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Abstract: Respiratory Syncytial Virus (RSV) is a major global cause of childhood morbidity and mortality. Palivizumab,
a monoclonal antibody that provides passive immunity against RSV, is currently licensed for prophylactic use in specific “high-
risk” populations, including congenital heart disease, bronchopulmonary dysplasia and prematurity. Available research suggests
palivizumab use in these high-risk populations can lead to a reduction in RSV-related hospitalization. However, palivizumab has
not been demonstrated to reduce mortality, adverse events or length of hospital stay related to RSV. In this article, we review the
management of RSV, indications for palivizumab prophylaxis, the safety, cost-effectiveness and efficacy of this preventative medica-
tion, and emerging therapeutics that could revolutionize future prevention of this significant pathogen.
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Scale of the Problem of RSV Disease

Respiratory Syncytial Virus (RSV) is the leading cause of acute lower respiratory tract infection (LRTI) in infants and
young children worldwide.! RSV infection is associated with a wide clinical spectrum of disease, ranging from mild
coryzal symptoms to severe bronchiolitis and pneumonia requiring hospitalization. In 2019, there were over 33 million
global RSV infections and 3 million RSV-associated hospital admissions in children under five.> RSV also commonly
affects adults; usually manifesting with mild symptoms, such as a head-cold. However, more severe presentations may
occur in adults with significant cardiac or respiratory disease, in immunocompromised individuals and in the elderly.®
This review will primarily focus on the impact of RSV disease in infants and the current role of palivizumab therapy in
this group.

Risk factors for severe RSV disease and hospitalization in infants include: prematurity; comorbidities such as
Bronchopulmonary Dysplasia (BPD), Congenital Heart Disease (CHD), Immunosuppression, Cystic Fibrosis and
Down Syndrome; younger age at time of infection (<six months); low birth weight; low socio-economic status and
viral co-infection.*”” Infants in the first 6 months of life are disproportionately affected by RSV disease; representing
20% of RSV infection and 46% of RSV mortality.” Very premature infants, born at less than 29 weeks gestation, are
especially vulnerable to adverse outcomes and infants with CHD have an estimated 5% mortality with RSV infection.®'°
Although the highest rates of RSV-related hospitalization are seen within high-risk groups, it is important to recognize
the vast majority of infection occurs in otherwise healthy infants born at term."' Virtually all children will have had at
least one RSV infection by two years old.'?

Socio-economic status greatly impacts RSV morbidity and mortality, with 95% of the global disease burden and
greater than 97% of RSV deaths occurring in low- and middle-income countries.>*'? In this setting, for every in-hospital
RSV death, there are approximately three within the community.>'* Additionally, RSV infection carries a significant
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global economic burden, costing an estimated €4.82 billion for inpatient and outpatient management in 2017.'* Sixty-
five percent of this economic burden falls onto developing countries.'* Hospitalization accounts for the majority of this
cost, with very preterm infants and those with haemodynamically significant CHD (hs-CHD) representing the highest
cost per-patient.'* '

Currently, RSV treatment is limited to respiratory and nutritional support; with the exception of the antiviral drug,
ribavirin, which lacks widespread use. For over half a century, prevention of infection has remained the most effective
strategy in reducing RSV-related mortality.'” In 2015, after almost 70 years of RSV vaccine research, RSV vaccine
development was highlighted by the World Health Organization (WHO) as a high-priority global health goal.'®

In early May 2023, the United States Food and Drug Administration (US FDA) approved the world’s first-ever RSV
vaccine, Arexvy, for the prevention of RSV-related lower respiratory tract infection amongst those aged 60 years or
older."” This landmark approval was quickly followed, in July 2023, by Pfizer’s Abrysvo vaccine which received
approval from the European Medicines Agency (EMA) and FDA for active immunisation against RSV-LRTI in adults
aged 60 years or older.>*' Additionally, the EMA granted Abrysvo approval for passive protection against RSV-LRTI in
infants from birth to 6 months of life, through maternal immunisation in pregnancy.?’

Background to Previously Licensed RSV-Specific Therapies and Prophylaxis
Ribavirin

Ribavirin is a synthetic nucleoside analogue, which inhibits RSV replication and is the only licensed antiviral for RSV
infection. However, due to limited supporting evidence and toxicity concerns, in practice it is infrequently prescribed for
the management of RSV disease, with use limited to those receiving immunosuppressive medications or with other
serious co-morbidities. In relation to potential toxicity issues, pre-clinical research in pregnant rodents using doses below
and within the human therapeutic range, demonstrated a dose- and time-dependent teratogenic effect of ribavirin
exposure.”?* It is unknown if ribavirin can lead to teratogenicity in humans. Three studies investigating the potential
effects of aerosolized ribavirin exposure concluded that secondary ribavirin absorption by health care workers, if it
occurs, is minimal.>>” Despite these findings, staff anxiety and perception of teratogenic risk are often high. Efficacy
studies for ribavirin have been challenging, with an early controlled trial of aerosolized ribavirin use in ventilated infants
with severe RSV infection criticized for the use of nebulized water, not saline, as the placebo which is known to induce
bronchospasm and cause hypoxaemia.”®*’ Furthermore, compared to supportive care, meta-analysis demonstrated no
difference in mortality for those receiving aerosolized or oral ribavirin.*® Indeed, ribavirin has only been found to be
efficacious when used in RSV-positive children with haematological malignancy or haemopoietic stem cell transplant
recipients, where it was shown to reduce progression from upper- to lower-respiratory-tract infection and all-cause

mortality.’

RSV-IGIV - RespiGam®

In 1996, RSV immune globulin (RSV-IGIV (RespiGam™)) was the first FDA-licensed immunoprophylactic agent for the
prevention of severe RSV bronchiolitis in children.*** Established to provide passive RSV-immunity in preterm infants
<35 weeks and infants <24 months with BPD, RSV-IGIV is a polyclonal hyperimmune globulin developed from healthy
donors with high serum RSV-neutralizing antibody titres.>> The seminal PREVENT trial, studying the use of RSV-IGIV
in premature infants, demonstrated a 41% reduction in RSV hospitalization and 53% reduction in total days of
hospitalization per 100 children versus placebo.** However, significant clinical and practical limitations lead to
a decline in its use. Administration of the monthly intravenous 3—4 hour infusion proved time-consuming and challen-
ging, particularly in the ex-preterm population where intravenous access difficulties are common. Additionally, infusions
were associated with significantly increased cyanotic episodes, risk of fluid overload and worsened post-operative
mortality in cyanotic CHD patients receiving RSV-IGIV.*>>° Furthermore, RespiGam®™ was also expensive; in 1996,
per infant, the average cost of prophylaxis per season was $4000-5000 USD.?’ In 2003, it was withdrawn from the

market, following the successful licensing of palivizumab in 1998
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The Role of Palivizumab (Synagis®) in RSV Disease Prophylaxis

Palivizumab is the first monoclonal antibody successfully developed and licenced for RSV prophylaxis and has been in
use since 1998.%%2° Produced in mouse myeloma host cells, via recombinant DNA technology, palivizumab provides
short-term passive immunity by preventing RSV uptake into host cells through fusion-inhibitory activity against
antigenic site II of the RSV F-protein.*>*!

Presently, palivizumab is licenced for prophylactic use in specific “high-risk” populations under expert supervision. In

the United Kingdom (UK), these “high-risk” groups include:

(1) Infants under 6 months old and born at less than 35 weeks’ gestation.
(i) Children under 2 years old who have received treatment for BPD within the last 6 months.
(iii) Children under 2 years old with haemodynamically significant CHD (hs-CHD).
(iv) Should also be considered in infants with Severe Combined Immunodeficiency (SCID) and those requiring long-
term ventilation.**

Palivizumab Administration Considerations

Palivizumab remains prohibitively expensive and, with a half-life in the range of 18-21 days, requires monthly
intramuscular administration during the RSV season (to a maximum of five months per season).*” The recommended
dose of palivizumab is 15mg/kg and the 100mg/mL solution for injection is supplied as either 0.5mL or 1 mL vials;
necessitating practical considerations to reduce wastage.* In the Northern hemisphere, the RSV seasonal peak typically
occurs between October and March, with the majority of infections occurring within a relatively short timeframe of
approximately six weeks.* Where possible, the first dose should be administered prior to the start of the RSV season,
which can pose challenges due to inter-seasonal variation in RSV circulation. Palivizumab immunisation programmes are
thus timed to coincide with the onset of the RSV seasonal epidemic wave. This requires surveillance data to monitor
levels of RSV activity, such as that performed by Public Health England (PHE), which collects RSV surveillance data
from hospital microbiology laboratory reports across England and Wales.*’

Palivizumab Use and Overall Efficacy

Palivizumab has no demonstrated treatment benefit in symptomatic RSV disease; however, its use prophylactically
has been shown in “high-risk” populations to mitigate serious RSV disease. A recent Cochrane review suggests
palivizumab leads to a 56% reduction in RSV hospitalization (RSVH) amongst premature infants, a 22% reduction
in hospitalization from any respiratory illness, reduced number of wheezing days at one year follow-up and a 67%
reduction in RSV infection rates at two-year follow-up.** However, there is little to no difference in RSV mortality,
adverse events or length of hospital stay with palivizumab prophylaxis.*®> A more recent systematic review and
network meta-analysis of 14 randomised controlled trials, conducted to compare the outcomes of four monoclonal
antibodies (palivizumab, motavizumab, nirsevimab and suptavumab), found that palivizumab, motavizumab and
nirsevimab were all associated with similar reduced rates of RSV infection and hospitalisation compared to
placebo.**

Efficacy of Palivizumab on RSV-Related Hospitalization (RSVH)

Palivizumab is highly effective in preventing RSVH in preterm infants with or without chronic lung disease, both in
controlled trials and real-world studies.’”® The safety and efficacy of palivizumab for preventing RSVH was first
established in the IMpact-RSV study, demonstrating a 55% reduction in RSVH with palivizumab prophylaxis versus
placebo, in patients with prematurity (<35 wGA) or Bronchopulmonary Dysplasia (BPD).*® A recent systematic review
of Phase 3 clinical trials, demonstrated significantly lower RSVH rates following palivizumab prophylaxis versus placebo
in children with BPD (7.9% vs 12.8%) and in premature infants (1.8% vs 8.1%).** Similar RSVH rates were seen in real-
world settings; 0-5.5% in patients with BPD (10 studies) and 0.7-4.0% in premature infants (16 studies).*’
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Amongst otherwise healthy moderate-to-late preterm infants (29—35 weeks) a number of studies have demonstrated
benefit of prophylactic palivizumab in reducing RSVH. Real-world studies have demonstrated a four-fold reduction in
RSV hospitalization in those receiving palivizumab.*® These results are comparable to randomised controlled trial
findings. Additionally, a recent multicentre Italian study conducted before and after health policy changes to discontinue
palivizumab eligibility for moderate-to-late preterm infants, demonstrated a significant increase in RSVH in the season
post-policy change compared to pre-policy change (5.1% and 1.9% respectively).*’

Efficacy of Palivizumab on Oxygen Requirement of Hospitalized RSV Patients

The effect of palivizumab on supplemental oxygen requirement is not well described in current research. A recent
systematic review demonstrated a statistically significant reduction in the duration of supplemental oxygen required in
those receiving palivizumab prophylaxis, within two Phase 3 trials.*> However, analysis of real-world studies has shown
a heterogenous range in supplemental oxygen requirement amongst hospitalized premature infants with RSV infection,

following palivizumab prophylaxis.*®>!

Palivizumab Efficacy in “High Risk” Groups

Amongst children with congenital heart disease, bronchopulmonary dysplasia and prematurity, palivizumab is associated
with a 53%, 65% and 68% reduction in RSV hospitalization respectively.”® A phase 3 trial conducted in hs-CHD
patients, however, found no significant difference in intensive care unit (ICU) admission between palivizumab and
placebo groups (38.2% versus 38.1%).%* Recent systematic review evidence suggests palivizumab may also be associated
with reduced RSVH in children aged under 2 years with Cystic Fibrosis.”®> Further research is necessary to establish
palivizumab impact amongst other ‘high-risk groups’, including vulnerable neuro-disability patients, those with immu-
nodeficiency and Down Syndrome (DS).***? Interestingly, recent expansion of the Japanese palivizumab prophylaxis
program, to include children with DS, was not associated with a reduction in RSVH in these children.>* However, up to
90% of DS children in Japan, with varying RSV-risk, were already receiving palivizumab prophylaxis prior to the 2013
policy expansion, which may account for the lack of impact following the policy introduction.>*

Palivizumab Impact on Rates of ICU Admission and Length of Stay

In 1998, the IMpact-RSV trial included 1502 children with prematurity (<35 weeks) or bronchopulmonary dysplasia,
randomised to receive palivizumab or placebo.*® This study showed reduced ICU admission (1.3 vs 3.0%; P = 0.026),
shorter respiratory-related hospital days per 100 children (124 vs 180 days; P = 0.004) and a reduction in all respiratory
hospitalizations (16 vs 22%; P = 0.008) amongst those receiving palivizumab.>* Of note, there was no significant
reduction in ICU length of stay.>* Amongst hs-CHD patients, a more recent Phase 3 trial demonstrated no significant
difference in RSV-related ICU admission rates, but did report a 78% reduction in ICU length of stay amongst those
receiving palivizumab compared to placebo (15.9 vs 71.2 days per 100 children; P = 0.08).>

Palivizumab Impact on Rates and Duration of Mechanical Ventilation

The IMpact-RSV trial found no significant difference in rates or duration of mechanical ventilation amongst palivizumab
and placebo groups.®” Likewise, a systematic review of six observational studies found no significant difference in
requirement for mechanical ventilation amongst premature infants hospitalized with RSV who received palivizumab.*
Additionally, no significant difference in mechanical ventilation requirement was found amongst hs-CHD patients;
however, palivizumab was associated with an 88% reduction in mechanical ventilation duration in this “high risk”
group (6.5 vs 54.7 days per 100 children; P = 0.224).>

RSV-Related Mortality in Patients Receiving Palivizumab Prophylaxis

Thankfully, deaths from RSV infection are uncommon. Systematic review of palivizumab safety highlights RSV-related
mortality rates within two controlled trials were 0.2% in premature infants and 0.3% in infants with hs-CHD.37, 50
Current evidence demonstrates little to no difference in mortality or adverse events amongst those receiving RSV
prophylaxis with palivizumab.*®
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Impact of Palivizumab on RSV-Related Long-Term Outcomes

Research has shown that RSV infection in infancy may lead to long-term respiratory issues, including recurrent wheeze
and reactive airway disease.”> A 2020 WHO report on the association between RSV and asthma was inconclusive in
demonstrating whether this relationship represents causation or correlation due to a shared predisposition.''

Recent interventional studies have demonstrated a reduced risk of wheezing in the first years of life among healthy
preterm infants who received palivizumab.*>* However, no significant different in lung function parameters in
adolescents born very prematurely (<29 weeks), has been found when comparing those who received palivizumab
with those who did not.>’

In summary, palivizumab prophylaxis has demonstrated efficacy for a number of RSV-disease outcomes across
a range of at risk patient groups as summarised in Table 1.

Palivizumab Cost-Effectiveness

The cost effectiveness of palivizumab remains under debate, with significant uncertainties due to limited availability and
quality of health economic studies.’® In the UK, unselected use of palivizumab in all children meeting licensed indication
fails to meet UK convention for cost-effectiveness, based on a threshold of £30,000 per Quality Adjusted Life Year.’®>’
Economic sub-group analysis of “high-risk” populations demonstrated palivizumab prophylaxis may be cost-effective in
some subgroups.”® These include children without CLD or CHD but at least two other risk-factors (apart from gestational
age or birth age) and children with CLD or CHD did not necessarily need to have other risk factors for palivizumab
prophylaxis to be considered cost-effective.’®

Palivizumab Safety/Side-Effects and Tolerability

The frequency of adverse events associated with palivizumab is low in both clinical trial and real-world studies (1-12%
and 0—7% of patients, respectively).*> The IMpact-RSV trial reported no significant difference in adverse events between
palivizumab and placebo groups (11% and 10% respectively).>* The most common adverse events consisted of fever (3%
placebo vs 2.8% palivizumab), nervousness (2.6% placebo vs 2.5% palivizumab), injection site reactions — including
erythema, pain, swelling and bruising — (1.8% placebo vs 2.7% palivizumab) and mild-moderate derangement of
aspartate aminotransferase (AST) and alanine aminotransferase (ALT) (1.6% placebo vs 3.6% palivizumab and 2%

Table | Effect of Palivizumab on RSV Outcomes

Improved Unclear Not Improved

43,4649

RSVH in preterm, moderate-late preterm, BPD Effect on oxygen requirement RSV mortality*'

and CHD infants®**' =

Hospitalization from any respiratory disease in Impact on subsequent wheeze and lung | RSV adverse events®!

preterm and BPD infants*'* function parameters>>

RSV-related ICU admission in preterm and BPD RSVH in CF patients < 2y®' RSV length of hospital stay*'

infants®’

ICU length of stay in hs-CHD infants® RSV-related ICU admission in hs-CHD infants®
Mechanical ventilation duration in hs-CHD ICU length of stay in preterm and BPD infants®?
infants®®

RSV infection rates at 2-year follow-up in healthy Rates and duration of mechanical ventilation in
preterm infants*' preterm and BPD infants>”*3

Rates of mechanical ventilation in hs-CHD
infants®

Notes: Summary of literature-reported effects of Palivizumab on RSV outcomes; classified as “improved”, “unclear” or “not improved”.
Abbreviations: RSV, Respiratory Syncytial Virus; RSVH, Respiratory Syncytial Virus-related Hospitalization, BPD, Bronchopulmonary Dysplasia; CHD, Congenital Heart
Disease; hs-CHD, Haemodynamically-significant Congenital Heart Disease; ICU, Intensive Care Unit; CF, Cystic Fibrosis.
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placebo vs 2.3% palivizumab, respectively).*® Discontinuation of injections due to adverse events were rare (0.3%).>°
These adverse events were predominantly mild and of short duration. Amongst observational studies, the most commonly
reported adverse events were fever, rhinitis and pain at the injection site.*’

The Role of Motavizumab in RSV Disease Prophylaxis

Motavizumab is a monoclonal antibody derivative of palivizumab that was developed with the aim of offering higher
RSV affinity and a longer half-life. Pre-clinical studies using rodent lung models of RSV infection were promising,
showing between 50 and 100 times reduced viral titres compared to palivizumab.®® Motavizumab was also found to be
effective in reducing RSV hospitalization amongst high-risk term infants in the United States.’’ However, in
December 2010, its further development was discontinued following two FDA licensing rejections related to concerns
of lacking non-inferiority to palivizumab and safety issues regarding serious side-effects (anaphylactic and allergic skin
reactions).®!

The Role of Suptavumab in RSV Disease Prophylaxis
Suptavumab is another human monoclonal antibody developed for RSV-disease prophylaxis. However, in August 2017
Regeneron Pharmaceuticals discontinued ongoing clinical development, after the phase 3 trial evaluating its use in

preterm infants failed to meet the primary endpoint of preventing medically attended RSV infections.®*%

The Future of RSV Disease Prevention

Next Generation Monoclonal Antibodies
Presently, therapeutic options for treatment of RSV disease remain limited. However, a large number of novel therapeutic
and prophylactic candidates are being developed and tested in clinical trials. One notable new preventative monoclonal
antibody therapy, nirsevimab, has shown great promise in recent clinical trials. Like palivizumab, nirsevimab is
a humanized monoclonal antibody; however, it has been engineered with a triple amino acid substitution (YTE
modification) that provides a much longer half-life of 150 days.®* Thus, a single injection has the potential to protect
against RSV for an entire season; possibly improving treatment compliance and lowering costs.!” Additionally, by
targeting the @ site of the RSV fusion (F) protein, nirsevimab has the ability to neutralize both A and B strains of RSV,
with a potency greater than 50 times that of palivizumab.®®

In 2022, the UK Medicines and Healthcare Products Regulatory Agency (MHRA) and the European Medicines Agency
(EMA) both granted approval for nirsevimab in the prevention of RSV disease in infants during their first RSV season.®**’
This approval came following the success of the MEDLEY and MELODY clinical trials. The phase 2b MEDLEY trial
evaluated the safety and tolerability of nirsevimab in healthy preterm infants (29-35 weeks’ gestation) approaching their first
RSV season. Compared to placebo, nirsevimab was found to lower medically attended RSV LRTI by 70.1% (2.6% vs 9.5%;
P =<0.001) and RSVH by 78.4% (0.8% vs 4.1%; P =<0.001).%® The phase 3 MELODY trial, conducted in 1490 healthy late-
preterm (=35 weeks’ gestation) and full-term infants randomised to receive nirsevimab or placebo, also demonstrated a 74.5%
reduction in medically attended RSV LRTL®® RSV disease in preterm and other “high-risk” infants represents only a small
proportion of the overall disease burden. This research highlights the potential for nirsevimab to have a significant impact on
the prevention of serious RSV disease not only in preterm “high-risk” groups, but also in healthy term babies. Further study of
the role of nirsevimab in prevention of RSV hospitalization in all babies is currently being conducted as part of the
HARMONIE trial, which aims to recruit more than 20,000 infants across the United Kingdom, Germany and France.”’
Preliminary trial data was presented at the European Society for Paediatric Infectious Diseases (ESPID) conference earlier
this year. With 8058 infants randomized at the time of primary analysis; 4037 in the nirsevimab group and 4021 in the no
intervention group, nirsevimab showed an efficacy of 83.2% (95% CI: 67.77-92.04%) against RSV LRTI hospitalisation and
75.71% (95% CI: 32.75-92.91%) against very severe RSV LRTL"!

Another promising monoclonal antibody undergoing clinical trial is clesrovimab. In-vitro studies of clesrovimab have
demonstrated an extended half-life and similar potency and efficacy to nirsevimab.’* Trial simulations predict a single dose
could provide greater than 75% efficacy against RSV LRTI, with preventative effects lasting for more than 150 days.”

108 https: Drug, Healthcare and Patient Safety 2023:15

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove O’Hagan et al

RSV Vaccines

As of January 2023, there are 34 RSV disease preventatives currently undergoing clinical trial; targeting maternal, elderly
and paediatric populations.”* Four vaccine development strategies are being explored, including live-attenuated vaccines,
nucleic acid vaccines, protein-based vaccines and recombinant vectors.”* It is estimated that an RSV vaccine with 80%
efficacy could, annually, prevent up to 1.1 million hospitalizations and 22,000 RSV deaths globally."”

As previously noted, the first-ever RSV vaccine for the prevention of RSV-LRTI amongst adults aged 60 years or
older, Arexvy, was approved by the US FDA in May 2023." This approval came following trial data demonstrating
a statistically significant overall vaccine efficacy of 82.6% (96.95% CI, 57.9 to 94.1) against RSV-related LRTI; meeting
the primary research endpoint.” In July 2023, Pfizer’s Abrysvo vaccine also received EMA and FDA approval for
prevention of RSV-LRTI in adults over 60 years old.”*?' This approval came on the basis of data from the ongoing
global phase 3 clinical trial, RENOIR (RSV vaccine Efficacy study iN Older adults Immunized against RSV disease).
The EMA also granted Abrysvo approval for passive protection against RSV-LRTI in infants from birth to 6 months of
life, through maternal immunisation in late second or third trimester of pregnancy.?® This approval comes after the phase
3 randomised placebo-controlled trial, MATISSE (Maternal Immunization Study for Safety and Efficacy), was stopped
early due to meeting the primary outcome after enrolment of approximately 7400 pregnant women. The MATISSE study
demonstrated a vaccine efficacy of 81.8% for the primary outcome of prevention of severe medically attended LRTI
during the first 90 days of life, as well as 69.4% efficacy over the first 6 months of life.”® However, of note, a safety
concern in a similar maternal RSV vaccine candidate, developed by GSK, has prompted some experts to call for further
analysis of Pfizer’s trial data and post-approval monitoring.”” Development of the similar GSK maternal RSV vaccine
was halted in a phase 3 trial in February 2023, due to safety concerns relating to a rise in preterm births and neonatal
deaths.” Specifically, GSK data demonstrated preterm birth in 6.8% of the maternal vaccine cohort and 4.9% in the
placebo; equating to around one extra preterm delivery for every 54 vaccinated mothers and, additionally, there were 13
neonatal deaths in the vaccine cohort with 3 in the placebo cohort.”” Phase 3 interim analysis results for Pfizer’s Abrysvo
maternal RSV vaccine candidate did show a difference in preterm births for vaccinated compared to unvaccinated
mothers (5.6% versus 4.7%); however, this difference was not statistically significant.”®

Conclusion

Palivizumab is the first licensed monoclonal antibody therapy against RSV and has an established safety and tolerability
profile as well as demonstrated efficacy in the prevention of severe-RSV related disease in certain high-risk groups.
However, with the advent of new monoclonal antibody therapies, such as nirsevimab and novel anti-RSV vaccines, the
future prevention of this significant pathogen is likely to rapidly develop, with the potential to significantly alter the
current role of palivizumab therapy in prevention of severe RSV disease.
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