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Abstract

Background: Respiratory syncytial virus (RSV) is a contagious pathogen causing acute
respiratory infections (ARIs). Symptoms range from mild upper respiratory tract infec-
tions to potentially life-threatening lower respiratory tract disease (LRTD). In adults
>60 years old, vaccine efficacy of a candidate vaccine for older adults (RSVPreF3
OA) was 71.7% against RSV-ARI and 82.6% against RSV-LRTD (AReSVi-006/
NCT04886596). We present the patient-reported outcomes (PROs) from the same
trial at the end of the first RSV season in the northern hemisphere (April 2022).
Methods: In this phase 3 trial, adults aged >60 years were randomized (1:1) to
receive one dose of RSVPreF3 OA vaccine or placebo. PROs were assessed using
InFLUenza Patient-Reported Outcome (FLU-PRO), Short Form-12 (SF-12), and
EuroQol-5 Dimension (EQ-5D) questionnaires. Peak FLU-PRO Chest/Respiratory
scores during the first 7 days from ARI episode onset were compared using a Wil-
coxon test. Least squares mean (LSMean) of SF-12 physical functioning (PF) and EQ-
5D health utility scores were estimated using mixed effects models.

Results: In the RSVPreF3 OA group (N = 12,466), 27 first RSV-ARI episodes were
observed versus 95 in the Placebo group (N = 12,494). Median peak FLU-PRO
Chest/Respiratory scores were lower in RSVPreF3 OA (1.07) versus Placebo group
(1.86); p = 0.0258. LSMean group differences for the PF and EQ-5D health utility
score were 7.00 (95% confidence interval [Cl]: —9.86, 23.85; p = 0.4125) and
0.0786 (95% Cl: —0.0340, 0.1913; p = 0.1695).
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[Correction added on 20 August 2024, after
first online publication: The authorship of this
article has been updated to include the
AReSVi-006 study group and the list of
Members of the AReSVi-006 Study Group has
been added to supporting information of the

online version of this article.] KEYWORDS

syncytial virus

1 | INTRODUCTION
Respiratory syncytial virus (RSV) is a highly contagious, human pathogen
that causes acute respiratory infections (ARIs) and associated symptoms
(i.e., acute respiratory disease). Although RSV has long been recognized
as a common cause of respiratory infections in children, it has been
increasingly acknowledged as an important cause of severe respiratory
illness in older adults, leading to substantial morbidity and mortality.!?
In the United States, 1% to 7% of older adults are infected with RSV
each year, resulting in an estimated 178,000 RSV-related hospitaliza-
tions and 14,000 RSV-related deaths among adults aged 265 years.2®
RSV circulation is subject to seasonality, with the infection being
transmitted either via coughing or sneezing or via direct or indirect
contact with nasal or oral secretions from infected people.* Symptom-
atic RSV infections manifest as generally mild upper respiratory tract
disease or as a more severe lower respiratory tract disease (LRTD).!
The risk of severe RSV disease is higher in older adults and in adults
with chronic cardiopulmonary conditions or with weakened immune
system, potentially leading to more serious outcomes, such as pneu-
monia, exacerbation of an underlying condition (e.g., asthma or
chronic obstructive pulmonary disease), and congestive heart failure.®
Typically, RSV infections in older adults result in cold-like symp-
toms with a median duration of approximately 17 days.® In a recent
study that included individuals 250 years of age, 52 signs and/or symp-
toms were reported to be associated with an RSV episode, the most
bothersome of which were coughing, trouble breathing, fever or feeling
feverish, and body aches or pains.” RSV infection impacted health-
related quality of life (HRQol), in particular productivity, social activities
and relationships, emotional functioning, physical functioning (PF), and
sleep. All participants who were working reported major impacts on
work, and most individuals reported symptoms lasting beyond the acute
disease stage ranging from 1 week to >1 month.” Some older adults
with RSV infection, especially hospitalized individuals, demonstrate
acute functional decline that may become prolonged and can result in
higher level of care at discharge and loss of previous independence ®
The GSK RSV candidate vaccine for older adults (RSVPreF3 OA)
is a combination of the RSVPreF3 antigen, a recombinant F protein
antigen engineered to preferentially maintain its prefusion form, and
GSK’s Adjuvant System 01g (ASO1g), an adjuvant system that pro-
motes induction/boosting of antibody and cellular responses to over-
come age-related decline in immunity.” The recombinant RSVPreF3
OA vaccine had 71.7% efficacy (VE) against RSV-ARI and 82.6% VE
against RSV-LRTD in adults aged 260 years in a phase 3 clinical trial

Conclusions: The RSVPreF3 OA vaccine, in addition to preventing infection, attenu-
ated the severity of RSV-associated symptoms in breakthrough infections, with

trends of reduced impact on PF and health utility.

acute respiratory infections, older adults, patient-reported outcome, quality of life, respiratory

(AReSVi-006/NCT04886596).” Here, we report the patient-reported
outcome (PRO) data from this clinical trial during the first RSV season.

2 | METHODS

21 | Study design

In this ongoing, phase 3, observer-blind, multi-country trial, individuals
aged 260 years were randomized 1:1 to receive either a single dose of
ASO1g-adjuvanted RSV prefusion F protein candidate vaccine
(RSVPreF3 OA) or placebo at study entry. The primary objective was
to demonstrate VE of a single RSVPreF3 OA dose against RSV-
confirmed LRTD during one RSV season. An ARI episode was defined,
via a clinical assessment, as the presence of at least two respiratory
symptoms/signs (see also tab. S2 in Papi et al.”?) for at least 24 h, or at
least one respiratory and one systemic symptom/sign for at least
24 h, and confirmed by reverse transcriptase polymerase chain reac-
tion (RT-PCR). Further details on the study design are provided in an
article presenting the efficacy and safety results of the trial.?

2.2 | Outcome measures

Patient-reported assessments included in the trial were performed
using the InFLUenza Patient-Reported Outcome (FLU-PRO) question-
naire, the Short Form-12 (SF-12) health survey, the EuroQol-5 Dimen-
sion (EQ-5D) questionnaire, the Patient Global Impression of Severity
(PGI-S), and the Patient Global Impression of Change (PGI-C). These
questionnaires focus on symptoms, functioning, health utility, and
overall assessment of severity, respectively.

The FLU-PRO version 2.0 is a 32-item daily diary assessing influ-
enza signs and symptoms across six body systems (i.e., domains): Nose
(four items), Throat (three items), Eyes (three items), Chest/
Respiratory (seven items), Gastrointestinal (four items), and Body/
Systemic (11 items). Participants were asked to rate each sign or
symptom on a 5-point ordinal scale (see the Supporting Information
for more details), with higher scores indicating a greater severity of
the sign or symptom. Each domain score was calculated as the mean
of all items comprising that domain, with scores ranging from 0 (symp-
tom free) to 4 (very severe symptoms).'%? Similarly, the FLU-PRO
total score was computed as the mean score across all 32 items com-

prising the instrument. In addition, a score assessing the symptoms
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associated with the upper respiratory system was computed as the
mean score across the 10 items that make up the Nose, Throat, and
Eyes domains. Validity of the FLU-PRO to assess RSV disease in older
adults has been demonstrated by Yu et al.® and Curran et al.”

The SF-12 questionnaire is a multi-purpose health survey with
12 questions covering eight domains (Physical Functioning, Role Phys-
ical, Bodily Pain, General Health, Vitality, Social Functioning, Role
Emotional, and Mental Health).*?*2 Scale scores were constructed fol-
lowing the SF-12 scoring algorithms. For all SF-12 domains, a higher
score indicates a higher level of functioning and/or HRQoL.

The EQ-5D questionnaire is a health utility instrument including
five dimensions: Mobility, Self-Care, Usual Activities, Pain/Discomfort,
and Anxiety/Depression. Participants were asked to grade their
extent of problems (no problem, some problems, and severe prob-
lems). The combination of answers to the five dimensions results in
243 possible health states, each of which is translated into a health
utility score ranging from less than O (i.e., a health state worse than
death) to 1 (i.e., best possible health state).***>

To estimate the minimum clinically important differences
(MCIDs), an anchor-based approach as recommended by the
U.S. Food and Drug Administration, was applied.® The anchor-based
method consists of the estimation of the relationship of the changes
in the PRO targeted scores with an external criterion or “anchor” of
the outcome, which is being measured, that is, respiratory symptom
severity. In the current study, the PGI-S and PGI-C were included, as
anchor measurements, to estimate MCIDs for the FLU-PRO domains.
The PGI-S and PGI-C are two patient-reported questions on the
severity of symptoms and on the change of symptoms, respectively.'”
The PGI-S classifies the severity of symptoms into five categories
(no symptoms, mild, moderate, severe, and very severe). The PGI-C
classifies the change in symptoms from the previous day into seven
categories (much better, somewhat better, a little better, about the
same, a little worse, somewhat worse, and much worse).

Duration of an RSV episode was calculated based on clinician-
reported outcomes. The start and end date of each symptom and the
presence/absence of each sign were recorded in the electronic case
report form. The ARl onset date was defined as the first day when the
study participant presented with at least two concomitant ARl symp-
toms/signs meeting the ARI case definition (see tab. $2 in Papi et al.%).
The ARI end date was defined as the first day when all ARI symp-
toms/signs had returned to baseline or diminished significantly as
assessed by the investigator. The duration of the episode was calcu-
lated as the interval between the start date and the end date. Any
medically attended visit during the RSV-ARI episode was also docu-
mented by the investigator. Post hoc analysis of VE against medically
attended RSV-ARI and RSV-LRTD episodes was conducted.

2.3 | Timing of assessment

Participants were asked to complete the SF-12 and EQ-5D question-
naires at baseline, that is, at the vaccination visit (Figure S1). The FLU-
PRO, PGI-S, and PGI-C questionnaires were completed at Visit
2 (i.e., 28-42 days after vaccination). Subsequently, after experiencing

at least two ARI symptoms/signs for 24 h, participants had to contact
the site staff, to plan an ARI site visit. Participants with suspected ARI
were asked to complete the FLU-PRO, the PGI-S, and PGI-C daily from
the day of onset until the end of the ARI episode or for a maximum of
14 consecutive days. Participants completed the SF-12 and EQ-5D
once during the ARI episode while attending the scheduled ARl visit.

2.4 | Statistical analysis

Efficacy analyses were performed in the modified exposed set (mES)
which included all the participants who had received vaccine or pla-
cebo and did not report an RSV-ARI prior to Day 15 after vaccination.
All PRO analyses were carried out on all RT-PCR-confirmed RSV epi-
sodes, further referred to as RSV-ARI episodes, in the mES cohort. No
adjustment for multiplicity was performed.

For each RSV-ARI episode, the maximum (i.e., peak) score for FLU-
PRO Chest/Respiratory scale and FLU-PRO upper respiratory scale
(i.e., nose, throat, and eyes symptoms), during the first 7 days from the
onset of ARl symptoms was calculated. The peak FLU-PRO scores were
compared between study groups using a Wilcoxon non-parametric test.

Repeated-measures mixed effects model were fitted to compare the
impact of RSV-ARI on SF-12 PF, EQ-5D utility score, and FLU-PRO total
score, between the RSVPreF3 OA and Placebo groups, during the first
7 days from the onset of ARI symptoms. The models were fitted includ-
ing terms for age category (60-69, 70-79, and =80 years of age), region
(Asia, Europe, and North America), and study group by timepoint
(at baseline and during RSV-ARI episode) interaction. The least squares
mean (LSMean) estimates for timepoint by study group and the differ-
ence in LSMeans and associated p values were obtained from the model.

To evaluate MCIDs for the FLU-PRO domains, a post hoc analysis
was carried out to estimate the mean daily change in the total FLU-
PRO and FLU-PRO Chest/Respiratory scores associated with a
change in the rating of the PGI-C and the PGI-S. A mean daily change
in total FLU-PRO and FLU-PRO Chest/Respiratory scores corre-
sponding to an improvement in symptom severity of one point in
either in PGI-C or PGI-S was defined as an MCID.

VE was calculated as 1 minus the relative risk with the use of the

conditional exact binomial method based on the Poisson model.®

3 | RESULTS
In total, 26,664 participants were enrolled. Of these, 24,960 were
included in the mES. A total of 122 participants had an RSV-ARI (27 in
the RSVPreF3 OA group, N =12,466; 95 in the Placebo group,
N = 12,494)°

Overall, 82.0% (100/122) of participants completed at least one
FLU-PRO questionnaire during the first 7 days of the RSV-ARI episode
with similar completion rates in both groups, that is, 24/27 (88.9%) in
the RSVPreF3 OA group and 76/95 (80.0%) in the Placebo group (see
Figure 1). The completion rates ranged from 33.6% (41/122) on Day
1 to 68.0% (83/122) on Days 4 and 6. The median FLU-PRO Chest/
Respiratory scores were consistently lower in the RSVPreF3 OA group
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FIGURE 1 Median daily FLU-PRO Chest/Respiratory scores and box-plot distribution of the maximum (peak) FLU-PRO Chest/Respiratory
score by study group (mES RT-PCR-confirmed RSV-ARI cohort). Values shown are the median values of the FLU-PRO Chest/Respiratory scores
on Days 1 through 7 of the RSV-ARI episode (panel A) and the maximum (peak) FLU-PRO Chest/Respiratory scores observed over the course of
the RSV-ARI episode (Days 1 through 7) (panel B). A higher score indicates a greater severity of symptoms/problems. Note: The minimum and
maximum values shown in panel B are across both groups, to maintain blinding of the ongoing study. Data for the other FLU-PRO domains are
presented in Table S3. RSVPreF3 OA, participants receiving RSVPreF3 OA vaccine (27 participants with RSV-ARI episodes); Placebo, participants
receiving placebo (95 participants with RSV-ARI episodes). FLU-PRO, InFLUenza Patient-Reported Outcome; Max, maximum; mES, modified
exposed set; Min, minimum; N, number of observations; Q1, 25th percentile; Q3, 75th percentile, RSV-ARI, respiratory syncytial virus-acute
respiratory infection; RT-PCR, reverse transcription polymerase chain reaction.

versus the Placebo group for each timepoint between Days 1 and
7 from onset of the RSV-ARI episode (Figure 1). The median peak FLU-
PRO Chest/Respiratory score observed during the first 7 days was sig-
nificantly lower in the RSVPreF3 OA group (1.07) versus the Placebo
group (1.86), with a p value of 0.0258 (Table 1 and Figure 1). The
observed difference in median peak FLU-PRO Chest/Respiratory score
between study groups (i.e., 0.79, corresponding to a 42% reduction in
the median score) was approximately three times larger than the esti-
mated MCID (0.26; Tables S1 and S2) confirming that the difference
between groups represents a decrease in lower respiratory tract symp-
tom severity that was both clinically relevant and statistically significant.

The median peak FLU-PRO upper respiratory score observed dur-
ing the first 7 days was 1.59 in the RSVPreF3 OA group compared
with 1.40 in the Placebo group, with a p value of 0.7199 (Table 1).
Median and mean scores for the peak of the other domains were simi-
lar in both study groups (Table S3). In both groups, the Nose and
Throat domains had the highest median and mean scores whereas the
Gastrointestinal domain had the lowest median and mean scores.

The overall estimated LSMean (standard error [SE]) of the FLU-
PRO total score during the first 7 days of the ARI episode was 0.76
(0.15) in the RSVPreF3 OA group and 0.81 (0.15) in the Placebo
group, with an estimated difference of —0.05 (95% confidence inter-
val [Cl]: —0.30, 0.20; p = 0.6956). Daily LSMean estimates of the
FLU-PRO total score during the first 7 days of the RSV-ARI episode
showed a trend (i.e., numerical difference) for participants to recover
more rapidly from their symptoms in the RSVPreF3 OA group com-
pared with the Placebo group (Figure S2).

The SF-12 questionnaire was completed by 99.2% (121/122) of
participants at baseline and by 73.0% (89/122) at the scheduled

TABLE 1 Maximum (peak) FLU-PRO Chest/Respiratory score
during the first 7 days from the onset of the first RT-PCR-confirmed
RSV-ARI episode (mES RT-PCR-confirmed RSV-ARI cohort).

RSVPreF3 OA Placebo
Characteristic N =27 N =95 p value
Chest/respiratory
N with data 24 76
Median 1.07 1.86 0.0258
Q1-Q3 0.29-2.21 1.43-2.50
Mean (SD) 1.32(1.02) 1.90(0.93)
Upper respiratory
N with data 24 76
Median 1.59 1.40 0.7199
Q1-Q3 0.80-2.20 1.10-1.94
Mean (SD) 1.56 (0.88) 1.49 (0.73)

Note: A higher score indicates a higher level of symptoms severity.
Abbreviations: FLU-PRO, InFLUenza Patient-Reported Outcome; mES,
modified exposed set; N, number of first RT-PCR-confirmed RSV-ARI
episodes; Placebo, participants receiving placebo; Q1, 25th percentile; Q3,
75th percentile; RSV-ARI, respiratory syncytial virus-acute respiratory
infection; RSVPreF3 OA, participants receiving RSVPreF3 OA vaccine; RT-
PCR, reverse transcription polymerase chain reaction; SD, standard
deviation.

assessment during the RSV-ARI episode. During the RSV-ARI episode,
the observed LSMeans (SE) of the SF-12 PF scale were 72.16 (9.99) in
the RSVPreF3 OA group and 65.16 (9.80) in the Placebo group
(Table 2 and Figure 2). The difference in LSMeans between groups
was 7.00 (95% Cl: —9.86, 23.85; p = 0.4125). In the Placebo group,



CURRAN ET AL.

WILEYL 5°®

TABLE 2 LSMeans for the FLU-PRO total score, SF-12 PF score, and the EQ-5D utility score during the RSV-ARI episode (mES RT-

PCR-confirmed RSV-ARI cohort).

RSVPreF3 OA Placebo

Characteristic N =27 N=95
FLU-PRO total score

N with data 24 76

Baseline® 0.23 0.21

During episode 0.76 0.81
SF-12 physical functioning score

N with data 20 69

Baseline 74.15 76.58

During episode 72.16 65.16
EQ-5D utility score

N with data 19 69

Baseline 0.8616 0.8586

During episode 0.8896 0.8109

LSMean difference (95% Cl) p value
—0.05 (—0.30, 0.20) 0.6956
7.00 (—9.86, 23.85) 0.4125
0.0786 (—0.0340, 0.1913) 0.1695

Note: A higher FLU-PRO score indicates a higher level of symptom severity. A higher SF-12 or EQ-5D score indicates a higher level of functioning/quality

of life.

Abbreviations: Cl, confidence interval; EQ-5D, EuroQol-5 Dimension; FLU-PRO, InFLUenza Patient-Reported Outcome; LSMeans, least squares means,
mES, modified exposed set; N, number of first RT-PCR-confirmed RSV-ARI episodes; Placebo, participants receiving placebo; RSV-ARI, respiratory
syncytial virus-acute respiratory infection; RSVPreF3 OA, participants receiving RSVPreF3 OA vaccine; RT-PCR, reverse transcription polymerase chain

reaction; SF-12 PF, Short Form-12 physical functioning.
#Mean score of the assessments at baseline.

mean scores for the other seven domains of the SF-12 questionnaire
tended to decrease more during the RSV-ARI episode versus baseline
than in the RSVPreF3 OA group (Table S4).

The EQ-5D questionnaire was completed by 99.2% (121/122) of
participants at baseline and 72.1% (88/122) for the scheduled assess-
ment during the RSV-ARI episode. During the RSV-ARI episode, the
observed LSMeans (SE) for the EQ-5D utility scores were 0.8896
(0.0719) in the RSVPreF3 OA group and 0.8109 (0.0736) in the Pla-
cebo group (Table 2 and Figure 2). The difference in LSMeans
between groups was 0.0786 (95% Cl: —0.0340, 0.1913; p = 0.1695).

The median (mean) duration of the RSV-ARI episode was
11.0 days (12.8 days) in the RSVPreF3 OA group compared with
14.0 days (19.0 days) in the Placebo group. A medical visit (hospitali-
zation or an otherwise unscheduled visit to/from medical personnel)
during the RSV-ARI episode was required for 29.6% (8/27) of the par-
ticipants in the RSVPreF3 OA group compared with 40.0% (38/95) in
the Placebo group. The VE against RSV-confirmed ARI with medically
attended visits was 79.0% (95% ClI: 54.3 to 91.5). A medical visit dur-
ing the RSV-LRTD episode was required for 42.7% (3/7) of the partici-
pants in the RSVPreF3 OA group, compared with 60.0% (24/40) in
the Placebo group, yielding a VE against RSV-confirmed LRTD with
medically attended visits of 87.5% (95% Cl, 58.9 to 97.6).

4 | DISCUSSION

In this manuscript, we present a statistically and clinically significant
reduction in the median peak FLU-PRO Chest/Respiratory scores during

RSV-ARI episodes in participants vaccinated with RSVPreF3 OA com-
pared with placebo. Participants in the RSVPreF3 OA group had less
severe chest/respiratory symptoms such as trouble breathing, chest
tightness, and frequency and severity of cough, compared with partici-
pants in the Placebo group. The results suggest that the RSVPreF3 OA
vaccine, in addition to preventing illness, attenuated the severity of
RSV-ARI-associated symptoms in RSV breakthrough infections. This
finding is in line with the efficacy results demonstrating higher VE
against more severe RSV disease, that is, VE against severe RSV-LRTD
(94.1%) > VE against RSV-LRTD (82.6%) > VE against RSV-ARI (71.7%).

Based on the peak score, no clear trends in reduced severity were
observed for the FLU-PRO domains except for the FLU-PRO Chest/
Respiratory domain (e.g., upper respiratory, gastrointestinal, and
body/systemic symptoms) resulting in no overall difference for the
FLU-PRO total score. However, the trend for individuals to recover
more rapidly from their symptoms in the RSVPreF3 OA group com-
pared with the Placebo group is consistent with the trend of a
reduced duration of the RSV-ARI episode in the RSVPreF3 OA group.

The World Health Organization (WHO) defined healthy ageing as
developing and maintaining functional ability to enable well-being in
older age.??° In this study, during the RSV-ARI episode, placebo
recipients experienced a decrease of approximately 10 points from
baseline in their SF-12 PF score. Branche et al. reported that some
older adults with RSV, in particular hospitalized individuals, demon-
strate acute functional decline that may become prolonged.® The dif-
ference in SF-12 PF LSMean estimates between groups during the
RSV-ARI episode was seven points, suggesting that the impact of RSV
on PF was lower in the vaccinated group. An MCID of 3.3 in the SF-
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FIGURE 2 SF-12 PF and EQ-5D utility scores by assessment time and study group (mES RT-PCR-confirmed RSV-ARI cohort). Least squares
means were obtained from the longitudinal model featuring the baseline assessment and the assessment during the RSV-ARI episode including
terms for study group, timepoint, and timepoint by study group interaction term. A higher score indicates a higher level of functioning/quality of
life. RSVPreF3 OA, participants receiving RSVPreF3 OA vaccine (27 participants with RSV-ARI episodes); Placebo, participants receiving placebo
(95 participants with RSV-ARI episodes). EQ-5D, EuroQol-5 Dimension; LSMeans, Least squares means; mES, modified exposed set; N, number of
observations; RSV-ARI, respiratory syncytial virus-acute respiratory infection; RT-PCR, reverse transcription polymerase chain reaction; SF-12

PF, Short Form-12 physical functioning.

36 PF was estimated for participants with improving symptoms of
lower extremities osteoarthritis,? suggesting that the difference
between the groups in the current study is clinically significant. A simi-
lar trend was observed in EQ-5D utility values where the difference in
LSMean estimates between groups was 0.0786. Considering that

1.22 showed MCID values ranging

in patients with cancer, Pickard et a
between 0.06 (the United States) and 0.09 (the United Kingdom), this
finding also suggests that the decrease in health utility in the Placebo
group compared with RSVPreF3 OA group is clinically relevant.

In addition, consistent trends were observed for the other SF-12
domains suggesting that the impact of the RSV-ARI episode on
HRQoL domains was attenuated in the RSVPreF3 OA group. Reduc-
tion of severity of breakthrough disease after vaccination has also
been observed for other vaccine-preventable diseases such as influ-
enza, pertussis, rotavirus, and herpes zoster.2%-2¢

To reduce the patient burden, and facilitate study setup for
patients, we used the SF-12 questionnaire rather than the SF-36 ques-
tionnaire and limited the number of days for completion of daily ques-
tionnaires to a maximum of 14 days following the onset of the RSV
episode. The SF-36 could have provided better precision, and therefore
less uncertainty, for domains such as the PF scale for which 10 items
are included in the SF-36 compared with two in the SF-12. Further-
more, we included only one assessment with the SF-12 and EQ-5D
questionnaires during the RSV-ARI episode (i.e., at the ARI visit). As
such, the estimates of the impact of the RSV-ARI episode on HRQoL
may be underestimated as the peak of the episode may have occurred

before or after the ARI visit. Analyzing subgroups of individuals within a

randomized clinical trial, that is, only those who develop disease, is sub-
ject to selection bias.?” Breakthrough disease is more likely to occur in
individuals who at baseline have underlying conditions or those who
are frail, for example, due to vaccine efficacy being lower.2® As such,
the results presented here may underestimate the true effect of the
vaccine in attenuating the severity of disease, as subjects with underly-
ing conditions or those who are more frail may be more likely to have
more severe disease. Finally, because of the high VE against RSV-ARI,
and a generally low incidence of RSV during the winter of 2022 as a
against COVID-19, a
than-expected number of breakthrough cases were observed, limiting

result of preventive measures lower-
the statistical power to identify significant differences between the
groups. As the study is still ongoing (i.e., to include RSV Seasons 2 and

3), at the end-of-study analysis, additional data will be available.

5 | CONCLUSION

The impact of RSV-ARI on health and well-being is substantial in older
adults. The Peak FLU-PRO Chest/Respiratory scores suggest that the
RSVPreF3 OA vaccine, in addition to preventing infection, attenuated
the severity of RSV-ARI-associated symptoms in RSV breakthrough
infections. The observed reduction in symptoms translated into
numerical differences in reduced impact of RSV-ARI on PF that did
not reach statistical significance. Adult vaccination against RSV has
the potential to reduce the burden of disease and to help maintain

functioning, quality of life, and support healthy ageing in older adults.
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