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Prevention of Disease: Vaccine and Passive modelling Approaches’-3
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Outpatient visits
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Disclaimer: Graph from model based on Hall et al. 2009 and Stockman et al. 2012. Ab, antibody; mAb, monoclonal antibody.
1. Hall CB, et al. N Engl J Med. 2009;360(6):588-598; 2. Stockman LJ, et al. Pediatr Infect Dis J. 2012;31(1):5-9; 3. World Vaccine Congress, April 14-17, 2019,

Washington, D.C.
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Epitopi della proteina di fusione di RSV e relativa sensibilita alla neutralizzazione

Gli anticorpi monoclonali hanno lo stesso target: la proteina F (presente in conformazione pre-Fusione e post-Fusione)

Graham B, Current Opinion of Immunol. 2019;59:57-64
Acero-Bedoya S, Am J Perinatol. 2019;36(suppl S2):563-S67
Taveras J, et al, NeoReviews. 2020;21(8):e535-e545
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Nirsevimab: elevata efficacia in tutti i trial clinici

MALRI-RSV LRTI-RSV LRTI-RSV

molto grave
(es. terapia intensiva)

Popolazione (assistenza medica di qualunque

livello, incl. ospedalizzazione) sodr limaliste ospedallero

Fase 2b Pretermine sani 29-34 settimane 70,01% 78,4% 87,5%
vs placebo WGA (n=1453) (52,3-81,2) (51,9-90,3) (62,9-95,8)
Mgis(e)f)Y Pretermine tardivi 235 wGA e a 76,4% 76,8% 78,6%
vs placebo termine sani (n=3012) (62,3-85,2) (49,4-89,4) (48,8-91,0)
Fase 2b + Fase 3
POOLED ANALYSIS: Preterminepz:oti;nlzéne sani con 79’5% 77’3% 86,0%
vs placebo (n=2350) (68,5-86,1) (62,3-90,1) (68,1-94,0)

PREDEFINITA (NO post-hoc)

Fase 3b
HARMONIE

vs NO intervento

EENENES

Pretermine e a termine >29 wGA
(n=8058)

Griffin MP et al. N Engl J Med 2020;383:415-25.

Muller WJ, et al. N Engl J Med. 2023;388(16):1533-1534.

Simdes EAF et al. Lancet Child Adolesc Health. 2023;7(3):180-189.
Drysdale SB, et al. N Engl J Med. 2023;389(26):2425-2435.

83,2%
(67,7-92,0)

75,7%
(32,8-92,9)



Nirsevimab si € dimostrato efficace in tutti i bambini, indipendentemente dal
loro peso e dalla loro eta gestazionale alla nascita

Eventsl n/N (%) RRR (95% CI) pinter.ution
incidenza MALRI

Placebo group Nirsevimab group (endpoint primario)
Overall MALRI-RSV 51/786 (6%) 19/1564 (1%) m 79-5(65:9-87-7) NA
Obiettivo primario: qualunque livello di assistenza medica '
Weight on day 1, kg* : 0-49
<5 (50 mg) 33/482 (7%) 14/973 (1%) e 79-0(61-2-89-1)
=5 (100 mg) 18/304 (6%) 5/589 (1%) el 85.7 (62-9-95.2)
Study group 029
MELODY+ 25/496 (5%) 12/994 (1%) e 74-5(49-6-87-1)
*nati sani a termine e pretermine tardivi (>35gw)
Phase 2bi 26/290 (9%) 7/570 (1%) Hel  86-2(68-0-94-0)
**nati sani pretermine estremi e moderati (29-34 gw) ;

1 )
-100-50 0 50 100
. >

Favours placebo  Favours nirsevimab

« Simdes EAF, Madhi SA, Muller WJ, et al. Efficacy of nirsevimab against RSV LRTI: a pooled analysis of randomised controlled trials. Lancet. 2023;52352-4642(22)00321-2



Bassa frequenza eventi ADA

Fase 2b Fase 3 MELODY
ADA 29-35 settimane di eta gestazionale 235 settimane di eta gest. e a termine
Placebo Nirsevimab Placebo Nirsevimab
N=479 N=968 N=491 N=987
469 929 473 951

Risultato ADA post-basale

ADA positivi post-basale 18 (3,8%) 52 (5,6%) 5 (1,1%) 58 (6,1%)

« L’incidenza di ADA verso nirsevimab é risultata bassa in tutti gli studi clinici
* La maggior parte degli ADA ¢é stata diretta contro la sostituzione YTE di nirsevimab

» Gli ADA non hanno avuto impatto sulla sicurezza né tantomeno di efficacia

1.  Eric A. Simdes et al. Pooled Efficacy of Nirsevimab Against RSV LRTI in Preterm and Term Infants.. https://keneswp.azureedge.net/wp-content/uploads/sites/162/2022/05/ESPID22-Abstracts-Book.pdf.
2. Griffin MP et al. N Engl J Med 2020;383:415-25
3. Hammitt LL et al. N Engl J Med 2022;386:837-46.



Revisione e metanalisi su efficacia real-world di nirsevimab

Revisione sistematica della letteratura

« 1.238 risultati di studi scientifici, di cui

» 32 studi di coorte e caso controllo da 5 Paesi (Francia, Italia, Lussemburgo, Spagna, USA)

Metanalisi dei risultati degli studi scientifici
« 27 studi di coorte e caso controllo da 5 Paesi (Francia, Italia, Lussemburgo, Spagna, USA)

0.17 OR (p-value <0.0001)
riduzione delle
ospedalizzazioni
RSV-correlate

0.19 OR (p-value <0.0001)
riduzione dei ricoveri

in terapia intensiva
RSV-correlati

0.25 OR (p-value <0.0001)
riduzione dell'incidenza

di LRTI RSV-correlate con
assistenza medica.

Efficacia di nirsevimab'

Country Nirsevimab,n(N)  Control, n (N) OR(95% C1) pvalue
RSV-related hospitalisation
Jeziorski et al (2025)° France 102(230) 609 (766) - 0.21(0.15-0.28)
Carbajal et al (2024) France 22(723) 170 (1391) . 0.23(0.14-0.35)
Assad et al (2024) France 60 (690) 97(345) . 0.24(0.17-0.35)
Lenglart et al (2025 France 26(62) 199 (241) = 0.15(0.08-0.28)
Jabagl etal (2025)% France 342 (41237) 992 (41237) . 0.34(0.30-0.38)
Consolati et al (2024)° Italy 0(369) 14 (168) - 0.01(0.00-0.24)
Lopez-Lacort et al (2024)2 Spain 56 (15) 39(51) - 0.29(0.14-0.61)
Coma et al (2024) Spain 52(23127) 76(3398) . 0.10(0.07-0.14)
Agliera et al (2024y° Spain 40(109) 54(72) —— 0.19(0.10-0.37)
Rodriguez-Ferndndez et al (2024)*  Spain 604) 15.08) —_— 0.15(0.03-0.77)
Andina Martinez et al (2024 Spain 150 (331) 246 (277) —ei 0.10(0.07-0.16)
Perramon-Malavez et al (2025) Spain 109 (14055) 34 (1286) . 0.29(0.19-0.42)
Nafez et al (2025)* Spain 603 (3973) 346 (733) - 0.20(0.17-0.24)
Moline et al (2025) USA 6(59) 401(640) —a 0.07(0.03-0.16)
Moline et al (2024 USA 6(73) 525(802) . 0.05(0.02-0.1)
Xu etal (2024 USA 5(75) 161(468) e 0.14(0.05-0.34)
Overall, MP+HKS.) 1585 (85242) 3978 (51893) < 0.17(0.12-0.23) <0.0001
(tau?=0-246, <85 8%, p<0-001)
ICU admission
Jeziorski et al (2025)* France 15 (24) 63(69) —_— 0.16(0.05-0.51)
Carbajal et al (2024) France 3(704) 1(1232) — 0.48(0.13-1.17)
Paireau et al (2024) France 37(58) 201(230) . 0.25(0.13-0.49)
Assad et al (2024) France 27(193) 47(46) . 0.34(0.20-0.58)
Jabagl et al (2025)° France 17(41237) 66 (41237) e 0.26(0.15-0.44)
Coma etal (2024)* Spain 8(23083) 17(3398) . 0.07(0.03-0.16)
Agliera et al (2024 Spain 40(109) 58(72) S om 0.14(0.07-0.28)
Perramon-Malavez et al (2025) Spain 25(14055) 14(1286) —.— 0.16(0.08-0.31)
Xuetal (2024)* USA 4(82) 141(353) — 0.08(0.03-0.22)
Overall, MP+HKS.) 176 (79545) 618 (48023) < 0.19(0.12-0.29) <0.0001
(tau?=0-200, F=55.6%, p=0-021)
RSV-related LTRI incidence
Lassoued etal (2024)% France 62(453) 177(432) - 0.23(0.16-0.32)
Lenglart et al (2025) France 220m 247 (306) . 0.13(0.07-0.22)
Lépez-Lacort et al (2025)" Spain 33(41) n09) —_— 0.22(0.08-0.60)
Alejandre et al (2024 Spain 15 (35) B e 0.23(0.06-0.85)
Estrella-Porter et al (2024)* Spain 168 (24223) 72(3139) - 0.30(0.23-0.39)
Coma et al (2024)* Spain 7@3127) 31(3398) - 0.33(0.22-0.51)
Xuetal (2024)* USA 16 (247) 498 (2258) —.— 0.24(0.15-0..41)
Overall, MP+HKS. 392(48303) 1049 (9569) <> 0.25(0.19-0.33) <0.0001
(tau?=0.029, ¥=35.1%, p=0-160)

oo o010 1 10

Baborazione grafica da Fig. 2, .1

« >
Favours nirsevimab  Favours control

Complessivamente, nirsevimab ha dimostrato la riduzione:'

837%

delle ospedalizzazioni
RSV-correlate

+ Sumsuzzman DM, et al. Lancet Child Adolesc Health. 2025;9(6):393-403. doi:10.1016/52352-4642(25)00093-8

817%

deiricoveri in terapia
intensiva RSV-correlati

/5%
dell’incidenza di LRTI

RSV-correlate con
assistenza medica



La protezione di tutti i neonati € la strategia di maggiore impatto

Nella stagione 2023/2024, le Regioni della Spagna hanno implementato tre diverse strategie di prevenzione dell’/RSV:
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Tutti i neonati e bambini alla loro prima stagione di RSV (nati dal 1 Aprile 2023 al 31 Marzo 2024)
Nati in stagione, piu i nati 3 mesi prima (nati dal 1 Agosto 2023 al 31 Marzo 2024)
Solo nati in stagione (nati dal 1 Novembre 2023 al 31 Marzo 2024)

Tutti i neonati Nati in stagione e

(nati in stagione + nati fuori stagione) i nati 3 mesi prima Solo nati in stagione

Accessi in PS per LRTI Accessi in PS per bronchiolite B Ospedalizzazioni per LRTI o bronchiolite m Ricovero in TIN/TIP per LRTI o bronchiolite

La protezione di tutti i neonati genera I'impatto per la sanita pubblica piu significativo,
con una drastica riduzione accessi in PS, ospedalizzazioni e ricoveri in terapia intensiva

« Andina Martinez D, et al. Nirsevimab and Acute Bronchiolitis Episodes in Pediatric Emergency Departments. Pediatrics. 2024;154(4):€2024066584.
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Real-world evidence e impatto per la

Lombardia?
80% riduzione ospedalizzazioni per RSV
75% riduzione accessi in PS per RSV

Piemonte?
>80% riduzione ospedalizzazioni per RSV

Ligurias
889% riduzione ospedalizzazioni per RSV
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Toscana4
90% riduzione ospedalizzazioni per RSV
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Lazio®
60% riduzione ospedalizzazioni per RSV
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sanita pubblica di nirsevimab in Italia

Veneto’
80% riduzione ospedalizzazioni per RSV

Puglias
>859% riduzione ospedalizzazioni
in terapia intensiva per RSV

Campania®
70% riduzione ospedalizzazioni per RSV

Calabria®
75% riduzione ospedalizzazioni per RSV

Poster ESPID. Nieddu F. et al. EV0992 Synergistic Involvement of Various Paediatric Stakeholders in RSV Prophylaxis with Nirsevimab: Key to a Successful Immunisation Strategy
https://www.ilmattino.it/schede/bronchiolite_neonati_ricoveri_santobono_virus_anticorpi_farmaci_virus_respiratorio_sinciziale-8615010.html
Il messaggero. Cronaca di Roma- Quotidiano 26-01-2025, pagina 30, foglio 1.
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Obiettivo -
« Stimare impatto per la sanita pubblica in termini ' I
di riduzione delle ospedalizzazioni per RSV nel . I

2024/2025 Vs stagione precedente

Ll Eed X 110814

without nirsevimab with nirsevimab

da 252 casi nel 2023—-24 a 49 casi nel 2024-25
Cl 73.6%-85.7%; p < 0.001

ePoster ESPID. Nieddu F. et al. EV0991. Public health impact of nirsevimab and reduction of RSV hospitalization in all infants: early real-world data from Tuscany Region (ltaly). https://espidmeeting.org/past-abstracts/
ePoster ESPID. Nieddu F. et al. EV0992 Synergistic involvement of various paediatric stakeholders in RSV prophylaxis with Nirsevimab: key to a successful immunisation strategy. https://espidmeeting.org/past-abstracts/
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Numero ospedalizzazioni per RSV: confronto stagioni senza vs con nirsevimab

W Media Stagioni 2022-23 e 2023-24 W Stagione nirsevimab 2024-25
I ] IO
-82% H 14 1" %P
Coorte nati Nati in stagione Nati fuori stagione Nati fuori stagione Nati fuori stagione
Apr-2024 e Mar-2025 (Nov-2024 e Mar-2025) (Apr-Ott 2024) (Apr-Lug 2024) (Ago-Ott 2024)
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ePoster ESPID. Nieddu F. et al. EV0991. Public health impact of nirsevimab and reduction of RSV hospitalization in all infants: early real-world data from Tuscany Region (ltaly). https://espidmeeting.org/past-abstracts/
ePoster ESPID. Nieddu F. et al. EV0992 Synergistic involvement of various paediatric stakeholders in RSV prophylaxis with Nirsevimab: key to a successful immunisation strategy. https://espidmeeting.org/past-abstracts/



Dosi nirsevimab distribuite per la campagna di prevenzione 2024/2025

Regione

Percentuale dosi distribuite su coorte neonati
(da Apr-2024 a Mar-2025)

Piemonte

103%

Veneto

99%

Toscana

99%

Sicilia

95%

Puglia

90%

Lombardia *

84%

Friuli Venezia Giulia

82%

Valle D'Aosta

81%

Calabria

81%

Molise

80%

P.A. Trento

68%

Campania

67%

Basilicata

66%

Liguria

66%

Emilia Romagna

61%

Lazio

52%

P.A. Bolzano

48%

Marche

39%

Umbria

36%

Sardegna

34%

Abruzzo

28%

ITALIA

771%

Informazioni rese pubbliche dall’azienda nell’ambito della condivisione con la

Cabina di

Regia della Conferenza Stato-Regioni,

solidarieta tra le Regioni

al

fine di facilitare la

La percentuale di dosi distribuite rispetto alla coorte pud essere utile per
stimare la copertura, tenendo anche presente che:
o Le Regioni che avevano piu dosi potrebbero averne condiviso una parte
con le Regioni che ne avevano di meno

o Le dosi consegnate potrebbero non essere state consumate del tutto

Tra i possibili motivi che potrebbero aver limitato il raggiungimento di un
impatto ottimale di nirsevimab nella riduzione del carico di malattia causato
da RSV in tutti i neonati e bambini alla loro prima stagione:
o0 inizio ritardato della profilassi per ritardi nella programmazione
o coperture non ottimali, piu spesso, tra i bambini nati fuori stagione che
sono stati richiamati a novembre e che avrebbero dovuto ricevere la
profilassi nel territorio dal Pediatra di Famiglia o nei centri vaccinali
o scelte di politica sanitaria che non prevedevano la protezione dei nati
fuori stagione (Aprile-Ottobre)

*Lombardia, copertura calcolata su offerta a coorte piu estesa: 1-Gennaio-2024 a 31-Marzo-2025

Informazioni rese pubbliche dall’azienda nell’'ambito della condivisione con la Cabina di Regia della Conferenza Stato-Regioni

Coorti regionali neonati: ISTAT 2023




Article

Acceptance of Nirsevimab for the Prevention of Respiratory ' vaccines
Syncytial Virus Infection in Neonates: A Cross-Sectional Survey 2025

in Emilia-Romagna, Italy

Susanna Esposito 1-*(7, Valentina Fainardi !, Maria Elena Capra 2("), Melodie Aricd 3>, Angela Lanzoni ¢,
Beatrice Rita Campana 1 Marta Niceforo !, Cosimo Neglia 1 Enrico Valletta 3, Giacomo Biasucci 2

and Serafina Perrone

5

between parental characteristics and acceptance rates. Results: Among the 1042 respondents,
87.0% (n = 907) expressed willingness to administer nirsevimab to their child, while 2.2%
(n = 23) refused and 8.8% (n = 92) were undecided. Higher acceptance was significantly
associated with awareness of RSV risks (72.1% vs. 41.7%, p < 0.01), belief in nirsevimab’s
high efficacy (46.2% vs. 18.3%, p < 0.01), and lower concern over side effects (10.6% vs.
27.8%, p < 0.01). Trust in primary care pediatricians and the healthcare system was also
notably higher among accepting parents (p < 0.001). Willingness to pay declined with a
hypothetical EUR 250 cost but remained higher among the acceptance group (71.0% vs.
50.4%, p < 0.001). Conclusions: Parental acceptance of nirsevimab in Emilia-Romagna was

high, though significant gaps in knowledge and concerns about safety persist. Targeted
educational strategies that clarify the nature, efficacy, and safety of nirsevimab—alongside
maintaining cost-free access—are essential to support the successful implementation of
RSV prophylaxis programs.




STUDIO SIP-SIN: implementazione campagna nirsevimab 2024/2025 in Italia

Mese di partenza
della campagna contro RSV

Trentino-Alto Adige

Lombardia

Valle d’Aosta Friuli-Venezia Giulia

Piemonte

Emilia-Romagna

Liguria .

Campania

Calabria

Sicilia

D Tra fine ottobre e novembre

D Dicembre

. Gennaio

» https://sip.it/wp-content/uploads/2025/04/Pediatria_3_mar_pag_10-13.pdf

Mese di nascita dei bambini coinvolti
nella campagna contro RSV

Trentino-Alto Adige

Valle d’Aosta Friuli-Venezia Giulia

Piemonte

[ ] Nati da gennaio 2024 a marzo 2025 Il Nati daagosto 2024 a marzo 2025*
D Nati da aprile 2024 a marzo 2025 D Nati da novembre 2024 a marzo 2025*

; i . Nati da novembre 2024 a febbraio 2025, poi estese anche
. R M e o D ai bambini nati da settembre 2024 fino a r‘:;rzo 2025**



Impatto su ospedalizzazioni complessive

Mese di nascita dei bambini coinvolti
nella campagna contro RSV
Trentino-Alto Adige

Mese di partenza
della campagna contro RSV

Trentino-Alto Adige

Lombardia

Valle d'Aosta Friuli-Venezia Giulia

Valle d’Aosta Friuli-Venezia Giulia

-83.7%0

Piemonte
Piemonte

-47.1%

Sardegna

Calabria

D Tra fine ottobre e novembre  sjcilia

. i Nati da agosto 2024 a marzo 2025*
D Dicembre [:] Nati da gennaio 2024 a marzo 2025 - ag
° D Nati da aprile 2024 a marzo 2025 D Nati da novembre 2024 a marzo 2025*
- Gennaio Bl Nati da luglio 2024 a marzo 2025 Nati da novembre 2024 a febbraio 2025, poi estese anche

ai bambini nati da settembre 2024 fino a marzo 2025**

+ Badolato R, et al. ITAVRS Groups Italian Society of Pediatrics and Italian Society of Neonatology. Regional heterogeneity of RSV infection prophylaxis and impact on bronchiolitis in Italy [in press]
» Risultati studio presentati al Congresso Nazionale SIMRI, Verona, 12 Settembre 2025



Impatto su ospedalizzazioni in terapia intensiva

Mese di partenza Mese di nascita dei bambini coinvolti
della campagna contro RSV nella campagna contro RSV
Trentino-Alto Adige

Trentino-Alto Adige

Lombardia

Valle d’Aosta Friuli-Venezia Giulia
-50%0
\
Veneto
Piemonte

Emilia-Romagna

Friuli-Venezia Giulia

Marche

Calabria
D Tra fine ottobre e novembre

Sicilia
D Dicembre _ j
[ ] Nati da gennaio 2024 a marzo 2025 Bl Nati daagosto 2024 a marzo 2025
. Gennaio ° ] Nati da aprile 2024 a marzo 2025 [] Nati da novembre 2024 a marzo 2025*
; i N Nati da novembre 2024 a febbraio 2025, poi estese anche
. b ol o b et s D ai bambini nati da settembre 2024 fino a :;rzo 2025**

+ Badolato R, et al. ITAVRS Groups Italian Society of Pediatrics and Italian Society of Neonatology. Regional heterogeneity of RSV infection prophylaxis and impact on bronchiolitis in Italy [in press]
» Risultati studio presentati al Congresso Nazionale SIMRI, Verona, 12 Settembre 2025



Raccomandazioni SIP-SIN per la prevenzione di RSV nella stagione
202572026

<'> L’immunizzazione con anticorpo anti-VRS nirsevimab e raccomandata in tutti i
—/ | neonati nella loro prima stagione epidemica

« Immunizzare anche i neonati/bambini di cui &€ nota una pregressa infezione da RSV
(i) * No controindicazioni per co-somministrazione con i vaccini pediatrici in calendario
- Seconda stagione: aggiornata lista condizioni cliniche nei bambini di eta <24 mesi + «giudizio del medico» (5)

« Raccomandazione inviata a tutte le Regioni e a MinSal per essere recepite come Linee Guida nazionali

CD - In assenza di Linee Guida aggiornate, le raccomandazioni di Societa Scientifiche
accreditate in MinSal (come SIP e SIN) hanno valore medico-legale (L. 24/2017)

« https://www.sanitainformazione.it/wp-content/uploads/2025/08/Raccomandazioni-VRS-SIN-SIP-31.7.2025-.pdf
« https://www.sin-neonatologia.it/vrs-sip-e-sin-inviano-al-ministero-e-alle-regioni-le-raccomandazioni-per-una-profilassi-uniforme-con-nirsevimab-2/



Implementazione campagna nirsevimab 2025/2026 in Italia

Mese di nascita dei bambini coinvolti
nella campagna contro RSV

 Tutte le Regioni sono aderenti alle
raccomandazioni scientifiche SIP-SIN per Ila
prevenzione di RSV nella stagione 2025/2026

« Alcune Regioni (es. Piemonte) offriranno [|‘anticorpo ai
bambini nati tra Gennaio-Marzo 2025 che in precedenza non
avevano ricevuto la profilassi

« Alcune Regioni (es. Toscana) offriranno |'anticorpo ai nati
non residenti nella stessa Regione e ai nati senza residenza
sanitaria, con/senza Pediatra di Famiglia assegnato

B 1uttii neonati (da 1-Apr-2025 a 31-Mar-2026) \ /

. Parziale




PNOO4 CLEVER Phase 2b/3 Randomized,
Double-blinded, Placebo-controlled ¢ )

Select Inclusion Criteria Select Exclusion Criteria

I Healthy infants: early or moderately pre-term
(229 weeks to 34 weeks and 6 days of gestational age) or
later pre-term or full-term infants (=35 weeks of gestational

age)

I Phase 2b cohort: chronological age of >2 weeks up to
1 year and entering their first RSV season

I Phase 3 cohort: chronological age from birth up to
1 year and entering their first RSV season

I For participants in South Korea only: Weight >2 kg

VUSSR, -0 H+0" 1% 2'3451 -) 5636 7+3850$(5636 -
3 (<) >—I)hi+) 520" 210°0/) $oh
BUOIHC) MHoAD+ GEFF/" %" 2"HOG' (HF . #2"+F'BL. >)+@ , %H 1 IKE7LM :N'/O'00FRO#>' | JKE7LM =533 1N P—>2*" O/ i) ioAD+3*"46*>P+Q*RBC3: ALASAST 1™ >> . GP'(. -'S3/'636:

Is recommended to receive palivizumab per local guidelines
or professional society recommendations

Has known hypersensitivity to any component of
Clesrovimab or has bleeding disorder contraindicating IM
administration

Has had recent illness with rectal temperature >100.5°F
(>38.1°C) or axillary temperature >100.0°F (>37.8°C) within
72 hours pre-dose

Has received any vaccine or monoclonal antibody for the
prevention of RSV or is currently participating in or
previously participated in an interventional clinical study
with an investigational compound or device


https://clinicaltrials.gov/ct2/show/NCT04767373

PNOO4 CLEVER Efficacy Summary, Days 1-150%2

)

Efficacy through 5 months (150 days)

. . Endpoint ;
RSV-associated Endpoint A g Clesrovimab/ Placebo . Pre-
Designation (n=2,398) | (n=1,201) Observed Efficacy Specified
%0, (95% CI) @ .
/\ # of Cases | # of Cases Hypothesis
%evere MALRI Tertiary 2 12 —eH 91.978((]5.)2.9'
*E LRI Hospitalization Tertiary 5 27 —& 90'996(;6'2’
g =
(]
(V)]
2| Hospitalization Secondary 9 28 —e— 84'922((;?'6’ P<0.001
© .
£
aw| MALRI requiring =2 Indicators ) 88.0 (76.1,
% | of LRI/Severity® Post-Hoc 10 41 - 94.0)
(O]
G | MALRI requiring =1 Indicator : 60.4 (44.1,
=| of LRI/Severity Primary 60 74 —e— 71.9) P<0.001
Acute Respiratory Infection , 52.0 (39.5,
(ARI) Tertiary 148 148 —o— 61.9)
I I I I 1
! i #1 $# %11

A single dose of clesrovimab was efficacious against mild, moderate, and severe RSV disease in healthy preterm and
full-term infants through 5 months

100Gk "5 >=/)0E+) 200F . H+0T'V ;0=V+Q. )" . >=/)Wii+) 2'C)%" % 00F . "#/+0T" I 1V 50=T . G/ %25 14 . 0G . G'V+Q.. )" ; . >~/)Wi+) 2'C)%"#'00F . "#/+04

1;0'%0G" I 1V;0'/0"$G . 'H+4P' /0~ . O#'%OG" +Bt-%6t/ . Ot 0> . STWSL" 1 0%?>/>" (#'X+-$lett/+ON'X)/ , %)?" - OG—+/O#'")/#.)/+0:&+Q .)'H+$0G'+F'#P . "8MY'BI'ZEMYT (. "+0G%)?" . OG-+/0#"") 4. )[+0=i+Q . ) H+$0G'+F'#P . "8MY'BI'Z3YN

a Ex#l, Yt "hOG'SMY BU+F . FF/"%"2'Q. ). . ># , %t . G'F)+ , "#P." , +GIF.G'X+/>>+0") .D) .>>/+0'QHP") +HE># B)/%0" ." , .#P+G'PEOG—+/0 "+ , ~W)¥HL. "+'0/)> .6/ , WH[> =)/ , %)?" . 0G-+/0#'/0'P .' JEVN L] #)/oki"

1. Zar HJ, Simoes EAF, Madhi SA et al. A Phase 2b/3 Study to Evaluate the Efficacy and Safety of an Investlgatlonal Respiratory Syncytial Virus (RSV) Antibody, Clesrovimab, in Healthy Preterm and Full-Term Infants. Oral Presentation.
Infectious Diseases Society of America (IDSA) 2024; 2. Sinha A. Safety and Efficacy of Clesrovimab. CDC, ACIP Presentation Slides Oct 23-24, 2024 Meeting 02-RSV-Mat-Peds-Sinha-508.pdf (cdc.gov)


https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf

PNOO4 CLEVER Efficacy Days 1-150 by RSV

Subtype

Efficacy through 5 months (150 days)

Clesrovimab Placebo

RSV-associated Endpoint _ _ Observed Efficac
(n=2,398) (n=1,201) y
ST e ! ‘ %, (95% CI)?
/\ # of Cases # of Cases
A RSV A 1 4 | o 87.5 (-11.8, 98.6)
Severe MALRI
RSV B 1 8 1= 93.8 (50.2, 99.2)
>
£ RSV A 2 12 —el 91.7 (62.9, 98.1)
2| LRI Hospitalization
3 RSV B 3 15 —& 90.1 (65.7,97.1)
Q
2 N RSV A 4 12 ——=e 83.4 (48.5, 94.6)
| Hospitalization
a RSV B 5 16 —® 84.5 (57.6, 94.3)
£ e
2 | MALRI requiring 22 Indicators RSV A 2 11 90.9 (59.1, 98.0)
5 | of LRI/Severity® RSV B 8 30 g 86.9 (71.3, 94.0)
MALRI requiring = 1 Indicator RSV A 29 26 | *—i 44.4 (5.5, 67.3)
of LRI/Severity RSV B 33 48 —e 66.2 (47.2, 78.3)
_ _ RSV A 74 58 —e— 36.6 (10.5, 55.2)
Acute Respiratory Infection (ARI)
RSV B 78 91 o+ 58.4 (43.5, 69.3)

Wi 1OUE?>/> (. #' X+-Sidhtl+OA ' 1'#8%8&# ™ &(O)*+, —*  [*O1* " 1152823*4 ™5™ * " "#§%6&# ™ ) *150%*#6 “*%0)$15™ )* 708" "0 (*5 " 85" "0 (*4$6*509 - "'#*; &53& (2" *% "#60)< "EOG-+/0# , +>#"'+ , %)%HL. "#+'0/)>. @/ , ¥H[> -)/ , %)?". 0G—+/0#'/0'#P .' JEV\ 1] '#) /%
g _(, +.> EXW TIUGP/ (1'% T XPY%> . "6H*S" (G ?"#+ EQUISYH . P . "EFF/"%"2'%0G" (%F . #?'+F'%0'00@ . >#/D%#/+0%L" ; . >=/)%i+)?" (20" 24/%4'</)$>'I ; (<N' 1O#H+G2U'BE. >)+@/ , %H'/O'_ . %i#P?'X) . #.) , "%OG'WSHUSC . ) , '00F%OHAN)YE'X) - > . Of%bit/+OA'14$8" () *+, "*$-*$*+. (W'$&/+ (#0L$2'%-13! , .04636:



PNOO4 CLEVER Safety Summary

Clesrovimab Placebo .
(o)
N=2409 N=1202 Yo Difference vs. placebo

¢ 2

n (96) n (%6) Estimate, (95% CI) The majority of AEs were grade

Overall AEs (Days 1—365) 1 or 2 (mild or moderate)

>1 AE 1816 (75.4) 918 (76.4) -1.0 (-3.9, 2.0) )

Drug-related AEs? 587 (24.4) 296 (24.6) -0.3 (-3.3, 2.7) All AESI events were non-serious and

SAE 278 (11.5) 149 (12.4) -0.9 (-3.2, 1.3) S\:::tejf‘zjrrtzi'c:;;ept for 1 Grade 3

Drug-related SAE? 1 (0.0) 1(0.1) -0.0 (-0.4, 0.2) ) )

Deaths 7 (0.3) 3 (0.2) 0.0 (-0.5, 0.4) in the clesrovimab group not
Solicited AEs and Fever (Days 1-5) ,ConSIdere,d related t_o StUd,y

Injection site pain 122 (5.1) 77 (6.4) 1.3 (-3.1, 0.2) intervention by the investigator

Injection site erythema 90 (3.7) 40 (3.3) 0.4 (-0.9, 1.6) No deaths were considered related to

Injection site swelling 65 (2.7) 31 (2.6) 0.1(-1.1.1.2) study intervention by the investigator

Irritability 450 (18.7) 237 (19.7) -1.0 (-3.8, 1.7) or attributed

Somnolence 303 (12.6) 171 (14.2) -1.6, (-4.1, 0.7) to RSV

Decreased appetite 106 (4.4) 61 (5.1) -0.7 (-2.3, 0.7)

Feverb 13 (0.5) 14 (1.2) -0.6 (-1.4, 0.7)
AESI (Days 1-42)

Anaphylaxis/hypersensitivity AESI 1 (0.0) 0 (0.0) 0.0 (-0.3, 0.2)

Rash AESI 11 (0.5) 4 (0.3) 0.1 (-0.4, 0.5)

R= 1" X%)#/"-%0#>" 1>'C) . % . G'X+-$llftt/+0h YEI'%GA.)>.". @. O#'BU"™"+OF/G. 0" . 'Ok . ) %A (TEU'> . )[+$>'%G@. )>." . @. Ok YE(IN'%GA. )>." . @. O +F'>- . "/%i'/Ok. ) . SHNE>H! , %# . G'G/FF.).0".>'%0G'B0>'Q. ) . %" $ilkk . G'H%> . G'+0'#P . " I/ . ##/0.0'~'R$) , /0.0 , _#P+Gk'
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PNOO7 SMART Baseline Characteristics!?

Female Sex
Age
<6 months
26 to <9 months
=9 months
Mean (SD)
Median body weight (Range)c
Race
Asian
Black/African American
Othera
White
Multiple
Ethnicity
Hispanic or Latino
Not Hispanic or Latino
Not Reported or Unknown

Udld SIOWII dre 107 UIE AL-DUSEU FArudipdriits FUPUIdUON-FIrst KOV Sedsull. Al vaiues dre uie numoer or participants who met the corresponding criterion (%)’, unless otherwise specified.

Clesrovimab Palivizumab
N=446 N=450

221 (49.6)

409 (91.7)
33 (7.4)
4 (0.9)

3.0 (1.9) months

3.5 (1.1-9.6) kg

82 (18.4)
67 (15.0)
10 (2.2)
231 (51.8)
56 (12.6)

138 (30.9)
296 (66.4)
12 (2.7)

229 (50.9)

390 (86.7)
51 (11.3)
9 (2.0)

3.0 (2.3) months

3.2 (1.5-9.1) kg

80 (17.8)
71 (15.8)
9 (2.0)
237 (52.7)
53 (11.8)

146 (32.4)
296 (65.8)
8 (1.8)

Region®
Northern Hemisphere
Southern Hemisphere
Climate
Tropical/Subtropical
Temperate
Underlying condition®
CLD
CHD
No CLD/CHD, <29 weeks GAd
No CLD/CHD, 29-35 weeks GAd

)

Clesrovimab Palivizumab
N=446 N=450

318 (71.3)
128 (28.7)

79 (17.7)
367 (82.3)

124 (27.8)
52 (11.7)
26 (5.8)

244 (54.7)

323 (71.8)
127 (28.2)

81 (18.0)
369 (82.0)

126 (28.0)
49 (10.9)
24 (5.3)

251 (55.8)

Diverse population enrolled from 27 countries, across 6

continents

In total, 401 of 896 (44.8%) participants met the American
Academy of Pediatrics (AAP) palivizumab eligibility criteria (101
CHD; 250 CLD; 50 <29 weeks GA)3

CHD=congenital heart disease; CLD=chronic lung disease; GA=gestational age; N=total number of participants per study arm (All Dosed Participants Population); SD=standard deviation.
aComprises participants identified by their caregiver as "American Indian or Alaska Native (clesrovimab 5 [1.1%], palivizumab 7 [1.6%])" or "Native Hawaiian or Other Pacific Islander (clesrovimab 5 [1.1%], palivizumab 2

[0.4%])".

bStratification factor; cmean (SD) body weight: clesrovimab 3.8 kg (1.5) vs. 3.6 kg (1.5). d Range of gestational age was 23 to 41 weeks
1. Zar HJ, Bont L], Manzoni P et al. Phase 3, Randomized, Controlled Trial Evaluating Safety, Efficacy, and Pharmacokinetics of Clesrovimab in Infants and Children at Increased Risk for Severe Respiratory Syncytial Virus
Disease. Oral Presentation. Infectious Diseases Society of America (IDSA). 2024. 2. Sinha A. Safety and Efficacy of Clesrovimab. CDC, ACIP Presentation Slides Oct 23-24, 2024 Meeting 02-RSV-Mat-Peds-Sinha-508.pdf

(cdc.gov); 3. Pediatrics. 2014 Aug 1;134(2):e620-38 https://pubmed.ncbi.nlm.nih.gov/25070304/



https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
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https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf
https://pubmed.ncbi.nlm.nih.gov/25070304/
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RSV-Associated MALRI'
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No. of participants at risk
Clesrovimab 105 mg (n=443) 443
Palivizumab (n=437) 437

No. of events inside period
Clesrovimab 105 mg (n=443) 3
Palivizumab (n=437) 3
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30 60 90 120
Time since first dose 1 (days)

434 395 372 356
434 419 382 355
3 3 3
3 4 1 1
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RSV-Associated Hospitalization'
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Event-free probability
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||| Censored

— Clesrovimab 105 mg (n=443)

— Palivizumab (n=437)

0.8 |

No. of participants at risk
Clesrovimab 105 mg (n=443) 443
Palivizumab (n=437) 437

No. of events inside period
Clesrovimab 105 mg (n=443) 3
Palivizumab (n=437) 2

30 60 90 120
Time since first dose 1 (days)

434 398 378 364
435 422 388 360
0 1 1
1 1 1 1
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Percentuale di donne in gravidanza di eta compresa tra 18 e 49 anni vaccinate con il vaccino RSV in
generale e divise per razza ed etnia, VSD!

=@==American Indian / Alaska Native, NH =@==Asian, NH Black, NH
Hispanic / Latino =0=Multiple / other, NH =@==Native Hawaiian / Pacific Islander, NH
=@=Cverall =@==nknown =@==\\'hite, NH
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09.07.2024 09.07.2024 09/21/2024 09/28/2024 10.05.2024 10.12.2024

Week ending date

L'ACIP raccomanda il vaccino contro I'RSV per le persone in gravidanza a 32-36 settimane di gestazione utilizzando la somministrazione stagionale
(ovvero settembre-gennaio nella maggior parte degli Stati Uniti) per prevenire I'LRTI associata all'RSV nei bambini di eta compresa tra < e 6 mesi'

As of October 12, 2024
« 27,334 eligible pregnant individuals *

As of November 30, 2024:
33.2% vaccination coverage

« 27.7% vaccination coverage overall; overall

La copertura variava dal 18,2% tra le donne incinte nere al 38,9% tra le donne incinte asiatiche

ACIP, Advisory Committee on Immunization Practices; LRTI, lower respiratory tract illness; NH, not Hispanic; RSV, respiratory syncytial virus; VSD, Vaccine Safety Datalink.

1. CDC. Respiratory Syncytial Virus (RSV) Vaccination Coverage, Pregnant Persons. https://www.cdc.gov/rsvvaxview/data/pregnant-persons-coverage.html; 2. Fleming-Dutra KE et al. ¥ ¥ ""#§1 %" 10%g()*
"TH, #H-..2023;72:1115-1122.

Materiale prodotto da Pfizer — non distribuire

Il
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: : 5
32-36 weeks I\::it;h(:\'d RSV vaccinated Unvaccinated match Risk Ri::tll)o 2

N events* Percent % N events* Percent %

0.90
Pret birth? 13,965 563 4.0 628 4.5
reterm i (0.80-1.00)
. A 1.03
Small for gestational age 11,819 799 6.8 774 6.5

(0.94-1.14)

2preterm birth = birth <37 weeks gestational age °SGA at birth = “Small for Gestational Age”; birthweight <10th percentile for gestational age compared with a U.S. reference
population?
*Events only included through date of censoring when unvaccinated pair crosses over to vaccinated

1. DeSilva, M. RSVpreF Vaccine, Preterm Birth, and Small for Gestational Age at Birth Preliminary Results from The Vaccine Safety Datalink. Presented at ACIP October 23, 2024



Real-World Implementation

Argentina, 32-36.6 weeks GA
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Overall, the acceptability of the strategy was very good, achieving coverage rates like other vaccines
administered during pregnancy, such as influenza and dTpa, which have been in use for over 10 years.3
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https://www.argentina.gob.ar/sites/default/files/2024/03/vsr_conain_2282024.pdf
https://terrance.who.int/mediacentre/data/sage/SAGE_eYB_Sept2024.pdf
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RSV Testing and Maternal RSVpreF Vaccination Status
in Case Infants and Control Infants

- 1"'#H§ 286 case infants (RSV positive)
| W&()*HS
&t ,(" 219 control infants (RSV negative)

11 17,8% dei neonati casi € nato da madri

- /(&0*/+ vaccinate con RSVpreF
/&3 141082

#/33)*/()4* 1149,8% dei neonati di controllo & nato da madri
vaccinate con RSVpreF

MATISSE " and BERNI*: Study Comparison
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VE against RSV-associated LRTD leading to hospitalization and severe
RSV-associated LRTD leading to hospitalization among infants from birth
to 3 months and from birth to 6 months of age
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=The odds of maternal RSVpreF vaccination in infant cases were compared with those in infant controls using an odds
ratio, and the adjusted VE was calculated as 1- the adjusted odds ratio, expressed as a percentage.

tThe adjusted odds ratio was calculated using multi-level logistic regression model with site-specific random
effect, conception date and calendar date of hospitalization as cubic splines, and inverse probability-of-
treatment weights; details on other fixed effects in different models is available in the publication.”
$Post-hoc analysis. Presented in appendix p 14 of publication.”

BERNI = ABRYSVO Vaccination During PrEgnancy Against RSV llINess in Infants; ClI confidence interval; LRTD = lower respiratory tract disease, MA-LRTI = medically-attended lower respiratory tract iliness; MATISSE = MATernal Immunization Study for

Safety and Efficacy; RCT = randomized controlled trial, VE = vaccine effectiveness

#$ Pérez Marc, Gonzalo et al. The Lancet Infectious Diseases. Accessed May 5, 2025 ; %. Kampmann B, et al. N Engl J Med. 2023;388(16):1451-1464
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Review

Respiratory Syncytial Virus: A WAidid Consensus Document on
New Preventive Options

Matteo Ricco 100, Bahaa Abu-Raya 2,340, Giancarlo Icardi ¢, Vana Spoulou 7, David Greenberg 8
Oana Falup Pecurariu %1%, Ivan Fan-Ngai Hung 110, Albert Osterhaus 2", Vittorio Sambri 1314
and Susanna Esposito 1>*

(mAbs) and vaccines. Results: Historically, RSV treatment options were limited to supportive care and
the monoclonal antibody palivizumab, which required multiple doses. Recent innovations have led to
the development of long-acting mAbs, such as nirsevimab, which provide season-long protection with
a single dose. Nirsevimab has shown high efficacy in preventing severe RSV-related lower respiratory
tract infections (LRTIs) in infants, reducing hospitalizations and ICU admissions. Additionally, new
vaccines, such as RSVpreF and RSVpreF3, target older adults and have demonstrated significant
efficacy in preventing LRTIs in clinical trials. Maternal vaccination strategies also show promise in
providing passive immunity to newborns, protecting them during the most vulnerable early months
of life. This document further discusses the global burden of RSV, its economic impact, and the
challenges of implementing these preventative strategies in different healthcare settings. Conclusions:
The evidence supports the integration of both passive (mAbs) and active (vaccines) immunization
approaches as effective tools to mitigate the public health impact of RSV. The combined use of these
interventions could substantially reduce RSV-related morbidity and mortality across various age
groups and populations, emphasizing the importance of widespread immunization efforts.

Vaccines 2024, |



Impact of routine prophylaxis with monoclonal

antibodies and maternal immunisation to prevent ww.eurosurveillance.org
respiratory syncytial virus hospitalisations, Lombardy

region, Italy, 2024/25 season

Francesco Menegale*?, Luigi Vezzosi?, Marcello Tirani3, Simona Scarioni?, Stefano Odelli?, Federica Morani3, Catia Borriello3,
Elena Pariani“ . llaria Dorigatti> . Danilo Cereda3’", Stefano Merler*", Piero Poletti*’

Expected proportion of RSV hospitalisations averted
in the overall population by different immunisation

strategies for varying coverage levels, Lombardy, Italy,
2024/25 season

Coverage 80%

mADbs

Coverage 70%
What are the implications of your findings for public health?

The introduction of immunisation programs based on monoclonal antibodies and maternal vaccination
can markedly reduce the hospital burden associated with RSV. Administration of monoclonal antibodies to

infants is likely to be more effective than maternal vaccination, as it is expected to have higher uptake and
efficacy.

Coverage 5%

Coverage 65%
Coverage 12%

Coverage 80%

Vaccine: Coverage 65%
mAbs: Coverage 80%?

Vaccine: Coverage 12%
mAbs: Coverage 70%"

Vaccine: Coverage 80%
mAbs: Coverage 95%?

[ Combined | Vaccination |
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* 63% of LRTI are due to RSV globally?
« RSV is highly contagious, and virtually

all children will be infected with RSV ALL I N FANT

by 24 months of age?

- . o PROTECTION

« The majority of all infants hospitalized,

in ICU or died due to RSV are

otherwise healthy full-term infants3-11 WORKS I N
« RSV has a significant burden in REDUC I NG

outpatient and inpatient

settings’2id MEDICAL PROBLEMS
« RSV is associated with short-, mid-, AN D H EALTH -

and long-term complications!.1>/16

RELATED COSTS

+ A significant economic burden is
associated with RSV-ALRI’

1. Piedimonte G, Perez MK. Pediatr Rev. 2014;35(12):519-530. Erratum in: Pediatr Rev. 2015;36(2):85. 2. Glezen WP, et al. Am J Dis Child. 1986;140(6):543-
546. 3. Hall CB, et al. Pediatrics. 2013;132(2):e341-e348. 4. Arriola CS, et al. J Pediatric Infect Dis Soc. 2020;9(5):587-595. Supplementary Tables 4-6. 5. Rha
B, et al. Pediatrics. 2020;146(1):e20193611. 6. Thwaites R, et al. Eur J Pediatr. 2020;179(5):791-799. 7. Sanchez-Luna M, et al. Curr Med Res Opin.
2016;32(4):693-698. 8. Demont C, et al. BMC Infect Dis. 2021;21(1):730. 9. Van Summeren JJGT, et al. BMC Infect Dis. 2021;21(1):705. 10. Yu, et al. Emerg
Infect Dis. 2019;25(6):1127-1135. 11. Kobayashi, et al. Ped Int/. 2021;0:1-7. 12. Lively JY, et al. J Pediatric Infect Dis Soc. 2019;8(3):284-286. 13.

Byington CL, et al. Pediatrics. 2015;135(1):e24-e31. 14. Abreo A, et al. Clin Infect Dis. 2020;71(1):211-214. 15. Driscoll AJ, et al. Vaccine. 2020;38(11):2435-
2448. 16. Simoes EAF, et al. J Infect Dis. 2020;221(8):1256-1270. 17. Zhang S, et al. J Infect Dis. 2020;222(suppl 7):S680-S687.



LOOKING FORWARD TO WELCOMING
e ESPID IN BOLOGNA ON JUNE 1-6 2026!

PAEDIATRIC INFECTI®US
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