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LETTER TO THE EDITOR

Nirsevimab: a change of paradigm in the prophylaxis of Respiratory Syncytial Virus
disease among infants

Dear Editor,

In arecent paper (1), Garattini and Clavenna have suggested policy makers to be very cautious in introducing new
immunization products in public health strategies for the prevention of Respiratory Syncytial Virus (RSV) infections,
affirming that this risk is overestimated and the choices could be even driven by a bunch of powerful multinational
companies. These considerations were published after several countries, including Italy, Spain, Luxemburg, France,
Germany, and the United States, based on strong scientific evidence, included in their immunization schedules the
administration of the monoclonal antibody (mAb) Nirsevimab for all newborns.

The RSV is a leading cause of respiratory illness in children under five, with the highest incidence in infants under
one year of age in terms of morbidity, hospitalization, and mortality (2-7), accounting in 2019 for approximately 33
million cases of acute lower respiratory infections (ALRI) globally among children under five, resulting in about 3.6
million hospitalizations and an estimated 101,400 deaths (2,8). Most RS V-related deaths occur in low- and middle-
income countries (LMICs), where access to healthcare is limited. In higher-income settings, while mortality rates are
lower, RSV still contributes significantly to hospitalizations and healthcare costs. The burden is also consistent in the
primary care context, and this should be taken into account in cost-benefit analysis of prevention strategies (9-10).
To this regard it should be mentioned that RS V-associated bronchiolitis is a very serious disease in the first weeks of
life, and often requiring oxygen and maintenance of a good nutritional status. More severe forms (requiring intensive
care or fatal) affect, in over 90% of the cases, previously healthy children, often with long-term outcomes (11-13). In
the 2023-2024 bronchiolitis season, RSV-associated disease has posed incredible challenges to the Italian National
Health Service (NHS) in terms of hospitalizations and occupation of beds in intensive care units (14-16).

The availability of the new preventive drug Nirsevimab is going to change the paradigm of infants’ immunization
against RSV, since the prophylaxis of RSV disease requires the administration of only one dose of the drug. This
implies that the drug can be fruitfully used through the universal “all-infant protection” strategy to reduce the burden
of disease at the population level and the risk of hospitalization, with a reasonable cost-benefit ratio.

To this regard, data from Galicia (Spain), showed that universal use of Nirsevimab may substantially reduce infant
hospitalizations for RSV-associated lower respiratory tract infection (LRTI), severe RS V-associated LRTI requiring
oxygen, and all cause LRTI when provided in real-world conditions (17). Similar results were reported in Catalonia, with
an overall reduction in the risk of bronchiolitis (18), as well as across the entire newborn population in Spain (19).

Further evidence on the effectiveness of RSV prevention through Nirsevimab administration came from other
countries. In France, data showed an effectiveness of Nirsevimab bewteen 76% and 81% in preventing RS V-associated
bronchiolitis among infants (20). The effectivness, safety, and impact of immunization with Nirsevimab in preventing
severe RSV-associated disease among infants has been highlighted in recent literature reviews (21). Preliminary data
on the real-world effectiveness of Nirsevimab against several RS V-associated end-points are also provided by a study
conducted in the US (22). Similar results, including a dramatic reduction in hospital admissions, were obtained in the
Italian Region of Valle d’Aosta in the 2023-24 season (23).
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Cost benefit analyses should now take in to account the availability of a new effective product at a reasonable price
and minimal additional organizational effort.

In fact, RSV infections in infants and children impose a substantial economic burden on the NHS, encompassing both
direct healthcare costs - such as hospitalizations, diagnostics, and treatments - and indirect costs, including productivity
losses for parents and caregivers of RSV-positive children. These costs are driven by frequent primary care visits,
specialist consultations, emergency room visits, and hospitalizations in general wards and intensive care units.

A recent study evaluates the cost-effectiveness of interventions against RSV in infants, showing that mAb
administration with a catch-up program was either cost-saving or cost-effective for various willingness-to-pay
thresholds in multiple European countries, including Italy. Specifically, the seasonal mAb plus catch-up program
provided significant reductions in RSV hospitalizations and quality-adjusted life years (QALYs) losses, proving to
be cost-effective even at relatively conservative willingness-to-pay values (24).

Although some countries like Sweden and Ireland have not yet adopted an universal “all-infant protection” strategy,
under the assumptions that targeting only preterm infants may be a satisfactory public health strategy, the Spanish
National Immunization Technical Advisory Group (NITAG) and the US Centers for Disease Control and Prevention
(CDC) have endorsed Nirsevimab for all infants entering their first RSV season. Similarly, the Germany’s Standing
Committee on Vaccination (STIKO) and the World Health Organization (WHO)’s Strategic Advisory Group of Experts
on Immunization (SAGE) have similarly recommended broad RSV prophylaxis for infants. Moreover, the WHO has
recently released a position paper recommending that all countries introduce products for the prevention of severe
RSV disease in these infants (25).

In Italy, Health Authorities have allocated € 50 million to support the universal administration of Nirsevimab for
newborns starting in November 2024 under the NHS. This decision, taken on the bases of public health needs and
supported by the Italian NITAG (26), the National Institute of Health and the scientific associations, includes a strict
monitoring plan to evaluate program adherence, regional implementation strategies, and overall effectiveness in reducing
RSV cases, hospitalizations, and mortality. This evidence-based and equitable approach prioritizes the health of Italian
newborns over economic interests, ensuring a public health decision made in the sole interest of the health of Italian
newborns, to be included permanently in the National Immunization Preventive Plan (27-28).

Preliminary real-life data from several Italian regions show an unequivocal 70% to 88% reduction in bronchiolitis-
related hospital admissions during the 2024/25 winter season, along with fewer accesses to emergency departments
and neonatal intensive care units (29-32). In Lombardy Region, in particular, where the coverage rate of newborns
was over 95% during winter season (November 2024 — March 2025) and 81% overall (65,049 over 80,670 born from
January 2024 and March 2025), hospitalizations and Emergency Unit accesses decreased by 65-70%.

Despite its considerable investment, this preventive strategy has delivered unprecedented real life clinical results
in a remarkably short time.
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