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Introduccid: VRS 3t CAMFIC

* Lainfeccid pel virus respiratori sincicial (VRS) és molt freqlient en
infants (es calcula que la majoria s’infecten abans dels 2 anys).

e S'estima que és responsable d'un 60-70% del total de casos de
bronquiolitis i del 25% de les pneumonies en infants < 1 any.

[d ElPeriédico

La bronquiolitis en nifios satura las urgencias y las ucis
pediatricas en Catalunya

La bronquiolitis en bebés por debajo de los seis meses esta saturando las urgencias y
la uci pediatrica del Hospital Sant Joan de Déu...

14 nov 2022
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* EI'VRS presenta habitualment un patré estacional (octubre - marg)

Month June July Aug. Sep. Oct.
Winter virus
All-year virus Adenovirus/HBoV
Type-specific PIV3 PIV1
Spring hMPV
Spring/Fall Rhinovirus
Summer virus Non-rhinovirus enteroviruses

h' Moriyama M, et al. 2020.
08 Annu. Rev. Virol. 7:83-101

Font: Moriyama M, Hugentobler WJ, lwasaki A. Seasonality of Respiratory Viral Infections. Annu Rev Virol. 2020;7(1):83-101. doi:10.1146/annurev-virology-012420-022445
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Figure 1. Observed and expected (with 95% Cl) new RSV-related disease cases in a 7-day period from September 2019 to July 2021 in Catalonia in children
under 5 years old. Abbreviations: Cl, confidence interval; RSV, respiratory syncytial virus.

Font: Coma E, Vila J, Méndez-Boo L, et al. Respiratory Syncytial Virus Infections in Young Children Presenting to Primary Care in Catalonia During the COVID-19 Pandemic. J Pediatric Infect Dis Soc. 2022;11(2):69-
72. doi:10.1093/jpids/piab121

www.camfic.cat XXII Jornada vacunes i profilaxi de la CAMFiC. Barcelona, 14/10/2024



Introduccio: Nirsevimab

 El 31 d'octubre de 2022, I'EMA va aprovar el nirsevimab per a la
prevencio de la infeccio en lactants durant la seva primera temporada
de VRS.

* El nirsevimab és un anticos monoclonal huma d'immunoglobulina G1
kappa (iGG1k) produit en cel-lules d'ovari de hamster xines mitjancant
tecnologia d'ADN recombinant.

e S'administra una unica dosi IM i ofereix proteccio passiva durant
almenys 5 mesos.

* Es presenta en xeringa precarregada de 50 o 100 mg

* Alta eficacia

www.camfic.cat




Introduccid: La campanya d’immunitzacio a Catalunya «sg& avric
2023 - 2024

Quins nadons s’han d’immunitzar i quan?
@ Els nadons menors de 6 mesos, a 'octubre:

- Nascuts entre Pabril i el setembre de 2023, a l'atencio primaria i comunitaria}APic).
- Nascuts entre Poctubre de 2023 i el marc¢ de 2024, a 'hospital.
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g Evolucio epidemiologica 2023-2024 3o CAMFIC

Comparacio taxa bronguiolitis amb temporades anteriors a Catalunya Ewvolucid didria del nombre de bronquiclitis dels darrers 7 dies a Catalunya
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Font: diagndstics ECAP {uniwersal). Estimacions amb dades hislorigues des del 2014 al 2019. Fonk diagnastics ECAP (universal)

Font: SIVIC - https://sivic.salut.gencat.cat/vrs
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Supplementary Figure 1b. Daily incidence (7-day moving average) of bronchiolitis attended in primary care
and COVID-19 cases in infants under 2 years-old since 2012.
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Evolucio epidemiologica 2023-2024
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Font: Perramon-Malavez A, de Rioja VL, Coma E, et al. Introduction of nirsevimab in Catalonia, Spain: description of the incidence of bronchiolitis and respiratory syncytial virus in the 2023/2024
season. Eur J Pediatr. Published online September 28, 2024. doi:10.1007/s00431-024-05779-x
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Efectivitat de la immunitzacio a Catalunya 3% CAMFIC

br | Wi | sun | sut | ago | set | oct I nov | Des | Gen | Feb | mar
Estacional i }@g éj%‘ 6%' é@é_ @é_ @g

Catch-up

ooo
[n]=]s]

XXII Jornada vacunes i profilaxi de la CAMFiC. Barcelona, 14/10/2024



e o ° ° ° 7 s‘.‘d. i
Efectivitat de la immunitzacio: cohort de catch-up 3R MG

Original research

@ Effectiveness of nirsevimab immunoprophylaxis

against respiratory syncytial virus-related outcomes
in hospital and primary care settings: a retrospective
cohort study in infants in Catalonia (Spain)

Ermengol Coma @ ,' Montserrat Martinez-Marcos @ ,* Eduardo Hermosilla, '
Jacobo Mendioroz,” Anna Refé,’ Francesc Fina,' Aida Perramon-Malavez,*
Clara Prats,* Gloria Cereza,>® Pilar Ciruela,”” Valenti Pineda,? Andrés Anton,”
Gemma Ricés-Furio, """ Antoni Soriano-Arandes,'? Carmen Cabezas®

OPEN ACCESS

Coma E, Martinez-Marcos M, Hermosilla E, et al. Effectiveness of nirsevimab immunoprophylaxis against respiratory syncytial virus-related outcomes in hospital and primary care settings: a retrospective
cohort study in infants in Catalonia (Spain). Arch Dis Child. 2024;109(9):736-741. Published 2024 Aug 16. doi:10.1136/archdischild-2024-327153
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Metodologia 3% CAMFIC

* Disseny de |'estudi: Estudi de cohorts retrospectives.
* Poblacié d'estudi: Infants nascuts d'abril a setembre del 2023
* Periode d'estudi: 1 d'octubre del 2023 — 31 de gener 2024
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Metodologia: variable exposicid

e Cohort exposicié (immunitzats): Infants que han rebut una dosi de
nirsevimab durant el periode d'estudi

e Cohort control (no immunitzats): infants que no consta que hagin
rebut una dosi de nirsevimab durant el periode d'estudi

'exposicio es defineix de forma dinamica

No exposat

No exposat

No exposat @ s e ~ Eﬁﬂ
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Metodologia: variables resultat

e Atencio primaria (ECAP):
* Infeccio confirmada (multitests)
* Bronquiolitis
* Pneumonies viriques
* Atencio hospitalaria (CMBDH i CMBD-URG):
e Visita a urgencies hospitalaries per bronquiolitis
* Ingrés hospitalari amb diagnostic d’alta de bronquiolitis per VRS
* Ingrés a UCI amb diagnostic d’alta de bronquiolitis per VRS

Covariables: edat, sexe, ruralitat, nacionalitat i nivell SE

www.camfic.cat




Metodologia: analisi estadistica

* Diferencia de mitjanes estandarditzades (SMD) per valorar si les
cohorts estan equilibrades

* Representacio incidencia acumulada per a cada resultat mitjancant
corbes de Kaplan-Meier

e Calcul dels hazard ratio (HR) mitjancant regressio de Cox amb ajust
per temps de calendari (calendar time scale)

* Els models de Cox s’ajusten per les variables confusores

e Calculem efectivitat com (1 — HR)*100

* Analisis de sensibilitat, analisi estratificada per mes, control negatiu

www.camfic.cat




17 Resultats e CAMFIC

Infants born between April and
September 2023
N=27121

- Without a valid health
identifier number (N=498)
- Moved outside Catalonia (N=79)
- Who died (N=19)

Y
Infants whithout exclusion criteria
N=26525

Infants immunised with \

Nirsevimab Infantsr;\_?;:i;r;;numsed
N=23127 (87.19%) &
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Variable Control group Nirsevimab group
/Nl— 2 20Q)\ INI—D222 1927\
Median (IQR) age, days Supplementary Figure 4. Standardised mean differences (SMD) in the study population, showing confounder
- imbalance.
Month of birth .
April Age : ®
May :
June :
July Nationality (Spanish) . @
August
September
Socioeconomic status & :
Median (IQR) age at the time of E
immunisation, days :
Rural @ :
Male sex :
Nationality (Spanish) |
Sex L :
Rural :
Median (IQR) socioeconomic 00 0.1 02 03 0.4 05
status SMD
(ISC index) | | |
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Resultats

Table 2. Number of different outcomes, incidence rates (per 100,000 person days). adjusted hazard

ratios, and effectiveness according to nirsevimab immunisation status

Control group Nirsevimab group

Outcome Rate per Rate per Ady _ustﬂd ']}:ftzard Eﬂ'&cﬁa}'ﬂnﬂss

N 100,000 persoy N 100,000 | rate (9% CI) (95% C1)

davs person davs

RSV infection ] 0311 68.9%

31 437 E 3.04 (0.200 to 0.483)]  (51.7% to 80%)
Primary care attended - 0.519 48.1%
bronchiolitis 617 739 1.560 7 | (0467 to 0.576)] (42.4% to 53.3%)
Viral pneumonia 0.393 6i0. 7%

14 2.06 2 175 (0.203 to 0.758) (24.2% to 79.7%
Hospital emergency - - - - 0446 55.4%
visits 354 4.1 604 23:3 (0.385 to 0.516)| (48.4% to 61.5%)
Hospital admission s - 0.124 87.6%

e 733 >2 210 (0.086 to 0.179)] (82.1% to 91.4%)
ICU admission 0.099 90.1%

17 213 8 0.33 (0.041 to 0.237) (76.3% to 95.9%)

www.camfic.cat




Hospital admission
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Figure 2  Estimated risk of hospital and intensive care unit (ICU) admissions due to bronchiolitis caused by respiratory syncytial virus according to
immunisation status.
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Resultats

Primary care attended bronchiolitis

Viral pneumonia

societat catalana de medicina
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Supplementary Figure 5. Estimated impetigo infection risk according to nirsevimab immunisation status Supplementary Table 2. Number and adjusted hazard ratios stratified by month of birth of hospital
(negative control outcome analysis) admissions according to nirsevimab immunisation status

Impetigo
Month of birth Number of events Adjusted hazard ratio
0015 (95% CI)
z April 11 0.158
g —_— (0.095 to 0.551)
5 May 10 0.210
: (0.056 to 0.777)
O 0005
June 11 0.032
(0.007 to 0.150)
0.000
0 12 24 P 48 €0 72 84 o6 108 122 July 23 0.235
Days (0.101 to 0.546)
August 27 0.135
0 2 39 48 55 9 65 69 69 s e (0.060 to 0.300)
Nrsevimab 13 a1 n 102 132 m 196 230 n 289 207 SEP’[EI’II ber A6 0.137
0 12 24 3 48 60 72 84 96 108 122 (0.075 to 0.249)
Days
= Global (stratified) 128 0.141
Control == Nirsevimab (0.098 to 0.203)
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Conclusions

* Cobertures elevades
e Efectivitat del 90% per a ingressos a UCIl i 87,6% en ingressos.
* Reduccions molt importants en resultats menys greus, bronquiolitis

ateses en AP (48%), infeccions per VRS (68,9%), pneumonies viriques
(60,7%) i visites a urgencies (55,4%)

www.camfic.cat
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Efectivitat de la immunitzacio: cohort estacional 3R MG
(en revisio)
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* Disseny de l'estudi: Estudi de cohorts retrospectives.
* Periode d'estudi: 1 d'octubre del 2023 — 31 de gener 2024
* Poblacio d'estudi: Infants nascuts de |I'1 d’octubre 2023 al 21 de

gener 2024
e Variables resultat: Urgencies, ingressos i UCI.
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Infants born between 1st October
2023 and 21st January 2024

N=17,880

- Not assigned to a public PCP: 2,484
— - Moved outside Catalonia: 38
- Missing sociodemographic information: 17

Eligible
N =15,341

Immunised Non-immunised
N = 14,055 N=1,286
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Group ~+ Nondmmunised ~= Immunised

004- Y
0015~ | — -
P | y 0010~
" g ®
aasg 003- oo
; ‘ : , : —
3 s : o 3 e
o010 ) = b~
5 J’ "5002 ‘E
g oA 2 Eooos
Oo005 - o 2
) 001-
0.000- 000- 0.000-
0 20 60 90 120 0 0 60 90 120 0 2 60 20 120
Time (days) Time (days) Time (days)

D
All-causes bronchiolitis PICUs

Group ~+ Nonimmunised ~= Immunised

E
All-causes bronchiolitis hospital admissions
Group ~+ Non-dmmunised ~»= Immunised

0.05-

F

All-causes bronchiolitis emergency visits

Group ~+ Nonimmunised ~~ Immunised

0020- RRRPRPPIO FRPOROP P NOTOTPOVRIPIPPIPIPIPO
o) ______"‘”“*"" oot
il 004~ Jmr wdt

0015- o .
o aaaa ) [ - —
-s 2 § 7 E 004 e
3 $o03- S e
3 . -4 .
° L R
2 0010- v 3 2
§ W s 3002~ '§

g 002+

O o O

0.005-

001~
0000~ 000- 000-

www.camfic.cat

XXII Jornada vacunes i profilaxi de la CAMFiC. Barcelona, 14/10/2024




o . . « o 3¢ 0o :
Resultats i conclusions cohort estacional (en revisio) *5x* “MiC

Adjusted Hazard Ratios with 95% Confidence Intervals

Hospital Emergency Visits

e Cobertures elevades

e Efectivitat similar ala dela

Hospital Admission N B
cohort catch-up tot i que
lleugerament meés baixa per
cundmission "0 Ingressos.

!

o0 01 02 03 04 05 06 07 08 09 10 11
Hazard Ratio (HR)

-@- Catch-up cohort -@- Seasonal cohort
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Rapid communication & Open Access

Early estimates of nirsevimab immunoprophylaxis

effectiveness against hospital admission for respiratory FY—— ° . .
syncytial virus lower respiratory tract infections in infants, == 9 h 0S p Ita IS d e M urcia,
Valencia i Valladolid.

Spain, October 2023 to January 2024 M Check for updates

Carlos Femandez-Garcia® , Mario Carballide-Femandez®® | Ana Pineda-Caplliure” , Juan Mollar-Maseres? , Maruan Shalabi Benavent® |

Francisco Sanz-Herrero "M atilde Zomoza-Morena™ , Jaime Jesis Pérez-Martin™" , Samtiago Alfayate-Miguelez'" , Rocio Pérez Crespo'®, i N a S C u tS d e S d e O 1 04 2 O 2 3 .
Encamacion Bastida Sanchez'? | Ana |sabel Menasalvas-Ruiz™ , M® Cima Téllez-Gonzdlez'* | Samuel Esquiva Soto™

v
Carlos Del Toro Saravia™ | Ivén Sanz-Mufioz'® , José Maria Eiros'® | Vanesa Matias Del Pozo'® , Marina Toquero-Asensi't

Mbnica Lopez-Lacort™>" ), Cimia Mufioz-Quiles™>" | Ainara Mira-Iglesias’? , F Xavier Lopez-Labrador®®# | Beatriz Mengual-Chulig®?

ar . : .
Eliseo Pastor-Villalba'" , José Antonio Lluch-Rodrigo'” , Javier Diez-Dominga™>'® , Alejandro Orrico-Sanchez! 21 ® N —_ 1 5 . 6 7 6 I nfa nts .

Effectiveness of nirsevimab against hospitalisation in infants by the screening method and test-negative ® CO b e rt u re S e nt re 7 8’ 7 % i

design, three regions in Spain, October 2023-Januvary 2024 (n="186 admissions)

RSV-LRTI {n=95) Megative RSV-LRTI (n=71} 9 8 6 %
’ [ ]

(1-OR)x 100 {(1-0R) x 100 955
| . 0 ¢ 070
Screening e Efectivitat entre 70% i 87%
Murciz BES 71 to929 275 =47 3 to 662
Walenca 693 36.4to BR.Z 196 —180.8to 823
Walladolid 970 B7.7 o996 oy
Pooled data 244 7E.8 10 90.0 324 375 m BT
Test-negative design
Fooled dats 70.2 383108859 NA

Cl: credible interval; LRTI: lower respiratory tract infection; MA: not available; OR: odds ratio; RSV respiratory syncytial virus.

* Only data from Murcia and Valencia were considered because there wera no negative RSV-LRETI in Valladobd.

Font: Lépez-Lacort M, Mufioz-Quiles C, Mira-Iglesias A, et al. Early estimates of nirsevimab immunoprophylaxis effectiveness against hospital admission for respiratory syncytial virus lower
respiratory tract infections in infants, Spain, October 2023 to January 2024. Euro Surveill. 2024;29(6):2400046. doi:10.2807/1560-7917.ES.2024.29.6.2400046
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Morbidity and Mortality Weekly Report (MMIWR) Search

What is added by this report?

Early Estimate of Nirsevimab Effectiveness for Prevention of Respiratory
Syncytial Virus—Associated Hospitalization Among Infants Entering
Their First Respiratory Syncytial Virus Season — New Vaccine

Nirsevimab effectiveness was 90% against RSV-associated hospitalization in infants in their
first RSV season. Median time from receipt of nirsevimab to symptom onset was 45 days (IQR

. =19-76).
Surveillance Network, October 2023—-February 2024 )
Weekly / March 7, 2024 / 73(9);209-214
Nirsevimab Effectiveness Against Cases of Respiratory
- - - - - - - - ABSTRACT
Syncytlal Vlrus BronChl()lltlS HOSPltallsed n In September 2023, France was one of the first countries that started a national immunisation campaign with nirsevimab, a new
P aedlatrlc Intenswe Care UnltS in France’ monoclonal antibody against respiratory syncytial virus (RSV). Using data from a network of paediatric intensive care units
(PICUs), we aimed to estimate nirsevimab effectiveness against severe cases of RSV bronchiolitis in France. We conducted a
September 2023_'] 311ua1'y 2024 case—control study based on the test-negative design and included 288 infants reported by 20 PICUs. We estimated nirsevimab
Juliette Paireau'2® | Cécile Durand@ | Sylvain Raimbault*@ | Joséphine Cazaubon! | Guillaume Mortamets @ | effectiveness at 75.9% (48.5-88.7) in the mallana]ysls and 80.6% (61.6-90.3) and 80.4% (61.7-89.9) in two sensitivity analyses.
Delphine Viriot! @ | Christophe Milesi® @ | Elise Daudens-Vaysse? | Dominique Ploin*® | Sabrina Tessier® © | These real-world estimates confirmed the efficacy observed in clinical studies.

Noémie Vanel® | Jean-Loup Chappert® @ | Karine Levieux!' © | Ronan Ollivier'? | Jamel Daoudi'® |
Bruno Coignard! @ | Stéphane Leteurtre! | Isabelle Parent-du-Chatelet' ©@ | Sophie Vaux! ©

Font: Moline HL, Tannis A, Toepfer AP, et al. Early Estimate of Nirsevimab Effectiveness for Prevention of Respiratory Syncytial Virus-Associated Hospitalization Among Infants Entering Their First Respiratory Syncytial Virus Season - New Vaccine Surveillance Network,
October 2023-February 2024. MMWR Morb Mortal Wkly Rep. 2024;73(9):209-214. Published 2024 Mar 7. doi:10.15585/mmwr.mm7309a4

Paireau J, Durand C, Raimbault S, et al. Nirsevimab Effectiveness Against Cases of Respiratory Syncytial Virus Bronchiolitis Hospitalised in Paediatric Intensive Care Units in France, September 2023-January 2024. Influenza Other Respir Viruses. 2024;18(6):e13311.
doi:10.1111/irv.13311
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Agencia de Salut Publica de Catalunya (ASPCAT)

Inici Sobre I'Agéncia Ambits d'actuacié Publicacions, formacio i recerca Actualitat

Inici > Ambits d'actuacié > Promacié iprevencid > Vacunacions > Immunitzacié virus respiratori sincicial (VRS) Prog rama d’lmmunltzaCIé
Immunitzacié virus respiratori sincicial (VRS) contra el virus respiratori

sincicial (VRS) en infants a
Lz infeccié pel virus respiratori sincicial (VRS) és una de les infeccions C atal u nya

més freqlents | una de les principals causes d'hospitalitzacio en infants

mes petits de 5 anys. Per aguest motiu, el Comité Assessor de DEStaquem
Desenvolupament de Productes per 3 Vacunes (PDVAC) de
I'Organitzacid Mundial de |a Salut (OMS) indica que |a immunoprofilaxi * Video seminari web sobre la Versio executiva
.dE| VRS aTb \.’IEEL.,II"IE_S i anticossos monoclonals (mab) és una immunitzacié contra el VRS 2
intervencio prioritaria.
12 de setembre de 2024

La infeccié per VRS es presenta habitualment un patrd estacional

d'octubre a febrer-marg i és tan freqlent que la majeria dels infants se
n'infecten abans dels 2 anys, Clinicament, pot tenir diverses
manifestacions, produint des de quadres de vies respiratories altes banzls o inaparents fins a episodis de
brongquislitis o pneuménies en lactants, gue solen ser més greus durant els primers mesos de vida | poden ser
especialment importants en infants prematurs. S'estima gue és el responsable d'un 60-70% de quadres de
bronquiclitis i d'un 25% de les pneuménies en aguest grup d'edat.

A Catalunya, es va incloure |a recomanacié dimmunitzacio contra el VRS als infants fins als 6 mesos la
temporada 2023-2024 amb nirsevimab (anticds moneclonal). La immunitzacid va aconseguir una reduccid
important de casos de bronguiolitis, visites a urgéncies | hospitalitzacions pel VRS 1 per altres causes en aguesta
franja d'edat, en comparacié a la resta de poblacio en edat pediatrica i als anys anteriors,

Tenint en compte impacte de la immunitzacié contra el VRS en tots els ambits sanitaris en els infants, aguesta
préxima temporada 2024-2025 es dura a terme de nou la campanya dimmunitzacié per a tots els infants
durant |a seva primera temporada del VRS (fins als 6 mesos), aixi com per als infants menors de dos anys d'alt
risc.

Informacid per a professionals sanitaris A

/Salut Tl S,

* Programa d'immunitzacio contra el virus respiratori sincicial (VRS) en infants a Catalunya: Versio executiva 2024

" Preguntes freqiients sobre el nirsevimab i la seva utilitzacié

https://salutpublica.gencat.cat/ca/ambits/promocio/vacunacions/immunitzacio-virius-respiratori-sincicial/
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Conclusions finals

e Laintroducci6 del nirsevimab ha suposat un canvi de paradigma

e Alta acceptacio del programa d’'immunitzacio a Catalunya per part de
professionals i families

 Elevades cobertures en les dues cohorts

* Reduccions molt rellevants en resultats d’atencio primaria i
hospitalaria

* Gran esforc per part dels professionals d’AP, hospitals, laboratoris, SP
| departaments per a desenvolupar la campanya

www.camfic.cat




Moltes gracies!
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