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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Seqirus Netherlands B.
submitted to the European Medicines Agency on 31 July 2024 an application for a variation@

The following variation was requested: . %
RN
Variation requested Ty R Annexes
affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Additio ell I and IIIB

of a new therapeutic indication or modification of an

approved one - )

Extension of indication to include treatment of adults and children fro nths of age and older for
FLUCELVAX TETRA based on final results from study V130_14. This js a phase 3, randomized,
observer-blind, multicenter study to evaluate the efficacy, immu icity, and safety of Seqirus’ Cell-
Based Quadrivalent Subunit Influenza Virus Vaccine (QIVc) co ;% to a non-influenza vaccine when
administrated in healthy subjects aged 6 months through 47 @s. As a consequence, sections 4.1,
4.2, 4.8 and 5.1 of the SmPC are updated. The Package L@i pdated in accordance. Version 3.3
of the RMP has also been submitted.

The variation requested amendments to the Summah{ roduct Characteristics and Package Leaflet
and to the Risk Management Plan (RMP). O

Information on paediatric requ reﬁts
Pursuant to Article 8 of Regulation (EC) &)1/2006, the application included an EMA Decision
P/0168/2024 on the agreement of a iatric investigation plan (PIP).

At the time of submission of the a tion, the PIP P/0168/2024 was completed.
The PDCO issued an opinion @\pliance for the PIP P/0168/2024.

Information relatinQ) orphan market exclusivity

Similarity @
RS
Pursuant to ﬁs of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
H did not submit a critical report addressing the possible similarity with authorised

847/200 ‘\1
orphan icinal products because there is no authorised orphan medicinal product for a condition
reIate@ e proposed indication.

%ﬁfic advice

The MAH did not seek Scientific Advice at the CHMP.
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1.2. Steps taken for the assessment of the product

The Rapporteur appointed by the CHMP was:

Rapporteur: Sol Ruiz

Timetable Actual dates
Submission date 31 July "
Start of procedure: 17 A§ %024
CHMP Rapporteur Assessment Report ber 2024
PRAC Rapporteur Assessment Report tober 2024
PRAC members comments & October 2024
Updated PRAC Rapporteur Assessment Report 0 24 October 2024
PRAC Outcome @ 31 October 2024

CHMP members comments 04 November 2024

Updated CHMP Rapporteur(s) (Joint) Assessment Report @ 7 November 2024
Request for supplementary information (RSI) Q 14 November 2024

CHMP Rapporteur Assessment Report 27 November 2024

PRAC Rapporteur Assessment Report \ 27 November 2024
PRAC members comments 02 December 2024
CHMP members comments O 02 December 2024
Updated CHMP Rapporteur Assessment RepoQ 05 December 2024
Updated PRAC Rapporteur Assessmentépt 05 December 2024
Opinion 12 December 2024

2. Scientific dich on

2.1. In troductl&\

2.1.1. Probj@statement
@)

Diseas@ condition

In e@s a highly infectious disease that occurs in epidemics throughout the winter months. The

sé is caused by transmission of respiratory droplets containing the influenza virus particles.
In nza illness is characterized by the abrupt onset of respiratory and systemic effects, such as fever,
myalgia, headache, malaise, non-productive cough, sore throat and rhinitis. The disease presents as a
non-specific systemic illness which may be complicated by a range of viral or bacterial infections.
Clinical manifestations are generally consistent across adult and paediatric populations, however
variability in clinical presentation may occur within or between adult, older adult or paediatric age
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groups, and some manifestations may be age-specific, such as irritability in young children. Fever
tends to be less frequent and less pronounced in older adults compared with adults and children.

Some individuals are more prone than others to develop complications from influenza, e.g. bacterial
pneumonia or other organ dysfunction. Severe influenza and complicated influenza potentially,eading
to hospitalisation and death are more likely to occur in vulnerable populations, such as older (&3
ients
target

65 years of age), pregnant women, younger children (especially up to 24 months of age),
with chronic underlying diseases. These groups are considered at risk and represent the%i'

for influenza vaccination programmes in the EU. '{\

Prophylaxis of influenza in adults and children from 6 months of age. §

State the claimed therapeutic indication

Epidemiology, risk factors and prevention

Influenza is a highly contagious infectious disease of globalezstance, with seasonal epidemics
occurring predominantly during the winter months in the Nor nd Southern Hemispheres. Annual

vaccination is currently the most effective way to prevent za. Children <5 years of age, and
particularly those <2 years of age, are at high risk of infeftion ahd of developing severe influenza and
serious influenza-related complications (Izurieta et al. 2 : Bourgeois et al. 2006). An estimated 109.5

million influenza virus episodes were reported globalN 18 in children <5 years of age, accompanied
by an estimated 870,000 influenza-associated hgspital admissions and 34,800 influenza-associated
deaths (Wang et al. 2020). Young children are t!@ore a priority group for annual seasonal influenza
vaccination throughout the world (WHO 2012;@2016). Vaccination of children against influenza may
also reduce community viral transmission%tz et al. 2016).

For many years, seasonal influenza v{ciyes were trivalent influenza vaccines (TIVs) composed of
antigens from 3 influenza strains: Z@ana A strains (A/H1N1 and A/H3N2) and 1 influenza B strain
(either B/Yamagata or B/Victoriam inclusion of only 1 B strain in TIVs has resulted in a risk of
mismatch between the vaccine e circulating influenza B strain (Peltola, Ziegler, and Ruuskanen
2003; Hu et al. 2004). Avoigi his risk of mismatch has been especially important in children as
influenza B infections are r. d to occur more often in children than in adults and are associated with
a higher risk of complicQs and mortality in children (Belshe 2010; Ambrose and Levin 2012).
Quadrivalent influenzaﬁccin s (QIVs) containing B strains from both lineages were therefore developed
to give broader pro ioN against circulating influenza viruses.

Seasonal influgn be prevented by active immunisation. Vaccines are updated routinely with new
vaccines dev k to match circulating influenza strains. Annual vaccination is recommended to
protect against_iffluenza for people at high risk of influenza complications, their carers and health

workers.
Other ods of prevention include indirect prevention measures that aims at interrupting or
reduei he spread of influenza viruses (transmission barriers, isolation and hygienic measures).

Aetiology and pathogenesis

Influenza is a highly contagious infectious disease that occurs in epidemics throughout the winter
months. The influenza virus is an orthomyxovirus that can be classified into 3 types (A, B, and C), with
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Type A and Type B viruses being the most clinically significant. Influenza Type A viruses can be further
divided into subtypes based on the HA and NA surface glycoprotein antigens, of which the A/H1N1 and
A/H3N2 subtypes are the most clinically important for the annual influenza disease burden. Influenza
Type B viruses are classified into 2 distinct genetic lineages, Yamagata and Victoria.

Management @b

There is no effective treatment for influenza, and clinical management is based mostly, (@mptomatic
treatment. Few antiviral drugs are available which may be able to reduce disease sevgritydand duration,
but they need to be taken soon after infection in order to be effective and can jffiducé drug-resistant
mutants. Influenza antivirals target the viral NA protein (zanamivir and oseltami @or the M2 protein
(amantadine and rimantadine). The latter two are no longer recommended d %h level of resistance
(>99%) in circulating viruses since 2009. Viruses resistant to the NA inhij s have also increased
dramatically after 2007 with the majority of seasonal H1IN1 viruses ( demic 2009) exhibiting
oseltamivir resistance. %

Influenza can be complicated by bacterial superinfections, which ar@anaged by specific treatments.

The most effective tool against influenza is prevention by vac in@ln. Influenza virus is known for its
antigenic variability, essentially at the level of the surface pro A and NA, which is mostly driven by
the selective pressure of the immune system on the viru@es' ecies that is infecting an individual.
This mechanism is due to the selection of genetic mutaki in the viral genes and it's called antigenic
drift. This is the reason why vaccines against seasondhj nza may need to be updated in composition
on a yearly basis to include the latest circulating virdses and why people need to get vaccinated

accordingly.

2.1.2. About the product &

Flucelvax Tetra, QIVc, is a quadrivalen gfie antigen, inactivated, influenza vaccine, prepared in MDCK
cell cultures. The active substancez es virus surface antigens (hemagglutinin and neuraminidase)

of the 4 strains of influenza viru mmended annually by the WHO for the Northern Hemisphere

a strain A (HlNl)éO

season:

a strain A (H3N2);

a strain B (Yamagata lineage);

a straip @@oria lineage).

Influenza vatﬂ{ induce antibodies that protect against infection by influenza viruses that match or are

similar t fl& igen composition of the vaccine based on antigenic similarity of vaccine to circulating
strains. 2 )

QI\Vc @nufactured using a suspension of a Madin Darby Canine Kidney (MDCK) cell line, rather than

yonated hen eggs as with traditional influenza vaccine manufacturing. One 0.5 mL dose of QIVc
congists of a sterile suspension for intramuscular injection containing approximately 15 pg HA from each
of the 4 influenza strains (A/H1N1, A/H3N2, and B strains from both Victoria and Yamagata lineages; 60
Mg in total). QIVc will be available in a single dose prefilled syringe presentation.

The cell-based production process of “on demand” suspensions of cells does not require medium
supplements, is maintained in a closed, sterile system during all production steps, and is based on a
mammalian rather than avian cell line and therefore may lead to better antigenic matching with
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circulating human strains. The shift from eggs to cell culture allows work directly with wild-type viruses,
avoids the generation of egg-adaptive mutations in the HA protein, increases surge capacity in the event
of a pandemic, and provides better manufacturing control through a closed-system fermentation process.
Furthermore, the use of a mammalian cell line for viral replication is a serum-free manufacturing process
and removes the use of antibiotics. QIVc is produced using the same cell culture manufacturing_ alatform
as TIVc.

QIVc was approved in the EU in December 2018 for adults and children 9 years of ag @older. In
Europe, EMA granted an age extension to 2 years and older in October 2020. ¢ %

QIVc is currently approved for marketing in a total of 40 countries worldwide. In th (,6he FDA granted
an age extension to 2 years and older, approved in March 2021, and a further ag :@sion to 6 months
and older, approved in October 2021. QIVc is licensed for use in adults and @7 from 6 months of
age and older in Argentina (November 2021), Canada (March 2022), Taiwanégp 2022), Australia (July

2023), New Zealand (July 2023), and Great Britain (October 2023).

2.1.3. The development programme/compliance(it CHMP
guidance/scientific advice @

Study V130_14 (NCT03932682, EudraCT number 2018-0018@), a Phase 3 efficacy,
immunogenicity, and safety study in children 6 months th@ months of age. This study is part of
a Paediatric Investigation Plan (PIP) agreed by the EMA tric Committee (PDCO).

This study was initiated in May 2019. Study completmas delayed until 2024 due to the impact of
the COVID-19 pandemic on the management of climical trials and on the significant reduction in global
influenza activity for the first 2 years of the pa Q During this time, the B/Yamagata influenza
virus strain was confirmed to no longer be in ufation, and thus in September 2023, the WHO
recommended a transition from quadrival&ti}nfluenza vaccines to trivalent influenza vaccines for

seasonal influenza prophylaxis. (

2.1.4. General comment ompliance with GCP

Study V130_14 was desighe @)Iemented, and reported in accordance with the ICH Harmonised
Tripartite Guidelines for Good*€linical Practice (GCP), with applicable local regulations including European
Directive 2001/20/EC, U @ e of Federal Regulations Title 21, ICH E6(R2), and Japanese Ministry of
Health, Labor, and Welfare, Seqgirus codes on protection of human rights, and with the ethical principles
laid down in the De@ n of Helsinki (ICH 2016; FDA 1997; European Parliament Council 2001).

d

The study was cc@
0\
0\< ’
2.2. l\@clinical aspects
No

%@«nical data have been submitted in this application, which was considered acceptable by the

in compliance with the protocol, GCP, and applicable regulatory requirement.

2.2.1. Ecotoxicity/environmental risk assessment

No concerns are expected for the environment as a result of the product administration to humans.
Proteins from the influenza virus naturally circulate in the environment, and the strains used in the
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vaccine formulation are naturally occurring viruses. Protein vaccines are normally exempted from the
requirement to conduct environmental risk assessment studies as specified in the relevant guideline.
Consequently, the lack of ERA studies is acceptable.

2.2.2. Discussion on non-clinical aspects

*

No new non-clinical data have been submitted in this application. :®

2.2.3. Conclusion on the non-clinical aspects {\

The updated data submitted in this application do not lead to a significant inc@;environmental
exposure further to the use of QIVc (Flucelvax Tetra). &

. ,00
2
O

The QIVc clinical development program includes studi @gned to support an indication of active

2.3. Clinical aspects

2.3.1. Introduction

immunization against influenza caused by the type A a pe B influenza viruses present in the QIVc
vaccine in persons aged 6 months and older. The clinical development program to support registration
of QIVc builds upon the development program of ell-based trivalent influenza vaccine (TIVc).

The initial QIVc regulatory submission include@ from 2 QIVc Phase 3 noninferiority immunogenicity
and safety clinical studies: 1 study in adults aged 18 years and older (Study V130_01, NCT01992094)
and 1 study in children 4 to <18 years o Study V130_03, NCT01992107, EudraCT number 2015-
000133-70). The registration for QIV supported by 12 randomized controlled studies of TIVc in
adults and in children aged 3 year. a@der.

Based on the initial clinical data was approved by the US Food and Drug Administration (FDA) in
May 2016 (tradename Flucelv @drivalent) for the prevention of influenza in adults and children aged
4 years and older under an“accelerated approval pathway. QIVc was approved for use in adults and
children aged 9 years and -@ in EU in December 2018 (tradename Flucelvax Tetra), and also approved
in Canada in Novem 2019%and in Australia in August 2020.

The third clinical s ompleted for QIVc, Study V130_12 (NCT03165617, EudraCT number 2016-
002883-15), wa ase 3/4 efficacy, immunogenicity, and safety study in children 2 to <18 years of
age. This stud) conducted to meet the United States (US) postmarketing requirement to confirm
the clinical b@ of QIVc for use in children aged 4 years and older. Data from this study supported
the exte&f indication of QIVc in the EU to subjects 2 years of age and older in November 2020.

The f linical study completed for QIVc, Study V130_10 (NCT04074928, EudraCT number 2020-
), was a Phase 3 efficacy, immunogenicity, and safety study in children 6 months through 47
hs of age. This study was conducted to fulfill the US FDA deferred paediatric study requirement for

under the Pediatric Research Equity Act (PREA).

QIVc is currently approved in a total of 40 countries worldwide. In Europe, EMA granted an age extension
from 2 years and older in October 2020. In the US, the FDA granted an age extension from 2 years and
older in March 2021, and a further age extension to 6 months and older in October 2021. QIVc is licensed
for use in adults and children from 6 months of age and older in Argentina (November 2021), Canada

Assessment report
EMA/19181/2025 Page 10/82



(March 2022), Taiwan (June 2022), Australia (July 2023), New Zealand (July 2023), and Great Britain

(October 2023).

The current addendum provides information for Study V130_14 (NCT03932682, EudraCT number 2018-

001857-29), a Phase 3 efficacy, immunogenicity, and safety study in children 6 months t

2
4

The Clinical trials were performed in accordance with GCP as claimed by the MAH. {

months of age.

GCP

The MAH has provided a statement to the effect that clinical trials conducted ou
were carried out in accordance with the ethical standards of Directive 2001/, .

. Tabular overview of clinical studies

Table 1 Overview of QIVc V130_14 Clinical Study Design

,00

S

ough 47

e community

(2), Pakistan
(%),
Philippines
(12), Poland
(8), Romania

(4), South
Africa (9),
Thailand (3), *4
Ukraine (?i)
SH 201
NH 201 \
NH 2 1

Ao

3

[RT-PCR andiculture

confirme % for
efficacy o ives;
HI an assays for

nicity

obie es]
&
J

MenC:

Previously
vaccinated:

1 vaccination of
0.5 mL

Not previously
vaccinated:

1 vaccination of
0.5 mL plus

1 vaccination of
placebo (saline
for injection)

Study No. Study Design No. of Characteristi€ |/ Vaccination Objectives
Countries (Comparator) Zubj(ilctcsl ) ;n(ll).Age (Slcl\l/lle:llule )

. nrolle ubje oses
(No. of Sites) | 1,55ay used for Completed JQ
Influenza efficacy and Protocol
Seasons immunogenicity \O

objectives]

V130 14 Phase 3, randomized, | QIVc: C)—Iealthy Qlve: Efficacy
Bangladesh comparator- 2860/27 children Previously Immunogenicity
(1), Bulgaria controlled, observer- < “| 6 months vaccinated: Safety
(7), Czech blind study & through 1 vaccination of
Republic (5), | (Non-influenza : 47months of | ¢ 5,
Estonia (7), vaccine comparator: 766 | age atthe time Not previously
Honduras (3), | meningococcal grogp 4 of enrollment vaccinated:
Latvia ( 1), C pglysaccharlfie 2 vaccinations of
Malaysia (5), conjugate vaccine 0.5 mL
New Zealand [MenC; NeisV.

ce: Section 5.3.5.1, V130 14 CSR.
Abbreviations: HI = hemagglutination inhibition; IM = intramuscular; MenC = meningococcal group C polysaccharide
conjugate vaccine; MN = microneutralization; NH = Northern Hemisphere; No. = number; QIVc = cell-based quadrivalent
subunit influenza virus vaccine; RT-PCR = reverse transcription-polymerase chain reaction; SH = Southern Hemisphere.
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2.3.2. Pharmacokinetics

No clinical pharmacology or pharmacokinetic studies were performed in the clinical development program
of QIVc because the pharmacokinetic properties of influenza vaccines do not provide useful information

for establishing adequate dosing recommendations. 2
. \@

2.3.3. Pharmacodynamics {
Mechanism of action \QO

contained in the vaccine by inducing humoral antibodies against the ha glutinin proteins. These
antibodies neutralise influenza viruses.

QIVc provides active immunisation against four influenza virus strains (two :&ypes and two B types)

The pharmacodynamic profile of vaccines is defined by their immugogenicity profile, as detailed in the
CHMP guideline “Guideline on Clinical Evaluation of New Vaccine EA/CHMP/VWP/164653/2005).

Assays Supporting the Immunogenicity Assessments'Q%y vV130_14

In Study V130_14, immunogenicity endpoints we essed by the HI and enzyme-linked
immunosorbent assay (ELISA)-based microneutraliza QN) assay for all strains. Serum samples were
collected before vaccination on Day 1 and on Day 29 (previously vaccinated subjects receiving a single
vaccine dose) or Day 57 (not previously vaccina ubjects receiving 2 doses). Serum samples were
tested at a central laboratory.

The HI and MN assays were performed onggrum samples collected each season from a subset of enrolled
subjects. The HI assay method was us &easure influenza-specific serum antibody levels to each
vaccine strain in accordance with th Guideline on Influenza Vaccines Non-clinical and Clinical
Module (EMA/CHMP/VWP/457259/20 he MN assay was also performed and considered the primary
immunogenicity assessment for t Q H3N2 strains due to recent evolutionary changes in the amino
acids of the surface proteins h glutinin (HA) and neuraminidase (NA) of A/H3N2 viruses, resulting
in a diminished capacity of H&c\)‘ gglutinate target red blood cells in the HI assay, or agglutination has
been shown to be mediatQ A in the HI assay (Mégling et al. 2017).

2.3.4. Discuss'\n clinical pharmacology

The haemaggwt@n inhibition (HI) assay used for immunogenicity evaluation of influenza vaccines is
considerec@te for the V130_14 QIVc study, because it is in line with in the Guideline on Influenza

Vaccines, MP/VWP/457259/2014). The MAH states that for the A/H3N2 strain, the primary
immuno ity assay was the MN assay as the HI assay was not performed if pre-validation activities
determpi here was a lack of agglutination of the red blood cells in the HI assay. In recent years,

gefieti anges in the HA of circulating and vaccine virus strains of A/H3N2 have resulted in the loss of

ity to agglutinate chicken or turkey erythrocytes (van Baalen et al. 2014). This was the case for
the™/H3N2 strain used in the vaccine in Season SH 2019 (A/North Carolina/04/2016) and Season NH
2020/2021 (A/Delaware/39/2019) and thus the use of MN assay is considered adequate.

It should be mentioned that HI and MN titres are not a true surrogate marker in the sense that there is
not a globally accepted cut-off titre that defines clinical protection. Nonetheless, it has been widely shown
that higher titres tend to correlate with better protection.
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The MAH states that all sera were tested in a single clinical serology laboratory in line with the
recommendations of the current CHMP influenza vaccines guideline, this is adequate.

Validation reports of the HI test were included in the variation application, corresponding to the different
strains analyzed in the different seasons of the study. All validations were carried out according to the
EMA "Guideline on bioanalytical method validation", FDA "Guidance for Industry; Q2B Vali @ on
Analytical Procedures Methodology", and ICH guidelines "Validation of analytical procedur &xt and
methodology; ICH Harmonised Tripartite Guideline, Q2(R1)". The parameters assessed 2 limit of
quantitation and range, dilutional linearity, relative accuracy, precision-Intermt gte precision,
precision-repeatability, format variability, robustness and specificity. All acceptanc iteria defined in
the analysis validation plan were well achieved, and therefore it is concluded tha@ HI test was well
validated.

Additionally, MN tests were also validated and the reports are included in t lication. All validations
were carried out according to the EMA "Guideline on bioanalytical method walidation", FDA "Guidance for
Industry; Q2B Validation on Analytical Procedures Methodology", amﬁH guidelines "Validation of
analytical procedures: text and methodology; ICH Harmonised Jripafite Guideline, Q2(RI)". The
parameters assessed were limit of quantitation and range, dil&nal linearity, relative accuracy,
precision-Intermediate precision, precision-repeatability, format{yarability, robustness and specificity.
All acceptance criteria defined in the analysis validation pla re well achieved, and therefore it is

concluded that the MN test was well validated.

In light of the technical challenges with the HI assay %tion of neutralizing antibody titres using
the MN assay against Type A/H3N2 has been used as\& ernative and is considered adequate.

2.3.5. Conclusions on clinical g{?cology

No clinical pharmacology or pharmacok| studies were performed in the clinical development
program of Flucelvax Tetra as the cok|net|c properties of influenza vaccines do not provide
useful information for establishing& ate dosing recommendations
(EMEA/CHMP/VWP/164653/200

The haemagglutination |nh|bg I) assay used for immunogenicity evaluation of influenza vaccines
130_14 QIVc study, because it is in line with the Guideline on

is considered adequate fo

Influenza Vaccines (E% /NVWP/457259/2014).

In light of the techni allenges with the HI assay, particularly with the A/H3N2 strain used in the
vaccine in Seaso 19 and NH 2020/2021, quantification of neutralizing antibody titres using the

MN assay aga pe A/H3N2 has been used as an alternative. The explanation of the observed
problem and lution implemented by the MAH are satisfactory.

Thereforb\ considered that all aspects dealing with clinical pharmacology have been well

addre@

. Clinical efficacy

2.4.1. Dose response studies

The dose-finding studies were conducted for the initial submission. No dose-finding studies were
conducted since the vaccine composition and dosing are based on the Guideline on Influenza vaccines -
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Quality module (EMA/CHMP/BWP/310834/2012 Rev.1), and the vaccine compositions are in line with the
antigen dose of other seasonal inactivated non-adjuvanted influenza vaccines. The CHMP agree it was
not needed to perform dose-response studies.

2.4.2. Main study

vV130_14 66
_ {\O)
O

A Phase III, Randomized, Observer-blind, Multicenter Study to Evaluate the@, Immunogenicity
and Safety of Seqirus’ Cell-Based Quadrivalent Subunit Influenza Virus Vacc QIVc) Compared to a
Non-Influenza Vaccine When Administrated in Healthy Subjects Aged 6)6 s Through 47 Months.

Title of Study

Methods {
This study was conducted over 5 influenza seasons at 75 ers in 15 countries. The study was
performed during the Southern Hemisphere (SH) 2019, Hemisphere (NH) 2019/2020, NH

2020/2021, NH 2022/2023, and SH 2023 influenza seas

Study V130_14 was conducted in accordance with t pean Medicines Agency (EMA) Guideline on
Influenza Vaccines: Non-clinical and Clinical Module (EMA/CHMP/VWP/457259/2014) and the CBER
Guidance for Industry: Clinical Data Needed to Sért the Licensure of Seasonal Inactivated Influenza
Vaccines (CBER 2007). The study is part of qaediatric Investigation Plan (PIP) agreed by the EMA
Paediatric Committee (PDCO) to support %Tlt orisation of QIVc in children =6 months of age.

Efficacy Measurements < )

The case definition of influenza-like illness (ILI) for this study was the presence of a temperature >37.8
° C(>100.0° F) and at least one % ollowing symptoms on the same day: cough, sore throat, nasal
congestion, rhinorrhoea, earac

throughout the study and we§g

ar discharge. These symptoms could have occurred at any time
e reported immediately.

Subjects who met the p -defined ILI criteria had a nasopharyngeal (NP) swab collected at an
unscheduled visit. The NP swab was targeted for collection within the first 24 hours or as soon as possible
after ILI onset. ILI was defined as the first day that the subject met the protocol-defined ILI
criteria. The end E@s defined as the date the subject did not meet the criteria anymore, ie, the first
day when the.fd&ng conditions are met simultaneously: temperature <37.5°C (<99.5°F) with no
fever reducer, N, other symptoms (cough, sore throat, nasal congestion, rhinorrhoea, earache or ear
discharg Clabsent or mild, and a return of the child to normal activities. A new ILI episode would
only be &ered after resolution of the previous one, as judged by the Investigator, with an interval
of 14 r more between the onset of the previous protocol-defined ILI and the onset of the new ILI

ep

Primary efficacy influenza events required the confirmation of influenza by RT-PCR testing of the NP
swabs collected for ILI episodes during the surveillance period. In addition to RT-PCR testing, all swab
samples were cultured for the propagation of the clinical strain of influenza obtained from the subject. If
the result of RT-PCR testing was negative, culture activities were discontinued. For RT-PCR confirmed
influenza samples, culturing activities continued, and cultures with >50% cytopathic effect (CPE) were
harvested. Supernatants from these cultures underwent virus titration and those that met the viral
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threshold proceeded to be characterized as antigenically matched or unmatched to the vaccine strain
using validated ferret antisera assays. If the primary laboratory was not able to sufficiently propagate
the virus to allow for antigenic characterization, the sample was sent to a second laboratory to perform
the intermediate culture step. Samples with a demonstrated CPE were shipped back to the primary
laboratory to perform virus titration for antigenic characterization using the validated assays. Q
isode

The case definition for moderate-to-severe ILI for this study was the presence of an@

complicated by one of the following medically-attended AEs reported in the eCRF: c
0\

e Physician confirmed lower respiratory tract illness

e Physician confirmed acute otitis media é
e Hospitalization in the Intensive Care Unit (ICU) &

e Physician-diagnosed serious extra-pulmonary complication of influ@
e Supplemental oxygen requirement for more than 8 hours @

Subjects with ILI symptoms and its complications were to be trﬁed according to recent accepted
(national) clinical standards. @

Information on occurrences of any hospitalization, and a@dmipistered or prescribed antibiotics or
antivirals, was collected from the subject for the purposes care resource utilization assessment
(regardless of whether or not the medical event, healt:f contact, or the use of medications were

considered to be directly linked to the ILI). Analyse\ ese endpoints covered the period from ILI
onset until 30 days after onset.

Both the case definition of ILI as well as the case@ﬂtion for moderate-to-severe ILI are considered

adequate. Q
Xo

Immunogenicity Measurements (J

recognized as reliable, accurate, elevant (able to describe the quality and extent of the immune
response). The measures were Qrmined by the HI and/or MN assay by titrating antibodies against the
influenza strains homologouﬁ seasonal influenza vaccine. The HI and MN tests were conducted on
serum samples collected i ediately before first vaccination and 28 days after last vaccination in the
treatment period. Q

To further charactem immune response, additional exploratory immunogenicity analyses may be
o

The measures of immunogenicit2@n this study were standard, ie, widely used and generally

conducted on the genicity subset using other tests such as an anti-neuraminidase assay. In case
of exploratory@ogenicity analyses, the immune response would be characterized in a similar

manner.
4

Testing Xnducted by Seqirus or a Seqirus designated (contracted) laboratory in a blinded manner
towar({@ reatment arm. Laboratory data were transferred to an external CRO providing data analysis.

Th gement of the nasopharyngeal swabs, the RT-PCR confirmation and the cell culture activities
rain subtype determination are endorsed. The table that details the route of swab collection (Table
11-T in the CSR) has three items: nasopharyngeal, oropharyngeal and other. The sum of the three
percentages is not equal to 100%. The MAH explained in the responses to the request for supplementary
information that there were two reasons to explain why the sum of the percentages for nasopharyngeal,
oropharyngeal, and other swab types was not equal to 100%. The first reason was that the percentages

for each route of collection use the total N from the ‘Collection of swab for ILIs reported >14 days after
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last vaccination to end of influenza season’ and the second one was that a single influenza-like illness
(ILI) could involve the collection of swabs from multiple routes.

The use of HI and MN assays to describe immunogenicity is according to the CHMP Guideline on influenza
vaccines — Non clinical and clinical module. The Cell Mediated Immunity (CMI) was not measurgd in this
study because CMI response to QIVc vaccine in young children was previously evaluated%tudy

V130_10. @

The RT-PCR Assay Validation Summary table (Table 1 in 2.7.1) indicates the upper and I@ limits of
quantification (ULOQ and LLOQ) and the limit of detection (LOD). The MAH was aske plain why,
in the case of A(HIN1)pdmO09 and mainly A/H3N2 the LOD is lower that the LLOQ. {m the
responses to the RSI, the MAH updated section 2.7.1 providing in the table of V él RT-PCR Assay
Validation Summary the most conservative values of ULOQ and LLOQ observed¥or all the strains
tested for the different categories. In this way the previously observed inco cy that the LLOQ
was greater than the LOD is adequately justified and after this change in \bs, the inconsistency is

no longer observable. @
Study participants é

A total of 5723 subjects 6 months through 47 months of age @nrolled in the study (All Enrolled Set)
and randomized in a 1:1 ratio to receive QIVc or the cQ@r r vaccine. Of the 5723 randomized
subjects, 26 subjects did not receive study vaccine. In 6, 5697 subjects received at least one study

vaccination (All Exposed Set). \

The majority of subjects (97.2%) completed the st@ 163 (2.8%) subjects discontinued from the study.
The most common reasons for discontinuing fr study was withdrawal of consent (1.4%) followed
by lost to follow up (0.8%). 6

Subject Characteristics and Mainéﬁ for Inclusion and Exclusion

Main Inclusion criteria b

In order to participate in this s@, all subjects must have met ALL of the inclusion criteria described

below: {

1. Individuals of 6 throungmonths of age on the day of informed consent.

2. Individuals in ger%‘ good health as per the Investigator’s medical judgement.

Main exclusion crif@si

L 4
Each subject N ot have had/been:
L 4
Me) febrile illness.

any anaphylaxis, serious vaccine reactions or hypersensitivity, including allergic reactions,
ponent of vaccine or medical equipment whose use was foreseen in this study.

inical conditions representing a contraindication to intramuscular vaccination and blood draws.

4, A known history of Guillain-Barré Syndrome or other demyelinating diseases such as
encephalomyelitis and transverse myelitis.

5. Abnormal function of the immune system resulting from clinical conditions, including:

6. Received immunoglobulins or any blood products within 180 days prior to informed consent.
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7. Received influenza vaccination or had documented influenza disease in the last 6 months prior to
informed consent.

8. Prior vaccination to prevent Neisseria meningitidis serogroup C disease or prior infection caused by

this organism.
9. Received any other vaccines than influenza vaccine within 14 days (for inactivated vacci Qr 28
days (for live vaccines) prior to study vaccination or was planning to receive any vaccine wi@ps days

after study vaccination. .

Subjects in the QIVc group received a 0.5 mL intramuscular (IM) dose of QI& r 2 doses, depending
on influenza vaccination history). Subjects in the comparator vaccine groug ved a 0.5 mL IM dose

Treatments

of the non-influenza comparator vaccine (meningococcal group C polys ride conjugate vaccine;
MenC vaccine). For subjects in the comparator vaccine group who we previously vaccinated, the
second dose of study vaccine during the treatment period was a O.SQL IM dose of saline for injection.

o Q

QIVc is a cell-based quadrivalent inactivated subunit seas%inﬂuenza vaccine manufactured by
Seqirus. QIVcis composed of antigens from 4 different influén2a stfains, ie, 2 influenza A strains (A/H1N1
and A/H3N2) and 2 influenza B strains (B/Yamagata a ictoria). The strain composition of each of
the formulations of QIVc used in this study (SH 2015} 019/2020, NH 2020/2021, NH 2022/2023,
and SH 2023) corresponds to the WHO recommended®composition for each influenza season in the

corresponding geographical area. O

Meningococcal Group C Polysaccharide Coniu@accine (MenC Vaccine)

MenC vaccine (NeisVac-C, Pfizer Limited) eisseria meningitidis serogroup C polysaccharide
conjugate vaccine.

The total number of study parti@bis considered appropriate to demonstrate absolute vaccine
efficacy.

The inclusion/exclusion crite@considered satisfactory.

Moreover, the strain com itton of the vaccine met the WHO and CHMP recommendations for the
seasons in which the CT w performed.

Objectives @

*
The pri r\ icacy objective was to demonstrate the absolute vaccine efficacy of QIVc versus a
compar prevent at least one of the following:

@RT-PCR confirmed illness caused by any influenza Type A and/or Type B virus, regardless of
antigenic match.

b) Culture confirmed illness caused by influenza virus strains antigenically matched to the
influenza strains selected for the seasonal influenza vaccine.

Secondary Efficacy Objectives:

The secondary efficacy objectives evaluated QIVc compared to a non-influenza vaccine, as follows:

Assessment report
EMA/19181/2025 Page 17/82



e Prevention of culture confirmed illness caused by influenza virus strains antigenically dissimilar
to the influenza strains selected for the seasonal vaccine.

e Prevention of culture confirmed illness caused by any Type A and/or Type B virus.

e Prevention of RT-PCR confirmed moderate-to-severe illness caused by any influenza Type A

and/or Type B virus. b
Secondary Immunogenicity Objective: @

The secondary immunogenicity objective was to evaluate the immune response afte; v@wation with
QIVc, 4 weeks after last vaccination in a subset of subjects 6 months through 47 mon age in each

study vaccine group. O
Exploratory Objectives: Q
The exploratory objectives were: &

e To characterize the immune response by other assays. 0

e To use genotypic methods to characterize circulating strains o luenza collected during the
study.

&
<

Primary Efficacy Endpoints:

The primary endpoints evaluated QIVc compared to @fluenza vaccine, as follows:

a) First occurrence of RT-PCR confirmed i enza, due to any influenza Type A and/or B virus
regardless of antigenic match to the infl eéstrains selected for the seasonal influenza vaccine,
occurring at >14 days after the last vaccihation and until the end of the influenza season, in
association with protocol-defined symptoms.

b) First occurrence of culture €onfirmed influenza, due to influenza Type A and/or B virus
antigenically matched by fe@;ntigenicity testing to the influenza strains selected for the
seasonal influenza vaccine ring at >14 days after the last vaccination and until the end of
the influenza season, in ation with protocol-defined ILI symptoms.

Secondary Efficacy Endpoint

The secondary efficacy ths evaluated QIVc compared to a non-influenza vaccine, as follows:
o

e First occurrele culture confirmed influenza caused by influenza virus strains antigenically
influenza strains selected for the seasonal vaccine occurring at >14 days after
ion and until the end of the influenza season, in association with protocol-defined

ILI symptoms.
o First t;\rence of culture confirmed influenza due to any influenza Type A and/or Type B virus
Ness of antigenic match to the influenza strains selected for the seasonal influenza vaccine,
ing at >14 days after the last vaccination and until the end of the influenza season, in
@sociation with protocol-defined ILI symptoms.
irst occurrence of RT-PCR confirmed moderate-to-severe influenza due to any influenza Type A
and/or Type B virus regardless of antigenic match to the influenza strains selected for the
seasonal influenza vaccine, occurring at >14 days after the last vaccination and until the end of
the influenza season.

Secondary Immunogenicity Endpoints:

The measures for immunogenicity were determined by HI and MN assay, as applicable, prior to
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vaccination (Visit 1) and 28 days after last vaccination for each of the four influenza strains. For each
assay the measures included:

e Pre- and postvaccination geometric mean titers (GMTs).

e Seroconversion rate (SCR): Defined as the percentage of subjects with either a prevaccination
HI (or MN) titer <1:10 and a postvaccination HI (or MN) titer >1:40, or a prevaccinatij I (or
MN) titer >1:10 and a >4-fold increase in postvaccination HI (or MN) titer.

¢ Geometric mean ratio (GMR): Defined as the geometric mean of the fo @ease of
postvaccination HI (or MN) titer over the prevaccination HI (or MN) titer. ¢ %

Exploratory endpoints é

As stated in the CSR for study V130_14, exploratory objectives were not anal

All objectives are considered acceptable. Particularly, it is important to note t the primary endpoint is
aimed at demonstrating clinical efficacy in terms of disease prevention.

The primary objective is made of two parts, and the objective would @et if al least one of the two
parts is achieved. One of the parts is to demonstrate efficacy of QIVcagainst RT-PCR confirmed ILI cases
regardless of antigenic match and the other to demonstrate vac 'Qfﬁcacy against culture confirmed
illness caused by influenza virus strains antigenically matched to @accine composition. This approach
is found to be sensible. An estimation of efficacy against influ due to strains that are well-matched
or unmatched (RT-PCR or culture confirmed) to those in ac€ine was analysed. This is considered
important to show the overall potential benefit of the v

The secondary efficacy objectives are agreed upon, eﬁ\ ly the prevention of culture confirmed illness
caused by any influenza type A and/or type B vir nd the prevention of RT-PCR confirmed moderate-
to-severe illness caused by any influenza type A mr type B virus.

The third secondary objective, the preventichulture conformed illness caused by influenza virus
strains antigenically dissimilar to the vac%omposition, has been evaluated for completeness and as
a way of complementing the informatior@/E coming from the antigenically matched strains.

The efficacy endpoint definitions fa o@the EU guidance, so they are considered adequate. An ILI case
was defined as body temperatur 100.0°F/ =37.8°C (i.e., fever) along with any of the following

symptoms: cough, sore thro asal congestion, rhinorrhoea, earache or ear discharge. This ILI
definition goes along wit!@ guideline on Influenza vaccines (EMA/CHMP/VWP/457259/2014)
recommendations and tak account the ECDC European Centre for Disease Prevention and Control
(ECDC) definitions for ILIQe Influenza case definition was also properly defined following also de EU

recommendations. \

Sample size\Q

This study* gp'anned using a group sequential design, with one or more interim analyses for efficacy

using O’ leming efficacy bounds. The statistical test performed depended on the number of RT-

PCR c d influenza cases and the number of culture confirmed influenza cases, so the sample size

es as only for operational reasons (an estimate of number of subjects needed to assess the
ofnt).

For the primary efficacy endpoint 1a, assuming an attack rate in the comparator group of 8% and an
influenza VE of 40%, an estimated sample size of minimally 2,974 evaluable subjects (or 1,487 evaluable
subjects per study group) with a minimum total of 191 cases would be needed to have at least 90%
power to reject the null hypothesis that the VE is less or equal to 0% at the significance level
alpha=0.0125 and the risk of infection contained entirely within period covered by follow-up. For the
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primary efficacy endpoint for vaccine antigenically matched strains (1b), assuming an attack rate in the
comparator groups of 4%, a VE of 50%, a=0.0125, a minimum of 3,446 evaluable subjects and a
minimum number of 104 cases would be needed to have at least 90% power to reject the null hypothesis
that the VE is less or equal to 0% at the significance level alpha= 0.0125. These results assumed that
the HR was constant throughout the study and that Cox proportional hazard regression was us or the
analysis. Table 2 summarizes the power calculations assumptions and the number of cases %ed to

meet primary efficacy endpoints.
. \@

Table 2. power calculation of multiple primary endpoints :{
Infl Approxmate Mi 'heumf]ll
, VE nenza evaluable Approimate m *
Primary Smeress Asumed |Alpha | attack rate in T bi 1 suhi nstrate
Ohjective | o |VE {a) cowmparator ower |subjects per | fofal sunjects -sided
Criteria freatment enrolled .
group ro =% CI for
Eroup Eis=0%
la 0% 40% 00125 8% =00% | 1487 33&( 1M
Ib 0% 50% 00125 |4% =00% |1723 .\ 104

Abbreviations: CI = confidence imterval; [1] = mfluenza-hke iliness; L1 = lower log

raccine efficacy.

sumed parameters, an approximate
ubjects per study group) to demonstrate
reater than 0% for the primary endpoint

Accounting for 10% early dropout and uncertainty abouQe
number of 3830 subjects were planned to be enrolled (o s
that the LL of the two-sided 97.5% CI for the V

assessment.

The study was designed to accrue a minimum T-PCR confirmed influenza cases and a minimum
of 104 culture confirmed influenza cases anti ically matched to the strains selected for the seasonal
vaccine. If the overall/pooled influenza ck rate differed from the predicted rate and/or influenza
strain circulation within a study season ted’or shifted away from the strains selected for the seasonal
vaccine, an adjustment of the prospecti specified number of cases, and number of subjects would

be required. Extraneous real-life irffgr on, from (but not limited to) the influenza surveillance systems
of the ECDC, US CDC, or WHO co ﬂi e used to re-assess the influenza event rate.

Sample Size for Secondary I@qenicitv Objectives (Immunogenicity Subset)
1on

Per season, with a 1:1 al ion, approximately 100 evaluable subjects from the active arm and 100
evaluable subjects fgom Qcomparator arm were to be enrolled into the immunogenicity subset.
Assuming a 10% dropzouf rate, approximately 222 subjects were allocated to the immunogenicity subset
per influenza season.

Randon;n@tl?

Subjects e randomized in a 1:1 ratio to receive QIVc or the non-influenza vaccine comparator
(meni cal group C polysaccharide conjugate vaccine [MenC vaccine]; NeisVac-C). Randomization
w ied by age, with a planned distribution of at least 30% of subjects aged 6 months through 23

hs and at least 30% of subjects aged 24 months through 47 months. Enrolled subjects were also
stratified by influenza vaccination history (“previously vaccinated” and “not previously vaccinated”) to
allow for assignment of the appropriate number of doses of study vaccine. Previously vaccinated subjects
were scheduled to receive a single dose of 0.5 mL of the study vaccine (QIVc or MenC) on Day 1. Not
previously vaccinated subjects were scheduled to receive 2 doses of 0.5 mL of the study vaccine
(QIVc/QIVce or MenC/placebo), administered 28 days apart, on Day 1 and Day 29.
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The study protocol allowed for analyses of interim data for early evidence of efficacy to enable early
study termination when a statistically robust demonstration of efficacy is observed.

Blinding

0\
Analysis sets é
All Enrolled Set ’;9

All screened subjects who provided informed consent and provided demogr and/or baseline
screening assessments, regardless of the subject’s randomization and tr@ nt status in the study,

This trial was designed as an observer-blind study. @b

Statistical methods

and received a Subject ID.
All Exposed Set

All subjects in the All Enrolled Set who received a study vaccilif@

Full Analysis Set (FAS) Efficacy Q

As defined in the final SAP (Version 2.0, dated 07 Sept 2021), the FAS Efficacy consisted of all
subjects in the All Enrolled Set who were randomize(N ved at least one dose of study vaccination,
and were evaluated for efficacy at more than 14 ckéafter the last vaccination.

FAS Immunogenicity

consisted of all subjects in the All Enroll who were randomized, received at least one study

As defined in the final SAP (Version 2.0, Ea%ed 07 September 2021), the FAS Immunogenicity
vaccination, and provided evaluable % amples at both baseline (Day 1) and 28 days after last

vaccination (Day 29/57).

In case of vaccination error, sub'ebﬁ the FAS Efficacy and FAS Immunogenicity were analyzed “as
randomized” (ie, according to udy vaccine a subject was designated to receive, which may be
different from the study vac the subject actually received).

If a subject was unblinde ing the study, he/she was included in the FAS.
PPS Efficacy/Immun \ity
All subjects in th fficacy/Immunogenicity who:

L 4

. Corr@eceived the study vaccine (ie, received the study vaccine to which the subject was
Xe t the scheduled time points).

randomi

. C“Ko protocol deviations leading to exclusion as defined prior to unblinding/analysis.
. z&are not excluded due to other reasons defined prior to unblinding or analysis
ThePPS is a subset of the FAS and was always defined even if the objectives did not require it.
Subgroup Analysis

Subgroup analyses were performed for vaccine efficacy by stratifying for the following subgroups:

. Subjects aged "6 through 23 months” and “24 through 47 months”
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. Subjects “previously influenza vaccinated” and “not previously influenza vaccinated”

. Subjects by race

o Subjects by sex

. Subjects by country or region b
. Subjects by season/year treated @

Additional immunogenicity analyses were performed for each season by stratifying fm’@lowing
subgroups:

. Subjects aged “6 through 23 months” and “24 through 47 months”

Subjects with prevaccination HI (or MN) titer <1:10 and prevaccina 'Qor MN) titer >1:10

. ubjects “previously influenza vaccinated” and “not previously in nza vaccinate
Subjects " | fl ted” and “not I fl ted”

. Subjects by race @

. Subjects by sex {

. Subjects by country or region
Efficacy Analysis QQ
The primary efficacy analysis was based on the FAS Effi . Absolute vaccine efficacy was only

assessed for RT-PCR confirmed influenza episodes (p}\ efficacy objective 1a) and culture
confirmed influenza episodes antigenically matched,to the strains selected for the seasonal vaccine
(primary efficacy objective 1b) with first onset of@ss occurring at >14 days after the last
vaccination in the treatment period (since clini€al protection is not immediate after vaccination) until
the end of the influenza season. Additionally, the"primary objective was evaluated in PPS Efficacy.

Time-to-event methodology based on a proportional hazard model was used for all efficacy analyses to
estimate the hazard ratio (HR). Abso%/accine efficacy (aVE) against first occurrence RT-PCR
confirmed influenza cases was det d using a standard formula: aVE = 1 - HR where HR is the
hazard ratio for RT-PCR influenz irmed cases in the QIVc group versus the comparator group. The
HR was estimated by a propor @ hazards regression model for which the following null (HO) and
alternative (H1) hypotheses ée tested:

HO: 1 - HR <0 versus H1: HR >0
where HR is a hazar}gfb of QIVc versus the comparator vaccine and VE is vaccine efficacy.

For both primary@gacy objectives, the HR and the related 97.5% CI of HR for onset of first RT-PCR
L 4

confirmed infl were estimated by a proportional hazards regression model with treatment effect

as a fixed effét)nd stratifying covariates as random effect:

hi(t|X) @exp(BTX + bTZ)

with t ting time to the influenza, B is the effect of treatment group indicated by X, b is random
ssumed as a multivariable random gaussian variable with zero mean and diagonal covariance
matrix), Z is random effect covariate (reflecting randomization strata).

Subjects who did not experience an event during the observation period and subjects who dropped out
from the study during the observational period were censored (right-censoring) at the last available
date in the eCRF prior to the end of influenza season.
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The estimate of the HR, the respective estimate for absolute VE and the pertaining two-sided Cis were
calculated based on this model, including treatment group (2 treatments), age strata (2 categories, 6
months through 23 months or 24 months through 47 months), gender (male or female), vaccination
history (yes or no), country, and investigator site (site identifier).

If the study continued over several seasons, estimates would also adjusted for the factor seas .In
case of one or two (interim) analyses, confidence levels at each stage would be adjusted to@ e

97.5% overall coverage.
L 4

For each of the multiple primary objectives, estimates for the HR in the Cox Proportiopa zard model
were calculated using the Maximum Likelihood (ML) method. In case of problems wi konvergence
(algorithm does not converge or converges to infinite estimates), the penalized mroach would be
used (Heinze and Schemper 2001).

Success Criteria for the Multiple Primary Efficacy Objectives $’
o}

The primary objective of efficacy was achieved if efficacy was demonst@ r at least one of the two
primary efficacy endpoints, that is, if the lower limit (LL) of the two-sided*©7.5% CI of VE was greater
than 0% in subjects 6 months through 47 months of age. (

In the case that an interim analysis was performed, the 97.5% uld be adjusted accordingly. If an
interim analysis was performed and the trial continued, then subsequent analysis would be
tested at a reduced alpha level, ie, what was left from thednterim analysis.

The model specification used to estimate aVE for the@ary efficacy endpoints was similar to the
model used for the primary efficacy endpoints.

Secondary efficacy objectives were not associate@h any hypothesis testing.
Immunogenicity Analysis

All statistical analyses for HI (or MN tite&'e performed on the logarithmically (base 10)
transformed values. Individual HI titer. detection limit (<10) were set to half of that limit.

Crude estimates for GMTs, GMRs, rtaining two-sided 95% CIs were calculated assuming log-
normal distribution of the titers re completed by providing minimum, maximum, and median
titers for each vaccine group 6

To determine the adjuste & and associated two-sided 95% CI, a general linear model was fitted
on log-transformed (base post-GMT titers as the outcome variable and with covariates such as
vaccine group, log10-tRansformed prevaccination titer, age group, previous vaccination status, sex,
and investigator sité. m the model, the adjusted GMT and their confidence intervals, were produced
with 95% confid Imits. The adjusted baseline GMTs were calculated in a similar fashion without
adjusting for |’g\ ransformed prevaccination titer as a covariate.

mention owever, using the log-transformed (base 10) post-GMT minus the log-transformed (base

10) p as the outcome variable and excluding log-transformed (base 10) prevaccination titer as

a iate. The adjusted GMR and 95% CI were calculated by taking the anti-logs of the means and
CI of the log transformed fold increases in postvaccination titer over prevaccination titers.

The anal;s’i el for the fold increase (GMRs) in titers was performed using the same model as

Binary data (ie, percentages of subjects with seroconversion and with titer >1:40) were summarized

for each vaccine group using crude estimates and were reported together with two-sided 95% Cls
calculated according to Clopper’ s and Pearson’ s (1934) method. No multiplicity adjustment to the CI

levels was implemented.
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For immunogenicity data, it was considered reasonable to consider missing immunogenicity values as
missing completely at random (MCAR), ie, not informative. Therefore, the key secondary analysis
comprised a complete case analysis only, without introducing any bias. Imputation methods were not
used.

No statistical testing was performed for the comparative secondary immunogenicity objectiveb

Interim Analysis @

As the circulation of influenza viruses is seasonal and the event rates of influenza are di to
predict, this study had a group sequential design in order to allow analyses of interi ata to enable
early study termination when a statistically robust demonstration of efficacy was o@ved.

One interim analysis for early evidence of efficacy was conducted in accordan ith the protocol after
the completion of 3 seasons of the study, and the DMC recommendation w e study to continue.
Based on the result of the interim analysis, the CIs for the primary efficacy en@points were adjusted

and the sample size of the enrolled population was increased to accrue@;ases required for the final

analyses
The sample size calculations in order to have al least 90% poweémonstrate QIVc vaccine efficacy

are considered adequate

Subjects were randomized in a 1:1 ratio to receive QIVc or; %-inﬂuenza vaccine comparator
(meningococcal group C polysaccharide conjugate vacci enC vaccine]; NeisVac-C). Randomisation
was stratified by age (6 through 23 months and 24 47 months) and by influenza vaccination
history. Both types of stratification are sensible takirmé;X&o account the study population, which is
composed of very young children that will most Iipresent diverse immune responses determined
by their age and also influenced by whether th dVe been previously vaccinated against influenza. It
was determined that at least 30% of the partigts had to be in each of the two age groups, this is

acknowledged and agreed. &

Study subjects were scheduled to rec her a single dose of 0.5 mL of the study vaccine or a two-
dose study vaccination regimen s a'% by approximately 4 weeks as clinically indicated depending
on age and previous influenza vac@ion history. This scheme is in accordance with paediatric
influenza vaccine dosing recom® tions and consistent with international recommendations and
therefore acceptable.

The study was carried ou@bserver blind. Although the optimal design would have been a double
blinded trial, it is con&%a at the observer blind strategy used here is sufficient because we
consider very unlike this design would have affected the study outcomes.

The statistical m s are overall considered adequate, although the MAH was asked to explain the
success crlter| he primary objective. In study V130_14 the primary objective of efficacy was
achieved if y was demonstrated for at least one of the two primary efficacy endpoints, that is, if

the lowe (LL) of the two-sided 97.5% CI of VE was greater than 0% in subjects 6 months
through onths of age. 0% is very low having in mind that for instance, in study V130_12, which
the extension of indication from 9 years and above to 2 years and above, as well as in

ing clinical studies for other authorised flu vaccines in children aged from 6 to 35 months, the
L% the 2-sided CI of the VE estimate, with at least 95% coverage was higher than 20%. The
applicant was requested to discuss this critical aspect and the MAH explained that study V130_14
started before the results of study V130_12 were known (in which the LL of the CI for aVE was >20%
for subjects 2 to <18 years); that study V130_14 had majority of subjects that were not previously
vaccinated and were below 2 years of age, so the response of the children in study V130_14 was
expected to be lower than in study V130_12; and that the lower bound of the VE for study V130_14
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was agreed by the PDCO and also supported by interactions with regulatory agencies. Therefore, the
LL for the CI of the VE criterion is considered sufficiently justified.

Results ;

Participant flow @

&
A total of 5723 subjects 6 months through 47 months of age were enrolled in the stud m nrolled Set)
and randomized in a 1:1 ratio to receive QIVc or the comparator vaccine. Of t 23 randomized
subjects, 26 subjects did not receive study vaccine. In total, 5697 subjects rec 'v@t least one study
vaccination (All Exposed Set).

The majority of subjects (97.2%) completed the study; 163 (2.8%) subjects &ﬂtinued from the study.
The most common reasons for discontinuing from the study was withdr consent (1.4%) followed
by lost to follow up (0.8%). %

Total Enrolled

All Enrolled Set
o € Q 5723 subjects

26 subjects not exposed

[ 1 .
2857 subjects 2840 subjects exposed Total Exposed
exposed to QIVe to comparator vacci 5607 subjects

1 subject excluded [—

2856 subjects in 283§, stibjécts in Total FAS Efficacy
FAS Efficacy @(ﬁcacy 5691 subjects

283 subjects excluded |[—— 304 subjects excluded

2573 subjects in 23531 subjects in Total PPS Efficacy
PPS Efficacy PPS Efficacy 5104 subjects
L 4
Source: Section 5.3.54, 14 CSR, Figure 10-1.

Abbreviations: Flgﬁ 11 Analysis Set; PPS = Per Protocol Set; QIVc = cell-based quadrivalent subunit influenza virus vaccine.

*

Recruié\(h{

Subj @/ere randomized in a 1:1 ratio to receive QIVc or the non-influenza vaccine comparator

imfgococcal group C polysaccharide conjugate vaccine [MenC vaccine]; NeisVac-C). Randomization
waskstratified by age, with a planned distribution of at least 30% of subjects aged 6 months through 23
months and at least 30% of subjects aged 24 months through 47 months. Enrolled subjects were also
stratified by influenza vaccination history (“previously vaccinated” and “not previously vaccinated”) to
allow for assignment of the appropriate number of doses of study vaccine.
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Conduct of the study

Study V130_14 was conducted over 5 influenza seasons at 75 centers in 15 countries. The study was
performed during the Southern Hemisphere (SH) 2019, Northern Hemisphere (NH) 2019/2020, NH

2020/2021, NH 2022/2023, and SH 2023 influenza seasons. 2

Table 3 Study disposition-As Randomised-All enrolled set, study V130 13

o

v
QlVe Comparator Total
N=2860 N=2863 5723
n (%) n (%) _ (%)
Total number of subjects enrolled 2860 (100) 2863 (100) \Qsm (100)
Total number of subjects exposed 2857 (99.9) 2840 (99.2) &/ 5697 (99.5)
Completed protocol 2794 (97.7) 2766 (96.6 0 5560 (97.2)
Primary reason for discontinuation 66 (2.3) 97 (3.4 163 (2.8)
from the study
Adverse event 0 Q& 0
Death 1 (<0.1) @1) 3(0.1)
Withdrawal of consent 37 (1.3) %(1.6) 82 (1.4)
Lost to follow-up 19 (0.7) 25(0.9) 44 (0.8)
Protocol deviation 0 2(0.1) 2 (<0.1)
Study Terminated by Sponsor 0 \ 0 0
Other 9 (0.3)\ 23 (0.8) 32 (0.6)
N4

Source: Section 5.3.5.1, V130 _14 CSR, Table 10-1.
Abbreviations: QIVc = cell-based quadrivalent subunit in za virus vaccine.

Note 1: As randomized: according to the vaccine a s%was designated to receive, which may be different from the
vaccine the subject actually received. One subject was omized to the QIVc group, but received the comparator vaccine at
Visit 1; this subject is included in the QIVc group $as rdndomized” and in the comparator vaccine group “as treated”.

Baseline data b

Demographic and baseline@cteristics of the FAS Efficacy are summarized in Table 4. The
demographic and baselin acteristics of the FAS Efficacy were consistent with those of the All
Enrolled Set.

The mean (standarg@‘\lation) age of the study population in the FAS Efficacy was 25.9 (11.9) months
and the range onths to 47 months of age, which was consistent with the intended study
population. T %ed age distribution of at least 30% of subjects in each age subgroup was achieved:
44.2% of subjects’were 23 months of age or younger and 55.8% of subjects were 24 months of age or

older. \

Over y 1.9% of subjects were previously vaccinated against influenza (and thus scheduled to
re dose of study vaccine) and 98.1% of subjects were not previously vaccinated against influenza
thus scheduled to receive 2 doses of study vaccine).

There were no notable differences in the distribution of demographic and baseline characteristics
between the QIVc group and the comparator vaccine group in the FAS Efficacy.

The demographic and baseline characteristics of the FAS Immunogenicity were also generally balanced
between the QIVc group and the comparator vaccine group, and were consistent with those of the All
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Enrolled Set, apart from the percentage of White subjects being higher in the FAS Immunogenicity
compared with the All Enrolled Set (58.3% vs 43.2%); this likely reflects >50% of subjects in the FAS

Immunogenicity being enrolled in Estonia (Section 5.3.5.1, V130_14 CSR, Section 10.4.1).

As Randomized - FAS Efficacy, Study V130_14

Table 4 Demographics and Baseline Characteristics in Subjects 6 Months Through 47 Month@b -

N\
QIVc Comparator ’@I
N=2856 N=2835 N35691
Age (months) O‘
n 2856 2835 5691
Mean (SD) 25.8 (11.9) 26.0 (11@ 25.9 (11.9)
Min, max 6, 47 6, 47 6, 47
Age group (n [%])
n 2856 @ 5691
6 months through 23 months 1266 (44.3) !(9 (44.1) 2515 (44.2)
24 months through 47 months 1590 (55.7) 386 (55.9) 3176 (55.8)
Sex (n [%])
n 2856 2835 5691
Male 1439 ( 1514 (53.4) 2953 (51.9)
Female 141\ 1321 (46.6) 2738 (48.1)
Race (n [%]) e
n 56 2835 5691
American Indian or Alaska Native Q 0 0
Asian 098 (38.4) 1086 (38.3) 2184 (38.4)
Black or African American &l 348 (12 2) 343 (12.1) 691 (12.1)
Native Hawaiian or Other Pacific Islan p 1 (<0.1) 1 (<0.1)
White 6 1235 (43 2) 1225 (43.2) 2460 (43.2)
Other 175 (6.1) 180 (6.3) 355 (6.2)
Ethnic Origin (n [%]) Ov
n ( 2856 2835 5691
Hispanic or Latino Q 155 (5.4) 155 (5.5) 310 (5.4)
Not Hispanic or Latin\ 2692 (94.3) 2671 (94.2) 5363 (94.2)
Not reported @ 2 (0.1) 4 (0.1) 6 (0.1)
Unknown 7 (0.2) 5(0.2) 12 (0.2)
Previous inf Q‘vaccination (n [%])
n ° 2856 2835 5691
Previous &inated 48 (1.7) 62 (2.2) 110 (1.9)
Not prev y vaccinated 2808 (98.3) 2773 (97.8) 5581 (98.1)
B @ index (kg/m?2)
2855 2834 5689
Mean (SD) 16.50 (2.2) 16.61 (2.9) 16.56 (2.6)
Median 16.3 16.4 16.3
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QIVc Comparator Total

N=2856 N=2835 N=5691
Season
n 2856 2835 5691
Season 1 344 (12.0) 347 (12.2) 691 (12.
Season 2 495 (17.3) 484 (17.1) 979 (1 b
Season 3 523 (18.3) 518 (18.3) 1041 (é))
Season 4 496 (17.4) 501 (17.7) 9 @.5)
Season 5 998 (34.9) 985 (34.7) @g(34.8)
Country O\
n 2856 2835 5691
Bangladesh 101 (3.5) 99 (3.5@ 200 (3.5)
Bulgaria 130 (4.6) 135 (4. 265 (4.7)
Czech Republic 41 (1.4) 38 Q 79 (1.4)
Estonia 625 (21.9) 620@9) 1245 (21.9)
Honduras 147 (5.1) 49 (5.3) 296 (5.2)
Latvia 3(0.1) (0.1) 5(0.1)
Malaysia 31 (1.1) 34 (1.2) 65 (1.1)
New Zealand 7 (0.2) Q 7 (0.2) 14 (0.2)
Pakistan 279 (9 280 (9.9) 559 (9.8)
Philippines 60 601 (21.2) 1209 (21.2)
Poland 21%5) 215 (7.6) 430 (7.6)
Romania 1.3) 33(1.2) 71 (1.2)
South Africa QJG (13.2) 373 (13.2) 749 (13.2)
Thailand 72 (2.5) 69 (2.4) 141 (2.5)
Ukraine ,&/ 183 (6.4) 180 (6.3) 363 (6.4)

Source: Section 5.3.5.1, V130_14 CSR,

Abbreviations: QIVc = cell-based quadrivale
= standard deviation; SH = Southern

Note 1: As randomized: according to
from the vaccine the subject actu

Note 2: Season 1 = SH 2019; S
2022/2023; Season 5 = SH 20

Numbers analy

All Enrolled Set

%re.

ccine a subject was designated to receive, which may be different
ived.

= NH 2019/2020; Season 3 = NH 2020/2021; Season 4 = NH

Ta Iw.

ubunit influenza virus vaccine; NH = Northern Hemisphere; SD

as defined as all screened subjects who provided informed consent and provided

The All Enrollé
demograppic and/or baseline screening assessments, regardless of the subject’s randomization and

treatme SN

in the study, and received a Subject ID.

ary and secondary efficacy objectives were assessed in the FAS Efficacy, which consisted of all
stfjects in the All Enrolled Set who were randomized, received at least one dose of study vaccination,
and were evaluated for efficacy at more than 14 days after the last vaccination.

FAS Immunogenicity

Immunogenicity was assessed in a subset of subjects participating in the study, with approximately 222
subjects allocated to the immunogenicity subset per influenza season. The secondary immunogenicity
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objective was assessed in the FAS Immunogenicity, which consisted of all subjects in the All Enrolled Set
who were randomized, received at least one study vaccination, and provided evaluable serum samples
at both baseline (Day 1) and 28 days after last vaccination (Day 29/57).

PPS Efficacy / PPS Immunogenicity
The efficacy and immunogenicity objectives were also assessed in the Per Protocol Set (PPS?@ PPS

Efficacy/Immunogenicity consisted of all subjects in the FAS Efficacy/Immunogenicity orrectly
received the study vaccine (ie, received the study vaccine to which the subject was ran ized and at
the scheduled time points) and had no protocol deviations leading to exclusion or wer xcluded due
to other reasons as defined prior to unblinding/analysis. O

The analysis populations are presented in table below. Q

Table 4b. Overview of Efficacy and Immunogenicity sets analysed-as rana@ed, Study V130_14

QIVc Comparator Total
N=2860 %2863 N=5723
n (%) £IN(%) n (%)
All Enrolled Set 2860 (100) %863 (100) 5723 (100)
All Exposed Set 2857 (99.9) 40 (99.2) 5697 (99.5)
FAS Efficacy 2856 (99.9 2835 (99.0) 5691 (99.4)
PPS Efficacy 2573 (@é 2531 (88.4) 5104 (89.2)
Immunogenicity Subset 536 N\ 529 1065
FAS Immunogenicity 52 .9) 524 (99.1) 1049 (98.5)
Q.S) 498 (94.1) 994 (93.3)

PPS Immunogenicity
Source: Section 5.3.5.1, V130_14 CSR, Table 10-3. )

Abbreviations: FAS = Full Analysis Set; PPS =@otocol Set; QIVc = cell-based quadrivalent subunit
influenza virus vaccine.

Note 1: As randomized: according to the v g% subject was designated to receive, which may be different
from the vaccine the subject actually rec%

A total of 5723 study participant re enrolled in the study. There were only 2.8% of subjects who

discontinued the study, and thi dequate. Nevertheless, it is noted that the number of subjects that
did not receive any study vac@ipe at all is significantly higher for the Comparator than for the QIVc group:
21 (0.7%) vs 2 (0.1%). AH was asked to explain this difference. The MAH explained during RSI

that the main reaSO\for t imbalance between groups was due to an insufficient supply of the
comparator vaccine

The baseline cha ,Qtics of the enrolled subjects were well balanced between treatment groups. The
planned age 6& tion of at least 30% of subjects in each age subgroup was achieved: 44.2% of
subjects vmr@months of age or younger and 55.8% of subjects were 24 months of age or older. Only
1.9% of e\wbjects had been previously vaccinated against influenza and received 1 dose of study
vaccine.éefore, 98.1% received 2 vaccine doses. This very high proportion of non-previously
va cir@ participants reflects the very low influenza vaccination that takes place in this age group. All

th aseline and demographic characteristics are well balanced between the QIVc and the comparator
greup. There are some races and ethnic origins that are more represented than others but is this not
expected to impact in the study results. For instance, it is noted that more than half of the participants
in the FAS Immunogenicity set are Estonian. Nevertheless, it is not expected to have an impact on the
immunogenicity results.

Efficacy objectives were assessed in the FAS efficacy population. The use of the PPS (Per Protocol Set)
for the efficacy assessment would have been optimal, and it is observed that there is around a 10%
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difference between the FAS and the PPS populations (for the FAS efficacy, n=2856 (99.9%) in QIVc and
n=2835 (99.0%) in the comparator whereas in the PPS n=2573 (90.0%) in QIVc and n=2531 (88.4%)
in the comparator. Moreover, the PPS excludes all participants that have been excluded because of
protocol deviations or other reasons. The MAH was asked to justify the use of the FAS population instead
of the PPS for the efficacy analysis. The MAH submitted the results of the efficacy analyses of trmmary

endpoints in both the FAS and PPS populations and they were similar. In addition, the choice FAS
population is consistent with the ICH E9. Therefore, the use of the FAS population to asse icacy is
endorsed.

Outcomes and estimation

£\
>
EFFICACY &

In the FAS Efficacy, 1096 of 2856 (38.4%) subjects in the QIVc group and ]@pf 2835 (41.4%) subjects
in the comparator vaccine group reported one or more ILIs during the iré study period. There were
1813 ILIs reported in the QIVc group and 1943 ILIs reported in the conﬁﬁator vaccine group, with the
majority of ILIs reported during the primary endpoint surveillagce period of >14 days after last
vaccination to end of influenza season (QIVc: 1347/1813 ILIs, 7@), comparator vaccine: 1437/1943

ILIs, 74.0%). q

For subjects with occurrence of an ILI during the primary in¥surveillance period, 1339 swabs were
collected for influenza testing in the QIVc group and 142 s were collected in the comparator vaccine
group. The most frequently reported ILI symptoms (N@on to having a temperature >37.8° C on the
same day) for ILIs reported >14 days after last vaccination to end of influenza season were rhinorrhoea
(QIVc: 1088/1347 ILIs, 80.8%; comparator v@e: 1172/1437 1ILIs, 81.6%) and cough (QIVc:
970/1347 ILIs, 72.0%; comparator vaccine: @ 437 ILIs, 72.7%) in both vaccine groups. The vast
majority of swabs were collected via the NP route (QIVc: 98.6%; comparator vaccine: 98.7%).

Primary Efficacy Analysis

The following primary efficacy en z@were evaluated for QIVc compared to a non-influenza vaccine
in subjects 6 months through 47 of age:

la First occurrenc@RT-PCR confirmed influenza, due to any influenza Type A and/or B

virus regardless of igenic match to the influenza strains selected for the seasonal influenza

vaccine, occurring >14 days after the last vaccination and until the end of the influenza
with protocol-defined ILI symptoms.

season, in asKia

1b Firs rence of culture confirmed influenza, due to influenza Type A and/or B virus

antigenic tched by ferret antigenicity testing to the influenza strains selected for the

seasofi uenza vaccine, occurring at >14 days after the last vaccination and until the end of
(Iu}

thg i a season, in association with protocol-defined ILI symptoms.
The pri ficacy objective would be achieved if efficacy was demonstrated for at least one of the
two prij efficacy endpoints, that is, if the LL of the two-sided 97.5% CI of VE was greater than 0%.
To nt for the interim analysis conducted after Season 3 of the study and maintain the overall alpha

ofil.25% (one-sided), the Cls for the aVE estimate associated with the primary efficacy objectives were
adjusted. Based on this, the CI for primary efficacy endpoint 1a was adjusted from 97.5% to 97.98%,
while the CI for primary efficacy endpoint 1b remained at 97.5%.

In the FAS Efficacy, the number of cases of RT-PCR confirmed influenza due to any influenza Type A
and/or Type B virus, regardless of antigenic match to vaccine strain, was 104 in the QIVc group and 173
in the comparator vaccine group (Table 5). For this endpoint, the aVE of QIVc versus the comparator
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vaccine in subjects 6 months through 47 months of age was 41.26% (97.98% CI: 21.55, 56.02) (Table
5). The pre-specified success criterion to demonstrate efficacy for this primary endpoint was met as the
LL of the two-sided 97.98% CI was above 0%.

The number of cases of culture confirmed influenza due to influenza Type A and/or Typg B virus
antigenically matched to vaccine strain was 44 in the QIVc group and 82 in the comparator vac roup
(Table 5). For this endpoint, the aVE of QIVc versus the comparator vaccine in subjects 6 mo rough
47 months of age was 46.90% (97.5% CI: 19.19, 65.11) (Table 5). The pre-specified s @criterion
to demonstrate efficacy for this primary endpoint was met as the LL of the two-si %% CI was
above 0%.

The primary objective of efficacy was considered to be achieved if efficacy was d rated for at least
one of the two primary efficacy endpoints. Both primary efficacy endpoints m esuccess criteria. The
primary objective of the study was achieved. §

Table 5 Number of Subjects with First-Occurrence RT-PCR Confirmed Ir%’lza, Number of Subjects
with First-Occurrence Culture Confirmed Influenza (Antigenically Matched), and Absolute Vaccine
Efficacy in Subjects 6 Months Through 47 Months of Age - As Ra@ jzed — FAS Efficacy, Study
V130_14

QIVe Co % aVE? (%)  Success Criteria

N=2856 5 (97.98% CI) Met (Yes/No)
RT-PCR Confirmed Influenza 104 (3.64) @ (6.10) 41.26 Yes
Any Type A and/or Type B strain® \ (21.55, 56.02)
Number of cases (attack rate) (\
Q{Q\I Comparator aVE? (%)  Success Criteria
= N=2835 97.5% CI) Met (Yes/No)
Culture Confirmed Influenza (1.54) 82 (2.89) 46.90 Yes

Antigenically matched to vaccine strain® (19.19, 65.11)

Number of cases (attack rate)

Source: Section 5.3.5.1, V130_14 CSR, Table 1
Abbreviations: aVE = absolute vaccine efﬁ confidence interval; FAS = Full Analysis Set; ILI = influenza-like illness; QIVc = cell-

based quadrivalent subunit influenza virus g; RT-PCR = reverse transcription-polymerase chain reaction.

* Adjusted aVE, estimated from a Cox pgdportiohal hazard model for time from >14 days after the last study vaccination to the onset of the
first occurrence of RT-PCR confirmedsinfl¥gnza (or culture confirmed influenza antigenically matched to the vaccine strain) with vaccine
group as the main effect, adjusting fe @ ious vaccination status, sex, country, and season as random effects.

® RT-PCR confirmed influenza due to ah§ influenza Type A and/or Type B virus regardless of antigenic match to the influenza strains
selected for the seasonal mﬂ%ecme occurring at >14 days after the last vaccination in the treatment period until the end of the
influenza season, in associati protocol-defined ILI symptoms.

¢ Culture confirmed influenz: to influenza Type A and/or Type B virus antigenically matched to the influenza strains selected for the
seasonal influenza vaccifie degcurring at >14 days after the last vaccination in the treatment period until the end of the influenza season, in
association with prcﬂx fined ILI symptoms.

Note 1: As rando cording to the vaccine a subject was designated to receive, which may be different from the vaccine the subject
actually recel\c

The r b.f the primary efficacy analyses in the PPS Efficacy were consistent with the results in the

cy, supporting the robustness of the efficacy findings. In the PPS Efficacy, the aVE for first-

rence RT PCR confirmed influenza regardless of antigenic match to vaccine strain was 43.96%

(97.98% CI: 24.17, 58.59, based on 256 observed cases) and the aVE for first-occurrence culture

confirmed influenza due to antigenically matched vaccine strain was 47.56% (97.5% CI: 18.56, 66.23,
based on 115 observed cases).

Secondary Efficacy Analysis
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The following secondary efficacy endpoints were evaluated for QIVc compared to a non-influenza vaccine
in subjects 6 months through 47 months of age:

. First occurrence of culture confirmed influenza caused by influenza virus strains antigenically
dissimilar to the influenza strains selected for the seasonal vaccine occurring at >14 days after the last
vaccination and until the end of the influenza season, in association with protocol-defined ILI s@nms.

. First occurrence of culture confirmed influenza due to any influenza Type A and/or @ B virus
regardless of antigenic match to the influenza strains selected for the seasonal ipf a vaccine,
occurring at >14 days after the last vaccination and until the end of the influenza sea N association
with protocol-defined ILI symptoms. Q(

. First occurrence of RT-PCR confirmed moderate-to-severe influenza d% y influenza Type A
and/or Type B virus regardless of antigenic match to the influenza strainﬁeﬁ ted for the seasonal
influenza vaccine, occurring at >14 days after the last vaccination and until the end of the influenza
season.

The secondary efficacy objectives were assessed in the FAS Efficacy, an ere not associated with any
hypothesis testing. (

For first occurrence of culture confirmed influenza due to infl gﬁrus strains that were antigenically
dissimilar to the vaccine strains (ie, unmatched strains %VE observed for QIVc versus the
comparator vaccine in subjects 6 months through 47 montéage was 54.49% (95% CI: 22.55, 73.26,
based on 63 observed cases) (Table 6). O

For first occurrence of culture confirmed influenza ho any influenza Type A and/or Type B virus,
regardless of antigenic match to vaccine strainQe aVE observed for QIVc versus the comparator
vaccine in subjects 6 months through 47 mon ge was 50.67% (95% CI: 32.83, 63.77, based on
182 observed cases) (Table 6). @

Xo

Table 6 Number of Subjects with First rence Culture Confirmed Influenza (Unmatched Strain and
Any Strain), and Absolute Vaccin i in Subjects 6 Months Through 47 Months of Age - As
Randomized - FAS Efficacy, Study, ) 14

O
X
&
>
&>
o
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Culture Confirmed QIVc Comparator aVE? (%)
Influenza N=2856 N=2835 (95% CI)

Unmatched Strain® 20 (0.70) 43 (1.52) 54.49 (22.55, 73.26)
Number of cases (attack

rate)
Any Strain¢ 61 (2.14) 121 (4.27) 50.67 (32.83, @)

Number of cases (attack

rate) 663
Source: Section 5.3.5.1, V130_14 CSR, Table 11-3. M
t; QIVc = cell-

Abbreviations: aVE = absolute vaccine efficacy; CI = confidence interval; FAS = Full Analysis %
based quadrivalent subunit influenza virus vaccine; RT-PCR = reverse transcription-polyme@7

@ Adjusted aVE, estimated from a Cox proportional hazard model with vaccine group as t
Mlth'X

ain reaction.

effect, adjusting
for age group, previous vaccination status, country, and season as random effects. N the age group is
from planned stratification.

b Culture confirmed influenza due to influenza Type A and/or Type B virus antigenic matched to the
influenza strains selected for the seasonal influenza vaccine occurring at >14 days,aftér the last vaccination until
the end of the influenza season, in association with protocol-defined ILI sympt .
¢ Culture confirmed influenza due to any influenza Type A and/or Type B virus @dless of antigenic match to
the influenza strains selected for the seasonal influenza vaccine occurring a¢ >14 days after the last vaccination
until the end of the influenza season, in association with protocol-defined %ymptoms. There were 3 subjects in
the QIVc group and 3 subjects in the comparator vaccine group with fir ccrrence culture confirmed influenza

that was a coinfection with matched and unmatched influenza strains; of these subjects was counted only
once in the overall Any Strain category. There was 1 additional subj in the comparator vaccine group with
first-occurrence culture confirmed influenza (unmatched strain), foll y a first-occurrence culture confirmed
influenza event (matched strain). Only the first event was count@h overall Any Strain category.

Note 1: As randomized: according to the vaccine a subject w esignated to receive, which may be different
from the vaccine the subject actually received. \O

For first occurrence of RT-PCR confirmed modeo-severe influenza due to any influenza Type A
and/or Type B virus, regardless of antigenic @7 to vaccine strain, there were 0 cases in the QIVc
group and 9 cases in the comparator vaccine group. Of the 9 cases in the comparator vaccine group, 5
cases were physician-confirmed acute JOtitis media and 4 cases were physician-confirmed lower
respiratory tract illness. The aVE poin ate for RT-PCR confirmed moderate-to-severe influenza in
subjects 6 months through 47 m@age was 100%; however, the counts were too small to draw

any firm conclusion (Table 7).

O

Table 7 Number of Subjects With First Occurrence of Moderate-to-Severe RT-PCR Confirmed Influenza
and Absolute Vaccine Effi in Subjects 6 Months Through 47 Months of Age — As Randomized - FAS
Efficacy, Study V130 _ 14

N\,

@‘ QIVe Comparator aVE?
Q N=2856 N=2835 (95% CI)
Any Strain - Ny of 0 9(0.32) 100 (NE, 100)

cases (attack @e)'

Source: Segtidu 53.5.1, V130 14 CSR, Table 11-4.

AbbreviVE = absolute vaccine efficacy; CI = confidence interval; FAS = Full Analysis Set; ICU = intensive care unit;
ILI = j énza-like illness; NE = not estimable; QIVc = cell-based quadrivalent subunit influenza virus vaccine; RT-PCR =
@scription-polymerase chain reaction.

ed aVE, estimated from a Cox proportional hazard model for time from >14 days after the last study vaccination to the
et of the first occurrence of Moderate-Severe RT-PCR confirmed influenza with vaccine group as the main effect, adjusting
revious vaccination status, sex, country and season as random effects.

Note 1: As randomized: according to the vaccine a subject was designated to receive, which may be different from the vaccine
the subject actually received.

Note 2: A moderate-to-severe ILI episode is defined as an ILI episode complicated by one of the following diagnoses within
30 days after the ILI onset: physician confirmed lower respiratory tract illness, physician confirmed acute otitis media, or
hospitalization in the ICU, physician-diagnosed serious extra-pulmonary complication of influenza or supplemental oxygen
requirement for more than 8 hours.
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Additional Analysis by Strain

Efficacy of first occurrence RT-PCR confirmed influenza (due to any influenza Type A or Type B virus,
regardless of antigenic match to vaccine strain) was analyzed by virus strain (ie, A/H1IN1, A/H3N2,
B/Yamagata, and B/Victoria) (Table 8). There were some clinical isolates that only providebRT—
PCR confirmed Type A or Type B result and were unable to provide a subtype result in -PCR
subtype assays. Overall, there were more RT-PCR confirmed Type A than Type B influen Qés, and
the point estimates of aVE for the Type A subtypes, A/H1N1 and A/H3N2, were obse be higher
than for B/Victoria. Only 4 cases of B/Yamagata were detected during the 5-season s@ Y all from the
SH 2019 season, which is consistent with there being no confirmation of B/Yan@t in circulation
since March 2020 (Paget et al. 2022).

Not all RT-PCR influenza confirmed cases were able to be sufficiently p ted in Madin-Darby
Canine Kidney (MDCK) cultures to allow for antigenic characterization. The Gbserved efficacy for first
occurrence culture confirmed cases for any strain (ie, either matched matched to vaccine strain)
by virus strain was similar for the Type A subtypes and B/Victoria, aVE of 47.16% (95% CI:
14.08, 67.50) for the A/H1IN1 strain, 46.13% (95% CI: 11.30, .28) for the A/H3N2 strain, and
56.04% (95% CI: 15.34, 77.17) for the B/Victoria strain. Efﬁca@ the B/Yamagata strain could not
be estimated. For first occurrence culture confirmed case matched strain, the highest point
estimate of aVE was observed for B/Victoria, whereas for fi %urrence culture confirmed cases for
unmatched strain, the highest point estimate was obser for A/H3N2; however, the 95% CIs were
wide given the smaller number of cases observed f\ nalyses by individual strain.

with First-Occurrence Culture Confirmed InfluenZa (Matched Strain, Unmatched Strain, and Any
Strain), and Absolute Vaccine Efficacy, Overall’and by Strain, in Subjects 6 Months Through 47
Months of Age - As Randomized - FAS%y, Study V130_14

Table 8 Number of Subjects with First-Occurre:ch -PCR Confirmed Influenza, Number of Subjects

EMC Comparator aVE?

2856 N=2835 (CIP)

RT-PCR Confirmed b‘
Influenza Fa\
Any Strainc - Number o(\l 104 (3.64) 173 (6.10) 41.26 (21.55, 56.02)
cases (attack rate)
Type Ad Q 79 (2.77) 141 (4.97) 45.17 (23.92, 60.48)
A/H1N1 \ 25 (0.88) 56 (1.98) 55.91 (22.85, 74.81)
A/H3N2 /O 34 (1.19) 67 (2.36) 50.53 (19.19, 69.72)
Type B¢ N Q 31 (1.09) 42 (1.48) 26.36 (-27.84, 57.59)

\ 1 (0.04) 3(0.11) 64.66 (-419.33, 97.59)

24 (0.84) 34 (1.20) 30.16 (-29.92, 62.45)

a d Strain® - Number 44 (1.54) 82 (2.89) 46.90 (19.19, 65.11)

ses (attack rate)

H1N1 21 (0.74) 40 (1.41) 47.69 (4.19, 71.44)
A/H3N2 20 (0.70) 29 (1.02) 31.13 (-32.35, 64.16)
B/Yamagata 0 1 (0.04) 100 (NE, 100)
B/Victoria 3 (0.11) 13 (0.46) 77.26 (4.39, 94.59)
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Unmatched Strain - 20 (0.70) 43 (1.52) 54.49 (22.55, 73.26)
Number of cases (attack

rate)
A/HIN1 4 (0.14) 7 (0.25) 43.44 (-93.27, 83.45)
A/H3N2 4 (0.14) 15 (0.53) 73.90 (21.30, 93,35)
B/Yamagata 1 (0.04) 0 NE (NE, 100
B/Victoria 10 (0.35) 17 (0.60) 41.29 (-28.3 3315)
Any Strain - Number of 61 (2.14) 121 (4.27) 50.67 (32. 3.77)
cases (attack rate)
A/H1IN1 25 (0.88) 47 (1.66) 47.16 08, 67.50)
A/H3N2 24 (0.84) 44 (1.55) 46.18 ($1.30, 67.28)
B/Yamagata 1 (0.04) 1 (0.04) -5%48 (%1601.53, 93.46)
B/Victoria 13 (0.46) 29 (1.02) o 4 (15.34,77.17)
Source: Section 5.3.5.1, V130_14 CSR, Table 11-5. Q

ufl” Analysis Set; QIVc = cell-

based quadrivalent subunit influenza virus vaccine; NE = not estimable; RT-

Abbreviations: aVE = absolute vaccine efficacy; CI = confidence interval; FA
P reverse transcription-

polymerase chain reaction.

@ Adjusted aVE, estimated from a Cox proportional hazard model for time%m >14 days after the last study
vaccination to the onset of the first occurrence of RT-PCR-confirmed i a (or culture confirmed influenza
antigenically matched to the vaccine strain) with vaccine group as t effect, adjusting for age group,
previous vaccination status, country, and season as random effect e that the age group is from planned
stratification.

b 97.98% CI provided for aVE for the primary endpoint of RT- confirmed influenza (any strain, Type A,

Type B, and individual strains); 97.5% CI provided for aVE ary endpoint of culture confirmed influenza
(matched strain and individual strains); 95% CI provideéfo for the secondary efficacy endpoints of

culture confirmed influenza (unmatched strain and individ trains; any strain and individual strains).
¢ RT-PCR confirmed influenza, due to any influenza T A and/or Type B virus regardless of antigenic match
to the influenza strains selected for the seasonal infl vaccine, occurring at >14 days after the last
vaccination in the treatment period until the end fluenza season, in association with protocol-defined

ILI symptoms.

4 Some Type A and Type B strains could not,bg identified by PCR subtyping or lineage assessment,
respectively, and are included in the Type A ype B categories, respectively.

¢ Culture confirmed influenza, due to influﬁ?ype A and/or Type B virus antigenically matched to the
influenza strains selected for the seasonalj enza vaccine, occurring at >14 days after the last vaccination in
the treatment period until the end t%enza season, in association with protocol-defined ILI symptoms.

Note 1: As randomized: according t vaccine a subject was designated to receive, which may be different
from the vaccine the subject actuall eived.

Note 2: First-occurrence culture irmed influenza/Matched Strain: In the comparator vaccine group, 1
subject had a first-occurrence Culterfe confirmed influenza classified as coinfection with A/H1IN1 (matched

strain) and B/Yamagata (ma
subcategories, and counteg

strain); this subject was included in both of the A/H1N1 and B/Yamagata
once in the overall Matched Strain category.

Note 3: First-occurrepce cult¥ie confirmed influenza/Unmatched Strain: In the QIVc group, 1 subject had first-
occurrence RT-PCR cMed influenza classified as A/H3N2, which was not cultured confirmed, and was
coinfected with RT-R firmed influenza classified as Type B virus, which was culture confirmed as
influenza unmatched both B/Yamagata and B/Victoria; this subject was counted in the overall Unmatched
Strain category nd not in any of the individual strain subcategories. In the comparator vaccine group,
there were 2%& ts with first-occurrence RT-PCR confirmed influenza classified as Type A virus, subtype
undetermined, ich was culture confirmed as influenza unmatched to both A/H1N1 and A/H3N2, and there
were 2 subjacts/with coinfection with first-occurrence culture confirmed influenza classified as A/H3N2
(matc in) and RT-PCR confirmed influenza classified as Type B virus, lineage undetermined, which was

culture irmed as influenza unmatched to B/Victoria and B/Yamagata. These 4 subjects were counted in the
overall Wamatched Strain category only and not in any of the individual strain subcategories.
ote4: First occurrence culture confirmed influenza/Any Strain: There were 3 subjects in the QIVc group and
cts in the comparator vaccine group with first-occurrence culture confirmed influenza that was a
nféction with matched and unmatched influenza strains; each of these subjects was counted only once in
overall Any Strain category. There was 1 additional subject in the comparator vaccine group with first-

occurrence culture confirmed influenza (unmatched strain), followed by a first-occurrence culture confirmed
influenza event (matched strain). Only the first event was counted in the overall Any Strain category.
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Supplementary Efficacy Analysis

Prior to the completion of the influenza surveillance period for the fifth season of the study, the minimum
number of RT-PCR confirmed primary endpoint influenza cases and the minimum number of antigenically
matched culture confirmed primary endpoint influenza cases required for final efficacy analyses were
accrued, which allowed proceeding to the analyses of the primary efficacy endpoints. The add | NP
swabs collected through the end of the SH 2023 influenza season (the fifth study season@ rwent
laboratory testing for influenza. Supplemental analyses were performed that included cumuta number
of primary endpoint cases for Seasons 1 to 5 through the designated end of the inflﬁx eason and
are provided for information only. {

In the FAS Efficacy, the number of cases of RT-PCR confirmed influenza due t Qinfluenza Type A
and/or Type B virus, regardless of antigenic match to vaccine strain, was 107 i e QIVc group and 177
in the comparator vaccine group. For this endpoint, the aVE of QIVc versu comparator vaccine in
subjects 6 months through 47 months of age was 40.84% (97.5% CI: 22&5.09).

The number of cases of culture confirmed influenza due to inﬂuen@pe A and/or Type B virus
antigenically matched to vaccine strain was 45 in the QIVc grou%a&nd 85 in the comparator vaccine
group. For this endpoint, the aVE of QIVc versus the comparato ine in subjects 6 months through
47 months of age was 47.58% (97.5% CI: 20.67, 65.36). ;@

These supplemental analyses support the robustness of th efficacy results.

The study protocol included the possibility to conduct ar@ m analysis when a certain number of PCR-
confirmed ILIs were achieved. This took place after n 3 of the study. In order to maintain the
overall alpha of 1.25% (one-sided), the CIs for the aVE estimate associated with the primary efficacy
objectives were to be adjusted. The CI for primbfﬁcacy endpoint 1a was adjusted from 97.5% to
97.98%, and the CI for primary efficacy endpoit remained at 97.5%. The MAH was asked to present
the information fractions used in the cumulativeO’Brien-Fleming type error-spending-function and the
calculations for the adjustments of the %rimary endpoints 1a and 1b in the final analysis and the
MHA has adequately justified in the R (cal’eason for adjusting only 1a and not both.

Both pre-specified success criteria primary endpoints 1a and 1b were met, so absolute vaccine
efficacy (aVE) was demonstratedé}wc versus the non-influenza comparator vaccine. The primary
objective of efficacy was cons' to be achieved if efficacy was demonstrated for at least one of the
two primary efficacy endpoirfts. Both primary efficacy endpoints met the success criteria, therefore the
primary objective of the @ was achieved. For RT-PCR confirmed influenza due to any influenza Type
A and/or Type B vir regandless of antigenic match to vaccine strain, the aVE of QIVc versus the
comparator vaccine '\bjects 6 months through 47 months of age was 41.26% (97.98% CI: 21.55,
56.02). For cultu firmed influenza due to influenza Type A and/or Type B virus antigenically
matched to vacc@rain the aVE of QIVc versus the comparator vaccine in subjects 6 months through

47 months of g§~/vas 46.90% (97.5% CI: 19.19, 65.11).

icacy results in the PPS Efficacy population were consistent with the previously shown
results ( the FAS Efficacy).

Th @dary objectives, culture confirmed influenza caused by influenza virus strains antigenically

r to the influenza strains in the vaccine, culture confirmed influenza due to any influenza Type
A ahd/or Type B virus regardless of antigenic match and RT-PCR confirmed moderate-to-severe influenza
due to any influenza Type A and/or Type B virus regardless of antigenic match, were also met.

For first occurrence of culture confirmed influenza due to influenza virus strains that were antigenically
dissimilar to the vaccine strains (ie, unmatched strains), the aVE observed was 54.49% (95% CI: 22.55,
73.26). For first occurrence of culture confirmed influenza due to any influenza Type A and/or Type B
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virus, regardless of antigenic match to vaccine strains, the aVE was 50.67% (95% CI: 32.83, 63.77).
For first occurrence of RT-PCR confirmed moderate-to-severe influenza due to any influenza Type A
and/or Type B virus, regardless of antigenic match to vaccine strain, there were 0 cases in the QIVc
group and 9 cases in the comparator vaccine group. The aVE point was 100%; however because of the
low numbers, results must be taken with caution. b

i those

Interestingly, the point estimate for aVE for culture confirmed influenza due to strains dissi
in the vaccine (54.49% [95% CI: 22.55, 73.26]) was higher than the aVE results obtained'@ analysis

of the primary endpoints. '\
Additionally, efficacy analysis by strain was carried out, although not all clinical i could provide
cell culture results. Results by strain were consistent with the overall efficacy re for both type A

viruses (H1IN1 and H3N2) and for type B Victoria lineage. Efficacy against amagata could not be
determined due to the very low cases (only 4 cases of B/Yamagata in the 5 s&o} ), which is consistent
with the failure to detect B/Yamagata viruses since March 2020. In any c%onfidence intervals were
wide due to the smaller number of cases. @

The minimum number of RT-PCR confirmed cases and of antigenically matched culture confirmed cases
required for final efficacy analysis were obtained before the end fifth influenza season. Therefore,
the analysis was carried out without the analysis of the totality if amples that were finally collected.

These extra cases and their analysis were provided for infor only. This approach is endorsed.

IMMUNOGENICITY RESULTS

season. Sera were collected before and 4 weeks & last vaccination in a subset of subjects 6 months
through 47 months of age in each study vacciQyup. In total, 1049 subjects were included in the FAS
Immunogenicity (220 in Season 1, 218 in,Seasbn 2, 223 in Season 3, 172 in Season 4, and 216 in
Season 5). The immune response to eﬁvthe 4 QIVc vaccine strains selected for the season was
assessed via the following endpoints: d postvaccination geometric mean titers (GMTs); geometric
mean ratio (GMR); and seroconv i%&e (SCR).

Immunogenicity was assessed e§.seline (Day 1, before vaccination) and at Day 29 (previously
vaccinated subjects receivin gwgle dose of study vaccine) or Day 57 (not previously vaccinated

subjects receiving 2 dose udy vaccine) for all 4 influenza vaccine strains, using the HI and MN
assays validated for the s

The secondary immunogenicity objective was toaluate the immune response to QIVc each study

The vaccine strains f c could change from season to season, based on the World Health Organization
(WHO) strain rec dations for the particular influenza season. The A/H1N1 strain in the vaccine
changed each* Q; the A/H3N2 strain changed each season, apart from being the same strain for
Season 4 ‘N?@I/ZOB) and Season 5 (SH 2023); the B/Yamagata strain was the same strain for the
5 study aq ; and the B/Victoria strain was the same for the first 2 seasons (SH 2019 and NH
2019/20§changed for Season 3 (NH 2020/2021), and changed for Season 4 (NH 2022/2023),
remai e same strain for Season 5 (SH 2023). The immunogenicity results are therefore presented
by n, even if a specific vaccine strain did not change between seasons. The immunogenicity
oints were analyzed descriptively for each season.

The A/H3N2 strain did not agglutinate red blood cells in the HI assay for Seasons 1 and 3 (Table 9);
therefore, the primary immunogenicity assay for the A/H3N2 strain was the MN assay, which was
performed for all 5 study seasons.
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Hemagglutination Inhibition Assay

Geometric Mean Titers

Day 1:

e For each of the 5 influenza seasons, the Day 1 HI GMTs were not notably different ;en the

QIVc and comparator vaccine groups for any of the A/H1N1, B/Yamagata, or B/Vj strains
&
e The Day 1 HI GMTs for the A/H1N1 strain varied across the 5 seasons. {\

e The Day 1 HI GMTs for the B/Yamagata and B/Victoria strains were simi Q)ss the 5 seasons
and were observed to be lower values than those for the A/H1IN1 st%

e For the 3 seasons with A/H3N2 HI data, the Day 1 HI GMTs were @otably different between

the QIVc and comparator vaccine groups and the Day 1 HI GM ied across the 3 seasons.
Day 29/57: {
e In the QIVc group, the Day 29/57 HI GMTs were obs o be higher than the Day 1 HI GMTs
across the 5 seasons for each of the A/H1N1, B/Ya and B/Victoria strains (Table 9).

e In the comparator vaccine group, the HI GMT, a@y 29/57 were not notably different from Day
1 HI GMTs across the seasons for the A/N , B/Yamagata, and B/Victoria strains, with
variability observed for A/H1N1 Day 29/57, Ts across the seasons and for B/Victoria in Season
5 as compared to the other study seas

e The Day 29/57 HI GMTs were rved to be higher in the QIVc group compared with the
comparator vaccine group acro 5 seasons for each of the A/H1N1, B/Yamagata, and
B/Victoria strains. Day 29/57 gﬂ*s in Season 5 were observed to be higher values than those
from other seasons.

e Forthe 3 seasons with HI data, the Day 29/57 HI GMTs were observed to be higher than
the Day 1 HI GMTs irﬂ' Vc group and Day 29/57 HI GMTs were observed to be higher in the

QIVc group come th the comparator vaccine group.

Geometric Mean Ratio

e For each influenza seasons, the HI GMRs were observed to be higher in the QIVc group
than mt\ comparator vaccine group for each of the A/H1N1, B/Yamagata, B/Victoria strains
(bel@

o I%\QIVC group, the GMRs varied across the 5 seasons, with the highest GMRs for each of the
@ 1, B/Yamagata, and B/Victoria strains observed for Season 5.

%In the QIVc group, the GMRs for the B/Yamagata and B/Victoria strains were observed to be
similar to or lower than those for the A/H1N1 strain.

e In the comparator vaccine group, the GMRs were observed to be similar across the seasons for
A/H1N1, B/Yamagata, and B/Victoria strains, with variability observed in Season 5 for A/H1N1
and B/Victoria.
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e For the 3 seasons with A/H3N2 HI data, the GMRs were higher for the QIVc group compared to
the comparator group, with the GMR for Season 4 lower than the GMRs for Seasons 2 and 5.

Seroconversion Rates

e For each of the 5 influenza seasons, the HI SCRs were observed to be higher in the Q@roup
than in the comparator vaccine group for each of the A/H1N1, B/Yamagata, and B/Vi@ strains

(Table 9). . %

e In the QIVc group, the SCR varied across the 5 seasons, with the highest for each of the
A/H1N1. B/Yamagata, and B/Victoria strains observed for Season 5. O

e For the 3 seasons with A/H3N2 HI data, the SCRs were observed to ﬂ?er in the QIVc group
than in the comparator vaccine group, with the highest SCR observ Season 5.
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Table 9. Pre- and Postvaccination GMT, GMR, and SCR in Subjects 6 Months Through 47 Months of Age (HI Assay Data) — As Randomized - FAS

Immunogenicity, Study V130 _14

A\

Season Season 1 Season 2 Season 3 Season 4 Ak_)n 5
QIVc Comparator QIVc Comparator QIVc Comparator QIVc Comparator Comparator
No. or % No. or % No. or % No. or % No. or % No. or % No. or % No. or % % No. or %
Any Strain (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI ( /o CI) (95% CI)
A/H1IN1 N=112 N=108 N=107 N=111 N=111 N=112 N=87 * N=108 N=108
Day 1 HI GMT 40.06 44.28 22.99 27.50 10.15 8.72 57.83 ‘u 13.60 13.94
(21.41, 74.97) (24.19, 81.07) | (9.52, 55.49) (11.60, (4.45, 23.13) (3.87,19.60)| (34.41, 97. 19) 6.64)| (1.97,93.97) (1.95, 99.61)
65.18)
Day 29/57 HI 126.39 60.33 60.77 11.24 49.38 5.45 81.71 362.71 60.84
GMT (68.37, (33.32, 109.21) (33.77, (6.32, 20.02)|(22.92, 106.39) (2.56, 11.58)|( 229 01) (53.55, (74.42, 1767.89) (12.14, 304.84)
233.66) 109.38) 124.68)
GMR HI Titer 3.36 1.53 3.71 0.67 6.28 2.59 1.42 19.20 3.20
(1.69, 6.66) (0.79, 2.95) (2.04, 6.73) (0.37,1.20) | (2.91, 13. 56) (1.51, 4.45) (0.83, 2.41) (3.61, 102.12) (0.58, 17.52)
SCR (%) HI 45.54 12.04 57.01 3.60 68.47 29.89 4.71 75.00 12.96
Titer (36.10, 55.22) (6.57, 19.70) |(47.08, 66.54) (0.99, 8.97) | (58.96, 7%6) 7 63) | (20.54, 40.65) (1.30, 11.61) | (65.75,82.83) (7.27, 20.79)
A/H3N2 NA NA N=107 N=111 NA N=87 N=85 N=108 N=108
Day 1 HI GMT NA NA 12.21 14.14 NA 46.38 35.62 82.67 120.80
(5.59, 26.70) (6.57, 30. & (21.09, 101.98) (16.41, 77.30)| (19.98, 342.16) (28.47,512.58)
Day 29/57 HI NA NA 95.36 8. NA 67.88 38.85 440.30 57.87
GMT (43.91, 187 (36.64, 125.77) (21.22, 71.10) (127.04, (16.29, 205.63)
207.07) 1526.08)
GMR HI Titer NA NA 7. Q 0.62 NA NA 1.81 1.19 7.14 0.80
(2. .7 (0.25, 1.54) (0.86, 3.81) (0.57, 2.48) (1.81, 28.16) (0.20, 3.24)
SCR (%) HI NA NA 9 6.31 NA NA 44.83 28.24 84.26 15.74
Titer 60.48, 78.56) (2.57, 12.56) (34.15, 55.87) (19.00, 39.04)| (76.00, 90.55) (9.45, 24.00)
B/Yamagata N=112 oN= a‘ N=107 N=111 N=111 N=111 N=87 N=85 N=108 N=108
Day 1 HI GMT 11.66 1983 9.87 8.22 7.65 7.54 8.96 9.49 7.30 7.35
(8.26, 16. \ 8.27 16.09) | (6.86, 14.22) (5.75,11.75)| (4.25, 13.79) (4.19, 13.57)| (6.78, 11.84) (7.22,12.48) (4.19, 12.73) (4.18, 12.95)
Day 29/57 HI 18.9 6.90 23.65 13.57 13.85 5.26 13.80 4.70 53.72 8.04
GMT ( (@ (4.82,9.87) |(14.04, 39.85) (8.17,22.53)| (6.91, 27.77) (2.63, 10.53)| (8.95, 21.28) (3.06, 7.22) | (20.85, 138.40) (3.07, 21.06)
GMR HI Tite . 0.92 3.38 1.96 1.95 0.75 2.03 0.68 8.04 1.20
1.75, 3.63) (0.65, 1.31) (2.02,5.67) (1.18, 3.25) (0.91, 4.15) (0.35, 1.59) (1.32, 3.13) (0.44, 1.04) (3.12, 20.72) (0.46, 3.15)
SCR (%) HI 37.50 3.70 24.30 6.31 23.42 0.90 29.89 1.18 66.67 3.70
Titer (28.53, 47.15) (1.02,9.21) |(16.53, 33.54) (2.57, 12.56)| (15.91, 32.41) (0.02,4.92) | (20.54, 40.65) (0.03, 6.38) (56.95, 75.45) (1.02,9.21)
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Season Season 1 Season 2 Season 3 Season 4 Season 5
QIVc Comparator QIVc Comparator QIVc Comparator QIVc Comparator QIVc Comparator
No. or % No. or % No. or % No. or % No. or % No. or % No. or % No. or % No. or % No. or %
Any Strain (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% (95% CI)
B/Victoria N=112 N=108 N=107 N=111 N=111 N=112 N=87 N=85 W N=108
Day 1 HI GMT 7.40 8.36 9.37 9.31 8.34 9.39 5.82 6.08 \ 5.92
(5.35,10.24) (6.11,11.43) | (7.46, 11.76) (7.45, 11.63)| (5.40, 12.90) (6.12, 14.42)| (5.18,6.53) (5. 42 6. 8, 44.61) (1.01, 34.73)
Day 29/57 HI 14.97 7.01 16.84 8.82 9.54 4.88 23.92 539.53 45.34
GMT (10.42, 21.49) (4.94,9.95) |(11.32,25.07) (5.97,13.02)| (5.60, 16.25) (2.89, 8.26) | (13.98, 40.92) (158.62, (13.01, 157.93)
1835.19)
GMR HI Titer 2.01 0.90 1.79 0.94 1.43 0.71 4. 44 0.85 32.55 2.95
(1.37, 2.96) (0.62, 1.30) (1.15,2.79) (0.61, 1.46) (0.83, 2.44) (0.42, 1.21) , 7. 5 (0.51, 1.43) (8.85, 119.71) (0.78, 11.09)
SCR (%) HI 24.11 2.78 13.08 0.90 9.91 0.00 @l 53 3.53 80.56 8.33
Titer (16.53, 33.10) (0.58, 7.90) (7.34, 20.98) (0.02,4.92) | (5.05,17.04) (NE, NE) 9, 53.59) (0.73,9.97) (71.83, 87.54) (3.88, 15.23)

Source: Section 5.3.5.1, V130_14 CSR, Table 11-6.

Abbreviations: CI = confidence interval; FAS = Full Analysis Set; GMR = geometric mean rati

%metric mean titer; HI = hemagglutination inhibition; NA = not

applicable (due to lack of agglutination of A/H3N2 in HI assay); NE = not estimable; NH = Nw{emisphere; QIVc = cell-based quadrivalent subunit influenza virus vaccine;
SCR = seroconversion rate; SH = Southern Hemisphere.

Note 1: Season 1 = SH 2019; Season 2 = NH 2019/2020; Season 3 = NH 2020/2

oS

%on 4 = NH 2022/2023; Season 5 = SH 2023.
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As indicated, the A/H3N2 strains for seasons 1 and 3 did not agglutinate red blood cells in the HI assay.
This is due to recent evolutionary changes in the amino acids of the surface proteins hemagglutinin (HA)
and neuraminidase (NA) of A/H3N2 viruses, resulting in a diminished capacity of HA to agglutinate target
red blood cells in the HI assay. Thus, it is acceptable that for seasons 1 and 3, the Microneutsalization
assay is considered the primary immunogenicity assay. 6

Baseline HI GMT were variable across strain and season, but comparable in each of them @en QIVc
and the comparator vaccine groups. .

Overall, QIVc was immunogenic across seasons eliciting highly variable HI responses,with GMR in the
range of 2.59-19.20 (A/H1N1), 1.81-7.43 (A/H3N2), 1.95-8.04 (B/Yamagand 1.43-32.55
(B/Victoria). Seroconversion rates were also variable, higher for A strai 1N1: 29.89-75%;
A/H3N2: 44.83-84.26%) than for B/strains (B/Yam: 23.42-66.67%; B/Vic: % 0.56%).

For seasons 2 and 3, the results show low immunogenicity for B/Victoria stkaini’*GMR were 1.79 and 1.43
(with 95% CI overlapping with the comparator vaccine), and seroconv@ achieved only 13.08% and

9.91%, respectively. {
Microneutralization Assay @
ab

In addition to HI assays, MN assays were performed to mea@ ibody titers against the 4 QIVc strains

in each vaccine group for the 5 study seasons.

Geometric Mean Titers \
Day 1: QO

e For each of the 5 influenza seaso the Day 1 MN GMTs were not notably different between the
QIVc and comparator vaccine grgtips*or any of the 4 vaccine strains (Table 10).

e The Day 1 MN GMT vaIue? ied"across the 5 seasons for each strain.

Day 29/57: O

e Inthe QIVc group, ay 29/57 MN GMTs were observed to be higher than the Day 1 MN GMTs

for each of the 4 v e strains across the 5 seasons, apart from the B/Victoria strain in Season
2, which wasNIy immunogenic (Table 10).

differ

e Inthec %or vaccine group, the MN GMTs at Day 1 and Day 29/57 were not notably
ﬁach of the 4 vaccine strains across the 5 seasons.

o ’@29/57 MN GMTs were observed to be higher in the QIVc group compared with the
rator vaccine group for each of the 4 vaccine strains across the 5 seasons, apart from the
ctoria strain in Season 2.

%ric Mean Ratios

e For each of the 5 study seasons, the MN GMRs were observed to be higher in the QIVc group
than in the comparator vaccine group for each of the 4 vaccine strains, apart from the B/Victoria
strain in Season 2 (Table 10).
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e In the QIVc group, the GMRs varied across the 5 seasons, with most variability observed in the
GMR values for the A/H1N1 and B/Victoria strains.

e In the comparator vaccine group, there were no notable differences in GMRs across the 5 study

seasons. 2
Seroconversion Rates @

e For each of the 5 influenza seasons, the MN SCRs were observed to be higher’ %IVC group
than in the comparator vaccine group for each of the 4 vaccine strains, apart %‘1 he B/Victoria

strain in Season 2 (Table 10). O

e In the QIVc group, the SCR for each vaccine strain varied across thxsl sons.

,00
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Table 10

Pre- and Postvaccination GMT, GMR, and SCR in Subjects 6 Months Through 47 Months of
Age (MN Assay Data) — As Randomized - FAS Immunogenicity, Study V130 _14

Season Season 1 Season 2 Season 3 Season 4 Season 5
Compara Compara Compara Compara
QIVc tor tor tor QIVc Compara tor
No. or % No. or % QIVc No.or % QIVc No. or %|No. or % tor QIVc or %
Any (95% (95% |[No.or% (95% |No.or% (95% (95% No. or %| No. or, 95%
Strain CI) CI) (95% CI) CI) (95% CI) CI) CI) (95% CI) (95°£o ) CI)
A/HIN N=112 N=108 N=107 N=111 N=111 N=112 N=87 N=85 ,N% N=108
1 \
Day 1 22.06 31.10 57.54 55.89 61.40 43.43 32.15 35.32 g13.94 115.49
MN GMT  (9.53, (13.83, (18.79, (18.69, (16.51, (11.93, | (19.17, (21.2 ) 6.64, (36.41,
51.07) 69.92) 176.16) 167.19) | 228.37) 158.11) | 53.90) 58.7 354.34) 366.35)
Day 329.08 36.24 473.15 66.69 459.87 19.32 86.91 352.09 86.61
29/57 (196.16, (21.97, | (247.69, (35.39, | (157.55, (6.76, (58.51, (110.01, (26.51,
MN GMT 552.06) 59.79) 903.85) 125.71) | 1342.31) 55.21) | 129.11) 60) 1126.90) 282.92)
GMR MN  16.16 1.70 8.12 1.15 17.55 0.81 2.37 .23 3.47 0.85
Titer (9.52, (1.02, (4.19, (0.60, (5.72, (0.27, (1.5@ (0.80, (1.07, (0.26,
27.45) 2.83) 15.75) 2.20) 53.86) 2.44) 3.67 1.88) 11.24) 2.81)
SCR (%) 73.21 2.78 74.77 4.50 87.39 4.46 2.18 7.06 68.52 15.74
MN Titer (64.02, (0.58, (65.45, (1.48, (79.74, (1.47, 56, (2.63, (58.88, (9.45,
81.14) 7.90) 82.67) 10.20) 92.93) 10.11‘2 .06) 14.73) 77.12) 24.00)
A/H3N N=112 N=108 N=107 N=111 N=111 N= N=87 N=85 N=108 N=108
2
Day 1 6.92 6.29 4.96 4.80 7.02 % 17.70 15.77 26.08 25.98
MN GMT (4.91, (4.51, (4.19, (4.07, (3.18, Q 2, (10.34, (9.29, (7.79, (7.59,
9.76) 8.76) 5.88) 5.67) 15.5 .16) 30.31) 26.76) 87.37) 88.87)
Day 27.55 10.95 12.04 5.31 57.93 10.49 35.99 14.78 139.97 30.22
29/57 (18.70, (7.52, (7.60, (3.38, ( (5.21, (18.52, (7.70, (41.52, (8.78,
MN GMT 40.58) 15.94) 19.08) 8.34) 1 21.09) 69.94) 28.34) 471.84) 104.08)
GMR MN 3.28 1.32 2.14 0.93 92 1.01 2.74 1.16 4.40 0.95
Titer (2.23, (0.91, (1.35, (0.59, .79, (0.48, (1.39, (0.60, (1.30, (0.27,
4.84) 1.92) 3.40) 1.4K, 12.56) 2.13) 5.38) 2.26) 14.88) 3.28)
SCR (%) 38.39 4.63 20.56 1@/ 57.66 1.79 33.33 10.59 71.30 15.74
MN Titer (29.36, (1.52, (13.36, . (47.92, (0.22, (23.58, (4.96, (61.80, (9.45,
48.06) 10.47) 29.46) .36) 66.98) 6.30) 44.25) 19.15) 79.59) 24.00)
B/Yam N=112 N=108 N=10 111 N=111 N=112 N=87 N=85 N=108 N=108
agata
Day 1 76.91 66.14 6 @ 60.03 15.33 15.26 53.41 54.11 51.81 45.20
MN GMT (53.50, (46.60, (85.87, (33.41, (7.73, (7.78, (32.42, (33.12, (23.27, (20.02,
110.55) 93.87) W0) 107.86) 30.41) 29.93) 88.00) 88.41) 115.35) 102.06)
Day 278.89 88.67 3.42 126.59 55.17 19.24 84.60 52.11 169.24 49.34
29/57 (202.31, (65! (183.07, (82.43, (27.19, (9.59, (55.74, (34.57, (75.01, (21.58,
MN GMT 384.46) 120.8 438.79) 194.41) | 111.92) 38.59) | 128.38) 78.55) 381.86) 112.85)
GMR MN 3.93 . @ 3.05 1.38 3.15 1.10 1.82 1.11 3.81 1.19
Titer (2.81, 4, (1.95, (0.89, (1.47, (0.52, (1.15, (0.71, |((1.56,9.33) (0.48,
5.49)‘\ .79) 4.75) 2.13) 6.71) 2.32) 2.88) 1.75) 2.95)
SCR (%) 46.4‘ ) 0.93 30.84 3.60 36.94 4.46 19.54 4.71 54.63 7.41
MN Titer 36% (0.02, (22.27, (0.99, (27.97, (1.47, (11.81, (1.30, (44.76, (3.25,
5.05) 40.50) 8.97) 46.62) 10.11) 29.43) 11.61) 64.24) 14.07)
B/Victo 2 N=108 N=107 N=111 N=111 N=112 N=87 N=85 N=108 N=108
ria @
Day 6.07 6.64 4.99 5.18 9.09 10.71 8.79 7.72 15.97 12.20
TV (4.82, (5.31, (4.16, (4.33, (4.80, (5.71, (6.40, (5.66, (2.53, (1.87,
7.65) 8.30) 5.99) 6.18) 17.24) 20.09) 12.07) 10.55) 100.98) 79.68)
Day 14.23 7.00 5.29 5.26 26.81 9.65 121.02 5.99 938.65 39.32
29/57 (10.95, (5.44, (4.03, (4.04, (14.06, (5.12, (59.56, (2.99, (230.67, (9.41,
MN GMT 18.51) 9.02) 6.92) 6.85) 51.12) 18.20) | 245.87) 11.97) 3819.51) 164.32)
GMR MN 2.17 1.07 1.04 1.01 2.74 0.92 16.90 0.86 31.51 1.42
Titer (1.67, (0.83, (0.77, (0.75, (1.37, (0.47, (8.36, (0.43, (7.19, (0.31,
2.82) 1.37) 1.40) 1.35) 5.47) 1.83) 34.19) 1.72) 138.05) 6.37)
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Season Season 1 Season 2 Season 3 Season 4 Season 5
Compara Compara Compara Compara
QIVc tor tor tor QIVc Compara tor
No. or % No. or %| QIVc No.or%| QIVc No.or %|No.or % tor QIVc No. or %
Any (95% (95% |[No.or% (95% | No.or% (95% (95% No.or %| No.or % (95%
Strain CI) CI) (95% CI) CI) (95% CI) CI) CI) (95% CI)| (95% CI CI)
SCR (%) 20.54 0.93 0.93 2.70 25.23 0.89 87.36 7.06 94.44 .26
MN Titer (13.49, (0.02, (0.02, (0.56, (17.46, (0.02, (78.50, (2.63, (88. 4.53,
29.20) 5.05) 5.10) 7.70) 34.35) 4.87) 93.52) 14.73) 97.9 16.37)
Source: Section 5.3.5.1, V130_14 CSR, Table 11-7. N (?
eometric

mean titer; MN = microneutralization; NH = Northern Hemisphere; QIVc = cell-based quadrivale ubunit influenza
virus vaccine; SCR = seroconversion rate; SH = Southern Hemisphere. O

Note 1: Season 1 = SH 2019; Season 2 = NH 2019/2020; Season 3 = NH 2020/2021; S@ NH 2022/2023;

Season 5 = SH 2023. &

Baseline MN GMT were variable across strain and season, but compara@ each of them between QIVc
and the comparator vaccine groups.

Abbreviations: CI = confidence interval; FAS = Full Analysis Set; GMR = geometric mean ratio; G&\

Overall, QIVc elicited a neutralizing antibody response for the four, Sﬁs across the 5 seasons, with the
exception of B/Victoria strain during Season 2, when no rise in Qdy titres was detected (GMR: 1.04)
and there was no seroconversion (0.93%). As mentioned befo re was also low immunogenicity for
this strain and season in terms of HI antibodies. Furthermosg, durihg this and the previous season, a lack
of efficacy was observed for B/Victoria. The MAH was as@o provide explanation for the poor
immunogenicity and apparent lack of efficacy for B/Vic uring Seasons 1 and 2. According to the
MAH, this study was not designed to evaluate the association of the magnitude of immune responses to
prevention of influenza. The intent of the immunog@ty subset was to evaluate, for each season,
evidence of an immune response to the QIVc v@e. As observed, HI and MN antibody responses to the
B/Victoria vaccine strain were less immunogenic it seasons 1 and 2 than for later seasons. The mismatch
for the B/Victoria vaccine strain to circulati irus in seasons 1 and 2 complicates the ability to derive an
association of immunogenicity with efﬁ§ is is acknowledged.

Other than season 2, the MN antib onse was highly variable across seasons, with GMR in the range
of 2.37-17.55 (A/H1N1), 2.14-5.6/H3N2), 1.82-3.93 (B/Yamagata) and 2.17-31.51 (B/Victoria).
Seroconversion rates were aIs iable and in the range of 32.18-87.39% (A/H1N1), 20.56-71.30%
(A/H3N2), 19.54-54.63% (B/\%agata) and 20.54-94.44% (B/Victoria).

Ancillary analysés\ 2

The efficacy subgr %Iyses were stratified by age (6 months through 23 months; 24 months through
47 months); infi a vaccination history (Yes; No); race; sex; country of enrollment; and season/year of
study particip &The immunogenicity subgroup analyses were stratified by age (6 months through 23
months; 22‘& s through 47 months); prevaccination titer (<1:10; >1:10); influenza vaccination history

(Yes; No) ; sex; and country.

The peff and immunogenicity subgroup analyses were not powered for hypothesis testing and,
t , descriptive efficacy results in subgroups with a small sample size or few influenza events should
be Thterpreted with caution. The vaccine efficacy confidence interval is to be interpreted with caution for
subgroups for which the lower bound was not evaluable by the statistical methods used for the analysis or
when vaccine efficacy was estimated as 100% on the basis of zero cases. The immunogenicity analyses
were conducted in a subset of subjects and presented by season; therefore, the number of subjects in some
subgroup analyses was very small and the data were insufficient to provide results for the immunogenicity
endpoints.
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All subgroup analyses presented in this section have been performed using the FAS
Efficacy/Immunogenicity.

Comparison of Efficacy Results in Subpopulations

Efficacy Results by Age b

The aVE point estimate for QIVc versus the comparator vaccine was positive in both the 6 s through
23 months and the 24 months through 47 months age subgroups. A higher point estim 'w observed in
the older age subgroup compared with the younger age subgroup for both RT-PCR con ed influenza due
to any strain (47.24%, 95% CI: 26.62, 62.06 vs 32.77%, 95% CI: 3.22, 53.29) culture confirmed
influenza due to matched strains (54.29%, 95% CI: 24.20, 72.43 vs 36.60%, % 1 -8.56, 62.98); the
95% ClIs observed for the younger age subgroup were wide as there were fe% es compared with the
older age subgroup.

A similar pattern of a higher point estimate for aVE in the older age@roup than the younger age
subgroup was observed for culture confirmed influenza due to unmatched strains and culture confirmed
influenza due to any strain.

Efficacy Results by Influenza Vaccination History gg

Of the 5691 subjects in the FAS Efficacy, only 110 subjects eviously vaccinated against influenza.
In total, there were only 6 cases of RT-PCR confirmed influ Qny strain) and 4 cases of culture confirmed
influenza in this subgroup, and no firm interpretation @ made. Given that the majority of subjects in
the study were not previously vaccinated, the aVEs for RT*PCR confirmed influenza (any strain) and culture
confirmed influenza (matched strain, unmatched @‘r, any strain) for these subjects were not notably
different from the corresponding aVEs reported@ overall study population.

Efficacy Results by Race

There was only 1 subject in the Native Hawgaiian or Other Pacific Islander subgroup (in the comparator
vaccine group); this subject did not@a confirmed case of influenza. There were too few cases of
confirmed influenza in the Black or m American subgroup to estimate aVE. The point estimates of aVE
for QIVc versus the comparator e were positive, albeit varied, for the Asian, White, and Other

subgroups for RT-PCR confirm uenza (any strain) and culture confirmed influenza (matched strain,
unmatched strain, any strain ith wide 95% ClIs observed for the White and Other subgroups, which had
fewer cases than the Asia group. The Asian subgroup had aVE point estimates of 57.25% (95% CI:

36.33, 71.30), 55.930&% 1: 26.21, 73.67), 73.47% (95% CI: 19.95, 91,21), and 62.88% (95% CI:
39.99, 77.05) for RT—;& nfirmed influenza (any strain) and culture confirmed influenza (matched strain,
unmatched strain ain), respectively.

L 4
Efficacy Resu ﬁex

The point E i s of aVE for QIVc versus the comparator vaccine were positive for both the male and
female su ps, as assessed by RT-PCR confirmed influenza (any strain) and cultured confirmed influenza
(match in, unmatched strain, any strain). The point estimates of aVE for the female subgroup were
simi r lower than those in the male subgroup, with more variable and wider 95% CI observed with
t?@le subgroup.

Efficacy Results by Country

Of the 15 countries that participated in the study, 3 countries (Latvia, New Zealand, and Romania) had no
RT-PCR confirmed influenza cases. Nine countries had 14 or fewer RT-PCR confirmed influenza cases; no
firm conclusions were able to be made regarding the aVE of QIVc versus the comparator vaccine. For the
countries of Estonia, Honduras, and Philippines, 38, 85, and 88 RT-PCR confirmed cases (any strain),
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respectively, were observed; the point estimates of aVE were 50.13% (95% CI: 2.01, 74.62), 21.31%
(95% CI: -20.68, 48.69); and 61.63% (95% CI: 38.97, 75.87), respectively. For culture confirmed
influenza due to matched strains, the point estimates of aVE were 51.68% (95% CI: 42.43, 83.61), 50.66%
(95% CI: -9.82, 77.83), and 54.44% (95% CI: 17.46, 74.85), respectively. The point estimates of aVE for
QIVc versus the comparator vaccine were also positive for these 3 countries for culture confirme@uenza
due to unmatched strains or any strain, with wide 95% CIs for Honduras and Estonia. @

Efficacy Results by Season
&

The point estimates of aVE for QIVc versus the comparator vaccine varied across the 5 s Qof the study
for RT-PCR confirmed influenza (any strain) and culture confirmed influenza (matc i‘rain, unmatched
strain, any strain) as the number and distribution of cases varied by season (Ta Im). Surveillance for
influenza cases was curtailed for the NH 2019/2020 season (Season 2), due to déclaration by the WHO
of a pandemic with SARS-CoV-2 in March 2020. For the NH 2020/2021 se eason 3), a total of 5
influenza cases was observed and aVE of QIVc versus the comparator vaegingvcould not be determined.
The fourth study season was conducted during the NH 2022/2023@‘uenza season, when global
surveillance indicated a return in influenza activity, although not tq pre®pandemic levels. Robust point
estimates of aVE for QIVc versus the comparator vaccine were obségyed in Season 4 and Season 5 (SH
2023) for RT-PCR confirmed influenza due to any strain (Season 4 54%, 95% CI: 2.74, 78.75; Season

5:61.69%, 95% CI: 36.46, 76.91), culture confirmed influenza 0 matched strains (Season 4: 66.79%,
96% CI: -3.53, 89.35; Season 5: 58.15%, 95% CI: 23.31, nd culture confirmed influenza due to
any strain (Season 4: 65.03%, 95% CI: 10.81, 86.29; S 5: 66.90%, 95% CI: 40.49, 81.59) (Table

11). \

Table 11. Number of Subjects with First-Occurre Q—PCR Confirmed Influenza, Number of Subjects
with First Occurrence Culture Confirmed Influen%fatched Strain, Unmatched Strain, Any Strain) and
Absolute Vaccine Efficacy in Subjects 6 Months Through 47 Months of Age by Season — As Randomized -

FAS Efficacy, Study V130 14 {5&,
Season Season 1 Season 3 Season 4 Season 5
Comparat Comparato| Comparato| Comparato
QIVe or QIVe r QIVe r QIVe r
N=344 N=347 N=523 N=518 N=496 N=501 N=998 N=985

RT-PCR confirmed influenza — Any u
No. of 55 74 22 2 3 10 21 21 53
cases (15.99) (21.33) .23) (4.55) (0.38) (0.58) (2.02) (4.19) (2.10) (5.38)
(attack

rate) \
aVE%P 26.15
(95% CI) (-4.83,

29.43 33.38 54.54 61.69
(-34.43, 62.95) (-298.71, 88.87) (2.74,78.75) (36.46, 76.91)

4
Culture conﬁrmed’w za — Matched strain®

-
No. of ASU 29 7 6 0 0 4 12 15 35
cases N (8.36) (1.41) (1.24) 0) 0) (0.81) (2.40) (1.50) (3.55)
(attack
rate)
aVE%R @ 37.14 -13.59 NE 66.79 58.15
(952 (-13.29, 65.13) (-238.20, 61.85) (NE, NE) (-3.53, 89.35) (23.31, 77.16)
Cul confirmed influenza — Unmatched strain?
No. of 14 22 4 7 0 0 2 5 0 9
cases (4.07) (6.34) (0.81) (1.45) 0) 0) (0.40) (1.00) 0) (0.91)
(attack
rate)
aVE%P 36.96 46.94 NE 59.24 100
(95% CI) (-23.32, 67.78) (-81.83, 84.51) (NE, NE) (-111.13,92.13) (100, 100)
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Culture confirmed influenza — Any strain®

No. of 29 48 11 12 0 0 6 17 15 44
cases (843)  (1383) | (2.22) (2.48) (0) (0) (1.21) (3.39) (1.50) (4.47)
(attack

rate)

aVE%" 39.93 12.72 NE 65.03 6

(95% CI) (4.63,62.17) (-98.11, 61.55) (NE, NE) (10.81, 86.29) (40.4 9)
Source: Section 5.3.5.1, V130 14 CSR, Table 14.2.1.1.13, Table 14.2.2.1.13, Table 14.2.3.1.13, and Table 14.2.3.2.
Abbreviations: aVE = absolute efficacy; CI = confidence interval; FAS = Full Analysis Set; NE = not estimable; Northern
Hemisphere; QIVc = cell-based quadrivalent subunit influenza virus vaccine; RT-PCR = reverse transcription rase chain
reaction; SH = Southern Hemisphere.

2 RT-PCR confirmed influenza due to any influenza Type A and/or Type B virus regardless of antigenic m the influenza
strains selected for the seasonal influenza vaccine occurring at >14 days after the last vaccination in the tr nt period until the end

of the influenza season, in association with protocol-defined ILI symptoms.

b Adjusted aVE, estimated from a Cox proportional hazard model for time from >14 days after th&last study vaccination to the onset
of the first occurrence of RT-PCR confirmed influenza or culture confirmed influenza (matched $tgaiiinmatched strain, any strain)
with vaccine group as the main effect, adjusting for age group, previous vaccination status, sex$ ountry as random effects. Note

that the age group is from planned stratification. @
ma

¢ Culture confirmed influenza due to influenza Type A and/or Type B virus antigenically d to the influenza strains selected for
the seasonal influenza vaccine occurring at >14 days after the last vaccination in the trgfitment period until the end of the influenza
season, in association with protocol-defined ILI symptoms.

4 Culture confirmed influenza due to influenza Type A and/or Type B virus antigenighlly unmatched to the influenza strains selected
for the seasonal influenza vaccine occurring at >14 days after the last vaccinati til the end of the influenza season, in association
with protocol-defined ILI symptoms.

¢ Culture confirmed influenza due to any influenza Type A and/or Type B @egardless of antigenic match to the influenza strains
selected for the seasonal influenza vaccine occurring at >14 days after t| accination until the end of the influenza season, in
association with protocol-defined ILI symptoms.

Note 1: Season 1 = SH 2019; Season 2 = NH 2019/2020; Season 3 :NZOZO/ZOZI; Season 4 = NH 2022/2023; Season 5 = SH

2023. O

aVE analysis was also performed in different subgroups: age, vaccination history, race, sex, country and
season. These analyses were not powered &h}pothesis testing and therefore are descriptive results with
wide confidence intervals in some cases. None of these analyses questioned the superior aVE of the QIVc

vs the comparator. 0

Regarding the two age groups, a hi point estimate was observed in the older age subgroup compared
with the younger age subgroup Q RT-PCR confirmed influenza due to any strain (47.24%, 95% CI:
26.62, 62.06 vs 32.77%, 95% .22, 53.29) and culture confirmed influenza due to matched strains

(54.29%, 95% CI: 24.20, 7 s 36.60%, 95% CI: -8.56, 62.98). This result is consistent with previous
results in other clinical studi arried out with this vaccine and is probably related to the weaker immune
response in influenza n individuals, which are usually more abundant in the younger age group.

In total, there we 6 cases of RT-PCR confirmed influenza (any strain) and 4 cases of culture confirmed

influenza in thi Mroup, and no firm interpretation could be made.
L 4
In the sus by race, only robust results were obtained for some races. The Asian population was the

Of the 5691 subjec @e FAS Efficacy, only 110 subjects were previously vaccinated against influenza.
r@nw

most num , and had aVE point estimates consistent with the results obtained in the overall population.
Int way, subgroup analysis by sex was also positive in both subpopulations and in line with the
g VE results.

The results obtained by country were very variable, nine (out of 15) countries had 14 or less RT-PCR
confirmed influenza cases and no firm conclusions could be made. There were three countries in which a
robust aVE analysis could be made, and the results are positive and similar as the other obtained point
estimates.
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Regarding the study seasons, the number and distribution of cases varied by season. Moreover, the
surveillance in the NH 2020/2021 season yielded few influenza cases due to the pandemic declaration in
March 2020. Robust point estimates of aVE for QIVc were observed in season 4 and 5 and were in line with
the rest of the results.

In the efficacy analysis by season and strain (CSR - Table 14.2.1.1.13), it is noted that during@ons 1
and 2 (SH19 and NH19/20) there was apparently no efficacy for RT-PCR confirmed Influenz due to
B strains: For season 1 there were 21 cases in QIVc group vs 22 in the Comparator group, a@’or season
2 there were 6 cases in each group. This was mostly due to an apparent lack of eff %r B/Victoria
strain: 17 cases in each group during Season 1, and 5 cases (QIVc) vs 3 cases (CompaQr during Season
2. During both seasons, the B/Victoria strain was the same.

Overall, the data and analysis are considered adequate. &

Comparison of Immunogenicity Results in Subpopulations 0

Immune responses at Day 29/57 were not evident in the comparator va@% group, as assessed by both
the HI and MN assays; therefore, the observations below are focugeéd on the immunogenicity subgroup
analyses for the QIVc group only.

Immunogenicity Results by Age Qq

Immune responses were observed in both the 6 mont ugh 23 months age subgroup and the 24
months through 47 months age subgroup, with the Da GMTs observed to be higher than the Day 1
GMTs for the 4 vaccine strains. Day 29/57 GMTs in the 24" months through 47 months age subgroup were
similar to or higher than those in the 6 months thr(@ 23 months age subgroup in each of the 5 influenza
seasons, as assessed by both the HI and MN a@s

In general, the HI and MN GMRs in the 24 ws through 47 months age subgroup were observed to be
similar to or higher than those in the 6 m@s through 23 months age subgroup for the 4 vaccine strains

in each study season. 0

Immunogenicity Results by P ination Titer

Per the definition for this subg&p, Day 1 GMTs were different between subjects with prevaccination titer
<1:10 and those with prev@; ion titer >1:10. For both subgroups, the Day 29/57 GMTs were
observed to be higher ghan t ay 1 GMTs for the 4 vaccine strains for each of the 5 seasons, as
assessed by both the MN assays.

In general, the ;II@MN GMRs were observed to be higher in subjects with prevaccination titer <1:10
than those in s N prevaccination titer 21:10 for the A/H1N1 and A/H3N2 strains; the HI and MN
GMRs were ariable between the 2 subgroups for the B/Yamagata and B/Victoria strains.

Immu city Results by Influenza Vaccination History
Due e very small number of previously vaccinated subjects in the QIVc group in the
FA munogenicity (12 subjects across the 5 seasons), no conclusions could be drawn for this

subgroup. For the subgroup of not previously vaccinated subjects, which included the majority of subjects
enrolled in the FAS Immunogenicity, immune responses were evident for each vaccine strain for the

5 study seasons, with variability observed across the seasons, most notably the GMRs for the A/H1N1 and
B/Victoria strains.
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Immunogenicity Results by Race

Excluding the seasons where <5 subjects were included from a race category, Asian subjects were
included in the FAS Immunogenicity in Seasons 1 and 5, Black or African American subjects in Season 5,
White subjects in Seasons 2, 3 and 4, and subjects in the other race category were included in the FAS
Immunogenicity in Seasons 1 and 5. b

Immune responses were evident in the racial subgroups, where applicable, as assessed by he HI
and MN assays. Comparisons between the race subgroups are limited by the small sizes subgroups
and the differences in percentages of the race subgroup in the immunogenicity subset itAin an influenza

season. O
Immunogenicity Results by Sex &

For both the male and female subgroups, the results were consistent with @erall study results, with
the Day 29/57 GMTs observed to be higher than the Day 1 GMTs for eatlb; e 4 vaccine strains across
the 5 seasons, as assessed by the HI and MN assays.

There were no notable differences in the HI and MN GMRs for the @ccine strains between the male and

female subgroups. Q

Immunogenicity Results by Country

In total, 7 countries provided subjects for the FAS Imn\;genicity (Season 1: Honduras, Malaysia,
Philippines, and Thailand; Season 2: Estonia and P d; Season 3: Estonia; Season 4: Estonia and
Poland; Season 5: Philippines and South Africa).

Immune responses were evident in each of t e&tries, as assessed by both the HI and MN assays,
with variability in GMRs for the 4 strains b try and by season. Comparisons between countries are
limited by the small humber of subjects e ed in the subset from some of the countries and the
different seasons in which these co&@xere part of the immunogenicity subset for the study.

O

The following table sunﬁa\ﬁse e efficacy results from the main studies supporting the present application.
These summaries sho@ read in conjunction with the discussion on clinical efficacy as well as the benefit
risk assessment ( lat€ér sections).

N
>
Z

Summary of main st
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Table 12. Summary of Efficacy for trial V130_14

A Phase I1I, Randomized, Observer-blind, Multicenter Study to Evaluate the Efficacy,
Immunogenicity and Safety of Seqirus’ Cell-Based Quadrivalent Subunit Influenza Virus
Vaccine (QIVc) Compared to a Non-Influenza Vaccine When Administrated in Health
Subjects Aged 6 Months Through 47 Months

Study identifier V130_14
O
Design Randomized, Observer Blind, Multicenter ’\vj
Duration of main phase: Day 1 (vaccination) through 9 (previously
\vaccinated subjects receivi single dose of
study vaccine) or D (not previously
\vaccinated subjects regeiVigg 2 doses of study

Duration of Extension phase: | not applicable

vaccine)
Duration of Run-in phase: not applicable 0

Hypothesis Superiority
Treatments groups Vaccine group: QIVc Season 1 [Sqfithern Hemisphere 2019]:
Strain Typ ingapore/GP1908/2015 IVR-180
(A/HIN1
&vA/North Carolina/04/2016 (A/H3N2)

e’B/Singapore/INFTT-16-0610/2016
(BA(dmagata)
@ Type B/Iowa/06/2017 (B/Victoria)

Season 2 [Northern Hemisphere 2019-20201]:
OStrain Type A/Idaho/07/2018 (A/H1N1)

Strain Type A/Indiana/08/2018 (A/H3N2)
Q Strain Type B/Singapore/INFTT-16-0610/2016)
(B/Yamagata)

E& Strain Type B/Iowa/06/2017 (B/Victoria)

Season 3 [Northern Hemisphere 2020-20211]:

Strain Type A/Nebraska/14/2019 (A/H1N1)
b Strain Type A/Delaware/39/2019 (A/H3N2)
Strain Type B/Singapore/INFTT-16-0610/2016)
O (B/Yamagata)

Strain Type B/Darwin/7/2019 (B/Victoria)

Q Season 4 [Northern Hemisphere 2022-2023]:

\\ Strain Type A/Delaware/55/2019 CVR-45
(A/H1N1)
Q} Strain Type A/Darwin/11/2021 (A/H3N2)
Q Strain Type B/Singapore/INFTT-16-0610/2016
L 4
\ (B/Yamagata)
< : Strain Type B/Singapore/WUH4618/2021
¢ (B/Victoria)

b Season 5 [Southern Hemisphere 2023]:

Strain Type A/Sydney/5/2021 CVR-115

@ (A/H1N1)
Strain Type A/Darwin/11/2021 (A/H3N2)

Strain Type B/Singapore/INFTT-16-0610/2016
(B/Yamagata)

Strain Type B/Singapore/WUH4618/2021
(B/Victoria)

One or two doses depending on previous
influenza vaccine status.

Assessment report
EMA/19181/2025 Page 51/82



Comparator: Non-Influenza |Meningococcal group C polysaccharide conjugate|

Vaccine \vaccine (MenC)

Placebo Sodium Chloride Injection 0.9% w/v
Endpoints and | Primary Efficacy in [This endpoint was met if the lower limity(LL) of]
definitions endpoint preventing the two-sided 97.5% confidence interv ) of
confirmed the absolute vaccine efficacy (aVE) eski was|
influenza greater than 0% (primary objectiv t least
cases one of the two primary efficacy.en@nts. Using
confirmed influenza cases ass rom > 14

days after the last vaccination4and until the end
of the influenza season. cases were
confirmed either by RT-P imary endpoint

1a) or by culture (pri dpoint 1b) for the
entire age range (6 r% through 47 months
of age).
gsgg';?r?t;y Eizsae%ingm _For secondary objec _ 1: Culturfa confirmed
confirmed |anL_Jenz_a caused mfluenz_a virus stra!ns
influenza antigenically dissimilar to the_ influenza strains
cases selected for seasonal vaccine, that occurred
ys after the last vaccination until

more than@
the end : influenza season

For ry objective 2: Culture confirmed
infl zd due to any influenza Type A and/or
| % B'virus regardless of antigenic match to the
i 2nza strains selected for the seasonal
influenza vaccine, that occurred more than 14
O days after the last vaccination until the end of the|
influenza season.

Q For secondary objective 3: RT-PCR confirmed

& moderate-to-severe influenza due to any
(J influenza Type A and/or Type B virus regardless|
of antigenic match to the influenza strains
} selected for the seasonal influenza vaccine, that
occurred more than 14 days after the last

\vaccination until the end of the influenza season.

0,

Database lock Febr@ﬂéth 2024
Results and Analysis Q
Analysis Primary Analysis, Efficacy in preventing confirmed influenza cases

description

Analysis populatiofi  final analysis

and time p
description ¢
Descriptive se@&c's Treatment group Vaccine group Comparator aVE (CI %)
and . iplate group
variabilit \
Number of subjects 2856 2835
@ RT-PCR confirmed | 104 (3.64) 173 (6.10) 41.26 (97.98%
influenza
CI:21.55, 56.02)
Pripary endpoints  |Antigenically matched | 44 (1.54) 82 (2.89)
culture confirmed 46.90 (97.5% CI:
influenza 19.19, 65.11)
Number of cases
(attack rate)
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——————————————————————— Culture confirmed | 20 (0.70) 43 (1.52) 54.49 (95% CI:
influenza - 22.55, 73.26)
Unmatched strains

Culture confirmed | 61 (2.14) 121 (4.27) 50.67 (95% CI:

influenza - 32.83, 63%7)
Secondary endpoints |Any strain

RT-PCR confirmed | O 9 (0.32) 100 (95% CI:

moderate-to-severe NE,

influenza {\

Number of cases
(attack rate)

\Q‘
2.4.3. Discussion on clinical efficacy @

NS

Design and conduct of clinical studies Q@

Study V130_14 was a Phase 3, randomized, observer—blin@nparator—controlled, multicenter study to
evaluate the efficacy, immunogenicity, and safety of QI\Qr us a non-influenza vaccine (meningococcal
group C polysaccharide conjugate vaccine [MenC vac ; NeisVac-C) in children 6 months through 47
months of age. The study was conducted over 5 jafluenza seasons (Southern Hemisphere [SH] 2019,
Northern Hemisphere [NH] 2019/2020, NH 2020/2 NH 2022/2023, and SH 2023).

No dose-finding studies were conducted since “the vaccine composition and dosing are based on the
Guideline on Influenza vaccines - Quality we (EMA/CHMP/BWP/310834/2012 Rev.1), and the vaccine
compositions are in line with the antige(d)se of other seasonal inactivated non-adjuvanted influenza
vaccines. Thus, it is agreed that it was@needed to perform dose-response studies.

The case definition of ILI for this stu temperature >37.8° C (>100.0° F) and at least one of the following
symptoms on the same day: comsore throat, nasal congestion, rhinorrhoea, earache or ear discharge)
as well as the case definition fj erate-to-severe ILI are considered adequate.

The management of the nryngeal swabs, the RT-PCR confirmation and the cell culture activities for
strain subtype determihgtion ake endorsed. The table that details the route of swab collection (Table 11-1

in the CSR) has thre : nasopharyngeal, oropharyngeal and other. The sum of the three percentages
is not equal to 100%.With the responses to the RSI the MAH indicated that there were two reasons to
explain why ther of the percentages for nasopharyngeal, oropharyngeal, and other swab types was not

equal to 100°/cQ first reason was that the percentages for each route of collection use the total N from
- N .

the *Colle o\ wab for ILIs reported >14 days after last vaccination to end of influenza season’ and the

second on that a single influenza-like illness (ILI) could involve the collection of swabs from multiple

routes.

T f HI and MN assays to describe immunogenicity is according to the CHMP Guideline on influenza
vacdipes — Non-clinical and clinical module. The Cell Mediated Immunity (CMI) was not measured in this
study because CMI response to QIVc vaccine in young children was previously evaluated in study V130_10.

The total number of study participants is considered appropriate to demonstrate absolute vaccine efficacy.

The inclusion/exclusion criteria are considered satisfactory.
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Moreover, the strain composition of the vaccine met the WHO and CHMP recommendations for the seasons
in which the CT were performed. Therefore, this is considered adequate too.

All objectives are considered acceptable. Particularly, it is important to note that the primary endpoint is
aimed at demonstrating clinical efficacy in terms of disease prevention.
Q parts

The primary objective is made of two parts, and the objective would be met if at least one of t

is achieved. One of the parts is to demonstrate efficacy of QIVc against RT-PCR confirr@LI cases
regardless of antigenic match and the other to demonstrate vaccine efficacy against,c@e confirmed
illness caused by influenza virus strains antigenically matched to the vaccine compositi N’ns approach is
found to be sensible. An estimation of efficacy against influenza due to strains th well-matched or
unmatched (RT-PCR or culture confirmed) to those in the vaccine was anal his is considered
important to show the overall potential benefit of the vaccine. \b

The secondary efficacy objectives are agreed upon, especially the preventio ulture confirmed illness
caused by any influenza type A and/or type B virus and the prevention o R confirmed moderate-to-
severe illness caused by any influenza type A and/or type B virus. T ird secondary objective, the
prevention of culture conformed illness caused by influenza virus gfrains antigenically dissimilar to the
vaccine composition, has been evaluated for completeness and as gof complementing the information
on VE coming from the antigenically matched strains. gw

The efficacy endpoint definitions followed the EU guidance, are considered adequate. An ILI case
was defined as body temperature of >100.0° F/ >37.8° Q, fever) along with any of the following
symptoms: cough, sore throat, nasal congestion, rhin r@, earache or ear discharge. This ILI definition
goes along with the guideline on Influenza vaccines (EMA/@HMP/VWP/457259/2014) recommendations and
take into account the ECDC European Centre for Di @ e Prevention and Control (ECDC) definitions for ILI.
The Influenza case definition was also properly defin&d following also de EU recommendations.

The sample size calculations in order to haye,at le

considered adequate. C

Subjects were randomized in a 1:1&0 to receive QIVc or the non-influenza vaccine comparator
(meningococcal group C polysaccha jugate vaccine [MenC vaccine]; NeisVac-C). Randomisation was
stratified by age (6 through 23 and 24 through 47 months) and by influenza vaccination history.

st 90% power to demonstrate QIVc vaccine efficacy are

Both types of stratification are le taking into account the study population, which is composed of very
young children that will most fikely present diverse immune responses determined by their age and also
influenced by whether the e been previously vaccinated against influenza. It was determined that at

least 30% of the participants Mad to be in each of the two age groups, this is acknowledged and agreed.

Study subjects were uled to receive either a single dose of 0.5 mL of the study vaccine or a two-dose
study vaccination?‘uen separated by approximately 4 weeks as clinically indicated depending on age
and previous in’ a vaccination history. This scheme is in accordance with paediatric influenza vaccine
dosing recopnmengdations and consistent with international recommendations and therefore acceptable.

The study@t\arried out as observer blind. Although the optimal design would have been a double blinded
trial, it@ idered that the observer blind strategy used here is sufficient because it is very unlikely that
this would have affected the study outcomes.

TheNstatistical methods are overall considered adequate. During the procedure the MAH was asked to
explain the success criteria for the primary objective. In study V130_14 the primary objective of efficacy
was achieved if efficacy was demonstrated for at least one of the two primary efficacy endpoints, that is, if
the lower limit (LL) of the two-sided 97.5% CI of VE was greater than 0% in subjects 6 months through 47
months of age. 0% is very low having in mind that for instance, in study V130_12, which supported the
extension of indication from 9 years and above to 2 years and above, as well as in supporting clinical
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studies for other authorised flu vaccines in children aged from 6 to 35 months, the LL of the 2-sided CI of
the VE estimate, with at least 95% coverage was higher than 20%.. The MAH was requested to discuss this
critical aspect. It was explained that study V130_14 started before the results of study V130_12 were
known (in which the LL of the CI for aVE was >20% for subjects 2 to <18 years); that study V130_14 had
majority of subjects that were not previously vaccinated and were below 2 years of age, so th sponse
of the children in study V130_14 was expected to be lower than in study V130_12; and th mlower
bound of the VE for study V130_14 was agreed by the PDCO and also supported by int ons with
regulatory agencies. Therefore, the LL for the CI of the VE criterion is considered suffic'@n@‘stiﬁed

A total of 5723 study participants were enrolled in the study. There were only 2.8«\0 subjects who
discontinued the study, and this is considered acceptable. Nevertheless, it is not -Q at the number of
subjects that did not receive any study vaccine at all is significantly higher for thefGemparator than for the
QIVc group: 21 (0.7%) vs 2 (0.1%). The MAH explained during the procedur% e main reason for the
imbalance between groups was due to an insufficient supply of the compagatdr vaccine. The baseline
characteristics of the enrolled subjects were well balanced between treatmeat groups. The planned age
distribution of at least 30% of subjects in each age subgroup was achi @ : 44.2% of subjects were 23
months of age or younger and 55.8% of subjects were 24 months of qﬁor older. Only 1.9% of the subjects
had been previously vaccinated against influenza and received 1 f study vaccine. Therefore, 98.1%
received 2 vaccine doses. This very high proportion of non-pre '@vaccinated participants reflects the
very low influenza vaccination that takes place in this age All other baseline and demographic
characteristics are well balanced between the QIVc and tha@parator group. There are some races and
ethnic origins that are more represented than others but j iS not expected to impact in the study results.
For instance, it is noted that more than half of the parti s in the FAS Immunogenicity set are Estonian.
Nevertheless, it is not expected to have an impact Qﬁhe immunogenicity results.

Efficacy objectives were assessed in the FAS effj opulation, instead of in the PPS (Per Protocol Set).
It is observed that there is around a 10% differegbetween the FAS and the PPS populations (for the FAS
efficacy, n=2856 (99.9%) in QIVc and n=2835 (99.0%) in the comparator whereas in the PPS n=2573
(90.0%) in QIVc and n=2531 (88.4%) in @?omparator. Moreover, the PPS excludes all participants that
have been excluded because of protoﬁ e
procedure the results of the efﬁcacy§ es of the primary endpoints in both the FAS and PPS populations
and they were similar. In addition oice of the FAS population is consistent with the ICH E9. Therefore,
the use of the FAS population t ss efficacy is endorsed.

viations or other reasons. The MAH submitted within this

Efficacy data and acf@onal analyses

The study protocol i the possibility to conduct an interim analysis when a certain humber of PCR-
confirmed ILIs wer, ved. This took place after Season 3 of the study. In order to maintain the overall
alpha of 1.25%" -sided), the CIs for the aVE estimate associated with the primary efficacy objectives

were to be zzdj sted’. The CI for primary efficacy endpoint 1a was adjusted from 97.5% to 97.98%, and the
CI for pri ﬁ\e icacy endpoint 1b remained at 97.5%. The MAH was asked to present the information
fractions @ in the cumulative O’Brien-Fleming type error-spending-function and the calculations for the
adjust@ of the CI for primary endpoints 1a and 1b in the final analysis and it was adequately justified
the for adjusting only 1a and not both.

BothNpre-specified success criteria for the primary endpoints 1a and 1b were met, so absolute vaccine
efficacy (aVE) was demonstrated for QIVc versus the non-influenza comparator vaccine. The primary
objective of efficacy was considered to be achieved if efficacy was demonstrated for at least one of the two
primary efficacy endpoints. Both primary efficacy endpoints met the success criteria, therefore the primary
objective of the study was achieved. For RT-PCR confirmed influenza due to any influenza Type A and/or
Type B virus, regardless of antigenic match to vaccine strain, the aVE of QIVc versus the comparator vaccine
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in subjects 6 months through 47 months of age was 41.26% (97.98% CI: 21.55, 56.02). For culture
confirmed influenza due to influenza Type A and/or Type B virus antigenically matched to vaccine strain
the aVE of QIVc versus the comparator vaccine in subjects 6 months through 47 months of age was 46.90%
(97.5% CI: 19.19, 65.11).

The primary efficacy results in the PPS Efficacy population were consistent with the previously sh@esults

(from the FAS Efficacy). @

The secondary objectives, culture confirmed influenza caused by influenza virus stra ntigenically
dissimilar to the influenza strains in the vaccine, culture confirmed influenza due to a uenza Type A
and/or Type B virus regardless of antigenic match and RT-PCR confirmed moderate-t re influenza due
to any influenza Type A and/or Type B virus regardless of antigenic match, were t.

For first occurrence of culture confirmed influenza due to influenza virus stsgins\that were antigenically
dissimilar to the vaccine strains (ie, unmatched strains), the aVE observed 4.49% (95% CI: 22.55,
73.26). For first occurrence of culture confirmed influenza due to any infl ype A and/or Type B virus,
regardless of antigenic match to vaccine strains, the aVE was 50.67% %3 CI: 32.83, 63.77). For first
occurrence of RT-PCR confirmed moderate-to-severe influenza due tgny influenza Type A and/or Type B
virus, regardless of antigenic match to vaccine strain, there were s in the QIVc group and 9 cases in
the comparator vaccine group. The aVE point was 100%; how mecause of the low numbers, results
must be taken with caution. Q

Interestingly, the point estimate for aVE for culture confi Qlfluenza due to strains dissimilar to those
in the vaccine (was 54.49% (95% CI: 22.55, 73.2 higher than the aVE results obtained in the
analysis of the primary endpoints.

Additionally, efficacy analysis by strain was carrieo@, although not all clinical isolates could provide cell
culture results. Results by strain were consiste@th the overall efficacy results for both type A viruses
(H1N1 and H3N2) and for type B Victoria Jipeage. Efficacy against B/Yamagata could not be determined
due to the very low cases (only 4 casesﬁéﬂamagata in the 5 seasons), which is consistent with the
failure to detect B/Yamagata viruses si ch 2020. In any case, confidence intervals were wide due to
the smaller number of cases. 6

The minimum number of RT-PCR med cases and of antigenically matched culture confirmed cases
required for final efficacy anal re obtained before the end of the fifth influenza season. Therefore,
the analysis was carried out out the analysis of the totality of the samples that were finally collected.
These extra cases and thei@lysis were provided for information only. This approach is endorsed.

Moreover, aVE analysis\Qs also performed in different subgroups: age, vaccination history, race, sex,
country and season. analyses were not powered for hypothesis testing and therefore are descriptive
results with wide idence intervals in some cases. None of these analyses questioned the superior aVE

of the QIVc vs& parator.

Regardin age groups, a higher point estimate was observed in the older age subgroup compared

with the vy, er age subgroup for both RT-PCR confirmed influenza due to any strain (47.24%, 95% CI:

26.62, vs 32.77%, 95% CI: 3.22, 53.29) and culture confirmed influenza due to matched strains
5% CI: 24.20, 72.43 vs 36.60%, 95% CI: -8.56, 62.98). This result is consistent with previous

other clinical studies carried out with this vaccine and is probably related to the weaker immune

respohse in influenza naive individuals, which are usually more abundant in the younger age group.

Of the 5691 subjects in the FAS Efficacy, only 110 subjects were previously vaccinated against influenza.
In total, there were only 6 cases of RT-PCR confirmed influenza (any strain) and 4 cases of culture confirmed
influenza in this subgroup, and no firm interpretation could be made.
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In the subgroups by race, only robust results were obtained for some races. The Asian population was the
most numerous, and had aVE point estimates consistent with the results obtained in the overall population.

In the same way, subgroup analysis by sex was also positive in both subpopulations and in line with the

confirmed influenza cases and no firm conclusions could be made. There were three countr ih which a
robust aVE analysis could be made, and the results are positive and similar as the oth tained point

estimates. {\
m

Regarding the study seasons, the number and distribution of cases varied by n. Moreover, the
surveillance in the NH 2020/2021 season yielded few influenza cases due to %\e
March 2020. Robust point estimates of aVE for QIVc were observed in seasonﬁn} 5 and were in line with

the rest of the results. 0

In the efficacy analysis by season and strain (CSR - Table 14.2.1.1.13)@ noted that during seasons 1
and 2 (SH19 and NH19/20) there was apparently no efficacy for RT-PER cohfirmed Influenza cases due to

general aVE results.
The results obtained by country were very variable, nine (out of 15) countries had 14 or :ebT—PCR
ic declaration in

B strains: For season 1 there were 21 cases in QIVc group vs 22 in t omparator group, while for season
2 there were 6 cases in each group. This was mostly due to an rent lack of efficacy for B/Victoria
strain: 17 cases in each group during Season 1, and 5 cases (Q%s 3 cases (Comparator) during Season
2. During both seasons, the B/Victoria strain was the same. provided within the RSI a reasonable
explanation for the low immunogenicity and the apparent Qefﬁcacy of the vaccine against the Victoria
strain in seasons 1 and 2 of the V130_14 study. 6

Overall the data and analysis are considered adequ@

Immunogenicity data Q

As explained by the MAH, the A/H3N2 strﬁt seasons 1 and 3 did not agglutinate red blood cells in the
HI assay. This is due to due to recent.e ionary changes in the amino acids of the surface proteins
hemagglutinin (HA) and neuraminidas ) of A/H3N2 viruses, resulting in a diminished capacity of HA to
agglutinate target red blood cells i HI assay. Thus, it is acceptable that for seasons 1 and 3, the
Microneutralization assay is consi the primary immunogenicity assay.

Hemagglutination Inhibition A%{

Baseline HI GMT were var@across strain and season, but comparable in each of them between QIVc
and the comparator vacCeine groups.

Overall, QIVc was im genic across seasons eliciting highly variable HI responses with GMR in the range
of 2.59-19.20 ( 1N1), 1.81-7.43 (A/H3N2), 1.95-8.04 (B/Yamagata) and 1.43-32.55 (B/Victoria).
SeroconversiorcM were also variable, higher for A strains (A/H1N1: 29.89-75%; A/H3N2: 44.83-

84.26%) t /strains (B/Yam: 23.42-66.67%; B/Vic: 9.91-80.56%).

For seaso nd 3, the results show low immunogenicity for B/Victoria strain: GMR were 1.79 and 1.43
(with 9 overlapping with the comparator vaccine), and seroconversion achieved only 13.08% and
9.91 pectively.

Micreneutralization Assay

Baseline MN GMT were variable across strain and season, but comparable in each of them between QIVc
and the comparator vaccine groups.

Overall, QIVc elicited a neutralizing antibody response for the four strains across the 5 seasons, with the
exception of B/Victoria strain during Season 2, when no rise in antibody titres was detected (GMR: 1.04)
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and there was no seroconversion (0.93%).

Other than season 2, the MN antibody response was highly variable across seasons, with GMR in the range
of 2.37-17.55 (A/H1N1), 2.14-5.92 (A/H3N2), 1.82-3.93 (B/Yamagata) and 2.17-31.51 (B/Victoria).
Seroconversion rates were also variable and in the range of 32.18-87.39% (A/H1N1), 20.56-71.30%
(A/H3N2), 19.54-54.63% (B/Yamagata) and 20.54-94.44% (B/Victoria). b

X2
2.4.4. Conclusions on the clinical efficacy {

At the initial marketing authorisation application, the indication finally granted co che age between 9
and 18 years of age. Later, the MAH presented the data from the efficacy stu@ 12, in support of an
extension of the indication from 2 years of age and above.

In the current application, the MAH submitted the data from the efficacy V130_14, in support of an
extension of the indication from 6 months of age and above.

Both pre-specified success criteria for the primary endpoints 1a 1b were met, so absolute vaccine
efficacy (aVE) was demonstrated for QIVc versus the non-influ comparator vaccine. The primary
objective of efficacy was considered to be achieved if efficacy \A%monstrated for at least one of the two
primary efficacy endpoints. Both primary efficacy endpoints success criteria, therefore the primary
objective of the study was achieved. For RT-PCR confir %enza due to any influenza Type A and/or
Type B virus, regardless of antigenic match to vaccine X’bne aVE of QIVc versus the comparator vaccine
in subjects 6 months through 47 months of age was 4%.26% (97.98% CI: 21.55, 56.02). For culture
confirmed influenza due to influenza Type A and/Qpe B virus antigenically matched to vaccine strain
the aVE of QIVc versus the comparator vaccine i cts 6 months through 47 months of age was 46.90%
(97.5% CI: 19.19, 65.11). @

Moreover, aVE analyses was also perforéﬁy stratifying according to the following subgroups: age,
vaccination history, race, sex, countryé son. None of these analyses questioned the superior aVE of

the vaccine versus the comparator.

Additionally, the vaccine has bee n to be immunogenic across different seasons, both in terms of

HI and MN antibodies; althoug is uncertainty regarding the low immunogenicity observed for
clinical efficacy during seasons 1 and 2.

B/Victoria strain and its effe
In conclusion, the data_provi support the indication for prophylaxis of influenza in subjects of 6

months of age and old\

2.5. Clinical ty

In Europe (\S&lcurrently approved for Prophylaxis of influenza in adults and children from 2 years of
age since er 2020. In the US, the FDA granted an extension to 6 months and older, approved in
Octobe

In a ion, QIVc is licensed for use in adults and children from 6 months of age and older in Argentina
(N mber 2021), Canada (March 2022), Taiwan (June 2022), Australia (July 2023), New Zealand (July
2023), and Great Britain (October 2023).
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Patient exposure

A total of 5723 subjects 6 months through 47 months of age were enrolled in Study V130_14. In total,
5697 subjects received at least 1 dose of study vaccine (2857 subjects received QIVc and 2840 subjects
received non-influenza vaccine comparator [NeisVac-C]). The majority of subjects (97.2%) cor@ed the
study.

Table 13. Study Disposition — As Randomized - All Enrolled Set, Study V130_14

QIVc Comparator T 5

N=2860 N=2863 5723
n (%) n (%) (%)
Total number of subjects enrolled 2860 (100) 2863 (100) (100)
Total number of subjects exposed 2857 (99.9) 2840 (99.2) & 697 (99.5)
Completed protocol 2794 (97.7) 2766 (96.6) 0 5560 (97.2)
Primary reason for 66 (2.3) 97 (3.4) 163 (2.8)
discontinuation from the study @
Adverse event 0 0
Death 1 (<0.1) 3(0.1)
Withdrawal of consent 37 (1.3) 82 (1.4)
Lost to follow-up 19 (0.7) 44 (0.8)
Protocol deviation 0 2 (<0.1)
Study Terminated by Sponsor 0 0
Other 9 (0.3) \ 23 (0.8) 32 (0.6)
Source: Section 5.3.5.1, V130_14 CSR, Table 10-1. QZ
Abbreviations: QIVc = cell-based quadrivalent subunit i a virus vaccine.
Note 1: As randomized: according to the vaccine a s@was designated to receive, which may be different
from the vaccine the subject actually received. One subject was randomized to the QIVc group, but received
the comparator vaccine at Visit 1; this subject iS§iicluded in the QIVc group “as randomized” and in the

comparator vaccine group “as treated”. (
Demographic and Other Characzr@ of Study Population

arator vaccine groups in the All Enrolled Set were balanced with

In Study V130_14, the QIVc an
ne characteristics such as age, sex, race/ethnicity, and influenza

respect to demographic and
vaccination history.

In FAS Efficacy, the eaanas 25.8 months and the range was 6 months to 47 months of age. As
planned, at least 30°/:\bjects were 6 months through 23 months of age and at least 30% of subjects
were 24 months thro‘bﬁ months of age (44.2% and 55.8%, respectively).

The majority of‘x‘ cts were White (43.2%) or Asian (38.3%).

Overall, only l@of subjects were previously vaccinated against influenza (and thus scheduled to receive
1 dose of ﬁ accine) and 98.1% of subjects were not previously vaccinated against influenza (and thus
eceive 2 doses of study vaccine).

schedul

At | &edical disorder was reported as medical history for 19.7% of subjects, with similar proportions
in 2 vaccine groups (QIVc: 20.0%; comparator vaccine: 19.5%). The most frequently reported medical
history condition by System Organ Class (SOC) in both groups was Infections and Infestations (QIVc:
11.4%; comparator vaccine: 10.7%). The most frequently reported medical history conditions by Preferred
Term (PT) were upper respiratory tract infection (QIVc: 2.3%; comparator vaccine: 2.0%) and rhinitis
(QIVc: 1.5%; comparator vaccine: 1.4%).
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Use of at least 1 concomitant medication was reported during the entire study period by 38.8%, with similar
use of concomitant medications in the 2 vaccine groups (QIVc: 39.1%; comparator vaccine: 38.4%). The
most frequently reported type of concomitant medication in both the QIVc and comparator vaccine groups
was analgesics (QIVc: 23.6%; comparator vaccine: 22.7%).

In 2.7.4 Summary of clinical safety, the Demographics and Baseline Characteristics were not @ded. The
values described in this report have been summarized from 2.7.3 Summary Clipic fficacy. The
demographic and baseline characteristics from the FAS Efficacy (99.4% of participants }te well balanced
between the QIVc group and the comparator vaccine group and were consistent Kthose of the All
Enrolled Set. 0

There were 44.2% aged 6 months to 23 months and 55.8% aged 24 months tﬁ?nths. The distribution
by sex were homogenous between groups (48.1% were female and 51.9‘@ male). The majority of
subjects were White (43.2%) or Asian (38.3%) and were not previo ccinated against influenza
(98.1%). There were only 1.9% of subjects (48 participants in QIVc group%& participants in comparator
group) who had been previously vaccinated against influenza.

Similar percentages of participants in both groups reported at Ieas@edical disorder in both groups (20%
in QIVc and 19.5% in comparator vaccine), mainly by SOC infe and Infestations and the use of at least
1 concomitant medication (39.1% in QIVc and 38.4% in co group), manly by analgesics.

Adverse events \O

In Study V130_14, Solicited AEs were collected at@winutes after vaccination by a qualified member of
the study staff and recorded on source documer@ e subject’s parent/Legally Acceptable Representative
(LAR) recorded solicited AEs on a Subject Diary d from Day 1 through Day 7.

All unsolicited AEs were collected durinﬁ*reatment period, which was from Day 1 to Day 29 for
previously vaccinated subjects who rec dose of vaccine and from Day 1 to Day 57 for not previously
vaccinated subjects who received 2 f vaccine.

During the follow-up period, fro 0 or Day 58 (depending on previous influenza vaccination history)
up to the study completion visit, unsolicited AEs (and the medications used to treat them) that met
the following criteria were &ed: serious adverse events (SAEs), AEs leading to new onset of chronic
disease (NOCD), AEs lea o withdrawal, and medically-attended AEs occurring within 30 days of
influenza-like illness (IEH), onset.

Solicited Adve;thents

At 30 minubes&t)r any vaccination, the percentages of subjects reporting any solicited AEs were similar

between t ¢ (20.8%) and comparator vaccine (20.1%) groups.

In the eriod after any vaccination, the percentage of subjects reporting any solicited AE was 55.8%
and in the QIVc and comparator vaccine groups, respectively. The percentage of subjects reporting
s d'local AEs was lower in the QIVc group than the comparator vaccine group (32.3% vs 40.4%); the

percehtage of subjects reporting solicited systemic AEs was similar between the 2 vaccine groups (40.9%
vs 42.5%). The use of antipyretic/analgesics for treatment or prevention of pain/fever was similar between
the QIVc and comparator vaccine groups (14.5% vs 15.0%).

In the QIVc group, the percentage of subjects reporting solicited local AEs was similar in the 7-day period
after Vaccination 1 and Vaccination 2 (23.9% and 23.1%, respectively), while the percentage of subjects
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reporting solicited systemic AEs was higher after Vaccination 1 than Vaccination 2 (30.9% vs 23.6%,
respectively). In the comparator vaccine group, the percentage of subjects reporting solicited AEs was
higher after Vaccination 1 (MenC vaccine) than Vaccination 2 (saline for injection placebo) for both solicited
local (36.6% vs 20.3%) and solicited systemic (32.9% vs 23.3%) AEs.

The percentages of subjects using analgesics/antipyretics in the 7-day period after any vaccin@ were
similar between the QIVc and comparator vaccine groups for the prevention and treatment @ and/or

fever. c
2 4

Solicited Local Adverse Events

The percentage and number of subjects who reported any solicited local adverse e were summarized

in Table 14. Q

Table 14 Number (%) of Subjects 6 Months Through 47 Months of Age withQ:ited Local Adverse
Events from Day 1 Through Day 7 After Vaccination - As Treated - So/icfb%fety Set, Study V130_14

After Any Vaccination After Vaccina@n 1 After Vaccination 2
QIVc Comparator QIVc C ‘rator QIVc Comparator
Solicited Local N=2813 N=2790 N=2810 787 N=2752 N=2712
Adverse Event n (%) n (%) n (%) (%) n (%) n (%)
Induration n=2812  n=2787 n=279° A=2765 n=2745 n=2701
Any 393 675 (24.2) 274 (@ 614 (22.2) 257 (9.4) 259 (9.6)
(14.0)
Severe 2 (0.1) 4 (0.1) (<0.1) 4 (0.1) 1 (<0.1) 0
Erythema n=2813 n=2786 2786 n=2759 n=2745 n=2700
Any 555 760 (27.3)0 384 687 (24.9) 396 320 (11.9)
(19.7) (13.8) (14.4)
Severe 4 (0.1) 8 ( & 1(<0.1) 7 (0.3) 3(0.1) 1 (<0.1)
Ecchymosis n=2813 n= n=2785 n=2757 n=2746 n=2700
Any 261 (9.3) 0.6) 177 (6.4) 240 (8.7) 170 (6.2) 143 (5.3)
Severe 4 (0.1) b (0.1) 4 (0.1) 1 (<0.1) 0 2 (0.1)
Tenderness n=281 n=2790 n=2801 n=2777 n=2745 n=2710
Any 62& 716 (25.7) 412 595 (21.4) 422 339 (12.5)
(2 (14.7) (15.4)
Severe o 29 ) 34 (1.2) 13 (0.5) 24 (0.9) 19 (0.7) 13 (0.5)

Source: Section 5.3.5.1 N)_M CSR, Table 12-4.
Abbreviations: QIVc =@ased quadrivalent subunit influenza virus vaccine.
I

Note 1: As treated: ng to the vaccine a subject received, rather than the vaccine to which the subject was
randomized. o

Note 2: For indgra , ecchymosis, and erythema, severe was defined as >50 mm. For subjects <24 months of age
at time of fisst@of study vaccine, severe tenderness was defined as “cried when limb was moved/spontaneously
painful”; f@ cts 224 months of age at time of first dose of study vaccine, severe tenderness was defined as
“prevents ctivity”.

Note 3@ ehtages are based on the number of events (n) in each vaccine group in the Solicited Safety Set.

Th rcentages of subjects reporting induration (14.0% vs 24.2%) and erythema (19.7% vs 27.3%) after
any vaccination were lower in the QIVc group than the comparator vaccine group; the percentages of
subjects reporting ecchymosis (9.3% vs 10.6%) and tenderness (22.3% vs 25.7%) were similar between
the 2 vaccine groups. The most frequently reported solicited local AE was tenderness in the QIVc group
(22.3% of subjects) and erythema in the comparator vaccine group (27.3% of subjects).
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The majority of solicited local AEs after any vaccination were mild or moderate in severity in both the QIVc
and comparator vaccine groups. The percentage of subjects reporting severe induration, erythema, or
ecchymosis was <0.5% in both vaccine groups; the percentage of subjects reporting severe tenderness
was 1.0% in the QIVc group and 1.2% in the comparator vaccine group.

In both the QIVc and comparator vaccine groups, the majority of subjects with induration,@‘rema,
ecchymosis, or tenderness after any vaccination reported these events for <3 days. @

In general, the percentages of subjects reporting individual solicited local AEs were similgr % Vaccination
1 and Vaccination 2 in the QIVc group; for the comparator vaccine group, the per N e of subjects
reporting solicited local AEs was higher after Vaccination 1 than Vaccination 2. This ig may be partly
explained by Vaccination 1 being MenC vaccine and Vaccination 2 being saline fo% on placebo.

Solicited Systemic Adverse Events

The percentage and number of subjects who reported any solicited lec adverse event were

summarized in Table 15. @

Table 15 Number (%) of Subjects 6 Months Through 47 Months o g//th Solicited Systemic Adverse
Events from Day 1 through Day 7 After Vaccination — As Treateg icited Safety Set, Study V130_14

After Any Vaccination Afte cu£t|0n 1 After Vaccination 2
QIVc Comparator Comparator QIVc Comparator
Solicited Systemic N=2813 N=2790 ’ N=2787 N=2752 N=2712
Adverse Event n (%) n (%) \ n (%) n (%) n (%)
Change of eating n=2813 n=2790 =2808 n=2783 n=2747 n=2711
habits
Any 441 (15.7) 452 (16.0301 (10.7) 308 (11.1) 224 (8.2) 218 (8.0)
Severe 36 (1.3) 44 (1.6) 25 (0.9) 28 (1.0) 13 (0.5) 22 (0.8)
Sleepiness n=2813 n= n=2808 n=2783 n=2747 n=2710
Any 486 (17.3) 508 (18.2) 355 (12.6) 370 (13.3) 238 (8.7) 219 (8.1)
Severe 32 (1.1) Ql.O) 26 (0.9) 20 (0.7) 10 (0.4) 14 (0.5)
Vomiting/throwing n=2813 =2790 n=2808 n=2782 n=2747 n=2710
up
Any 187 (6. 205 (7.3) 121 (4.3) 126 (4.5) 77 (2.8) 91 (3.4)
Severe 12 @.4) 16 (0.6) 9 (0.3) 8 (0.3) 4 (0.1) 9 (0.3)
Diarrhea/loose n=2787 n=2801 n=2779 n=2748 n=2707
stools
Any 71 (13.2) 371 (13.3) 265 (9.5) 262 (9.4) 163 (5.9) 183 (6.8)
Severe @31 (1.1) 31 (1.1) 22 (0.8) 18 (0.6) 10 (0.4) 14 (0.5)
Irritability Q n=2813 n=2790 n=2808 n=2784 n=2747 n=2710
Any ‘\ 595 (21.2) 643 (23.0) 442 (15.7) 482 (17.3) 324 (11.8) 318 (11.7)
Severe (J 41 (1.5) 43 (1.5) 34 (1.2) 31 (1.1) 9 (0.3) 16 (0.6)
Shiverin n=2813 n=2790 n=2808 n=2783 n=2747 n=2710
Any b 111 (3.9) 113 (4.1) 68 (2.4) 72 (2.6) 52 (1.9) 49 (1.8)
) ve@ 2(0.1) 6 (0.2) 1 (<0.1) 3(0.1) 1 (<0.1) 3(0.1)
Fe n=2813 n=2790 n=2810 n=2784 n=2750 n=2711
(=38.0°C) 306 (10.9) 305 (10.9) 172 (6.1) 167 (6.0) 158 (5.7) 156 (5.8)
Moderate (239.0°C to 54 (1.9) 57 (2.0) 28 (1.0) 26 (0.9) 27 (1.0) 32 (1.2)
<40°C)
Severe (240.0°C) 3(0.1) 4 (0.1) 3(0.1) 2 (0.1) 0 2 (0.1)

Source: Section 5.3.5.1, V130_14, Table 12-5.
Abbreviations: QIVc = cell-based quadrivalent subunit influenza virus vaccine.
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Note 1: As treated: according to the vaccine a subject received, rather than the vaccine to which the subject was
randomized.

Note 2: Severe change of eating habits was defined as “"missed more than 2 feeds/meals”; severe sleepiness was
defined as “sleeps most of the time and it is hard to arouse him/her”; severe vomiting/throwing up was defined as
"6 or more times in 24 hours or requires intravenous hydration”; severe diarrhea/loose stools was defined as "6 or
more loose stools in 24 hours or requires intravenous hydration”; severe irritability was defined as “unable, to
console”; severe shivering was defined as “prevents daily activity”. b

Note 3: Percentages are based on the number of events (n) in each vaccine group in the Solicited Safet:

2 4

The percentages of subjects reporting each specific solicited systemic AE after any vacci %were similar
between the QIVc group and the comparator vaccine group (Table 15). The mo uently reported
solicited systemic AE was irritability in both vaccine groups (QIVc: 21.2%; compara accine: 23.0%).

The majority of solicited systemic AEs after any vaccination were assessed a i r moderate in severity
in both the QIVc and comparator vaccine groups. The percentage of subjecS%orting a severe grading
for an individual solicited systemic AE was <2.0% in both vaccine grou e percentage of subjects
reporting moderate fever (>39.0°C to <40° C) was low in both vaccine s (QIVc: 1.9%; comparator
vaccine: 2.0%), and the percentage of subjects reporting severe fevet40. °C) was 0.1% for both vaccine
groups.

In both the QIVc and comparator vaccine groups, the majority, @jects reported an individual solicited
systemic AE for <3 days.

No difference was observed regarding the frequency of QAE through 30 minutes after vaccination
between QIVc and comparator group (20.8% and 20.% pectively).

The percentage of subjects reporting any solicited was 55.8% in QIVc group and 60.8% in comparator
groups. The percentage of subjects reporting soli local AEs was lower in the QIVc group than the
comparator vaccine group (32.3% vs 40.4%); the percentage of subjects reporting solicited systemic AEs
was similar between the 2 vaccine groups %9'% Vs 42.5%).

After Vaccination 1, in QIVc, the frequen@of solicited local and systemic AEs were 23.9% and 30.9%,
compared to 36.6% and 32.6% in con‘@[or group (Men C vaccine), respectively. These results show that
QIVc was less reactogenic, mainly i cdal'reactions, than MenC vaccine.

After Vaccination 2, in QIVc, th uencies of solicited local and systemic AEs were 23.1% and 23.6%,
compared to 20.3% and 23.3°@ mparator group (Placebo), respectively. No difference between groups
was observed after vaccina 7 showing that the second dose of QIVc had the same reactogenicity than
the placebo. Q

In QIVc, the percenp&f subjects reporting solicited local AEs was similar after Vaccination 1 and

Vaccination 2 (23,8% d 23.1%, respectively), while the percentage of subjects reporting solicited
systemic AEs wag higher after Vaccination 1 than after Vaccination 2 (30.9% vs 23.6%, respectively).
In QIVc, the requently solicited local AEs were tenderness (22.3%) and erythema (19.7%), followed

by indurab 4%) and ecchymosis (9.3%). The incidence of each was similar after vaccination 1 and
vaccina n addition, comparing with comparator group, the incidence of each solicited local AEs after
vaca a@l was lower in QIVc group than in comparator group (Men C vaccine) and, as expected, the
ingi after vaccination 2 was higher in QIVc than in comparator group (placebo).

The majority of solicited local AEs after any vaccination were mild or moderate in severity and were resolved
in few days in both the QIVc and comparator vaccine groups. The incidence of each severe solicited AEs
was <1% for all of them in both groups (the highest frequency in QIVc of severe solicited local AEs was
tenderness after dose 2 [0.7%]).
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In QIVc, the most frequently solicited systemic AEs were irritability (21.2%), sleepiness (17.3%) and
change of eating habits (15.7%), followed by diarrhea/loose stools (13.2%) and vomiting (6.6%). The
incidence of each in QIVc was higher after vaccination 1 than vaccination 2. In addition, comparing with
comparator group, the incidence of each solicited systemic AEs after vaccination 1 was similar or slightly
lower in QIVc group than in comparator group (Men C vaccine) and, the incidence after vaccinatign 2 was
similar between QIVc and comparator (placebo) groups.

The majority of solicited systemic AEs after any vaccination were mild or moderate in s @and were
resolved in few days after vaccination in both vaccine groups. The incidence of eaﬁl@ere solicited
systemic AEs in QIVc was <1%, except irritability (1.2%) after dose 1.

Fever (>38°) was reported by 10.9% of participants in QIVc after any dose. Sever fev 400°) was reported
by 0.1% (4 participants after dose 1 and 2 participants after dose 2). Q

In addition, the percentages of subjects using analgesics/antipyretics afteﬁ‘@accination were similar
between the QIVc and comparator vaccine groups for the prevention and ent of pain and/or fever.

2.5.1.1. Unsolicited adverse Events {

During the treatment period (Day 1 to Day 29/57), similar prop, g!of subjects reported any unsolicited
AEs (42.5% and 45.4%, respectively) and medically-attende 6.7% and 28.4%, respectively) in the
QIVc and comparator vaccine groups.

All-causality unsolicited AEs reported by >1% of subj&@any group during the treatment period (from
Day 1 through Day 29/57) are summarized by PT in Table"16, along with the associated related unsolicited

AEs. O

The most frequently reported unsolicited AEs V%upper respiratory tract infection (QIVc: 346 subjects
[12.1%]; comparator vaccine: 379 subje [13.3%]) followed by rhinitis (QIVc: 228 subjects [8.0%];
comparator vaccine: 238 subjects [8.4% K!Ie 16). The majority of unsolicited AEs reported were mild
or moderate in severity in both vaccin&

The proportion of subjects assesse ving related unsolicited AEs was low overall and there was no
notable difference between the d the comparator vaccine groups (Table 16).

Table 16 Number (%) of St -% ts 6 Months Through 47 Months of Age with Any or Related Unsolicited
Adverse Events After Any Valénation with Onset From Day 1 Through Day 29/57a by Preferred Term
(Occurring in >1% in A Group) — As Treated - Unsolicited Safety Set, Study V130 _14

Qﬁ All Causality AEs At Least Possibly Related AEs
*

QIVc Comparator QIVc Comparator

\ N=2856 N=2841 N=2856 N=2841
Preferred TC["(J n (%) n (%) n (%) n (%)
i‘fq‘;gfg;f"@‘trad 346 (12.1) 379 (13.3) 21 (0.7) 16 (0.6)
Rhinitis@ 228 (8.0) 238 (8.4) 4 (0.1) 1 (<0.1)
Nas ryhgitis 126 (4.4) 113 (4.0) 4 (0.1) 4 (0.1)
C 86 (3.0) 107 (3.8) 5(0.2) 5(0.2)
Gastroenteritis 58 (2.0) 67 (2.4) 16 (0.6) 7 (0.2)
Diarrhoea 54 (1.9) 48 (1.7) 13 (0.5) 3(0.1)
Pyrexia 49 (1.7) 46 (1.6) 7 (0.2) 3(0.1)
Respiratory tract infection 47 (1.6) 48 (1.7) 1(<0.1) 0
Influenza like illness 44 (1.5) 50 (1.8) 7 (0.2) 10 (0.4)
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Viral infection 38 (1.3) 40 (1.4) 2 (0.1) 3(0.1)

Pharyngitis 36 (1.3) 45 (1.6) 0 0
Rhinorrhoea 35 (1.2) 38 (1.3) 5(0.2) 4 (0.1)
Bronchitis 33 (1.2) 57 (2.0) 1 (<0.1) 0
Respiratory tract infection 25 (0.9) 33 (1.2) 1(<0.1) 2 (0.1) b
viral

Pneumonia 24 (0.8) 34 (1.2) 2 (0.1) 1(<0.¥)
Source: Section 5.3.5.1, V130_14 CSR, Table 12-7. &/

Abbreviations: QIVc = cell-based quadrivalent subunit influenza virus vaccine.

.
@ Day 29 for previously vaccinated subjects (receiving a single dose of study vaccine) and Day 57,for het
previously vaccinated subjects (receiving 2 doses of study vaccine).

Note 1: Related AEs include AEs that were considered to be at least possibly related to the st@ccine by the

Investigator. Q

During the entire study period (Day 1 through Study Completion), 57.4% of@ects in the QIVc group and
60.0% of subjects in the comparator vaccine group reported at least olicited AE; unsolicited AEs
assessed as related were reported by 4.2% of subjects in the QIVc gmand 3.7% of subjects in the
comparator vaccine group. The percentages of subjects reporting metically-attended AEs within 30 days of
ILI onset were 28.9% in the QIVc group and 32.6% in the compal@vaccine group.

Regarding unsolicited AEs, the incidence of reporting unsolicit% was similar between groups (42.5%
in QIVc and 45.4% control group). There was only one unsolieited AE by PT reported with an incidence
>10%, upper respiratory tract infection. The rest of the reported <10% and with similar frequency
in both groups.

The proportion of subjects with related unsolicited was low and similar in both groups (0.7% in QIVc
and 0.6% in control group). Overall, no notabl ence between groups was observed. There was an
imbalance in the frequency of Gastroenteritis (076€% vs 0.2%, respectively) and Diarrhoea (0.5% vs 0.1%,
respectively). Diarrhoea is proposed to be wed in the section 4.8 of the SmPC, but not gastroenteritis.
This is endorsed by the assessor, becaus@ onsidered that diarrhoea can encompass both PT.

Serious adverse event/de other significant events

Serious adverse events go

In total, 184 SAEs were re by 148 subjects: 64 subjects (2.2%) in the QIVc group and 84 subjects
(3.0%) in the comparator vaggine group.

By SOC, the most fr@ly reported was Infections and Infestations in both groups (QIVc: 53 subjects
[1.9%]; comparat ine: 71 subjects [2.5%]). And by PT, the most frequently reported SAEs were
pneumonia (QIV :@ubjects [0.5%]; comparator vaccine: 24 subjects [0.8%]) and gastroenteritis (QIVc:
8 subjects [‘0 o]\omparator vaccine: 12 subjects [0.4%]) in both vaccine groups.

One SAE o \Jmonia of moderate severity in a subject receiving the comparator vaccine was considered
to be rel the study vaccine by the Investigator solely due to the temporal association with the receipt

ft @d dose of study vaccine. This SAE was assessed as not related to the study vaccine by the
S ecause the subject’s clinical presentation and diagnostic findings were consistent with a diagnosis
of munity acquired pneumonia, and the response to treatment with antibiotics was supportive of a
bacterial aetiology. No other SAEs were assessed to be related to the study vaccine during the entire study
period.

Nine febrile convulsions were reported as an SAE (5 subjects in the QIVc group and 3 subjects in the
comparator vaccine group). All these events of febrile convulsion were assessed as not related to the study
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vaccine by the Investigator and the Sponsor, with intercurrent disease reported as the alternative cause.
Two SAEs of febrile convulsion (one each group) had a temporal association with study vaccine (within 7
days). However, both of which were attributed to concurrent infections by the Investigator (dental abscess
for the subject in the QIVc group; upper respiratory tract infection for the subject in the comparator vaccine

group). b
Events of NOCD were reported in <1% of subjects in either vaccine group. @

Deaths . %

3 deaths were reported during the study (QIVc: 1 subject; comparator vaccine: 2 subjégts).” None of which

were assessed as related to the study vaccine. The details were below: O
e One subject in the QIVc group, in the 6 months through 23 months oup, had an SAE of
craniocerebral injury with a fatal outcome.

e One subject in the comparator vaccine group, in the 6 months th 923 months age group, had
an SAE of severe gastroenteritis with a fatal outcome. @

e One subject in the comparator vaccine group, in the 24 mont?kthrough 47 months age group, had
an SAE of ventricular dysfunction, followed by an SAE @rdio—respiratory arrest with a fatal

outcome. q
There was not imbalance regarding the incidence of SAEs @ee groups. In total, there were reported

184 SAEs in 148 subjects (64 subjects [2.2%] in the p and 84 subjects [3.0%] in the comparator
vaccine group). None of the SAEs reported in the QIVc p’were assessed as related to the study vaccine.
One SAE in the comparator vaccine group, a report,0f community acquired pneumonia was assessed as
possibly related to the study vaccine by the Invest@r and assessed as not related by the Sponsor.

There were 3 deaths (1 in OIVc group and 2 inc arator group). None of them were assessed as related.

Xo

Laboratory findings (J

No routine safety laboratory evaIua@re conducted for this study.

Safety in special popu ns

Data from Study V130_14 i erence to standard intrinsic factors such as age, gender, and race indicate
that there are no meaningful differences in the frequency of solicited or unsolicited AEs in these populations

Incidence of Adver: ts by Age

As observed for’ verall study population, the percentage of subjects reporting solicited local AEs after
any vaccinatiog was lower in the QIVc group than the comparator vaccine group for both the 6 months
through 2 \ths (31.8% vs 43.3%) and the 24 months through 47 months (32.6% vs 38.2%) age
subgrou s@% percentage of subjects reporting solicited systemic AEs after any vaccination was similar
bet ee@ QIVc and comparator vaccine groups for both the 6 months through 23 months (45.1% vs
4 nd 24 months through 47 months (37.5% vs 37.3%) age subgroups.

In the QIVc group, the percentage of subjects reporting any solicited local AEs was similar in the 6 months
through 23 months and 24 months through 47 months age subgroups; in the comparator vaccine group,
the percentage of subjects reporting any solicited local AEs was higher in the younger age subgroup than
the older age subgroup. In both vaccine groups, the percentage of subjects reporting any solicited systemic
AEs was higher in the younger age subgroup than the older age subgroup. In the QIVc group, the
percentages of subjects reporting irritability, sleepiness, and loose stools/diarrhoea were higher in the 6
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months through 23 months age subgroup compared with the 24 months through 47 months age subgroup,
while the percentages of subjects reporting change of eating habits, vomiting/throwing up, and shivering
were similar between the 2 age subgroups. In the comparator vaccine group, the percentage of subjects
reporting individual solicited systemic AEs were higher in the younger age subgroup than the older age
subgroup apart from shivering. There were no notable differences in the rates of fever betweer@Z age
subgroups in the QIVc or comparator vaccine groups.

No notable differences in the percentages of subjects reporting any unsolicited AEs were o QG between
the QIVc and comparator vaccine groups in either the 6 months through 23 months agé %oup (59.6%
vs 62.3%) or the 24 months through 47 months age subgroup (55.6% vs 58.2%). In t honths through
23 months age subgroup, the percentages of subjects reporting related unsolicite@s were 4.3% and
4.5%, respectively, in the QIVc and comparator vaccine groups, and the perce% f subjects reporting
SAEs were 2.7% and 4.2%, respectively. In the 24 months through 474fionths age subgroup, the
percentages of subjects reporting related unsolicited AEs were 4.2% and 3. espectively, in the QIVc
and comparator vaccine groups, and the percentages of subjects reporti Es were 1.9% and 2.0%,
respectively.

In both vaccine groups, the percentages of subjects reporting any unSQcited AEs or related unsolicited AEs
were not notably different between the 2 age subgroups. In both vac€ine groups, the percentage of subjects
reporting SAEs was higher in the 6 months through 23 months & subgroup compared with the 24 months
through 47 months age subgroup, although the percentage were low for both age subgroups.

As in the overall population, in the two age subgroups, th@:ence of solicited local AEs was lower in QIVc
than in the control group and the incidence of solicited ic AEs or unsolicited AEs was similar between
QIVc and the control group.

When comparing the two age subgroups, no diff; was observed in the incidence of solicited local AEs
or unsolicited AEs in QIVc. However, a higher fRgquency of solicited systemic AEs was observed in the
younger age than in the older subgroup, Wdue to irritability, sleepiness, and loose stools/diarrhoea.

In addition, the percentage of subjects egdlng SAEs was higher in the 6 months through 23 months of
age subgroup compared with the 2 mqbs through 47 months age subgroup. Considering that the most
frequently reported SAE was by S fection and infestations” and none of these SAE was assessed as
related to the vaccine, it is expe at the incidence would be higher in the younger subgroup age due
to their own age-related vulne{ . Therefore, this is not a safety concern.

Incidence of Adverse Even Gender

As observed for the osttudy population, the percentage of subjects reporting solicited local AEs after
any vaccination was in the QIVc group than the comparator vaccine group for both the male and
female subgroupng percentage of subjects reporting solicited systemic AEs after any vaccination was
similar betwee ’Q IVc and comparator vaccine groups for both the male and female subgroups.

@

In both va;c‘& ups, the percentages of subjects reporting solicited local and solicited systemic AEs were

similar be the male and female subgroups.

No t@ifferences in the percentages of subjects reporting any unsolicited AEs, any related unsolicited
A AEs were observed between the QIVc and comparator vaccine groups in either the male or female
sub@goups.

In both vaccine groups, the percentages of subjects reporting any unsolicited AEs, any related unsolicited
AEs, or SAEs were not notably different between the male and female subgroups.
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Incidence of Adverse Events by Race

The percentage of subjects reporting solicited local AEs after any vaccination was lower in the QIVc group
than the comparator vaccine group for the Black or African American (25.5% vs 34.9%) and White (52.4%
vs 65.7%) subgroups; the percentage of subjects reporting solicited local AEs was similar between the 2

vaccine groups for the Asian (11.4% vs 14.3%) and Other (31.0% vs 32.4%) subgroups. The Q ntage
of subjects reporting solicited systemic AEs after any vaccination was similar between Q( ¢ and
S 45.7%;

comparator vaccine groups for each of the race subgroups (Black or African American: 49¢
White: 47.0% vs 50.0%; Asian: 30.7% vs 32.6%; Other: 43.9% vs 42.0%). \

L 4
In both vaccine groups, the percentage of subjects reporting solicited local and soIicitéstemic AEs varied
by race.

No notable differences in the percentages of subjects reporting any unsolicite s,wvelated unsolicited AEs,
or SAEs were observed between the QIVc and comparator vaccine groups within €ach race category.

Because of the small number of subjects in some of the race subgroups, %onclusions that can be drawn
from comparisons between the race subgroups are limited.

As observed with other vaccines, the reactogenicity (solicited loc <nbsystemic AEs) was lower in Asian
participants than in White participants. The Black or African Amepi articipants showed a lower incidence
in solicited local AEs than in the white population, but a similar i ce of solicited systemic AEs. However,
considering the small number of Black or African American @Qct , ho conclusions can be drawn.

In addition, no notable differences in the percentag c@bjects reporting any unsolicited AEs, related
unsolicited AEs, or SAEs were observed between the QIVCand comparator vaccine groups within each race

category. O

Incidence of Adverse Events by Influenza Vacci@w History

Because of the small number of subjects ifithe previously vaccinated subgroup (n=110), the conclusions
that can be drawn from comparisons betv@ e 2 subgroups are limited.

As observed for the overall study p tion, the percentage of subjects reporting solicited local AEs after
any vaccination was lower in the group than the comparator vaccine group for both previously
vaccinated subjects and not prew vaccinated subjects. The percentage of subjects reporting solicited
systemic AEs after any vaccirﬁn was lower in the QIVc group than the comparator vaccine group for
previously vaccinated suij d similar between the 2 vaccine groups for not previously vaccinated
subjects.

In both vaccine gro \olicited local AEs were more frequently reported by previously vaccinated
compared with no %usly vaccinated subjects. In QIVc group, the percentage of subjects reporting
solicited systemi @/as higher in not previously vaccinated subjects (41.1%) than in vaccinated subjects
(27,1%), whil §ilar percentage were reported for not previously vaccinated subjects (42,6%) and
previously, v‘a&‘ed subjects (37.1%) in comparator vaccine.

No nota erences in the percentages of subjects reporting any unsolicited AEs were observed between
the QIVigPand comparator vaccine groups in previously vaccinated subjects and not previously vaccinated
subi

Safety analysis by previous influenza vaccination status cannot be drawn because of the small humber of
subjects previously vaccinated. The limited data regarding solicited and unsolicited AEs in the previously
vaccinated group seem to be similar than in the not previously vaccinated, and do not show any safety
concern.
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Incidence of Adverse Events by Country

Because of the small nhumber of subjects enrolled in some of the countries, the conclusions that can be
drawn from comparisons between country subgroups are limited.

There was considerable variability between the countries in the number of enrolled subjects in the
percentage of subjects reporting solicited local and solicited systemics AEs in the 7 day peri &er any
vaccination. For countries that enrolled 200 subjects or more, the percentage of subjects in@v country
reporting solicited local AEs in the QIVc group was similar to or lower than that in the ¢o tor vaccine
group; the percentage of subjects reporting solicited systemic AEs was similar betﬁ& e 2 vaccine
groups.

In general, no notable differences in the percentages of subjects reportinwnsolicited AEs were
observed between the QIVc and comparator vaccine groups within each coun%

There was considerable variability between the countries in the number of enralted subjects. For countries
that enrolled 200 subjects or more (Estonia [n=625], Pakistan [n=249], as [n=605], Poland [n=211],
South Africa [n=373] and Ukraine [n=183]), as in the overall population;*the incidence of solicited local
AEs in participants who received QIVc was lower than in comparator&:ups, and the incidence of solicited
systemic AEs was similar between groups.

In QIVc, regarding solicited local AEs, Estonia presented the hi incidence (50.4%), and Pakistan and
Philippines the lowest (8.8% and 8.1%, respectively). Regar@ing solicited Systemic AEs, South Africa
showed the highest incidence (48.8%) and Pakistan the @s (17.3%).

Nevertheless, due to the variability of the enrolled subjects by country, it is not possible to draw any
conclusion regarding these data.

Incidence of Adverse Events by Season/Year Q

The percentage of subjects reporting solici local AEs after any vaccination in the QIVc group was similar
to or lower than the percentage in the cofpagator vaccine group within each of the 5 influenza seasons of
the study. The percentage of subjects orting solicited systemic AEs after any vaccination was similar
between the QIVc and comparator groups within each of the 5 influenza seasons.

In both vaccine groups, the perc of subjects reporting solicited local and solicited systemic AEs varied
between the 5 influenza seas@ ich may reflect differences in the countries that participated in each

season. Q
No notable differencesﬁqt\l'te/ pércentages of subjects reporting any unsolicited AEs, related unsolicited AEs,
or SAEs were observerﬁ een the QIVc and comparator vaccine groups within each influenza season.

The percentage jects reporting solicited local and solicited systemic AEs varied between the 5
influenza seaso’ erall, a higher incidence of solicited local and systemic AEs was reported in NH
influenza seas@han in SH influenza seasons. The MAH indicated that this difference could reflect
differenceﬁ;e countries that participated in each season. This is endorsed and it is considered that the

differenc ce could also contribute to this observation.

N% concern has been raised, as the reactogenicity profile per influenza season is considered
a able

Safety related to drug-drug interactions and other interactions

Co-administration of vaccines was not investigated in the study.
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Discontinuation due to adverse events

There were no subjects with AEs leading to study withdrawal. Three subjects in the comparator vaccine
group had an AE leading to withdrawal from receipt of the second dose of the study vaccine.

Post marketing experience @b

QIVc is currently approved for marketing in a total of 40 countries worldwide. QIVc wag pproved by
the US FDA for the prevention of influenza in persons 4 years of age and older in Ma 2\ with an age
extension to 2 years and older approved in March 2021, and a further age extension onths and older
approved in October 2021. QIVc was approved for the prophylaxis of influenza j Qlts and children 9
years of age and older by the EMA in December 2018, with an age extension to eafs and older approved

in October 2020. QIVc is licensed for use in adults and children from 6 months and older in Argentina
(November 2021), Canada (March 2022), Taiwan (June 2022), Australia (duly2023), New Zealand (July
2023), and Great Britain (October 2023). @

Adverse events for QIVc are monitored per routine pharmacovigilanceﬁftivities. As summarized in the most
recent QIVc Periodic Safety Update Report (PSUR 6, covering the p@ 16 March 2023 to 15 March 2024),
postmarketing experience with QIVc has not identified any safec erns.

The marketing experience for QIVc to date is consistent wit
of QIVc demonstrated in the QIVc clinical development prf

ourable safety and tolerability profile

2.5.2. Discussion on clinical safety O

Within this procedure, the MAH provided t afety analysis of the completed Study V130_14 in children 6
months through 47 months of age.

There were 5697 subjects who receiv@east 1 dose of study vaccine. Of these, 2857 subjects received
QIVc and 2840 subjects received n enza vaccine comparator [NeisVac-C].

The demographic and baselme@racteristics were well balanced between the QIVc group and the
comparator vaccine group Th&< e 44.2% aged 6 months to 23 months and 55.8% aged 24 months to
47 months. The distributio was homogenous between groups (48.1% were female and 51.9% were
male). The maJorlty ts were White (43.2%) or Asian (38.3%) and had not been previously
vaccinated against i a (98.1%). Only 1.9% of subjects (48 participants in QIVc group and 62
participants in compa)b group) had been previously vaccinated against influenza.

Similar percenta Qpartlupants in both groups reported at least 1 medical disorder in both groups (20%
in QIVc an o in comparator vaccine), mainly by SOC infection and Infestations, and similar
percentag rt|C|pants in both groups reported the use of at least 1 concomitant medication (39.1%
in QIVc ar@ 4% in comparator group), mainly analgesics.

Soligi e@verse Events

In"Sfudy V130_14, Solicited AEs were collected at 30 minutes after vaccination and on a Subject Diary Card
from Day 1 through Day 7.

No difference was observed regarding the frequency of solicited AE through 30 minutes after vaccination
between QIVc and comparator group (20.8% and 20.1%, respectively).
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The percentage of subjects reporting any solicited AE (from Day 1 through Day 7) was 55.8% in QIVc group
and 60.8% in comparator groups. The percentage of subjects reporting solicited local AEs was lower in the
QIVc group than in the comparator vaccine group (32.3% vs 40.4%); the percentage of subjects reporting
solicited systemic AEs was similar between the 2 vaccine groups (40.9% vs 42.5%).

After Vaccination 1, in QIVc, the frequencies of solicited local and systemic AEs were 23.9% 0.9%,
compared to 36.6% and 32.6% in comparator group (Men C vaccine), respectively. These res ow that
QIVc is less reactogenic than MenC vaccine, mainly regarding the local reactions. c{

2 4
After Vaccination 2, in QIVc, the frequencies of solicited local and systemic AEs were N o and 23.6%,

compared to 20.3% and 23.3% in comparator group (Placebo), respectively. No diffi between groups
was observed after vaccination 2, showing that second dose of QIVc had a simila ﬁogenicity than the
placebo. Q

In QIV, the percentage of subjects reporting solicited local AEs was sim&réfter Vaccination 1 and
Vaccination 2 (23.9% and 23.1%, respectively), while the percentages0 bjects reporting solicited
systemic AEs was higher after Vaccination 1 than after Vaccination 2 (3. vs 23.6%, respectively).

In QIVc, the most frequently solicited local AEs were tenderness (22&@) and erythema (19.7%), followed
by induration (14%) and ecchymosis (9.3%). The incidence of solicited local AE was similar after
vaccination 1 and vaccination 2. In addition, comparing witf%parator group, the incidence of each
solicited local AEs after vaccination 1 were lower in QIVc gr in comparator group (Men C vaccine)
and, as expected, the incidence after vaccination 2 wa er in QIVc than in the comparator group

(placebo). \

The majority of solicited local AEs after any vaccinatign were mild or moderate in severity and were resolved
in few days in both, QIVc and comparator vaccine,@ps. The incidence of each severe solicited AEs was
<1% for all of them in both groups (the highest @D@ncy in QIVc of sever solicited local AEs was tenderness
after dose 2 [0.7%]).

In QIVc, the most frequently solicited systemic AEs were irritability (21.2%), sleepiness (17.3%) and
change of eating habits (15.7%), follo y diarrhoea/loose stools (13.2%) and vomiting (6.6%). The
incidence of each solicited systemic@ IVc was higher after vaccination 1 than after vaccination 2.

In addition, the incidence of eac ited systemic AE after vaccination 1 was similar or slightly lower in
QIVc group than in the compagat roup (Men C vaccine) and similar after vaccination 2, when comparing
the incidences of solicited SQ ic AEs between QIVc and the placebo group.

The majority of solicited systemic AEs after any vaccination were mild or moderate in severity and were
resolved in few days"ﬁ vaccine groups. The incidence of each severe solicited systemic AEs in QIVc
ifgitability (1.2%) after dose 1.

was <1%, except f
Fever (=389) ’$ﬂ)rted by 10.9% of participants in QIVc after any dose. Severe fever (=40°) was
reported by.O.é/y4 participants after dose 1 and 2 participants after dose 2).

In additio@ percentages of subjects using analgesics/antipyretics after any vaccination were similar
betwee IVc and comparator vaccine groups for the prevention and treatment of pain and/or fever.

U (Citéed AEs

The iAcidence of reporting unsolicited AEs was similar between groups (42.5% in QIVc and 45.4% control
group). There was only one unsolicited AE by PT reported with an incidence >10%, upper respiratory tract
infection. The rest of them were reported <10% and with similar frequency in both groups.

The proportion of subjects with related unsolicited AEs was low and similar in both groups (4.2% in QIVc
and 3.7% in control group). Overall, no notable difference between groups was observed, with the exception
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of gastroenteritis (0.6% vs 0.2%, respectively) and diarrhoea (0.5% vs 0.1%, respectively) where an
imbalance was observed. Diarrhoea was proposed to be included in the section 4.8 of the SmPC by the
MAH, but not gastroenteritis. This is endorsed, as it can be considered that diarrhoea can encompass both
PT.

Deaths and SAE b

There were 3 deaths (1 in OIVc group and 2 in comparator group). None of them were assesse@ related.

There was not imbalance regarding the incidence of SAEs between groups. In total, tf @ere reported
184 SAEs in 148 subjects (64 subjects [2.2%] in the QIVc group and 84 subjects [3.0°® e comparator
vaccine group). None of the SAEs reported in the QIVc group were assessed as reIat@t e study vaccine.
One SAE in the comparator vaccine group, a report of community acquired pngQ la, was assessed as
possibly related to the study vaccine by the Investigator and assessed as not% by the Sponsor.

Subgroups analysis 0

There was a safety analysis by age, gender, race, country, Influe accination History and by
Season/year. No analysis by extrinsic factors was done.

As in the overall population, in each subgroup analysis, the incic@ of solicited local AEs was lower in
QIVc than in control groups and the incidence of solicited sy ic AEs or unsolicited AEs were similar
between QIVc and control group.

However, in QIVc some difference regarding the reactog ity profile was observed in some subgroups:

- No difference was observed in the incide%f solicited local AEs or unsolicited AEs by age.
However, a higher frequency of solicitﬂstemic AEs was observed in 6 to 23 months of age
than in 24 to 47 months on ainly due to irritability, sleepiness, and loose
stools/diarrhoea. Q

- No difference in the frequency, *dicited or unsolicited AEs was observed by gender.

- Solicited local and systemicAES were lower in Asian participants than in White participants.
Considering the small nb of Black or African American participants no conclusion can be
drawn.

- Any safety analysig’ by=previous influenza vaccination status cannot be drawn because of the

small number OQ cts previously vaccinated
- Due to thewariability in the number of enrolled subjects by countries it is not possible to draw
any conc

lusi
- The pefc :age of subjects reporting solicited local and solicited systemic AEs varied between
L 4
th(ﬁ enza seasons. Overall, a higher incidence of solicited local and systemic AEs was
rtéd

de in NH influenza seasons than in the SH influenza seasons.

Overall, n@rence was observed in the incidence of SAEs by subgroups, with the exception of age. The
percen subjects reporting SAEs was higher in the 6 months through 23 months of age subgroup
com mith the 24 months through 47 months age subgroup. Considering that the most frequently
r SAE were by SOC “infection and infestations” and none of these SAE were assed as related to the
vaccife, it is expected that the incidence would be higher in the younger subgroup age due to their own
age-related vulnerability.

Post marketing experience

The most recent PSUR (covering the period 16 March 2023 to 15 March 2024) covers the use of QIVc in
the cohort age under evaluation (6 months through 47 months of age), because this age extension was

Assessment report
EMA/19181/2025 Page 72/82



approved in October 2021 by US FDA and in Argentina (November 2021), Canada (March 2022), Taiwan
(June 2022), Australia (July 2023), New Zealand (July 2023), and Great Britain (October 2023). did not
rise any safety concern.

In addition, this PSUR and the postmarketing experience with QIVc has not identified any safet\zconcerns.

<

2.5.3. Conclusions on clinical safety . %

After assessing the submitted safety data collected in the new phase III study V13 Q QIVc vaccine is
well tolerated and has a good reactogenicity profile in subjects aged 6 months thro@ﬂ months of age,
which is similar to the known pattern in older subjects. The majority of the A efe mild or moderate in
severity and were resolved in few days after vaccination. &

The safety data and post-marketing experience do not raise any clinically r&ant safety issue.

Therefore, the safety profile of QIVc is considered to be adequate to suppst the indication for prophylaxis

of influenza in subjects of 6 months and older. {

The requirements for submission of periodic safety up ports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided, for under Article 107c(7) of Directive 2001/83/EC
and any subsequent updates published on the Europeah medicines web-portal.

2.5.4. PSUR cycle

2.6. Risk management plan &

The MAH submitted with this applicatio ge{ydated RMP with proposed amendments mainly reflecting
the inclusion of indication and poso ?&:hildren 6 months of age based on the results of the V130_14
clinical study in the paediatric popu (6 to 47 months of age).The CHMP received the following PRAC
Advice on the submitted Risk Mment Plan:

The PRAC considered that t management plan version 3.3 is acceptable.

The CHMP endorsed thg Risk' Management Plan version 3.3 with the following content:

RS
Safety congerhs

N

Table SV Summary of the safety concerns

Su& ry of the safety concerns

R&nt identified risks None
Important potential risks None
Missing information Safety in immunocompromised patients
Safety in subjects with underlying diseases

Assessment report
EMA/19181/2025 Page 73/82



Pharmacovigilance plan

ROUTINE PHARMACOVIGILANCE ACTIVITIES

Routine PV activities for Seqirus products comply with Good Pharmacovigilance Practices (GV nd fulfil
the legal requirements per Directive 2001/83/EC and Regulation (EC) No. 726/2004.

Other forms of routine pharmacovigilance activities for adverse events following immunis

2 4

The “Interim guidance on Enhanced Safety Surveillance for seasonal influenza v@s in the EU”
(EMA/PRAC/222346/2014) requires the implementation of annual Enhanced S Surveillance for
influenza vaccines. It should be noted, however, that at the DLP of this RMP this i guidance is under
review by the EMA (Health Threats and Vaccines strategy (AF-HTV, 2 In addition, at the
Pharmacovigilance Risk Assessment Committee (PRAC) plenary meeting in %2024, it was agreed to
waive the requirement to submit enhanced safety surveillance data for all al influenza vaccines (both
national and centrally approved) while the ‘Interim guidance on enhanc@fety surveillance for seasonal
influenza vaccines in the EU’ (EMA/PRAC/222346/2014) is under review (PRAC, 2024). Segirus intends to
still implement Enhanced Passive Safety Surveillance (EPSS) for {uring the NH 2024/2025 influenza
season. In subsequent NH influenza seasons, implementation of mr QIVc or TIVcin the EU will depend
on the applicable guidance and any waivers in place at the tim&

The passive approach of the Enhanced Safety Surveillancanis classified as a routine PV activity and in
accordance with chapter “V.B.6.1.2 RMP part III sectign ine PV activities of the GVP Module V”. A full
description of the methodology, including the specifi!xhanisms to raise awareness with and facilitate
spontaneous reports of adverse events for vaccin ipients, estimate near real-time vaccine exposure
and its implementation is described in the EPSS&QCr each NH influenza season.

ADDITIONAL PHARMACOVIGILANCE ACTI@ES

O

required for TIVc or QIVc by the EMA.

Required additional

There are no additional PV act{

Additional pharmacovigilan tivities recommended under EMA guidelines:

To comply with theé, Guideline on Influenza vaccines - Non-clinical and Clinical Module
(EMA/CHMP/VWP/45 014) of July 2016, a supporting Innovative Medicines Initiative (IMI)
programme called elopment of Robust Innovative Vaccine Effectiveness (DRIVE) has been launched

in July 2017. GS\ nofi Pasteur, Abbott and Segirus, as vaccine manufacturers with marketed influenza
vaccines in‘E@, contributed to the genesis of the project. This project is a unique public-private
partnershif Noving in addition to manufacturers, 11 partners including academic and public health
institutes. ® E aims to assess the feasibility of building a sustainable platform in Europe able to generate
brand @‘ic influenza vaccine effectiveness data in Europe. As per the IMI legal framework, this is a 5
yea nership project, encompassing four consecutive influenza seasons. Studies are intended to be
co cted annually in European sites and the data generated will be pooled across participating centres,
with the first pilot seasonal studies initiated during the NH 2017/2018 influenza season. Each year a report
will be generated to synthesise data on influenza vaccine effectiveness collected across participating sites
including data generated from the public health surveillances contributing to DRIVE. Results will be provided
every year but will not trigger an RMP update unless the results impact public health or alter the benefit-
risk profile of Seqirus vaccines, as per EMA agreement on 30 Apr 2019 (EMA/248552/2019 Vaccine Working
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Party). Segirus will not be the study sponsor or owner of the data, and will not control the scientific
deliverables, which include the Study Protocol, Statistical Analysis Plan and Study Reports. Timelines are
driven by the overall project and conditioned notably by logistics associated with existing surveillances.
Over its lifetime, the project is expected to progressively expand the existing infrastructure to enhance the
opportunities for Seqirus to document vaccine effectiveness of its marketed influenza vaccines i@rope.

Summary table of additional Pharmacovigilance activities

Yl Safety concerns . Due
Study Status Summary of objectives addressed Mllesti\ dates
Category 3 - Required additional pharmacovigilance activities r\

N4

None 8

Additional pharmacovigilance activities recommended under EMA @Iines

L4
A non- To perform an analysis of None @ Conducted First
interventional influenza vaccine effectiveness { annually annual
study of vaccine of TIVc/QIVc vaccination versus during the availability
effectiveness; no vaccination in persons of an @ influenza of results
TIVc/QIVc versus | age aligned with the applicable season planned
no vaccination age indication before Q4
(DRIVE sub- Q 2020 and
analysis) annually
N\ thereafter

N

Overall conclusions on the PhV Pla
The proposed post-authorisation PhV develggment plan is sufficient to identify and characterise the risks of

the product. <
Risk minimisation mea S

Summary table of phar igilance activities and risk minimisation activities by safety
concern and populaw

Safety concern m\ Risk minimisation measures Pharmacovigilance (PV) activities
Important |d‘e|@\nglsks:

None 2\

Import ’l‘\t{ntial risks:

None %

Miss formation:

Routine risk minimisation Routine PV activities beyond adverse
imhgunocompromised measures: reactions reporting and signal
patients SmPC section 4.4 detection:

PL Section 2 None

Additional risk minimisation

measures:
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Safety concern Risk minimisation measures Pharmacovigilance (PV) activities
None
Safety in subjects with Routine risk minimisation Routine PV activities beyond adverse
underlying diseases measures: reactions reporting and signal
SmPC section 4.4 detection: b
PL Section 2 None @
Additional risk minimisation . %
measures:
None f\{\

\JJ

Q8
X
,00

As a consequence of this new indication, sections 4.1, 4.2, 4.8 and of the SmPC have been updated.
The Package Leaflet has been updated accordingly. @

2.7. Update of the Product information

Please refer to Attachment 1 which includes all agreed char@o e Product Information.

A justification for not performing a full user con@mn with target patient groups on the package leaflet
has been submitted by the MAH and has been found acceptable for the following reasons:

2.7.1. User consultation

Flucelvax Tetra in EU is currently approveg se in the population 2 years of age and older, the user
Bhat contained an indication 4 years of age and older. With
npa s proposing to lower the indication to 6 months of age and

older. This small reduction in the in @ bed age group is not anticipated to materially impact or invalidate
the results of the previously perf d user testing. Further, the majority of the changes to the package
leaflet proposed as part of theg nt variation are limited to rearrangement of the frequency categories
of mild side effects that we ady present in the user tested package leaflet, for different paediatric
age ranges. These minpr c&s are not anticipated to materially affect the safety profile or readability
of the package Ieaﬂet.\

3. Bene@?sk Balance

O

@rapeutic Context

the current type II variation, the c

3.1

3.1.1. Disease or condition

Influenza is a highly contagious infectious disease of global importance, with seasonal epidemics occurring
predominantly during the winter months in the Northern and Southern Hemispheres. Annual vaccination is
currently the most effective way to prevent influenza. Children <5 years of age, and particularly those <2
years of age, are at high risk of infection and of developing severe influenza and serious influenza-related
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complications (Izurieta et al. 2000; Bourgeois et al. 2006). An estimated 109.5 million influenza virus
episodes were reported globally in 2018 in children <5 years of age, accompanied by an estimated 870,000
influenza-associated hospital admissions and 34,800 influenza-associated deaths (Wang et al. 2020). Young
children are therefore a priority group for annual seasonal influenza vaccination throughout the world (WHO
2012; AAP 2016). Vaccination of children against influenza may also reduce community viral tr@wission

(Mertz et al. 2016).

3.1.2. Available therapies and unmet medical need M %

The most effective single public health intervention to mitigate and prevent @s nal influenza is
vaccination. Available antiviral treatments (NA inhibitors) are limited and have linpi fficacy, in addition
to generating a high rate of drug-resistant viruses. Only symptomatic treatm%ot erwise available.

Annual prophylactic vaccination is the most effective way to prevent dis€ase and severe outcomes.
Influenza vaccines are designed to protect against illness from the circulati irus strains, and the most
commonly used vaccines have been inactivated influenza vaccines.

For many years, seasonal influenza vaccines were trivalent influen &cines (TIVs) composed of antigens
from 3 influenza strains: 2 influenza A strains (A/H1N1 and QVZ) and 1 influenza B strain (either

B/Yamagata or B/Victoria). The inclusion of only 1 B strain i s has resulted in a risk of mismatch
between the vaccine and the circulating influenza B strain (P ,“iegler, and Ruuskanen 2003; Hu et al.
2004). Avoiding this risk of mismatch has been especiallymiciportant in children as influenza B infections

are reported to occur more often in children than x s and are associated with a higher risk of
complications and mortality in children (Belshe 2010; Ambrose and Levin 2012). Quadrivalent influenza
vaccines (QIVs) containing B strains from both Iineere therefore developed to give broader protection
against circulating influenza viruses.

Flucelvax Tetra is a cell-based quadrivalengjifhactivated subunit influenza vaccine (QIVc) prepared from
virus propagated in MDCK cells. The deve@nt of a cell culture-based manufacturing platform offers
several advantages over conventional e sed manufacturing platforms. In addition to an improved
production process and a more rapi écapacity in the event of a pandemic, the replication of
influenza viruses in a cell-based sy reduces the risk of egg-adaptive mutations in the virus
hemagglutinin (HA) protein, Ieac@o vaccine strains that are more closely matched to circulating wild-
type influenza strains (Lamberf and Fauci 2010; Barr et al. 2018; Harding and Heaton 2018). Since the
2019-2020 influenza seasoQ elvax Tetra has been manufactured with cell-based candidate vaccine

viruses for all 4 strain\

3.1.3. Main clinjcal studies

L 4
At the time of }Neting authorisation, the clinical development program of QIVc included two-phase III
stratified, 3 sed, double-blind, multicentre studies that were conducted to evaluate the safety and
efficacy (i ogenicity) of the QIVc in children and adolescents (4 to < 18 years of age, V130_03 clinical
study) adults (18 to > 75 years of age, V130_01 clinical study). In these studies, 2 different
com vaccines were used: TIV1c (cell-based, trivalent influenza virus that included the B strain from
t Yamagata lineage) and TIV2c (cell-based, trivalent influenza virus vaccine that included the B strain

from the B/Victoria lineage).

In addition to these studies, supportive data from 16 phase I to III studies have been performed with TIVc
(Optaflu was authorised in Europe via the centralised procedure in 2007), including 12 randomized
controlled studies against an egg-based licensed comparator and an absolute efficacy study in adults 18 to
< 50 years (V58P13).
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In addition, the MAH included immunogenicity and safety data generated with TIVc vaccine in children 4 to
< 18 years in study VP58P12.

An extension of the indication was granted in 2020 to 2 years of age and above. For that procedure, the
MAH presented the results from study V130_12, a Phase 3/4 efficacy, immunogenicity and safety study in
children 2 to < 18 years of age.

The scope of this extension of indication application is to extend the indication to 6 montl@ age and
above. Results from study V130_14, a Phase 3 efficacy, immunogenicity and safety studylisghildren 6 to
< 48 months of age have been submitted. {\

3.2. Favourable effects \QO

In general, the design of the phase III study conducted to evaluate efficacy, *M and immunogenicity
of the QIVc in children 6 to < 48 months of age (V130_14 clinical study) is%&dered adequate.

Both pre-specified success criteria for the primary endpoints were met, s solute vaccine efficacy (aVE)
was demonstrated for QIVc versus the non-influenza comparator vae€ine.

For RT-PCR confirmed influenza due to any influenza Type A an @pe B virus, regardless of antigenic
match to vaccine strain, the aVE of QIVc versus the comparato ine in subjects 6 months through 47
months of age was 41.26% (97.98% CI: 21.55, 56.02). Fm@&;r confirmed influenza due to influenza
Type A and/or Type B virus antigenically matched to vacgi rain the aVE of QIVc versus the
comparator vaccine in subjects 6 months through 47 h\ of age was 46.90% (97.5% CI: 19.19,
65.11).

Moreover, aVE analyses was also performed by Qng according to the following subgroups: age,
vaccination history, race, sex, country and seaseg. None of these analyses questioned the superior aVE of
the vaccine vs the comparator. &

Additionally, the vaccine has been proven@e immunogenic across different seasons, both in terms of

HI and MN antibodies. 0

All the data and analysis are consid adequate, and robust enough to support the indication for
prevention of influenza in adults@children from 6 months of age and older.

3.3. Uncertainties a@limitations about favourable effects

The trial did not incIu@bjects with underlying diseases (such as respiratory, immunocompromised, etc.)
who are representati f the risk groups for which the influenza vaccine is routinely recommended.
However, based ofMprevious experience with influenza vaccines, some of the underlying diseases (such as

respiratory disgases that do not influence the immune response to the antigen) are not expected to impact
*
eé;éy

the vacci . On the other hand, it is noted that immune response of immunosuppressed subjects
may not %ﬂmal, but this aspect is reflected in the SmPC.
The j genicity of the vaccine is variable across different seasons, and there is uncertainty regarding

the | immunogenicity observed for B/Victoria strain and its effect on clinical efficacy during seasons 1
an

Concomitant administration with other vaccines was not assessed, particularly those recommended in the
childhood immunization programs.
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3.4. Unfavourable effects

The safety assessment of Flucelvax Tetra in subjects aged 6 months through 47 months was based on the
data of the completed Study V130_14.

The percentage of subjects reporting any solicited AE after any dose of QIVc was 55.8%, specifi
32.3% of subjects reported any solicited local AEs and 40.9% any solicited systemic AEs. Th
of subjects reporting solicited local AEs was similar after Vaccination 1 and Vaccination 2 ( and
23.1%, respectively), while the percentage of subjects reporting solicited systemic AEs her after
Vaccination 1 than after Vaccination 2 (30.9% vs 23.6%, respectively). {K

The majority of solicited local and systemic AEs after any vaccination were mild or @ rate in severity
and were resolved in few days. The most frequently solicited local AEs were te@ss (22.3%) and
erythema (19.7%), followed by induration (14%) and ecchymaosis (9.3%) an&el ost frequently
solicited systemic AEs were irritability (21.2%), sleepiness (17.3%) and chande,of eating habits (15.7%),
followed by diarrhoea/loose stools (13.2%) and vomiting (6.6%). Fever was reported by 10.9% of
participants in QIVc after any dose. Sever fever (>40°) was reported by m (4 participants after dose 1
and 2 participants after dose 2).

Comparing the incidences of solicited AEs with control group, af
lower incidence of solicited local was observed in QIVc than in
AEs in both groups was observed. No difference between gnQ;
or placebo).

cination 1 (QIVc or Men C vaccine),
and similar incidence of systemic
ds observed after vaccination 2 (QIVc

The incidence of unsolicited AEs or related unsolicitedh\were similar between groups. In addition, the
incidence of SAE was similar and low in both group one of the SAEs reported in the QIVc group were
assessed as related to the study vaccine. One S e comparator vaccine group, a report of
community acquired pneumonia was assessed é@sibly related to the study vaccine by the Investigator
and assessed as not related by the Sponso&

Post marketing experience with QIVc (sin€e iwas approved) has not identified any safety concerns.

3.5. Uncertainties and Iin%'ons about unfavourable effects

The rates of solicited AEs fror@urs through Day 7 after any vaccination have been reported by age
subgroup (6 to 23 months o nd 24 to 47 months of age). No difference was observed in the incidence
of solicited local AEs or ungted AEs by age. However, higher frequency of solicited systemic AEs was
observed in younger\e than in older age subjects, mainly irritability, sleepiness, and loose

stools/diarrhoea. @

A formal compari@ith children 2 years and older has not been done. Therefore, it is not possible to
conclude whet@e vaccine will have the same reactogenicity profile between the 6 to 47 months cohort
and in oId:r‘K n. However, it is expected that the vaccine will have the same safety pattern.

“

fects Table

Table 17 Effects Table for Flucelvax Tetra in children between 6 to 47 months
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Effect

Short

description

Treatme

114

Control

Uncertainties /
Strength of

References

Favourable Effects

evidence

aVE QIVc vaccine  (97.98% 41.26 Primary Endpoint 1a Study
n=2856 CI) (21.55, V130_14
RT-PCR 56.02) z )
confirmed @
influenza, Type A
and/or B, ’\Q
regardless of {
antigenic match O
. Comparator
Subjects 6 to< H=2835
47 months &
Iy QIVc vaccine  (97.5%  46.90 Primary e@wt 1b  Study
n=2856 CI) (19.19, V130_14
65.11)
culture
confirmed {
influenza, Type A @
and/or B,
antigenicall (LI
9 y n=2835
matched
Subjects 6 to < \( >
47 months
Unfavourable Effects Q"
Solicited local QIVc vaccine, Incident 32.3% Secondary safety Study
AEs n=2857 rate (%) endpoint V130_14
Subjects 6 to < )
47 months of Comparator,
age n=2840
Solicited QIVc vaccine, ide Secondary safety Study
systemic AEs n=2857 & endpoint V130_14
Subjects 6 to
47 months of
age Comparator, {
n=2840 42.5%
Unsolicited QIVc vaccin Incident 42.5% Secondary safety Study
systemic AEs n=28 rate (%) endpoint V130_14
Subjects 6 to
47 months of Com r,
age n= 45.4%
Related ) c Vaaccine, Incident 4.2% Secondary safety Study
unsolicited K 57 rate (%) endpoint V130_14
systemic AEs
Subjects 6 (dmparator,
47 month n=2840 3.7%
age
SAE QIVc vaccine, Number 64 Secondary safety Study
Subj (o} n=2857 of (2.2%) endpoint V130_14
7 hs of subjects
Comparator, and
n=2840 Incident 84
rate (%) (3.0%)
Related SAE QIVc vaccine, Number 0 (0%) Secondary safety Study
Subjects 6 to n=2857 of endpoint V130_14
47 months of subjects
age Comparator, and
n=2840 Incident 0 (0%)
rate (%)
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Abbreviations: aVE: absolute vaccine efficacy

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects @b

The submitted efficacy data from study V130_14 demonstrate that Flucelvax Tetr’ is «€fficacious in
preventing influenza in children 6 to < 48 months of age. The observed aVE agains@PCR confirmed
influenza due to any influenza Type A and/or Type B virus, regardless of antigenic @ to vaccine strain
in subjects 6 months through 47 months of age (primary endpoint) was 41.26% (Qe% CI: 21.55, 56.02).
was, and the LL 97.98% CI was above 0%, also the observed aVE against cu% nfirmed influenza due
to influenza Type A and/or Type B virus antigenically matched to vaccine strain aVE in subjects 6 months
through 47 months of age was 46.90% (97.5% CI: 19.19, 65.11) an 7.5% was above 0%. All
secondary endpoints were consistent with the primary study endpoint. W

In terms of safety, QIVc vaccine is well tolerated and has a good r &genicity profile in subjects aged 6
months through 47 months of age, which is similar to the know ;@rn in older subjects. The majority

of the AEs were mild or moderate in severity and were resolve w days after vaccination.
3.7.2. Balance of benefits and risks OQ

the indication from 6 months of age and above.

<

3.8. Conclusions &

Taking into consideration all the above, it is concludff that the clinical data (efficacy and safety) support

The overall benefit-risk of Flucelvax TetégJositive.

4. Recommendati

Outcome \Q

Based on the revi e submitted data, the CHMP considers the following variation acceptable and
therefore recon#% s the variation to the terms of the Marketing Authorisation, concerning the following
change:

o N
Variati }epted Type Annexes
~ affected

@/ C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II | I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include treatment of adults and children from 6 months of age and older for
FLUCELVAX TETRA based on final results from study V130_14. This is a phase 3, randomized, observer-
blind, multicenter study to evaluate the efficacy, immunogenicity, and safety of Seqirus’ Cell-Based
Quadrivalent Subunit Influenza Virus Vaccine (QIVc) compared to a non-influenza vaccine when
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administrated in healthy subjects aged 6 months through 47 months. As a consequence, sections 4.1,
4.2, 4.8 and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. Version 3.3 of
the RMP has also been approved.

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and to

the Risk Management Plan (RMP).
. \(o

Amendments to the marketing authorisation {

In view of the data submitted with the variation, amendments to Annexes I an d to the Risk

Management Plan are recommended. &

The EPAR will be updated following Commission Decision for this \@Xn. In particular the EPAR module

8 "steps after the authorisation" will be updated as follows: Q

5. EPAR changes

Scope

Please refer to the Recommendations section above. O

Summary O

Please refer to Scientific Discussion Flucelvax TQEMEA/H/C/OO4814/II/OO47
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