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Herrera Agüero S, Sosa A, Martínez A,
Moreno A, Conde Pereira CR, Gonzalez C,
Soto-Garita C, Ulate D, Cordero-Laurent E,
Brenes H, Sánchez IM, Mendez-Rico J,
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© 2026 Herrera Agüero, Sosa, Martinez,
Moreno, Conde Pereira, Gonzalez,
Soto-Garita, Ulate, Cordero-Laurent, Brenes,
Sánchez, Mendez-Rico, Góndola, Molina
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This study provides a comprehensive overview of SARS-CoV-2 genomic
surveillance in Central America and the Dominican Republic from February 2020
to January 2023, highlighting the collaborative efforts of the Pan American
Health Organization (PAHO), and the Council of Ministers of Health of Central
America (COMISCA). A total of 26,595 sequences from the GISAID database were
analyzed, correlating findings with key events reported by participating entities.
The genomic analysis reveals significant co-circulation of variants, with notable
lineage diversity observed throughout the pandemic. Variants of concern (VOC)
like Alpha, Gamma, Delta and Omicron were identified alongside variants of
interest (VOI) like Lambda and Mu. The emergence of recombinant lineages
further illustrates the ongoing evolution of the virus and its spread across
the region, underscoring the interconnectedness of Central America and the
Dominican Republic. The collaborative model facilitated broader sequencing
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coverage, enabling more extensive surveillance than individual countries could
achieve alone. Despite the successes of regional collaborations, challenges
remain, particularly regarding sequencing capacity in countries impacted by
socioeconomic inequalities. Addressing these gaps is essential to enhance public
health responses to current and future pandemics.

KEYWORDS

Central America, coronavirus, COVID-19, genomic surveillance, regional collaboration,
SARS-CoV-2

1 Introduction

In late 2019, numerous cases of pneumonia with an unknown
etiology were detected in the city of Wuhan, China. The causal
agent was identified as a novel type of coronavirus and was
named SARS-CoV-2 (1). The World Health Organization (WHO)
officially designated the illness caused by SARS-CoV-2 as COVID-
19 (coronavirus disease 2019). Subsequently, in March 2020 this
emerging outbreak was declared a global pandemic (1, 2).

As an RNA virus, SARS-CoV-2 undergoes frequent mutations
as part of its replication cycle. The high replication rates during
the pandemic resulted in the emergence of new genotypes (3).
The emergence of variants that had likely a greater effect in
public health led the WHO to categorize them based on shared
attributes and required public health actions. These categories
include variants of concern (VOC), variants of interest (VOI) and
variants under monitoring (VUM) (4). Notably, variants that were
initially classified as VOC, like Alpha, Beta, Gamma, Delta and
Omicron, were all reported in Central America (5, 6). Additionally,
several lineages were first observed in countries within Central
America and the Dominican Republic (7–10). These findings
underscore the critical importance of genomic surveillance in this
region to monitor the spread and evolution of the virus effectively.

The COVID-19 pandemic emphasized the significance
of genomic surveillance, shedding light on the challenges
associated with its implementation in the various public health
systems. Consequently, since the beginning of the pandemic,
government entities have made substantial investments toward the
advancement and implementation of whole genome sequencing
(WGS) (11, 12).

The implementation of an integrated genomic surveillance
system during the pandemic has proven to be crucial for public
health understanding and decision-making. This system has been
instrumental in monitoring the real-time evolution of SARS-CoV-2
through the open exchange of data and online platforms like

Abbreviations: COMISCA, Council of Ministers of Health of Central America;

COVID-19, coronavirus disease 2019; GISAID, global initiative on sharing

all influenza data; ICGES, Instituto Conmemorativo Gorgas de Estudios de

la Salud; INCIENSA, Instituto Costarricense de Investigación y Enseñanza

en Nutrición y Salud; PAHO, Pan American Health Organization; RNA,

ribonucleic acid; SARS, severe acute respiratory syndrome; SE-COMISCA,

COMISCA Executive Secretary; VOC, variants of concern; VOI, variants of

interest; VUM, variants under monitoring; WGS, whole genome sequencing;

WHO, World Health Organization.

GISAID (Global Initiative on Sharing All Influenza Data, https://
gisaid.org) (11, 12). By identifying and categorizing the various
lineages of circulating viral diversity, this system has enabled
the early detection of emerging variants before their widespread
dissemination. Moreover, this monitoring made possible the
linking of cases to clusters, tracing the origins of outbreaks, and
identifying both national and international transmission routes.
The knowledge gained about the different mutations present in
circulating viruses was essential for the development of vaccines,
treatments and diagnostic tests, as well as monitoring the impact of
control measures (11, 12).

In Central America and the Dominican Republic, the
progress made in genomic surveillance was strengthened by an
effective collaboration model between the Pan American Health
Organization (PAHO) and the Council of Ministers of Health
of Central America (COMISCA). This collaboration aimed at
enhancing capacities in the various countries of Central America
and the Dominican Republic during the COVID-19 pandemic.

Thus, this study aimed to highlight the milestones in the
strengthening of the genomic surveillance systems in the sub
regions and to conduct a descriptive analysis of the lineages
and circulating variants in Central America and the Dominican
Republic from February 2020 to January 2023. This analysis is based
on diverse SARS-CoV-2 genomes available in the GISAID database,
sourced from material sequenced and shared by the public health
laboratories within the subregion.

It is important to note that, although genomic and
epidemiological data were jointly analyzed, the available metadata
across countries did not consistently include key determinants such
as vaccination coverage, prior infections, or the implementation
and stringency of non-pharmaceutical interventions. As a result,
statistical models assessing associations between circulating
variants and reported cases or deaths could not incorporate
these factors as covariates. This limitation inherently restricts the
inferential scope of the models and should be considered when
interpreting trends derived from the available data.

2 Materials and methods

2.1 Data acquisition

In order to conduct a comprehensive analysis of SARS-CoV-2
genomic surveillance in Central America and the Dominican
Republic, datasets containing whole genome sequences and
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accompanying metadata were acquired from the GISAID
repository. Data retrieval was performed on March 20th, 2023,
and consisted of sequences voluntarily shared by participating
countries. All genome sequences and associated metadata used
in this study are accessible through the persistent digital object
identifier https://doi.org/10.55876/gis8.251216zx, which aggregates
the corresponding GISAID accession numbers and contributor
information via the associated EPI_SET_251216zx identifier.

2.2 Timeline of key events

Key events leading to enhancing capacities in the various
countries of Central America and the Dominican Republic during
the COVID-19 pandemic were provided by PAHO (https://www.
paho.org/en), the COMISCA Executive Secretary (SE-COMISCA;
https://www.sica.int/comisca/inicio), Instituto Costarricense de
Investigación y Enseñanza en Nutrición y Salud (INCIENSA;
https://www.inciensa.sa.cr) and Instituto Conmemorativo Gorgas
de Estudios de la Salud (ICGES; https://www.gorgas.gob.pa).

The timeline plot was generated using ggplot2 v3.4.4 R package.
The complete R script is publicly accessible in GitHub (https://
github.com/sofiaherreraa/SARS-CoV-2_CADR).

2.3 COVID-19 epidemiological data

COVID-19 case numbers and total deaths for each country
were obtained from daily reports provided by Our World in
Data (13). Sequenced SARS-CoV-2 samples for each country were
sourced from the GISAID platform (https://gisaid.org), with data
collection limited to samples collected up until January 31st, 2023.

A dataset was constructed comprising the monthly proportions
of SARS-CoV-2 lineages, total reported cases and deaths, and a
temporal index for analysis. These models were implemented to
explore whether changes in dominant lineage proportions were
associated with temporal patterns in reported cases and deaths.
To reduce noise from lineages with minimal fluctuation, the
variance of each lineage’s proportion over time was calculated,
and only those with a variance greater than 0.001 were retained.
Two regression models were then implemented to assess the
association between lineage proportions and epidemiological
outcomes: a Poisson regression model for monthly case counts
and another for death counts, each incorporating time and
the selected lineage proportions as predictors. Overdispersion
was assessed by calculating the ratio of the sum of squared
Pearson residuals to the residual degrees of freedom. If this ratio
exceeded 1.5, a negative binomial regression was used instead
of Poisson regression to account for extra variability. All model
coefficients, standard errors, z-values, and p-values are presented
in Supplementary Table S2. Normalized case/death counts were
scaled using min–max normalization (0–1 range). The secondary
axis represents the normalized values, aligned to facilitate visual
comparison with lineage proportions.

The models in this study rely exclusively on reported cases,
deaths, and lineage prevalence. Due to the absence of consistent
metadata across all countries—such as vaccination rollout timing,

NPIs, prior infection levels, or testing access—these contextual
factors could not be incorporated. These limitations, together
with differences in reporting quality among countries, should be
considered when interpreting trends presented in this study.

Additionally, a standardized regional case definition or
testing strategy was not implemented across the participating
countries. Each national public-health authority maintained
its own surveillance and diagnostic framework, resulting in
differences in testing access, case ascertainment, and sampling
workflows. Sample selection for sequencing followed country-
specific laboratory protocols and resource availability, generally
prioritizing routine surveillance samples or those designated by
national programs. Consequently, sequencing representativeness
varies between countries and does not necessarily reflect
population-level sampling.

The interval between sample collection and deposition in
GISAID was not analyzed as a proxy for sequencing turn-
around times due to heterogeneous metadata and differences
in national and regional workflows. In several settings, samples
were stored frozen for extended periods before sequencing
or shipment to external laboratories, which—together with
inconsistent reporting—could introduce biases and not accurately
reflect sequencing capacity or public health responsiveness.

Lineage assignments were not independently generated for
this study. Instead, the Pango lineage calls provided directly in
the GISAID metadata were used as reported at the time of
data download.

All statistical analyses and visualizations, including
descriptive trends, regression models, and the generation of
Supplementary Table S2, were performed using R (version 3.4.4),
primarily with the ggplot2 package. The complete R script is
publicly accessible in GitHub (https://github.com/sofiaherreraa/
SARS-CoV-2_CADR).

2.4 Analysis of circulating variants

To assess the enhancing capacities in the various countries
of Central America and the Dominican Republic during the
COVID-19 pandemic throughout the period of study, genomic
sequences deposited in GISAID from each country were analyzed
longitudinally. The initial dataset comprised a total of 26,595
sequences, covering the period from February 2020 to January 2023.
These sequences were sourced from eight countries (COMISCA
members) within the region, specifically: Costa Rica, Panama,
Guatemala, Dominican Republic, Belize, Nicaragua, El Salvador,
and Honduras.

Pango lineage designations obtained from the GISAID were
used to analyze the lineage frequency across countries (10, 14). The
analysis focused on identifying and characterizing the predominant
lineages circulating in these regions. Specifically, the top 14
most prevalent lineages were individually assessed. Additional
exploratory analyses were conducted using the top 30, 50, and
100 lineages (Supplementary Figure S1); however, these broader
selections did not provide added interpretive value and introduced
considerable noise, leading to a focus on the 14 most representative
ones for clarity and relevance.
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FIGURE 1

Timeline of processes implemented to strengthen genomic surveillance of SARS-CoV-2 in Central America and the Dominican Republic.

To further investigate the relevance of these lineages within
the context of Central America and the Dominican Republic, an
overall threshold of 35 sequences (n > 35) per month was applied
across the full regional dataset to determine which lineages were
assessed individually. Lineages not meeting this threshold were
grouped under the category “others.” This cutoff was selected
based on internal comparisons of different thresholds (n = 35,
50, 75, and 100; data not shown) to optimize clarity and ensure
representativeness. Lower thresholds led to the inclusion of many
low-frequency lineages with limited interpretive value, while higher
thresholds excluded lineages that were relevant in some months
but not consistently abundant. The final set of lineages identified
through this overall threshold was then used consistently across the
individual country panels. Any lineages not included in the overall
panel were grouped as “others” in the country-specific figures to
maintain comparability and minimize noise.

All plots were generated using ggplot2 v3.4.4 R package. The
complete R scripts are publicly accessible on GitHub (https://
github.com/sofiaherreraa/SARS-CoV-2_CADR).

2.5 Phylogenetic analysis

Sequences were accessed on March 20th 2023. The official
GISAID Author Acknowledgment Table corresponding to this
dataset has been included as Supplementary Table S1. Sequences
were selected based on a minimum coverage threshold of 28,000
(approximately 95% of the full SARS-CoV-2 genome length)
and less than 6% ambiguous bases (Ns; N), to ensure high-
quality assemblies and minimize biases associated with incomplete
or low-confidence genomes. This filtering yielded a dataset of
25,185 sequences.

To reduce computational load while maintaining
representative temporal coverage, a stratified sampling was
then conducted annually from February 2020 to January 2023,
using Subsampler v1.1.0 (15). This sampling approach resulted in a
total of 2,487 sequences, equivalent to an average sampling rate of
9.875% per year.

Sequence alignment was performed using MAFFT v7.471
(16), followed by a maximum likelihood-based phylogenetic
analysis with IQ-TREE v1.6.12 (17), employing the GTR+F+R2
substitution model selected by ModelFinder (18). The
resulting phylogenetic tree was visualized using iTOL v4 (19),
incorporating metadata.

3 Results

3.1 Implementation of genomic
surveillance and sequencing capacity

From February 2020 to January 2023, genomic surveillance
efforts in Central America and the Dominican Republic identified
multiple SARS-CoV-2 lineages and variants. A timeline of key
events is illustrated in Figure 1, to highlight the processes
implemented to enhance genomic surveillance capacities in the
various countries of Central America and the Dominican Republic
during the COVID-19 pandemic. In January 2021, the local
laboratory capabilities in the selected countries, INCIENSA in
Costa Rica and ICGES in Panama, were assessed. Based on
the assessment, it was identified that INCIENSA and ICGES
required additional sequencing equipment, supplies, reagents and
staff to support the laboratories (20, 21). Additionally, during
this process, REDLAB (the Network of National Public Health
Laboratories of Central America and the Dominican Republic)
reached an agreement with its laboratory members to participate
in this activity, which involved sending out SARS-CoV-2 positive
samples for sequencing. As seen in Figure 1, shipment of these
samples began in February 2021 up until January 2023, where
some countries shipped to Panama (ICGES) and others to Costa
Rica (INCIENSA).

To describe the SARS-CoV-2 genomic surveillance in Central
America and the Dominican Republic, Table 1 presents statistical
COVID-19 data from the beginning of the pandemic up until
January 31st, 2023. Nicaragua shows the highest percentage of
sequenced COVID-19 cases; however, this data may be biased due
to the country’s surveillance strategies. Therefore, it will not be
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considered for comparative analyses. Belize also shows a relatively
higher percentage of sequenced COVID-19 cases compared to
other evaluated countries. This discrepancy is likely influenced by
Belize’s relatively small population of approximately 400 thousand
inhabitants (22).

To ensure quality in downstream analyses, retrieved sequences
were filtered by completeness and ambiguity thresholds. In most
countries, over 90% of the sequences met the quality criteria
(≥95% genome coverage and <6% ambiguous bases), except
for Nicaragua, where only 72% of sequences passed the filters,
potentially reflecting differences in sequencing quality or protocols.

Costa Rica and Panama have higher percentage of sequenced
COVID-19 cases (0.84 and 0.64%) compared to the other countries
in the region. Conversely, Honduras has a significantly lower
percentage of sequenced cases at 0.06%. The Dominican Republic,
El Salvador and Guatemala have similar percentages and are slightly
lower than those reported for Costa Rica and Panama.

Periods without sample shipments should not be interpreted
as definitive gaps in genomic surveillance. The shipment records
captured only the samples processed through PAHO/COMISCA-
supported pipelines, and the available documentation does not
allow determination of whether countries continued sequencing or
conducted other forms of viral characterization, such as lineage
assignment or partial typing, through alternative mechanisms
during those intervals. Therefore, shipment gaps reflect only the
absence of documented transfers and not necessarily the absence
of genomic surveillance activities.

3.2 Circulating variants and lineage

The data illustrated in Figure 2 highlights the distribution of
circulating SARS-CoV-2 variants over time in each country. At the
start of the pandemic, the Dominican Republic, Belize, El Salvador,
and Honduras had minimal to no sequenced SARS-CoV-2 cases. A
noticeable increase in sequencing activity was observed from early
2021 onward.

Figure 2 displays that the same SARS-CoV-2 lineages were
detected across several countries during overlapping time periods.
Early in the pandemic, despite limited sequencing in some
countries, the B.1 lineage was reported throughout the region.
In mid-2021, Delta sub-lineages AY100 and AY113 (23) were
present across the included countries. The Omicron sub-variant
BA.1.1 (24) was identified in samples from Central America
and the Dominican Republic between December 2021 and
January 2022.

To illustrate the temporal dynamics of circulating SARS-CoV-2
lineages in Central America and the Dominican Republic, Figure 3
presents a composite area plot showing the monthly proportion of
lineages at the regional level and in each country. The number of
lineages included was filtered using an overall threshold of more
than 35 sequences, as lower-frequency lineages provided limited
additional interpretive value. The same color palette and lineage
classification used in the regional summary were applied to the
country-level plots to ensure consistency in interpretation.

As shown in Figure 3, no lineage exceeded 35 occurrences
in February 2020. Between March 2020 and February 2021,
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FIGURE 2

Individual SARS-CoV-2 sequences obtained by country in Central America and Dominican Republic from February 2020 to January 2023. The top 14
most prevalent lineages were individually labeled, and all the remaining lineages were labeled as other.

at least one lineage consistently surpassed this threshold,
representing approximately 20% of sequenced samples
each month.

Between March 2021 and December 2021, the number of
lineages exceeding 35 occurrences increased significantly. By
September 2021, Delta sublineages AY.100 and AY.113 comprised
more than 50% of the circulating lineages; with Delta’s dominance
maintained in October and November 2021 with the rise of
new sublineages (23). However, in January, February, and March
2022, lineage diversity with more than 35 occurrences was
significantly reduced due to the dominance of the Omicron
subvariant BA.1.1 (24), which had been prevalent since December
2021, and accounted for at least 50% of cases during the first
3 months of 2022. From April 2022 to November 2022, lineage
diversity exceeding 35 occurrences rose again. In December 2022,
the recombinant lineage XBB.1 (25) emerged, comprising more
than 50%, resulting in a decline in overall lineage diversity.
By January 2023, three Omicron lineages predominated: XBB.1,
XBB.1.5 and BQ1.1, with the first two being recombinant
lineages (25).

3.3 Phylogenetic analysis of SARS-CoV-2
lineages

Figure 4 illustrates the evolution of different variants
throughout the study period in Central America and the
Dominican Republic, presenting temporal and country-specific
information. In 2020, no clear predominance of any variant

was observed; however, variants such as Gamma and Alpha,
along with closely related lineages, were present to some
extent. By 2021, Gamma, Alpha and Delta were present in
significant proportions, with Delta showing a clear predominance.
Omicron was also present to a lesser extent. In 2022, Omicron
became the dominant variant, while Delta was present in
smaller amounts.

3.4 Associations between lineage dynamics
and epidemiological trends

Figure 5 overlays lineage proportions with normalized monthly
COVID-19 cases (panel B) and deaths (panel A). Cases and
deaths were normalized using min–max scaling (0–1 range)
and plotted on a secondary y-axis to facilitate comparison with
lineage prevalence trends. From 2022 onwards, certain lineages
such as BA.1.1, BA.2, and their sublineages showed marked
increases in prevalence concurrent with rises in reported case
numbers. Conversely, the monthly death counts exhibited a
downward trend during the same period. Negative binomial
regression models were fitted to assess associations between
lineage proportions and epidemiological metrics. While a few
lineages demonstrated statistically significant associations—such
as BA.2.9 with case counts (p = 0.028) and XBB.1 with
death counts (p = 0.015)—the overall explanatory power
of individual lineages was limited. Full regression outputs,
including coefficients and significance values, are provided in
Supplementary Table S2.
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FIGURE 3

Monthly relative frequency of SARS-CoV-2 lineages circulating in Central America and the Dominican Republic from February 2020 to January 2023.
(a) Overall lineage distribution in the region. Lineages with a cumulative frequency greater than 35 sequences were shown individually; less frequent
lineages (n ≤ 35) were grouped under “Others.” Percentages represent the relative frequency of each lineage per month. (b–i) Country-specific
lineage distributions. The lower panels display the monthly distribution of lineages in each country. Only months with available data are shown, with
blank spaces indicating the absence of sampling. The color palette and lineage grouping are consistent with the overall chart, including the “Others”
category.

4 Discussion

Over the years, outbreaks like severe acute respiratory
syndrome (SARS; 2002–2023), influenza (2009) and Ebola (2013–
2014) have highlighted the need for genomic surveillance to
support public health surveillance systems (26). During the
COVID-19 pandemic, genomics played a key role by enabling
the tracking of SARS-CoV-2 variants and their spread, supporting
the development of molecular diagnostics techniques, therapeutics
and vaccines, fand informing decisions on the strengthening or
easing of social distancing measures (27). This study did not assess
whether genomic surveillance outputs directly impacted policy
decisions, nor did it evaluate the timeliness of sequence generation

and sharing. Turnaround times differed across countries, especially
where external sequencing support was required, which may
have limited the use of genomic data for real-time public
health responses.

Interpretation of lineage frequencies must consider potential
selection biases, as sequencing strategies were not systematic across
countries. Differences in testing access, diagnostic algorithms, and
sample triaging procedures likely influenced which samples were
ultimately sequenced. These factors limit the comparability of
lineage proportions across settings and should be considered when
interpreting regional trends.

The recognition of the importance of genomic surveillance
during the COVID-19 pandemic led to organizations such as
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FIGURE 4

Maximum likelihood phylogenetic tree of SARS-CoV-2 sequences from Central America and the Dominican Republic, with temporal and geographic
annotations, spanning February 2020 to January 2023.

PAHO (20) and COMISCA (21) to enhance genomic surveillance
efforts across Central America and the Dominican Republic. A key
objective of these strengthening programs was the development of
local bioinformatics analysis capacity. As of 2025, many countries
are still in the early stages of developing these skills.

In this context, INCIENSA in Costa Rica and ICGES in Panama
were key players, as they led the implementation of SARS-CoV-2
genomic sequencing, as illustrated in Figure 1 (21). These efforts
led to enhanced sequencing capacities among Central America
and the Dominican Republic. As demonstrated in Figure 2, several
countries with little to no sequenced samples throughout 2020
experienced a significant increase in sequencing activities in 2021,
with many sustaining this progress into 2022.

As illustrated in Table 1, Nicaragua and Belize exhibit the
highest percentages of sequenced COVID-19 cases. Nevertheless,
as previously mentioned, Nicaragua’s data may be biased due to
national surveillance strategies and was therefore not considered
for comparative purposes.

In contrast, Belize’s elevated percentage of sequenced COVID-
19 cases can be attributed to its substantially smaller population
compared to the other countries analyzed in this study. Belize’s

population is approximately 11 times smaller than that of Panama,
the country with the next smallest population in the region (22).

After excluding these outliers, a clearer assessment of the
sequencing capacity in Central America and the Dominican
Republic can be achieved. Table 1 shows that Costa Rica and
Panama had higher percentages of sequenced COVID-19 cases
(0.84 and 0.64%, respectively) than other countries in the region.
This is expected, as both countries led regional sequencing efforts
and had established local access to equipment and reagents (21).
In contrast, the Dominican Republic, El Salvador, Guatemala and
Honduras relied on shipment of samples to Panama or Costa Rica
for sequencing (Figure 1), contributing to their lower percentages.
Honduras showed particularly low coverage (0.06%), which may be
associated with limited testing capacity, exacerbated by Hurricanes
Eta and Iota and a concurrent dengue epidemic (28).

Previous studies suggest that sequencing at least 5% of all
positive tests allows the detection of emerging strains with
prevalence between 0.1 and 1.0% (29). However, none of the
countries achieved this threshold (Table 1). Globally, only 6.8%
of the countries worldwide achieved sequencing coverage ≥5%,
while 45.5% sequenced less than 0.5% of confirmed cases (30).

Frontiers in Public Health 08 frontiersin.org

https://doi.org/10.3389/fpubh.2026.1738843
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org













	Overview of SARS-CoV-2 genomic surveillance in Central America and the Dominican Republic from February 2020 to January 2023: the impact of PAHO and COMISCA's collaborative efforts
	1 Introduction
	2 Materials and methods
	2.1 Data acquisition
	2.2 Timeline of key events
	2.3 COVID-19 epidemiological data
	2.4 Analysis of circulating variants
	2.5 Phylogenetic analysis

	3 Results
	3.1 Implementation of genomic surveillance and sequencing capacity
	3.2 Circulating variants and lineage
	3.3 Phylogenetic analysis of SARS-CoV-2 lineages
	3.4 Associations between lineage dynamics and epidemiological trends

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


