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Nirsevimab for Prevention of RSV in Term  
and Late-Preterm Infants

To the Editor: Nirsevimab, a monoclonal anti-
body with an extended half-life, is approved by 
the European Commission and the U.K. Medi-
cines and Healthcare Products Regulatory Agency 
for the prevention of respiratory syncytial virus 
(RSV)–associated lower respiratory tract illness 
in neonates and infants during their first RSV 
season.1,2 The phase 3 MELODY trial (Clinical 
Trials.gov number, NCT03979313) assessed the 
efficacy of nirsevimab in infants born at a gesta-
tional age of at least 35 weeks. When the corona-
virus disease 2019 (Covid-19) pandemic inter-
rupted trial enrollment, efficacy against medically 
attended RSV-associated lower respiratory tract 
infection among 1490 participants who had un-
dergone randomization at that point was 74.5% 
(95% confidence interval [CI], 49.6 to 87.1).3 
However, the analysis was underpowered to de-
termine the efficacy of nirsevimab against hos-
pitalization for RSV-associated lower respiratory 
tract infection.

Full enrollment in the MELODY trial is now 
complete. A total of 3012 participants have un-
dergone randomization, in a 2:1 ratio; 1998 in-
fants have received one dose of nirsevimab (at a 
dose of 50 mg if they weighed <5 kg or at a dose 
of 100 mg if they weighed ≥5 kg) and 996 have 
received placebo before their first RSV season 
(Fig. S1 and Table S1 in the Supplementary Ap-
pendix, available with the full text of this letter 
at NEJM.org). Inclusion and exclusion criteria 
are provided in Section S2. The protocol (avail-
able at NEJM.org) was approved by the institu-
tional review board at each of the 211 trial sites 
in a total of 31 countries; all the parents and 
guardians of the participants provided written 
informed consent. Full details of the trial con-
duct are provided in the protocol. The partici-
pants were representative of the population of 
infants at risk for RSV worldwide (Table S2).

The case definition of medically attended 
RSV-associated lower respiratory tract infection 
is provided in Table S3. Through 150 days after 
injection, efficacy against hospitalization for 

RSV-associated lower respiratory tract infection 
was 76.8% (95% CI, 49.4 to 89.4) and efficacy 
against very severe medically attended RSV-asso-
ciated lower respiratory tract infection was 
78.6% (95% CI, 48.8 to 91.0) (Fig.  1). Efficacy 
against medically attended RSV-associated lower 
respiratory tract infection (76.4%; 95% CI, 62.3 
to 85.2) was consistent with that in the trial 
primary cohort3 and when stratified according 
to hemisphere of residence (northern or south-
ern), age at randomization, sex, race, body weight 
on day 1, and geographic region (Fig. S2), with 
no evidence of waning efficacy over 150 days 
(Fig. S3). Protection was observed against RSV 
subtypes A and B (Table S4), medically attended 
lower respiratory tract infection of any cause, 
and hospitalization for lower respiratory tract 
infection of any cause (Table S5). Efficacy was 
consistent with that in a pooled analysis of the 
phase 2b and phase 3 MELODY trials.4

A total of 37 of 1701 nirsevimab recipients 
and 35 of 849 placebo recipients were hospital-
ized for lower respiratory tract infection of any 
cause. With the exclusion of participants who 
were enrolled in South Africa, where there was 
no RSV transmission during the Covid-19 pan-
demic,5 the number needed to treat to prevent 
one hospitalization for lower respiratory tract 
infection of any cause was 53.1 (95% CI, 29.4 to 
250.0), a number that was consistent with that in 
the primary cohort in the MELODY trial.3 Fur-
thermore, an estimated 57 days of hospitaliza-
tion for lower respiratory tract infection of any 
cause were averted for every 1000 infants who 
received nirsevimab.

Adverse events related to nirsevimab or pla-
cebo were reported in 1.3% of the nirsevimab 
recipients and 1.5% of the placebo recipients 
through 360 days after injection. Data are shown 
in Tables S6 and S7.

In term and late-preterm infants, a single 
dose of nirsevimab provided a consistent level of 
protection against hospitalization for RSV-asso-
ciated lower respiratory tract infection and very 
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severe medically attended RSV-associated lower 
respiratory tract infection during an RSV season.
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Figure 1. Incidence of Medically Attended Respiratory Syncytial Virus (RSV)–Associated Lower Respiratory Tract 
Infection (LRTI) through 150 Days after Injection and Efficacy of Nirsevimab as Compared with Placebo.

Very severe medically attended RSV-associated LRTI was defined as infection for which hospitalization and supple-
mental oxygen or intravenous fluids were warranted. Data are from the intention-to-treat population, which consisted 
of all infants who had undergone randomization.


