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ABSTRACT

Respiratory syncytial virus (RSV) is a significant
global health concern and major cause of hos-
pitalization, particularly among infants and
older adults. The clinical impact of RSV is well
characterized in infants; however, in many
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countries, the burden and risk of RSV in older
populations are overlooked. In Latin America,
there are limited data on RSV epidemiology and
disease management in older adults. Therefore,
the impact of RSV in this region needs to be
addressed. Here, current insights on RSV infec-
tions in older populations in Latin America,
including those with underlying health condi-
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tions, are discussed. We also outline the key outcomes of those at risk and to alleviate the
challenges limiting our understanding of the impact on healthcare systems.

burden of RSV in Latin America in a worldwide A graphical plain language summary is
context and propose an expert consensus to available with this article.

improve our understanding of the burden of
RSV in the region. By so doing, we aim to ulti-
mately improve disease management and
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Graphical Plain Language Summary:

Understanding the Burden of Respiratory
Syncytial Virus in Older Adults in Latin America:
An Expert Perspective on Knowledge Gaps

Ricardo Amorim Correa et al.

Background
* Respiratory syncytial virus (RSV) is highly
contagious and can cause life-threatening problems

in older adults

In Latin America, the burden of RSV is largely
underestimated

How is RSV awareness lacking? \_3
e
"
People are less aware that

‘ h RSV impacts adults as well
as infants and young children

Older age, underlying conditions
and a weakened immune system
are associated with increased risk
of serious RSV infection

burden of RSV in older adults in

E Lack of published studies on the
Latin America

No RSV-specific treatments
are available

T "

Why is the burden of RSV underestimated?

* RSV infection is often not suspected in adults
 Limited availability and high cost of testing options
* Lack of routine testing in adults

What is the expert consensus to address these problems?

@ Increase routine diagnostic testing and data collection
(surveillance) for RSV in adults

@ Raise awareness on the impact of RSV in older adults and those at
high risk of serious problems

() Conduct medical education initiatives to help clinicians
understand the benefit of preventive measures for RSV infection,
such as RSV vaccination
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Key Summary Points

Respiratory syncytial virus (RSV) is a
highly contagious virus that is a
recognized global health concern;
however, our understanding of the
burden of RSV in Latin America is limited,
particularly among older adults and those
with underlying health conditions.

In light of this, we provide an overview of
the available data on RSV in Latin
America, highlight significant
epidemiological challenges, and propose
an expert consensus on the efforts needed
to improve our understanding of RSV and
alleviate its burden in the region.

Overall, we found a substantial lack of
epidemiological data on RSV in Latin
America and discuss its potential
underestimated prevalence due to
underdiagnosis and limited surveillance,
as well as its considerable impact in older
adults and those with comorbidities, on
the basis of insights from other regions.

Considering these findings, we advocate
for routine testing of RSV, medical
education initiatives to inform clinicians
on RSV in older adults, and the
development of a surveillance taskforce to
accurately monitor the burden of RSV in
Latin America.

DIGITAL FEATURES

This article is published with digital features,
including a graphical plain language summary,
to facilitate understanding of the article. To
view digital features for this article, go to
https://doi.org/10.6084/m9.figshare.24989493.

INTRODUCTION

Respiratory infections pose a significant global
health challenge, particularly among older
adults and those with underlying health con-
ditions [1-5]. Respiratory syncytial virus (RSV) is
a highly contagious viral pathogen that is a
well-known health concern among infants and
young children. The burden and risk of RSV in
older adults, however, are often underesti-
mated, despite being recognized by the World
Health Organization (WHO) [6]. In 2023, the
USA Food and Drug Administration (FDA)
granted approval for the use of two RSV vacci-
nes for the prevention of lower respiratory tract
disease caused by RSV in adults aged > 60 years,
as recommended by the Advisory Committee
on Immunization Practices (ACIP) [7]. In addi-
tion to older age, the ACIP also recently recog-
nized the significant risk of severe RSV disease
among individuals with underlying chronic
health conditions, including cardiovascular and
lung diseases [7]. These recommendations mark
a significant public health milestone in pre-
venting RSV infection, which can be life-
threatening in older adults [8].

In Latin America, there are notable gaps in
the data on the epidemiology and management
of RSV, especially among older adults [9]. Res-
piratory infections, including RSV, have been
shown to impose a substantial societal and
economic burden in Latin America with respect
to both public health and productivity [10, 11].
Here, we outline the key challenges in under-
standing the burden of RSV, with a focus on
older adults and those with underlying health
conditions. We outline an expert consensus
that aims to help promote healthy aging and
relieve the burden of RSV on healthcare systems
across Latin America [12].

This article is based on previously conducted
studies and does not contain any new studies
with human participants or animals performed
by any of the authors.
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AWARENESS OF RSV AND ITS
IMPACT IN LATIN AMERICA

RSV is an acute respiratory infection and is
highly contagious in all age groups [13]. One of
the greatest challenges faced in the manage-
ment and prevention of RSV infections in Latin
America is the lack of disease awareness among
healthcare professionals (HCPs) on the impact
of RSV in older adults (aged > 60 years) [14]. A
global survey conducted in 2021, including
HCPs and researchers from Argentina and Bra-
zil, reported that knowledge on RSV was low
and that its public health impact in older pop-
ulations was not fully recognized in their
countries [14]. Furthermore, according to a
systematic review of RSV in Latin America,
HCPs in the region often do not consider RSV
infection to be a primary cause of respiratory
illness in adults aged > 65 years [15]. This is a
cause for concern as the Pan American Health
Organization (PAHO) and WHO have reported
increasing RSV activity among pediatric popu-
lations in Latin American countries in 2023,
compared with previous years [16].

The lack of awareness of RSV in Latin
America is in stark contrast to other infectious
diseases, such as coronavirus disease 2019
(COVID-19) and influenza, for which HCPs’ and
the public’s knowledge, attitudes, and practices
have been well established since the latest
pandemic. A survey of 251 HCPs residing in 19
Latin American countries during the COVID-19
pandemic reported that 77% had engaged in
institutional training, resulting in enhanced
knowledge of the disease [17]. Another survey
of the general public in Latin America demon-
strated that almost all respondents (99%) were
aware of the common symptoms associated
with COVID-19, as well as its mode of trans-
mission (93%) and how to recognize nonspeci-
fic symptoms (93%) [18]. However, general
awareness of RSV in Latin America may be
increasing, following the publication of pivotal
studies and RSV health initiatives in other
countries, such as the approval of preventative
vaccine options in the USA and Europe
[7, 19-24].

A primary cause behind the lack of RSV
awareness is the absence of comprehensive,
published studies in Latin America. A system-
atic literature review, published in 2020, on RSV
epidemiology in adults identified 18 relevant
articles in Latin America, of which 5 (28%)
carried a high risk of bias and 4 (22%) an
intermediate risk for over- or underestimating
RSV prevalence [9]. While these studies docu-
mented RSV as a cause of illness among adults
in Latin America presenting with acute respira-
tory infections (ARIs), influenza-like illnesses
(ILIs), or community-acquired pneumonia
(CAP), there was clear variation in the preva-
lence data reported across studies, including
within the same country [9]. These differences
may be a consequence of biases, variable RSV
seasons across the region, and short study
lengths as well as a lack of routine testing and a
common definition for RSV infections [9].

Cohort-based and surveillance studies of
respiratory tract infections have been con-
ducted in Latin America, which can provide
invaluable insights into RSV, including the
seasonality and incidence of RSV subtypes
[25-31]. However, the impact of age and
comorbid health conditions on RSV epidemi-
ology remains a topic that needs addressing, as
highlighted by wvarious studies across Latin
America [30, 32, 33]. The scarcity of RSV epi-
demiological data in older adults may be a
consequence of several factors. Two contribut-
ing factors, among the others discussed
throughout this consensus, include the hetero-
geneity of older populations and potential age
bias in research. Compared with younger
cohorts, older adults have highly variable
health states, cognitive abilities, and socioeco-
nomic backgrounds; therefore, designing stud-
ies that capture this diversity and produce
generalizable results is a challenge. Addition-
ally, age biases are important to consider in
research, whereby studies in older adults may be
neglected owing to notions of low importance
or clinical impact. The presence of age-related
stereotypes, leading to the generalization that
all older adults are frail, cognitively impaired, or
have a lack of interest, can also discourage par-
ticipation from both researchers and older
adults themselves. Despite these potential
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challenges, there is growing recognition of the
importance of research on older adults [34],
particularly as the aging population is increas-
ing worldwide; hence, the health and well-be-
ing of older adults is of key interest.

The significance of generating new informa-
tion focusing on adults from Latin American
countries is paramount, as it will serve as a
foundation for initiating discussions with
patients, HCPs, and policymakers on the impact
of RSV. The observed changes in RSV seasonal-
ity during and following the global COVID-19
pandemic further warrant the need for up-to-
date, local data [16, 35, 36]. Accumulating
comprehensive regional data on RSV infection
in adult patients is vital to drive routine testing
of RSV by HCPs and to prompt changes in
healthcare policies and clinical practice
guidelines.

While such data are not available, insights
on RSV epidemiology can be taken from other
geographical regions. Existing data from Asian,
European, and North American countries have
demonstrated the substantial burden of RSV in
the adult population, especially in patients
aged > 60 years [34, 37, 38] and those with
underlying health conditions [39-42]. This
information should be leveraged to raise
awareness on the potential burden of RSV, as
similar epidemiology is expected in Latin
America on the basis of the limited local data
currently available.

Investing in medical educational activities,
updating training programs for health special-
ists and general practitioners, and conducting
scientific meetings and patient-focused aware-
ness campaigns will be vital to disseminate key
knowledge on RSV infection in Latin America
and support informed decision-making by HCPs
and patients on the need to be protected against
RSV. Examples of online, patient-focused med-
ical education on the risks of RSV include arti-
cles published by the American Heart
Association and the Centers for Disease Control
and Prevention [43, 44]. Efforts to raise both
HCP and public awareness of the impact of RSV
in the older population should be considered a
health priority in Latin America.

UNDERDIAGNOSIS OF RSV

The lack of routine diagnostic testing for RSV in
adults is a likely contributor to the scarcity of
epidemiological data on RSV among adults in
Latin America, compounding the limited
awareness of the burden and the prevalence of
RSV. The clinical presentation of RSV may vary
in older adults compared with younger adults or
children, as respiratory airways become larger
with age [4]. Therefore, the symptoms of RSV
infection could resemble those of other respi-
ratory infections, further complicating initial
diagnoses and burden estimations of RSV
[9, 45]. While reverse transcription-polymerase
chain reaction (RT-PCR) is the gold standard for
RSV diagnosis, its widespread use in Latin
America is hindered by its cost, limited avail-
ability, and need for specialized equipment and
expertise [46, 47]. Over recent years, rapid
antigen detection test (RADT) options have
been made available for RSV; although RADTs
have modest sensitivity compared with RT-PCR,
they are easy and quick to perform, making
them valuable diagnostic tools (particularly in
children) where access to RT-PCR may be lim-
ited [47, 48]. Early use of RADTs is important, as
prolonged symptoms are associated with false-
negative test results [49]; however, the cost and
necessity of RADTs should also be evaluated.
RADT options may be beneficial for future
surveillance research, particularly where RT-
PCR is not feasible.

Low levels of RSV testing in older adults were
documented in the USA prior to the introduc-
tion of the two RSV vaccines approved for use in
older adults in 2023 [50, 51]. These low rates of
diagnostic testing may be due to the perception
of RSV as a pediatric disease and the lack of
therapeutic options against RSV, which may be
limiting diagnostic factors from the perspective
of HCPs. However, considering the significant
rates of RSV-associated hospitalization,
increased utilization of diagnostic testing is key
to increase awareness of the risks of RSV among
communities and subsequently inform the
allocation of resources and research. Research
has also suggested that point-of-care testing
(POCT) for RSV could improve patient
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outcomes. A study conducted across emergency
departments in Denmark found that patients
with a positive POCT result for influenza A/B or
RSV were significantly less likely to be treated
with antibiotics and had a significantly reduced
hospitalization time [52].

It has been reported that low testing rates
[50] and inconsistent diagnostic testing char-
acteristics [42, 53] can contribute to an under-
estimation of RSV incidence and disease
burden. A 2023 systematic review of RSV-asso-
ciated ARIs also reported that the actual burden
of RSV-associated hospitalizations could be 2.2
times greater than reported in existing studies,
after adjusting for variations in RSV diagnostic
characteristics [53].

The level of health coverage and medical
care received by patients across demographics
in Latin America should also be evaluated; for
example, in the experience of the authors, in
some healthcare centers, the etiological origin
of pneumonia may not be investigated as a
result of limited diagnostic capabilities. Medical
insurance companies should also be informed
on the importance of RSV diagnosis and man-
agement and should provide economic support
to patients with RSV. In Brazil, influenza and
other respiratory diseases are known to have a
substantial clinical and economic impact, with
higher hospitalization costs associated with
older age groups [54]. It is imperative that rou-
tine and accurate diagnostic testing and
surveillance systems are instituted for RSV and
ARIs.

SURVEILLANCE AND REPORTING
CHALLENGES

The scarcity and inconsistencies in data collec-
tion across healthcare settings pose significant
challenges in obtaining comprehensive and
accurate evidence on RSV epidemiology in Latin
America [9], which are further amplified by the
lack of awareness and diagnostic challenges
experienced in the region. Substantial data gaps
on RSV burden are evidenced throughout Latin
America (Fig. 1). Sentinel surveillance of respi-
ratory viruses in Brazil during 2000-2010 rec-
ognized the lack of such data but identified a

substantial proportion of confirmed RSV infec-
tions, which circulated year-round [26]. The
Global Epidemiology of RSV (GERi) network,
comprising surveillance systems from 16 coun-
tries including Brazil, Chile, and Ecuador, has
identified that, although the greatest burden of
RSV is evident in those aged < 1 year old, there
is a notable lack of RSV surveillance data in the
older adult population [55].

The lack of surveillance data in the older
adult population may be influenced by a variety
of factors that have been previously identified
in Western countries; for example, upper respi-
ratory tract sampling, in some cases, cannot
detect infections in adults owing to the shorter
duration of viral shedding than observed with
infants [51]. In addition, the limited availability
of RT-PCR for RSV detection and the lack of
studies accounting for the seasonality of RSV
infections in adult populations may also be
factors contributing to the lack of surveillance
data [9]. The absence of standardized case defi-
nitions for RSV in older adults further compli-
cates surveillance, contributing to difficulties in
appropriately stratifying reported cases. Hence,
differences in how HCPs diagnose and report
RSV cases can produce data that are challenging
to compare and analyze across geographical
regions [51]. Failure to stratify results by age can
also lead to an underestimation of the burden of
severe disease in older adults [51].

The PAHO/WHO recommends that Member
States strengthen RSV surveillance and adopt
measures for the prevention and control of
severe outcomes [16]. To address these chal-
lenges effectively, we strongly advocate for the
establishment of a collective taskforce respon-
sible for ensuring consistent and reliable testing
methods, data collection, analysis, and report-
ing (Table 1). By standardizing these practices,
such a taskforce could help to establish unifor-
mity in data collection, testing methodologies,
and RSV case definitions for older adults and
therefore facilitate necessary, comprehensive
analyses. Surveillance should focus on all RSV
cases, regardless of severity, to provide an
accurate depiction of the local burden. Fur-
thermore, data sharing between communities,
healthcare institutions, governmental bodies,
and research organizations must be encouraged.
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Rates of Hospitalization
Mexico

* 40.9-69.9% of RSV-infected
patients presenting with ILIs
required hospitalization (Ali et al.
2020)

Guatemala I

» 24% of ARI-associated
hospitalizations are associated
with RSV (McCracken et al. 2013)

Chile |

* 91.7% of RSV-infected patients ka'
presenting with CAP required
hospitalization; 31.3% required
ICU admission (Ali et al. 2020)

Fig. 1 Limited data available on RSV burden in Latin
America. Data reported from Refs. [6, 9, 28, 30, 58]. ARI
acute respiratory infection, CAP community-acquired

A collaborative approach between countries and
scientific societies could ultimately contribute
to a centralized repository of RSV data, simpli-
tying access, analyses, and reporting at regional
and national levels, which are critical to
informing policy recommendations.

UNDERESTIMATION OF RSV
MORBIDITY AND MORTALITY

The morbidity and mortality of RSV are well
recognized in infants [55]; however, it is crucial
to evaluate its impact in older adults. In the UK,
patients aged > 65 years are estimated to
account for approximately 79% of RSV-related
hospitalizations per average season [56]. A

Incidence and Prevalence

Overall

Increasing RSV activity in pediatric
populations is reported by the WHO
in Latin America (WHO. 2023)

Mortality and Morbidity

Guatemala

» Risk of RSV-associated death
was highest among patients
aged <6 months or 265 years
(McCracken et al. 2013)

Impact of Comorbidities

Mexico

 Higher risk of RSV-associated
hospitalization in patients with
cardiovascular diseases, respiratory
diseases, or asthma (Gamifio-Arroyo
et al. 2017)

Brazil I

» 79.6% of hospitalized patients with
RSV had comorbidities (Estofolete et
al. 2023)

pneumonia, /CU intensive care unit, ILI influenza-like
illness, RSV respiratory syncytial virus, WHO World
Health Organization

nationwide cost-of-illness study in Germany
also indicated that the overall burden of RSV is
greater among hospitalized adults versus hos-
pitalized children, with higher risks of severe
complications and more costly treatments
reported in adults [57]. RSV infections have also
been identified as a significant cause of hospi-
talization in adult populations in Latin Amer-
ica, with older patients at an increased risk for
hospitalization versus younger adult patients
[9, 30, 32, 58]. Among RSV-positive patients
hospitalized with ARIs in Guatemala, the odds
of severe outcomes, including intensive care
unit (ICU) admission, mechanical ventilation,
or death, were highest among those
aged < 6 months or > 65 years [58]. Another
study in Mexico also reported a significant
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Table 1 Key actions to raise awareness and improve
understanding of the burden of RSV in Latin America

Support the availability of accurate diagnostic testing
for RSV

Increase the levels of routine diagnostic testing for RSV

Improve the awareness and knowledge of HCPs
regarding the impact of RSV among older adults,
particularly those with underlying health conditions,

through medical education initiatives

Support the formation of a surveillance taskforce to
monitor the widespread epidemiology of RSV across

all ages

Raise awareness on vaccination in older adults as a

preventative measure against RSV

HCPs healthcare professionals, RSV respiratory syncytial
virus

association between older age and/or the pres-
ence of underlying conditions with a higher risk
of RSV-related hospitalization [30]. One study
in Brazil also reported that ventilatory support
was required for 26.1% of RSV-infected patients,
as well as high rates of dyspnea (42.1%) and
respiratory distress (31.6%) [28]. A summary of
studies highlighting the burden of RSV among
adults in Latin America is presented in Table 2.

Given the overall concern that RSV-associ-
ated morbidity and mortality may be largely
underestimated in Latin America, data from
other regions should be considered. In the USA,
while RSV hospitalizations may occur at a lower
rate than those associated with COVID-19 or
influenza, several publications have indicated
that RSV is associated with more severe clinical
outcomes, particularly for patients aged > 60
years [59-62]. Consistent with this, lower 1-year
survival rates following hospital admission for
RSV compared with influenza have been repor-
ted, which is thought to be driven by chronic
inflammation associated with persistent, some-
times progressive, pulmonary disease observed
in patients with RSV infection [59]. However,
comparisons between ARIs such as RSV and
COVID-19 should be taken with caution, given
differences in the nature of these diseases as
well as their impact and associated health risks.

As RSV-infected patients may also have a
higher risk of ICU admission than observed for
influenza cases [60], communication on RSV in
ICUs and emergency rooms is imperative,
especially during seasonal outbreaks. Increasing
awareness of RSV in such settings may promote
better clinical management of cases, reducing
the number of unnecessary antibiotic prescrip-
tions and the use of antivirals against influenza,
which is a common practice observed in Latin
American ICUs [63]. Antibiotic use has been
reported in up to 93% of patients with con-
firmed RSV at centers in the Netherlands and
Israel [64].

COMORBIDITY COMPLEXITY

RSV may be further underestimated as a cause of
morbidity and mortality in “at-risk” older
adults, such as those with respiratory comor-
bidities (e.g., asthma and chronic obstructive
pulmonary disease [COPD]), compromised
immune systems, or frailty [65, 66]. The Global
Initiative for Chronic Obstructive Disease
(GOLD) has recognized the impact of RSV in
COPD, advocating the recommendation for RSV
vaccination in patients aged > 60 years in their
2024 report [67]. Pulmonary complications,
including pneumonia, exacerbation of asthma
and COPD, chronic bronchitis or emphysema,
have been reported to occur at a greater fre-
quency following RSV infection compared with
influenza, even after adjustments for baseline
comorbidities [59, 66]. Furthermore, a global
systematic literature review and metaanalysis of
RSV infection in older and at-risk adults iden-
tified that those with comorbidities are at sub-
stantial risk of severe outcomes within this
population of individuals [34]. Global insights
on the association of RSV infections with
underlying conditions are shown in Fig. 2. In
Latin America, we found one study in Chile of
hospitalized adult patients with CAP, which
reported that RSV was the most common viral
pathogen identified [68].

RSV is also associated with cardiovascular
diseases [69]. There is evidence that RSV may
share some of the mechanisms by which other
viral infections contribute to cardiovascular
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Table 2 Summary of key studies reporting on the burden of RSV in Latin America

Country; Ref. Study type Patient Key findings Gaps
(study period) population
Mexico, Brazil, Systematic Patients Eighteen articles from six RSV data in adult populations
Chile, literature aged > 18 years Latin American countries are lacking in Latin
Venezuela, review were identified America

Colombia, and
Guatemala; Ali
et al. [9]

Mexico; Gamino-
Arroyo et al.
(30]

(2011-2017)

High or moderate risk of bias
was reported for 9/18

articles

Rates of RSV detection varied
highly among adults with
respiratory infections
(0-77.9%), influenza-like
illness (1.0-16.4%), and
community-acquired

pneumonia (1.3-13.5%)

RSV-infected adults accounted
for high proportions of
patients hospitalized with
ILI (40.9-69.9%) in Mexico
and CAP (91.7%) in

Guatemala
Prospective Patients aged > 1 A substantial number of RSV
cohort month who cases (n = 171) were

(2010-2014) presented with

an ILI

identified among adults

across six hospitals

Older adults accounted for
high proportions, and
increasing age was associated
with significantly higher
risk, of RSV-associated

hospitalization

Further data among adults
with RSV in Latin America
are necessary to further
understand the burden of
RSV

The study was limited to ILI
case definitions; therefore,
not all patients with RTTs

were eligible for inclusion
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Table 2 continued

Country; Ref. Study type Patient Key findings Gaps
(study period) population
Mexico; Galindo-  Observational Patients aged > 3 Hospitalization was required ~ Data were limited to patients
Fraga et al. [32] cohort months who for a higher proportion of with clinical manifestation

(2010-2011) presented with

an ILI

Mexico; Noyola Prospective Patients infected
et al. [80] observational with one or two
cohort viruses
(2010-2014)
Brazil; Estofolete  Retrospective Patients
et al. [28] surveillance aged > 15 years
cohort

(2021-2022)

patients with RSV (56%) of ILIs
than for influenza (29%)

and COVID-19 (32%)

Of the hospitalized patients
aged > 60 years, those with
RSV infection had a
mortality rate > 10%

Patients with RSV required Limited insight on the overall

hospitalization more often severity of infection
than reported for between viruses and the role
coronavirus, rhinovirus, of comorbidities
parainfluenza virus,

adenovirus, and human

metapneumovirus, as well as

when compared with

coinfections of RSV and

parainﬂuenza or coronavirus

Mean age of patients infected Data on the clinical impact of
RSV in the general adult

population, not just those

with RSV was significantly
higher compared with
influenza (59.2 versus 39.4

years)

at risk, are needed

Comorbidities were present in
79.6% of patients with RSV,
significantly higher than
those with influenza

(47.4%)

Ventilatory support was
required for 26.1% of RSV-
infected patients, with
symptoms of dyspnea and
respiratory distress reported
in 42.1% and 31.6% of
RSV-infected patients,

respectively
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Table 2 continued

Country; Ref. Study type Patient Key findings Gaps
(study period) population
Guatemala; Prospective Hospitalized RSV infections were reported  Data were only collected from
McCracken surveillance patients with in 24% of 6287 three regions of Guatemala,
et al. [58] cohort ARIs and RSV hospitalizations and 12% of ~ which may be limited by

(2007-2012)

test results (no

age restriction)

Chile; Luchsinger
et al. [68]

Prospective Patients
cohort

(2005-2007)

aged > 18 years
with CAP

the article’s case definition

2565 clinic visits for ARIs,
with 6% and 5% of patients  in the outpatient setting
aged > 50 years,

respectively

The highest incidence of RSV
among adults was reported
in patients aged > 65 years
(2.9 cases/10,000 persons
per year)

RSV was the most common  Data were collected from two

viral pathogen identified
among 356 adults with CAP

hospitals in Santiago, Chile

RSV infections among The impact of RSV infection

patients with CAP were on the clinical outcome of
predominant during May, CAP requires further

June, and July

investigation

ARIs acute respiratory infections, CAP community-acquired pneumonia, /LI influenza-like illness, RSV respiratory syncytial

virus, RTIs respiratory tract infections

injury, whereby the inflammatory response may
lead to disruption and rupture of arterial pla-
ques and increased risk of acute coronary syn-
drome such as myocardial infarction [69-71].
However, truly understanding the risk factors
for severe RSV in older adults is complex, owing
to the diversity in health status, comorbidities,
and living conditions within this age group
[45]. Falsey et al. (2005) previously highlighted
the significant health impact of RSV among
older adults (aged > 65 years) and high-risk
adults (i.e., with chronic heart or lung disease),
with 39% and 45% of patients unable to per-
form normal activities of daily living, respec-
tively, along with high use of medical care
services, similar to data reported on influenza
[72].

A study in Mexico among adults
aged > 18 years reported that older patients,

males, and those with any underlying condi-
tions (e.g., cardiovascular diseases, chronic lung
disease, or asthma) had a significantly higher
risk of RSV-associated hospitalization [30],
indicating the likelihood of a high prevalence of
RSV-related comorbidities in Latin American
patients; however, additional surveillance data
are required to confirm this. These findings
align with collective data reported in the USA,
Canada, Europe, and Asia [37]. A recent popu-
lation-based surveillance study in the USA
reported that most RSV-hospitalized patients
aged > 60 years had underlying conditions
(95.5%), namely COPD (33.7%) and congestive
heart failure (CHF; 33.2%), all of which were
associated with severe outcomes [66]. Another
USA study found 3.5-13.4 times higher hospi-
talization rates for patients with COPD
aged > 65 years and 5.9-7.6 times higher rates
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Australia, US

RSV cases have been reported among
2.3-13.16% of patient cohorts with diabetes
mellitus (Nguyen-Van-Tam et al. 2022)

I
Diabetes mellitus

Australia, US

RSV cases have been reported among
4.14-15.6% of patient cohorts with chronic
kidney disease (Nguyen-Van-Tam et al. 2022)

I
Kidney disorders

Global Insights on Comorbidities

with RSV in Adults

Lung diseases

k Falsey et al. 2005)

RSV cases have been reported among 2.8—14.6%
of patient cohorts with asthma
(Nguyen-Van-Tam et al. 2022)

Australia, Japan

11.4% of patients hospitalized with chronic
pulmonary disease had RSV infections (Falsey et
al. 2005)

us
RSV-related hospitalization rates increase with age
in adults with asthma, with 7—8x greater overall

hospitalization rates than patients without
asthma; Prasad et al. 2021)

New Zealand
RSV was among the most common viruses detected

in patients with asthma exacerbations (Beasley
et al. 1988)

New Zealand

RSV cases have been reported among 1.0—45.8% of
patient cohorts with cardiopulmonary disorders
(Nguyen-Van-Tam et al. 2022)

Australia, Denmark, China, Germany, UK, US
Increased rates of outpatient healthcare

utilization for RSV-associated illness (29% versus 17%
for patients without cardiovascular or lung disease;

Cardiovascular diseases

s 1

Prevalence of cardiovascular diseases among
RSV-infected patients ranges from 3.9—63.0% of
patients (Ivey et al. 2018)

Canada, France, Guatemala, US
Cardiovascular complications have been

reported in 13.0-22.0% of hospitalized patient
cohorts with RSV (Ivey et al. 2018)

Canada, China, France, US

Myocardial
infarction

Arrhythmia Stroke

CHF

Fig. 2 Global insights on comorbidities in RSV-infected adults. Data reported from Refs. [34, 69, 72, 81, 82]. CHF
congestive heart failure, RSV respiratory syncytial virus, US USA

for patients with CHF aged 60-79 years, com-
pared with patients without these conditions
[73]. Such data are important to consider, as the
underdiagnosis of clinical conditions such as

COPD can be as high as 89% in Latin American
countries [74]. There is also an added concern of
RSV outbreaks in hospital settings, where
patients with underlying conditions could be at
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a significant risk of contracting RSV, with severe
associated outcomes [75].

It is crucial to also recognize that long-term
care facilities (LTCFs) may be highly susceptible
to respiratory disease outbreaks, as their resi-
dents are often more frail and therefore highly
vulnerable to infection and severe outcomes
[76]. This was exemplified during the COVID-19
pandemic, where outbreaks of ILIs in LTCFs in
Sao Paulo, Brazil, attributed to COVID-19,
influenza, and other viruses, accounted for
more than 70% of all deaths [76]. Concerning
RSV, living in a LTCF has been shown to
increase the likelihood of severe clinical out-
comes, including ICU admission, mechanical
ventilation, and/or death, by over fourfold
compared with patients living independently or
with assistance in the community [77]. Prehos-
pitalization living situation has also been iden-
tified as an important correlate for functional
decline of older adults aged > 60 years from
prehospitalization to 6 months postdischarge
[78]. Although more data are needed in Latin
America, we believe that frailty is potentially a
more important predictor of severe outcomes
than age alone, as chronic conditions and many
comorbidities are associated with frailty [77]. In
a multicenter, European observational cohort
study of 1564 patients with COVID-19, frailty
was determined to be a better predictor of dis-
ease outcomes than either age or presence of
comorbidities [79]. Together, these findings
underscore the critical need for RSV testing in
LTCFs, where older, multimorbid, and frail
individuals are at a heightened risk of severe
RSV infection.

One challenge to consider regarding RSV-re-
lated comorbidities is their frequent association
with  age-related immunosenescence or
immunosuppression (e.g., cancer or transplan-
tation treatments), which can complicate RSV
diagnosis. This is of particular importance given
the increasing aging population. Age-related
cognitive impairments or degenerative disor-
ders, such as dementias, could further compli-
cate diagnosis in older adults. Hence, assessing
the degree of association between RSV and the
worsening of comorbidities can be challenging.
Considering the available epidemiological data
presented, it is reasonable to assume that many

older adults hospitalized with RSV in Latin
America are likely to present with one or more
comorbidities that could increase the risk of
severe outcomes. Therefore, we advocate for
routine diagnostic testing for viral infections in
hospitals and via epidemiological surveillance
units, especially in patients with severe respira-
tory conditions (Table 2). This change is neces-
sary to ensure that the burden of RSV can be
accurately recognized and addressed in the
aging population.

CONCLUSIONS

The challenges related to RSV in older adults
and individuals with underlying conditions in
Latin America are multifaceted and complex.
This expert consensus emphasizes that lack of
awareness, underdiagnosis, and data scarcity
pose significant challenges that must be
addressed in the region. To overcome these
challenges, it is imperative to prioritize routine
diagnostic testing for RSV, advocate for com-
prehensive data collection and dissemination
efforts, and emphasize the importance of
understanding the significant impact of RSV
among adult populations. Furthermore, we call
for the establishment of local initiatives and a
taskforce to address challenges associated with
RSV surveillance in Latin America. The initia-
tives discussed here would be pivotal in
addressing poor awareness, improving patient
management, and reducing the burden of RSV
in the region. Moreover, this consensus will
help guide regional and national responses to
RSV in older adults, highlighting preventive
measures, increased diagnostic testing, and tar-
geted interventions, and may also help increase
the awareness of other viruses that can cause
respiratory infections in susceptible popula-
tions. It is a shared responsibility among
healthcare practitioners, public health bodies,
and policymakers to improve RSV patient out-
comes in Latin America and promote the pre-
vention of RSV in older adults.
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