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* RSV

* RSV-vaksine til eldre
* RSV-vaksine til gravide
* Antistoff til spedbarn
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RS-virus

Viktig(ste) arsak til nedre luftveisinfeksjon hos de minste

* 13-21/1000 barn under 1 ar legges inn hvert ar i Norge pga RSV*
* @kt risiko for alvorlig sykdom hos premature

Matrix protein (M)

Glycoprotein (G)

Forekomst hos eldre mindre kartlagt
* @kt risiko for alvorlig sykdom med gkt alder?

Syklisk mgnster med utbrudd hver vinter

1: Havdal LB, Bpas H, Bekkevold T, Kran AB, Rojahn AE, Stgrdal K, et al. The burden of respiratory syncytial virus in children under 5 years of age in Norway. J Infect 2022;84(2):205-15. DOI: 10.1016/j.jinf.2021.12.008
2: Osei-Yeboah R, Spreeuwenberg P, Del Riccio M, Fischer TK, Egeskov-Cavling AM, Bgas H, et al. Estimation of the number of RSV-associated hospitalisations in adults in the European Union. J Infect Dis 2023. DOI: 10.1093/infdis/jiad189



3 ulike strategier for a forebygge

* Vaksine til eldre for a beskytte eldre (ny)
* Vaksine til gravide for a beskytte nyfgdt barn (ny)

* Passivimmunisering med antistoffer til nyfgdt barn (nytt produkt)
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RSV-vaksine til eldre




RSV-vaksine til eldre

Prefusjon F protein antigen
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Vedvarende effekt over minst 2 sesonger

1. Papi A, Ison MG, Langley JM, Lee D-G, Leroux-Roels I, Martinon-Torres F, et al. Respiratory Syncytial Virus Prefusion F Protein Vaccine in Older Adults. New England Journal of Medicine. 2023;388(7):595-608.
2. Walsh EE, Pérez Marc G, Zareba AM, Falsey AR, Jiang Q, Patton M, et al. Efficacy and Safety of a Bivalent RSV Prefusion F Vaccine in Older Adults. New England Journal of Medicine. 2023;388(16):1465-77.

3. Wilson E, Goswami J, Baqui AH, et al.; ConquerRSV Study Group. Efficacy and Safety of an mRNA-Based RSV PreF Vaccine in Older Adults. N Engl J Med. 2023 Dec 14;389(24):2233-2244. doi: 10.1056/NEJM0a2307079.

38091530.
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Sikkerhet

* Vanlige systemiske og lokale reaksjoner

Safety Outcomes
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1. Papi A, Ison MG, Langley JM, Lee D-G, Leroux-Roels I, Martinon-Torres F, et al. Respiratory Syncytial Virus Prefusion F Protein Vaccine in Older Adults. New England Journal of Medicine. 2023;388(7):595-608.
2. Walsh EE, Pérez Marc G, Zareba AM, Falsey AR, Jiang Q, Patton M, et al. Efficacy and Safety of a Bivalent RSV Prefusion F Vaccine in Older Adults. New England Journal of Medicine. 2023;388(16):1465-77.



| program til eldre? G

Metodevurdering!

Andre land?
* Anbefales til alle 275 ar i USA, UK

og Sverige + yngre risikogrupper
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RSV-vaksine til gravide




Abrysvo

7400 randomisert 1:1
Effekt i minst 180 dager
SPC(EMA): uke 24 og 36

Revaksinasjon?

A Medically Attended Severe RSV-Associated Lower Respiratory Tract lllness
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No. at Risk
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RSVpreF vaccine 3495

Time Interval

90 Days after birth
120 Days after birth
150 Days after birth
180 Days after birth

RSVpreF

Vaccine Placebo Vaccine Efficacy
(N=3495) (N=3480)  (99.5% or 97.58% Cl)

no. of cases (%) %
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Kampmann B, Madhi SA, Munjal |, Simdes EAF, Pahud BA, Llapur C, et al. Bivalent

o
Prefusion F Vaccine in Pregnancy to Prevent RSV lliness in Infants. New England Journal of -', FH I
Medicine. 2023;388(16):1451-64.



Abrysvo

Vanlige lokale og systemiske

reaksjoner

Ingen signifikante sikkerhetssignaler

A Adverse Events
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Kampmann B, Madhi SA, Munjal |, Simdes EAF, Pahud BA, Llapur C, et al. Bivalent
Prefusion F Vaccine in Pregnancy to Prevent RSV lliness in Infants. New England Journal of
Medicine. 2023;388(16):1451-64.
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RSV antistoff




Palavizumab (Synagis)
* 5inj/ sesong
* Brukti 20 ar

* Reduserer risiko for
sykehusinnleggelse?

* Norsk pediatrisk forening

utgir retningslinjer

1) Garegnani L, Styrmisdéttir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban |, Franco JV. Palivizumab for preventing severe
respiratory syncytial virus (RSV) infection in children. Cochrane Database Syst Rev. 2021 Nov 16;11(11):CD013757. doi:
10.1002/14651858.CD013757.pub2. PMID: 34783356; PMCID: PMC8594174.

v

Felgende barn vurderes og kan vare aktuelle for profylaktisk behandling med palivizumab

A. Premature barn fedt fer svangerskapsuke 28

e Alle barn < 13&r og som utskrives fra sykehus < 6 maneder fer sesongstart eller i RSV-
sesongen

e Uavhengig av lungesykdom, men det anses viktigst hos de med alvorlig
lungesykdom/BPD.

B. Premature barn fedt i svangerskapsuke 28-31

e Alle barn < 1ar med bronkopulmonal dysplasi (BPD), definert som behov for ekstra
oksygen eller respirasjonsstette ved 36 ukers postmenstruell alder og som utskrives
fra sykehus < 6 méaneder fer sesongstart eller i RSV-sesongen.

C. Premature barn fedt fer svangerskapsuke 32

e Barniandre levedr med kronisk lungesykdom/BPD som har behov for oksygen i
hjemmet.

D.Barn yngre enn 2 ar med hjertesykdom

e Barniferste levedr med palliativ shunt, behandlingskrevende hjertesvikt eller alvorlig
pulmonal hypertensjon.

e Barniandre levear med palliativ shunt, behandlingskrevende hjertesvikt eller alvorlig
pulmonal hypertensjon og tillegg av annen alvorlig kronisk sykdom som
nevromuskulaer sykdom, langtids mekanisk ventilasjon, interstitiell lungesykdom.

E.Barn yngre enn 2 &r med annen alvorlig kronisk sykdom

e Barniferste levedr med langtids mekanisk ventilasjon, medfedte tilstander i
luftveiene (anomalier) eller nevromuskulaer sykdom der det er betydelig nedsatt evne
til flerning av luftveissekret (nedsatt hostekraft).

e Barniferste og andre levedr som er betydelig immunsupprimert i RSV-sesongen,
f.eks. etter beinmargstransplantasjon eller SCID.

e Barniandre levedr med langtids mekanisk ventilasjon, dersom betydelig
tilleggsfaktor som hjerte- eller interstitiell lungesykdom med kronisk oksygenbehov.

https://www.helsebiblioteket.no/innhold/retningslinjer/pediatri/nyfodtmedisin-
veiledende-prosedyrer-fra-norsk-barnelegeforening/4-infeksjoner/4.21-rs-virus-
retningslinjer-for-profylakse-med-palivizumab#-helsebiblioteket-innhold-retningslinjer-
pediatri-nyfodtmedisin-veiledende-prosedyrer-fra-norsk-barnelegeforening-4-
infeksjoner-421-rs-virus-retningslinjer-for-profylakse-med-palivizumab
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A Time to First Medically Attended RSV Lower Respiratory Tract Infection
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B Time to First Hospitalization for RSV Lower Respiratory Tract Infection
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God sikkerhetsprofil

No. at Risk
Nirsevimab 969 964 962 962 961 959 958 958 955 953 948 946 945 943 942 937
Placebo 484 480 478 475 473 472 470 468 463 462 460 459 457 456 454 452

1)Griffin MP, Yuan Y, Takas T, Domachowske JB, Madhi SA, Manzoni P, et al. Single-Dose Nirsevimab
for Prevention of RSV in Preterm Infants. New England Journal of Medicine. 2020;383(5):415-25.

O
2) Muller WJ, Madhi SA, Nufiez BS, Cots MB, Bosheva M, Dagan R, et al. Nirsevimab for Prevention _-? FH I
of RSV in Term and Late-Preterm Infants. New England Journal of Medicine. 2023;388(16):1533-4.



Nirsevimab

Real-world (Spania)

Cohort of infants born between April and September
RSV hospitalization cumulative weekly rate in Galicia (24-03-24)
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Source: Direccion Xeral de Sadde Publica

Cumulative weekly RSV hospitalization rate in Galicia, by season, up to 31-03-2024. Catch-up
cohort of infants born between April and September.

) FHI
Ares-Gémez S, Mallah N, Santiago-Pérez M-I, Pardo-Seco J, Pérez-Martinez O, Otero-Barrds M-T, et al. Effectiveness and impact of universal prophylaxis with nirsevimab in infants against hospitalisation for respiratory syncytial virus in
Galicia, Spain: initial results of a population-based longitudinal study. The Lancet Infectious Diseases. 2024.



Clesrovimab

A Phase 2b/3 Study to Evaluate the Efficacy and
Safety of an Investigational Respiratory Syncytial
Virus (RSV) Antibody, Clesrovimab, in Healthy
Preterm and Full-Term Infants

Heather J. Zar, MD, PhD?; Eric A.F. Sim6es, MDZ; Shabir A. Madhi M.B., B.Ch., PhD3; Octavio Ramilo, MD#;

Shelly D. Senders, MD3; Julie S. Shepard, MD, MPH®; Kamolwish Laoprasopwattana, MD’; Jorge Piedrahita, MDS;
Jose M. Novoa Pizarro MD?; Sergio L. Vargas, MD'%; Marc Dionne, MD'; Teresa Jackowska, MD'2; Enmei Liu, MD'3;
Yasunori Ishihara, MD, PhD'4; Kazushige lkeda, MD'5; Ying Zhang, PhD'S; Radha A. Railkar, PhD'S;

Jeannine Lutkiewicz, BS'¢; Andrew W. Lee, MD 6.17; Andrea Guerra, MD8; and Anushua Sinha, MD, MPH'®

on behalf of the MK-1654-004 study group

"University of Cape Town, Cape Town, South Africa. 2Children’s Hospital Colorado & University of Colorado School of Medicine, Aurora, Colorado, USA. 3University of the
Witwatersrand, Johannesburg, Gauteng, South Africa. ‘Saint Jude Children’s Research Hospital, USA ders Pediatrics, Cleveland, Ohio, USA.
%0hio Pediatric Research Association, Dayton, Ohio, USA. "Prince of Songkla University, Songkhla, Thailand. éClinica de la Costa, Barranquilla, Colombia. ®Hospital Padre
Alberto Hurtado, Santiago, Chile. *®University of Chile School of Medicine, Santiago, Chile. "CHU de Québec-Université Laval, Québec City, Canada. 2 Center of
Postgraduate Medical Education & Bielanski Hospital, Warsaw, Poland. **Children’s Hospital of Chongqing Medical University, Chongging, China. "*Fukui Aiiku Hospital,
Fukui, Japan. *Saitama City Hospital, Saitama, Japan. "®Merck & Co., Inc., Rahway, NJ, USA. ""Present affiliation, Uniquity Bio, Malvern, PA, USA. '* MSD (UK) Limited
London, UK

Efficacy Summary, Days 1-150

Efficacy through 5 months (150 days)

E int -
RSV-Associated Endpoint ".d e Clesrovimab Placebo Observed Efficacy Pr.e
Designation . - Specified
(n =2398) (n =1201) %, (95% CI)® i
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ASevere MALRI Tertiary 2 12 — @1 91.7(62.9,98.1)
2
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@
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c
@ MALRI requiring 21 Indicator "
§ of LR/Severity Primary 60 74 e 60.4(44.1,71.9) P<0.001
c
£ Acute Respiratory Infection (ARI) Tertiary 148 148 —e- 52.0 (39.5, 61.9)

1
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A single dose of clesrovimab protected against mild, moderate, and severe RSV through 5 months

Full Analysss Set Population. Primary endpoint criterion=lower bound of the 95% CI 25%. Secondary endpoint criterion=lower bound of the 95% Cl >0%.
“Estimate and 95% Cl of efficacy were estimated from the modified Poisson regression with robust vaniance mehod. comparable primary endpoint in the MELODY trial
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| barnevaksinasjonsprogrammet?

Metodevurdering!

The Journal of Infectious Diseases TJ% I I):"'q\i

Tifevtinus Thise meerica v mesdane nssocwbon

Cost-effectiveness of Respiratory Syncytial Virus Disease
Prevention Strategies: Maternal Vaccine Versus Seasonal or
Year-Round Monoclonal Antibody Program in Norwegian
Children

Xiao Li,"**® Joke Bilcke,"* Liliana Vazquez Fernandez.” Louis Bont,® Lander Willem,' Torbjarn Wislaff,* Mark Jit,"® and Philippe Beutels'; for the
REspiratory Syncytial virus Consortium in EUrope (RESCEU]} lnvestigators

"Centra for Health Economics Researth and Madelling Infectious Diseases, University of Antwerp, Antwerp, Belgium, “Department of Methods Development and Anabytics, Norwegian Institute
of Public Heafth, Osla, Morway, “Department of Padiatrics, Linivarsity Madical Canter Uracht, Utrecht, The Matherlards, and *Department of Infectious Disaasa Epidemiology, Lendan Schaol of
Hygiene and Tropical Medicing, Londen, United Kingdom

Li X, Bilcke J, Vazquez Fernandez L, Bont L, Willem L, Wislgff T, Jit M, Beutels P; REspiratory Syncytial virus Consortium in EUrope (RESCEU) Investigators. Cost-effectiveness of Respiratory Syncytial Virus Disease Prevention Strategies: o
Maternal Vaccine Versus Seasonal or Year-Round Monoclonal Antibody Program in Norwegian Children. J Infect Dis. 2022 Aug 12;226(Suppl 1):595-5101. doi: 10.1093/infdis/jiac064. PMID: 35292816. . ’ FH I
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