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Clinical Question Box

Which monoclonal antibody is preferred for serious respiratory syncytial virus (RSV) infection prophylaxis based on

comparative effectiveness and safety?

There is moderate to high certainty of evidence that monoclonal antibodies are superior to placebo or standard care
for the prophylaxis of serious RSV infection. Compared to palivizumab, nirsevimab and clesrovimab demonstrated
equal or greater efficacy in preventing RSV-associated hospitalization, medically attended RSV-associated lower
respiratory tract infection (LRTI), and severe RSV-associated LRTI in both the general population and high-risk
infants. Across all agents, no monoclonal antibody was associated with an increased risk of treatment-related adverse

events, indicating comparable safety profiles.



Abstract

Introduction: Respiratory syncytial virus (RSV) is a leading cause of LRTI and hospitalization in infants and young
children. Passive immunization with monoclonal antibodies represents a major strategy for RSV prevention. While
Palivizumab has been used for over two decades in high-risk infants, recently, long-acting monoclonal antibodies such

as nirsevimab and clesrovimab have been approved for clinical use.

Methods: A systematic literature search was conducted in databases until November 27, 2025. Randomized controlled
trials (RCTs) evaluating monoclonal antibody prophylaxis for RSV were included. Outcomes included RSV-
associated hospitalization, medically attended RSV-associated LRTI, severe RSV-associated LRTI, and treatment-

associated adverse events (AEs). Odds ratios (ORs) and 95% confidence intervals (Cls) were calculated.

Results: Thirteen RCTs involving 21,505 participants were included. All three intramuscular monoclonal antibodies—
palivizumab, nirsevimab, and clesrovimab—significantly reduced RS V-associated hospitalization, medically attended
RSV-associated LRTI, and severe RSV-associated LRTI compared with control, whereas intranasal palivizumab was
ineffective. Both clesrovimab and nirsevimab were more effective than palivizumab in preventing RSV-associated
hospitalization (OR 0.45, 95% CI 0.23-0.87 and OR 0.47, 95% CI 0.28-0.76, respectively). For medically attended
RSV-associated LRTI, nirsevimab demonstrated the greatest efficacy (OR 0.23, 95% CI 0.16-0.32), followed by
palivizumab (OR 0.27, 95% CI 0.16-0.45) and clesrovimab (OR 0.37, 95% CI 0.27—-0.51). In preventing severe RSV-
associated LRTI, clesrovimab and nirsevimab were more effective than palivizumab (OR 0.18, 95% CI 0.10-0.32 and
OR 0.55, 95% CI 0.32-0.94, respectively). No monoclonal antibody was associated with an increased risk of

treatment-associated AE.

Conclusion: Nirsevimab and clesrovimab, long-acting monoclonal antibodies, provide efficacy comparable to or

greater than palivizumab for preventing serious RSV infection in infants, without an increased AE risk.

Keywords: respiratory syncytial virus, lower respiratory tract infection, palivizumab, nirsevimab, clesrovimab,

network meta-analysis



Introduction

RSV circulates annually in seasonal epidemics, with RSV A and RSV B subtypes co-circulating worldwide.!
Up to 90% of children are infected with RSV at least once in the first two years of life, and RSV represents a leading
cause of LRTI and hospitalization in this population.>* Although severe RSV disease disproportionately affects high-
risk infants, such as preterm infants and those with chronic lung disease of prematurity (CLD), congenital heart disease
(CHD), or immunocompromising conditions, severe RSV infection can also occur in otherwise healthy infants without
underlying comorbidities.* To date, treatment options for RSV infection are limited, with clinical management relying
largely on supportive care.’ Consequently, RSV continues to contribute substantially to infant morbidity and mortality
worldwide and imposes a considerable burden on healthcare systems and society, underscoring the need for effective

preventive strategies.

Three major approaches are available for RSV prevention: active immunization of infants, maternal
vaccination during pregnancy, and passive immunization using monoclonal antibodies (mAbs).”® Progress in the
development of active RSV vaccines for infants has been limited, partly due to concerns regarding insufficient efficacy
and the risk of vaccine-enhanced respiratory disease.!” Maternal vaccination aims to protect infants through
transplacental transfer of RSV-specific antibodies, and a bivalent RSV prefusion protein vaccine has recently been
approved.!! However, antibody transfer is reduced in preterm infants, who are among the populations at highest risk
of serious RSV disease.!? Moreover, effective maternal vaccination is highly dependent on the timing of vaccination
during pregnancy and is sensitive to regional and seasonal variability in RSV circulation.!*> Economic evaluations
further suggest that maternal RSV vaccination may avert fewer RSV-related clinical events and provide less consistent

cost-effectiveness compared to.mAb preventive strategies.'*

Passive immunization with mAbs has therefore emerged as a central approach to RSV prevention.
Palivizumab, a humanized murine mAb targeting antigenic site II of the RSV fusion (F) protein, has served as the
standard prophylaxis for high-risk infants for more than two decades.!>!® Although palivizumab has demonstrated
favorable efficacy and safety, its requirement for monthly dosing throughout the RSV season limits its feasibility and
cost-effectiveness. Several second-generation monoclonal antibodies, including motavizumab and suptavumab, were
subsequently developed but discontinued after failing to demonstrate sufficient clinical benefit in late-phase trials.!”

More recently, nirsevimab, a long-acting mAb targeting antigenic site © of the RSV prefusion F protein, has been



approved for routine infant prophylaxis and provides single-dose protection across an RSV season.!® Additionally,
clesrovimab, another long-acting mAb that targets antigenic site IV of the RSV F protein and exhibits an extended
half-life of approximately 45 days, has shown promising efficacy in recent RCTs and was approved by the US Food

and Drug Administration in 2025."°

Despite the increasing availability of mAb-based prophylactic options, their relative efficacy and safety
remain uncertain, as direct head-to-head comparisons are limited. To address this evidence gap, robust comparative
analyses that integrate both direct and indirect evidence are required. Accordingly, this systematic review and network
meta-analysis synthesizes data from RCTs to evaluate the efficacy and safety of mAb prophylaxis for preventing RSV-
associated LRTI and hospitalization in infants and young children. By combining direct and indirect comparisons, we
aim to establish a comparative hierarchy of available mAb therapies based on clinical effectiveness and safety, thereby
informing clinical decision-making, guiding future research, and clarifying optimal strategies for the prevention of

severe RSV infection.



Methods

Study Design and Registration

This systematic review and network meta-analysis was conducted per the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) guidelines and the PRISMA extension for network meta-analysis.
The study protocol was registered with the University Hospital Medical Information Network (UMIN000060139)
before data extraction.?’. As this study involved a secondary analysis of published data, ethical approval and informed

consent were not required.

Eligibility Criteria

Studies were selected based on predefined inclusion and exclusion criteria. Eligible studies met the following
criteria: (1) participants younger than 2 years; (2) evaluation of mAb.prophylaxis for RSV, and (3) with placebo or
standard care in the control group of RCT study design. Studies were excluded if they (1) included fewer than 10
participants in any study arm; (2) represented subgroup or post hoc analyses of previously published trials; or (3)

focused on discontinued medicines such as motavizumab or suptavumab.

Information Sources and the Search Strategy

A comprehensive literature search was conducted in PubMed, Embase, the Cochrane Library, and Web of
Science from database inception to November 27,2025. The search strategy combined terms related to the intervention

99

as “monoclonal antibody,” “palivizumab,” “nirsevimab,” and “clesrovimab.” The participants were identified by
“respiratory syncytial virus” or “RSV,” and the control was identified by “randomized controlled trial,” “placebo,” or

“control.” Reference lists of relevant articles and gray literature were also manually searched to identify additional

eligible studies:

Study Selection, Data Extraction, and Quality Assessment

Two reviewers (T. N. and Y. O.) independently screened titles and abstracts for eligibility. Full-text articles were then
assessed per the predefined inclusion and exclusion criteria. Any disagreements were resolved through discussion or
consultation with a third reviewer (Y. Z.). The study selection process was documented using a PRISMA flow diagram,

detailing the number of studies identified, screened, included, and excluded at each stage. Two reviewers



independently extracted data through a standardized data extraction form. Extracted information included study
characteristics (author, publication year, study design, and sample size), participant characteristics (age, weight, sex,
gestational age, and risk factors), and intervention details (type of mAb, dose, route of administration, and dosing

frequency). Comparator interventions were categorized as placebo or standard care.

Definition and Outcomes

The control group was defined as either placebo or standard care. High-risk infants were defined-as preterm infants or
those with CLD or CHD. Severe RSV-associated LRTI was defined as LRTI requiring high-flow nasal cannula, oxygen
by face mask, mechanical ventilatory support, or admission to the intensive ‘care.unit. Outcomes included RSV-
associated hospitalization, medically attended RSV-associated LRTI, severe RSV-associated LRTI, and treatment-

associated adverse events.

Statistical Analysis

Statistical analyses were performed using the “meta” and “netmeta’ packages in R software. Random-effects
models were applied for both pairwise and network meta-analyses to-account for between-study heterogeneity. Direct
comparisons were synthesized using ‘inverse-variance weighting, and indirect comparisons estimated through the
Bucher method. Effect estimates were reported as odds ratios (ORs) with 95% confidence intervals (ClIs) for
dichotomous outcomes. The relative ranking of mAb prophylaxis strategies was assessed using the surface under the

cumulative ranking curve (SUCRA), with higher values indicating greater efficacy or safety.

Heterogeneity, Consistency,-and Certainty of Evidence Assessment

Statistical heterogeneity was assessed using the I? statistic, with values exceeding 50% indicating substantial
heterogeneity. The risk of bias in individual studies was evaluated using the Cochrane Risk of Bias 2 tool, assessing
potential bias arising from randomization, deviations from intended interventions, missing outcome data, outcome
measurement, and selective reporting. Publication bias was explored using funnel plots where sufficient studies were
available. Egger’s test was conducted if the number of studies was fewer than ten. The certainty of evidence for each
outcome was assessed using the Grading of Recommendations Assessment, Development, and Evaluation (GRADE)

framework, considering risk of bias, inconsistency, indirectness, imprecision, and publication bias.



Results

Study Selection and Characteristics

A total of 1,387 records were identified through database searches. After the removal of 343 duplicates, 848
records were excluded during title and abstract screening, and another 183 following full-text review. Thirteen RCTs
comprising 21,505 participants from multiple countries were included in the final analysis (Figure S1; Table 1).!321-32
Across the included studies, participant characteristics were similar between the intervention and'control groups, with
mean ages ranging from 2.5 to 6.8 months and mean weights from 3.7 to 6.4 kg. Study populations.included term and
pre-term infants, as well as infants at increased risk for serious RSV disease, including those'with CLD or CHD. Eight
trials evaluated palivizumab, four evaluated nirsevimab, and three evaluated clesrovimab. Palivizumab was
administered intramuscularly at 15 mg/kg monthly for five doses. Nirsevimab and clesrovimab were administered as
a single intramuscular injection before the RSV season, with nirseyimab dosed at 50 mg for infants weighing <5 kg
and 100 mg for those weighing >5 kg, and clesrovimab at-a dose of 105 mg. One study evaluated intranasal

palivizumab, with a daily dose of 50 pg per nostril. Primary efficacy outcomes were assessed during one RSV season

(approximately 150 days).

RSV-associated hospitalization

Figure 1A displays the network plot of ‘mAb prophylaxis strategies for preventing RSV-associated
hospitalization. Thirteen studies compared the efficacy of different treatment regimens. Figure 2A presents direct
comparisons of estimated effects relative to control. Clesrovimab was associated with the largest reduction in
hospitalization risk vis-a-vis control (OR 0.19, 95% CI 0.10-0.36), followed by nirsevimab (OR 0.20, 95% CI 0.13—
0.30) and palivizumab (OR 0.42, 95% CI 0.32—0.56). Table 2 summarizes network meta-analysis estimates. Head-to-
head comparisons suggested that both clesrovimab and nirsevimab outperformed palivizumab in preventing RSV-
associated hospitalization (OR 0.45, 95% CI 0.23-0.87 and OR 0.47, 95% CI 0.28-0.76, respectively), while no
statistically significant difference was identified between clesrovimab and nirsevimab. SUCRA values for RSV-
associated hospitalization ranked clesrovimab highest (0.8788), followed by nirsevimab (0.8680) and palivizumab

(0.5010) (Figure S2). Minimal heterogeneity was observed, with 1> = 0%.

RSV-associated LRTI



Figure 1B displays the network plot of mAb prophylaxis strategies for preventing medically attended RSV-
associated LRTI. Nine studies compared the efficacy of different treatment regimens. Direct comparisons of estimated
effects relative to control are presented in Figure 2B. Nirsevimab demonstrated the greatest efficacy compared to
control (OR 0.23, 95% CI 0.16-0.32), followed by palivizumab (OR 0.27, 95% CI 0.16—0.45) and clesrovimab (OR
0.37, 95% CI 0.27-0.51). Table 2 summarizes network meta-analysis estimates. In head-to-head comparisons,
nirsevimab was significantly more effective than clesrovimab (OR 0.61, 95% CI 0.38-0.98), while no statistically
significant differences were observed between nirsevimab and palivizumab or between clesrovimab and palivizumab.
Ranking probabilities based on 1,000 simulations are shown in Figure S3. The SUCRA values were highest for
nirsevimab (0.9265), followed by palivizumab (0.7862) and clesrovimab (0.5372): No heterogeneity was observed,

with I> = 0%.

Severe RSV-associated LRTI

Figure 1C presents the network plot of monoclonal-antibody prophylaxis strategies for preventing severe
RSV-associated LRTI. Four studies compared the efficacy of different treatment regimens. Direct comparisons of
estimated effects vis-a-vis control are presented in Figure 2C, Among the intramuscular agents, clesrovimab showed
the greatest protective effect relative to control (OR 0.08,95% CI 0.02—0.37), followed by nirsevimab (OR 0.15, 95%
CI 0.03-0.75) and palivizumab (OR 0.34, 95% CI 0.15<0.73). In head-to-head comparisons, both clesrovimab and
nirsevimab were more effective than palivizumab (OR 0.18, 95% CI 0.10-0.32 and OR 0.55, 95% CI 0.32-0.94,
respectively), while no statistically significant difference was observed between clesrovimab and nirsevimab (Table
3). SUCRA rankings for severe medically attended RSV-associated LRTI favored clesrovimab (0.9420), followed by

nirsevimab (0.7213) and palivizumab (0.3297) (Figure S4). Minimal heterogeneity was observed, with I* = 0%.

Sensitivity Analysis in High-Risk Infants

Sensitivity analyses were conducted in high-risk infants. A total of ten, seven, and three studies were included
for RSV-associated hospitalization, RSV-associated LRTI, and RSV-associated severe LRTI outcomes, respectively
(Figure S5). For RSV-associated hospitalization, nirsevimab showed the greatest effect (OR 0.20, 95% CI 0.09-0.43),
followed by clesrovimab (OR 0.22, 95% CI 0.09-0.54) and palivizumab (OR 0.41, 95% CI 0.30-0.57) (Figure S6).
In direct comparisons for RSV-associated LRTI, palivizumab demonstrated an OR of 0.22 (95% CI 0.12-0.39),

followed by clesrovimab and nirsevimab with ORs of 0.22 (95% CI 0.12-0.42) and 0.24 (95% CI 0.15-0.39),



respectively (Figure S7). For severe RSV-associated LRTI, nirsevimab demonstrated the strongest efficacy (OR 0.10,
95% C1 0.03-0.30), followed by clesrovimab (OR 0.12, 95% CI 0.01-1.01) and palivizumab (OR 0.55, 95% CI 0.32—
0.94) (Figure S8). In network comparisons among high-risk infants, no monoclonal antibody demonstrated statistically
significant superiority for RSV-associated LRTI or RSV-associated hospitalization (Table S1). However, for severe
RSV-associated LRTI, nirsevimab was significantly more effective than palivizumab (OR 0.19, 95% CI 0.06-0.63),
while no statistically significant difference was observed between nirsevimab and clesrovimab (Table 3). The

treatment ranking probabilities for each outcome are presented in Figures S9-S11.

Treatment-associated Adverse Events

Ten studies evaluated treatment-associated AEs (Figure 1D). Across the included studies, direct comparisons
showed that intramuscular monoclonal antibody prophylaxis was not associated with a significantly increased risk of
treatment-associated AEs compared to control (Figure 2D). The estimated odds ratios were 1.02 (95% CI 0.68—1.53)
for clesrovimab, 1.12 (95% CI 0.66—1.93) for nirsevimab, and.1.12 (95% CI 0.78-1.62) for palivizumab. Network
meta-analysis demonstrated no statistically significant differences among treatments (Table S2). SUCRA rankings for
AEs favored control (0.6397), followed by clesrovimab (0.5687), nirsevimab (0.4083), and palivizumab (0.3833)

(Figure S12). Moderate heterogeneity was observed (I? =50.3%).

Bias and Certainty of Evidence

Figures S13-S16 display publication bias for RSV-associated hospitalization, RSV-associated LRTI, severe
RSV-associated LRTI, land treatment-associated AEs. Publication bias was observed only for RSV-associated
hospitalization. The results of the risk-of-bias assessment are shown in Figures S17-S20, and the risk of bias was
judged to be low across all outcomes. According to GRADE assessment, the certainty of evidence for RSV-associated
hospitalization and treatment-associated AEs was rated moderate, downgraded due to publication bias and
heterogeneity, respectively. The certainty of evidence for RSV-associated LRTI and severe RSV-associated LRTI was

rated high.



Discussion

To our knowledge, this is the first systematic review and network meta-analysis to compare both efficacy
and safety across four mAb strategies for the prevention of serious RSV disease: intramuscular palivizumab,
nirsevimab, clesrovimab, and intranasal palivizumab. Our findings support a key role for intramuscular mAb in
reducing clinically meaningful RSV outcomes, including RSV-associated hospitalization, medically attended RSV-
associated LRTI, and severe RSV-associated LRTI. Across these endpoints, palivizumab, nirsevimab, and clesrovimab
were all significantly more effective than control, whereas intranasal palivizumab did not'demonstrate ;benefit.
Palivizumab has been the standard prophylactic option for high-risk infants for more than two decades. Prior
randomized trials and evidence syntheses have consistently shown that palivizumab. reduces RSV-related
hospitalization and may also reduce markers of severity, such as length of hospital stay and oxygen requirement in
high-risk populations.>*** However, its population impact is constrained by the need for monthly intramuscular
injections throughout the RSV season and by high programmatic costs, which increase the burden for families and
healthcare systems and limit scalability for universal prophylaxis. In contrast, long-acting monoclonal antibodies such
as nirsevimab and clesrovimab are designed for single-dose seasonal protection, offering a more feasible approach for
broader coverage, potentially including. all infants. Although only a few trials have directly compared long-acting

mAbs with palivizumab, comparative trial evidence remains incomplete.

This network meta-analysis indicated that relative performance differed by clinical endpoint. For RSV-
associated hospitalization and severe RSV-associated LRTI, both long-acting agents showed greater efficacy than
palivizumab. For medicallyattended RSV-associated LRTI, nirsevimab was significantly more effective than
clesrovimab, while neither of the dong-acting mAbs differed significantly from palivizumab. Severe RSV outcomes
disproportionately affect high-risk infants. Because these groups have traditionally been the primary target population
for palivizumab, confirming comparative benefit in this subgroup is clinically important.®® In sensitivity analyses
restricted to high-risk infants, nirsevimab and clesrovimab demonstrated efficacy comparable to palivizumab across
outcomes, with nirsevimab showing superiority over palivizumab for severe medically attended RSV-associated LRTI.
Collectively, these findings reinforce the fact that intramuscular prophylaxis remains beneficial in high-risk infants
and suggest that long-acting mAbs may provide protection that is at least comparable to monthly palivizumab, while

also offering practical advantages through single-dose seasonal administration.



Besides preventing acute RSV disease, longer-term respiratory morbidity, particularly recurrent wheeze, is
increasingly recognized as clinically important.’® In a randomized trial among preterm infants, palivizumab
prophylaxis reduced the total number of wheezing days during the first year of life, suggesting a potential downstream
benefit on post-RSV wheezing trajectories.?® For nirsevimab, evidence regarding wheezing remains limited: a recent
real-world retrospective analysis reported a lower subsequent risk of wheezing following nirsevimab exposure. Further
randomized studies with longer follow-up are needed to confirm this finding.>” No comparable wheezing data are
currently available for clesrovimab. Given the clinical relevance of recurrent wheeze and its potential relationship to
early-life RSV disease, future trials and high-quality real-world studies should prospectively evaluate standardized

wheeze outcomes and enable comparative assessment across different monoclonal antibodies.

Safety analyses did not raise concerns. Across studies reporting treatment-associated adverse events, none
of the intramuscular mAbs was associated with a statistically significant increase in AEs compared to control, and
network estimates did not indicate meaningful differences among-interventions. A key safety concern in RSV
immunoprophylaxis is antibody-dependent enhancement, particularly if antibody concentrations are insufficient for
complete neutralization.®® However, available follow-up data for palivizumab and nirsevimab have not shown
evidence of enhanced RSV disease, including in subsequent RSV seasons.***® Continued pharmacovigilance and
longer-term follow-up remain essential, particularly for newer agents such as clesrovimab. Another crucial
consideration is viral escape and reduced susceptibility. Because these mAbs neutralize RSV by binding specific sites
on the F protein, mutations at or near these sites could reduce antibody binding and lower susceptibility.*"*> From a
programmatic perspective, the fact that palivizumab, nirsevimab, and clesrovimab target different antigenic regions
may help diversify the prevention landscape; nonetheless, ongoing surveillance, particularly sequencing and
susceptibility testing of viruses from breakthrough infections, is important to detect and interpret emerging changes

in susceptibility over time.*>*

This network meta-analysis has several limitations. Differences in study populations and outcome
definitions may affect the comparability of trials and the precision of indirect estimates. Evidence was limited for
some interventions, reducing confidence in certain comparisons. Subgroup analyses were constrained by available

data.



Conclusion

This systematic review and network meta-analysis synthesizes randomized evidence on mAb prophylaxis
against clinically significant RSV disease in infants. It indicates that intramuscular mAbs are effective without
increasing treatment-associated AEs. Nirsevimab and clesrovimab, long-acting agents, provide protection comparable

to or potentially greater than palivizumab in both the overall infant population and high-risk infants.
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Table 1. Characteristics of the Included Studies

Total Male Age, months Weight, kg Endpoint Assessment

Author Participants (%)  (mean £ SD) (mean + SD) Enrolment Population Prophylaxis Treatment Time
Subramanian et al. Gestational age < 35 weeks or .. Efficacy: 150 days
1998 42 N.S. 6.8 (6.4) 4.4 (2.9 CLD Palivizumab vs. Placebo Safety: 150 days
IMpact-RSV Study Gestational age < 35 weeks or [ . Efficacy: 150 days
Group 1998 1,502 854 (57) 5.8(5.8) 4.8 (2.9) CLD Palivizumab 'vs. Placebo Safety: 150 days
.. Efficacy: 150 days
Feltes et al. 2003 1,287 693 (54) 6.7 (0.3) 6.0 (0.1) CHD Palivizumab vs. Placebo Safety: 150 days
N.S. N.S. i
Blanken et al. 2013 429 219 (51) Gestational age betyigen 33 Palivizumab vs. Placebo Efficacy: one year
and 35 weeks
N.S. N.S. ivi :
Tavsu ct al. 2014 20 37 (46) Gestational age <32 wecks Palivizumab vs. Standard Efficacy: first year, second
Care year
Griffin etal. 2020 1,453 761 (52) 33(22)  46(19) ~ Ocstatonalagebetweend op b vs Placebo Lincacy: 150 days
and 34 weeks Safety: one year
4,195 . Nirsevimab vs. Standard Efficacy: 180 days
Drysdale et al. 2023 8,058 (52) 4.5 (3.3) 6.0 (2.3) Gestational age > 29 weeks Care Safety: one year
Muller et al. 2023 3,012 1,574 NS L G&tatidnal age > 35 weeks  Nirsevimab vs. Placebo | L11cacy: 150 days
wlieretal ’ (52) ge= ’ Safety: 360 days
Domachowske et al. 925 495 (54) N.S. N.S. Gestational age < 35 weeks or Nirsevimab vs. Efficacy: 150 days
2022 CLD or CHD Palivizumab Safety: 360 days
Zar et al. 2025 3,614 1,845 3.7 (2.6) 5.8 (2.0) Gestational age > 29 weeks  Clesrovimab vs. Placebo Efﬁca(.:y: 150, 180 days
ShH Safety: one year
Gestational age < 35 weeks or Clesrovimab vs. Efficacy: 150 days
Zar etal. 2025 201 446 (50) 3.0(2.1) 37 (1.5) CLD or CHD Palivizumab Safety: one RSV season
Madhi et al. 2025 102 53(52)  4.8(2.3) 6.4 (2.1) Gestational age > 29 weeks  Clesrovimab vs. Placebo Efﬁca(.:y: 150 days
Safety: one year
Mazur of al. 2023 100 52 (52 2.5 (2.7) NS. Gestational age between 32 Palivizumab (intranasal) Efficacy: one RSV season

and 35 weeks vs. Placebo Safety: one RSV season

N.S.: not specified; CLD: chronic lung disease; CHD: congenital heart disease



Table 2. Network Meta-Analysis Comparing Monoclonal Antibodies for the Prevention of Clinically Significant
Respiratory Syncytial Virus Infection

RSV-associated hospitalization

Clesrovimab
0.97 [0.46; 2.06] Nirsevimab
0.45[0.23; 0.87] 0.47[0.28; 0.76] Palivizumab
0.19 [0.10; 0.36] 0.20 [0.13; 0.30] 0.42 [0.32; 0.56] Control
0.07 [0.02; 0.35] 0.08 [0.02; 0.33] 0.16 [0.04; 0.70] 0.39 [0.09; 1.61] Pf:;:;‘:;‘;b
Medically attended RSV-associated LRTI
Nirsevimab
0.85[0.47; 1.54] Palivizumab
0.61 [0.38; 0.98] 0.72 [0.42; 1.24] Clesrovimab
0.23 [0.16; 0.32] 0.27[0.16; 0.45] 0.37[0.27; 0.51] Control
0.06 [0.02; 0.19] 0.07 [0.12; 0.23] 0.09 [0.03; 0.30] 0.25 [0.08; 0.77] Pﬁ:::;fl‘:;‘;b

Data with a light peach background indicate statistically significant differences.; RSV: Respiratory Syncytial Virus,
LRTTI: lower respiratory tract infection.



Table 3. Network Meta-Analysis of Severe Medically Attended Respiratory Syncytial Virus-associated Lower
Respiratory Tract Infection

All participants
Clesrovimab
0.45[0.09; 2.24] Nirsevimab
0.15[0.03; 0.75] 0.34 [0.15; 0.73] Palivizumab
0.08 [0.02; 0.37] 0.18 [0.10; 0.32] 0.55[0.32; 0.94] Control

High-risk infants

Nirsevimab
0.83[0.07; 9.60] Clesrovimab
0.19 [0.06; 0.63] 0.22 [0.02; 2.16] Palivizumab
0.10 [0.03; 0.30] 0.120.01; 1.10] 0.55[0.32; 0.94] Control

Data with a light peach background indicate statistically significant differences.



Figure Legend

Figure 1. Network Plots of Enrolled Studies for Each Outcome

(A) Respiratory Syncytial Virus (RSV)-associated Hospitalization; (B) Medically Attended RSV-associated Lower
Respiratory Tract Infection; (C) Severe RSV-associated Lower Respiratory Tract Infection; (D) Treatment-associated

Adverse Events.

Figure 2. Direct Comparisons of Monoclonal Antibodies Versus Control across Outcomes

(A) Respiratory Syncytial Virus (RSV)-associated Hospitalization; (B) Medically Attended RSV-associated Lower
Respiratory Tract Infection; (C) Severe RSV-associated Lower Respiratory Tract Infection; (D) Treatment-associated

Adverse Events.



