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2.7 million inhabitants
14.500 births (2022)
Migration uncommon
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Health system

SERGAS - Healthcare provider
98% public health coverage

7 healthcare areas

14 hospitals

Centralized electronic health
records
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Calendario de inmunizacion ao longo da vida. Direccion Xeral de Saude Publica. Available from: https://www.sergas.gal/Saude-publica/Calendario-comun-vacinacion



Vacuna/antigeno: TRIPLE VIRICA
Dois: Dogis 2

2017 Fiigh 3 2019 2000 2021 202l
Coberiurs W Cobertura % Cobertum % Cobertura % Cobertura ™ Cobertura 3

CUTHNN 2w mun mmw sen | mes st

Vacuna/ antipano: HEXAVALENTE=HIb

20T 2018 20189 2020 HIZL 2022
Cobertumm % Coberturs % Coberturn % Cobertum % Cobertura % Coberfura %
*

BB55%  SEETN  SEAI%  SSA1n  9510%  9598%

Dosiz: Recuerds 1

Vacunafantigeno: NEUMOCOCO CONJUGADA

2017 2000 2021 2022
Cobertura % Coberfura % Cobertura % Cobertura % Coberture % Cobertura %

i01B 2018
man  sssn sk smn  aen  me

Dasis: Recuerda 1

PEDIATRIC
VACCINATION
COVERAGE >90%




@, | XUNTA DE GALICIA j 3 I ICIS
(0]

+++
[ ] 2
+Y+ | CONSELLERIA DE SANIDADE o
bo camirio

2.- RSV IN GALICIA
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RSV IN GALICIA

RSV-associated acute
hospitalizations
Incidence rate by age
(months) during 3
seasons and average in
Galicia
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Epidemiology Department - General Directorate of Public Health. Avoided cases and number of children needing to be immunized ass ociated with the birth months
of the children participating in the nirsevimab administration campaign. Internal document. 2022
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Age category Year RSV hospitalization Population size | RSV-hospitalization
(N) rate per 100,000
children
= 6 months 2016 64 18708 342.1
2017 42 18945 221.69
2018 40 18387 217.55
2019 91 16567 549.28
2022 76 14479 524.9
< 6 months 2016 711 18708 3800.51
2017 436 18945 2301.4
2018 370 18387 2012.29
2019 601 16567 3627.69
2022 522 14479 3605.22

RSV hospitalization numbers extracted from Configuration Management Data Base
(conjunto minimo basico de datos, CMBD) with the ICD-10-ES codes J21.0, J20.5, J12.1
and B97.4 included in the first 3 diagnostic positions.

Mallah N et al. Assessment of effectiveness and impact of universal prophylaxis with nirsevimab for prevention of hospitalizations due to respiratory syncytial
virus in infants. The NIRSE-GAL study protocol. Hum Vaccin Immunother. Epub 2024 May 13. doi: 10.1080/21645515.2024.2348135. PMID: 38738683
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TABLE 2 Incidence rate ratio (IRR) of primary care emergency (PCE) visits and hospital emergencies (HE) along with their 95% confidence
intervals (Cl) in RSV hospitalized children compared to those not hospitalized children.

Hospitalized (N=3313) Not Hospitalized (N=3313)
Follow-up time (days) Qutcome Mean (SD) % (N) Mean (SD) % (N) IRR (95% Cl)
-30to -1 PCE 0.2 (0.5) 14.9% (495) 0.0 (0.2) 3.2% (105) 4.89 (4.03-5.99)
HE 0.9 (1) 58.4% (1936) 0.1 (0.4) 9.9% (328) 6.52 (5.88-/7.25)
0 to 89 PCE 0.1 (0.5) 9.9% (327) 0.1 (0.3) 5.6% (185) 1.54 (1.31-1.82)
HE 0.5 (0.9) 30.4% (1006) 0.2 (0.5) 12.5% (413) 2.391217-2.63)
90 to 364 PCE 0.7 (1.5) 30.7% (1017) 0.4 (1.0 22.8% (7535) 1.29(1.21-1.39)
HE 1.6 (2.2) 58.4% (1934) 0.8 (1.4) 35.9% (1190) 1.69 (1.61-1.77)
365 to 729 PCE 0.8 (1.6) 31.8% (1055) 0.5(1.2) 22.6% (749) 1.25(1.17-1.33)
HE 1.4 (2.3) 49.5% (1641) 0.7 (1.6) 30.9% (1023) 1.45 (1.38-1.52)
2730 PCE 1.73:2) 41.1% (1362) 1.2 (2.6) 32.9% (1090) 1.13 (1.08-1.17)
HE 2.1(3.4) 50.6% (1676) 1.3(2.6) 36.1% (1197) 1.24 (1.20-1.29)

Note: N: total number of children who attended at least once to primary care or hospital emergency. %, percentage of children who attended at least
once to primary care or hospital emergency.

Abbreviation: SD, standard deviation.

Ares-Gomez S et al. Short- and mid-term morbidity and primary-care burden due to infant respiratory syncytial virus infection: A Spanish 6-year population-
based longitudinal study. Pediatr Allergy Immunol. 2024 May;35(5):e14131. doi: 10.1111/pai.14131. PMID: 38700124.
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General Directorate of Public Health. Circulation of the respiratory syncytial virus in Galicia: Validity of the wave thresh-old. Epidemiological Bulletin of Galicia.
Volume XXXII. number 6.
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Table 3. Outcomes thruugh 150 Days after the Iniecl:i-nn‘*

Cases Averted

per 1000 Infants Mumber Needed
Mirsevimab Placebo Efficacy Treated to Treat
Outcome (M =686) (N =342) (95%6 CI)T (95% Cl) (95% CI)§
no. (%)
Medically attended RSV-associated 17 (2.5) 37 {10.8) 77.0 (59.8t0 86.8) B83.4 (62.0to 105.0) 12 (10tc 17)

lower respiratory tract infection
on any test resultY

Medically attended RSV-associated 15 (2.2) i3 (9.8} 772 (58.7to 875) 74.7 (53.01t095.0) 14 {11 to 19)
lower respiratory tract infection
on central test resulty

Medically attended lower respiratory 60 (8.7) 62 (12.1) 531.5 (32.6to 65.2) 93.6(63.01to 124.0) 11 {9 to 16)
tract infection of any cause¥|

Hospitalization for any respiratory ill- 2. (13) 11 (3.2) 59.0 (2.1 to 82.9) 19.0 (5.5 to 32.0) 53 (32 to 182)
ness due to RSY on any test result

Hospitalization for any respiratory 7 (1.0} 9 {2.6) 6l.1 (-3.7to 35.4) 16.1 (4.5 to 28.0) 62 (36 to 223)
illness due to RSV on central test
result

Hospitalization far any respiratory ill- 16 (2.3) 14 (4.1} 428 (-158to 717} 17.7 (2.0t0 33.0) 57 {31 to 500)

ness of any cause

Hammitt LL et al. Nirsevimab for Prevention of RSV in Healthy Late-Preterm and Term Infants. N Engl J Med. 2022 Mar 3;386(9):837-846.
DOI: 10.1056/NEJM0a2110275. PMID: 35235726.
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Placebogroup  Nirsevimab Relative risk p value
(n=786) group (n=1564)  reduction (95% Ci)
Medically attended RSV LRTI* 51 (6%) 19 (1%) 79-5% (65-9-87-7) <0-0001
Haspital admission for 21 (3%) 9 (1%) 77-3% (50.3-89-7) 0-0002
medically attended RSV LRTIT
Very severe RSV LRTIE 18 (2%) 5 (<1%) 86-0% (62.5-94-8)  <0.0001
Medically attended LRTI of any 145 (19%) 191 (12%) 35-4% (21:5-46.9) <0-0001
causedh
Haospital admission for 51 (6%) 57 (4%) 43-8% (18:8-611) 0-0022
respiratory illness of any
causet§

Relative risk reduction (95% Cl) and p values were estimated on the basis of Poisson regression with robust variance
across all case definitions. LRTI=lower respiratory tract infection, RSV=respiratory syncytial virus. *The model included
study code, treatment group, and stratification factors (age at randomisation and hemisphere) as covariates obtained
from PROC MIANALYZE after missing data imputation. fThe model included study and treatment group as covariates
for pooled studies obtained from PROC MIANALYZE after missing data imputation. $The model included treatment as
a factor. §included are all medically attended LRTIs according to the investigator’s judgement, regardless of whether
they met the clinical criteria for the definition of medically attended LRTI (appendix p 4).

Table 2: Efficacy of nirsevimab weight-band dose on different case definitions of medically attended LRTI
to 150 days post-dose (intention-to-treat population)

SimoOes EAF et al. Efficacy of nirsevimab against RSV lower respiratory tract infections in preterm and term infants: a pooled analysis of randomised controlled
trials. Lancet Child Adolesc Health. Epub 2023 Jan 9. DOI: 10.1016/S2352-4642(22)00321-2. PMID: 36634694.
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Table 1: Adverse reactions

MedDRA SOC MedDRA Preferred Term Frequency
Skin and subcutaneous tissue disorders | Rash® Uncommon
General disorders and administration | Injection site reaction” Uncommon

site conditions :
Pyrexia Uncommon

* Rash was defined by the following grouped preferred terms: rash, rash maculo-papular, rash macular.
® Injection site reaction was defined by the following grouped preferred terms: injection site reaction, injection
site pain, injection site induration, injection site oedema, injection site swelling.

Beyfortus : EPAR - Product Information. Available from: https://www.ema.europa.eu/en/documents/product-information/beyfortus-epar-product-information_en.pdf



3.- RSV
INMUNIZATION

CAMPAIGN

Season 2023/2024

Seasonal

Born from September 25, 2023 to March 31, 2024. They will
receive a dose after birth.

Catch-up

Born between 1 April and 24 September 2023. They will
receive a dose at the beginning of the season.

High-risk

Born, with risk factors, between 1October 2021 and 31
March 2023. See the full list in Table 1.
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RSV INMUNIZATION CAMPAIGN

o |

25/09/23 -
31/03/25

Seasonal

All infants born during RSV season, i.e. from
25" September 2023 to 31 March 2025,
will receive 1dose of nirsevimab in the
hospital, in the first 24 hours of life, unless
medically contraindicated.

Catch-up

Immunization of all infants under 6
months at the start of the RSV
season Will receive 1dose of
nirsevimab in their reference
hospitals following a flexible
electronic personal citation, within 3
weeks of the start of the RSV
prophylaxis campaign.

Campaiia de inmunizacion fronte ao virus respiratorio sincitial. Instrucion 7/23. Direccién Xeral de Saude Publica. Available from: https://www.sergas.gal/Saude-

publica/INMUNIZACION-FRONTE-AO-VIRUS-RESPIRATORIO-SINCITIAL
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‘<24

High risk

Any infant with any of the conditions listed
below and under 24 months of age at the
start of the RSV campaign, will be cited in
the first week of the campaign to receive
nirsevimab in their reference hospital.

RSV INMUNIZATION CAMPAIGN

 Patients with congenital heart diseases featuring
significant hemodynamic impact.

¢ Severe immunosuppression

« Bronchopulmonary dysplasia

« Congenital metabolic disorders

« Neuromuscular diseases

« Severe pulmonary diseases

« Genetic syndromes with significant respiratory issues
* Down syndrome

 Cystic fibrosis

« Infants on palliative care

* Premature infants under 35 weeks (including
gestational age <29 weeks), a single dose before
reaching 12 months of age.

Campaiia de inmunizacion fronte ao virus respiratorio sincitial. Instrucion 7/23. Direccién Xeral de Saude Publica. Available from: https://www.sergas.gal/Saude-
publica/INMUNIZACION-FRONTE-AO-VIRUS-RESPIRATORIO-SINCITIAL
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Campafia de inmunizacion fronte ao virus respiratorio sincitial. Videos informativos. Direccion Xeral de Saude Puablica. Available
from: https://www.voutube.com/watch?v=F8uFLIaKOS8&Ilist=PLhArxaNG- GcrkaDw8VIMOEKFYOY3EReD&index=1
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Campafia de inmunizacion fronte ao virus respiratorio sincitial. Videos informativos. Direccion Xeral de Saude Puablica. Available
from: https://www.voutube.com/watch?v=F8uFLIaKOS8&Ilist=PLhArxaNG- GcrkaDw8VIMOEKFYOY3EReD&index=1
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Evaluation of the \
effectiveness and impact
of Nirsevimab in Galicia

The purposs of NIRSE-GAL is 10 evaluate ths impact of the inciusion of nirsavimab In tha Galician mmunisation

schedule on the prevention of Hespiratory Syncytal Respiratory Syncytial Virus (RSY) infections in children.
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4.- RSV SURVEILLANCE & NIRSE-GAL STUDY
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Objectives
of the study

10 evaluate nirsevimanb coverage

To assess longitudinally the impact
of nirsevimab on (recurrent)
wheezing and asthma.

More information available on: https://www.nirsegal.es

RSV SURVEILLANCE & NIRSE-GAL STUDY

The primary objective of the study is to evaluate the effectiveness of
nirsevimab on hospitalization for Respiratory Sincitial Virus (RSV)
related to lower respiratory track infections (LRTI) during the RSV

season (which starts on October 1st and ends on March 1st) in 3
groups of children: Infants bormn during RSV season, infants younger

than 6 months at the start of RSV season and high-risk children

younger than 24 months at the start of RSV season.

To estimate the effectiveness of
rirsevimab in Reducing ths risk of:

1. Very severe RSV-refated LRTI dafined
by requirmg neonatal ancfor padiatne
1CU admssion

2. Very severe RSV-refated LRTI dafinad
by labet of severity

3. All causes LRTI haspitalization

4. ANl Cause hospitalzation

vV To study the above mentioned
primary and secondary endpoints in
the 2ndd and 3rd year after
nrsavimab administration

To evaluate the impact of
nirsevirmab on primary
care/healthcare consumption.
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Vaccination coverage

Immunized in campaign: infants born Catch-up vaccinated: infants born
after September 25 (up to 31-03- between April 1and September 24 (up
2024) to 31-03-2024)

92,4% 84.8%

with a total of 6,890 immunized with a total of 6,237 immunized
infants infants

Note: 348 out of 360 high-risk children (96.7%) were immunized.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.sergas.ogal/Saude-publica/) TEMPADA-2023-2024
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Evolution of the RSV epidemic wave

Ynirse-gal RSV WAVE GALICIA
RSV positivity percentage (up to 31-03-24)
25 Season 2023.24
Season 2022-23

40 42 44 46 48 50 52 2 4 6 8 10 12
Epidemic week

Souwrce. Direccion Xeral de Sadde Pablca

Figure 4. Total population positivity percentage (RSV) in Galicia, in seasons 2022-23 and 2023-24
up to 31-03-2024.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.seroas.gal/Saude-publica’) TEMPADA-2023-2024
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Cohort of infants born between April — September (Catch-up)

Cohort of infants borm between April and Seplember

Cohort of infants born between Apell and Seplember
RSV hospitalization weekly rale in Galicia (24-03-24)

RSV hospitalization cumulative weekly rate in Galicia (24-03-24)
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Weekly RSV hospitalization rate in Galicia, by Cumulative weekly RSV hospitalization rate in
season, up to 31-03-2024. Cohort of infants born  Galicia, by season, up to 31-03-2024. Cohort of
between April and September. infants born between April and September

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.sergas.ogal/Saude-publica/) TEMPADA-2023-2024
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Infants under 2 months of age

Infants less than 2 months Infants less than 2 months
RSV hospitalization weekly rate in Galicia [24-03-24) REV hospitalization cumalative weekly fate in Galicia (24-03-2.4)
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Weekly RSV hospitalization rate in Galicia, by Cumulative weekly RSV hospitalization rate in
season, up to 31-03-2024. Infants less than 2 Galicia, by season, up to 31-03-2024. Infants less
months than 2 months.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.seroas.gal/Saude-publica’) TEMPADA-2023-2024
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Infants under 6 months of age

Infants less than & months Infants less than 6 maonths
RSV hospitelizetion weekly rate in Galicia (24-03-24) RSV hoapitalizetion cumulative weekly rate in Galicia (24-03-24)
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Weekly RSV hospitalization rate in Galicia, by Cumulative weekly RSV hospitalization rate in
season, up to 31-03-2024. Infants less than 6 Galicia, by season, up to 31-03-2024. Infants less
months. than 6 months.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.sergas.ogal/Saude-publica/) TEMPADA-2023-2024
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Infants born between April - March in their 2nd RSV season

Cohort of children born between April and March in thelr 2nd RSV season Cohort of children born between April and March in their 2nd RSV season
RSV hospitalization weekly rate in Galicia (24-03-24) RSV hospitalization curmudative weekly rate in Galicia (24-03-24)
200 ( Season 2073-24% 1'500 ‘I Season 203-24¢
| w— Seaan 201718 — Spason 201718
=) I — S0M00 201515 — SeanOn 2010-19
8_ 150 ‘,— Seance 201020 § — Spasan 2010.20
§ | —— Seszeon 202223 § 1,000 | — Season 202223 |
c ‘ c ' 1 1
o “
é 100 5
= 3
= % 500
g so 2
= X
D 3 — o -
40 42 44 46 4B S50 52 2 4 6 B W 12 14 1w 8 20 40 A2 44 46 48 S50 52 2 4 6 B 0 12 4 16 8 20
Epidemic week Epidemic week
Source Duweciton Xernl tle Sauae Pibiica Sowree Dreccion Xmul de Saode Plblica
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season, up to 31-03-2024. Cohort of infants born ~ Galicia, by season, up to 31-03-2024. Cohort of
between April and March in their 2nd RSV season.  infants born between April and March in their 2nd
RSV season.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.sergas.ogal/Saude-publica/) TEMPADA-2023-2024
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Ares-Gomez S et al. Effectiveness and impact of universal prophylaxis with nirsevimab in infants against hospitalisation for respiratory syncytial virus in Galicia,
Spain: initial results of a population-based lonagitudinal studyv. Lancet Infect Dis. 2024 Apr 30:S1473-3099(24)00215-9. DOI: 10.1016/S1473-3099(24)00215-9.
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Nirsevimab non-recipients

Nirsevimab recipients

Incidence rate

Effectiveness, %

ratio (95% Cl) (95% C1)*
Events  Number Person-years Events Mumber  Person-
analysed analysed  years

R5V-related LRTI hospitalisation

Intention-to-treat analysist 16 851 20703 30 Q408 187771 018 {0-10-0.34)  82.0(65-6-90.2)

Sensitivity analysist 19 855 20755 L 0404 187764 013 (0-07-0-23) 875 (76-6-93-2)
Severe RSV-related LRTI with oxygen support

Intention-to-treat analysist 10 851 20703 15 5408 187771 013 (0-06-031) B869(651-94-2)

Sensitivity analysis} 11 855 20755 13 9404 187764 010 (0-04-0-23)  90-0(76-6-957)
Gevere RSV-related LRTI with intensive care unit admizsion 51 20703 10 Q408 18771 MA, WA
Severe RSV-related LRT! with non-invasive mechanical ventilation 0 a51 20703 7 o408 187771 MA M
Severe RSY-refated LRTI with invasive mechanical ventilation 851 20703 0 9408 187771 MA MA
All-tause LRTI hospitalisation 43 826 20680 150 G237 1861-84 031 {02 2-0:44) 692 (55-9-78.0)
All-cause hospitalisation§ i 817 205-81 289 Q072 184074 034 (026-0-44) 662 (560-73.7)

LRTI=lower respiratary tract infection. NA=not applicabde. RSV=respiratory syncytial virus. * Nirsevimab effectiveness was estimsited from Incidence rate ratios calolated using Polsson regression muodels, which
were adjusted for enrolment group (catch-up and seasonal), sex, and heafth district area. Only patiants with non-zero follow-up time were includad. TRor the main analysis (intention-to-treat analysis), any event
that took place after immunisation with nirsevimab was considered a case; all analyses were done in this population unless otherwise indecated. $For thesensithvity analysis, after the reviewers' and expert
advisary committee's assessment of the event's relation to RSV infection and considering the definition of breakthrough cases; patients immunised but not meeting these criteria were allocated to the non-

nirsevimah group. §All-cavse hospitalisations include non-LRTI hospitalisations,

Table 2: Nirsevimab effectiveness against NIRSE-GAL study endpoints estimated in infants for the first 3 months of the 2023-24 vaccination campaign vsing Poisson regression models

Ares-Gomez S et al. Effectiveness and impact of universal prophylaxis with nirsevimab in infants against hospitalisation for respiratory syncytial virus in Galicia,
Spain: initial results of a population-based lonagitudinal studyv. Lancet Infect Dis. 2024 Apr 30:S1473-3099(24)00215-9. DOI: 10.1016/S1473-3099(24)00215-9.
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FIGURE 2 | Estimated number of observed respiratory syncytial vicus (RSY) hospitalisations in < T-year-olds in Spain, weeks 40/2023-8/2024,
Expected cases are oblained by applying to the observed casas from the equivalent weeks in 2022/23 ascaling facior {see Table Thin 1- o d-year-olds
(2023724 expected [Model Ajl or 1- fo Lli-year-olds (2023724 expected [Medel E[). The BE3Y proxy hospitalisation rates each week are applied to the
populntion size by age group and automomous community; data are aggregated across aulonomaons communities for the member of weekly cases in

Spain, referred to s observed

Mazagatos C et al. Estimated Impact of Nirsevimab on the Incidence of Respiratory Syncytial Virus Infections Requiring Hospital Admission in Children < 1 Year,
Weeks 40, 2023. to 8. 2024. Spain. Influenza Other Respir Viruses. 2024 Mav:18(5):€13294. doi: 10.1111/irv.13294. PMID: 38716791: PMCID: PMC11077568.
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- Related to

Episode Coding mmunization %% pirsevimab
| ST Male  Female YES  NO
Adverse reaction to vaccination (A87.01) Catch-up 4 1 0 5

At birth 1 0 0 1
Adverse effect of correct dose
medication (A85) Catch-up 3 = 0 6

Risk 1 0 0 1
Medicationg At birth 0 1 0 1
intoxication/poisoning/overdose (A84) Catch-up 2 1 0 3
Total 1 6 0 17

Table 11. Episodes coded in primary care suspicious of possible adverse reactions among
individuals immunized with nirsevimab in Galicia classified after the review of medical history, up
to week 8 of the year 2024.

FOLLOW-UP REPORT ON IMMUNIZATION WITH NIRSEVIMAB IN GALICIA: Data up to week 13, 2024 (31-03-2024). Direccién Xeral de Saude Publica.
Available from: https://www.sergas.ogal/Saude-publica/) TEMPADA-2023-2024
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