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Historik

• Vaccineafprøvning til spædbørn 1969 medførte forværret RSV-sygdom 
inkl. 2 dødsfald, som med sikkerhed kunne tilskrives alvorlig RSV

• Brugen af palivizumab, et monoklonalt antistof som skal gives ved 
cirka 5 månedlige injektioner, har været begrænset af høj pris, 
besværlig administration og begrænset effekt 
• 1998 Impact RSV Study Group: 55% reduktion af RSV-indlæggelse blandt 

præmature < 35 GA, 78% uden BPD, 39% med BPD

• 2003 Cardiac Study Group: 45% reduktion af RSV-indlæggelse blandt børn med 
hæmodynamisk betydende medfødt hjertesygdom 



Nirsevimab (Beyfortus)



Study design, number of participants 
and year

Primary effect results
Secondary effect 
results

Safety Funds Designation, PMID and comments

RCT, N=8058, 1:1, infants ≥ 29 GA, 
one season, published 2024

RSV LRTI hospitalisation: 11/4037 
(0.3%) vs. 60/4021 (1.5%) = 83.2 
efficacy

”Very severe” (SAT < 
90% and oxygen) 75.7%
Germany 74.2%

Day 31. Serious AE 
2.2 vs. 1.7, 1 related

Sanofi
Astra Zeneca

HARMONIE, PMID: 38157500
Drysdale
Europe, open-label, exclusion criteria, 
2022/2023 RSV sæson

RCT, N=3012, 2:1, ≥ 35 GA, 150 days, 
published 2023

Medically attended RSV LRTI:
24/2009 (1.2%) vs.
54/1003 (5.4) = 76.4% efficacy

RSV LRTI hospitalisation 
76.8%

Related adverse
events 
1.3 vs. 1.5%

Sanofi
Astra Zeneca

MELODY, PMID: 37018470
Muller
Multiplicity

RCT, N=1490, 2:1, ≥ 35 GA, 150 days, 
published 2022

Medically attended RSV LRTI:
12/994 (1.2%) vs. 25/496 (5.0%) = 
74.5% efficacy

RSV LRTI hospitalisation 
62.1%

Serious AE 6.8% vs. 
7.3%

MEDIMMUNE
Astra Zeneca
Sanofi

MELODY, PMID: 35235726, Hammitt
Antidrug antibodies, high RSV rate, exclusion 
criteria

RCT, N=1453 2016-2017, 2:1, preterm
29-34 GA, published 2020

Medically attended RSV LRTI:
25/969 (2.6%) vs. 46/484 (9.5%) = 
70.1% efficacy

RSV LRTI hospitalisation 
78.4%

Serious AE 11.2% vs. 
16.9, 2 vs. 3 deaths

Sanofi
Astra Zeneca

MELODY, 
PMID: 32726528, Griffin
PMID: 38219024 follow-up for enhanced RSV
PMID: 37095249 follow-up for natural
immunity to RSV

Observational population-based
cohort, N=10259, 9408 got
nirsevimab, published 2024

RSV hospitalisation: 16/851 (1.9%) 
vs. 30/9408 (0.3%) = 82.0 
effectiveness

Severe RSV LRTI 86.9%

69.2% LRTI
66.2% against all-cause 
hospitalisation

NA Sanofi
Astra Seneca

NIRSE-GAL
PMID: 38701823
Healthy-wealthy vaccinée bias. Non-
comparable comparison groups
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HARMONIE – selection og supeior
popultation?



Exclusion criteria

•Meets national or other local criteria to receive commercial palivizumab.

•Any fever (≥38.0°C, regardless of route) or acute illness within 7 days prior to randomization.

•Any history of lower respiratory tract infection (LRTI) or active LRTI prior to, or at the time of, randomization.

•Known history of RSV infection or active RSV infection prior to, or at the time of, randomization. 

•Any drug therapy (chronic or other) within 7 days prior to randomization or expected receipt during the trial 
with the exception of: (a) multivitamins and iron; (b) infrequent use of over-thecounter medications for the 
systemic treatment of common childhood symptoms (e.g., pain relievers) that may be permitted according to 
the judgment of the investigator.

•Any current or expected receipt of immunosuppressive agents, including steroids (except for the use of topical 
steroids according to the judgment of the investigator). 

•History of receipt of blood, blood products, or immunoglobulin products, or expected receipt through the 
duration of the trial. 

•Receipt of any investigational drug.

•Known renal impairment.

•Known hepatic dysfunction, including known or suspected active or chronic hepatitis infection. 

•History of chronic lung disease/bronchopulmonary dysplasia. 

•Clinically significant congenital anomaly of the respiratory tract.

•Chronic seizure or evolving or unstable neurologic disorder.

•Congenital heart disease (CHD), except for children with uncomplicated CHD (e.g., patent ductus arteriosus, 
small septal defect).

•Prior history of a suspected or actual acute life-threatening event.

•Known immunodeficiency, including human immunodeficiency virus (HIV).

•Mother with HIV infection (unless the child has been proven to be not infected). 

•Any known allergy, including to immunoglobulin products, or history of allergic reaction.

•Receipt of palivizumab or other RSV monoclonal antibody or any RSV vaccine, including maternal RSV 
vaccination. 

•Receipt of any monoclonal or polyclonal antibody (e.g., hepatitis B immune globulin, intravenous 



HARMONIE – open label bias?



HARMONIE – 61% because of 2022/2023 
season? 



HARMONIE



NIRSE-GAL



NIRSE-GAL



NIRSE-GAL



Nirsevimab summary

• Forvent beskyttende effekt

• Forvent mindre beskyttende effekt end fundet i RCT og observationelt
• 60 (-70%) hos i øvrigt raske danske børn

• (30-) 50% hos risikobørn (som for palivizumab)

• Number needed to vaccinate (HARMONIE)
• Jo lavere forekomst des højere NNT

• ARR = Placebo event rate – Nirsevimab event rate = 0.015 – 0.003 = 0.012

• NNT = 1/ARR = 83 dvs. ≈ 100+ raske børn og ≈50 for højrisikobørn



Maternal RSV-vaccine (Abrysvo/RSVPreF3-Mat)



Maternal RSV-
neutralising
antibodies 
PMID: 19150677 (2009)



Study design, 
number of 
participants 
and year

Primary effect results Secondary effect results Safety Funds Designation and 
PMID, N=

RCT 1:1, DOB-
90-120-150-
180 dage, 
3682 og 3676 
mødre

90 dage: Medically attended 
severe RSV-associated lower 
respiratory tract illness 
6/3495 (0.17%) vs. 33/3480 
(0.95%)= efficacy 81.8%
NNT 128

180 dage 69.4%

90 dage: RSV hospitalization
10/3495(0.3) vs. 31/3480 
(0.9)=67.7%
NNT 167

180 dage: RSV hospitalization
56.8%
NNT 125

Prematurity
5.6% vs. 4.7%

Pfizer MATISSE
PMID: 37018474

RCT 2:1, 5328 
mødre, DOB-6 
mdr-12mdr

6 måneder, severe RSV
8/3426
14/1711
69%

Medically attended RSV-
associated lower respiratory 
tract illness 
16/3426 24/1711
Efficacy 65.6%

Prematurity
6.8% vs 4.9%

GlaxoSmith
Cline

PMID: 38477988



MATISSE exclusion criteria

Inkluderer raske, normale gravide uden IVF eller risikofaktorer 
herunder for preterm fødsel





Maternal RSV-vaccine

• Forvent beskyttende effekt

• Forvent mindre beskyttende effekt end fundet i RCT
• 60 (-70%) hos i øvrigt raske danske børn
• (30-) 50% hos risikobørn (som for palivizumab)

• Number needed to vaccinate
• ≈ 100+ raske børn og ≈50 for højrisikobørn

• Safety signal: Preterm birth



RSV DK historik

1997-2003 2.9% < 2 år indlagt med RSV 2010-2016 2.6% < 6 år indlagt med RSV





Vi maxer ud på test

• Vi er blevet mere forsigtige

• OBS: Overbehandling

• OBS: Spild af ressourcer

• OBS: Bivirkninger



DK 2019-2022: Vi maxer ud på indlæggelser

• Vi er blevet mere forsigtige

• OBS: Overbehandling

• OBS: Spild af ressourcer

• OBS: Bivirkninger



2022-2023-sæsonerne skilte sig ud

• Immunologisk gæld efter corona-restriktionerne medførte mange 
indlæggelseskrævende infektioner



2012 – 2022: RSV-mortalitet er heldigvis lav i Danmark (≈ 5/10.000)

Hold øje med de større børn:

0 år: 6 døde ud af 18,836 (3 per 10,000)

1 år: 7 døde ud af 7,904 (9 per 10,000)

2-17 år: 6 døde ud af 5,589 (11 per 10,000)

(mortalitet målt som død af alle årsager indenfor 30 dage
efter positiv RSV-test)



DK 2010-2022 Lav GA giver høj risiko

• Nirsevimab er velegnet til for tidligt fødte



Take home message

• Watch out for hypes and overtreatment

• Nirsevimab protects against RSV-hospitalisation

• Maternal RSV-vaccine protects against RSV-
hospitalisation, but may increase preterm birth

• Watchfull waiting offering maternal RSV vaccine 
and using nirsevimab for high-risk infants?
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