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1. Introduction

On 29 September 2025, the MAH submitted a completed paediatric study for Beyfortus, in accordance
with Article 46 of Regulation (EC) No1901/2006, as amended.

These data are also submitted as part of the post-authorisation measure requested by the United
States Food and Drug Administration (FDA).

A short critical expert overview has also been provided.

2. Scientific discussion

2.1. Information on the development program

HARMONIE Study VAS00006 is part of the clinical development program. The current Article 46
procedure does not include suggestions to change the wording in the SmPC or the current conditions of
the MA.

A line listing of all the concerned studies is annexed.
2.2. Information on the pharmaceutical formulation used in the study

The pharmaceutical formulation is decided on and from the initial phase planned for the use in
children.

Table 1
Type Extended half-life monoclonal antibody
Dose Form Sterile solution for injection
Unit Dose Strength(s) 100 mg/mL
Excipients/Diluent e 30 mM histidine/histidine-HC1
e 80 mM arginine-HC1
e 120 mM sucrose
e 0.02% (w/v) polysorbate 80
e pH 6.0 water for injection
Dosage Levels 0.5 mL presentation corresponding to 50 mg (if

weight < 5 kg) or
1.0 mL presentation corresponding to 100 mg (if
weight > 5 kg)

Number of Doses / Dosing Interval | 1 dose

Route of Administration IM

Site of Administration Anterolateral aspect of the thigh according to
standard practice procedures for IM injections in
infants

One intramuscular injection in the anterolateral aspect of the thigh at Day 01.
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The injected volume is maximum one mL, which is the usual maximum volume recommended for the
use in children.

2.3. Clinical aspects

2.3.1. Introduction

The MAH submitted a final report for:

3 VAS00006 HARMONIE Study; Second-year analysis results from the HARMONIE Study.
2.3.2. Clinical study
VAS00006 HARMONIE Study

Description

A Phase IIIb, open-label, randomised, parallel 2-arm, multicentre study to determine the efficacy and
safety of a single intramuscular (IM) dose of nirsevimab, compared to no intervention, for the
prevention of hospitalisations due to lower respiratory tract infection (LRTI) caused by confirmed RSV
infection in healthy infants under 12 months, born > 29 weeks gestational age entering their first RSV
season (born either in-season or out-of-season) and not eligible for palivizumab, in France, Germany,
and the UK.

As a result of a post-marketing commitment to the United States Food and Drug Administration (FDA),
the HARMONIE study was extended to 24 months to collect data during the second RSV season. In
order to minimise the burden on sites, families and participants, this study extension was only
proposed to UK participants, who represent around 50% of the study population, with a reconsent
from parents/ legally acceptable representatives (LARS).

The efficacy results presented by the applicant are from the HARMONIE First-Year and Second-Year
Analyses except the primary endpoint which was evaluated at the time of the Primary Analysis.

e Study initiation date: 08 August 2022 (first participant first visit)

e First-Year Analyses report date: 27 March 2024 (last participant last 12-month phone call)
The study is completed for France, Germany, and UK non-reconsented participants (i.e., final
12-month safety follow-up completed)

e Second-Year Analyses report date: 9 April 2025 (last participant last 24-month phone call)
The study is completed for UK reconsented participants, who were followed up to 24 months
post-dosing/randomisation.

The analyses presented in this report are based on a database lock date of 27 May 2025.

Methods

Study participants

This study is being conducted in heathy infants (aged 0 to 12 months; calendar age) born at = 29
WGA, who are entering their first RSV season and who are not eligible for palivizumab on the day of
randomisation in the study (D01).

Parents/LARs of participants should be able to attend the scheduled visit and to comply with all study
procedures, including their willingness to install the study’s dedicated application on their smartphone.
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Treatments

Nirsevimab administration (dose of 50 mg for participants weighing < 5kg at dosing/randomisation and
100 mg for participants = 5kg) on DO1.

Participants were randomized 1:1 to receive a single IM injection of nirsevimab or no RSV
preventive intervention at Day (D) 01 and are planned to be followed up as follows:

e | in-person visit at DO1 for randomization
and/or immunization

¢ Monthly safety follow-up electronic contacts
through 6 months post-dosing/randomization For all participants

¢ 12-month (D366) follow-up telephone call
(final for France, Germany and UK non-
reconsented participants)

e 18-month (D546) follow-up telephone call
For UK reconsented participants only

e 24-month (D731) final follow-up telephone
call

The following start dates were defined for the study (1-3):
e  Week 36 2022 for the UK
o Week 37 2022 for France
o Week 41 2022 for Germany

The end date of the RSV season was defined as the data cut-off date for the Primary Analysis (ie,
28 February 2023) and was supported by the low number of RSV cases in the 3 participating
countries (3-5).

Figure 1. Graphical Study Design
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Objective(s)

Primary objectives:

To assess the efficacy of nirsevimab in preventing RSV LRTI hospitalisation through RSV season.

Secondary objectives:

To assess the efficacy of nirsevimab in preventing:
i) RSV LRTI hospitalisation through 150 and 180 days.

ii) Very severe RSV LRTI through RSV season and through 150 days.

iii) Hospitalisation for all-cause LRTI through RSV season and through 150 and 180 days.

Objectives of the two-year study:

To assess the incidence of:

i) RSV LRTI hospitalisation and hospitalisation for all-cause LRTI from D181 until D366.
ii) RSV LRTI hospitalisation and all-cause LRTI hospitalisation from D366 until D731.
To assess the incidence of recurrent wheeze from D01 until D731.

To further characterize the safety profile of nirsevimab.

Overview of objectives and endpoints:
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Table 2. Objectives and Endpoints

Objectives Endpoints
Primary
. To assess the efﬁgu}* of mirsevimab Overall incidence of RSV LRTI hosp;tal:zahon
preventing RSV LRTI hospitalization through the RSV season
compared to no intervention*
Secondary

* To assess the efficacy of mrsevimab in
preventing very severe RSV LRTI

Incidence of very severe RSV LRTI defined as
RSV LRTI hospitalization with oxygen

compared to no intervention* saturation < 90% (at any time during
hospitalization) and oxygen supplementation,
through the RSV season
e To assess the efficacy of nirsevimab in Incidence of RSV LRTI hospitalization through
preventing RSV LRTI hospitalization the RSV season in each country
compared to no intervention in each
country*

» To assess the efficacy of nirsevimab in
preventing hospitalizations for all-cause
ILRTI compared to no intervention

Incidence of hospitalizations for all-cause LRTI
through the RSV season

» To assess the efficacy of mrsevimab in

Incidence of RSV LRTI hospitalization through

preventing RSV LRTT hospitalization 150 days post-dosing/randomization (overall and
through 150 days post-dosing/randomization in each country)
(overall and in each country)

* To assess the efficacy of nirsevimab in
preventing very severe RSV LRTI through
150 days post-dosing/randomization

Incidence of very severe RSV LRTI defined as
RSV LRTT hospitalization with oxygen
saturation < 90% (at any time during
hospitalization) and oxygen supplementation,
through 150 days post-dosing/randomization

» To assess the efficacy of mrsevimab in
preventing hospitalizations for all-cause
LRTI through 150 days post-
dosing randomization

Incidence of hospitalizations for all-cause LRTI
through 150 days post-dosing/randomization

Cont.
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Table 3

Objectives

Endpoints

¢ To further characterize the safety profile of
nirsevimab

Any immediate adverse events (AEs) reported in
the 30 minutes after immunization

Non-serious AEs from D01
(post-dosing/randomization) to D31

Adverse events of special interest (AESIs) from
D01 wisit through 1-year
post-dosing/randomization or D366

Medically attended adverse events (MAAEs)
from DO1 wisit through 1-year
post-dosing/randomization or D366

Serious adverse events (SAEs) from D01 visit
through 1-year post-dosing/randomization or
D366

Related SAEs from D366 to D731 for UK
reconsented participants

e To assess the efficacy of nirsevimab
preventing RSV LRTI hospitalization
through 180 days post-dosing/randomization
(overall and in each country)

Incidence of RSV LRTI hospitalization through
180 days post-dosing/randomization (overall and
in each country)

e To assess the efficacy of nirsevimab in
preventing hospitalizations for all-cause
LRTI through 180 days post-
dosing/randomization

Incidence of hospitalizations for all-cause LRTI
through 180 days post-dosing/randomization

* To assess the incidence of RSV LRTI
hospitalization from 181 days post-
dosing/randomization until D366 (overall
and in each country)

Incidence of RSV LRTI hospitalization from 181
days post-dosing/randomization until D366
(overall and in each country)

* To assess the incidence of hospitalizations
for all-cause LRTI from 181 days post-
dosing/randomization until D366

Incidence of hospitalizations for all-cause LRTI
from 181 days post-dosing/randomization until
D366

* To descnbe in each study group the incidence
of RSV LRTI hospitalization and all-cause
LRTI hospitalizaton m UK reconsented
participants from D366 to D731

Incidence of RSV LRTI hospitalization in UK
reconsented participants from D366 post-
dosing/randomization until D731

Incidence of hospitalization for all-cause LRTI in
UK reconsented participants from D366 post-
dosmg/randomization until D731

* To assess the mcidence of recurrent wheeze In
UK reconsented participants from D01 to
D731

Incidence of recuurent wheeze m UK reconsented
participants through D366 and D731 post-
dosing/randomization, from D366 to D731 post-
dosing/randomization

Exploratory

»  To assess the efficacy of mrsevimab i
preventing of very severe RSV LRTI

Incidence of very severe RSV LRTI defined as
RSV LRTI hospitalization with oxygen
saturation = 90% (at any time dunng

Cont.
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Table 4

Objectives Endpoints
through 180 days post- hospitalization) and oxygen supplementation,
dosing/randomization through 180 days post-dosing/randomization
*  To assess health care utilization *  Duration of hospitalization
e  Admission to the intensive care unit and
duration of stay
¢  Number of participants who require oxygen
supplementation
¢  Number of participants who require intravenous
fluid administration
* These objectives and associated endpoints were evaluated as part of the study Primary Analysis in
2023 (results described in the study Primary CSR dated 26 June 2023). These efficacy analyses served
the purpose of evaluating the efficacy of nirsevimab in the study population. These endpoints were
re-analysed as part of the First-Year Analysis for descriptive purposes only — without the intention of a
confirmatory conclusion - to consider potential new data collected after the Primary Analysis cut-off
date.

Additional objectives and the corresponding endpoints were generated after the First-Year Analysis
database lock and therefore considered as post-hoc analyses.

Table 5. Post-hoc Objectives and Endpoints

Objectives

Endpoints

*  To assess the efficacy m all-cause
hospitalizations associated with nirsevimab
compared to no intervention (overall and in
each country)

Incidence of all-cause hospitalization through
the RSV season, 150 days and 180 days
post-dosing/randomization, from 181 days to
366 days post-dosing/randonuzation, through
the end of the year 2022#

¢ To describe in each treatment group the
incidence of RSV LRTI hospitalization and
all-cause LRTI hospitalization in UK
reconsented participants during the study

Incidence of RSV LRTI hospitalization from

366 days to 511 days post-dosing/randonuzation,
from 512 days to 731 days
post-dosing/randonuzation, though 511 days and
731 days post-dosmng/randonuzation

Incidence of all-cause LRTI hospitalization from
366 days to 511 days post-dosing/randomuzation,
from 512 days to 731 days
post-dosing/randomuzation, though 511 days and
731 days post-dosing/randomuization

Analysis

* Analyses for the all-cause hospitalization endpoints were performed at the ime of the First-Year Analysis,
except through the end of the vear 2022 endpoints that was performed at the tume of the Second-Year

Outcomes/endpoints

Please see table above.

First-Year data collection

Efficacy data were collected through the participant’s medical records and reported in the electronic
Case Report Form (eCRF) by the site personnel or designee. Adverse events (AEs; including
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hospitalisations) were reported by parents or LARs of participants through an electronic diary (eDiary)
at any time during the 12-month follow-up period. Each time a health event was captured in the
eDiary, a medical call centre contacted parents or LARs to collect and report the health events
information in the eCRF.

Second-Year data collection:

Two additional follow-up phone calls at D546 and D731 post-dosing/randomisation were made to the
parents or LARs of the UK reconsented participants by the site personnel to collect any LRTI
hospitalisations or related SAEs that might occur from D366 to D731 post-dosing/randomisation and to
ask if the participants had experienced any medically attended cough, chest or breathing problems
throughout the study period.

Sample size

First-Year Analysis (previous):

From 08 August 2022 to 28 February 2023, a total of 8057 participants were randomised at 235 sites
in the 3 participating countries (UK, France and Germany): 4038 were assigned to the nirsevimab
group and 4019 to the no intervention group.

Second-Year Analysis:

Of 2226 UK reconsented participants, 2111 (94.8%) completed the 24-month follow-up: 1095 (95.9%)
participants in the nirsevimab group and 1016 (93.7%) participants in no intervention group.
A total of 115 (5.2%) UK reconsented participants discontinued the study, mainly for lost to follow-up.

Data from the tabular listing of clinical studies:
Participants randomised: 2226

- Nirsevimab group: 1142

- No intervention group: 1084

First visit first patient (FVFP): 08 August 2022:
LCLP First Year Analysis: 27 March 2024 (last participant last 12-month phone call)
LCLP Second Year Analysis: 09 April 2025 (last participant last 24-month phone call)

Randomisation and blinding (masking)

All participants were centrally assigned to randomised study intervention using an Interactive
Response Technology (IRT).

This was an open-label study.

Statistical Methods

As per HARMONIE's statistical analysis plan, the primary and key secondary efficacy objectives were
assessed in the Primary Analysis.

Additional objectives and the corresponding endpoints were generated after the First-Year Analysis
database lock and therefore considered as post-hoc analyses.
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Results

Participant flow

Figure 2. Participant disposition flow chart - First-Year Analysis

Screen Failure, N = 62

randommzation, n =3
Other reason, n= 21

Eligibility not met, n =26
Withdrawal by parent/LAR, n= 12
Parent/LAR uncontactable between
signing consent and proposed

Screened but not randomized, N =2

N planned = 28860
N screened = 8119

Group 1
Nirsevimah
N planned = 14420
N randomized = 4038

Group 2
No intervention
N planned = 14420
N randomized = 4019

N immunized = 4015
N not immumzed = 23

N immunized = 1

Discontinued, N = 244
Lost to follow-up, n =219

Withdrawal by parentLAR, n= 23—

Adverse event, n=1
Protocol deviation, n=1

Discontinued, N = 318

Lost to follow-up, n = 289
Withdrawal by parentLAR, n =22
Protocol deviation, n = 6

Adverse event, n=1

Study completion [a]
N=2407

Study completion [a]
N=2349

(Ongoing in the Study [b]
Nat D366 = 1387

Ongoing in the Study [b]}
NatD366 = 1352

LAR = legally acceptable representative
[a] Study was completed for France, Germany, and UK noa-reconsented participants.

[b] Study was ongoing for UK reconsented participants and those for whom the reconsent was pending at the time of the data

cut-off date for the First-Year Analysis.
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Figure 3. Participants disposition flow chart in UK reconsented participants - Second-Year Analysis

UK reconsented
participants
N randomized = 2226

Group 1 Group 2
Nirsevimab No intervention
N randomized = 1142 N randomized = 1034
N immunized = 1140
N not immunized = 2
Dhscontinued, N = 47 | Discontinned, N = 68
Lost to follow-up, n = 46 Lost to follow-up,. n = 67
Adverse event. n=1 1 Withdrawal by parent'LAR. n = 1
Study completion Study completion
N=1095 N=1016

Recruitment First Year

From 08 August 2022 to 28 February 2023, a total of 8057 participants were randomised at 235 sites
in the 3 participating countries. The first participant was enrolled on 08 August 2022 in the UK, on 08
September 2022 in France, and on 09 September 2022 in Germany. The number of randomised
participants in the UK, France and Germany were 4091 (50.8%), 2177 (27.0%) and 1789 (22.2%),
respectively.

Recruitment second year (UK only):

Participants randomised: 2226
- Nirsevimab group: 1142
- No intervention group: 1084
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Baseline data

Table 6. Summary of Demographic Characteristics (All Randomised Set) - First-Year Analysis

Characteristic Nirsevimab No Intervention Total
Stativtic (N = 4018) N = 4019) (N = 8057)
Age (moaths)
n 4038 4019 8057
Mean (SD) 4533342 448 (3.24) 451(3318)
Meduan 400 4.00 400
Min, Max 00,120 00 120 00,120
Agr Group (moaths). n (%)
=30 1962 (48 6) 1953 (48.6) 1915 (48.6)
=10w=60 959 (24.7) 954 (23.T) 1913 (23.7)
=40 1117(22.7) 1112 (27.7) 122 (21.7)
Sex. a (%)
Male 2088 (51.7) 207 (52.4) 41945 (52.1)
Female 1950 (48 3) 1912 (47.6) 31862 (47.9)
Gestanonal Age at Berth (weeks)
] 4005 k3T ] 7978
Mean (S5D) 15 84 (2.280) BES2MY 1584 (2261)
Median 193 929 L]
___ Mm Max 284, 424 284 430 284 430
Gestatonal Age at Burth (weeks). o (%)
<37 567 (14.0) 43 (13.5) 1110 (13.8)
=37 3438 (85.1) 3430 (85.3) 4868 (85.2)
__Misung 33 (0.8) 45(0.1) 72(1.0)
Weaght (kg) at baselme
B 4038 4019 8057
Mean (SD) 597(2.299) 593 (2261) 5.95(2.280)
Meduan 5.80 5.80 580
Min, Max 15 144 121530 12.150
Weaght (kg) at baselne, n ()
<25 146 (1.6) 164 (4.1) 30(38)
25 2 (96.4) 3855 (95.9) 7747 (96.2)
Weaght (kg) a1 baselne, n (*s)
<5 1537 (38.1) 1521 (37.8) 3058 (38.0)
=5 2501 (61.9) 2498 (62.2) 4999 (62 0)
Neonates [a). n (%)
Yes 946(234) 963 (24.0) 1909 (23.7)
No 3092 (76.6) 3036 (76.0) G148 (76.3)
Country. n (%)
France 1090 (27.0) 1087 (27.0) 2177(27.0)
Germany £96(22.2) 893 (222) 1789 (22.2)
Unsted Kingdom 2052 (50.8) 2039 (50.7) 4091 (50.8)
Barth Categones, o (%)
Bom mn Season [b) 2001 (49.6) 2026 (50.4) 4027 (50.0)
Born out of Season [b] 2037 (50.4) 1953 (45.6) 4030 (50.0)
Max = M = N= m el o = cumber of particapacts with dats svalsble,

m-wmh-mmrm‘uﬂuﬁ-hm

[2] Neomates defined as < 28 days of age

[t] The following wear dases were defined for the
Febraary 2003, for the } partiipsting ¢ousitnes

respuatory syscynal sesson’ week 38 2027 for the UK. week 37 2022 for
France and week 41 2022 for Germany. The rnd date was defined a0 the data cul off date for the Pramary Asalyus e 15
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Table 7. Summary of Demographic Characteristics in the UK for Reconsented Participants (All

Randomised Participants) - Second-Year Analysis

Characteristic Nirsevimah No Intervention Total
Statistic (N=1142) (N = 1054) (N=1216)
Age (months)
0 1142 1084 2226
Mean (SD) 392 (3.448) 3.68 (3.3500 5.80 (3.402)
Median 500 5.00 5.00
Min, Max 1.0,12.0 0.0,12.0 0.0,12.0
Age Group (months), n (%)
=3.0 353 (30.9) 347 (32.0) 700 (31.4)
=30w=60 316 (27.7) 311 (28.7) 627(28.2)
> §.0 473 (41.4) 426 (39.3) 890 (40.4)
Sex, m (%)
Male 588 (51.5) 580 (53.5) 1168 (32.5)
Female 554 (48.5) 504 (46.5) 1058 (47.5)
Gestational Age at Burth (weeks)
n 1128 1069 2197
Mean (SD) 38.84(2.318) 38.80 (2.300) 3882 (2.309)
Median 3929 3929 3929
Min, Max 291, 424 291,429 201,429
Gestational Age at Burth (weeks), n (%)
<37 156 (13.7) 139 (12.8) 2935 (13.3)
=137 972 (85.1) 930 (83.8) 1902 (85.4)
Missing 14 (1.2) 15(1.4) 205
Weight (kg) at baseline
n 1142 1084 2226
Mean (SD) 6.86 (2.205) 6.72(2.143) 6.79 (2.175)
Median 690 6,80 6.90
Min, Max 1.6,14.4 14,150 14,150
Weight (kg) at baseline, n (%)
<25 23 (2.0) 19(1.8) 42 (1.9
=25 1119 (98.0) 1065 (98.2) 2184 (98.1)
Weight (kg) at baseline, n (3a)
<5 1211 252 (23.2) 493 (22.1)
=5 @01 (78.9) $32(76.8) 1733 (77.9)
Neonates [a], n (25)
Yes 83 (73) 114 (10.5) 197 (5.8)
No 1059 (92.7) 970 (89.3) 2029 (91.2)
Country, n (%)
United Kingdom 1142 (100.0) 1084 (100.0) 3226 (100.0)
Birth Categones, n (%)
Bom m Season 467 (40.9) 455 (42.0) 922 (41.4)
Bom out of Season 675 (39.1) 629 (58.0) 1304 (58.6)

N = gumber of participants in analysis set; o = pumber of participants with data available; % = percentages are calculated based

on N as the deponunator

5D = Standard deviation; Min = Mintmom: Max = Macimum

Necnates defined as = 28 days of age
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Number analysed

Table 8. Reasons for Exclusion from the Analysis Sets (All Randomised Set) - First-Year Analysis

Nirsevimab Mo Intervention Total
Analvsis Set (N = 4035) (N =4019) (N =8057)
Reason for Exclusion n (%) n (%) n (%%)

‘All Randomized Set [a] 3038 (100.0) 4019 (100.0) 8057 (100.0)
Participants Excluded from All Randomized Set 62
Reason for Exclusion

Screen Falure 62
Per-Protocol Analvsis Set (PPAS) [b] 3768 (93.3) 3701 (92.1) 7469 (92.7)
Participants Excluded from PPAS 270 (6.7) 318 (7.9) 588 (7.3)
Reason for Exclusion

Participant did not meet all protocol-specified 7(0.2) 6(0.1) 13(0.2)

inclusion critena or

Participant met at least one of the protocol- 3(=01) 1{(=0.1) 4(=0.1)

specified exclusion cnitenia

Participant did not recerve mrsevumab or the 31(0.8) 0 31(04)

correct dose of mrsevimab if mandonuzed to

nirsevimab

Participant received nirsevimab if randomized 1] 1(=0.1) 1(=0.1)

10 0O intervention

Admumstration of mirsevimab was not done as 15(0.4) 0 15(0.2)

per-protocol

Participant dad not have at least one contact 219(54) 96 (74) 515(6.4)

for efficacy follow-up after

dosing randomization

Participant who received Bevfortus 4(=0.1) 12(0.3) 16 (0.2)

(nirsevimab) as a routine medication dunng

the study

Any other protocol deviations identfied 50(1.2) 50(1.2) 100(1.2)

during the study conduct as relevant to the

exclusion from the PPAS
Safery Analysis Set (SafAS) [c] 4016 (99.5) [d] 4018 (- 99.9) 8034 (99.7)
Participants Excluded from SafAS 23 (0.6) 0 23(0.3)
Reason for Exclusion

Randomuzed paricipant to nirsevimab group 23 (0.6) 23(0.3)

and didn't receve mrsevimab in the study
N = gumber of participants m analysis set; o = oumber of participants with data available; PPAS = Per Protocol
Analysis Set; SafAS = Safery Anmalysis Set; % = percentages are caleulated based on the aumber of sereensd
participants as the dencmunator.
[a] The All Randomized Set consists of all participants randomby assigned to either the nirsevimab group or the no
ntervention group. All Randomized Set participants were analyzed according 1o their randomized study mtervention

ong.

[b] The PPAS conuists of all randomized participants who did not have any important protocol deviations leading to
exchision from the PPAS. PPAS panticipants were analyzed according to thesr randomured study intervention group.
[c] The SafAS consists of all participants who received nirsevimab in the stady and all randomuzed participasts who
were randomized to the 0o intervention group and did not recerve mrsevimab nadvertently. SafAS participants were
analyzed accordmng to the study intervention they actually recerved.

[4] One Participant was randomized into the no infervention group but was wrongly immunized with nirsevimab.
Thus, this participant was inchided io the nirsevimab group of the SafAS.
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Table 9. Reasons for Exclusion from the Analysis Sets in the UK Reconsented Participants (All

Randomised Set) - Second-Year Analysis

Nirsevimab No Intervention Total
Analvsis Set (N=1142) (N=1084) (N=2226)
Reason for Exclusion n (%) n (%) n (%)
All Randonuzed Set [a] 1142 (100.0) 1084 (100.0) 2226 (100.0)
Participants Excluded from All Randomized Set 1] 0 0
Per Protocol Analysis Set [b] 1139 (99.7) 1082 (99.8) 2221 (99.8)
Participants Excluded from Per Protocol Analysis Set 3(0.3) 2(0.2) 5(0.2)
Reason for Exclusion
Participant did not receive nursevimab or the correct dose of 2(0.2) 0 2(=0.1)
nirsevimab if randomuzed to nirsevimab
Administration of nirsevimab was not done as per-protocol 1(=0.1) 0 1(=01)
Any other protocol deviations identfied duning the study 3(0.3) 2(0.2) 5(0.2)
conduct as relevant to the exclusion from the PPAS
Safety Analysis Set [c] 1140 (99.8) 1084 (100.0) 2224 (>99.9)
Participants Excluded from Safety Analysis Set 2(0.2) 0 2(=0.1)
Reason for Exclusion
Randonuzed participant to nirsevimab group and didn't 2(02) 2(=0.1)

receive mirsevimab in the study

N = aumber of participants in analysis set; o = number of participants with data available; % = percentages are calculated based on

the number of participants as the denominator.
SafAS = Safety Analysis Set; PPAS = Per Protocol Analysis Set;

[a] All Randomized Set will consist of all participants randomly assigned to either the nirsevimab group or the no intervention

group.
[b] The PPAS will consist of all randomuzed participants who do not have any important protocol deviations leading to exclusion

from the PPAS.

[c] SafAS will coasist of all Participants who received nirsevimab in the study and all randomized participants who were
randomized to the no intervention group and did not receive nirsevimab inadvertently.

Table 10. Reasons for Exclusion from the Analysis Sets in the UK Reconsented Participants (All

Randomised Set) - Second-Year Analysis

Nirsevimab  No Intervention Total

Analvsis Set (N=1142) (N=1084) (N=2226)

Reason for Exclusion n (%) n (%) n (%)
All Randomized Set [a] 1142 (100.0) 1084 (100.0) 2226 (100.0)
Participants Excluded from All Randomuzed Set 0 0 0
Per Protocol Analysis Set [b] 1139 (99.7) 1082 (99.8) 2221(99.8)
Participants Excluded from Per Protocol Analysis Set 3(0.3) 2(0.2) 5(0.2)
Reason for Exclusion

Participant did not receive nirsevimab or the correct dose of 2(0.2) 0 2(=0.1)

nirsevimab if randonmuzed to nirsevimab

Adnunistration of nirsevimab was not done as per-protocol 1(<0.1) 0 1(=0.1)

Any other protocol deviations identified dunng the study 3(0.3) 2(0.2) 5(0.2)

conduct as relevant to the exclusion from the PPAS
Safety Analysis Set [¢] 1140 (99.8) 1084 (100.0) 2224 (>99.9)
Participants Excluded from Safety Analysis Set 2(02) 0 2(=0.1)
Reason for Exclusion

Randomuzed participant to nirsevimab group and didn't 2(0.2) 2(=0.1)

recerve nirsevimab in the study

N = number of participants in analysis set; o = oumber of participants with data available; % = percentages are calculated based on

the number of participants as the denomunator.
SafAS = Safety Analysis Set; PPAS = Per Protocol Analysis Set;

[a] All Randomized Set will consist of all participants randomly assigned to either the nirsevimab group or the no intervention

gZroup.
[b] The PPAS will consist of all randomuzed participants who do not have any important protocol deviations leading to exclusion

from the PPAS.

[¢] SafAS will consist of all Participants who received nirsevimab in the study and all randomized participants who were
randomized to the no intervention group and did not receive nirsevimab inadvertently.
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Efficacy results

First-year analysis:

Table 11. Overall Incidence of RSV LRTI Hospitalisation through the RSV Season - Exact Method Using
Binomial Distribution (All Randomised Set) - First-Year Analysis

Variable Nirsevimab No Intervention

Statistic (N = 4038) (N =4019)
RSV LRTI Hospitahzation through the RSV Seazon, n (%)

Yes 11 {0.3) &4 (1.8)

No 4027 (99.7) 3955 (95.4)
Total Follow-up Time (Person Month=) $869.979 8236.353
Incidence Rates 0.001 0.008
Efficacy §4.04
95% Confidence Interval based on Exact Methed [a] 69.493 ;92411
p-value =0.0001

LRTI = Lower Respiratory Tract Infection; N = number of participants i analy'sis set; o = pumber of participants with data
available; RSV = Respiratory Syncytal Virus, % = percentages are calculated bated on N as the desominator.
“Through the R.S\™ season is defined as from dosing randomization to cut-off date (28FEB2023).

The efficacy of nirsevimab in preventng RSV LRTI hospitalization through the RSV Season is defined as (1 mimms the
incidence rate ratio) = 100%s.

[a] The 2-sided §5% CI for the efficacy is calculated by an exact method assuming a binomial distribution of the pumber of
RSV LETI bospitalizations ia the nirsevimab group coaditonal on the total oumber in both groups (described by Breslow
and Day) accounting for te follow-up time post-dosing randomization

Figure 4. Kaplan-Meier Plot for Overall Incidence of RSV LRTI Hospitalisation through

Figure 4 — Kaplan-Meier Plot for Overall Incidence of RSV LRTI Hospitalization through the RSV Season (All Randomized Set) — First Year
Analysis

1.00 -
K} 0.754
K g .50
E= ™
=
-] 0,25 081
* Comsornd
0,00 o 1 2 ) 4 3 v
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o 1 2 i 4 5 3 7
Follow-up Time (months)
NIRSEVIMAB — — — NOINTERVENTION
Number of participants at risk
NIRSEVIMAB 4038 2182 2320 1207 477 114 2l a
NO INTERVENTION 4019 3016 2088 1079 438 115 e o

LRTI = Lower Respiratory Tract Infection; RSV = Respiratory Syncytial Virus.

The inset shows the same data on an enlarged y axis.

Follow-up time (month) = (Event or Censored date - Immunization/Randomization date +1)/30.4375.
Reference: Table 8.6.1.5

Reference: First.Year Analysis, Listing 6.1,

Source: First-Year Analysis, Section §, Figure 86.1.5.1.
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Second-year analysis:

Table 12. Incidence of RSV LRTI Hospitalisation from 366 Days Post-Dosing/Randomisation to 731
Days Post-Dosing/Randomisation in UK Reconsented Participants (All Randomised Set) - Second-Year
Analysis

Variable Nirsevimab No Intervention
Statistic (N =1132) [a] (N = 1062) [a]
Overall

RSV LRTI Hospitalization from Day 366 Post-
Dosing/Randomization to Day 731/Post-Dosing
Randomization, o (%)

Yes 7(0.6) 2(0.2)

No 1125 (99.4) 1060 (99.8)
Total Follow-up Time (Person Moanths) 26830.620 25029.520
Incidence Rates <0.001 <0.001

N = number of participants in analysis set; n = number of participants with data available; % = percentages are calculated
based on N as the denominator

RSV = Respiratory Syncytial Virus; LRTI = Lower Respiratory Tract Infection

[a] In participants with no RSV LRTI Hospitalization before Day 366

Table 13. Incidence of Hospitalisation for All-Cause LRTI from 366 Days Post-Dosing/Randomisation to
731 Days Post-Dosing/Randomisation in UK Reconsented Participants (All Randomised Set) - Second-
Year Analysis

Variable Nirsevimab No Intervention
Statistic (N = 1096) [a] (N =1025) [a]
Overall

All-Cause LRTI Hospitalization from Day 366 Post-
Dosing/Randomization to Day 731/Post-Dosing
Randomization, o (%)

Yes 18 (1.6) 10(1.0)

No 1078 (98.4) 1015 (99.0)
Total Follow-up Time (Person Months) 25900.090 24108.945
Incidence Rates <0.001 <0.001

N = number of participants in analysis set; n = number of participants with data available; % = percentages are calculated
based on N as the denomunator

LRTI = Lower Respiratory Tract Infection

[a] In participants with no Hospitalization for All-Cause LRTI before Day 366
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Table 14. Incidence of RSV LRTI Hospitalisation throughout the study in UK reconsented participants
(All Randomised Set) - Second-Year Analysis

Variable Statistic Nirsevimab No Intervention
RSV LRTI Hospitalization from 366 Davs Post- (N=1132) (N=1062)
Dosing/Randomization to 511 Days Post-Dosing/Randomization, n
(%) [a]
Yes 2(0.2) 1(<0.1)
No 1130 (99.8) 1061 (>99.9)
RSV LRTI Hospitalization from 512 Davs Post- (N=1130) (N=1061)
Dosing/Randomization to 731 Days Post-Dosing/Randomization, n
(%) [b]
Yes 5(0.4) 1(<0.1)
No 1125 (99.6) 1060 (>99.9)
RSV LRTI Hospitalization through 511 Davs Post- (N=1142) (N=1084)
Dosing/Randomization, n (%)
Yes 12(L.1) 23(2.1)
No 1130 (98.9) 1061 (97.9)
RSV LRTI Hospitalization through 731 Days Post- (N=1142) (N=1084)
Dosing/Randomization, n (%)
Yes 17 (1.5) 24(2.2)
No 1125 (98.5) 1060 (97.8)

N = gumber of participants in analysis set; o = gumber of participants with data available; % = percentages are calculated based on
N as the denominator.

RSV = Respiratory Syncytial Virus; LRTI = Lower Respiratory Tract Infection.

[a] In participants with no hospitalization before Day 366.

[b] In participants with no hospitalization before Day 512,

The overall incidence rate of recurrent wheeze throughout the study in UK reconsented participants (All
Randomised Set) were comparable between treatment groups across all time periods.

Table 15. Incidence of Recurrent Wheeze Events from D01 to D731 Post-Dosing/Randomisation in the
UK reconsented Participants (All Randomised Set) -Second-Year Analysis

Variable Nirsevimab No Intervention
Statistic (N=918) (N=888)
Recumrent Wheeze Event through Day 366 Post-Dosing/Randomization, n (%)
Yes 52 (5.6) 48 (5.4)
No 876 (94.4) 840 (94.6)

Recurrent Wheeze Event from Day 366 Post-Dosing/Randomization to Day 731 Post-
Dosing/Randomization, n (%)

Yes 40(4.3) 44 (5.0)

No 888 (95.7) 844 (95.0)
Recument Wheeze Event through Day 731 Post-Dosing/ Randonuzation, o (%)

Yes 101 (10.9) 96 (10.8)

No 827 (89.1) 792 (89.2)

N = number of participants in analysis set; n = number of participants with data available; % = percentages are calculated based on
N as the denominator

Recumreat wheeze event is defined as two or more protocol-defined wheeze episodes throughout follow-up period

In participants for which the medical records were retrospectively reviewed after 24 months to determine if medical event(s) meet
the definition of wheeze, i.e., “Was retrospective collection of wheeze data performed in participant medical record?” = Yes.

Safety results

Post-marketing surveillance

The Marketing Authorisation Holders are required to carry out pharmacovigilance (PV) on a routine
basis according to the legislation. Routine PV activities are described in the PV system master file.
However, a summary of signal identification is provided below.

The sources routinely screened to identifying relevant new safety information include:

e Sanofi Global PV database, to identify signals from individual case safety reports (ICSRs) and
clusters of cases as well as from aggregate reports
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e Scientific literature to identify signals from case reports or case series, published studies,
meta-analyses

e Data mining in publicly available databases of adverse events (AEs) (the US FDA Adverse
Event Reporting System, the World Health Organization VigiBase, and the EudraVigilance Data
Analysis System databases)

e Product complaints (PCs) database

e Regulatory Authority websites

The following sources of routine safety surveillance are also taken into consideration, as applicable:

e Safety queries and requests from Regulatory Authorities

e Clinical trials and other studies in human (individual study data and integrated study data),
Independent Data Monitoring Committee reports

e Non-clinical safety information (i.e., toxicology, safety pharmacology, pharmacokinetics data,
in vitro studies)

¢ Pharmacoepidemiology studies, registries or other observational studies, analysis of pre-

existing data

Manufacturing site quality systems review

Competitive intelligence

Signals identified by partners

Queries and requests from Ethics Committees, Institutional Review Boards

Media (e.g., press, television, internet including social media)

During the second year of the study, UK reconsented participants’ parents/LARs were provided with a
memory aid to record any hospitalisations and emergency room visits that occurred. During the 18-
and 24-month phone calls, the investigator or site staff interviewed the parents/LARs to collect
information reported in the memory aid to assess the SAE relationship. Only SAEs considered related
by the investigator or site staff were collected in the eCRF.

Collection of data

1. Non-serious AEs were collected from dosing/randomisation (D01) until 30 days after
immunisation, i.e., D31.

2. MAAEs were collected from dosing/randomisation until D366

3. SAEs were collected from dosing/randomisation throughout the study (D366 for France,
Germany, and UK non-reconsented participants, and D731 for UK reconsented participants)

4. AESIs were collected from dosing/randomisation until D366

Treatment exposure

The participants were not exposed to additional study treatment in addition to the one initial dose.
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Table 16. Summary of Exposure (Safety Analysis Set) - First-Year Analysis

Exporure Nirzevimab 50 mg Nirzevimab 100 mg  Nirsevimab Overall
Statistic (N =1224) (N = 2491) (N = 4016) [a]
During the stady
Actual Dose (mL), n (%)
0.25 2¢0.1) 0 2(=0.1)
04 1(=0.1) 0 1(=01)
0.5 1519(99.7) 4(0.2) 1523 (31.9)
1 1(=0.1) 2486 (99.5) 2488 (62.0) [a]
Missing 1({=0.1) 1(=0.1) 2(=0.1)
Full Dose Recerved, n (%)
Yes 1519(99.7) 2486 (99.8) 4006 (99.8)
No 5(0.3) 5(0.) 10 (0.2)
Sude, n (%)
Left 913 (59.9) 1455 (58.4) 2369 (59.0)
Right 593 (38.9) 1031 (41.9) 1624 (30.9)
Missmg 18(1.2) 5(0.2) 23 {(0.6)
Timung of Dozmng, n (%)
In Season [b] 1523 (> 99.9) 2475 (99.4) 3999 (99.6)
Before RSV Seazon 1{=0.1) 16 (0.6) 17 (0.4)
Infants Dosed In Season [b]
Actual Dose (ml), n (%)
0.25 200.1) 0 2(=0.1)
04 1(=0.1) 0 1(=0.1)
0.5 1518 (99.6) 4(0.2) 1522 (37.9)
1 1(=01) 2470 (99.2) 2472 (61.6) [a]
Missing 1{=0.1) 1(=0.1) 2(=0.1)
Full Dose Recerved, n (%)
(e 1518 (99.6) 2470 (99.2) 3989 (99.3)
No 500.3) 500.2 10(0.2)
Side, n (%)
Left 912 (59.8) 1444 (55.0) 2357 (58.1)
Right 593 (38.9) 1026 (41.2) 1619 (40.3)
Missmng 18(1.2) 5(0.2) 23 (0.6)

Infant: Dosed Before the Start of the RSV Season
Actaal Doze (mL), n (%)

05 1=0.0) 0 1¢=0.1)
1 0 16 (0.6) 16 (0.4)
Full Dose Recerved, n (%s)
fes 1(=0.1) 16 (0.6) 17(0.4)
No 0 0 0
Side, n (%)
Left 1(=0.1) 11 (04) 12(0.3)

Right 0 5(0.2) 5 (0.1)

mi = milliliter; M = pumber of pamicipants in amalysis set, o = pumber of partcipanss with data available; RSV =
Respiratory Sypoytal Vinos; ®s = percentages are caloulated based oz M a3 the desominator

[a] Participant 826000200093 was randomized into the oo mtervention group but was wroagly immumized = seatoa
ﬂm,mmlsmﬂmmﬂmlh_mhsmw”ﬂiynh
“mirsevimab overall” groop, for which the oumber of participants is 4016

[t] In seaton means dosed on or after the stary dare of RSV season.

A summary of AEs reported from D01 visit to the data cut-off date for the First-Year Analysis is
presented by treatment group in the SafAS (n = 8034):
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First-year analysis:

Table 17. HARMONIE - Summary of TEAEs - Safety Analysis Set - First-Year Analysis

Adverse Eveats Category
Adverse Events Type [a]

Nirsevimab
(N = 4016)
o (%) 95% C1

No Intervention
(N = 4018)
n (%) 95% CI

Total
(N =5034)
n (%) 95% CI

Any TEAE
Leading to discontinuation of study
Leading w0 death
Grade 1 severity
Grade 2 seventy
Grade 3 veverity
Unknowa [b]

3212 (80.0) (78.7; 81.2)
1(<0.1) (< 0.1; 0.1)
0 (0.0) (0.0;<0.1)

2759 (68.7) (67.2; 70.1)

1447 (36.0) (34.5;37.9)
151 (3.8)(3.2; 449)
116 (2.9) (2.4; 3.5)

3192(79.4)(78.2; 80.T)
1(<0.1)(<0.1;0.1)
0(0.0) (0.0; < 0.1}

2696 (67.1) (65.6; 68.6)

1436 (35.7) (34.3; 37.2)
143 (3.6) (3.0;4.2)
109 (2.7) (2.2: 3.3)

6404 (79.7) (78.8; 80.6)
2(<0.1)(<0.1;<0.1)
0 (0.0) (0.0; < 0.1)
5455 (67.9) (66.9; 68.9)
2883 (35.9) (34.8; 36.8)
204 (3.7)(3.3;4.1)
225 (2.8)(2.5;3.2)

Any study treatment-related TEAE [c]

102 (2.5) (2.1; 3.1)

0(0.0) (0.0, < 0.1)

102 (1.3) (1.0; 1.5)

Any serious TEAE
Leading to discoatinuation of study
Leading to death

262 (6.5) (5.8; 7.3)
1(<0.1)(<0.1; 0.1)
0 (0.0) (0.0; <0.1)

222 (5.5) (4.8; 6.3)
0(0.0) (0.0; < 0.1)
0(0.0) (0.0; < 0.1)

484 (6.0) (5.5; 6.6)
1(<0.1}(<0.1;<0.1)

0 (0.0) (0.0;<0.1)

Any serious study treatment-related TEAE
Leading to discoatinuation of study

Leading to death

1{(=0.1)(=0.1;0.1)
0(0.0) (0.0; <0.1)
0 (0.0) (0.0; <0.1)

000.0) (0.0;<0.1)
000.0)(0.0;<0.1)
0 (0.0 (0.0; < 0.1)

1(=0.1)(<0.1;<0.1)
0(0.0) (0.0;<0.1)
0 (0.0} (0.0; <0.1)

Any immediate TEAEs reported in the 30 minutes
pot-doring randomization

Leading o discoatinuation of study

Leading to death

27 (0.7) (04; 1.0)

0(0.0) (0.0; < 0.1}
0(0.0) (0.0; < 0.1}

0(0.0) (0.0; < 0.1)

0(0.0) (0.0;<0.1)
0(0.0) (0.0; < 0.1)

27(0.3)(0.2; 0.5)

0 (0.0) (0.0; <0.1)
0 (0.0) (0.0; <0.1)

Non-serious TEAEs until 30 days after Day 1

1316 (32.8) (31.3; 34.2)

1265 (31.5) (30.0; 312.9)

2581 (32.1) (31.1; 33.2)

Medically attended TEAEs

3106 (17.3) (16.0; 78.6)

3100 (17.2) (15.8; 18.8)

208 (77.2) (06.3; 18.2)

TEAEs of Special Interest

11(0.3)(0.1;0.5)

3(=0.1)(<0.1;0.2)

14(0.2)(<0.1;03)

CI= Corfidence Interval based on Clopper-Pearson. N = number of parmicipants in analysis sa2; & = pumber of parucipents with data svallable, TEAE = trextment-emengent

adverse event, %o = percentages are caloulated based on N s the desominator.

[2] Assesument of AE seventy was based oo the AEs seventy mrading scales adapted fom the "FDA Guidance for Industry: Toxcty Gradmg Scale for Healthy Adult and
Adolescent Volunteers Envolled iz Preventive Vaccine Clinical Trials,

ber 2007,

5] AEs for whach the seventy was unkeonm 2f the time of the data cut-off for this First-Yieer Analvuis, as per investigetors judgment
[c] The relationship between 2 TEAE and trestment was assessed 24 related, or not related. A weatment-related TEAE was defined as a TEAE considerad by the

investigator 22 related or with unkmovn / missing relationship to treatment for participants who received pirsagmab on Day 1. An wknown / missing relationship between
2 TEAE and treatment for pamicipants who recerved no miervention was considersd 2s not related.

AfedDRA version 25.0

Sowrce: Modified from 5.3.5.1, HARMONIE Firal CER. Furst-Year Anabyuis Section 8, Table £3.1

The majority of treatment related AE’s (n = 134 out of 136, 98.5%) were resolved at the time of the
data cut off for the First-Year Analysis. The most frequent AEs described as related to nirsevimab by
investigator judgment were pyrexia (n = 16, 0.4%), injection site erythema (n = 15, 0.4%),
nasopharyngitis (n = 12, 0.3%), injection site swelling (n = 6, 0.1%), cough (n =5, 0.1%) and

vomiting (n = 5, 0.1%)

Only one treatment-related SAE was reported 3 weeks after immunisation (West syndrome; PT:
infantile spasms). These data are included in previous evaluation of data. The event of West syndrome
was reported by the investigator as serious with the following seriousness criterion: involved or
prolonged inpatient hospitalisation. The event of West syndrome was reported by the investigator as
related to the investigational product or trial procedures as it was not clear at whether there was a

causal relationship.

The prespecified AESIs were hypersensitivity (including anaphylaxis), immune complex disease, and
thrombocytopenia. Eleven participants (0.3%) in the nirsevimab group experienced 12 AESIs (based
on investigator’s assessment), all of grade 1 or grade 2 in severity.

Generally, the safety profile of nirsevimab was favourable with no apparent safety concerns identified
during the study period. No emerging safety signals were observed, supporting the overall tolerability
of nirsevimab in the studied population.
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Second-year analysis:

Table 18. Summary of Treatment-Emergent Adverse Events (TEAEs) from Day 1 to 731 Days Post-
Dosing/Randomisation in UK reconsented Participants (Safety Analysis Set - Second-Year Analysis)

Nirsevimab No Intervention Total
Adverse Events Category N=1140) N=1084) N=21M)
Adverse Eveniy a n (%) 958 C1 n (b)) 950 CT n (%) 586 C1
Anv TEAE S AS5 (B3I H 913 (B4.2) (819 863 1888 (84.00 (833 : 84.4)
Leading 1o disconnmmanon of smady 0 (0.0) (0.0 ; 0.3) 0 (0.0) (0.0 ; 0.3) 000.0)(00;03)
Leading 1o death 0 0.0) (0.0 ; 0.3) 0 (0.0) (0.0 ; 0.3) 0 (0.0) (0.0 02)
Grade | severity BMMINMIS 75N TE4 (T2.3) (686 : T5.00 1618 (7280 (T0.8: T4.6)
Grade 2 sevenicy 430 (A ELT LG 306 (36.5) (35.7;30.5) 835 (37.5) (359 ;30.8)
Girade 3 sevenicy MEHERI A HR2DA4;33) SIS
Usnknows WEHRS:4T LAl Ted F 3] BRENE. 46
Axny study treatment related TEAE [b] HEONERIA 0 (0.0) (0.0 0.3) HOHALIZY
Laading 1o discontionation of srady 0 (0.00 (0.0 : 0.3) 0 [0.03 (0.0 : 0.3) 0 (0.0 (0.0:0.2)
Laeading to death 0 (0u0) 00 ;0.3 000 (0.0 ; 0.3) (0.0 (0.0 ; 0.7)
Grade | sevenity DPRHNOT: 36 0 {0.0) (0.0 : 0.3) (N 0F: 1
Grade 2 severity 0TI 1LE 00,0 (0.0 ; 0.3) 200 ((02;0T
Grade 3 severity O (0.0) (00 ; 0.3) 00.0) ©0;03) 0 (0.0 (0.0 02)
Uslkmown 1{¢=0.1)(=0.1:0.5) 0O @0:03) 1{=01)({<01:03)
Any serions TEAE 70 (6.1)(48,7.7) 56(52)(30;67) 126(5.T) (4.7:6.7)
Leadnr 1a duconnnasnos of ady Q000003 000y {00:03) 0000001
Leadiny 1o death 0 (0u0) (0.0 : 0.3) 0 (0.0} (0.0 ; 0.3) 0 (0u0) (0.0 : 0.)
Anv serions tiudv treatment related TEAE 0 (003 (0.0 - 0.3) 0 (0.0) (0.0 : 0.3) 0 (0.03 (0.0 0.2)
Leading 1o disconnnuation of sady 0 0.0y (0.0;0.3) 0 (0.0 (0.0 ; 0.3) 0 (0.0 (0.0; 0.2)
Leading 1o death 0.0.0) (0.0:0.3) 0 (0.0} (0.0 ; 0.3) 0 {0.0) (0.0: 0.7}
Non-serion: TEAE: unnil 30 days after Day 1 368 (41.1) (382 , #4.0) BB G58) (329 387) 556 (385) (365 . 40.5)
Leading 1o discontnaaton of sdy 00007 (0.0 ; 0.3) 0 (0.0) (0.0 ; 0.3) 0 (0.0) (0.0 ; 0.2)
Grade | severity 3IT1(31.5)(298;353) IMWQTE 249305 T0(301)(282;321)
Grade 2 sty Ni0.1) 241200 105 (0.7)(8.0;11.8 2WOPEHBETILD
Grade 3 severity I@(=0.1;08 1{0.)(<01;0.7) 4{02)(<0.1;0.5)
— Unlmowy 200H01:27 HANOT 2N MDA
Any anmediate TEAE: reporied in the 30 minuies post- TeHEILY 0(0.0) (0.0 0.3) T3 0108
desing Tandomization
Leading to discentouaton of smdy 000y 0003y 0000 (0.0 ; 0.3) 0{0u3) (00 ; 0.1)
Niravimab No Intervention Total
Adverse Events Catezory N=1140) N=1084) (N=1114)
Adverse Events tvpe [a] m (%4) 9584 C1 n (%) 8588 C1 m (%) 9584 C1
Leacking 1o death 0 {0.0) (0.0 ; 0.3) 0(0.0) 0.0 0.3) 00003 (0.0 ; 0.2)
Grade | sevenity T8I 1N 010,00 (0.0 :0.3) T(0.3)00.1 : 0.6)
Grade 2 sevenity 0 (0.0) (0.0 ; 0.3) 0(0.0) (0.0 ; 0.3) 0(0.0) (0.0 ; 0.2)
Grade 3 severity 0 (0.0) (0.0 ; 0.5) 0 (0.0) (0.0 ; 0.3) 0(0.0) (0.0 ; 0.2)
Uslmown 0 (0.0) (0.0 ; 0.3) 0 (0.0) @.0 ; 0.3) 000.0) (0.0 ; 0.3)
Medically atteaded TEAE: 025 (BL.1)(78.7;83.4) 87 (B1O)(785;833) 1803 (8113 (794827
Lsadinr to discontionstion of stdy 0 (003 0.0:0.3) 000,00 0.0 :0.3) 000.03 (0.0 : 0.2)
Leading to death 0 (0.0) (0.0 ; 0.3) 0 (0.0) (0.0 ;0.3) 0(0.0) (0.0; 0.2)
Grade 1 severiny TOE (67.4) (64.8; 70.1) T40 (88.3) (8547100 1508 (§7.8) (85.8 . 60.T)
Grade 2 severiny 42B (375 (347 404) 391 (341332 300 E19(368) (348 :389)
Grade 3 sevoeniny ATEIDRI A4 HRI4:33) GlETR135
Unlmown JAETe: 38 IENEI: 4T 803023385
TEAE: of Special Interest (0502 LY 200.0(=01:07) S04 02;0T
Leading to discontimmation of smdy 0 (0L0) (0.0 ; 0.3) 0(0.0) (0.0 ;0.3) 000y (00 ; 0.2)
Leading 1o death 0 {0.0)00.0:0.3) 0 (0.0 ©0.0:0.3) 0 (0.0 (0.0:0.2)
Grade | wrvericy 2(02)(=0.1:0.8) 1{¢=0.1)(<0.1 :0.5) J L) (=01:049
Grade 1 svenity 404 (=01:08, 0000 (00 :0.3) 4(02)(<0.1:0.5
Grade 3 seveniry 0 (0.0 (0.0 ; 0.3) 1{=01){=0.1;0.5) 1(=01)(=01;03)
Unkmown 0 (0.0) (0.0 ; 0.3) 0{0.0) (0.0: 0.3} 0.(0.0) (0.0;0.2)

N = pumber of partcipants in analyss set; 8 = gumber of parncipants with data avadlable; % = percestages are caloulased based oo N as the denomnarter.

TEAE = Treatment Emergent Advens Eveot; CI=ConfSdence Interval based oo Clopper-Peanon.
[a] Assessment of AE intensity will be based on the AEs mnsity grading scales adapted from the “FDA Guidance for Industry: Texicity Grading Scale for Healthy Adult and Adolescent Violantesrs

Enrolled in Preventive Vaccine Clinical Trials, September 2007

] The relanonchip berwesn 3 TEAE snd mearmsent is suseised as related, or not related A mearment-relared TEAE will be defined 3 3 TEAE conudered by the mvesngator o rebaed o with minows /
mslias relatonship to Meatmest for pamicipants who received sirwvizmab oa Day 1. As wkaows / mistine relatonilip between & TEAE and mreatmnt for participants who received 5o istervention will
be comuadered an oot related.

MadDRA version 25.0

The safety objective for the second year was the assessment of the occurrence of related SAEs from
D366 through D731 in UK reconsented participants.

At the time of the Second-Year Analysis, AE rates were comparable between the nirsevimab
group and the no intervention group, consistent with the AEs profile observed in the overall
population during the First-Year Analysis.

One death (see below), but no other related SAEs were reported during the second year of the study.

Death

The participant was an infant who received nirsevimab during the first RSV season.
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The participant subsequently experienced intercurrent illnesses and was pronounced dead
approximately 16 months after administration of the investigational product. The primary cause of
death was reported as complication of influenza A.

Post-marketing

The first marketing authorisation for nirsevimab was obtained in European Economic Area on 31
October 2022. As of 30 April 2025 (the data lock point [DLP] of the last PBRER) nirsevimab was
approved in 56 countries worldwide.

As of the DLP of the last PBRER, a substantial number of units of nirsevimab have been distributed
worldwide. Based on the cumulative marketing experience, no unanticipated safety findings have been
identified that would impact the established safety profile of nirsevimab. There are no important
identified or potential risks for nirsevimab.

Since product launch, serious hypersensitivity reactions have been reclassified from a potential to an
identified risk

There are no ongoing safety concerns that require further evaluation via additional pharmacovigilance
activities for nirsevimab.

2.3.3. Discussion on clinical aspects

The HARMONIE study was one of the pivotal studies for the initial marketing authorisation, including
healthy term and preterm infants.

The above data submitted in accordance with Article 46 of Regulation (EC) No 1901/2006 is data
provided from an extension of the follow-up period for part of the cohort (UK population) in the
VAS00006 HARMONIE Study from the initially planned 12 months to 24 months. No additional
exposure to study medication, no additional visits were part of the follow-up program. Follow-up data
are obtained from e-Diary registrations and telephone calls.

There are no requests from the applicant for changes in the SmPC or EPAR.

Efficacy

Of the reconsented UK participants (total N=2226; nirsevimab N=1142; no intervention N=1084) data
collection was achieved in a large proportion (total N=2194; nirsevimab N=1132; no intervention
N=1062). Baseline data were similar between the nirsevimab and the no intervention group. Only few
events of '‘RSV LRTI Hospitalisation from 366 Days Post-Dosing/Randomisation to 731 Days Post-
Dosing/Randomisation’ were recorded (nirsevimab N=7; no intervention N=2). Despite the imbalance
disfavouring nirsevimab, number of events are small, likely a chance finding and not considered
concerning. Hence, no changes to the SmPC or EPAR is warranted.

As a secondary endpoint was included ‘Incidence of Hospitalisation for All-Cause LRTI from 366 Days
Post-Dosing/Randomisation to 731 Days Post-Dosing/Randomisation in UK reconsented participants’,
and also here the number of incidents were low (nirsevimab N=18; no intervention N=10). An
imbalance disfavouring nirsevimab hospitalisations with RSV and All-cause LRTI infections in year two
in children exposed to nirsevimab in their previous and first RSV season (year one) was observed but
this finding is most likely a chance finding due to low numbers and this is considered a reasonable
explanation.

Prior RSV LRTI as a risk factor for recurrent wheeze is part of the clinical discussion and ‘Incidence of
Recurrent Wheeze Events from D01 to D731 Post-Dosing/Randomisation in the UK reconsented
Participants’ was included as secondary endpoint. The overall incidence rate was comparable between
the nirsevimab group and the no intervention group.

Safety

The participants were not exposed to additional study treatment after the initial nirsevimab dose (or no
exposure) was administered prior to or during the first RSV season, within the first 12 months of the
study period.
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Only one treatment-related SAE was reported 3 weeks after immunisation (West syndrome; PT:
infantile spasms). These data are included in the initial evaluation of data.

One death was reported in second year analysis after administration of investigational product. The
death was reported by a healthcare professional as a complication of influenza A and was reported by
the investigator as unrelated to the investigational product or trial procedures. This is agreed with.

In conclusion, the above findings do not impact the B/R evaluation and a revision of the SmPC is not
considered necessary.

3. CHMP’s overall conclusion and recommendation

In conclusion, the above findings do not impact the B/R evaluation and a revision of the SmPC is not
considered necessary.

X Fulfilled:

No regulatory action required.
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