim J, Lee KH, Lee JA, et al. Prevalence, clinical
significance, and persistence of autoantibodies in COVID-19. Virol J. (2023) 20:236.
doi: 10.1186/512985-023-02191-z

17. Jacobs MM, Evans E, Ellis C. Racial, ethnic, and sex disparities in the incidence
and cognitive symptomology of long COVID-19. J Natl Med Assoc. (2023) 115:233-43.
doi: 10.1016/j.jnma.2023.01.016

18. Khullar D, Zhang Y, Zang C, Xu Z, Wang F, Weiner MG, et al. Racial/ethnic
disparities in post-acute sequelae of SARS-coV-2 infection in new york: an EHR-based
cohort study from the RECOVER program. | Gen Intern Med. (2023) 38:1127-36.
doi: 10.1007/s11606-022-07997-1

19. Hua MJ, Gonakoti S, Shariff R, Corpuz C, Ra HA, Chang H, et al. Prevalence and
characteristics of long COVID 7-12 months after hospitalization among patients from
an urban safety-net hospital: A pilot study. AJPM Focus. (2023) 2:100091. doi: 10.1016/
j.focus.2023.100091

20. Sprague Martinez L, Sharma N, John J, Battaglia TA, Linas BP, Clark CR, et al.
Long COVID impacts: the voices and views of diverse Black and Latinx residents in
Massachusetts. BMC Public Health. (2024) 24:2265. doi: 10.1186/s12889-024-19567-7

21. Fitzgerald KC, Mecoli CA, Douglas M, Harris S, Aravidis B, Albayda J, et al. Risk factors
for infection and health impacts of the COVID-19 pandemic in people with autoimmune
diseases. Clin Infect Dis. (2021) 74:427-36. doi: 10.1101/2021.02.03.21251069

22. Lerma LA, Chaudhary A, Bryan A, Morishima C, Wener MH, Fink SL.
Prevalence of autoantibody responses in acute coronavirus disease 2019 (COVID-
19). J Trans Autoimmunity. (2020) 3:100073. doi: 10.1016/j.jtauto.2020.100073

23. Trahtemberg U, Rottapel R, Dos Santos CC, Slutsky AS, Baker A, Fritzler MJ.
Anticardiolipin and other antiphospholipid antibodies in critically ill COVID-19
positive and negative patients. Ann Rheumatic Diseases. (2021) 80:1236-40.
doi: 10.1136/annrheumdis-2021-220206

Frontiers in Immunology

10

10.3389/fimmu.2025.1684482

24. AnayaJM, Monsalve DM, Rojas M, Rodriguez Y, Montoya N, Mancera-Navarro
LM, et al. Latent rheumatic, thyroid and phospholipid autoimmunity in hospitalized
patients with COVID-19. ] Transl Autoimmun. (2021) 4:100091. doi: 10.1016/
jjtauto.2021.100091

25. Bastard P, Rosen LB, Zhang Q, Michailidis E, Hoffmann HH, Zhang Y, et al.
Autoantibodies against type I IFNs in patients with life-threatening COVID-19.
Science. (2020) 370:eabd4585. doi: 10.1126/science.abd4585

26. Manry J, Bastard P, Gervais A, Le Voyer T, Rosain J, Philippot Q, et al. The risk
of COVID-19 death is much greater and age dependent with type I IFN
autoantibodies. Proc Natl Acad Sci U S A. (2022) 119:€2200413119. doi: 10.1073/
pnas.2200413119

27. Gupta R, Baraka A, Procopio M, Bastard P, Zhang SY, Jouanguy E, et al. Role of
autoantibodies targeting type I interferons in COVID-19 severity: A meta-analysis.
Front Immunol. (2023) 14:1058772. doi: 10.3389/fimmu.2023.1058772

28. Hatayama Y, Miyakawa K, Kimura Y, Horikawa K, Hirahata K, Kimura H, et al.
Identification of putative serum autoantibodies associated with post-acute sequelae of
COVID-19 via comprehensive protein array analysis. IJMS. (2025) 26:1751.
doi: 10.3390/ijms26041751

29. Galeano-Valle F, Oblitas CM, Ferreiro-Mazon MM, Alonso-Muioz J, Del Toro-
Cervera J, Di Natale M, et al. Antiphospholipid antibodies are not elevated in patients
with severe COVID-19 pneumonia and venous thromboembolism. Thromb Res. (2020)
192:113-5. doi: 10.1016/j.thromres.2020.05.017

30. Anaya JM, Rojas M, Salinas ML, Rodriguez Y, Roa G, Lozano M, et al. Post-
COVID syndrome. A case series and comprehensive review. Autoimmun Rev. (2021)
20:102947. doi: 10.1016/j.autrev.2021.102947

31. Vlachoyiannopoulos PG, Magira E, Alexopoulos H, Jahaj E, Theophilopoulou K,
Kotanidou A, et al. Autoantibodies related to systemic autoimmune rheumatic diseases
in severely ill patients with COVID-19. Ann Rheumatic Diseases. (2020) 79:1661-3.
doi: 10.1136/annrheumdis-2020-218009

32. Wang EY, Mao T, Klein J, Dai Y, Huck JD, Jaycox JR, et al. Diverse functional
autoantibodies in patients with COVID-19. Nat Commun. (2021) 13:4459.
doi: 10.1038/s41467-021-27887-0

33. Le Bert N, Clapham HE, Tan AT, Kunasegaran K, Tan LWL, Dutertre CA, et al.
Long COVID patients exhibit attenuated antibody and T cell responses to SARS-CoV-2
infection and vaccination. Front Immunol. (2022) 13:920627. doi: 10.3389/
fimmu.2022.920627

34. Seibert FS, Stervbo U, Wiemers L, Skrzypczyk S, Hogeweg M, Bertram §, et al.
Severity of neurological Long-COVID symptoms correlates with increased level of
autoantibodies targeting vasoregulatory and autonomic nervous system receptors.
Autoimmun Rev. (2023) 22:103445. doi: 10.1016/j.autrev.2023.103445

35. Sotzny F, Filgueiras IS, Kedor C, Freitag H, Wittke K, Bauer S, et al. Dysregulated
autoantibodies targeting vaso- and immunoregulatory receptors in Post COVID
Syndrome correlate with symptom severity. Front Immunol. (2022) 13:981532.
doi: 10.3389/fimmu.2022.981532

36. Epstein-Shuman A, Hunt JH, Caturegli P, Winguth P, Fernandez RE, Rozek GM,
et al. Autoantibodies directed against interferon alpha, nuclear antigens, cardiolipin,
and beta 2 glycoprotein 1 are not induced by SARS-CoV-2 or associated with long
COVID. Int ] Infect Diseases. (2025) 150:107289. doi: 10.1016/j.ijid.2024.107289

37. Séne D, Piette JC, Cacoub P. Antiphospholipid antibodies, antiphospholipid
syndrome and infections. Autoimmun Rev. (2008) 7:272-7. doi: 10.1016/
j-autrev.2007.10.001

38. Lakos G, Bentow C, Mahler M. A clinical approach for defining the threshold
between low and medium anti-cardiolipin antibody levels for QUANTA flash assays.
Antibodies. (2016) 5:14. doi: 10.3390/antib5020014

39. Jiang H, Wang CH, Jiang N, Li J, Wu CY, Wang Q, et al. Clinical characteristics
and prognosis of patients with isolated thrombotic vs. obstetric antiphospholipid
syndrome: a prospective cohort study. Arthritis Res Ther. (2021) 23:138.
doi: 10.1186/513075-021-02515-w

40. Borghi MO, Beltagy A, Garrafa E, Curreli D, Cecchini G, Bodio C, et al. Anti-
phospholipid antibodies in COVID-19 are different from those detecta ble in the anti-
phospholipid syndrome. Front Immunol. (2020) 11:584241. doi: 10.3389/
fimmu.2020.584241

41. Nardacci R, Colavita F, Castilletti C, Lapa D, Matusali G, Meschi S, et al.
Evidences for lipid involvement in SARS-CoV-2 cytopathogenesis. Cell Death Dis.
(2021) 12:263. doi: 10.1038/s41419-021-03527-9

42. ShiH, Zuo Y, Navaz S, Harbaugh A, Hoy CK, Gandhi AA, et al. Endothelial cell-
activating antibodies in COVID-19. Arthritis Rheumatol. (2022) 74:1132-8.
doi: 10.1002/art.42094

43. Madsen HB, Durhuus JA, Andersen O, Straten PT, Rahbech A, Desler C.
Mitochondrial dysfunction in acute and post-acute phases of COVID-19 and risk of
non-communicable diseases. NPJ] Metab Health Dis. (2024) 2:36. doi: 10.1038/s44324-
024-00038-x

44. Varga Z, Flammer AJ, Steiger P, Haberecker M, Andermatt R, Zinkernagel AS,
et al. Endothelial cell infection and endotheliitis in COVID-19. Lancet. (2020)
395:1417-8. doi: 10.1016/S0140-6736(20)30937-5

frontiersin.org


https://www.who.int/emergencies/diseases/novel-coronavirus-2019/situation-reports
https://www.who.int/emergencies/diseases/novel-coronavirus-2019/situation-reports
https://doi.org/10.3389/fimmu.2023.1116131
https://doi.org/10.1016/S2213-2600(21)00218-6
https://doi.org/10.1016/j.lfs.2023.121531
https://doi.org/10.1172/jci.insight.169515
https://doi.org/10.3389/fimmu.2024.1509289
https://doi.org/10.1038/s41586-021-03631-y
https://doi.org/10.1038/s41586-021-03631-y
https://doi.org/10.1084/jem.20201129
https://doi.org/10.1101/2022.05.04.22274681
https://doi.org/10.1126/scitranslmed.abd3876
https://doi.org/10.1111/jth.14994
https://doi.org/10.1002/art.41425
https://doi.org/10.1016/j.celrep.2022.110873
https://www.cdc.gov/covid/long-term-effects/index.html
https://www.cdc.gov/covid/long-term-effects/index.html
https://doi.org/10.1016/j.clim.2023.109845
https://doi.org/10.1016/j.clim.2023.109845
https://doi.org/10.1186/s12985-023-02191-z
https://doi.org/10.1016/j.jnma.2023.01.016
https://doi.org/10.1007/s11606-022-07997-1
https://doi.org/10.1016/j.focus.2023.100091
https://doi.org/10.1016/j.focus.2023.100091
https://doi.org/10.1186/s12889-024-19567-7
https://doi.org/10.1101/2021.02.03.21251069
https://doi.org/10.1016/j.jtauto.2020.100073
https://doi.org/10.1136/annrheumdis-2021-220206
https://doi.org/10.1016/j.jtauto.2021.100091
https://doi.org/10.1016/j.jtauto.2021.100091
https://doi.org/10.1126/science.abd4585
https://doi.org/10.1073/pnas.2200413119
https://doi.org/10.1073/pnas.2200413119
https://doi.org/10.3389/fimmu.2023.1058772
https://doi.org/10.3390/ijms26041751
https://doi.org/10.1016/j.thromres.2020.05.017
https://doi.org/10.1016/j.autrev.2021.102947
https://doi.org/10.1136/annrheumdis-2020-218009
https://doi.org/10.1038/s41467-021-27887-0
https://doi.org/10.3389/fimmu.2022.920627
https://doi.org/10.3389/fimmu.2022.920627
https://doi.org/10.1016/j.autrev.2023.103445
https://doi.org/10.3389/fimmu.2022.981532
https://doi.org/10.1016/j.ijid.2024.107289
https://doi.org/10.1016/j.autrev.2007.10.001
https://doi.org/10.1016/j.autrev.2007.10.001
https://doi.org/10.3390/antib5020014
https://doi.org/10.1186/s13075-021-02515-w
https://doi.org/10.3389/fimmu.2020.584241
https://doi.org/10.3389/fimmu.2020.584241
https://doi.org/10.1038/s41419-021-03527-9
https://doi.org/10.1002/art.42094
https://doi.org/10.1038/s44324-024-00038-x
https://doi.org/10.1038/s44324-024-00038-x
https://doi.org/10.1016/S0140-6736(20)30937-5
https://doi.org/10.3389/fimmu.2025.1684482
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

de Jesus Silva et al.

45. Thammasri K, Rauhamiki S, Wang L, Filippou A, Kivovich V, Marjoméaki V,
et al. Human parvovirus B19 induced apoptotic bodies contain altered self-antigens
that are phagocytosed by antigen presenting cells. Bobe P editor. PloS One. (2013) 8:
€67179. doi: 10.1371/journal.pone.0067179

46. Acay A, Demir K, Asik G, Tunay H, Acarturk G. Assessment of the frequency of
autoantibodies in chronic viral hepatitis. Pak ] Med Sci. (2014) 31:150-4. doi: 10.12669/
pjms.311.6053

47. Chretien P, Oksman F, Marco MS, Escande A, Goetz J, Cohen ], et al.
Autoantibodies and human immunodeficiency viruses infection: A case- control
study. Clin Exp Rheumatol. (2003) 21:210-2.

48. Favaloro EJ, Henry BM, Lippi G. COVID-19 and antiphospholipid antibodies:
time for a reality check? Semin Thromb Hemost. (2022) 48:072-92.

49. Barreto APA, Barreto Filho MA, Duarte LC, Cerqueira-Silva T, Camelier A,
Tavares NM, et al. Metabolic disorders and post-acute hospitalization in black/mixed-

Frontiers in Immunology

11

10.3389/fimmu.2025.1684482

race patients with long COVID in Brazil: A cross-sectional analysis. PloS One. (2022) 17:
€0276771. doi: 10.1371/journal.pone.0276771

COPYRIGHT
© 2025 de Jesus Silva, Horta, Viana, Cazé, Oliveira, Pereira, Antas Nascimento,
Pereira, Bonyek-Silva, Nunes de Oliveira Araujo, de Marinho, Rocha Cristal,
Rao, Coelho, Cerqueira-Silva, Malmegrim, Camelier, Cardoso, Tavares, Barral-
Netto, Barral, Barbosa and Boaventura. This is an open-access article
distributed under the terms of the Creative Commons Attribution License

(CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and
that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is
permitted which does not comply with these terms.

frontiersin.org


https://doi.org/10.1371/journal.pone.0067179
https://doi.org/10.12669/pjms.311.6053
https://doi.org/10.12669/pjms.311.6053
https://doi.org/10.1371/journal.pone.0276771
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.3389/fimmu.2025.1684482
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

	Autoantibodies in long COVID in a black/mixed population compared with recovered and pre-pandemic controls
	1 Introduction
	2 Methods
	2.1 Study population
	2.2 Sociodemographic and clinical data
	2.3 Autoantibody analysis
	2.4 Statistical analysis

	3 Results
	3.1 Sociodemographic data
	3.2 Frequency of autoantibodies and classification of COVID-19 outcome
	3.3 Classification of COVID-19 severity

	4 Discussion
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Generative AI statement
	Publisher’s note
	Supplementary material
	References




