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ABSTRACT

Respiratory syncytial virus (RSV) is an important and under-recognized cause of acute
respiratory infection in adults, with disproportionate morbidity and mortality among older
adults and individuals with chronic cardiopulmonary diseases. Global and regional burden
estimates demonstrate that RSV contributes substantially to hospitalizations and deaths,
highlighting the need for effective prevention strategies. Following decades without licensed
options for adults, several RSV vaccines have recently completed late-phase clinical trials
and entered clinical use. This narrative review synthesizes data on RSV vaccine efficacy,
real-world effectiveness, and safety in adults aged 60 years or older and clinically vulnerable
populations, including those with chronic medical conditions and immunocompromised states.
Across clinical trials, RSV vaccines consistently demonstrated meaningful efficacy against
RSV-associated lower respiratory tract disease, with higher protection against severe disease
and evidence of persistence across multiple RSV seasons, although attenuation over time was
observed. Safety data from randomized trials showed increased reactogenicity without major
serious adverse events, whereas post-licensure surveillance identified small excess risks of
rare neurologic events. Overall, current RSV vaccines provide clinically important protection
against severe RSV disease in older adults, with ongoing research needed to optimize use in

high-risk populations.
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INTRODUCTION

Respiratory syncytial virus (RSV) is an important
and often under-recognized cause of acute respiratory
infection in adults, with the greatest clinical impact in
older adults and in adults with chronic cardiopulmo-
nary disease or other high-risk conditions. RSV infec-
tion occurred annually in community-dwelling adults
aged 65 years or older and in high-risk adults with

Corresponding author: Tulaton Sodsri
Contact Information: Tulaton.Sodsri@ttuhsc.edu
DOI: 10.12746/swjm.v14i60.1649

chronic heart or lung disease. In hospitalized adults,
the clinical severity of RSV was comparable to that
of influenza A with respect to intensive care use and
mortality.

Global and regional burden estimates in older
adults underscore the public health relevance of RSV
prevention strategies in adult populations. A system-
atic review and meta-analysis estimated that in 2015
there were approximately 336,000 RSV-associated
acute respiratory infection hospitalizations and about
14,000 in-hospital deaths among older adults glob-
ally, while acknowledging limited data availability
from many low- and middle-income settings.? In high-
income countries, pooled estimates suggest that RSV
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in adults aged 60 years and older translated in 2019
to approximately 5.2 million cases, 470,000 hospitali-
zations, and 33,000 in-hospital deaths.? In the United
States, a systematic review and meta-analysis esti-
mated a pooled annual RSV-associated hospitaliza-
tion incidence of 178 per 100,000 adults aged 65 years
and older; after adjustment for under-detection, the
estimated hospitalization rate increased to 267 per
100,000, and adults with chronic medical conditions
were substantially more likely to be hospitalized for
RSV, depending on the specific risk condition.*

Because severe RSV outcomes disproportionately
affect older adults and medically vulnerable adults, mul-
tiple RSV vaccine platforms have advanced through
adult clinical trials, including prefusion F protein sub-
unit vaccines (RSVpreF) with and without adjuvant, a
messenger RNA (mMRNA)-based prefusion F vaccine,
and investigational viral-vectored approaches. However,
direct head-to-head comparisons are lacking, and an
integrated synthesis of clinical trial vaccine efficacy,
real-world vaccine effectiveness, durability across sea-
sons, and post-licensure safety signals remains incom-
pletely characterized. Therefore, we conducted this
narrative review to summarize and compare the avail-
able evidence on RSV vaccine efficacy, effectiveness,
and safety in adults, with emphasis on older adults and
other high-risk populations.

METHODS

This narrative review summarizes evidence on
RSV vaccine efficacy, real-world effectiveness, and
safety in adults, with emphasis on healthy adults
aged 18-59 years, older adults aged >60 years,
and clinically vulnerable subgroups including immu-
nocompromised patients. We searched PubMed
and Embase and supplemented these searches by
reviewing reference lists from pivotal clinical trials,
real-world effectiveness studies, and meta-analy-
ses. Search concepts included RSV or respiratory
syncytial virus, vaccine, prefusion F or preF, efficacy,
effectiveness, safety, adverse events, and product
or platform terms relevant to adult vaccines and late-
stage candidates, including RSVpreF or Abrysvo,
RSV prefusion F protein 3 (RSVPreF3) or Arexvy,
mMRNA-1345 or mResvia, adenovirus serotype 26

RSV prefusion F vaccine (Ad26.RSV.preF), and
Modified vaccinia Ankara-vectored multivalent RSV
vaccine (MVA-BN-RSV).

We included randomized controlled trials, includ-
ing controlled human challenge studies, multi-season
follow-up analyses, subgroup analyses in adults with
comorbidities, observational effectiveness studies
such as test-negative designs and target trial emu-
lations, and systematic reviews or meta-analyses
reporting quantitative outcomes in adults. We
excluded studies limited to pediatric populations,
maternal immunization, or infant monoclonal antibody
products unless adult-specific outcomes relevant to
this review were reported.

Data were extracted by the reviewer using a struc-
tured approach aligned with the evidence tables. For
each included study, we abstracted the vaccine plat-
form and product, including manufacturer and trade
name when available; population characteristics and
key comorbidities; study design and setting; compar-
ator; follow-up duration and RSV season or seasons;
point estimates of vaccine efficacy and effective-
ness with corresponding confidence intervals (Cl)
(Figure 1); and safety outcomes, including reacto-
genicity, adverse events, serious adverse events,
and prespecified rare events such as Guillain—-Barré
syndrome (GBS) or immune thrombocytopenia (ITP)
when available. The extracted data were summarized
in Table 1 for clinical trial outcomes and in Table 2
for real-world outcomes. Findings were synthesized
qualitatively, with attention to heterogeneity in study
design, endpoint definitions, and seasonality that may
limit cross-study comparisons.

REsuLTS
CLINICAL TRIAL EFFICACY OF THE R S V VACCINE PLATFORM

UNADJUVANTED BIVALENT RSVPREF PROTEIN
SUBUNIT VACCINE

Abrysvo (RSVpreF; Pfizer) is a stabilized pre-
fusion F protein subunit vaccine containing anti-
gens from both RSV-A and RSV-B. In a controlled
human challenge study in adults aged 18-50 years,
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Figure 1. RSV vaccine efficacy.

Abbreviations: ARD, acute respiratory disease; ARI,
acute respiratory infection; CI, confidence interval;
LRTD, lower respiratory tract disease; RSV, respiratory
syncytial virus; s/s, signs and/or symptoms.

RSVpreF-based vaccination demonstrated vaccine
efficacy 86.7% (95% CI, 53.8-96.5) vs placebo.
Vaccinated participants had lower detectable viral rib-
onucleic acid (RNA); the median area under the curve
of RSV viral load was 0 (interquartile range, 0.0-19.0)
in the vaccine group vs 96.7 (interquartile range, 0.0—
675.3) in the placebo group.®

In the phase 3 RENOIR trial among adults aged
=60 years (including participants with stable chronic
conditions), Abrysvo reduced RSV-associated lower
respiratory tract disease (RSV-LRTD) during the first
RSV season, with efficacy dependent on endpoint
stringency. vaccine efficacy was 66.7% (95% CI,
28.8-85.8) against RSV-LRTD meeting a =2 signs/
symptoms (s/s) threshold and 85.7% (95% ClI, 32.0—
98.7) against RSV-LRTD meeting a =3 s/s thresh-
old; vaccine efficacy against RSV-associated acute
respiratory infection (RSV-ARI) was 62.1% (95% ClI,
37.1-77.9).5

A subsequent two-season analysis from RENOIR
indicated persistence of protection over two RSV

seasons for Abrysvo. Age-stratified vaccine efficacy
point estimates were 81.6% (95% CI, 58.2-93.1)
in adults aged 60—69 years, 72.7% (95% CI|,—3.2—
95.1) in adults aged 70-79 years, and 100% (95%
Cl,—9.1-100) in adults aged >80 years with =3 s/s.
An overall vaccine efficacy estimate of 57.5% (95%
Cl, 35.8-72.4) was reported for RSV-LRTD using a
>2 s/s definition.”

ADJUVANTED RSVPREF3 PROTEIN SUBUNIT VACCINE

Arexvy (RSVPreF3 + AS01; GSK) uses a recom-
binant preF antigen (RSVPreF3, based on RSV-A)
combined with the AS01 adjuvant system. In a phase
3 randomized, placebo-controlled trial in adults aged
=60 years, RSVPreF3 OA demonstrated high first-
season efficacy against RSV-LRTD, with vaccine effi-
cacy of 82.6% (95% Cl, 57.9-94.1). Protection against
severe RSV-LRTD was higher, with vaccine efficacy
of 94.1% (95% Cl, 62.4-99.9).8 Across a two-season
follow-up, protection with Arexvy remained statis-
tically significant. Still, it was attenuated in the sec-
ond season: vaccine efficacy was 67.2% (97.5% Cl,
48.2-80.0) against RSV-LRTD and 78.8% (95% ClI,
52.5-92.0) against severe RSV-LRTD.® In a subgroup
analysis of participants with underlying medical con-
ditions, vaccine efficacy remained robust, with vac-
cine efficacy 81.0% (95% CI, 58.9-92.3) in those with
>1 condition and vaccine efficacy 88.0% (95% CI,
60.9-97.7) in those with >2 conditions.°

Over three RSV seasons, overall efficacy
against RSV-LRTD with Arexvy declined over time
but remained clinically meaningful: vaccine effi-
cacy 62.9% (95% CI, 46.7-74.8) across three sea-
sons. Strain-specific estimates were vaccine efficacy
69.8% (95% ClI, 42.2-85.7) for RSV-A-related LRTD
and 58.6% (95% CI, 35.9-74.1) for RSV-B—related
LRTD, indicating cross-subtype protection despite an
RSV-A-based antigen."

MRNA vacciNe ENcopING RSV pPrReF (RSV-A prReF)

mResvia (MRNA-1345; Moderna) is an mRNA
vaccine encoding a stabilized prefusion F glyco-
protein (RSV subtype A) expressed in vivo after
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intramuscular administration. In a phase 2/3 rand-
omized, placebo-controlled trial in adults aged =60
years (including participants with coexisting condi-
tions), mMRNA-1345 demonstrated high efficacy over
1 year: 83.7% (95.88% CI, 66.0-92.2) against RSV-
LRTD (=2 s/s) and 82.4% (96.36% CI, 34.8-95.3)
against RSV-LRTD (=3 s/s). Vaccine efficacy against
RSV-ARI was 68.4% (95% ClI, 50.9-79.7)."2

ADENOVIRUS-VECTORED RSV PREF pLus RSV PReF
PROTEIN VACCINE

Janssen evaluated an investigational combina-
tion approach using a replication-incompetent Ad26-
vectored RSV preF construct together with the RSV
preF protein. In adults aged =65 years with coexist-
ing conditions, the phase 2b CYPRESS trial demon-
strated efficacy over the first RSV season: 80.0%
(94.2% ClI, 43.7-84.7) against RSV-LRTD meeting a
=3 s/s threshold and 75.0% (94.2% CI, 50.1-88.5)
against RSV-LRTD meeting a =2 s/s threshold.™

Multi-season follow-up of the Janssen investiga-
tional Ad26.RSV.preF/RSV preF protein vaccine indi-
cated sustained protection beyond the first season,
with efficacy of 76.1% (95% CI, 26.9-94.2) across
seasons two and three and 78.7% (95% CI, 57.3—
90.4) across three seasons combined.™ In a phase
3 study in Japan (cohort =60 years for efficacy),
the trial was terminated early with few RSV events;
point estimates were vaccine efficacy of 58.7% (95%
Cl, 245-100) for RSV-LRTD and 66.5% (95% ClI,
717.68-99.36) for another RSV outcome as reported.
Still, interpretation was limited due to premature ter-
mination and sparse endpoints."

MobIFIED VACCINIA ANKARA=VECTORED MULTIVALENT
RSV vAccINE

MVA-BN-RSV (Bavarian Nordic) is an investiga-
tional modified vaccinia Ankara-vectored multivalent
RSV vaccine encoding multiple RSV antigens, includ-
ing F, glycoproteins from both RSV subtypes (G[A]
and G[B]), and internal proteins. In a human challenge
trial in healthy adults aged 20-59 years, efficacy in
preventing symptomatic infection in the challenge

model ranged from 79.3% to 88.5%, accompanied by
reductions in viral load and symptoms compared with
placebo.®

In a phase 3 randomized trial in adults aged =60
years, efficacy with MVA-BN-RSV was more mod-
est: 42.9% (95% CI, —16.1-71.9) against RSV-LRTD
defined by =3 s/s, 59.0% (95% Cl, 34.7-74.3) against
RSV-LRTD defined by =2 s/s, and 48.8% (95% ClI,
25.8—-64.7) against acute respiratory disease."’

POOLED EFFICACY ACROSS VACCINE PRODUCTS

A systematic review and meta-analysis of rand-
omized trials in older adults found that RSV vaccines
reduced RSV-related LRTD (vaccine efficacy of 78.3%
[95% CI, 65.6—-86.3]) and RSV-related severe LRTD
(vaccine efficacy of 86.5% [95% CI, 68.3-94.3]) and
also reduced RSV-related ARI (vaccine efficacy of
68.0% [95% CI, 58.5-75.3]). This analysis reported
no significant difference in the incidence of serious
adverse events between the groups.'®

REAL-WORLD VACCINE EFFECTIVENESS IN ADULTS AGED
=60 YEARS

OVERALL EFFECTIVENESS IN TYPICAL ADULTS
AGED =60 YEARS

Across US test-negative and emulated trial
designs during the 2023-2024 season(s), real-world
vaccine effectiveness against medically attended
RSV outcomes in adults aged =60 years was con-
sistently substantial, though estimates varied by set-
ting, season, and network."®

In a multi-state EHR network study of emergency
department (ED) encounters over one RSV season,
combined use of Arexvy (GSK) and Abrysvo (Pfizer)
was associated with effectiveness 77% (95% Cl,
70-83) against RSV-associated ED encounters, and
effectiveness 81% (95% CI, 52-92) against severe
outcomes (RSV-associated ICU admission or death).?°

In hospitalized adults (19-state network) in which
the vaccine product was not identified, vaccine effec-
tiveness against RSV-associated hospitalization was
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75% (95% CI, 50-87). 16) A separate national EHR
analysis spanning all 50 US states similarly estimated
effectiveness in the mid-70% range across syndromic
and severity strata in the overall =60-year population
(with products including Arexvy [GSK] and Abrysvo
[Pfizer]): 75.1% (95% CI, 73.6-76.4) against ARI,
75.8% (95% CI, 73.2-78.1) against ED/urgent care
(ED/UC) encounters, and 75.5% (95% ClI, 73.1-77.6)
against hospitalization.?’

In a US Veterans target trial emulation (matched
vaccinated vs unvaccinated), vaccine effectiveness
estimates were also high, with most vaccinated par-
ticipants receiving Abrysvo (Pfizer) or Arexvy (GSK):
78.1% for RSV infection beginning 14 days after
index date, 78.7% for ED/UC encounters, and 80.3%
for hospitalization.??In a Kaiser Permanente Southern
California analysis restricted to Abrysvo (Pfizer), esti-
mated effectiveness against RSV-LRTD over one
season was 89% (95% Cl, 52-97).%

Over two RSV seasons in the IVY Network, overall
effectiveness against RSV-associated hospitalization
was 58% (95% ClI, 45-68). When product type could
be evaluated, effectiveness estimates were similar
between Arexvy (GSK) and Abrysvo (Pfizer): 64% (95%
Cl, 47-76) vs 61% (95% ClI, 41-74), respectively.?*

EFFECTIVENESS IN IMMUNOCOMPROMISED ADULTS AND
TRANSPLANT SUBGROUPS

Effectiveness in immunocompromised adults re-
mained clinically meaningful in some datasets but
was more variable than in the overall population.
In the multi-state EHR network study, effectiveness
against hospitalization among immunocompromised
adults (primarily vaccinated with Arexvy [GSK] or
Abrysvo [Pfizer]) was 73% (95% ClI, 43-85)."® In the
national EHR analysis, immunocompromised adults
had effectiveness estimates of 70.4% (95% CI, 67.8—
72.7) against ARI, 73.9% (95% ClI, 69.3-77.8) against
ED/UC encounters, and 69.5% (95% CI, 65.3-73.1)
against hospitalization.?'

Within transplant subgroups, heterogeneity was
pronounced. Solid organ transplant recipients had
effectiveness 73.4% (95% Cl, 61.9-81.4) against AR,
whereas hematopoietic stem cell transplant (HSCT)

recipients had lower estimates: 33.4% (95% ClI, 12.3—
49.4) against ARI, 58.4% (95% Cl, 37.4-72.8) against
ED/UC encounters, and 55.9% (95% CI, 40.0-72.3)
against hospitalization.?'

By contrast, in the IVY Network analysis over
two seasons, effectiveness in immunocompromised
adults (receiving a mix of products including Arexvy
[GSK], Abrysvo [Pfizer], and mResvia [Moderna])
was 30% (95% CI,—9-55), underscoring variability
by design, outcome, and population.?*

SAFETY

COMPANY-PROVIDED SAFETY PROFILES FROM
RANDOMIZED TRIALS

Across platforms, reactogenicity was consistently
higher in vaccine recipients, while serious adverse
event rates were generally balanced between vac-
cine and placebo groups in pivotal trials.

For Abrysvo (RSVpreF; Pfizer), the adult chal-
lenge study reported more local injection reactions in
vaccine recipients and no serious adverse events in
either arm.® In RENOIR (=60 years), local reactions
occurred in 12% vs 7% (vaccine vs placebo); sys-
temic events were similar (27% vs 26%); and SAEs
occurred in 2.3% of participants in both groups.®

For Arexvy (RSVPreF3 OA + AS01; GSK), local-
site reactions were reported in 60.9% vs 9.3% and
fatigue in 33.6% vs 16.1% (vaccine vs placebo); unso-
licited adverse events were 1.4% vs 1.4%. (4) In the
three-season study, <1% of SAEs were considered
related, and five related deaths were reported across
arms as adjudicated in the trial reporting.™

For mResvia (MRNA-1345; Moderna), local reac-
tions were reported in 58.7% vs 16.2% and systemic
reactions in 47.7% vs 32.9% (vaccine vs placebo);
SAEs occurred in 2.8% of participants in both groups.?

For the Janssen investigational Ad26.RSV.preF/
RSV preF protein vaccine, local reactions were 37.9%
vs 8.4% and systemic reactions 41.4% vs 16.4%
(vaccine vs placebo); SAEs were 4.6% vs 4.7%. (9)
Multi-season follow-up reported comparable SAE
rates between groups by season.™
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For the Bavarian Nordic investigational MVA-
BN-RSV vaccine, the challenge study reported local
side effects in 88.9% vs 37.8% and SAEs in 80.6%
vs 51.4% (vaccine vs placebo), with one myocarditis
reported in each group.'® In the phase 3 older-adult
study, unsolicited adverse events were 6.5% vs 6.5%
and SAEs were 5.5% vs 4.7% (vaccine vs placebo)."”

A meta-analysis of randomized trials in older
adults supported these trial-level observations, report-
ing no significant differences in SAEs between RSV
vaccines and placebo across pooled data.?

REAL-WORLD SAFETY PROFILE AND COMPARATIVE SIGNALS

Real-world observational evaluations have fo-
cused on rare, clinically important events that are dif-
ficult to detect reliably in trials, particularly neurologic
syndromes. In a large United States (US) electronic
hospital record (HER)-based analysis assessing both
effectiveness and safety amongadults aged =60 years,
GBS and immune thrombocytopenia (ITP) outcomes
were evaluated with product attribution and included
recipients of Arexvy (GSK) and Abrysvo (Pfizer). The
study concluded that there was an estimated excess
risk of GBS at the population level, while no excess
risk of ITP was detected for either manufacturer.?' For
all vaccine recipients (64.7% [3,070,888 of 4,746,518]
received RSVPreF3+AS01), the estimated excess
was 11.2 GBS cases per 1,000,000 vaccines admin-
istered; the estimated excess associated with Abrysvo
(Pfizer) was 18.2 per 1,000,000, and the estimated
excess associated with Arexvy (GSK) was 5.2 per
1,000,000 vaccinations.?!

Consistent with these observational findings, an
updated evidence synthesis reported a higher risk of
GBS associated with Abrysvo (Pfizer) (18.2 excess
cases per 1 million doses; 95% CI, 9.8-23.3) and no
clear excess with Arexvy (GSK) (incidence rate ratio
1.5; 95% CI, 0.9-2.2). This synthesis also reported
no meaningful difference in the odds of myocardial
infarction between vaccinated and unvaccinated
groups (odds ratio 1.11; 95% ClI, 0.72-1.71).%

Taken together, randomized trials consistently
demonstrated increased short-term local and sys-
temic reactogenicity without major imbalances in

serious adverse events, whereas real-world analyses
identified small excess risks for rare neurologic out-
comes (notably GBS) that may vary by product, with
no consistent signal for ITP across manufacturers in
the cited data.

DiscussioN

This narrative review demonstrates that licensed
RSV vaccines in adults, especially those aged 60 years
and older, achieve moderate-to-high efficacy against
RSV-associated lower respiratory tract disease.®%10-"3

Across pivotal trials in older adults, RSV vaccine
efficacy varied by product, season, and case-definition
stringency. For Pfizer's RSVpreF (Abrysvo), first-
season efficacy ranged from 66.7% for RSV-LRTD
using a =2 signs/symptoms definition to 85.7% using
=3 signs/symptoms, with 62.1% efficacy against
RSV-ARI; over two seasons, overall efficacy for RSV-
LRTD using =2 signs/symptoms was 57.5%, while
age-stratified point estimates using more stringent
criteria were higher but imprecise in older strata.®’
For GSK’s adjuvanted RSVPreF3 OA (Arexvy), first-
season efficacy was 82.6% against RSV-LRTD and
94.1% against severe RSV-LRTD; efficacy attenuated
in later seasons (67.2% in season two and 62.9%
across three seasons), while remaining clinically mean-
ingful and showing cross-subtype protection despite
an RSV-A-based antigen.®" Moderna’s mRNA-1345
also demonstrated high efficacy over one year (83.7%
against RSV-LRTD using =2 signs/symptoms and
82.4% using =3 signs/symptoms), with 68.4% effi-
cacy against RSV-ARI. These results collectively sup-
port a practical efficacy range of approximately 57%
to 94% for RSV-LRTD-related endpoints, with higher
point estimates generally observed for more stringent
or severe disease definitions and lower estimates in
broader or longer follow-up analyses.®'2

Real-world effectiveness studies during early roll-
out seasons largely corroborate these trial findings.
Multiple U.S. analyses reported substantial effec-
tiveness against RSV-associated hospitalizations,
emergency department encounters, and other medi-
cally attended outcomes in adults aged 60 years and
older, and product-specific estimates, when available,
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suggest broadly comparable performance of the two
most widely used products for hospitalization end-
points in routine practice.?>-?* Two-season analyses
reported lower effectiveness against hospitalization
than many single-season estimates, consistent with
waning immunity, changes in RSV epidemiology, and
differences in vaccinated populations over time.?*
Effectiveness in immunocompromised adults was
more variable and often less precise than in the over-
all older-adult population, and transplant subgroup
estimates in particular suggested heterogeneity that
likely reflects differences in immune suppression
intensity and mechanisms.?"?

U.S. Food and Drug Administration materials for
COVID-19 licensure-supporting trials used a bench-
mark of vaccine efficacy with a point estimate of at
least 50% and an appropriately alpha-adjusted lower
bound of the confidence interval of at least 30%.%°
Although these thresholds are COVID-19-specific,
they provide context suggesting that many RSV effi-
cacy estimates in older adults are clinically mean-
ingful and are reinforced by real-world reductions in
hospitalization and other severe outcomes.

A comparison with updated COVID-19 vaccina-
tion is most informative when framed around prevent-
ing severe outcomes in high-risk adults rather than
preventing all infection. Centers for Disease Control
and Prevention interim analyses for September 2023
through January 2024 showed that the updated 2023—
2024 COVID-19 vaccination provided meaningful
protection against COVID-19—-associated emergency
department/urgent care encounters and hospitaliza-
tion in adults, with effectiveness varying by time since
vaccination.?’” Similarly, RSV vaccines show substan-
tial real-world effectiveness against hospitalization and
other severe outcomes in older adults during early
seasons, while multi-season estimates and subgroup
analyses point to the need for ongoing evaluation of
durability and performance in immunocompromised
populations.

For intensive care unit (ICU) admission, respira-
tory failure, and in-hospital mortality, the evidence
base is more limited than for RSV-LRTD or hospi-
talization. Pivotal trials were generally not powered
to estimate protection against these rare endpoints

as stand-alone outcomes, and observational studies
often report a composite of critical illness outcomes
that combine ICU admission and/or death rather than
providing precise, component-specific estimates for
ICU admission, mechanical ventilation, and mortality
separately.?-2*

Overall, the available evidence indicates that
adult RSV vaccines have good efficacy against RSV-
associated lower respiratory tract disease and demon-
strate substantial real-world effectiveness against
severe, medically attended outcomes. However, further
prospective, adequately powered studies using stand-
ardized definitions are needed to determine whether
vaccination reduces the risk of respiratory failure
requiring mechanical ventilatory support, ICU admis-
sion, and in-hospital mortality as distinct endpoints.

CONCLUSION

In adults aged =60 years, current RSV vaccines
provide clinically meaningful protection in trials and
substantial real-world effectiveness against severe
outcomes, including hospitalization. Evidence in
immunocompromised adults supports the bene-
fit but is more variable and currently insufficient for
confident product-level ranking, particularly in highly
immunosuppressed subgroups. Multi-season attenu-
ation suggests booster strategies merit targeted eval-
uation, and safety data support use with continued
monitoring for rare neurologic events.
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