enciendo al
VRS
con todas las estrategias

Irene Rivero Calle
Pediatra. Hospital Clinico Universitario de Santiago de Compostela

Grupo de Genética, Vacunas, Infecciones y Pediatria (GENVIP)
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Potencial conflicto de intereses

He colaborado en:

 actividades docentes subvencionadas por GlaxoSmithKline, Moderna, MSD,
Pfizer, Sanofi Pasteur

e como investigadora en ensayos clinicos de vacunas de Abbot, Astrazeneca,
Enanta, Gilead, GlaxoSmithKline, Janssen, Medimmune, Merck, Moderna,
MSD, Novavax, Pfizer, Reviral, Roche, Sanofi Pasteur y Seqirus;

e como consultora en Advisory Boards de GlaxoSmithKline, MSD, Pfizer y Sanofi
* Pertenezco a la JD del CAV-AEP y de SEIP
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¢ VlRuS DEL PAPILOMA HUMANO ACWY Menng

Embarazadas

Seguridad fetal
Transf. Ac placentarios
Inmunidad preexistente

(Ac neutralizantes)

VRS: estrategias de prevencion

Lactantes < 6 meses

Proteccidon enferm. grave
Stma Inmune inmaduro
Naive para VRS
Mala respuesta vacunas VRS

Ninos > 6 meses

Mejor respuesta inmune
No naive para VRS
Transmisiéon enfermedad
Proteccidn de rebaio

Vacunas de
subunidades
No vacunas vivas
No adjuvantes

)

Anticuerpos
Monoclonales

INMUNIZACION PASIVA

Munro APS, Martindn-Torres F, Drysdale SB, Faust SN. Curr Op Inf Dis 2023
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influenzaetipo b ﬂENnNGOCOCOS

Fa

Vacunas vivas
atenuadas
basadas en

vectores virales

Ancianos (> 65 aios)

Inmunosenescencia
Riesgo de enferm. graves
Patologias de base
Inmunidad preexistente
(infecciones previas por VRS)

Vacunas de subunidades
con adjuvantes
No vacunas vivas

INMUNIZACION ACTIVA
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ABRYSVO"® es una vacuna frente al VRS con antigenos F estabilizados que protege
frente a los subgrupos VRS-A y VRS-B!

Las diferencias en la secuencia de aminoacidos del subgrupo

Ay B de VRS (mostrados en azul) se agrupan en - Ontario (VRS A) y Buenos Aires (VRS B)

sitios especificos de la prefusion siguen siendo genotipos dominantes? y son
la base de la vacuna bivalente ABRYSVO®
de Pfizer?

* Ambos subgrupos de virus se asocian con
Imagen creada a partir de Langedijk AC, et al. enfermedad grave3

Rev Med Virol. 2022.

Se observaron respuestas neutralizantes equilibradas frente * Los subgrupos dominantes del VRS pueden
a los subgrupos VRS-A y VRS-B con la vacuna bivalente variar con el tiempo3
basada en la proteina F en estado de pre-fusion

1. Ficha técnica de ABRYSVO®. Disponible en: https://labeling.pfizer.com/ShowlLabeling.aspx?id=19914 2. Langedijket AC, et al. A systematic review on global RSV genetic data: Identification of knowledge gaps. Rev Med Virol. 2022 May;32(3):e2284. 3. Hall
CB, et al. Occurrence of groups A and B of respiratory syncytial virus over 15 years: associated epidemiologic and clinical characteristics in hospitalized and ambulatory children. J Infect Dis. 1990 Dec;162(6):1283-90. 4. Crank MC, et al. A proof of concept for
structure-based vaccine design targeting RSV in humans. Science. 2019 Aug 2;365(6452):505-509.
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https://labeling.pfizer.com/ShowLabeling.aspx?id=19914

Vacunacion maternal: ESTUDIO MATISSE

% Aleatorizado 1:1
%&\*!‘.i,. 18 countries RSVpreF 120ug o placebo

e\

7420 maternal participants

‘. <36 semanas de gestacion
!
@ + Seguimiento hasta 6 meses tras el parto
»
[ 4 ¥

2 seasons in .
The

3["“‘) 4
&

Northern . . .
. Gambia 3 + Recién nacidos de madres vacunadas
Hemisphere * o _ _
O * Eficacia vacunal frente a infecciones VRS
2 seasons in @ que precisa atencion médica (AM-LRTI o
Q9 AM-LRTI grave)
Southern - . .
. + Seguimiento de eficacia y seguridad desde el
Hemisphere nacimiento hasta el final del estudio (6 meses
/7
Kampmann B, et al; MATISSE Study Group. Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV lliness in Infants. N Engl J Med. 2023 Apr 5
lona Munjal. ResVINet 2024. Mumbai, india
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Vacunacion maternal: ESTUDIO MATISSE

MATISSE: Phase 3

Cumulative efficacy against severe MA-LRTIs through 12 months of age TSI AATIRY S
driven by 6-month efficacy
Cumulati il
umulative o
efficacy b 40.2%
| Placebo
51.1%
3 I |
< 70.0% |
uZ I = r ¥
it "
s a2 82.4% | —— RSVpreF 120 pg
£ [ i
=
1- e
o b - T b bod Ll b bd L b b T
o 20 180 _ _ 270 360
Days Since Birth
Number of RSVpreF 6 21 (+15) 43 (+22) 61 (+18)
cumulative cases 34 70 (+36) 88 (+18) 102 (+14)
Simoes et al.Obstetric & Gynecology 2025
lona Munjal ResVINet 2024. Mumbai, india
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Vacunacion maternal: ESTUDIO MATISSE
Seguridad en embarazadas y lactantes

[ ] [ ]
/A /AN
1\ ¥4 \ ¥4

Los acontecimientos
adversos maternos
reportados 1 mes
después de la

. : Resultados principales del
La incidencia de

acontecimientos adversos
reportados durante el 1°mes de

nacimiento evaluados

administracion fueron vida fueron similares entre Nacimiento 201 (6%) 169 (5%)
similares entre ABRYSVO® y placebo. EIETEITE
ABRYSVO®y placebo. Bajo peso al 181 (5%) 155 (4%)
nacer
0 0 Anomalias 174 (5%) 203 (6%)
37 4 Vs. 35 /0 Congeénitas

14% 13%
ABRYSVO® [ha

) WU

Kampmann B, et al; MATISSE Study Group. Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV lliness in Infants. N Engl J Med. 2023 Apr 5.
Allely D, Prasad V. Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV lliness in Infants. N Engl J Med. 2023;389(11):1052-3
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Infants, %

Vacunacion maternal: ESTUDIO MATISSE
Seguridad en lactantes

<28 woaaks
Overall GA at vaccination
1.20 (0,28, 1,46) 1.03 (0,73, 1.48)
6.8 6.6
5.7 T
47 J_

&
d‘,{?“h »
ﬁ@@{

GA at birth: RSVpreF B 24-<28 weeks
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FPlacebo mmm 24—<28 weeks ml 2E—<34 weeks

28-=32 waaks
GA at vaccination

1.43 (1,02, 2.02)

6.8

4.8

232 weaks
GA at vaccination

1.16 {0.83, 1.63) RR (85% CI)

4.3
3.7
1l
& o
‘F’ 2
- o 3 AN o
S S
& & & &

Bl 28-<34 weeks Bl 34-<37 weeks

1 34—=<37 weeks
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La mayoria de los partos
prematuros fueron tardios

(>34 sem) y nacieron >30
dias después de la
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Kampmann B et al. N Eng J Med 2023;389:1053-1055;
Kampmann B et al. N Engl J Med 2023;388:1451-146
Madhi et al. Obstetrics&Gynecology 2025
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ABRYSVO: Recomendaciones de uso
~yry

=

U.S Food and Drug Administration

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

32-34 semanas de EG 24-36 semanas de EG
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The Journal of Infectious Diseases
ATDSA

fectious Diseases Society of America hiv medicine association

Coadministracion con

Safety and Immunogenicity of a Respiratory Syncytial

Virus Prefusion F Vaccine When Coadministered With a dTpa e n EI e m ba ra zo

Tetanus, Diphtheria, and Acellular Pertussis Vaccine

James T. Peterson,' Agnieszka M. Zareba,” David Fitz-Patrick.’ Brandon J. Essink.’ Daniel A. Scott,” Kena A. Swanson,” Dhawal Chelani.® David Radley,®
David Cooper.® Kathrin U. Jansen,® Philip R. Dormitzer,* William C. Gruber.® and Alejandra Gurtman®; for the C3671004 Study Group

'J. Lewis Research, Inc, and Foothill Family Clinic, Salt Lake City, Utah, USA, “Pfizer Vaccine Research and Development, Collegeville, Pennsylvania, USA, *East-West Medical Research
Institute, Honolulu, Hawaii, USA, *Meridian Clinical Research, Omaha, Nebraska, USA, *Pfizer Vaccine Research and Development, Pearl River, New York, USA, and ®Pfizer Vaccine Research and

Development, Hurley, United Kingdom

o o . RSVpreF 120 pg/Tdap Placebo/Tdap 0
. GMC (n) (95% CIP | GMC (n) (95% Clp | MR (VA Cl

A AniPRN e | 4047(13) 45.90(134) 080
: el (34.71,47.19 (37.43,56.29) (054,1.00
A TTd ; — o
= | | 11952(135) 191.33(134) 058
; AndTTY e ATt FHiA (10639,13427)  (16446,22259) (050,0.70)
Anti-DTd - ; ] P
! RSV-B 50% - Pl e
. 148.29(135) 25705 (134) 060
| (12601, 174.52) (211.55,31234) (0.48,076)
IIIIIIIII e RSV-A 50% ~ . —o—
X! 10 o 0 ]
Difference, % (95% CI) o1 o0s0e7 1 2 3

GMR, 95% CI*

Las respuestas inmunitarias inducidas por dTpa administrada con VRSpreF no fueron

inferiores para los componentes de tétanos y difteria de dTpa, pero Sl para tos ferina. Peterson et al. JID 2021:225
Hong-Nguyen Y. FDA. Mayo 2023
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ABRYSVO: Recomendaciones de uso CAV-AEP/SEGO

Cualquier trimestre embarazo
En el puerperio si no vacunadas en embarazo

5 M[SEGO . "
17| Gocolgiay Obstid Gripe
Coronavirus
Vacunacion en el embarazo. Documento de |
consenso del CAV-AEP y la SEGO.
Tdpa —

Entre las 27 y 36 semanas de gestacion
Preferentemente en la 27-28 para el CAV-AEP

RSVPreF | .

Entre las 24 y 36 semanas de gestacion
Preferentemente entre la 32-36
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acunacion maternal: Licenciada en >50 paises

Embarazadas 24-36 sem.
Decisién entre Vx o AcM
No preferencia producto

Embarazadas 32-36 sem. “ Embarazadas 24-36 sem.

Preferencia de AcM
Decisién entre Vx o AcM

M

Embarazadas 24-36 sem.
Decisién embarazada
No preferencia producto

Embarazadas 24-36 sem.
No preferencia producto
Estacional

/ir

Embarazadas 28-36 sem.
No preferencia producto

*AcM: anticuerpo monoclonal; Vx: vacuna

1.https://www.cdc.gov/mmwr/volumes/72/wr/mm7241e1.htm; 2. Maternal Respiratory Syncytial Virus Vaccination | ACOG; 3. https://www.gov.uk/government/publications/vaccine-update-issue-347-july-2024-rsv-special/vaccine-update-issue-347-july-2024-rsv-special#introduction-of-new-nhs-
vaccination-programmes-against-respiratory-syncytial-virus-rsv; 4. https://immunisationhandbook.health.gov.au/contents/vaccine-preventable-diseases/respiratory-syncytial-virus-rsv#recommendations; 5. https://www.boletinoficial.gob.ar/detalleAviso/primera/300984/20231218; 6. Recommendations for
passive immunisation_and vaccination against respiratory syncytial in infants, children and older adults | Royal College of Physicians of Ireland (preservica.com); 7. RSV-vaksine — FHI; 8. https://www.canada.ca/content/dam/phac-aspc/documents/services/publications/vaccines-immunization/national-
advisory-committee-immunization-statement-prevention-respiratory-syncytial-virus-disease-infants/naci-statement-2024-05-17.pdf; 9. https://www.gub.uy/presidencia/comunicacion/noticias/embarazadas-podran-acceder-vacunas-contra-virus-respiratorio-sincitial; 10. https://www.has-
sante.fr/upload/docs/application/pdf/2024-06/recommandation_vaccinale_contre_les_infections_a_vrs_chez_les_femmes_enceintes_2024-06-12_16-22-54_898.pdf. 11. https://www.health.belgium.be/en/report-9760-prevention-against-rsv-di hildren. 12.
https://www.sozialministerium.at/Themen/Gesundheit/Impfen/Impfplan-%C3%96sterreich.html 13. https://www.sanidad.gob.es/areas/promocionPrevencion/vacunaciones/comoTrabajamos/docs/NirsevimabActualizacion.pdf
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Vacunacion maternal: Implementacién

Guidance

A guide to RSV vaccination for pregnant

women
z,C()mo Se preViene? Published 12 July 2024

Si bien se pueden tomar medidas de prevencion cotidianas para ayudar a reducir
la propagacion del VSR y otras enfermedades respiratorias (permanecer en su
hogar si se encuentra enfermo, cubrirse al toser y estornudar con un panuelo
desechable o en el codo, lavarse las manos frecuentemente con agua y jabén por
al menos 20 segundos, etc.); en el grupo de lactantes menores de 6 meses la
vacunacién materna proporciona proteccién eficaz contra la bronquiolitis a través Caribonts From 1 September 2024, pregnant women can have a free vaccine in each pregnancy,
del pasaje transplacentario de anticuerpos. La vacuna debe aplicarse entre las Symptoms of RSV bronchiolitis  to protect their babies against respiratory syncytialvirus (RSV).

Applies to England

How RSV is spread

semanas 32 y 36 de gestacion junto con las otras vacunas recomendadas durante S RSV is a common virus which can cause a lung infection called bronchiolitis. In small
u - A S .

el embarazo. by . ’ babies this condition can make it hard to breathe and to feed. Most cases can be

Wh : managed at home but around 20,000 infants are admitted to hospital with bronchiolitis
en you will be offered the 2 : Sy = .

RSV vaccine each yearin England. Infants with severe bronchiolitis may need intensive care and the
Thesalelyof BV vacsination infection can be fatal. RSV is more likely to be serious in very young babies, those born
during pregnancy prematurely, and those with conditions that affect their heart, breathing or immune
Babies at a higher risk of RSV system.

infection
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Vacunacion maternal: RWE Argentina

32-36 semanas de EG
Administracion estacional
Palivizumab en alto riesgo

1 Marzo, 2024
Inicio del programa

Cobertura objetivo
230,000 mujeres
embarazadas elegibles
en Agosto de 2024

7 de Agosto, 2024
122.862 dosis acumuladas
60% cobertura

DESAFIOS ACTUALES

v Inicio de la temporada de vacunacion 2025
v/ Revacunacion en sequndo embarazo

v/ Proteccion de poblaciones no protegidas por la estrategia de vacunacion materna:

Nacidos antes de las 32 semanas de vida
Poblacion de riesgo en su sequnda temporada (DBP, cardidpatas, prematuros,

etc.)

Nacidos con menos de 2 semanas de intervalo entre la vacunacion y el
nacimiento o gestantes no vacunadas

Nacidos fuera de la temporada de indicacion de vacunacion

v Implementacion de unidades centinela de vigilancia de seguridad
v Medicion de la efectividad de la vacunacion

Secretaria de Acceso y Equidad en Salud
Direccidn de Control de Enfermedades Inmunoprevenibles

erio de Salud
ca Argenting

www.argentina.gob.ar/noticias/avanza-en-el-pais-la-vacunacion-contra-la-gripe-y-el-virus-sincicial-respiratorio-para. ; Lancet. 2024 Sep 21;404(10458):1157-1170.

https://www.argentina.qgob.ar/sites/default/files/2024/03/vsr_conain_2282024.pdf
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http://www.argentina.gob.ar/noticias/avanza-en-el-pais-la-vacunacion-contra-la-gripe-y-el-virus-sincicial-respiratorio-para
https://www.argentina.gob.ar/sites/default/files/2024/03/vsr_conain_2282024.pdf

Vacunacion maternal: RWE Argentina

32-36 semanas de EG
Administracion estacional
Palivizumab en alto riesgo

Estudio de casos y controles

Multicéntrico, retrospectivo y con test negativo

Realizado entre abril y septiembre de 2024 en

12 hospitales publicos y privados en 5 provincias de Argentina

505 lactantes <6 meses:

(286 casos positivos y 219 controles negativos para el VRS)

https: ntafe.gob.ar/noti t 0926/ text=La%20 %20se pOr%C39 N
https://www.argentina.gob.ar/sites/default/files/2024/03/vsr_conain_2282024.pdf

Estudio BERNIlO

20 de Diciembre, 2024
146,885 dosis acumuladas
63.5% cobertura

78,6%

76,9%

Hospitalizaciones 0-3 meses

Hospitalizaciones 0-6 meses

Hospitalizaciones casos graves
(0-6 meses)

www.argentina.gob.ar/noticias/avanza-en

-el-pais-la-vacun

acion-contra-la-gripe-y-el-virus-sincicial-respiratorio-para. ; Lancet. 2024 Sep 21;404(10458):1157-1170.

Pérez Marc, G., Vizzotti, C., Fell, D. et al. Real-world Effectiveness of Immunization with Bivalent Prefusion F Vaccine During Pregnancy Against Hospitalization for Lower Respiratory Tract Disease Due to Respiratory Syncytial Virus (RSV) Among Infants from Birth Through 6 Months of Age: 2024 RSV Season Results from a Multicentre Test-negative Design Study in Argentina (BERNI Study). C3671068 (BERNI). Pfizer,

Inc. RSV 2025, Brazil, Poster #209
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http://www.argentina.gob.ar/noticias/avanza-en-el-pais-la-vacunacion-contra-la-gripe-y-el-virus-sincicial-respiratorio-para
https://www.santafe.gob.ar/noticias/noticia/280926/#:~:text=La%20vacuna%20se%20incorpor%C3%B3%20este,el%20%C3%BAltimo%20trimestre%20de%20embarazo
https://www.argentina.gob.ar/sites/default/files/2024/03/vsr_conain_2282024.pdf
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Vacunacion maternal:
RWE Argentina

I ESTUDIO DE CASOS Y CONTROLES: (4 hospitales) ;
'+ 187 casos de LTRI en nifios nacidos 15/MAR/2024-31/0CT/2024

“Maternal Immunization with RSVpreF Vaccine:
~ Effectiveness in Preventing RSV-Associated
\ 4 Hospitalizations in Infants Under 6 Months in Argentina’

91 VRS+

CV: 17.6% VRS+ / 44% VRS- (p<0,01) ]
born on or after March 15th

ases
LRTI c i

according to virological diag

(n=187)

| Media edad: 1.9 meses ]
Efectividad global del 68.2% (95% ClI:

33.1-84.9%)

Los hijos de madres vacunadas:

] 102 (4 vs 7 dias; p<0.001) y estancia
hospitalaria (5 vs 8 dias; p<0.001)

o : _ Efectividad ajustada por edad (<3
| Sin diferencias respecto a necesidad de meses), prematuridad, DBP: 78.7%
(95% Cl: 51.4-90.7%) I

VM, alto flujo, UCIP.

ALRI CASES (n)

3940 41 42 43 44

36

21 22 23

.....

SRSV mFLUA mFLlUB =PIV

—  No hubo fallecimientos
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Gentile A, del Valle M Florencia M et al. Maternal immunization with RSVpreF Vaccine: Effectiveness in preventing RSV-associated hospitalizations in infants under 6 month in Argentina. Abstract presented in 13th International RSV Symposium. ARBI0293.
VT
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Vacunacion maternal: RWE Reino Unido

INTRODUCCION DE NUEVOS A todas las mujeres que tengan al menos 28 SG el 1 de
PROGRAMAS DE VACUNACION DEL

oiinisfigichpel sl el s septiembre de 2024 se les debe ofrecer 1 dosis Unica de la

INGLATERRA (NHS) CONTRA EL VIRUS vacuna contra el VRS.

RESPIRATORIO SINCITIAL (VRS) o . o oo
Después, las mujeres embarazadas deberan recibir la

W%
AN

Seh blicad . s . 7 .
AR NP vacunacion cuando alcancen las 28 SG y seguiran siendo
recomendaciones | | JK Heaih elegibles hasta el parto.

de introduccion de ssdly .

~uevos programas | | A9eNSY A las mujeres se les debe ofrecer la vacuna contra el VRS en
de vacunacién del cada embarazo a partir de las 28 semanas de gestacion.

Sistema Nacional de Salud de Inglaterra (NHS)
contra el virus respiratorio sincitial (VRS).

Los lactantes con alto riesgo de enfermedad por VRS grave

PROGRAMA PARA MUJERES . e o N :
EMBARAZADAS PARA PROTEGER A » también deben rE?Iblr inmunizacion pasn{a contra ?I VRS de
LOS BEBES acuerdo con los criterios del Green Book, independientemente

de si la madre fue vacunada durante el embarazo.

https://www.qgov.uk/qgovernment/publications/respiratory-syncytial-virus-rsv-programme-information-for-healthcare-professionals/rsv-vaccination-of-pregnant-women-for-infant-protection-information-for-healthcare-practitioners
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https://www.gov.uk/government/publications/respiratory-syncytial-virus-rsv-programme-information-for-healthcare-professionals/rsv-vaccination-of-pregnant-women-for-infant-protection-information-for-healthcare-practitioners

Vacunacion maternal:
Datos de seguridad vacunacion maternal en EEUU usando The Vaccine Safety Datalink

Maternal RSV vaccine safety: first season analysis of
preterm birth and small for gestational age

Preliminary findings from the first season of maternal RSV vaccine in a Vaccine Safety Datalink

(VSD) study found that maternal RSV vaccine during 32—36 weeks’ gestation was not
associated with an increased risk of preterm birth or small for gestational age!?

* The work group felt that these data were very reassuring.

. . o
Ma_tched RSV vaccinated Unvaccinated match Risk Ratio (95%
pairs, N Cl)

N events™* Percent % N events* Percent %
Preterm birth? 13,965 563 4.0 628 4.5 0520
’ ‘ ' (0.80—1.00)
Small for gestational age® 11,819 799 6.8 774 6.5 1.03
g g , : : (0.94-1.14)

aPreterm birth = birth <37 weeks gestational age PSGA at birth = “Small for Gestational Age”; birthweight <10th percentile for gestational age compared with a U.S. reference

population?
*Events only included through date of censoring when unvaccinated pair crosses over to vaccinated

1. DeSilva, M. RSVpreF Vaccine, Preterm Birth, and Small for Gestational Age at Birth Preliminary Results from The Vaccine Safety Datalink. Presented at ACIP October 23, 2024 2. Talge NM, Mudd LM, Sikorskii
A, Basso O. United States birth weight reference corrected for implausible gestational age estimates. Pediatrics 2014;133:84453. PMID:24777216
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En cada embarazo...

A tosferina
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SARS-CoV-2
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Lactante <6 meses

RESPIRA
TRANQUILO
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Inmunizacion pasiva:
Nirsevimab

El fenomeno del “before & after”
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Efectividad frente a la hospitalizacion
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hospitalizacion en la UCI#

Eficacia frente la bronquiolitis atendida
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Reduccion de la hospitalizacién
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5 19. Hsiao A, etal. Anales

Eficacia frente a las visitas al SU
asociadas al VRS#

Eficacia contra el primer episodio
de LRTD por VRS

Infriores; NVSN, Nueva red de vigllancia de vacunss; PARI,investigackin smbulatuea peifircs en enfermiedades nfcclosas; PICL, ueidad de cuddos Intansivos pedidtrions; VRS, vinus respirturio svcinl; SVIRA, 1 Sstema de Viglenci de Infeccionss Resplraurias Aguds (en espafol
en:
, Otrosiros so s gripe. 2024;18:e13294. 15. Campafia de Invierno 2024, Universidad de Chile. Disponible en:
55: doi: 10.1542/peds.

. Presentacién de Payne A. ACIP, 28 de junio de 2024. Disponible
657-1; 14. Mazagatos C, e

iser: de California; LRTD, las vias
GAL. Disponible en: https://www.nirsegal.es/en (consultado en septiembre de 2024); 2. Lépez-Lacort M, eta\ Euro Surveill. 2024;29(6):pii=2400046; 3. Ernst C et al. Euro Surveill. 2024;29(4):pii=2400033; 4. Coma E, et al. Arch Dis Child 2024;0:1-6; 5. Ezpeleta G, et al. Vacunas 2024;12:383; 6. Assad Z, et al. N Engl ] Med 2024;391:144-54. DOL: 10, 1055/NEJMoa2314555
111/irv.13311; 10. Agliera M, et al, Pediatr Allergy Immunol. 2024;35:e14175., https://doi.0rg/10.1111/pai.14175; 11. Barbas Del Buey JF, et al. Fronteras en la salud piblica. 2024; 12. Lassoued Y, et al. Salud regional de Lancet. 2024;44:1010
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https://www.nirsegal.es/en
https://www.nejm.org/doi/full/10.1056/NEJMoa2314885
https://www.cdc.gov/acip/downloads/slides-2024-06-26-28/04-RSV-Mat-Peds-Payne-508.pdf
https://doi.org/10.1111/irv.13311
https://doi.org/10.1111/pai.14175
https://uchile.cl/noticias/220229/nirsevimab-redujo-a-cero-las-muertes-de-menores-de-un-ano-por-vrs

RWE en diferentes variables clinicas demuestra alta y consistente efectividad

Effectiveness against
RSV-related hospitalization#

Effectiveness against RSV-related
hospitalization in ICU#

98%07
E us vl (95% CI: 95-99)
NVSN 910/07
(95% CI: 79-96)
@ g AD/ES Andorra 81.0%10
Catalufia (95% CI: 60.9-90.7)
F.. 87.6%4
ES - . (]
- Cataluiia (95% CI: 82.1-91.4)
- 8298
Galicia (95% CI: 65.6-90.2)
Madrid 87-60/011
(95% CI: 67.7-95.3)
Murcia,
VLI 95927108/092 0
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Effectiveness against RSV-related
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Effectiveness against RSV-associated
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Effectiveness against RSV-related ICU
hospitalization reduction?
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ES (95% CI: 70.3-95.1)
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Effectiveness against medically
attended RSV-associated ARI episode*

& e 89%?

(95% CI: 77-94)

Effectiveness against outpatient
RSV-related bronchiolitis
‘ ' FR

79.7%012

PARI Network

(95% CI: 67.7-87.3)

Effectiveness against primary
care-attended bronchiolitis#
1%4

(95% CI: 42.4-53.3)

ES 75.8%18

Valencia & Murcia (95% CI: 40.4-92.7)

Cataluiia

Effectiveness against first episode
of RSV LRTD

&= KPNC 2%19
— us (95% CI: 81.7-91.1)

#Immunized vs non-immunized. *Medically attended ARI in the outpatient setting, urgent care center, ED and hospital settings. + compared to previous years. * compared to 2019: in 2024 hospitalizations have been increasing until week 25, closely following the hospitalization curve of 2019 ARI, acute respiratory illness; CI, confidence interval; ED, Emergency department; ICU, Intensive care units; KPNC, Kaiser Permanente Northern California;
LRTD, lower respiratory tract disease; RSV, respiratory syncytial virus. References: 1. NIRSE-GAL research team. Results of implementation of Nirsevimab in Galicia. https://www.nirsegal.es/en 2. Lopez-Lacort M. et al Euro Surveill: 2024;29(6):pii=2400046. 3. Ernst C et al. Euro Surveill. 2024;29(4):pii=2400033, 4. Coma E, et al. Arch Dis Child 2024;0:1-6. doi:10.1136/archdischild-2024-327153 5. Ezpeleta G, et al. Vaccines. 2024, 12: 383 6.
Assad Z, et al. N Engl J Med 2024;391:144-54. DOL: 10.1056/NEIM0a2314885 7. Payne A., Summary of effectlveness of nirsevimab in infants, ACIP presentation, June 28, 2024, Available at: https://www.cdc.gov/acip, - Mat-Ped pdf, (Accessed on 2% of July 2024) 8. Ares-Gomez S, et al. Lancet Infect Dis. 2024;24(8):817-828. 9. Paireau J et al. Influenza and Other Respiratory Viruses, 2024;
18:e13311 h i.org/10.1111/irv.13311 10. Agiiera M, et al, Pediatr Allergy Immunol. 2024;35:€14175., 1.0r6/10.1111/pai. 14175 11. Barbas Del Buey JF, et al. Frontiers in Public Health 2024 dol 1o, 3389/fpubh 2024.1441786 12, Lassoued etal. Lancet Regional Heatt, 2024;44: 101007 13. Estrella-Porter P, et al. Vaccine. 2024 Jun 3:50264-410X(24)00657-1 14. Mazagatos C, et al. Influenza Other Respir Viruses. 2024

0

May;18(5): e13294 15. Campafia de Invierno 2024, Universidad de Chile. Available at: https://uchile.cl/noticia: 220229 prevention program in Western Australia - early insights into program impact. Options XII for the control of Influenza Conference, October 2024, Brisbane. 17. Carbajal, R et al. Lancet
Child Adolesc Health. 2024:doi.org/10.1016/52352-4642(24)00171-8; 18. Lépez-Lacort M, et al. Pediatrics. 2024;155: 92024066393 doi: 10. 1542/peds 2024-066393; 19. Hsiao A, et al
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Profilaxis del VRS con nirsevimab en lactantes

Revision sistematica de la evidencia en mundo real sobre |a efectividad y el impacto ante el VRS

Objetivo: Resumir la evidencia del mundo real sobre |la cobertura y la efectividad de nirsevimab en lactantes

Métodos: Se realizé una busqueda sistematica de la literatura en PubMed y Embase para publicaciones de texto completo que: siguieron
las directrices de PRISMA; se publicaron entre 2023 y 2024.

E

Se observd una efectividad elevada y mantenida de nirsevimab en entornos del mundo real y no se notificaron acontecimientos adversos

graves en las publicaciones incluidas
Tasas de inmunizacion notificadas con nirsevimab
en el momento del analisis

Eficacia de nirsevimab en la prevencién de

hospitalizaciones relacionadas con IVRI debidas al VRS, Impacto de nirsevimab en la reduccion de la carga

relacionada con el
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El impacto en salud publica de nirsevimab se demostré con elevadadas reducciones en las hospitalizaciones relacionadas con VRS

Wick, M et al. Profilaxis del VRS con nirsevimab en lactantes: Revision sistematica de las prueb,

MENS

gctividad y el impacto. Presentado en ID Week 2024, Los Angeles EE. UU. Numero de péster: P-631.
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Resumen del impacto en vida real en Espana sobre los
resultados relacionados con el VRS*

Atencion primaria Visitas al
Bronquiolitis servicio de
relacionada con el VRS urgencias
7N
69%-80%1:2:3 i 55%-67%>
ke
[ Hospitalizacion Ingreso en la UCI ]

70%-90%1/2/ 45,63 86%-90%02:3:4>

*Estos resultados proceden de diferentes estudios.
IC: ntervalo de confianza; UCI: unidad de cuidados intensivos; VRS,
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Nuevos datos de ensayos clinicos

ENSAYO0S CcLINICOS
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PRECLINICO

REVISION DE
LA AGENCIA FASE 4
DEL MEDICAMENTO

PARA
CONFIRMAR LA
INOCUIDAD
Y EFICACIA

& PARTICIPANTES

_A\ | A

MEDICAMENTO APROBADO MEDICAMENTO PRESENTADO MEDICAMENTO
PARA PRUEBAS EN SERES PARA APROBACION POR APROBADO
HUMANOS PARTE DE LA AGENCIA DEL
DEMICAMENTO
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EFICACIA DE NIRSEVIMAB A 6 MESES EN HARMONIE

Preprints with THE LANCET

3K= F8058_ Iaczntes rgndomizados. Efficacy of Nirsevimab Over 6 Months: A 180-Day Endpoint
, Francia y Alemania. Analysis from the HARMONIE Study, a Randomized Phase

* Nirsevimab: 4038 Ib trial

« Sin intervenciéon: 4019 o tria

Alasdair P.S. Munro, PhD* 2, Simon B. Drysdale, PhD., FRCPCH**,, Katrina Cathie, MD., FRCPCH2,,
Florence Flamein, MD., PhD>%,, Markus Knuf, PhD” £, Andrea M. Collins, MD., PhD**?%,, Helen C. Hill,
PhD?., Friedrich Kaiser, MD''., Robert Cohen, MD',, Didier Pinquier, MD'?., Natalya C. Vassilouthis,
MD,, Mariana Carreno, MD*., Catherine Moreau, MSc*¢., Pierre Bourron, PharmD?’,, Lydie
Marcelon, PhD*2,, Karine Mari, PhD*%., Michelle Roberts, MD®., Pierre Tissieéres, MD., DS¢?*%,, Simon

Royal, MPH., MRCGP?%,, and Saul N. Faust, PhD., FRCPCH*?,, for the HARMONIE Study Group
p Resultados a 6 meses

Reduccion de Hospitalizaciones por ITRI asociada al VRS Reduccidon de Hospitalizaciones por ITRI de cualquier causa

82.7%0b (1c del 95%: 67.8-91.5; p<0.0001) 41.9%b0 (1C del 95%: 23.1-56.3; p <0.0001)
« Nirsevimab fue bien tolerado y sin alertas de seguridad durante todo el periodo.

Munro, et al. Efficacy of Nirsevimab Over 6 Months: A 180-Day Endpoint Analysis from the HARMONIE Study, a Randomized Phase lllb Trial, oct 2024.
Available at SSRN: https://ssrn.com/abstract=4995419 or http://dx.doi.org/10.2139/ssrn.4995419
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BRIEF REPORT

Sin evidencias de potenciacion de la enfermedad

Infants Receiving a Single en la segunda temporada de VRS tras nirsevimab

Dose of Nirsevimab to
Prevent RSV Do Not Have
Evidence of Enhanced
Disease in Their Second
RSV Season

Table 1. Incidence of RSV-Associated Respiratory Disease in the First and Second RSV Seasons (ITT Population®)

Vst Boc ot itosavs Boshera? Shaic . Madhi First RSV Season Second RSV Season®
. g (Through 151 Days Post-dose) (362-511 Days Post-dose)
Amanda Leach,” and Tonya Villafana," for the MELODY Study Group
Nirsevimab Placebo Nirsevimab Placebo
Disease Event (n [%]) (N =2009) (N'=1003) (N =1944) (N =967)
Events due to RSV
Medically attended RSV LRTI¢ 24 (1.2) 54 (5.4) 19 (1.0 10 (1.0)
Medically attended RSV LRTI with hospitalization® 9(0.4) 20 (2.0) 31(0.2) 310.3)
Medically attended RSV LRTI (very severe) 71(0.3) 17 (1.7) 3(0.2) 3(0.3)
Medically attended RSV-associated LRTI on any test result®’ 34 (1.7) 75 (75) 35(1.8) 20 (2.1)
Hospitalization for any respiratory illness due to RSV on any test result's 15 (0.7) 26 (2.6) 10 (0.5) 6 (0.6)
Events of any cause (inclusive of RSV)
Medically attended LRTI of any cause® 172 (8.6) 139 (13.9) 134 (6.9) 71 (73)
Hospitalization for any respiratory illness of any cause? 45 (2.2) 37 (3.7) 21 (1.1) 11 (1.1)

El seguimiento de los lactantes incluidos en el estudio en fase Ill MELODY durante su segunda temporada de

VRS no muestra una potenciacion de la enfermedad por VRS en los inmunizados con nirsevimab

Dagan R, Hammitt LL, Seoane Nufiez B, et al. Infants Receiving a Single Dose of Nirsevimab to Prevent RSV Do Not Have Evidence of Enhanced Disease in Their Second RSV Season. J Pediatr Infect Dis Soc. 2024;13(2):144-7.

YRS 1ape RY VPH Pofiowides 07;o,7 XTI VI JORNADAS DE. fe:5) 0] cepcav

A me 2 INMUNIZACIONES :
éﬁ,ﬁ"ﬁéﬁ;ﬁﬁ,’%@‘m SurZppin "‘,;‘@\;\ g GIJON, 21 Y 22 DE MARZO DE 2025

e tpob MEW 0 D<= vacunasaep.or
& VIRUS DEL PAPILOMA HUMANO ACWY Fenngococo NE\\\'\%\.\ iy p.org

Sae 'VRS 1ar* RY VPH Poliowiss OTPa GRIPE

% "’J'..¢; VRS 1o E%"\‘? VPH Pofiont Dr,oa GRIFE
s v Vanicda Hil | @o‘mw\ \'\\ %ﬁ

&

-

2
Q‘ Vior thlcfl‘* ¢,®‘ ﬁs?%w‘“ \/\\ N 'g
<

"‘V/ o Vanicda Hib | past , Yt ‘%’

& Witauirus Hepatims g 72 ‘ M - S““ o V\S@G’

© Haemophilus influenzaetipe b MENINGOCOCOS PW D
VIRUS DEL PAPILOMA HUMANO ACWY Meningococo8 [ \\\W\-\

,—(;, fir m:rnms %
' A K b -_;r? b MENi P"‘"’W QA
vmus DEL PAPILOMA HUMANO ACWY Heningococo8 | | “\J\Q\\

Eo‘ﬁumrux umrms B S@Q
ob MENIN

~:~" VIRUS DEL PAPILOMA HUMANO ACWY Meningococo B N E \\\‘\Q\\\‘




erica  hivmedicine associotion

Clinical Infectious Diséases o] Analisis exploratorio de MELODY a 511d:
lDSA, © sl sa e sl

3012 lactantes, (nirsevimab: 2009 / placebo: 1003)
Lower Respiratory Tract Infections Following Respiratory
Syncytial Virus Monoclonal Antibody Nirsevimab
Immunization Versus Placebo: Analysis From a Phase 3
Randomized Clinical Trial (MELODY) Se evalud la incidencia de ITRI-MA por VRS y no VRS hasta el dia 511 y la

Doug Arbetter,*° Vancheswaran Gupalakrishnan,z"“E Anastasia A. Ill(sylll(,:i Bahar Ahani,? Yue Dhang,' Ron Dagan,ﬁ'D Mark T. Esser.® Laura L. Hammitt,”
Vaishali S. Mankad," Xavier Saez-Llorens,”'®""” David Shen,' Amanda Leach,’>® Elizabeth J. Kelly,**" Tonya Villafana,’ and Deidre Wilkins® g raved a d d € |a ITRI "

Se recogieron muestras nasofaringeas que presentaron una ITRI para analizar
22 patogenos respiratorios diferentes (virus y bacterias)

= 852 muestras; 519 muestras de 337 nirsevimab y 333 muestras de 224

Incidencias acumulativas/tiempo: — nisevima Placebo participantes que recibieron placebo.
A 18- ) Any RSV infection . . C 18-+ Any RVIENT infection
16 - : : 16
@ = w -
8% 14+ g 2 14
B E 12+ z&
22 104 28
@ m o @
Z22 84 L5
22 o 38
T 2T
38 4 : : 43 3 i
24 ’ :3.5 i
2.1 : :
75 ﬁ 20 40 60 80 100 120 140 180 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 = o e o e aon aan A  onn oen oan o n ann amn g L PR P : L DR B
Dave —20 0 20 40 B0 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 4860 480 500 520
v Davs
n 42 69 86
D 35+ . Any non-RSV infection®
B 18- . Any non-RSV VFAPn infection® .
: ' 30
16 o H @ =
H o8
87 144 . 5827 26,5
g3 12+ : TS g
EERTN : E £ 20,5
28 4] : o is - -
£s H 7.94 s<
E: 6 28 - ' E -
e o ' H
2 , :
| T T T T T T 'I T T T T T T T T T |I T T T T T T T I| [ T 1 1 T T T 1 : T T I 1 1 T I T 1 T lI T 1 1 T T 1 Ll : 1
20 0 20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 —20 0 20 40 B0 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520
Days D
o i ayf 226 s 410 530
Doug Arbetter, et al. Clinical Infectlous Diseases, 2024 _

i & VRS e @wvru Polion Drpq s GRIPE _ 8 1l ¢ VRS e ngwz Golioite. 07, ; CRIVE NMURIZACSRES crep ACPCRY Wl i, ¢ VRS e RY WZ Gé% 077, ; CRIPE_g www@wvr; @@ 077, § GRIVE_ 12
=2 S Vanicda Hib L s,w“ a Cvpr Vanicda Hib snl“’” \% S Vanicda Hib “‘*m‘ ““ b ﬁ o S v Vanicda Hib ot @ tNLE
Z & Pilawuruy HePaTiTIS g7 O™ g g Qutwwx Hepatimis p 7 P apenpin\\ GIJON, 21 Y 22 DE MARZO DE 2025 = & Pitowuruy HePaTITIS a7 O \«s@? g % ¥ Pitowirus HEPaTITIS a7 “g‘“ " Sqlirs "“v\s'@@ g
& Haemophilus influenzae tipo b nzNuNeococos E"""&W \\\< e tipe b MENIN me,ﬂbﬁ vacunasaep.org * Haemophilus influenzaetipo b HEN-NGococos WW “ & Haemophilus influenzae tipe b HEN.NGOCOCOS é‘“’*’éw %\\
& VIRUS DEL PAPILOMA HUMANO ACWY ten NEYWAN 9 < VIRUS DEL PAPILOMA HUMANO ACWY Meningococo 8 & VIRUS DEL PAPILOMA HUMANO ACWY s NEIWAC n': £ VIRUS DEL PAPILOMA HUMANO ACWY Heringococo | F | WAL i




Article https://doi.org/10.1038/541467-023-40057-8

Las principales sustituciones del sitio de unidn a Molecular and phenotypic characteristics
of RSV infections in infants during two

nirsevimab no conllevan una reduccion en su potencia nirsevimab randomized clinical trials

Received: 3 February 2023 Bahar Ahani"", Kevin M. Tuffy®"!, Anastasia A. Aksyuk ®2, Deidre Wilkins?,
ichael E. Abram ®2, Ron Dagan ®2, Joseph B. Domachowske?,

Accapted: 10 July 2023 han D. Guest ®°, Hong Ji2, Anna Kushnir?, Amanda Leach®,

Estudio de las variantes en los participantes de los ensayos en e 0 o e e e
fase 2b y fase 3 (MELODY completo) de nirsevimab

* No se encontraron sustituciones significativas en el sitio de union del VRS-A.
* Dos participantes presentaron sustituciones, pero no afectd a la susceptibilidad a nirsevimab.

* Se encontraron 3 sustituciones en el sitio de unién a nirsevimab del VRS-B en dos participantes

* Solo una de ellas (N208S) reducia la susceptibilidad a nirsevimab. Sin embargo, cuando esta variante se estudid en
cultivo celular no demostré un aumento en la cinética de crecimiento

* Las otras dos variantes (1206M:Q209R y Q209R) mostraron un aumento de la susceptibilidad a nirsevimab por una
mejora en la interaccion electroestatica entre nirsevimab y la proteina pre-F

00000

“This study has shown that major variant
substitutions within the nirsevimab binding

site have not led to a reduction in potency
of nirsevimab”

Fig. 7 | Proposed mechanism of increased RSV B neutralization potency with  acids (ESS and D101). Green dashed lines indicate polar contacts. F fusion protein,

Ahani, B., Tuffy, K.M., Aksyuk, A.A. et al. Molecular and phenotypic characteristics of RSV infections in infants during two il bl s St Coom. P ilonms S bt | S rpsy eyl e
nirsevimab randomized clinical trials. Nat Commun 14, 4347. 19 Jul 2023.
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Datos
nirsevimab
segunda
temporada
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292 campainia de nirsevimab 24-25: datos preliminares Pnirse-gal

ONDA VRS GALICIA
Porcentaxe de positividade a VRS (ata o 23-02-25)

Porcentaje total de positividad poblacional (VRS) en Galicia, en las temporadas 2022-23 y 2023-24 vy en la actual, hasta
el 23-02-2025.

25

Tempada 2024-25
—— Tempada 2022-23
7 R O e .. Tempada 2023-24

v' En la semana 47 del 2024 se alcanzé el umbral epidémico.

Porcentaxe

e Cobertura de la inmunizacidon en recaptacion:
e Cobertura de los recién nacidos:

40 42 44 46 48 50 52 2 4 6 8 10 12
Semana epidemioldxica
Fente: Direccién Xeral de Satde Publica

Lactantes menores de 6 meses Cohorte de nacidos entre abril e marzo na sta 22 tempada de VRS Nenos e nenas de 2 a 5 anos
Taxa semanal acumulada de hospitalizacién por VRS en Galicia (23-02-25) Taxa semanal acumulada de hospitalizacion por VRS en Galicia (23-02-25) Taxa semanal acumulada de hospitalizacién por VRS en Galicia (23-02-25)
5900 Tempada 2024-25* 1:500 Tempada 2024-25 200 Tempada 2024-25
—— Tempada 2017-18 —— Tempada 2017-18 —— Tempada 2017-18
——— Tempada 2018-19 —— Tempada 2018-19 —— Tempada 2018-19
g 6.000 | —— Tempada 2019-20 = —— Tempada 2019-20 = 150 | —— Tempada 2019-20
g —— Tempada 2022-23 g 1.000 | —— Tempada 2022-23 g —— Tempada 2022-23
= ——— Tempada 2023-24* ‘O_ ——— Tempada 2023-24 =4 —— Tempada 2023-24
— *Nli ry e -
R 4.000 Mo 2 2 100
13 7] g
] 3 8
¢ 500 8
o o
= 2,000 £ = 50 RESN]
0 0 0
40 42 44 46 48 50 52 2 4 6 8 10 12 14 16 18 20 40 42 44 46 48 50 52 2 4 6 8 10 12 14 16 18 20 40 42 44 46 48 50 52 2 4 6 8 10 12 14 16 18 20
Semana epidemioloxica Semana epidemioloxica Semana epidemioloxica
Fonte: Direccion Xeral de Satde Publica Fonte: Direccién Xeral de Satide Piblica Fonte: Direccién Xeral de Salde Publica

MANTENIDO EL BAJO NIVEL DE HOSPITALIZACIONES VRS EN NINOS INMUNIZADOS EN LA TEMPORADA 23-24 QUE

NIVELES DE HOSPITALIZACION EN NIN@S DE 2-5 ANOS SIMILAR
POBLACION DE RESCATE Y EL CONJUNTO DE <6 MESES ACTUALMENTE ESTAN EN SU 22 TEMPORADA

A LAS TEMPORADAS DEL 2017-20

Referencias: 1. Servicio Gallego de Salud. (2024). Temporada 2024-2025 VRS. Disponible en: https://www

/TEMPADA-2024-2025_VRS Consultado en febrero 2025; 2. Nirsegal. (2025). Archivo. Disponible
en: https://www.nirsegal.es/archivo Consultado en febrero 2025.
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https://www.nirsegal.es/archivo

292 campania de nirsevimab 24-25: datos preliminares
Datos acumulados hasta la semana 8 de 2025.

Pnirse-gal

ASISTENCIA EN ATENCION PRIMARIA POR BRONQUIOLITIS AGUDA EN MENORES 6 MESES Y EN MENORES DE 2 ANOS

Lactantes menores de 6 meses
Taxa semanal acumulada de consultas por bronquiolite en Galicia (23-02-25)

Tempada 2024-25 (R78.01)*
20.000 | — Tempada 2023-24 (R78.01)*
—— Tempada 2022-23 (R78)

8 *Nirsevimab
g 15.000 Inicio: semana 39
=)
g
E 10.000
=
7]
c
3

5.000

0

40 42 44 46 48 50

52 2 4 6 8
Semana epidemioldxica

Fonte: Direccion Xeral de Saude Publica

Tasas semanales de consultas por bronquiolitis aguda en Galicia, por temporada,

10

12 14 1

hasta el 23-02-2025. Lactantes menores de 6 meses.

6

20.000

15.000

10.000

Consultas por 100.000

5.000

18 20

Nenos e nenas menores de 2 anos
Taxa semanal acumulada de consultas por bronquiolite en Galicia (23-02-25)

Tempada 2024-25 (R78.01)
= Tempada 2023-24 (R78.01)
—— Tempada 2022-23 (R78)

40 42 44 46 48 50 52
Semana epidemioldxica

Fonte: Direccion Xeral de Salde Pliblica

2

4

6

8 10 12 14 16 18 20

hasta el 23-02-2025. Nifos y niflas menores de 2 afios.

Referencias: 1. Servicio Gallego de Salud. (2024). Temporada 2024-2025 VRS. Disponible en: https://www.sergas.gal/Saude-publica/TEMPADA-2024-2025_VRS Consultado en febrero 2025; 2. Nirsegal. (2025). Archivo. Disponible
en: https://www.nirsegal.es/archivo Consultado en febrero 2025.
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Lactante >6 meses
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VRS: vacunacion lactantes (intranasal)

RSV Genome
4 N e |
S | ] RSV

Virus induced
cell sloughing

Epithelial cells

Deletion of NS2 Deletion of 1313 with
: 11314L as stabilizer ."
« Improved safety l
« Improved immunogenicity . Improved safety RSVANS2

« Redundant attenuation features for enhanced
safety while retaining immunogenicity
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VRS: vacunacion lactantes (intranasal)
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®m High dose ®m Placebo

Second
dose

[VALUE]

Post-season

Phase I/Il

Ninguna seial de

seguridad:
La rinorrea y la congestién nasal
son ligeramente mas frecuentes

st en los receptores de la vacuna
que en los receptores del
placebo.

Respuesta inmunoloégica

robusta: Se produce con dos
vapoeso administraciones de dosis bajas
o altas de vacuna, que persisten
hasta 5 meses después de la

segunda inyeccion.

D, day; dil, dilution; GMT, geometric mean titer; RSV, respiratory syncytial virus. DO, baseline; D56, before 2nd vaccine administration; D84, 28 days after 2nd vaccination; Post-season, end of RSV season or 5 months after
last vaccination. 10lubukola T, et al. 8t ReSVINET Conference. February 2024, Mumbai, India. Abstract booklet available at: Abstract-Booklet-06May24.pdf (resvinet.org) (accessed May 2024); 2. Olubukola T, et al._34th

Congress of ESCMID, April 2024, Barcelona, S

pain.

Olubukola T. Idoko et al. Presented in ReSVINET & ESCMID 2024 Congresses
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VRS: vacunacion lactantes (intranasal) Phase ||

PEARL is a phase II1, randomized, observer-blind, placebo-controlled, multi-center, multinational study to evaluate the
efficacy, immunogenicity, and safety of the RSV vaccine candidate in infants and toddlers

Primary objective

— < To demonstrate the clinical efficacy of the

|:/\RI_ investigational vaccine for the prevention of
RT-PCR-confirmed RSV lower respiratory tract disease,
over the first RSV season post-vaccination

RSV vaccine
(n=4.500-6000)

0o Inclusion

000
—~ e

Investigational Sites
g9 criteria

« North America

Child ] « Africa
ildren age .~ . i i
6-<22 months  N: ~9000 Latin America
+ Asia
Pl b * Europe- ( Spain included)
djﬁ Intranasal administration of the acebo
investigational vaccine or placebo (n =4.5000-6000

Estimated primary completion date
May 2026 (final data collection)

Including participants with nirsevimab

ClinicalTrials.gov. Efficacy, Immunogenicity, and Safety Study of a Respiratory Syncytial Virus Vaccine in Infants and Toddlers (PEARL). Available at:
https://classic.clinicaltrials.gov/ct2/show/NCT06252285 (accessed May 2024). Non-contractual: final dates and values may vary.

k\\

2
N
§:


https://classic.clinicaltrials.gov/ct2/show/NCT06252285




VRS: anticuerpos monoclonales

Vida media Potencia Fase de Poblacion Sitio de unidn
in vivo/in vitro desarrollo
Clesrovimab 44 dias 50 veces mas potente que Fase llb/IlI Prematurosy RN a sitio IV
(MK-1654) el palivizumab in vitro término
Merck
1 dosis Fase Il Pacientes de riesgo de

infeccidon grave por VRS

30 veces mas potente que

TNM001 el palivizumab in vitro Fase 11/l RN a término

Trinomab

RSMO1 79 dias Fase | Adultos sitio @
Gates MRI

Kopera E, et al. New Insights on Respiratory Syncytial Virus Prevention. Vaccines (Basel). 2023 Nov 30;11(12):1797
RSMO01, a novel respiratory syncytial virus monoclonal antibody: preclinical characterization and results of a first-in-human, randomised clinical trial. BMC Infect Dis. 2024 Dec 3;24(1):1378
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Monoclonal VRS: Clesrovimab

 AcM recombinante humano IgG1 kappa

- Tiene como diana el epitopo de la proteina de
pre y post-fusion F del VRS (sitio IV)

- Vida media prolongada (tecnologia YTE)

* Actualmente en desarrollo para:

- la inmunizacion pasiva de lactantes <1 afio
en su 138 temporada por VRS

-y <2 anos de alto riesgo en su 22
temporada por VRS
Graham BS. Current Opinion in Virology. 2017;23:107-112.https://pubmed.ncbi.nlm.nih.qgov/28525878/

Adapted with permission under the terms of the Creative Commons Attribution-NonCommercial-
NoDerivatives License (http://creativecommons.org/licenses/by-nc-nd/4.0).
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Monoclonal VRS: Clesrovimab rase 2b/3 $3IDWeek

Efficacy through 5 months (150 days)

RSV-Associated Endpoint ol Clesrovimab | Placebo e — Pre-
Designation Wi " Specified
(n = 2398) (n=1201) %, (95% CI)? .
2 Hypothesis
# of Cases # of Cases
ASevere MALRI Tertiary 2 12 e 91.7 (62.9, 98.1)
2
§ LRI Hospitalization Tertiary 5 27 &1 90.9 (76.2, 96.5)
@
(7]
- Hospitalization Secondary 9 28 —e 84.2 (66.6, 92.6) P<0.001
©
@
L] MALRI requiring 22 Indicators
om of LRI/Severity® Post-Hoc 10 41 e 88.0(76.1, 94.0)
(]
D MALRI requiring 21 Indicator y
g of LRI/Severity Primary 60 74 —e— 60.4 (44.1,71.9) P<0.001
(3]
= Acute Respiratory Infection (ARI) Tertiary 148 148 —e 52.0 (39.5, 61.9)

0 25 50 75 100
A single dose of clesrovimab protected against mild, moderate, and severe RSV through 5 months

Full Analysis Set Population. Primary endpoint criterion=lower bound of the 95% CI =25%. Secondary endpoint criterion=lower bound of the 95% CI =0%.
* Estimate and 95% CI of efficacy were estimated from the modified Poisson regression with robust variance method. *Endpoint most comparable to nirsevimab’s primary endpoint in the MELODY frial.
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Monoclonal VRS: Clesrovimab rase 2b/3 $ZIDWeek

Efficacy through 6 months (180 days)

. Endpoint Clesrovimab Placebo
RSV-Associated Endpoint Designation (n = 2398) (n = 1201) Observed Efficacy
%, (95% CI)2
# of Cases # of Cases

ASevere MALRI Tertiary 2 12 ———@- | 91.7 (62.9, 98.1)

% LRI Hospitalization Tertiary S 28 —ed | 91.2(77.2, 96.6)

= Efficacy

2 | Hospitalization Tertiary 1 29 — e 81.3(62.5, 90.7) | was durable

@ through

o - 6 months

0 MALRI requiring =2

Q | |ndicators of LRI/Severityr T oSt-HOC " 42 —e- | 87.2(75.1,93.4)

e

= B

= MALRI requiring 21

g Indicator of LRI/Severity Secondary 64 L e ROE I A 2 1)

=

Acute Respiratory :
Infection (ARI) Tedfiary L L e 50.0 (37.4, 60.1)
| | [ | |
0 25 50 75 100

Full Analysis Set Population.
* Estimate and 95% ClI of efficacy were estimated from the modified Poisson regression with robust variance method. *Endpoint most comparable to nirsevimab’s primary endpoint in the MELODY frial.
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Monoclonal VRS: Clesrovimab rase 2b/3 $SZIDWeek

Efficacy through 5 months (150 days)

Clesrovimab Placebo

RSV-Associated Endpoint RSV (n = 2398) (n = 1201) Observed Efficacy
Subtype %, (95% CI) @
# of Cases # of Cases
A RSV A 1 4 b > 87.5 (-11.8, 98.6)
Severe MALRI
RSV B 1 8 I —| 93.8 (50.2, 99.2)
RSV A 2 12 —a 91.7 (62.9,98.1)
.é" LRI Hospitalization
§ RSV B 3 15 ——t 90.1 (65.7,97.1)
3 RSV A 4 12 —e 83.4 (48.5, 94.6)
@ Hospitalization
a RSV B 5 16 b 84.5 (57.6,94.3)
@
»n : =
o MALRI requiring 22 Indicators RSV A 2 1 90.9 (59.1, 98.0)
> | of LRI/Severity® RSV B 8 30 o 86.9 (71.3,94.0)
‘»
g MALRI requiring 21 Indicator of RSV A 29 26 ' . ' 44.4 (5.5,67.3)
2 | Hkaavedty RSV B 33 48 —e— 66.2 (47.2,78.3)
Acute Respiratory Infection RSVA 74 58 === 36.6 (10.5,55.2)
(ARI) RSV B 78 91 —e—i 58.4 (43.5,69.3)
] T 1
0 50 100

Full Analysis Set Population.
7 Estimate and 95% CI of efficacy were estimated from the modified Poisson regression with robust variance method. *Endpoint most comparabie to nirsevimab’s primary endpoint in the MELODY frial.
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Monoclonal VRS: Clesrovimab

rase 2b/3 $SEIDWeek

Clesrovimab Placebo % Difference vs.
N=2409 N=1202 placebo

The majority of AEs were

n (%) n (%) Estimate, (95% CI) grade 1o0r?2 (mild or

Overall AEs (Days 1-365) moderate)
=1 AE 1816 (75.4) 918 (76.4) -1.0 (3.9, 2.0)
Drug-related AEs? 587 (24.4) 296 (24.6) 0.3(-3.3,2.7) All AESI| events were non-
SAE 278 (11.5) 149 (12.4) -09(-32,1.3) serious and Grade 1 or 2,
Drug-related SAE® 1(0.0) 1(0.1) -0.0(-0.4,0.2) except for 1 Grade 3 event
Deaths 7 (0.3) 3(0.2) 0.0 (-0.5, 0.4) of urticaria in the

SoliFitgd AE} anfi Fever (Days 1-5) clesrovimab group not
Injection site pain 122 (5.1) 77 (5.4) 1.3(3.1,02) considered related to study
Injection site erythema 90 (3.7) 40 (3.3) 0.4 (-0.9, 1.6) . .
Injection site swelling 65 (2.7) 31 (2.6) 0.1(-1.1.1.2) !ntervgntlon by the
Irritability 450 (18.7) 237 (19.7) 1.0(:38.17) Investigator
s 303 (12.6) 171 (14.2) 16(-4.1,0.7) No deaths were considered
Decreased appetite 106 (4 .4) 61 (5.1) -0.7 (-2.3,0.7) related to study intervention
Fever 13(0.5) {12 0:6:(:1.4.-0.0) by the investigator or

AES (Days1-45) - attributed to RSV
Anaphylaxis/hypersensitivity AESI 1(0.0) 0(0.0) 0.0 (-0.3, 0.2)
Rash AESI 11 (0.5) 4 (0.3) 0.1 (-0.4, 0.5)

N=All Participants As Treated Population. AE, adverse event. Cl, confidence interval. SAE, serious adverse event. AESI, adverse event of special inferest. Estimated differences and Cls were caiculated based on the Miettinen & Nurminen method.
Reported adverse events include 1) nonsenious adverse events that occurred from Days 1 through 42 and 2) serious adverse evenis that occurred from visits Days 1 through 365 postdose and also include any reported serious adverse events after

completion of participation in the study.

*Relatedness to treatment was determined by invesfigator.® Fever defined as rectal temperature 2102.2°F or axillary temperature 2101.7°F.
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Monoclonal VRS: Clesrovimab

INCIDENCIA DE EPISODIOS ASOCIADOS A VRS

Fase 3

s+zIDWeek

Clesrovimab Palivizumab
n =443 n =437
Incidence rate,

Incidence rate,

RSV-associated
endpoint Number Totalt_ % over Number
= b
of events ST e 5> months of events
(months)?
(95% Cl)c
MALRI requiring 3.6%
=1 indicator of LRI 14 1946.9 12
or severity® (2.0, 6.0)
1.3%
Hospitalization® 5 1968.9 6
(0.4, 3.0)

Total o
follow-up 7o over
Sme 5 months®
(months)? (95% CI)c
3.0%
1969.5
(1.6, 5.3)
1.5%
1987.3
(0.6, 3.3)

Cl. confidence interval LRI, lower respiratory infection. MALRI, medically atiended lower respiratory infection, both inpatient and outpatient cases. n. number of participants eligible for inclusion in the full analysis set population.
*One month was defined as 30 days. “Five months were defined as 150 days. “Confidence intervals were estimated by exact Poisson confidence limits. “Defined as: RSV PCR positive and cough or difficulty breathing and at least 1 of the following: wheezing

chest wall indrawing/retractions, rales/crackies. hypoxemia. tachypnea, or dehydration due to respiratory symptoms. “Defined as: RSV PCR positive and hospital admission for respiratory iliness.
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Vacunas comercializadas frente al VRS en el adulto

* adultos a partir de 60 afos 12 Temporada: 82,6% (IC 95%: 57,9%-94,1%) frente a ETRI
* adultos de 50 a 59 afios con 22 Temporada: 56,1% (IC 95%: 26,5%-73,6%)

5 . , L .
Arexvy Glicoproteina F de prefusion  mayor riesgo de contraer la 32 Temporada: 48,0% (IC 95%: 11,5%-70,0%)
recombinante (RSVPreF3) del enfermedad por VRS.
(GSK) VRS-A + adyuvante ASO1E Acumulada en 2 temporadas: 74,5% (IC 95%: 55,4%-85,6%)

Acumulada en 3 temporadas: 69,1% (IC 95%: 51,3%-80,5%)

12 Temporada: 7,1 meses de seguimiento

*  65,1% (IC 95%: 35.9%, 82.0%) frente a ETRI 22 sintomas
* adultos a partirde 60 afios  *  88,9% (IC 95%: 53.6%, 98.7%) frente a ETRI >3 sintomas
Abrysvo® GllFoprotelna Fdeprefusion 4 ltos de 18 a 59 afios con 22 Temporada: 17,6 meses de seguimiento
(Pfizer) bivalente (VRS-Ay VRS-B) mayor riesgo de contraerla * 55.7% (IC 95%: 34.7%, 70.4%) frente a ETRI >2 sintomas
enfermedad por VRS. e 77.8% (IC95%: 51.4%, 91.1%) frente a ETRI >3 sintomas

Combinado Temporadas 1+2
* 58.8% (IC95%: 43.0%, 70.6%) frente a ETRI 22 sintomas
e 81.5% (IC95%: 63.3%, 91.6%) frente a ETRI >3 sintomas

MRESVIA® ARNm que codifica la * adultos a partir de 60 afios 12 Temporada: 83,7% (IC 95%: 66,1%-92,2%) frente a ETRI.
(Moderna) glicoproteina F de prefusién del (Datos de eficacia en temporadas adicionales no disponibles)
VRS-A

1. Advisory Committee on Immunization Practices (ACIP). ACIP Presentation Slides: June 26-28, 2024 Meeting. Centers for Disease Control and Prevention; 2024. Disponible en: https.//www.cdc.qov/acip/meetings/presentation-slides-june-26-28-2024.html 2. European Medicines
Agency. CHMP post-authorisation summary of positive opinion for Abrysvo. 27 Feb 2025. Disponible en: https://www.ema.europa.eu/en/documents/smop/chmp-post-authorisation-summary-positive-opinion-abrysvo-ii-07 en.pdf 3. Walsh EE, et al. RENOIR Trial — RSVppreF
Vaccine Efficacy over Two Seasons. N EnglJ Med. 2024 Oct 17;391(15):1459-1460. doi: 10.1056/NEJMc2311560.
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Seguridad vacunas frente al VRS en el adulto

Abrysvo®

mResvia®

Grade 1 |l Grade2 [ Grade3 [l Grade4

A Solicited Local Adverse Reactions

Arexvy®
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Faver Fatigue Headache Muscle Joint Mausea  Vomiting  Diarrhea Any
Pain Pain

1004
50
8 80
é- 70
g
€ g4
&£
“5 50+ =
B 40
3
§ 304
4 2 Event RSVPreF3 OA Group Placebo Group
&8 i
10 = - Participants Incidence (35% CI) Participants Incidence (953 C1)
N . [ | no. % na. %
5 o 5 ici i
o *5,0 o \?;5,0 o bdpo o £ Solicited safety population 879 878
& ¥ QI‘\V 4 Q.S\V Ea rg\“ Ea Solicited reactions
¢ ¢ ¢ Any solicited reaction 612 71.9 (6.2 74.9) 245 27.9 (25.0-31.0)
Injection-Site Pain Erythema Swelling Axillary Swelling Any grade 3 solicited reaction 16 41 [2.9-5.6) 8 0.9 (0.4-18)
or Tenderness
Solicited injection-site reactions
B Solicited Systemic Adverse Reactions Pain 535 60.9 (57.5-64.1) 811 93 (7.4-11.4)
1004 Erythema 66 7.5 (5.9-9.5) 7T 0.8 (0.3-1.6)
30 Swelling 43 5.5 (4.1-7.2) 5T 06 (0.2-1.3)
oz Solicited systemic reactions
§. 704 Fevert 18 20(1.2-3.2) 3 03 (0.1-1.0)
g
P Headache 39 27.2 (24.3-30.3) 111 12.6 (10.5-15.0)
5 so Fatigue 295 33.6 (30.4-36.8) 141 16.1 (13.7-18.7)
gn 404 Myalgia 254 28.9 (25.9-32.0) 72 82 (65-10.2)
E 304 Arthralgia 159 18.1 (15.6-20.3) 56 6.4 (4.9-8.2)
8 [ | ™
2 1 m B - [ |
. [ ]
10 - _—
o -
. & o r . &
A o o o a i o
L R O T S R i A - R O
& & & & & &
& & & & & &
Arthralgia Chills Fatigue Fever Headache Myalgia Nausea or
Vomiting

* Mayor reactogenicidad con Arexvy y mResvia (dolor 60%; fatiga/mialgia/dolor cabeza 30%)

* Autolimitados (1-2 dias duracion media)
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RSV Vaccination in Older Adults. CDC Vaccine Effectiveness Studies

S |

‘ #.#5—:.'_{_/':

Real Worild

Randomized
Controlled Trial Evidence S
Limitations of RSV Vaccine Trials i i i ) .
Randomized RSV Vaccine Trials1-2 Observational RSV VE Studies
Included

Immunocompromised patients Excluded

Adults aged 280 years <8% of participants >25% of included adults

Any chronic condition <52% of participants >94% of included adults

RSV-associated ED visits, hospitalization,

Endpoint or outcomes Symptomatic, RSV-associated LRTD critical illness (ICU admissions or death)

ACIP Presentation Slides: June 26-28, 2024 Meeting (https://www.cdc.gov/vaccines/acip/meetings/slides-2024-06-26-28.html)
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Vacunacion VRS adulto: RWE EEUU

VE against documented RSV infection by age and immunocompromised®

subgroups
RSV Vaccination (GSK or Pfizer) No Vaccination
Follow-u Incidence Follow- Incidence Vaccine
No. of P> Rate (events/ No. of up, Rate (events/ .
N person- Effectiveness,
Events 1000 person- Events person- 1000 person-
years % (95% Cl)
years) years years)
Age group
2.3 10.0
60-69 28,247 17 7,494

R ’ ’ (1.3-3.6) 74.9 7,474 (7.9-12.4) 78 (63-86)

2.1 9.2
70-79 years 82,734 47 22,251 (1.6-2.8) 204.8 22,168 (8.0-10.6) 77 (69—-83)

2.7 9.8
L) et 28 L (1.8-4.0) 93.5 9,500 (8.0-12.0) 72 (59-81)

Immunocompromised*

No 1.9 9.0
135,936 71 36554 (1.5-2.5) 325.5 36,354 (8.0—10.0) 78 (72—-83)

Yes 5.8 19.9
10,639 16 2753 (3.3—9.4) 54.2 2,730 (15.2—25.8) 71 (52-83)

*Immunocompromised was defined as receipt of immunosuppressive (excluding steroids) or cancer medications within 90 days or 1 year of the index date (depending on the medication), HIV with most
recent CD4 <2 years prior to index date <200 cells/mm3, or hematologic malignancy documented <2 years prior to index date.

= ACIP Presentation Slides: June 26-28, 2024 Meeting (https://www.cdc.gov/vaccines/acip/meetings/slides-2024-06-26-28.html) =ee—————
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Vacunacion VRS adulto: RWE EEUU

Observational VE studies show RSV vaccines protect against severe RSV
disease, similar to results from trials, although endpoints differ

Outcome Analysis Vaccine efficacy/effectiveness, % (95% Cl)
Symptomatic, GSK trial (=2 or 3 sx LRTD, primary endpoint)’ 83 (58-94) » P .
RSV-associated
lower Pfizer trial (=2 sx LRTI, co-primary endpoint)* 67 (29-86) L @ J
respiratory tract ) . N ;
disease (LRTD) Pfizer trial (=3 sx LRTI, co-primary endpoint)* 86 (32-99) » P .
IVY Network, adults =60 years® 75 (50-87) k @ o
VISION, adults 260 years, immunocompetent 80 (71-85) ——t
> § — Pr— —]
RSV-associated VHA, adults =60 years 82 (69-89)
hospitalization Medicare ESRD, otherwise immunocompetent, 265y 72 (41-87) - P .
VISION, immunocompromised 73 (48-85) L - .
Medicare ESRD, additional immunocompromise, =265y 83 (45-95) » Py .
Abbreviations: LRTI = lower respiratory tract infection; LRTD = lower respiratory tract disease; sx = symptoms or signs; y = years ; 2-0 4-0 6-0 8-0 1‘;0

Vaccine effectiveness, % (95% Cl)

+ Papi A, et. al. Respiratory Syncytial Virus Prefusion F Protein Vaccine in Older Adults. N EnglJ Med. 2023;388:595—608. See slide 43 for detailed definitions.
* Walsh E, et. al. Efficacy and Safety of a Bivalent RSV Prefusion F Vaccine in Older Adults. N EnglJ Med. 2023;388:1465—77. See slide 43 for detailed definitions.
§ Includes patients with immunocompromising conditions in the displayed VE estimate.

ACIP Presentation Slides: June 26-28, 2024 Meeting (https://www.cdc.gov/vaccines/acip/meetings/slides-2024-06-26-28.html)
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Vacunacion VRS adulto: RWE EEUU

VE against documented RSV infection by RSV vaccine manufacturer

RSV vaccination No Vaccination
Incidence
Follow-u Rate Follow- Incidence Vaccine
No. of P (events/ No. of up, Rate (events/ X
N person- Effectiveness,
Events 1000 Events person- 1000 person-
years % (95% Cl)
person- years years)
years)
Vaccine product
GSK (Arexvy) 43,853 22 13,411 L 71
VY ' ’ (1.0-2.5) 94 13,326  (5.7-8.6) 77 (64-85)
2.6 11.1
Pfi Ab 101,542 66 25,505
izer (Abrysvo) ’ ' (2.0-3.3) 2812 25376  (9.9-12.4) 77 (70-82)

ii77 vs 77 !!!
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Vacunacion VRS adulto: RWE EEUU
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Vacunacion VRS adulto Abrysvo®: RWE Escocia

THE LANCET Comment I Cobertura vacunal en Nov 2024 68%

Infectious Diseases

Reduccién del 62,1% de las
hospitalizaciones por VRS en adultos de
74-79 anos

(poblacion eligible para la vacunacion)

Early evidence of RSV vaccination impact on hospitalisation @k ™
rates of older people in Scotland ‘

A 2023 B 2024
40 ! ! 7
Figure. Observed, modelled, and predicted
rates of admission to hospital due to
respiratory syncytial virus in Scotland
' | (A) Hospitalisation rates before vaccination
discontinuity for people aged 74-79 years from
Oct 1 to Dec 8, 2023 and (B) hospitalisation

rates after vaccination discontinuity for people

RSV hospitalisation rate per 100000 population

107 aged 74-79 years from Oct 1 to Dec 8, 2024.
Grey dot=admitted rate. Blue line=predicted
0 ; ! E : rate. Dashed grey lines=vaccine eligible age

1 1 1 T 1T Tt 1T 1T 1T 11 T T T Tt T T 1T 1T T 1
70717273 747576777879 8081828384 70717273 747576777879 80 3182 8384
Age Age

groups. Red dashed line=modelled rate in the

absence of vaccination. RSV=respiratory

Hameed, Safraj Shahul et al. Lancet Infectious Diseases, 2025 syncytial virus.
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Coadministracion con vacunas frente al VRS en el adulto
. |GSKRSVvaccine | PfizerRSVvaccine | ModernaRSVvaccine

Standard dose

) . oadministration non-inferior No data available Coadministration non-inferior
influenza vaccine ¢ strat (o] stratio ferio

Coadministration non-inferiority
criteria not met
* RSV titers: non-inferior Coadministration non- No data available
*» |Influenza titers: HIN2 HAI? titers inferior
inferior w/ coadministration

Adjuvanted
influenza vaccine

Coadministration non-inferiority
criteria not met

High-dose influenza - ) : . - : * RSV titers: RSV-A and B
. Coadministration non-inferior Coadministration non- L . .
vaccine : : neutralizing antibody titers
inferior? ) . T i
inferior w/ coadministration
* Influenza titers: non-inferior
mRNA COVID-19 Coadministration non- - . . .
. No data available . ) ' : Coadministration non-inferior
vaccine inferior

1. HAI: hemagglutination inhibition. Humoral immune response against influenza A/Darwin H3N2 was also assessed post-hoc via microneutralization, which
resulted in a geometric mean titer (GMT) ratio similar to the HAlI GMT ratio, with a slightly narrower confidence interval: 1.23 (95% Cl: 1.06—-1.42). Non-inferiority
criteria were not specified for post-hoc analyses. Prespecified non-inferiority criteria for the HAI GMT ratio required that the 95% Cl upper bound was <1.50.

2.  When given as 3-way coadministration [(high-dose influenza vaccine + COVID-19 vaccine + Pfizer RSV vaccine) 14

ACIP RSV Vaccination in Adults-Workgroup Interpretations-October 24, 2024
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Recomendaciones de vacunacion VRS en Europa en el adulto:
Demasiado lento

_ 4 Denmark g
o Sweden o v~ 60+ OA with COPD
(Z, + All Older Adults E— “ . (Arexy)
60+ with underlying . —I 2T N
IS@ASe (ary RSV vaccine) e ! : P land
Norwa o o o
© 50+ Old{r Adults with underlying  Tla / f a639+ Older Adults (ary
disease (any RSV vaccine) \ _ 1' § =i vaccine)
o Belgium [ & | -
60+ Older Adults with underlying . < 7 : '
disease (any RSV vaccine) I & . , J g . a
‘ Ireland —_____;” 1 . B o |l ; °
65+ (Oldr?sn; Adults Bl o o = ‘ + 75+ All Older Adults
o VaCCﬂe)oLj nited Ki nggom ____;;&fr";"r- 4 -:"'; : T ) . . 60‘74 A‘R {Aryy RSV vaccine)
75+ Older Adults 3
{any RSV vaccine)
¢ ¢
; italy o

g + All Older Adults
+ with underlying
disease (sry sy vacene)

o France e
+ All Older Adults et - |
6 g v e \ Austria g

+ OA with chronic
cardiac and respiratory 60
oA + Older Adults

diseases.
18+ High Risk

Countries with national RSV recommendations 7 ke
6 ()Spgln_ﬁ (any RSV vaccine)
e wi : ; ; : + Older Adults
Countries with medical scciety/regional RSV recommendations includin g hi ghri SKiany

RSV vaccne)

*
Greece -
60+ High Risk (recommended)
opocomemendvtion tiousd by Soerd del Cutondurie per In Vita (Clendor for Life (VI 75+ Older Adults 60+ Older Adults (shared clinical
*Recommensation issued by COMITE CIENTIFICO SOBRE COVID-19 ¥ PATOGENOS EMERGENTES DEL ICOMERM |SCIENTIFIC COMMITTEE ON COVID-19 AND EMERGING 60+ Comorbid decision ma king) [Arexvy)
PATHOGENS OF IDOMEM) and Neumoespertos
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Recomendaciones de vacunacion NEP frente a la NAC:
RECOMENDACIONES VACUNA VRS

Desde una perspectiva de proteccion individual, cualquier individuo a partir de
los 60 anos de edad puede beneficiarse de la vacunacion

Desde una perspectiva de salud publica, determinar la edad mas eficiente de
recomendacion de vacunacion frente a VRS en Espana dependera de los
modelos/estudios farmacoecondmicos aplicados, pero parece razonable
establecer ya su inclusion en el calendario de vacunacion del adulto para adultos
de +60 anos pertenecientes a los siguientes grupos de riesgo

Institucionalizados I\ P NEUMO
- - : EXPERT
Enfermedad cronica cardiovascular, pulmonar o renal, y diabetes t iy OS
Inmunodepresmn Redondo E et al (Neumoexperts in prevention). Arch Bronchoneumol 2024
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Comunidad de Madrid *=% Servicios e informacién Culturay turismo Inversién y empresa Accién de gobierno

Recomendaciones de vacunacion VRS en el adulto:
MADRID da un paso adelante!

\,

"

“Q BREAKING NEWS

La Comunidad de Madrid, primera regiéon en Espana que vacunara a
mayores y adultos vulnerables frente al virus respiratorio sincitial

20000

La Comunidad de Madrid va a ser la primera regién espafola en vacunar en su sanidad publica frente al virus respiratorio sincitial (VRS) a los
mayores y adultos vulnerables, para protegerles frente a neumonias y complicaciones severas como la insuficiencia cardiaca. Para ello, la

Direccién General de Salud Publica comprara 100.000 dosis de este medicamento que se empezara a administrar este mismo afio. e Enuna primera fase’ beneficia ra a CiUdadanOS en
residencias de mayores y personas adultas que
presenten inmunodeficiencias graves, como los
casos de trasplantados o pacientes en
tratamiento con quimioterapia. Esta medida se ira
ampliando hasta alcanzar a una poblacién diana
de 750.000.

20 marzo 2025

« Para la adopcidon de esta iniciativa, el Ejecutivo
autonomico ha tenido en cuenta que el 46% de
los ingresos hospitalarios por VRS se produce
en pacientes que superan los 65 afhos.

https://www.comunidad.madrid/noticias/2025/03/20/comunidad-madrid-primera-region-
espana-vacunara-mayores-adultos-vulnerables-frente-virus-respiratorio-sincitial
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VACUNAS COMBINADAS

* Cuando se combinan las vacunas, interferencia inmunolégica

existe la posibilidad de que (J inmunogenicidad de al menos 1 Ag) o

aumente su utilizaciony bien precisando 1T la dosis antigénica y por

aceptabilidad tanto T riesgo de efectos secundarios
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JAMA. 2024 Jun 11;331(22):1880-1882.
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VACUNAS COMBINADAS

Fase 1/2:
VRS + hMPV

Fase 1/2: _ o
(Sanofi, Moderna, Vicebio,
‘ Face 1 VRS + PIV5 Icosavax)
' (Blue Lake)

VRS + gripe
(Moderna)

Fase 1:

(Sanofi)
Fase 1:

(Moderna)

JAMA. 2024 Jun 11;331(22):1880-1882.
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Conclusiones: MIENSAJES PARA CASA

» Disponemos de estrategias preventivas en uso o en desarrollo para todos los
grupos de edad

» Los datos de efectividad y seguridad de la vacunacién maternal,
monoclonales y vacunacidon del adulto contindan generandose de forma
robusta y consistente a los datos del desarrollo clinico

» Los datos en vida real mejoran aln mas, si cabe, los datos de eficacia ya
conocidos, proporciona endpoints mas robustos y beneficios en grupos
adicionales que estaban infra-representados en los ensayos
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