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Abstract 76 

Background: This pragmatic trial assessed the safety and impact of the monoclonal 77 

antibody nirsevimab on hospitalizations associated with RSV lower respiratory tract 78 

infection (LRTI) in healthy infants. 79 

Methods: Infants ≤12 months old, born ≥29 weeks gestational age entering their first 80 

RSV season in France, Germany and the UK were randomized 1:1 to receive a single 81 

intramuscular injection of nirsevimab or no intervention (standard-of-care) 82 

before/during the RSV season. Participants were monitored remotely for RSV LRTI 83 

hospitalization (defined as in-patient care with confirmed RSV) and very severe RSV 84 

LRTI (defined as RSV LRTI hospitalization with oxygen saturation <90% and 85 

requiring oxygen supplementation) through the RSV season. 86 

Results: 8,058 participants were randomized: 4,037 to the nirsevimab group and 87 

4,021 to no intervention. Eleven (0.3%) RSV LRTI hospitalizations occurred in the 88 

nirsevimab group and 60 (1.5%) in the no intervention group, giving an efficacy of 89 

83.2% (95% CI: 67.8 to 92.0; P<0.001). Very severe RSV LRTI occurred in five 90 

(0.1%) participants in the nirsevimab group and 19 (0.5%) in the no intervention 91 

group, giving an efficacy of 75.7% (95% CI: 32.8 to 92.9; P=0.004). Efficacy against 92 

RSV LRTI hospitalization in each of the countries, France, Germany, and the UK 93 

were 89.6% (adjusted 95% CI, 58.8 to 98.7; multiplicity-adjusted P<0.001), 74.2% 94 

(adjusted 95% CI, 27.9 to 92.5; multiplicity-adjusted P=0.006), and 83.4% (adjusted 95 

95% CI, 34.3 to 97.6; multiplicity-adjusted P=0.003), respectively. No safety 96 

concerns were identified. 97 

Conclusions: Nirsevimab protects infants against RSV LRTI hospitalization and very 98 

severe RSV LRTI in near real-world settings. 99 
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Introduction 105 

Respiratory syncytial virus (RSV) is a common seasonal cause of acute lower 106 

respiratory tract infection (LRTI) in young children,1 and a leading cause of infant 107 

hospitalizations.2-5  108 

A novel RSV-neutralizing monoclonal antibody, nirsevimab, has recently been 109 

approved in the EU (2022), UK (2022), Canada (2023), and the USA (2023),6-9 to 110 

prevent RSV lower respiratory tract disease in neonates and infants during their first 111 

RSV season. The safety and efficacy of nirsevimab in protecting against medically 112 

attended RSV LRTIs was demonstrated in a placebo-controlled phase IIb study10 and 113 

phase III (MELODY) study11,12 in healthy preterm and term infants (i.e., those not 114 

currently eligible for RSV prophylaxis with palivizumab) in their first RSV season. 115 

Nirsevimab has an extended half-life (approximately 71 days13) so has the potential to 116 

be used for all infants in a ‘vaccine-like’ program since the extended half-life enables 117 

coverage for an entire RSV season.14-16 HARMONIE is a large ongoing phase IIIb, 118 

open-label, randomized, parallel two-arm, multi-center study undertaken in conditions 119 

similar to clinical practice in France, Germany and the UK, to determine the efficacy 120 

and safety of a single intramuscular dose of nirsevimab in preventing RSV-associated 121 

hospitalizations compared with no intervention in infants ≤12 months old who are not 122 

eligible for palivizumab. 123 

124 
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Methods 125 

Participants 126 

Healthy infants ≤12 months old, born ≥29 weeks gestational age entering their first 127 

RSV season (born either in-season or out-of-season [see footnote to Table 1]17-19) 128 

were eligible for inclusion. Exclusion criteria included eligibility to receive 129 

palivizumab to minimize interference with routine practice; the intention was to 130 

recruit a wide range of infants not currently eligible for RSV prophylaxis with 131 

palivizumab. Other inclusion and exclusion criteria are described in the 132 

supplementary appendix. 133 

Trial design and oversight 134 

HARMONIE recruited participants at 235 sites (details on the study group are 135 

available in the supplementary appendix) in France, Germany and the UK between 136 

August 8, 2022and February 28, 2023. 137 

Eligible participants were randomized centrally using interactive response technology 138 

in a 1:1 ratio to receive a single intramuscular injection of nirsevimab (50 mg if 139 

weight <5 kg or 100 mg if weight ≥5 kg) or no intervention (standard-of-care), 140 

stratified by country and age group (≤3.0 months, >3.0 to ≤6.0 months, and >6.0 141 

months). The study started with a visit on day 1 (randomization/treatment allocation) 142 

(supplementary appendix Figure S1). Then, participants were monitored remotely for 143 

safety events (including LRTI hospitalizations) through reports in electronic diaries 144 

entered by their parents/legally acceptable representatives (LARs) and via digital 145 

assessment of patient health records. Parents/LARs were sent monthly automated 146 

reminders to complete the electronic diaries in the first six months. The study site 147 

teams reviewed the information reported and interviewed the parents/LARs for further 148 
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information as required. A follow-up phone call to the participants’ parents/LARs will 149 

be made at day 366 after dosing/randomization (trial on going) to collect information 150 

on safety events that occurred after the last electronic contact. 151 

In cases of LRTI where the treating physician admitted the participant for in-patient 152 

care, testing for RSV (with whatever diagnostic test was used as per local hospital 153 

policy) was performed as part of routine practice. Parents/LARs were also provided a 154 

card to give to the treating physician to encourage RSV testing if this had not been 155 

done and to facilitate the transfer of data to the study sites. 156 

The trial was designed by the corresponding author with input from other authors and 157 

Sanofi, the trial sponsor, and was performed in compliance with the International 158 

Conference on Harmonisation guidelines for Good Clinical Practice and the principles 159 

of the Declaration of Helsinki. Informed consent was obtained from parents/LARs 160 

before any study procedures were performed (see note on data privacy in the 161 

supplementary appendix). The protocol and any amendments were approved by 162 

applicable independent ethics committees or institutional review boards at each 163 

participating site and/or respective country regulatory agencies as per local 164 

regulations. Data were collected by the HARMONIE Study Group and analyzed by 165 

the sponsor in collaboration with the authors. The authors vouch for the accuracy and 166 

completeness of the data and for adherence with the trial protocol. A medical writer 167 

funded by Sanofi assisted with drafting the manuscript for submission following 168 

guidance from authors. All authors gave approval to submit the manuscript for 169 

publication. The trial was funded jointly by AstraZeneca and Sanofi. 170 
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Endpoints 171 

The study endpoints were in accordance with those proposed by the European 172 

Medicines Agency guidelines on the clinical evaluation of medicinal products 173 

indicated for the prophylaxis of RSV.20 The primary endpoint was the occurrence of 174 

RSV LRTI hospitalizations (defined as the decision to admit to in-patient care by the 175 

treating physician and RSV confirmed with a positive test as per routine practice) 176 

through the RSV season (see footnote to Table 1) in all three countries. Secondary 177 

endpoints included: incident cases of very severe RSV LRTI (defined as RSV LRTI 178 

hospitalization with <90% oxygen saturation [WHO case definition]21 at any time 179 

during hospitalization and need for oxygen supplementation); incident cases of RSV 180 

LRTI hospitalization in each country; and incident cases of all-cause LRTI 181 

hospitalization. Adverse events (AEs) were assessed throughout the trial: non-serious 182 

adverse events were assessed until day 31 post-dose/randomization; adverse events of 183 

special interest (AESIs), medically attended adverse events (MAAEs) and serious 184 

adverse events (SAEs) were assessed for up to 12 months post-dosing/randomization. 185 

AESIs were hypersensitivity, including anaphylaxis, immune complex disease and 186 

thrombocytopenia. A MAAE was an AE that prompted the participant’s parent/LARs 187 

to seek unplanned in-person medical advice in any clinical setting.  188 

Mitigation of bias due to open label design 189 

Several methods were used to mitigate bias and included: use of objective, physician-190 

oriented endpoints (i.e., RSV LRTI hospitalization and very severe RSV); use of 191 

standardized electronic diary questions; training of parents/LARs regarding the 192 

importance of efficacy and safety data reporting; and robust reporting follow-up 193 

procedures. Regarding the primary endpoint of hospital admission, the treating 194 

physician was rarely an investigator, and while an unknown small number of 195 
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parents/LARs may have made the treating physician aware of the trial, the risk of bias 196 

was low as LRTI admission decisions were made solely on clinical grounds. In the 197 

post-pandemic period, respiratory virus testing, including for RSV, using molecular 198 

testing (e.g. PCR) was the standard-of-care for children being admitted for LRTI 199 

management in hospitals in the UK, France and Germany. The decision to admit 200 

children to hospital was taken prior to RSV test results being known by treating 201 

clinicians. Where available, RSV point-of-care tests were only used for in patient 202 

management after a decision to admit the child had already been taken. 203 

Statistical analyses 204 

Based on the reported incidence rates of RSV LRTI hospitalization in France, 205 

Germany, and the UK,22-24 and assuming an average 1.1% incidence rate in the no 206 

intervention group, 9,620 participants needed to be enrolled in each of the three 207 

countries to ensure 90% power to detect 60% efficacy in each country with a 2-sided 208 

α of 1.66% using Bonferroni multiplicity adjustment. A total of 28,860 participants 209 

were therefore planned to be enrolled. However, the primary objective was planned to 210 

be assessed as an event-driven analysis when at least 61 events of RSV LRTI 211 

hospitalization were observed in all three countries combined, but no later than April 212 

30, 2023. The study closed to recruitment on 28th February 2023 at which timepoint 213 

71 events had occurred and which was the cut-off date for this initial event driven 214 

primary analysis.  The final analysis will be conducted when all enrolled participants 215 

complete the scheduled 12-month safety follow-up which is currently ongoing. 216 

Additional details are provided in the supplementary file. 217 

218 
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Results 219 

Participants 220 

By February 28, 2023, there were 8,058 participants randomized: 4,037 to the 221 

nirsevimab group and 4,021 to the no intervention group (supplementary appendix 222 

Figure S2). Of these, 946 (23.4%) and 963 (23.9%) in the two groups, respectively, 223 

were neonates (≤28 days of age). The number of randomized participants in France, 224 

Germany and the UK were 2,177 (27.0%), 1,789 (22.2%), and 4,092 (50.8%), 225 

respectively. Among the participants in the nirsevimab group, 23 (0.6%) did not 226 

receive the study intervention and 16 (0.4%) discontinued from the study, mainly due 227 

to voluntary withdrawal (n=15). Nearly all participants who received nirsevimab 228 

(3,998 [99.6%]) did so during the RSV season. In the no intervention group, one 229 

infant wrongly received nirsevimab (error in reading randomization notification) and 230 

16 (0.4%) discontinued from the study, mainly due to voluntary withdrawal (n=11). 231 

Baseline participant characteristics were similar in the two groups (Table 1). The 232 

participant sample included a slightly higher proportion of preterm (<37 weeks’ 233 

gestational age) infants than would otherwise be expected in European or other 234 

countries with similar social development goals, and globally (supplementary 235 

appendix Table S1). Nonetheless, infants born ≥37 weeks gestational age represented 236 

86.2% of the participants recruited making the study results generalizable to the wider 237 

infant birth cohort. 238 

Efficacy 239 

RSV LRTI hospitalizations occurred in 11 (0.3%) infants in the nirsevimab group (1 240 

per 1,000 person-months) and 60 (1.5%) infants in the no intervention group (6 per 241 

1,000 person-months), corresponding to an efficacy of 83.2% (95% CI 67.8 to 92.0; 242 

P<0.001) for nirsevimab through the RSV season. The superior RSV LRTI 243 
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hospitalization efficacy of nirsevimab versus no intervention was consistent when 244 

computed based on the Cox regression model (83.3%; 95% CI based on Cox Model, 245 

68.2 to 91.2) (Figure 1). Subgroup analyses according to age (≤3.0 months age group, 246 

>3.0 to ≤6.0 months and >6.0 months groups), weight at randomization, gestational 247 

age, sex and timing of dosing showed similar efficacy estimates favoring nirsevimab 248 

(Figure 2). 249 

Very severe RSV LRTI occurred in five (0.1%) infants in the nirsevimab group (<1 250 

per 1,000 person-months) and 19 (0.5%) infants in the no intervention group (2 per 251 

1,000 person-months), corresponding to an efficacy of 75.7% (95% CI 32.8 to 92.9; 252 

P=0.004) for nirsevimab through the RSV season. Of the five infants randomized to 253 

the nirsevimab group, two required intensive care but none were mechanically 254 

ventilated. Four of five had bronchiolitis and one had no further information. The 255 

superior very severe RSV LRTI efficacy of nirsevimab versus no intervention was 256 

consistent when computed based on Cox regression model by analysis of time-to-first 257 

very severe RSV LRTI (75.4%; 95% CI based on Cox Model, 34.0 to 90.8) (Figure 258 

3). 259 

The efficacy of nirsevimab was also demonstrated independently for each 260 

participating country. Efficacy in preventing RSV LRTI hospitalization was 89.6% 261 

(adjusted 95% CI 58.8 to 98.7; multiplicity-adjusted P<0.001), 74.2 % (adjusted 95% 262 

CI 27.9 to 92.5; multiplicity-adjusted P=0.006), and 83.4% (adjusted 95% CI 34.3 to 263 

97.6; multiplicity-adjusted P=0.003) in France, Germany and the UK, respectively. 264 

The superior RSV LRTI hospitalization efficacy of nirsevimab versus no intervention 265 

through the RSV season was consistent in each country when computed by means of 266 

Cox regression model (France: 89.4%, adjusted 95% CI 54.1 to 97.5; Germany: 267 
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74.2%, adjusted 95% CI 30.6 to 90.4; UK: 83.5%, adjusted 95% CI 32.9 to 96.0) 268 

(Figure S3 in supplementary appendix). 269 

All-cause LRTI hospitalizations occurred in 45 (1.1%) infants in the nirsevimab group 270 

(4 per 1,000 person-months) and 98 (2.4%) infants in the no intervention group (10 271 

per 1,000 person-months) through the RSV season, corresponding to an efficacy of 272 

58.0% (nominal 95% CI, 39.7 to 71.2) for nirsevimab. 273 

Safety 274 

AEs and SAEs during the study are summarized in Table 2. Most AEs were grade 1 275 

or 2 in severity across both groups.  276 

277 
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Discussion 278 

HARMONIE demonstrated that one dose of nirsevimab significantly reduces 279 

confirmed RSV LRTI hospitalization and very severe RSV LRTI through the RSV 280 

season in an infant cohort in near real-life settings across all three participating 281 

countries. There were no safety concerns in this study (the largest study with 282 

nirsevimab to date), and collectively, across all clinical experience with nirsevimab, 283 

which now exceeds 7,500 infants.10,12,25 284 

In this pragmatic study, designed to assess the impact of nirsevimab in a near “real-285 

world population,” the efficacy of nirsevimab in reducing RSV LRTI hospitalizations 286 

(83.2%) was at least as high as that reported in the previous efficacy trials (78.4% and 287 

76.8%)10,12 despite a broader range of recruitment settings. While participants were 288 

randomized to receive either nirsevimab or no intervention (i.e., standard-of-care), 289 

study procedures were limited in scope, and data collection was done in such a way to 290 

minimize the study impact on participants and their parents/LARs, to mimic real 291 

world settings. Study settings included maternity wards, community pediatrician 292 

offices, and general practices. It was encouraged that participants received their 293 

routine vaccinations simultaneously with nirsevimab (no interaction expected26), 294 

including during the RSV season (unlike the previous efficacy trials where nirsevimab 295 

was administered before or at the beginning of the RSV season),10-12 where age and 296 

situation allowed. 297 

Subgroup analyses according to age (≤3.0 months), weight at randomization, 298 

gestational age, and sex, showed consistent efficacy favoring nirsevimab, similar to 299 

the previous efficacy trials.10,11 The wider variability in efficacy estimates in the older 300 

age groups (>3.0 to ≤6.0 and >6.0 months) likely reflects the low number of cases. 301 
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However, the low hospitalization rate due to RSV of children older than 6 months in 302 

both the nirsevimab and no intervention groups will be an important cost-303 

effectiveness consideration. The consistent efficacy favoring nirsevimab was also 304 

shown across the participating countries, suggesting the benefits are maintained, 305 

irrespective of differences in clinical practice settings. Thus, the results of this 306 

pragmatic study should be applicable to other country settings. 307 

The HARMONIE study was designed to be event driven. It was initially planned to 308 

enrol 28,860 participants based on a number of factors, including country-specific 309 

epidemiological data from previous RSV seasons, using conservative estimates for the 310 

incidence (1.1%), and efficacy to ensure sufficient power for the primary 311 

hospitalization endpoint at country level.22-24 The attack rate during the study 312 

(2022/2023 RSV season), after relaxation of non-pharmaceutical interventions 313 

imposed by the COVID-19 pandemic, was higher than assumed. Together with the 314 

expected vaccine efficacy in the protocol, this meant that the required minimum 315 

number of events to perform the primary analysis was reached by February 2023 316 

(with enrolment paused to conduct the primary analysis), when 8,058 participants had 317 

been randomized. Of note, HARMONIE also confirms that RSV contributes to a 318 

sizable burden of all-cause LRTI hospitalizations as demonstrated in the no 319 

intervention group (61%; 60/98). In addition, HARMONIE built on the existing data 320 

from previous studies, which demonstrated the efficacy and safety of nirsevimab with 321 

respect to medically attended RSV-associated LRTI,10-12 by demonstrating its efficacy 322 

in reducing RSV LRTI hospitalizations, a key driver of healthcare resource utilization 323 

associated with this disease. 324 
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The limitations of the HARMONIE trial and its primary analysis data presented here 325 

include the short duration of the efficacy and safety follow-up; the trial is ongoing 326 

with planned follow-up for a minimum of 12 months after 327 

immunization/randomization for additional data collection. The study design did not 328 

include blinding: the parents/LARs knew whether their infant had received the study 329 

intervention or not. Mitigations taken to reduce bias with adherence to study protocols 330 

are detailed in the methods. Finally, it remains possible that some children were 331 

admitted to hospital with no lower respiratory tract disease but for other reasons 332 

related to RSV infection such as dehydration; and among 158 all-cause LRTI 333 

hospitalizations, there were 16 hospitalizations for which RSV testing was not done. 334 

The HARMONIE trial demonstrated that nirsevimab is efficacious in preventing RSV 335 

LRTI hospitalizations and very severe RSV LRTI in a broad infant population that 336 

included healthy pre-term and term infants from birth, under conditions as similar as 337 

possible to real-world settings. The safety profile of nirsevimab was favorable. These 338 

results suggest that nirsevimab has the potential to substantially reduce the RSV LRTI 339 

hospitalization burden, a key driver of healthcare resources utilization. Overall, the 340 

data support the potential use of nirsevimab in a ‘vaccine-like’ program, as it confirms 341 

that a single dose protects infant against RSV LRTI hospitalization through the RSV 342 

season in near real-world settings. 343 
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Table 1. Summary of participants demographic characteristics at baseline (all 532 

randomized set). 533 

Characteristic Nirsevimab 

(N=4,037)§ 

No intervention 

(N=4,021) 

Age, months; mean (SD) 4.53 (3.34) 4.48 (3.30) 

Age group, months; n (%)   

≤3.0 1,962 (48.6) 1,954 (48.6) 

>3.0 to ≤6.0 959 (23.8) 953 (23.7) 

>6.0 1,116 (27.6) 1,114 (27.7) 

Sex; n (%)   

Male 2,087 (51.7) 2,108 (52.4) 

Female 1,950 (48.3) 1,913 (47.6) 

Gestational age at birth, weeks; mean SD 38.84 (2.28) 38.93 (5.35) 

Gestational age at birth, weeks; n (%)   

<37  567 (14.0) 541 (13.5) 

≥37 3,434 (85.1) 3,434 (85.4) 

missing 36 (0.9) 46 (1.1) 

Weight at baseline, kg; mean (SD) 5.97 (2.30) 5.92 (2.27) 

Weight at baseline, kg; mean (%)   

<5 1,537 (38.1) 1,524 (37.9) 

≥5 2,500 (61.9) 2,497 (62.1) 

Neonate (≤28 days of age); n (%)   

Yes 946 (23.4) 963 (23.9) 

No 3,091 (76.6) 3,058 (76.1) 

Birth category; n (%)   

Born in season# 2,001 (49.6) 2,025 (50.4) 

France 725 727 

Germany 392 411 

UK 884 887 

Born out of season# 2,036 (50.4)⸸ 1,996 (49.6) 

France 365 360 

Germany 503 483 

UK 1168 1153 
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Country; n (%)   

France 1,090 (27.0) 1,087 (27.0) 

Germany 895 (22.2) 894 (22.2) 

UK 2,052 (50.8) 2,040 (50.7) 

‡2147 participants had at least one medical history recorded. Nearly half of these 534 

(877) were categorized as infections and infestations. Notable comorbidities including 535 

endocrine (n=3), cardiovascular (n=8), respiratory (n=21), gastroenterological (n=2), 536 

musculoskeletal (n=2) and congenital, familial, or genetic disorders (n=179) were 537 

recorded for 215 participants 538 

§500 participants randomized to nirsevimab who were 7 days old or less at time of 539 

randomization. 540 

#The following start dates were defined for in and out of the RSV season. In France 541 

the RSV season (“in season”) was defined as September 11, 2022 (week 37) until 542 

February 28, 2023, and infants born prior to September 11, 2022 were “out of 543 

season”.17 In Germany the RSV season (“in season”) was defined as October 9, 2022 544 

(week 41) until February 28, 2023, and infants born prior to October 9, 2022 were 545 

“out of season”.18 In the UK the RSV season (“in season”) was defined as September 546 

4, 2022 (week 36) until February 28, 2023, and infants born prior to September 4, 547 

2022 were “out of season”.19 548 

⸸Among the 2036 participants born out of season randomized to nirsevimab, 17 were 549 

dosed before the start of the RSV season and 2019 were dosed in season. 550 

551 
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Table 2. Summary of adverse events up to the data cut-off date (safety analysis set).  552 

Adverse Events Category Nirsevimab 

(N=4,015) 

n (%) 

No intervention 

(N=4,020) 

n (%) 

Any adverse event (AE) 1479 (36.8) 1326 (33.0) 

Immediate (within 30 minutes) 26 (0.6) 0 (0.0) 

Treatment-related  86 (2.1) 0 (0.0) 

Grade 3 48 (1.2) 46 (1.1) 

Adverse events of special interest (AESI)‡ 3 (< 0.1) 1 (< 0.1) 

Serious AE* 89 (2.2) 67 (1.7) 

Serious treatment-related 1 (< 0.1) 0 (0.0) 

Medically attended AEs by system organ class and 

preferred term# 

1185 (29.5) 1102 (27.4) 

Skin and subcutaneous tissue disorders 94 (2.3) 89 (2.2) 

General disorders and administration site conditions 119 (3.0) 88 (2.2) 

Pyrexia 101 (2.5) 77 (1.9) 

Infections and infestations 863 (21.5) 799 (19.9) 

Nasopharyngitis 192 (4.8) 173 (4.3) 

Bronchiolitis 98 (2.4) 143 (3.6) 

Conjunctivitis 114 (2.8) 92 (2.3) 

Viral infection 96 (2.4) 75 (1.9) 

Ear infection 82 (2.0) 79 (2.0) 

Upper respiratory tract infection 55 (1.4) 60 (1.5) 

Rhinitis 53 (1.3) 39 (1.0) 

Bronchitis 43 (1.1) 46 (1.1) 

Respiratory, thoracic and mediastinal disorders 184 (4.6) 196 (4.9) 

Cough 94 (2.3) 107 (2.7) 

Rhinorrhea 58 (1.4) 69 (1.7) 

Nasal congestion 43 (1.1) 32 (0.8) 

Gastrointestinal disorders 168 (4.2) 151 (3.8) 

Diarrhea 48 (1.2) 42 (1.0) 

Gastroesophageal reflux disease 46 (1.1) 41 (1.0) 

#In at least 1% of participants in either group 553 
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‡Four participants (three in the nirsevimab group and one in the no intervention group) 554 

experienced at least one AESI (immunization reaction [reported as fever and rash], 555 

maculopapular rash, allergic dermatitis in the nirsevimab group and food allergy in 556 

the no intervention group), all of grade 1 or 2 severity. 557 

*One participant experienced a grade 3 SAE (infantile spasms [West syndrome]) 23 558 

days after receipt of nirsevimab, considered “related” because the relationship to 559 

nirsevimab could not be excluded; however, this was within the expected background 560 

rate for the study size.27 Two participants discontinued the study due to safety events: 561 

one in the nirsevimab group experienced a SAE not related to nirsevimab (facial 562 

bruising, considered non-accidental injury), and one participant in the no intervention 563 

group experienced a non-serious AE (grade 2 bronchiolitis; the participant received 564 

palivizumab and was therefore withdrawn) in the 30 days after randomization. 565 

MAAEs occurred at similar rates in both groups. There were no deaths reported. 566 

567 
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Figure Legends 568 

Figure 1. Kaplan-Meier curves for RSV LRTI hospitalization through the RSV season 569 

in all three countries combined (all randomized set). The efficacy was calculated as 1 570 

minus the hazard ratio (expressed as a percentage) obtained from a stratified 571 

proportional hazards model with the stratification factors of age group at 572 

randomization and country. The inset shows the same data on an enlarged axis. Note, 573 

three participants (included in the ITT analysis) in the no intervention group received 574 

palivizumab recorded as concomitant medication. The number of participants at risk 575 

(time from recruitment) increases from none (August 2023 prior to study recruitment 576 

but after first site open) to maximum at the end of the recruitment period. 577 

Figure 2. Incidence of RSV LRTI hospitalization through the RSV season by 578 

subgroup (all randomized set). The efficacy of nirsevimab in preventing RSV LRTI 579 

hospitalization through the RSV season was defined as 1 minus the incidence rate 580 

ratio and expressed as a percentage. The 2-sided 95% CIs for the efficacy were 581 

calculated by an exact method (described by Breslow and Day) accounting for the 582 

follow-up time post-dosing/randomization. NC, not computed (computation done if n 583 

in the nirsevimab group + n in no intervention group were ≥5 and n for the no 584 

intervention group ≥1). 585 

Figure 3. Kaplan-Meier curves for very severe RSV LRTI hospitalization through the 586 

RSV season in all three countries combined (all randomized set). The efficacy was 587 

calculated as 1 minus the hazard ratio (expressed as a percentage) obtained from a 588 

stratified proportional hazards model with the stratification factor of age group at 589 

randomization and country. The inset shows the same data on an enlarged axis. 590 
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Note three participants (included in the ITT analysis) in the no intervention group 591 

received palivizumab recorded as concomitant medication. The number of 592 

participants at risk (time from recruitment) increases from none (August 2023 prior to 593 

study recruitment but after first site open) to maximum at the end of the recruitment 594 

period. 595 
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