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Background:

The Indian Health Service (IHS) National Pharmacy and Therapeutics Committee (NPTC) provided a review of approved
respiratory syncytial virus monoclonal antibodies (mAB). The review focused on three approved mABs: palivizumab,
approved in 1998 for select infants, nirsevimab, approved in July 2023 for all infants <8 months of age (moa) and high risk
infants 8-20 moa, and clesrovimab, approved in June 2025 for all infants <8 moa. All immunizations recommended by the
CDC’s Advisory Committee on Immunization Practices (ACIP) are on the IHS National Core Formulary (NCF). Ultimately,
the NPTC made no modifications to the NCF. For the 2025-2026 RSV season, IHS guidance is the preferential use of
nirsevimab for AI/AN eligible infants and children.

Discussion:

Epidemiology: Respiratory syncytial virus (RSV) is a leading cause of hospitalization among young children®. Currently, 2-
3% of young infants are hospitalized for RSV; 80% of hospitalized infants and children have no underlying risk for
hospitalization.! All infants are at risk for RSV hospitalization. Historically, American Indian and Alaska Native (Al/AN)
infants/children have experienced up to 10-fold higher rates of hospitalization compared to the general USA population.?

RSV Background: In August 2023, nirsevimab, a long-acting preventive RSV mAB, was recommended for all infants <8
moa (born during or entering their first RSV season) and for children 8—19 moa (entering their second RSV season) who
have increased risk for severe RSV illness.3 All AlI/AN children are considered high risk and should receive RSV mAB for
two seasons.3 See the American Academy of Pediatrics (AAP) Nirsevimab Administration Guide for additional details.3

PEDIATRIC Preventive Monoclonal Antibodies (mAB)
Palivizumab (Synagis®) is s short acting RSV mAB approved in 1998 for select high risk infants. On July 16, 2025, the
AAP recommendations for RSV prevention stated “Palivizumab is no longer routinely recommended for use”.3

Nirsevimab (Beyfortus®) has been administered for two RSV seasons (2023-2024; 2024-2025) with data on real world
product effectiveness, reduction of hospital and ICU admissions, efficacy for a longer time frame, and adverse events.

* Real world product effectiveness data: many USA studies show the high product effectiveness of nirsevimab.5-19 An
important study for IHS was completed in the Yukon-Kuskokwim Delta region, Alaska ©. This evaluation estimated
nirsevimab effectiveness among Al/AN children in their first or second RSV seasons during 2023—-2024. Among 472
children with medically attended acute respiratory illness (MA ARI), 48% overall had received nirsevimab =7 days
earlier (median = 91 days before the ARI-related visit)é. This study demonstrated product effectiveness in the AI/AN
population®. The chart shows the YK Delta study results, clinical trial efficacy and other USA nirsevimab product
effectiveness data.

CLINICAL TRIAL
EFFICACY

RSV Hospitalization RSV ICU admission Comments

(95% Cl) (95% Cl) (95% CI)

79.0% (68.5-86.1) 80.6% (62.3-90.1) 90.0% (16.4-98.6)

MA-RSV ‘ RSV Hospitalization ‘ RSV ICU admission Comments
(95% CI) (95% CI) (95% CI)

82% (62-91) 93% (64-99)

76% (42-90) 89% (32-98)

88% (48-97) No hospitalizations

77% (69-83) 98% (95-99) =

Combined efficacy’

2023-2024 PRODUCT
EFFECTIVENESS
YK Delta®
<8 moa
8-19 moa
Vision® <8 moa

98% were Al/AN

127 Emergency rooms & 107
hospitals
7 Pediatric medical centers
31,900 infants; one immunized
infant hospitalized with RSV

NVSNe8 <8 moa
Kaiser® <8 moa

89 (77-94)
R87.5% (82.0-91.3)

91% (79-96) -
98% (85.1-99.7) -

2024-2025 PRODUCT

EFFECTIVENESS
Vision!® <8 moa

MA-RSV
(95% CI)
63% (56-69)

RSV Hospitalization
(95% ClI)
79% (67-87)

RSV ICU admission
(95% CI)
82% (57-93)

Comments

NSVN° <8 moa

76% (55-87)

82% (71-88)

88% (63-96)

Overcoming*® <8 moa

80% (16-99)

26 Pediatric ICUs
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¢ Study data show RSV reductions in hospitalization and ICU admission from pre-COVID years to the 2024-2025
RSV season (after introduction of nirsevimab) in surveillance networks (RSV-NET and NVSN). Infants 0-7 moa
have 38% and 31% reduction in hospitalizations; infants 0-2 moa at 47% and 46%.1° RSV-associated ICU
admission data from RSV-NET show a reduction of 38% in infants 0-7 moa and 42% in infants 0-2 moa.1°

o Efficacy of nirsevimab remains robust through 180 days, allowing reassurance about duration of protection.!

¢ Vaccine Safety Datalink reports 37,909 infants received nirsevimab during the 2024-2025 RSV season.1° No
increased risk for seizures, immune thrombocytopenia, drug reactions, sepsis or fever was found. There were 18
cases (~0.05% of doses) of allergic reaction, primarily urticaria; there were no cases of anaphylaxis.

Conclusion: Nirsevimab is effective for preventing severe RSV illness among infants entering their first RSV season and
children entering their second season with increased risk for severe RSV, including all AlI/AN children.

Clesrovimab (Enflosia®) is a new, long-acting RSV F protein fusion inhibitor mAB indicated for prevention of RSV
disease in infants.1? It was approved by the FDA on June 9, 2025. Clesrovimab is approved for use in infants <8 months
of age born during or entering their first RSV season; it is not approved for use in children ages 8-19 months at increased
risk of severe RSV disease and entering their second RSV season. Data supporting this decision was derived from the
CLEVER and SMART studies.!® In the CLEVER Study, clesrovimab decreased medically-attended RSV LRTI by 60.5%
(95% CI: 44.1-77.9%); RSV hospitalization by 84.2% (95% CI: 66.6-92.6%); RSV LTRI hospitalization by 90.9% (95% CI:
76.2-96.5%); and severe RSV LRTI hospitalization by 91.7% (95% CI: 82.9-98.1%) in the healthy term and late preterm
infants, durable through 180 days post-injection.13 In the SMART Study, high-risk infants, including those born extremely
preterm, with chronic lung disease or congenital heart disease, were enrolled; these infants received either clesrovimab or
palivizumab. Rates of RSV-related disease and hospitalization were similar between groups with incidence rates of
hospitalization of 1.3% (95% CI: 0.4-6.0) for clesrovimab and 1.5% (95% CI: 0.6-3.3) for palivizumab.® The safety profile
shows clesrovimab is well tolerated in healthy preterm and full-term infants born during or entering their first RSV season,
with a safety profile that is generally comparable to placebo. The safety profile of clesrovimab in infants at increased risk
of severe RSV disease is generally comparable to palivizumab and consistent with the safety profile in healthy infants. In
both studies, 98% of infants had post-dose temperatures of <100.4° F. There were no Grade 4 (life threatening) adverse
events and no deaths related to the studies. The most common adverse reactions with clesrovimab were injection-site
erythema (3.7%) and injection-site swelling (2.7%).

ACIP proposed RSV preventative guidance: All infants <8 moa should receive RSV prevention, either through the
maternal RSV immunization OR one of the infant RSV mAB (nirsevimab or clesrovimab) in the first RSV season. For high
risk children, nirsevimab is the only RSV preventive measure recommended for second season use.1° Additional
information on RSV and nirsevimab can be found at the AAP and nirsevimab references below.3-514-16

Findings:

Nirsevimab is the only approved and recommended long-acting mAB with proven real-world effectiveness for the
prevention of serious RSV disease, especially in AI/AN tribal communities. For the 2025-2026 RSV immunization season,
nirsevimab supply is expected to be ample while the supply chain for clesrovimab is likely to be limited and/or delayed.
Unlike nirsevimab, clesrovimab is not currently approved for use during a child's second RSV season (e.g., 8-19 months)
as recommended for all AI/AN children. For these reasons, for the 2025-2026 RSV season, IHS guidance is the
preferential use of nirsevimab for eligible AI/AN infants and children.

References:

U.S. Centers for Disease Control and Prevention. ACIP. Evidence to Recommendation Framework: Clesrovimab. June 25, 2025.

U.S. Centers for Disease Control and Prevention. Evidence to Recommendations Framework: Nirsevimab Updates. August 3, 2023.

American Academy of Pediatrics. AAP_ Recommendations for the Prevention of RSV Disease in Infants and Children. Published July 8, 2025.

U.S. Centers for Disease Control and Prevention. ACIP Meeting. Maternal/Pediatric Respiratory Syncytial Virus (RSV) Work Group. Oct 23, 2024.

American Academy of Pediatrics. Nirsevimab Administration Visual Guide. Accessed July 22, 2025.

U.S. Centers for Disease Control and Prevention. Nirsevimab Effectiveness Against Medically Attended Respiratory Syncytial Virus lliness and

Hospitalization Among Alaska Native Children —Yukon-Kuskokwim Delta Region, Alaska, Oct 2023—-June 2024. MMWR. 2024; 73(45):1015-21.

National Foundation for Infectious Diseases. Updates in RSV Prevention. September 19, 2023.

U.S. Centers for Disease Control and Prevention. National Center for Immunization and Respiratory Diseases (NCIRD). Summary of effectiveness

of nirsevimab in infants. June 28, 2024.

9. American Academy of Pediatrics. Effectiveness of Nirsevimab Against RSV and RSV-Related Events in Infants. Pediatrics. 2025; 156(2).

10. U.S. Centers for Disease Control and Prevention. Effectiveness and impact of RSV prevention products in infants during the 2024—2025 RSV
season. June 25, 2025.

11. Munro AP, Drysdale SB, Cathie K, et al.180-day efficacy of nirsevimab against hospitalisation for respiratory syncytial virus lower respiratory tract
infections in infants (HARMONIE): a randomised, controlled, phase 3b trial. Lancet. 2025; 9(6):404-12.

12. American Academy of Pediatrics. CDC director OKs new RSV immunization for infants. Published August 7, 2025.

13. U.S. Centers for Disease Control and Prevention. ACIP Meeting. Clesrovimab (MK-1654): Pediatric Clinical Program. October 23, 2024.

14. Enflonsia® [package insert]. Rahway, NJ: Merck Sharp & Dohme LLC; 2025.

15. American Academy of Pediatrics. Red Book: Respiratory Syncytial Virus. Report on the Committee on Infectious Disease. (33" edition). 2024.

16. American Academy of Pediatrics. Nirsevimab Frequently Asked Questions. Last Updated: July 17, 2025.

Page 2 of 2

Ok WNE

g



https://www.cdc.gov/acip/downloads/slides-2025-06-25-26/05-MacNeil-Mat-Peds-RSV-508.pdf
https://stacks.cdc.gov/view/cdc/131586
https://aap2.silverchair-cdn.com/aap2/content_public/autogen-pdf/cms/25379/25379.pdf?Expires=2147483647&Signature=dOSZg2hl4AGeaDrSF6j-YVG2sGs8udUzpMCWcKYMbSCL6bdrwBdVbIBmBuK1Kji20Hiqktj4fhzpx3XdXAr6Enq4zKtotZOyxk2A18YWqkvsHRp6Sey8zg0Y0hc8HMiS1Nt1~8LaDAY04suXQVxWnJXru153sWm6GrfmjCi-RcVB2on8lo14xRaTGjV5nUb8xd7cfpqTNRgC-PcWzDtNFDXoDg~LMgHTJLkLrzi-p8dpZtB2qajoh8pXGPKZGJZUC5qO2zwhKyPras7q6k4LKNLWq7-NldsBUOIm-fOWT1Y2rHHXDBeONMzGI5ITPYA2MHKAW8LrNqOCpiWpGeelSg__&Key-Pair-Id=APKAIE5G5CRDK6RD3PGA
https://downloads.aap.org/AAP/PDF/Nirsevemab-Visual-Guide.pdf?_gl=1*1b56leh*_ga*MTUxMTYxNTgxNy4xNzI2MDY5NTAy*_ga_FD9D3XZVQQ*MTc0NTUwNjA3Ny4yMS4wLjE3NDU1MDYwNzcuMC4wLjA.*_ga_GMZCQS1K47*MTc0NTUwNjA3Ny4xLjAuMTc0NTUwNjA3Ny4wLjAuMA..
https://www.cdc.gov/mmwr/volumes/73/wr/pdfs/mm7345-H.pdf
https://www.cdc.gov/mmwr/volumes/73/wr/pdfs/mm7345-H.pdf
https://www.nfid.org/wp-content/uploads/2023/09/23.09.19-Webinar-Slides-Handout.pdf
https://www.cdc.gov/acip/downloads/slides-2024-06-26-28/04-RSV-Mat-Peds-Payne-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-06-26-28/04-RSV-Mat-Peds-Payne-508.pdf
https://watermark02.silverchair.com/pediatrics.2024069510.pdf?token=AQECAHi208BE49Ooan9kkhW_Ercy7Dm3ZL_9Cf3qfKAc485ysgAAA1wwggNYBgkqhkiG9w0BBwagggNJMIIDRQIBADCCAz4GCSqGSIb3DQEHATAeBglghkgBZQMEAS4wEQQMDN3iGK8MT8BTJiXiAgEQgIIDDwBEwu-6EpIcyln0gJELJmoDWQ_gm5sfz-59hsevxOKPoQkI5Sin26kmuhsh_xlhIA1NbJBSxi-ZBvcxnQuGgM90J8moDB5NfLOEXX8t_ptYN6GNfzYD0BoVFGUYh2tRDe7xcB_SXpl-DwvxUAryGRxHv_5S9p8ic0bAyAADIiiR2La-NE8fliM9YO_Bst7HDvzR15qb1WsLQjMFpnwZ6TPzr8W3U5g9_68sxEO2FWlXGeWSnXI_gjmCkP071Q3r7ApVkTQoevh36BwLrV2z1Z9GvXFIPaBiQUaq0vXBZb0IpHqoip1k4U1H4d5W-9-tVrYk5RqCGk68ukJJi5yVHCHQvqd16mdHw5ZmsEdsR9A5jjOedHp-nJNdWBYw1PC-aLQJkPMc559FXzrgU73NwVpvTRMZ4l0Lr2cUHBrw_0Ik51XcwcQJ37iD7rY7UOF80BapATEawPJD4DAthVTh3Pdzw5iACoESNGrn4c7asMBGTpBArYUKxE2lcQ7RiOwTDgk289C50x3mYNIHcZcSv3IqD3Iobayu23QmF0d7YgvG3cDR89csexd8I3MSXitNyoZIr6Eu9fglhsyC6e0mHs5p-xeb58dOyiCYlSJb7QQmQI5PJWXC4Jj-oHzSiPJ2D8w-4OWC_LDd0skZzJFTZ5yVA_f9oyMCr9MkwdnSLeHTnaQjlePf0Jf2aHY6L48LqSRCEgaRU5KGwgXsasPn9zyfbrrG-0UIF8QaQ2hiZ9lIREeB3sbCVPVOyB1qJNUN_Ub9dDVezKLmByL1HAbi5r5t84_ATwlBeJpwPoscWQpIov0fYlVInnvybiKwtnkk6mOLRXR1NXnPKjyWw-MbM_63lapbuwVo8-dGji_sG3wF1EXHUphCu9MXo-ZYtK3xwsquSED-XmvtGxT02GwTZ0q33ued82o0wlNum5IVjrYMBexD0yQu0nuSZ4dzmtKwG8BEwH72QbYO_sGSZdEF1xKnsFZJf0cjyfpW9ErgcM5sRAA9JJtx6CGWIFLZF79TsTOW549c9fSSNmMfTda4lQ
https://www.cdc.gov/acip/downloads/slides-2025-06-25-26/03-MacNeil-Mat-Peds-RSV-508.pdf
https://www.cdc.gov/acip/downloads/slides-2025-06-25-26/03-MacNeil-Mat-Peds-RSV-508.pdf
https://www.thelancet.com/action/showPdf?pii=S2352-4642%2825%2900102-6
https://www.thelancet.com/action/showPdf?pii=S2352-4642%2825%2900102-6
https://publications.aap.org/aapnews/news/32796/CDC-director-OKs-new-RSV-immunization-for-infants?searchresult=1?autologincheck=redirected
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-rsv-mat-peds-sinha-508.pdf
https://www.merck.com/product/usa/pi_circulars/e/enflonsia/enflonsia_pi.pdf
https://publications.aap.org/redbook/book/755/chapter/14080939/Respiratory-Syncytial-Virus?autologincheck=redirected
https://www.aap.org/en/patient-care/respiratory-syncytial-virus-rsv-prevention/nirsevimab-frequently-asked-questions/

