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LAVANGUARDIA

El organismo de la UE recuerda
que el VRS causa en la Europa comunitaria, mas Gran
Bretana y Noruega unas 213.000 hospitalizaciones
anuales en niinos menores de cinco anos y unas 158.000
de mayores de 65 anos
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Limited Options for RSV Prophylaxis and Treatment

Preterm &
High-Risk

Term Infants Children High-Risk Elderly

Newborns (<1 yrs of age) (1'5 yrs of age) (E-g- COPD) (>65 yrs of age)

B8 Approved

- Unmet Medical Need

[1] Villafana et al. Expert Rev Vaccines. 2017 16:1

El laboratorio titular de la autorizacion de comercializacion de Synagis as Astrazeneca AB.
Virazole no esta comercializado en Espafia MAT-ES-2301191 v1.0 — Mayo 2023



RSV is an enveloped negative-sense RNA virus
« Two distinct antigenic subtypes (A and B)

Glycoprotein (G) — mediates attachment to
human epithelial airway cells

Fusion protein (F) — undergoes conformational
change to promote fusion of viral and human cell »
membranes to all infection

F protein is the target of the neutralizing
monoclonal antibody Synagis® (palivizumab) »

[1] McLellan et al., Science 2013 340:1113;

El laboratorio titular de la autorizacion de comercializacion de palivizumab es Astrazeneca AB
MAT-ES-2301191 v1.0 — Mayo 2023



El desarrollo de |la prevencidn VRS en
lactantes es un gran reto

* Lactantes poseen una respuesta inmunitaria deficiente, sistema
inmune inmaduro, frente al VRS

* Enfermedad grave por VRS se da principalmente en el primer afo de
vida (<6 meses)

 La inmunidad tras una infeccion natural es limitada
* Reinfecciones frecuentes

e Supresion de la respuesta inmune por AC maternos circulantes

.1 Mejias et alAnn Allergy Asthma Immunol,2020.



Fast Track designation, Mar 2015
Breakthrough Therapy designation, Feb 2019

PRIME scheme, Jan 2019

Designated a product of high priority, Feb 2019

Promising Innovative Medicine, Jan 2021 (UK)

Breakthrough Therapy designation, Jan 2021 (China)

MAT-ES-2301191 v1.0 — Mayo 2023
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Eventos importantes en los Ultimos afios en la Prevencidn
VRS

Mid-1980s: Proof of principle
experiments in animal models for
prophylactic antibody administration

1956: Discovery of RSV 1998: Palivizumab licensed

1950 1970 1990 2010

1960 1980 2000 2020

1965: First RSV vaccine trial 1996: RSV-IVIG 2013: Pre-fusion F
begins using formalin-inactivated approved conformation mapped
virus

Sande CJ. Implementation strategies for passive respiratory syncytial virus immunisation. Lancet
Infect Dis 2021; 21(9): 1200-1. MAT-ES-2301191 v1.0 - Mayo 2023
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AC de accion prolongada : buscando la proteccion para todos
los lactantes en su primera temporada de VRS
Tecnologia

« AcM IgG1l completamente humano de alta potencia derivado de
linfocitos B humanos

- YTE: tecnologia de prolongacion de semivida
Aspectos destacados de las posibles propiedades
— Inmunizacion pasiva proporcionando proteccion directa y rapida tras
la administracién
- Administracion 1 dosis intramuscular
« Dosis fija IM (<5 kg, 50 mg; =5kg, 100 mg) / 2-8 °C
Criterio de valoracion clinico y poblacion diana
- prevencion de infeccidn de vias respiratoria inferiores por VRS
- Todos los lactantes (incluidos prematuros) que se exponen a su lera
temporada de VRS

« Niflos con enfermedad pulmonar crdnica/cardiopatia congénita en su leray
2da temporada de VRS

MAT-ES-2301191 v1.0 — Mayo 2023 Referencia bibliografica: Zhu Q, et al. Sci Transl Med. 2017;9(388). NIRSEVIMAB HA SIDO AE’ROBADO POR LA EMAY ESTA PENDIENTE DE PRECIO
Y REEMBOLSO EN ESPANA



http://stm.sciencemag.org/content/9/388/eaaj1928/tab-pdf

Estrategias de prevencion VRS

Lactantes < 6 meses Embarazadas

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

Seguridad fetal
Transf. Ac placentarios
Inmunidad preexistente

(Ac neutralizantes)

=

Anticuerpos Vacunas de
Monoclonales subunidades
No vacunas

vivas

No adjuvantes

INMUNIZACION PASIVA

Mejias A et al. Ann Allergy Asthma Immunol 125 (2020) 36e46

Ninos > 6 meses

Ancianos (> 65 anos)

Mejor respuesta inmune
No naive para VRS
Transmision enfermedad
Proteccidn de rebafio

=

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

Vacunas vivas
atenuadas
basadas en

vectores virales

Vacunas de subunidades
con adjuvantes
No vacunas vivas

(Ensayos Fase Il > 60 a)

INMUNIZACION ACTIVA

MAT-ES-2301191 v1.0 — Mayo 2023




El reto de proteger al lactante
frente al VRS
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MEDI8897 Phase 2b Pivotal Registration Study

A Phase 2b Randomized, Double-
Blind, Placebo-Controlled Study to
Evaluate the Safety and Efficacy of
MEDI8897, a Monoclonal Antibody
with an Extended Half-Life Against
Respiratory Syncytial Virus, in
Healthy Preterm Infants

NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA
00000000000000000000000
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GEOGRAPHICAL DISTRIBUTION:

Randomized, Double-blind, Placebo-controlled Study to Evaluate the Safety and Efficacy of
MEDI8897 Monoclonal Antibody, Extended Half-life against Respiratory Syncytial Virus,

*Location: >300 sites in 33 courifﬁes in Northern and Southern Hemispheres

Northern Hemisphere (Austria, Belgium, Bulgaria, Canada, Czech Republic, Estonia, Finland, France, Germany, Hungary, Israel, Italy, Japan, Latvia, Lithuania, Mexico, Poland,

Republic of Korea, Russia, Spain, Sweden, Turkey, Ukraine, United Kingdom, and United States of America [USA])
Southern Hemisphere (Argentina, Australia, Brazil, Chile, Colombia, New Zealand, Panama, and South Africa).

MAT-ES-2301191 v1.0 — Mayo 2023
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Case definitions of increasing disease severity

See Ron Dagan,’ Laura L. Hammitt?, Beatriz Seoane Nuiez:, Manuel Baca Cots*, et al, N
Engl J Med 2022;386:837-46 for details

1. MA RSV LRTI: the infant should be presented for medical care and:

Sign of severity

RSV positive Lower respiratory tract
involvement
Positive by central laboratory At least one sign of:
RT-PCR assay * Rhonchi
 Rales
« Crackles
« Wheeze

At least one sign of:

 Increased respiratory rate’

« Hypoxaemia®

» Acute hypoxic or ventilatory failure
 New onset apnoea

* Nasal flaring

* Retractions

« Grunting

* Dehydration

Medically attended RSV LRTI with hospitalisation corresponds to infants who met the primary
case definition and were hospitalised

Medically attended RSV LRTI (very severe) corresponds to infants who were hospitalised and

required supplemental oxygen or intravenous fluids

*Increased respiratory rate at rest (age <2 months, 260 breaths/min; age 2 to 6 months, 250 breaths/min; age >6 months to 2 years, 240 breaths/min)
THypoxemia (in room air - oxygen saturation <95% at altitudes <1800 meters or <92% at altitudes >1800 meters)

21| RT PCR, reverse transcriptase-polymerase chain reaction.

MAT-ES-2301191 v1.0 — Mayo 2023
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Schedule of Evaluations — Day 1 to Day 511

Visit Number

Procedure /
Study Day

Medical history update

Physical examination

Weight

Vital signs

Blood sample for PK, ADA
Assessment of AES/SAEs
Assessment of AESIs and NOCDs
Concomitant medications

Verify eligibility criteria

Randomization

Investigational product
administration

Assessment of LRTI

Nasal swab collection

Assessment of skin reaction

Telephone contact

HRU and caregiver burden

V2

X X X X X x X X X X

x

Local Amendment — European Union

Skin
TC V3 V4 V5 V6 v7 Telephone Call LRTI Reaction
D1-151 D152-361 D362-511
D8 D15 D31 D91 D151 D361 Q2w monthly Q2w D1-361 D362-511 D1-361
(*2 days) (*2days) (x5days) (x7days) (7 days) (7 days) (& 5 days) x5 (x5 as needed as needed as needed
- y days) days)
X X X X X
X X X X X
X X X X X
X X X X X
X
(PK only) X X X
X X X X X X X X X X
X X X X X X X X X X
X X X X X X X X X X
X X
X X
X
X
(respiratory
X X X iliness
inquiry
only)
X

MAT-ES-2301191 v1.0 — Mayo 2023



IXRS (Signant)
System
Transactions

© Signant 2018 CONFIDENTIAL
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Ensayo fase2b Nirsevimab— Placebo controlled 2:1 preterm 29-34 GA
— 1 single i.m. dose 50 mg

Griffin P et al. NEJM 2020 NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO
° MAT-ES-2301191 v1.0 — Mayo 2023 Y REEMBOLSO EN ESPANA



Fase 3

Hammit LL et al. Nirsevimab for Prevention of RSV in Healthy Late-Preterm and Term Infants N Engl J Med 2022;386:837-46.DOI:
10.1056/NEJMoa2110275



NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA

Hammit LL et al. Nirsevimab for Prevention of RSV in Healthy Late-Preterm and Term Infants N Engl J Med 2022;386:837-46.DOI: 10.1056/NEJM0a2110275 MAT-ES-2301191 v1.0 — Mayo 2023



NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA
Hammit LL et al. Nirsevimab for Prevention of RSV in Healthy Late-Preterm and Term Infants N Engl J Med 2022;386:837-46.DOI: 10.1056/NEJM0a2110275 MAT-ES-2301191 v1.0 — Mayo 2023



Nueva generacion de anticuerpos
monoclonales frente a VRS

1. Mas potencia

2. Mas duracion: 1 dosis protege durante 5

meses
3. Proteccion INMEDIATA

4. Aplicacion a TODOS los lactantes

Sparrow E et al. Vaccine 2022, Mazur et al. 2022

111111111111111111111111111



Autorizacion de
comercializacion de

nirsevimab recomendado por
la EMA el 16-sep-2022

Recomendado para la prevencion de
VRS en TODOS, incluidos con
patologia de riesgo, los recién
nacidos y lactantes durante su
primera estacion de VRS

MAT-ES-2301191 v1.0 — Mayo 2023 NIRSEVIMAB HA SIDO APROBADO POR LA EMAY ESTA

PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA



Coadministracion con vacunas
pediatricas rutinarias

Desarrollado para administrarse como las estrategias de inmunizacion de
rutina, que tienen coberturas de > 90%!. Sin necesidad de visitas
adicionales, proporcionando proteccion a los nifios nacidos dentro y fuera de
la temporada?3

1- Hill HA et al. MMWR Morb Mortal Wkly Rep 2019; 68: 913-918.

NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA 2-Rodriguez-Fernandez R et al. Pediatr Infect Dis J 2021
MAT-ES-2301191 v1.0 — Mayo 2023 3-Esposito S et al. Frontiers in immunology 2021; 12, 708939.
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Visitas ambulatorias A

6 - H Placebo (N=786) B Nirsevimab (N=1564)

y uso de antibidticos 5 -

Patients affected, %

( nirsevimab comparado con
placebo ) o

Admission Admission CPAP/HFNC Mechanical Supplemental
tohospital tolCU ilati

Placebo (N=786) Nirsevimab (N=1564)

Events per 100 infants* Events per 100 infants*

(95% Cl) (95% Cl) (95% Cl)

entiiation oxygen use

Outpatient visits for all- 28.1 16.3 41.9
cause MA LRTI (23.5, 33.8) (13.9, 19.3) (25.7, 54.6)

34.6 26.4 23.6
Antibiotic course
(29.0, 41.2) (22.8, 30.6) (3.8, 39.3)

- 33
NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA MAT-ES-2301191 v1.0 — Mayo 2023 SimBes EAF et al. The Lancet Child & Adolescent Health. 2023




ESPID 2023
LISBON & ONLINE
8 -1 2 M AY

Nirsevimab efficacy against RSV lower respiratory
tract infection in preterm and term infants by
subtype: Pooled analysis of Phase 2b and Phase 3
MELODY trials

Shabir A. Madhi,’ Amanda Leach,? Manuel Baca Cots,? Celeste Cummings,* Alexander Currie,> Ron Dagan,
Joseph B Domachowske,” Amy Grenham,? Laura L. Hammitt,® Ulrika Wahlby-Hamrén,® Elizabeth J. Kelly,?
Conrado Juan Llapur,'® William J. Muller," Jose M. Novoa,'? Xavier Saez Llorens,'? Eric A. F. Simoes, 14
Therese Takas,? Tonya Villafana?

'South African Medical Research Council Vaccines and Infectious Diseases Analytics Research Unit, Faculty of Health Sciences, University of the
Witwatersrand, Johannesburg, South Africa; 2Clinical Development, Biopharmaceuticals R&D, AstraZeneca, Gaithersburg, MD, USA;
3Quirénsalud Malaga Hospital, Malaga, Spain; “Late Respiratory & Immunology, Biopharmaceuticals R&D, AstraZeneca, Durham, NC, USA;
SClinical Development, Vaccines and Immune Therapies, BioPharmaceuticals R&D, AstraZeneca, Cambridge, UK; 6The Shraga Segal Department of
Microbiology, Immunology and Genetics, Faculty of Health Sciences of the Ben-Gurion University of the Negev, Beer-Sheva, Israel; “State University of New
York Upstate Medical University, Syracuse, NY, USA; 8Department of International Health, Johns Hopkins University, Baltimore, MD, USA;
9Clinical Pharmacology and Quantitative Pharmacology, AstraZeneca, Gothenburg, Sweden; '°®Hospital del Nifio Jesus, San Miguel de Tucuman, Argentina;
"Ann and Robert H. Lurie Children’s Hospital of Chicago and Northwestern University Feinberg School of Medicine, Chicago, IL, USA;

?Hospital Padre Hurtado, Santiago, Chile; '3Cevaxin Research Center, Panama City, Panama; "“Children's Hospital Colorado, Aurora, CO, USA.

Presented at ESPID 2023, 8 — 12 May 2023



Robust efficacy favouring nirsevimab against MA RSV LRTI
of different severities and RSV subtypes* ESPID 2023

LISBON & Ol
8-12 M AY
Placebo Nirsevimab Favours Favours
(N=1293) (N=2579) placebo nirsevimab RRR (95% CI)
MA RSV LRTI 80 (6.2) 31 (1.2) ) ] —@H 79.0 (68.5, 86.1)
RSV subtype A 39 (3.0) 16 (0.6) —@— 78.1 (61.1, 87.7)
RSV subtype B 41 (3.2) 15 (0.6) —@ 80.0 (63.7, 89.0)
MA RSV LRTI requiring hospitalisation 33 (2.6) 12 (0.5) —@— 80.6 (62.3, 90.1)
Very severe MA RSV LRTIt 28 (2.2) 7 (0.3) —@H 86.2 (68.1, 94.0)
MA RSV LRTI requiring ICU admission 6 (0.5) 1(0.04) : o 90.1 (16.4, 98.8)
MA RSV LRTI requiring respiratory support 6 (0.5) 1(0.04) : A 89.8 (13.7, 98.8)
—I50 0 5IO 1(I)O

RRR and it’s corresponding 95% Cl and p-value were estimated based on Poisson regression with robust variance (including study code and stratification factors as covariates) obtained after missing data
imputation. *For all participants who received the approved dose of nirsevimab (infants <5 kg, 50 mg; 25 kg, 100 mg). TDefined as those cases of hospitalisation for MA RSV LRTI that required supplemental O, or
36| IV fluids. Cl, confidence interval; ICU, intensive care unit; IV, intravenous; LRTI, lower respiratory tract infection; MA, medically attended; RRR, relative risk reduction; RSV, respiratory syncytial virus



Conclusions

* A pooled analysis of nirsevimab demonstrated 79.0% efficacy against the
primary case definition of MA RSV LRTI in infants 229 wGA over 5 months

— Similar efficacy was observed across RSV subtypes and different severities
of disease, including cases requiring hospitalisation, very severe cases, and
cases requiring ICU admission or additional respiratory support

— The subgroup analysis show a high level of efficacy across subgroups that is
consistent with the overall result

37|



Nirsevimab for the prevention of RSV disease in healthy
late-preterm and term infants: follow-up through
second RSV season

Ron Dagan,! Laura L. Hammitt2, Beatriz Seoane Nuiez3, Manuel Baca Cots?,
Miroslava Bosheva®, Shabir A. Madhi®, William J. Muller’, Heather J. Zar8, Amy Grenham?, Manish
Shroff'%, Therese Takas®, Vaishali S. Mankad'', Amanda Leach® and Tonya Villafana® for the MELODY
Study Group*

"Faculty of Health Sciences, Ben-Gurion University of the Negev, Beer-Sheva, Israel; 2Department of International Health, Johns Hopkins University, Baltimore, USA,
3Biometrics, Vaccines & Immune Therapies, BioPharmaceuticals R&D, AstraZeneca, Madrid, Spain; *Quirédnsalud Malaga Hospital, Malaga, Spain;

SUniversity Multiprofile, Hospital for Active Treatment, St. George Medical University, Plovdiv, Bulgaria; 8South African Medical Research Council Vaccines and Infectious
Diseases Analytics Research Unit and African Leadership in Vaccinology Expertise, Faculty of Health Sciences, University of the Witwatersrand, Johannesburg, South Africa;
7Ann and Robert H. Lurie Children’s Hospital of Chicago and Northwestern University Feinberg School of Medicine, Chicago, USA; 8Department of Paediatrics and Child Health,
Red Cross Children’s Hospital, and the Medical Research Council Unit on Child and Adolescent Health, University of Cape Town, Cape Town, South Africa;
%Vaccines & Immune Therapies, Biopharmaceuticals R&D, AstraZeneca, Gaithersburg, MD, USA; '9Patient Safety, Chief Medical Office, R&D, AstraZeneca, Waltham, MA, USA,
11Clinical Development, Vaccines and Immune Therapies, Biopharmaceuticals R&D, AstraZeneca, Durham, NC, USA

“See Ron Dagan,' Laura L. Hammitt2, Beatriz Presented at RSV 2022, 29 September — 2 October 2022

Seoane Nuiez3, Manuel Baca Cots#, et al, N Engl J
Med 2022;386:837-46 for details MAT-ES-2301191 v1.0 — Mayo 2023

NIRSEVIMAB HA SIDO APROBADO POR LAEMAY ESTA
PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA



Increasing severity

39|

A low incidence of RSV LRTI was observed during
RSV season two with no hospitalised cases

Definition, n (%)

Medically attended RSV LRTI
(protocol-defined)

Medically attended RSV LRTI with
hospitalisation (protocol-defined)

Medically attended RSV LRTI
(very severe)

*See Ron Dagan,’ Laura L. Hammitt2, Beatriz Seoane Nuiez3, Manuel Baca Cots#, et al, N Engl J Med 2022;386:837-46 for details

RSV Season 1
(2019 — 2020):

To Day 151
Placebo Nirsevimab
(n=496) (n=994)
25 (5.0) 12 (1.2)

8 (1.6) 6 (0.6)
7(1.4) 5 (0.5)

Placebo
(n=482)

RSV Season 2
(2020 — 2021):
Days 361 — 511

Nirsevimab
(n=964)

7 (0.7)

0 (0.0)

0 (0.0)

MAT-ES-2301191 v1.0 — Mayo 2023

NIRSEVIMAB HA SIDO APROBADO POR LA EMA'Y ESTA
PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA



Conclusions

In infants who received nirsevimab prior to their first RSV season, during the second RSV
season there was:

— a low incidence of medically attended RSV LRTI
— no cases of hospitalisation due to medically attended RSV LRTI

*See Ron Dagan,! Laura L. Hammitt2, Beatriz Seoane Nuiez3, Manuel Baca Cots#, et al, N Engl J Med 2022;386:837-46 for details

MAT-ES-2301191 v1.0 — Mayo 2023 NIRSEVIMAB HA SIDO APROBADO POR LA EMA'Y ESTA

401 PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA
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NIRSEVIMAB HA SIDO APROBADO POR LA EMA'Y ESTA

PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA MAT-ES-2301191 v1.0 — Mayo 2023 Simdes EAF et al. The Lancet Child & Adolescent Health. 2023



Nirsevimab vs Palivizumab en pretérmino,
vy enfermedad pulmonar o cardiaca crénica

At day 151, serum levels on
nirsevimab were similar in the
two cohorts and similar to those
reported in the MELODY trial

The antidrug— antibody response
at day 151 was low (occurring in 2
of 483 infants [0.4%] in the
nirsevimab group and 9 of 251
infants in the palivizumab group
[3.6%]).

In infants with CHD or CLD and in
those born preterm, the safety
profile of nirsevimab was similar
to that of palivizumab.

DomaChOWSke.l et al. NEJM 2022 MAT-E5-2301191 V1.0 - Mayo 2023 NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA

PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA



Estrategias preventivas con anticuerpos
monoclonales de accidn prolongada

Lactantes nacidos Lactantes nacidos

Va

durante la fuera de la
temporada de VRS L Gl Ul temporada de VRS
P intramuscular
Posibilidad de Administracion concomitante con
administracion vacunas rutinarias, para minimizar
inmediatamente después visitas, aprovechando las ya
del nacimiento antes de las calendarizadas y aumentar la
vacunas rutinarias adherencia.
. En AP
En la maternidad ST Gl T e
Concomitante con otras vacunas

NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE R Esposito S. ot al. Front Immunol. 2021:12:708938.
PRECIO Y REEMBOLSO EN ESPANA MAT-ES-2301191 v1.0 - Mayo 2023



https://doi.org/10.3389/fimmu.2021.708939

MAT-ES-2301191 v1.0 — Mayo 2023



Todos los partos

Todos los tiempos 420.290
Menos de 28 semanas 1.015
De 28 a 31 semanas 2.575
De 32 a 36 semanas 23.345
De 37 a 41 semanas 323.559
De 42 y mas semanas 5.710

https://www.ine.es/jaxi/Datos.htm?path=/t20/e301/nacim/a2
015/10/&file=01011.px

MAT-ES-2301191 v1.0 — Mayo 2023



Yolanda Hernandez-Gago! ,
Marina Lombardero-Pint ,
Casilda Ortega de la Cruz2,
Pablo A Maciuniak2 , Alicia Diez
del Pinol

1Servicio de Farmacia del Complejo
Hospitalario Universitario Insular

Materno Infantil Canarias. https://dx.doi.org/10.7399/fh.2017.41.2.10565

MAT-ES-2301191 v1.0 — Mayo 2023


https://scielo.isciii.es/scielo.php?pid=S1130-63432017000200169&script=sci_arttext&tlng=es
https://scielo.isciii.es/scielo.php?pid=S1130-63432017000200169&script=sci_arttext&tlng=es
https://scielo.isciii.es/scielo.php?pid=S1130-63432017000200169&script=sci_arttext&tlng=es
https://scielo.isciii.es/scielo.php?pid=S1130-63432017000200169&script=sci_arttext&tlng=es
https://scielo.isciii.es/scielo.php?pid=S1130-63432017000200169&script=sci_arttext&tlng=es

Cambio del nombre del calendario. De vacunaciones a inmunizaciones, dado que

entra en juego un anticuerpo monoclonal para prevenir la enfermedad por virus
respiratorio sincitial (VRS).

(14) Virus respiratorio sincitial.- Se recomienda nirsevimab (anticuerpo anti-VRS) en todos
los recién nacidos y lactantes menores de seis meses y su administracion anual a nifios

menores de dos afos con enfermedades subyacentes que aumenten el riesgo de infeccion
grave por VRS.

NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA
MAT-ES-2301191 v1.0 — Mayo 2023
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A Phase 3 randomized open-label study of nirsevimab
(versus no intervention) in preventing hospitalizations

due to respiratory syncytial virus (RSV) in infants
(HARMONIE)

SB Drysdale, K Cathie, F Flamein, M Knuf, A Collins, H Hill, F Kaiser, R Cohen, C Felter, NC Vassilouthis, J Jin, M Bangert, S
Royal, SN Faust and P Tissieres on behalf of the HARMONIE investigators.

51



Resultados - HARMONIE

 8.058 lactantes aleatorizados
« 4016 (49,8%) recibieron Nirsevimab (1 en el grupo control)
« 8.026 siguieron el estudio (16 discontinuaron en cada grupo)

Nirsevimab No intervencion

Objetivo (N=4.037) (N=4.021)

ficaci -VRS °
Eficacia en IVRL VR 11 (0.3) 60 (1.5) & 358200
Eficacia en IVRI-VRS

cia ¢ 75,71%

h litzad . : ’

g?:\?;?a'cfzoz =° maver 2 () 19 (0.5) (32,75-92,91)
589%

Eficacia en IVRI cualquier 45 (1 . 1) 98 (24)

causa %

(39,69- 71,19)

El perfil de seguridad en este amplio estudio ha sido favorable y consistente con

los datos ya presentados en los diferentes estudios pivotales

SB Drysdale, (2023, May 8-12). A Phase 3 randomized open-label study of nirsevimab (versus no intervention) in preventing hospitalizations due
to respiratory syncytial virus (RSV) in infants (HARMONIE) [Oral presentation]. ESPID 2023: Lisbon, Portugal.



Key Conclusions

Nirsevimab efficacy in preventing RSV hospitalizations of 83.2%

HARMONIE shows 58% reduction in all-cause LRTI

Nirsevimab efficacy in preventing severe RSV disease of 75.7% e
hospitalizations

HARMONIE has demonstrated the significant impact of nirsevimab on RSV LRTI,
implemented in close to real life conditions, in an all-infant cohort

The safety profile of nirsevimab was consistent with data from previous trials

SB Drysdale, (2023, May 8-12). A Phase 3 randomized open-label study of nirsevimab (versus no intervention) in preventing hospitalizations due 53
to respiratory syncytial virus (RSV) in infants (HARMONIE) [Oral presentation]. ESPID 2023: Lisbon, Portugal.
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RSV is the most common cause of Lower Respiratory Tract Infection (LRTI) in infants worldwide
resulting in annual seasonal epidemics and serious disease or death in some young children

59 600*
(48.000- 74.500)
children <5 YoA

hospital deaths (2%)

3.2 million hospitalizations worldwide: children < 5 yrs old
2.3 million hospitalizations in infants < 1 yr old

33.1 million new episodes of RSV LRTI in children worldwide each year (40%)
~50% of infants are infected within the 1st year of life, ~90% by age of 2.

*118 200 deaths (combined hospital and community deaths)

[1] Shi et al., Lancet 2017 390:946; [2] Glenzen et al., Am J Dis Child 1986 140:543; Rha B et al. Pediatrics 2020.

El laboratorio titular de la autorizacion de comercializacion de Synagis as Astrazeneca AB.

Virazole no esta comercializado en Espafa MAT-ES-2301191 v1.0 — Mayo 2023
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Eficacia consistente frente a IVRI VRS MA

subgrupos

MAT-ES-2301191 v1.0 — Mayo 2023

Gestational age
group, n

%
weeks (14.8) (14.0]
5 (as
weeks (22.3) (22.0]
76(9.7) 139
weeks (8.9)
237 weeks 419 861
B .
Race or ethnic |
group, n (%
American 26 (3.3) 57

Indian or (3.7)
Alaska Native

24(3.1) 39
(2.

(
)
Black or 176 406

African (22.4) (26.0)

American
Native 8(1.0) 12
Hawaiian or (0.8)

other Pacific

Islander
(60.8) (58.9)
BN
(7.0)

Multiple 4 (0.5) 18
categories (1.2)

SimGes EAF et al. The Lancet Child & Adolescent Health. 2023



Conclusiones

Nirsevimab es un nuevo anticuerpo de accion prolongada que protege
frente al VRS con una dosis unica

Un analisis agrupado preespecificado demostro una eficacia del 79,5% frente a
las infecciones del tracto respiratorio inferior (ITRI) atendidas médicamente:

Eficacia consistente entre diferentes grados de severidad de ITRI por VRS
Eficacia consistente entre subgrupos
Incluyendo ITRI medicamente atendidas y hospitalizados por todas las causas

Beneficio asociado en la reduccion de recursos hospitalarios, visitas
ambulatorias y uso de antibioticos

Al afo tras la administracion, los niveles de NAb VRS
fueron mas elevados en los sujetos con nirsevimab
en comparacion con placebo incluso en los que han
pasado infeccion medicamente atendida por VRS.

- Esto sugiere un nivel de proteccion extendido mas alla

d e I O S 5 I I I e Se S NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA

MAT-ES-2301191 v1.0 — Mayo 2023 European Medicines Agency. Ficha técnica o resumen de las caracteristicas del producto: Beyfortus®2022



Nirsevimab vs Palivizumab en pretérmino,
vy enfermedad pulmonar o cardiaca crénica

At day 151, serum levels on
nirsevimab were similar in the
two cohorts and similar to those
reported in the MELODY trial

The antidrug— antibody response
at day 151 was low (occurring in 2
of 483 infants [0.4%] in the
nirsevimab group and 9 of 251
infants in the palivizumab group
[3.6%]).

In infants with CHD or CLD and in
those born preterm, the safety
profile of nirsevimab was similar
to that of palivizumab.

DomaChOWSke.l et al. NEJM 2022 MAT-E5-2301191 V1.0 - Mayo 2023 NIRSEVIMAB HA SIDO APROBADO POR LA EMA Y ESTA

PENDIENTE DE PRECIO Y REEMBOLSO EN ESPANA
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