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Trimmomatic (version 0.39): adapter and quality trimming

Sequencing data generated in this study have been deposited in the European Nucleotide Archive with the accession code PRJEB34042 (https://www.ebi.ac.uk/ena/
data/view/PRJEB34042). The RSV consensus sequences included in the phylogenetic analyses have been deposited in GenBank with the accession numbers shown
in Supplementary Table 19. The PubMLST multi-species isolate database, integrating curated allelic and bacterial species information, used to identify bacterial
species, is available at https://pubmlst.org/species-id. Source data are provided with this paper, with patients’ age shown in 30-day increments and gestational age
shown as term/preterm to prevent the identification of individuals.

This study analysed samples and data collected from participants of both sexes. Participants were enrolled into the clinical
studies regardless of their sex. Sex was determined following external examination of body characteristics. This study
reported data from 192 females, 239 males, and two participants with missing information on sex.

No sex-based analysis was performed as this was not our research question. However, sex was one of the covariates and was
adjusted for in statistical analysis.

Disaggregated data on sex have been provided in the Source Data.

This study did not report or use any socially constructed or socially relevant categorisation variables.

The covariate-relevant population characteristics of the participants (N = 433) in this study included age, gestational age, sex,
presence of comorbidity, and subgroup of respiratory syncytial virus (RSV).

Median age: 4.1 months (interquartile range: 1.9–7.5 months) (Two participants had missing information on age.)

Median gestational age: 39.6 weeks (interquartile range: 38.6–40.4 weeks) (Two participants had missing information on
gestational age.)

Female sex: 192/431 (45%) (Two participants had missing information on sex.)

Presence of comorbidity: 37/432 (9%) (One participant had missing information on comorbidity.)

RSV subgroup A infection: 220/424 (52%) (Nine participants had both RSV subgroups A and B identified in their samples.)

The parents or guardians of potential participants of the clinical studies were approached by study staff in the community,
emergency departments, or hospital wards.

Only samples from infants with at least one sample where RSV sequencing was possible were included in this study (N = 831).
This might have introduced a selection bias because samples where RSV sequencing was impossible may be samples with a
very low RSV viral load collected from participants with certain features. However, among all sequenced samples, only eight
samples were excluded from the analysis. In addition, this sequencing method was sensitive and the included dataset
encompassed participants with a wide range of RSV viral load and disease severity, so the results were representative of the
tested population.

The clinical study protocols were approved by the relevant authorities and ethics committees at each site: Hospital Clínico
Universitario de Santiago de Compostela, Comité de Ética de la Investigación de Santiago-Lugo (no. 2017/395) in Spain; the
University of Oxford, the Health Research Authority (no. 231136), the NHS National Research Ethics Service Oxfordshire
Research Ethics Committee A (no. 15/SC/0335) and South Central – Hampshire A (no. 17/SC/0522) in the UK; and the Medical
Ethical Committee, University Medical Center Utrecht (no. 17/563) in the Netherlands.

The parents or guardians of all participants provided written, informed consent. Reimbursement was only offered where the
participant had to travel to the clinic site for a study visit.




