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Respiratory syncytial virus (RSV) is a leading cause of severe acute METHODS

respiratory iliness in older adults.

= Phase 1. A systematic literature review (January 1, 2018 — September 2,

In the United States, annual Iincidence rates of RSV-related

0 Hospitalizat 9 4 t L (ED) visit i otod 2025) identified clinical trial and real-world data comparing the RSVpreF
Z ?;2'271'(2)8 I(?(?OS ar:j Zgrgﬁr&eg% epartment ( t)' V'IS" > are estmate vaccine with no RSV vaccination in adults aged =60 years (PROSPERO
8 a , an , persons, respectively. CRD420251107096)
% :QSI\\/I/ay |2?2§” Ithe RSVprgF tvaccine ,:st approviclj?_f_o[; the pr(ejvletntion O(I = Phase 2. Key benefits and risks were selected based on clinical relevance
e -reae2 ower respiratory tract disease ( ) In adults age to construct a value tree for the benefit-risk assessment.
O 260 years.
< . L. - , = Qualitative assessment: The benefit-risk profile was evaluated using the
m Following RSV vaccm_ahop, cases of Guillain-Barrée syndrome (QBS) Benefit-Risk Action Team (BRAT) framework. 3
have been reported, highlighting the need for a structured benefit-risk
assessment (sBRA) to systematically evaluate and quantify the = Quantitative assessment: The benefit-risk profile was quantified using
balance between benefits and potential risks in older adults.? stochastic multicriteria acceptability analysis version 2 (SMAA-2).4
= Primary analysis aligned all outcomes to the first RSV season after
vaccination.
= To assess whether the benefits of RSVpreF vaccine outweigh the risks, = Sensitivity analyses included the use of pooled estimates across two
particularly GBS, In adults aged 260 years using a systematic review- consecutive RSV seasons and a worse case scenario.

informed structured benetit-risk assessment (sBRA). = Analyses were conducted using R software (version 2024.12.1; packages

smaa and hitandrun).>°

OBJECTIVE

RESULTS
Figure 1. Primary Analysis (RSV Season 1): Forest Plot of Benefits and Risks (Qualitative BRA) Key points
Key criterion RSVpreF (n/N) No RSV vaccine (n/N) Risk difference (95% Cl)a Reference _ _ _ o _
RSV-mortality 13,549/6,180,380  14.103/6,180,380 .0.09 (-0.13 10 -0.06) Verelst 2025 = Of 3_1 pUbI'Cat'OnS_ identified in the SLR, 10
RSV-ICU admission - - -0.52 (-0.78 10 -0.40) Melgar and Roper, 2024 prOVIded data suitable for the SBRA; 21
Koy RSV-LRTI 3+ symptoms 2/18,050 18/18,074 -0.89 (-1.47 t0 -0.45) Walsh, 2025 were excluded due to lack of absolute risk

All cardiovascular hospitalization 447/65 642 483/65,634 -0.55 (-1.46 10 0.36) Lassen 2025a
RSV-emergency department visit 138,745/6,180,380 144,601/6,180,380 -0.95 (-1.89 10 -0.34) Verelst 2025 _ o

| RSV-LRTI 3+ symptoms-outpatient visit  2/18,050 13/18,074 061 (-1.1310-0.22) Walsh 20252 Estimated events prevented per million

[ Guillain-Barré syndrome 18/1,024,442 9/1,024 442 0.009 (-0.0002t0 0.018)  Lloyd 2025 RSVpreF vaccinees (95% ClI)
Bell's palsy 1/63,045 3/68,326 -0.028 (-0.115t00.049)  Lassen 2025b s RSV-LRTI with =3 sym ptoms: 885 (451 -
Pencarditis 2/63,045 2/68,326 0.002 (-0.078 t0 0.089) Lassen 2025b 1 47 5)
Cardiac disorders 253/18,574 249/18,288 0.006 (-2.370 t0 2.380)  Walsh 2025a ’ T _

rﬁys {1 Any AE leading to death 17/63,045 33/68,326 -0.21 (-0.44 10 -0.00) Lassen 2025b - RSV'hOSp!ta_I izations: 1,097 (914-1,281)

Senous AE (excl. any AE leading to death) 1,318/63,045 1.626/68,326 . -2.89 (449 10 -1.29) Lassen 2025b . RSV'ED VlSItS: 948 (781 '1 / 1 1 4)
Upper respiratory tract infection 41/17,215 50/17,069 0.55 (-1.67 10 0.55) Walsh 2023b = RSV-deaths: 90 (61-125)
Unnary tract infections 23/18,574 34/18,288 -0.62 (-1.47 10 0.19) Walsh 2025a

L Fall 34/18,574 26/18,288 : : 0.41(-04310 1.27) Walsh 2025a Estimated excess GBS cases per mi"ion

e . RSVpreF vaccinees (95% CI)
EISVpreF vaccine favored No RSV vaccine favore; * 9 ('02 to 18)

a. Risk difference reported per 1,000 vaccinees.
Abbreviations: AE: Adverse event, BRA: Benefit-risk assessment, Cl: Confidence interval, ICU: Intensive care unit, LRTI: Lower respiratory tract infection, RSV: Respiratory syncytial virus,
RSVpreF: Respiratory syncytial virus Prefusion F

Table 1. Primary and Sensitivity Analyses Comparing RSVpreF Vaccine with No Vaccination (SMAA-2 Quantitative BRA))

RSVpreF '
prer vaceing RSVpreF vaccine

Confidence factor (%)

Analyses Rank acceptability Index
[first rank] (%) » The RSVpreF vaccine ranked first compared

92 81 with no RSV vaccination in 81.79% of
100,000 simulations.

Primary analysis | 81.79

Sensitivity analyses

Using estimates across two consecutive RSV seasons 81.39 92.49 » Including pooled estimates across two
Including any cardiovascular SAEs instead of cardiac 89 4 92 94 seasons where available vyielded similar
disorders as potential key risk | | results.

Including the prevention of all-cause mortality instead of 8019 91 78

RSV-mortality as potential key benefit

Abbreviations: RSV: Respiratory syncytial virus, RSVpreF: Respiratory syncytial virus Prefusion F, SAE: Serious adverse event, SMAA-2: Stochastic multicriteria acceptability analysis version 2
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Limitations
= Results are data-driven and depend on available evidence. DISCLOSURE

= In SMAA-2, preference weights were stochastically assigned (uniform Funding: Pfizer Inc. [94951781].
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