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1. Introduction

On 7 February 2025, the MAH submitted a completed paediatric study for MenQuadfi, in accordance
with Article 46 of Regulation (EC) No 1901/2006, as amended.

A short critical expert overview has also been provided.

2. Scientific discussion

2.1. Information on the development program

The MAH stated that Study MET55: Immunogenicity and Safety of an Investigational Quadrivalent
Meningococcal Conjugate Vaccine in Healthy Adults, Adolescents, and Children in India and Healthy
Adolescents and Children in the Republic of South Africa is a stand-alone study.

2.2. Information on the pharmaceutical formulation used in the study

The formulation of the MenACWY vaccine (MenQuadfi) as solution for injection is approved for the
active immunisation of individuals from the age of 12 months and older against invasive meningococcal
disease caused by Neisseria (N.) meningitidis serogroups A, C, W, and Y (as 10ug polysaccharides
each and with 55ug conjugated tetanus toxoid carrier protein).

2.3. Clinical aspects

2.3.1. Introduction

The MAH submitted a final report for:

. METS55 - Immunogenicity and Safety of an Investigational Quadrivalent Meningococcal
Conjugate Vaccine in Healthy Adults, Adolescents, and Children in India and Healthy Adolescents and
Children in the Republic of South Africa

2.3.2. Clinical study

MET55 - Immunogenicity and Safety of an Investigational Quadrivalent Meningococcal
Conjugate Vaccine in Healthy Adults, Adolescents, and Children in India and Healthy
Adolescents and Children in the Republic of South Africa

Description

This was a Phase 3, modified double-blind, randomised, parallel-group, active-controlled, step-wise,
multi-centre study to compare and describe the immunogenicity and safety of MenACYW conjugate
vaccine when administered as a single dose in healthy adults, adolescents, and children in India and a
modified double-blind, randomised, parallel-group, active-controlled, multi-centre study to compare
and describe the immunogenicity and safety of MenACYW conjugate vaccine when administered as a
single dose in healthy adolescents and children in Republic of South Africa (RSA).

Approximately 1332 healthy adults, adolescents, and children were planned to be assigned into 1 of 3
cohorts (Cohort Ia, Cohort Ib, or Cohort II) and randomised 1:1 to the following 8 groups within those
cohorts (a total of 866 planned participants in India and a total of 466 planned participants in RSA) as
follows:
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Cohort Ia (Adults aged 18 to 55 years; 200 participants in India; 1 vaccination):

e Group 1 (MenACYW conjugate vaccine; 100 participants)
e Group 2 (Menactra [Meningococcal (Groups A, C, Y and W-135) Polysaccharide Diphtheria
Toxoid Conjugate Vaccine (Sanofi Pasteur Inc, Swiftwater, PA, USA)]; 100 participants)

Cohort Ib (Adults aged = 56 years; 200 participants in India; 1 vaccination):

e Group 3 (MenACYW conjugate vaccine; 100 participants)

e Group 4 (Quadri Meningo [MenPS A,C,Y & W135]: Meningococcal Polysaccharide Vaccine
[Group A, C, Y & W135] [Bio-Med Pvt. Ltd., Uttar Pradesh, India] or any locally available
licensed meningococcal vaccine indicated for the participant's age; 100 participants)

Cohort II (healthy children and adolescents aged 2 to 17 years; 466 participants in India and 466 in
RSA; 1 vaccination):

e Group 5 (MenACYW conjugate vaccine, India; 233 participants)
e Group 6 (Menactra, India; 233 participants)

e Group 7 (MenACYW conjugate vaccine, RSA; 233 participants)
e Group 8 (Menactra, RSA; 233 participants)

The recruitment in ages 2 to 17 years was stratified to ensure an equal distribution into 2 subgroups (2
to 9 years and 10 to 17 years) in both countries. This was done to ensure distribution of participants
across the complete age range.

Methods

Study participants

Inclusion Criteria

An individual must fulfil all of the following criteria to be eligible for study enrolment:
1) Age in the defined range on the day of inclusion

For Adults: Aged = 18 years on the day of inclusion

For Children and Adolescents: Aged 2 to 17 years on the day of inclusion

2) Z-score of = -2 SD on the Weight-for-height table of the World Health Organization (WHQ) Child
Growth Standards

For Children: Children aged 2 to 5 years must have a Z-score of = -2 SD on the Weight-for-
height table of the WHO Child Growth Standards

3) Informed consent obtained

For Adults: Informed Consent Form has been signed and dated by the subject and by an
independent witness, if required by local regulations

For Children and Adolescents: Assent Form has been signed and dated by the subject (for
subjects 7 to 17 years of age), and Informed Consent Form has been signed and dated by the
parent(s) or legally acceptable representative and by an independent witness, if required by
local regulations

4) Able to attend all scheduled visits and to comply with all study procedures
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For Adults: Able to attend all scheduled visits and to comply with all study procedures

For Children and Adolescents: Subjects and parent / legally acceptable representative are able
to attend all scheduled visits and to comply with all study procedures

Exclusion Criteria

An individual fulfilling any of the following criteria is to be excluded from study enrolment:

1) Subject is pregnant, or lactating, or of childbearing potential and not using an effective method of
contraception or abstinence from at least 4 weeks prior to vaccination until at least 4 weeks after
vaccination. To be considered of non-childbearing potential, a female must be pre-menarche, or post-
menopausal for at least 1 year, or surgically sterile.

2) Participation at the time of study enrolment (or in the 4 weeks preceding the study vaccination) or
planned participation during the present study period in another clinical study investigating a vaccine,
drug, medical device, or medical procedure.

3) Receipt of any vaccine in the 4 weeks (28 days) preceding the study vaccination or planned receipt
of any vaccine in the 4 weeks following vaccination except for oral poliovirus vaccine (OPV) in India,
received during national immunization days. In India, OPV may be received with a gap of at least 2
weeks before the study vaccine. This exception includes monovalent and bivalent OPV.

4) Previous vaccination against meningococcal disease with either the study vaccine or another vaccine
(ie, mono- or polyvalent, polysaccharide, or conjugate meningococcal vaccine containing serogroups A,
C,Y, or W; or meningococcal B serogroup containing vaccine)

5) Receipt of immune globulins, blood or blood-derived products in the past 3 months

6) Known or suspected congenital or acquired immune-deficiency; or receipt of immunosuppressive
therapy, such as anti-cancer chemotherapy or radiation therapy, within the preceding 6 months; or
long-term systemic corticosteroid therapy (prednisone or equivalent for more than 2 consecutive
weeks within the past 3 months)

7) History of meningococcal infection, confirmed either clinically, serologically, or microbiologically

8) At high risk for meningococcal infection during the study (specifically, but not limited to, subjects
with persistent complement deficiency, with anatomic or functional asplenia, or subjects traveling to
countries with high endemic or epidemic disease)

9) Known systemic hypersensitivity to latex or to any of the vaccine components, or history of a life-
threatening reaction to the vaccine(s) used in the study or to a vaccine containing any of the same
substances

10) Verbal report of thrombocytopenia, as reported by the subject or the subject’s parent / legally
acceptable representative, contraindicating intramuscular (IM) vaccination in the Investigator’s opinion

11) Bleeding disorder, or receipt of anticoagulants in the 3 weeks preceding inclusion, contraindicating
IM vaccination in the Investigator’s opinion

12) Personal history of Guillain-Barré syndrome (GBS)

13) Personal history of an Arthus-like reaction after vaccination with a tetanus toxoid-containing
vaccine within 10 years of the proposed study vaccination

Assessment report for paediatric studies submitted in accordance with article 46 of
regulation (EC) No 1901/2006
EMADOC-1700519818-1902820 Page 6/29



14) Deprived of freedom by an administrative or court order, or in an emergency setting, or
hospitalised involuntarily

15) Current alcohol abuse or drug addiction

16) Chronic illness that, in the opinion of the Investigator, is at a stage where it might interfere with
study conduct or completion

17) Any condition which, in the opinion of the Investigator, might interfere with the evaluation of the
study objectives

18) Moderate or severe acute illness/infection (according to Investigator judgment) on the day of
vaccination, febrile illness (temperature = 38.0°C), persistent diarrhea, vomiting. A prospective
subject should not be included in the study until the condition has resolved or the febrile event has
subsided.

19) Receipt of oral or injectable antibiotic therapy within 72 hours prior to the first blood draw

20) Identified as an Investigator or employee of the Investigator or study centre with direct
involvement in the proposed study, or identified as an immediate family member (ie, parent, spouse,

natural or adopted child) of the Investigator or employee with direct involvement in the proposed

study

Treatments

Table 1: Study interventions, dose, mode of administration, and batch numbers

Batch Numbers:

Investigational MenACYW conjugate vaccine: Meningococcal Polysaccharide (Serogroups A, C. Y, and
Product: W) Tetanus Toxoid Conjugate Vaccine (Sanofi Pasteur Inc., Swiftwater, PA, USA)

Form: Liquid solution

Dose: 0.5 mL/dose

Route: I

Control Product 1:

Menactra: Meningococcal (Groups A, C. Y and W-135) Polysaccharide Diphtheria
Toxoid Conjugate Vaccine (Sanofi Pasteur Inc. Swiftwater, PA. USA)

Form: Sterile aqueous solution

Dose: 0.5 mL/dose

Ronte: v

Batch Numbers: I D
I

Barch Numbers:

Control Product 2:

Quadri Meningo (MenPS A, C., Y & W135): Meningococcal Polysacchande Vaccine
(Group A. C. Y & W135) (Bio-Med Pvt. Ltd., Uttar Pradesh. India)

Form: Lyophilisate for reconstitution with diluent to vield a solution for mjection
Daose: 0.5 mL/dose
Route:

m

Abbreviations: IM, intramuscular; mL, malliliter

Objective(s)
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Table 2: Objectives and endpoints of study MET55

Primary To demonstrate the non-inferiority of immunogenicity of a single dose of MenACYW
Ohjective: conjugate vaccine compared to Menactra® in adolescents and children aged 2 to 17 years in
terms of hSBA titers in India and RSA
Primary hSBA antibody titers > 1:8 against meningococcal serogroups A, C. Y, and W measured by
Endpoint: hSBA assessed at D30 (+14 days) after vaccination in adolescents and children aged 2 to
17 vears in India and RSA ([Group 5 + Group 7 who received MenACY W conjugate vaccine]
versus [Group 6 + Group 8 who received Menactra])
Secondary 1)  To describe the antibody titers to the meningococcal serogroups A, C, Y, and W before
Objectives: and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
m adults aged 18 to 55 vears i India
2)  To describe the antibody titers to the meningococcal serogroups A. C, Y, and W before
and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Quadn
Meningo™ in adults aged = 56 years in India
3)  To describe the antibody titers to the meningococcal serogroups A, C. Y, and W before
and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
in children and adolescents aged 2 to 17 years in India and RSA
4)  To describe the antibody titers to the meningococcal serogroups A, C. Y, and W before
and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
11 children and adolescents aged 2 to 17 years in India
5) To describe the antibody titers to the meningococcal serogroups A, C. Y, and W before
and at D30 (+14 days) after vaccination with MenACY W conjugate vaccine or Menactra
in children and adolescents aged 2 to 17 years in RSA
Secondary 1)  Antibody titers against meningococcal serogroups A. C, Y, and W measured by hSBA
Endpoints: and rSBA (in a subset*) before and at D30 (+14 days) after vaccmation with MenACYW

conjugate vaccine or Menactra in adults aged 18 to 55 years in India (Group 1 versus
Group 2)

2)  Antibody titers against meningococcal serogroups A. C, Y, and W measured by hSBA
and rSBA (in a subset*) before and at D30 (+14 days) after vaccination with MenACY W
conjugate vaccine or Quadri Meningo i adults aged = 56 years m India (Group 3 versus
Group 4)

3)  Antibody titers against meningococeal serogroups A, C, Y, and W measured by hSBA
and rSBA (in a subset*) before and at D30 (+14 days) after vaccination with MenACYW
conjugate vaccine or Menactra in children and adolescents aged 2 to 17 years in India
and RSA ([Group 5 + Group 7] versus [Group 6 + Group 8])

4)  Antibody titers against meningococcal serogroups A, C, Y, and W measured by hSBA
and rSBA (in a subset*) before and at D30 (+14 days) after vaccination with MenACY W
conjugate vaccine or Menactra in children and adolescents aged 2 to 17 years 1n India
(Group 5 versus Group 6)

5)  Antibody titers agamst meningococcal serogroups A, C. Y, and W measured by hSBA
and rSBA (in a subset*) before and at D30 (+14 days) after vaccination with MenACY W
conjugate vaccine or Menactra in children and adolescents aged 2 to 17 vears in RSA
(Group 7 versus Group 8)
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Observational Immunogenicity

Objectives: To describe the antibody fiters to the meningococcal serogroups A, C. Y. and W before and at
D30 (+14 days) after vaccmation with MenACYW conjugate vaccine or Menactra in the
children and adolescents aged 2 to 17 years by age groups (2 to 9 years of age and 10 to

17 years of age) in India and RSA combined and separated by India only or RSA only

Safety

1) To describe the safety profile of MenACY W conjugate vaccine and that of licensed
Menactra i adults aged 18 to 55 vears in India

2) To describe the safety profile of MenACY W conjugate vaccine and that of licensed
Quadn Meningo m adults aged = 56 vears in India

3) To describe the safety profile of MenACYW conjugate vaccine and that of licensed
Menactra in children and adolescents aged 2 to 17 vears in India and RSA

Observational Tmmunogenicity

Endpoints: Antibody titers agamnst meningococcal serogroups A, C. Y, and W measured by hSBA and
rSBA (in a subset®) before and at D30 (+14 days) after vaccination with Men ACYW
conjugate vaccine or Menactra in children and adolescents aged 2 to 17 years by age groups (2
to 9 years of age and 10 to 17 years of age)

Safety
These endpoints were for all the safety objectives:

*  Occurrence, nature (MedDRA preferred term). duration. mtensity. and relationship to
vaccination of any unsolicited systemic AEs reported i the 30 minutes after vaccmation

+  Occurrence, time of onset, number of days of occurrence, intensity, action taken, and
whether the reaction led to early termination from the study, of solicited (prelisted in the
subject’s diary card and CRB) mjection site reactions occurnng up to D07 after

vaccinapion

+  Occurrence, time of onset, number of days of occurrence, intensity, action taken, and
whether the reaction led to early termination from the study. of solicited (prelisted in the
subject’s diary card and CRB) systemic reactions occurring up to D07 after vaccination

*  Occurrence, nature (MedDRA preferred term). time of onset, duration, intensity, action
taken, relationship to vaccination (for systemic AEs only), and whether the event led to
early termination from the study, of unsolicited AEs up to D30 after vaccination

*  Occurrence, nature (MedDRA preferred term), time of onset, duration, seriousness
criteria, relationship to vaccmation, outcome, and whether the event led to early
termination from the study, of SAEs (including AESIs) throughout the study

Abbreviations: AE. adverse event; AESL adverse event of special interest; CRB, case report book; D. Day. hSBA,
serum bactericidal assay using human complement; MedDRA_ Medical Dictionary for Regulatory Activities; 1SBA
serum bactericidal assay using baby rabbit complement; RSA. Republic of South Africa: SAE. serious adverse event

*rSBA data were generated in a subset of subjects as follows:
*  Groups 1.2, 3, and 4: 50 subjects each
* Grouns 5. 6.7 and 8- 100 subiects each

Outcomes/endpoints
See included table on Objectives and endpoints above.
Sample size

Calculation of Sample Size:
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Approximately 1332 subjects will be enrolled. An estimated 15% drop-out rate (only ages 2 - 17
years) from enrolment will result in approximately 1190 subjects in the per-protocol population
available for immunogenicity analyses.

For the Primary Objective:

With 396 evaluable subjects in the combined group (Gr5 + Gr7) and 396 evaluable subjects in the
combined group (Gré + Gr8), the study will have 90% power using Farrington and Manning’s method
to declare the non-inferiority of the combined group (Gr5+ Gr7) versus the combined group (Gr6 +
Gr8) based on A, C, Y, W antibodies in adolescents and children aged 2 to 17 years (assuming 15%
drop-out rate for each group). The power is calculated with the assumption that the estimate from the
investigational group equals that of the control group.

Table 3: Power of the study based on the primary objective of non-inferiority in children and
adolescents aged 2 to 17 years

Antigen f [Zﬂac!:_r:; f [?li:;::::l Non-inferiority Power
76% 76% 10% 91%
C 94.5% 94 5% 10% =99.9%
Y 89% 89% 10% =99.9%
W 95% 95% 10% =99 2%
Overall 90%

Note: Evaluable subjects:
Combined group (Gr5 + Gr7) = 396 subjects
Combined group (Gr 6 + Gr8) = 396 subjects

Since the hypothesis needs to be met for all serogroups, no alpha adjustment for multiple comparisons
is necessary in these calculations.

* Estimated seroresponses are based on the results of a study (50) conducted in India in subjects aged
2 to 75 years. The estimates were the average of overall rates of 2 age groups (2 to 10 years and 11
to 18 years). Borrow et al. reported that incidence rates vary in RSA by province but are currently low
overall (0.36/100 000 in 2014) with the majority of disease caused by MenW, followed by MenB.
Approximately 66-77% of disease is caused by MenA, C, Y, or W. Due to any lack of published data
from RSA it is assumed that the response in subjects aged 2-17 years will be similar between India
and RSA. Additionally, any variability should balance itself out due to the wider age range.

Randomisation and blinding (masking)

For India, subjects will be assigned to 1 of 3 cohorts and randomised 1:1 to the groups within those
cohorts.

On the day of enrolment, subjects in India (aged 18 to = 56 years) who meet the inclusion/exclusion
criteria and provide consent will be randomly assigned to Group 1 or Group 2 (Cohort 1a: subjects
aged 18 to 55 years) or to Group 3 or Group 4 (Cohort 1b: subjects aged = 56 years).

Cohort II will consist of adolescents and children aged 2 to 17 years from India and RSA. For India,
subjects or subject’s parent / legally authorised representative (LAR) who sign the recording form and
provide consent will be randomly assigned to Group 5 or Group 6.
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For RSA, subjects who sign the study Assent Form (for subjects aged 7 — 17 years) and whose parent /
LAR signs the informed consent form will be randomly assigned to Group 7 or Group 8.

The recruitment in ages 2 to 17 years will be stratified to ensure an equal distribution into 2 subgroups
(2 to 9 years and 10 to 17 years) in both of the countries. This will be done to ensure distribution of
subjects across the 2 to 17 year age range.

Site staff will connect to the Interactive Response Technology (IRT) system, enter the identification
and security information, and confirm a minimal amount of data in response to IRT system prompts.
The IRT system will then provide at least the subject number and vaccine dose number. The IRT
system will also be used to allocate subjects in the rSBA )serum bactericidal assay using rabbit
complement) subset as follows:

e Groups 1 - 4: 50 subjects each
e Groups 5 - 8: 100 subjects each

The full detailed procedures for randomization are described in the Operating Guidelines. If the subject
is not eligible to participate in the study, then the information will only be recorded on the subject
recruitment log. Subject numbers that are assigned by the IRT system will consist of a string. Subject
numbers should not be reassigned for any reason. The randomization codes will be kept securely in the
IRT system.

Statistical Methods

Clinical data will be analysed under the responsibility of the Biostatistics Platform of the Sponsor. A
SAP will be written and peer reviewed before any analyses. In accordance with the protocol, the SAP
will describe all analyses to be performed by the Sponsor and all the conventions to be taken.

Hypotheses and Statistical Methods for Primary Objective

Thirty days after the administration of MenACYW conjugate vaccine or Menactra, the percentages of
subjects who achieve = 1:8 in hSBA titres for meningococcal serogroups A, C, Y, and W in the
combined group (Gr 5 + Gr 7) are non-inferior to the corresponding percentages in the combined
group (Gr 6 + Gr8)

Null hypothesis (HO): p(G5 + G7) - p(G6 + 8) < -10%
Alternative hypothesis (H1): p(G5 + G7) - p(G6 + G8) > -10%

where p(G5 + G7) and p(G6 + G8) are the percentages of subjects who achieve > 1:8 in hSBA titres
in the combined group (G5 + G7) and the combined groups (G6 +G8), respectively.

Each of the serogroups A, C, Y, and W will be tested separately. If the lower limit of the 2-sided 95%
confidence interval (CI) of the difference between the 2 proportions is > -10%, the inferiority
assumption will be rejected.

For the 4 non-inferiority hypotheses, the CI of the difference in proportions will be computed using the
Wilson score method without continuity correction (48). The overall non-inferiority of this objective will
be demonstrated if all 4 individual null hypotheses are rejected.

Hypotheses and Statistical Methods for Secondary Objectives
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No hypotheses will be tested. Descriptive statistics will be presented.
Statistical Methods

Immunogenicity

Secondary Objectives 1 and 2:

Descriptive statistics will be provided for the antibody titres against meningococcal serogroups
contained in MenACYW conjugate vaccine and Menactra in adults aged 18 to 55 years (Grl versus Gr2)
or Quadri Meningo (or any locally available licensed meningococcal vaccine) in adults aged = 56 years
(Gr3 versus Gr4) in India.

Secondary Objectives 3, 4, and 5:

Descriptive statistics will be provided for the antibody titres against meningococcal serogroups
contained in MenACYW conjugate vaccine and Menactra in adolescents and children aged 2 to 17 years
in India and RSA combined ([Gr5 + Gr7] versus [Gr6 + Gr8]), India only (Gr5 versus Gr6), and RSA
only (Gr7 versus Gr8).

In general, categorical variables in Cohorts Ia and Ib (in India) and II (in India and RSA) will be
summarised and presented by frequency counts, percentages, and CIs. The 95% CIs of point
estimates will be calculated using the normal approximation for quantitative data and the exact
binomial distribution (Clopper-Pearson method) (49) for percentages.

Descriptive analyses on A, C, Y, and W serogroups on DO and D30 (+14 days) using hSBA and rSBA
(in a subset) a will be generated as follows:

Descriptive analyses of hSBA include but will not be limited to:
e Geometric mean titres (GMT) and 95% confidence interval (CI)
e Titre distribution and reverse cumulative distribution curves (RCDCs)
e Percentage of subjects with titre > 1:4 and = 1:8 and 95% CI

e Percentage of subjects with titre > 4-fold rise from pre-vaccination to post-vaccination, and
95% CI

e Percentage of subjects with hSBA vaccine seroresponse and 95% CI

Safety

The Safety Analysis Set (SafAS) is defined as those subjects who have received at least 1 dose of the
study vaccine and have any safety data available. All subjects will have their safety analyded according
to the vaccine they actually received. Safety data recorded for a vaccine received out of the protocol
design will be excluded from the analysis (and listed separately). Safety analyses will include but not
be limited to the following:

e The number and percentage of subjects reporting any solicited injection site reactions and
solicited systemic reactions occurring from DO to D07 after vaccination will be summarised by
study group for intensity, time of onset period, days of occurrence, and action taken

e Immediate unsolicited systemic AEs within 30 minutes and unsolicited AEs occurring up to D30
after vaccination will be summarised
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e The number and percentage of subjects reporting any unsolicited non-serious AEs will be
summarised by study group, intensity, time of onset period, duration, and by MedDRA
preferred term and system organ class (SOC), as well as by relationship to the study vaccine

e The number and percentage of subjects reporting at least one of any SAEs will be summarised
by study group, seriousness criterion, outcome, and by MedDRA preferred term and SOC, as
well as by relationship to the study vaccine

e The number and percentage of subjects reporting at least one of any AESIs will be summarised
throughout the study

e Exact (Clopper-Pearson) (49) 2-sided 95% CIs will be calculated for the percentages For
exploratory purpose, main safety and immunogenicity parameters may be presented according
to baseline HIV status in Groups 7 and 8. Further details will be included in the SAP.

Analysis Sets

Three analysis sets will be used: the Full Analysis Set (FAS), the Per Protocol Analysis Set (PPAS), and
the SafAS.

Results

Participant flow

Figure 1: Participant disposition flow chart

N planned = 1332
N enrolled = 1328

Cohort Ia (18 to 55 years old) Cohort Ib (= 56 years old) Cohort II (2 to 17 years old) Cohort II (2 to 17 years old)
India India India Republic of South Africa
Group 1 Group 2 Group 3 Group 4 Group 5 Group 6 Group 7 Group 8
N planned = 100||N planned = 100| |N planned = 100||N planned = 100| [N planned = 233||N planned = 233| [N planned = 233||N planned = 233
| | |
Vol Vo1 Vo1 Vo1 Vo1 Vo1 Vo1 Vo1
Nrando. =98 | Nrando.=100 N rando. = 100 || N rando. = 100 N rando. = 232 || N rando. =233 N rando. =233 || N rando. =232
Nvac. =98 N vac= 100 Nvac. =100 N vac. = 100 Nvac. =232 N vac. = 232 N vac. =229 Nvac. =227
N BL =98 NBL=100 NBL= 100 NBL =100 NBL =232 NBL =233 NBL =229 NBL =227
I | | |
Vo2 Vo2 Vo2 Vo2 Vo2 Vo2 Vo2 Vo2
N pres. =96 N pres. = 100 N pres.=100 || N pres.=100 N pres. =224 || Npres. =229 Npres. =227 || N pres. =220
NBL=%6 NBL=100 NEBL=100 NBL=100 NBL=224 NBL=229 NBL=225 NBL=220
[ [ I [ [
. . VW =1 PD=5 PD=5
VWp=2 VWec=8 VWpg =3 VWec=2 VWeg =7
| [ I [ [
N completed the||N completed the| |N completed the||N completed the| [N completed the||N completed the| |N completed the||N completed the
study =96 study = 100 study = 100 study = 100 study = 224 study = 229 study = 226 study = 220

Abbreviations: BL, blood sample; PD, protocol deviation; pres., present; rando., randomized; vac., vaccinated; VWp, voluntary withdrawal
by participant; VW5 ¢, voluntary withdrawal by parent/guardian

Recruitment

Study period: 30 December 2019 (first subject first visit) to 28 January 2023 (last subject last visit)

Assessment report for paediatric studies submitted in accordance with article 46 of
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The analyses presented are based on a database lock date of 01 October 2024.

Table 4: Study subjects by centre and randomised group in India

Group 1 Group 2 Group 3 Group 4 Group 5 Group 6 All

(§=08) =100) ¥=100) (¥=100) ®=232) N=233) (M9=963)
Center Investizator n{%) o (%) m (%6} n (%] e} ] n (%) D (%)
All 93 (100) 100 (100) 100 (100) 100 (100) 232 (100) 233 (100) 853 (100)
3560002 | 19 (19.4) 18 (1B.0) 202.0) 2020 0 o 41 (4.8)
3560003 ] 9 (29.6) 32(320) 24 (240 26 (26.0) 20172 43 (185) 194 (22.5)
3560004 | ] 23 (22.4) 23 (23.0) 21(31.0) 20 (29.0) 28 (12.1) 33 (14.2) 166 {10.2)
3560007 I (235 20 (20.0) 9@ 5 (6.00) 29(125) 28 (12.0) 115 (13.3)
3560008 1 ] [ 0 0 50 (21.6) 36 (15.3) 86 (10.0)
3360010 | ] o 0 0 15(6.5) 17073 267
3560011 | ] 0 i 0 0 35(15.1) 42 (18.0) 77 (8.9)
3560012 [ ] 0 0 0 0 35(15.1) 34(14.6) 69 (2.0)
3560015 [ | 1(41) 6 (6.0 20 (20.0) 20 (20.0) 0 0 50 (3.8)
3560016 | 1(1.0) 1(10) 14 (14.0) 17 (17.0) 0 o 33(3.8)

o number of study subjects falflling the mem hsed

Group 1: MenACYW conjugate vaccine ar aged 18 w 55 years in India. Group 2: Menacoa ar aged 18 w 55 years in India
Group 3: MenACYW conjugate vaccine ar aged »= 36 years in India. Group 4- Quadr Meningo at aged == 56 years in India

Group 3: MenACYW conjugate vaccine at aged 2 w 17 vears in India. Group §: Menaca at aged 2 to 17 vears in India.

Table 5: Study subjects by centre and randomised group in the RSA

The names of investigators are personal information and confidential information that should be
redacted. (Due to the picture nature of the data, track change could not be used to hide the

information)

Group 7 Group § All

N=233) N=232) (N=165)
Cemter Investizator n (%) n (%) n (%0}
All 233 (100) 232 (100) 455 (100)
7100001 I 35 (15.0) 30 (16.8) 74 (15.9)
7100002 I 68(20.2) 62(26.T) 130 (23.0)
7100003 I 30(12.9) 23(121) 38 (125)
7100004 I 18(1T) 14 (6.0) 32(6.9)
7100005 | 37(159) 34(14T) 71(15.3)
7100006 I 10(43) 16 (6.9) 26(5.6)
7100007 | 35(15.0) 30 (16.8) 74 (15.9)

n: number of sudy subjects falfilling the tem hmed

Groam 7- Men ACVW romimeate vaecine af amad 2t 17 vear in REA Gram & Wenactra af amad 2 in 17 vears in REA

Baseline data

Table 6: Baseline demographics by randomised group of Cohort I - Randomised study participants
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Group 1 Group 2 Group 3 Group 4 Al
(N=08) N=100) (N=100) (M=100) (N=308)

Sexzn (%)

Male 68 (69.4) 69 (69.0) 75 (T6.0) 69 (68.0) 282 (709

Famsle 30(30.8) 31310 24240 31310 116 (29.1)

N 1] L1} 0 ] ]

Sex ratio: Male/Famala 237 113 317 223 143
Age: (Years)

M og 100 100 100 308

Mean (5D} 367 (@21) 3.8 (9.03) 61.7 (5.09) §1.1 (5.61) 486 (15.0)

Min; Max 19.0; 55.0 18.0; 550 56.0; 820 56.0; 87.0 18.0; 87.0

Median 36.0 360 0.0 8.0 56.0

QL3 31.0;42.0 280,410 57.0; 640 57.0;63.5 36.0; 60.0
Facial Crigin: n (%3)

American Indisn or Alacka Native 1] 1} 1} o o

Astan 93 (100) 100 (100 100 (100 100 (100 392(100)

Black or African American 1} 1} o o

Native Hawaiian or Other Pacific Ilander 1] 1} 1} o o

White 1] L1} 0 ] ]

Mot reporied. 1] 0 1] 0 0

Unknown 1] L1} 0 ] ]

Muldple origin 1] L1} 0 ] ]
Ethmicity: o (%)

Hispanic or Latino 1] [/} [} o o

Mot Hispanic or Lafino 98 (100} 100 (100 100 (1000 100 (100 392 (100

Mot repomned 1] 1] 1] ] ]

Unknown [1] [1]

[i] 0 0
N: member of participants randomized in each smdy sroup (percentages are based on M); n: momber of stady participants ful filling the item listed; M: momber of stady participants with svailable data for
the relevant endpoint; Q1; Q3: Srst quartle; third quamile; SD: standard deviaton
Group 1: MenACTW conjusate vaccne at aged 18 fo 35 vears in India. Growp 2. Menacira at aged 18 to 55 years in India.
Group 3: MenACYW conjugate vaccne at aged == 5§ years in Indis  Group 4: Quadr Meningo at aged == 56 years in India.

Table 7: Baseline demographics by randomised group of Cohort II - Randomised study participants

Group 5 Group 6 Group T Group & Al
(N=132) N=133) (N=133) (N=132) (N=030)
Sex: o (%)
Mala 131 (56.5) 115 (49.4) 110{472) 122 (52.6) ATR(514)
Famale 101 (43.5) 118 (50.8) 123 (52.8) 110474 452 (48.6)
Mizsing 0 0 0 1] 1]
Sex ratio; Male Female 130 097 0.29 111 1.06
Ape: (Years)
M 332 233 233 232 930
Mean (SI) 030 (4.1 034410 .45 (4.01) 219 (418 03510
Min; Max 2.00; 17.0 2.00;17.0 2.00;17.0 2.00; 17.0 200;17.0
Median 230 100 0.0 250 .00
QL Q3 7.00;123 6.00; 13.0 6.00; 13.0 6.00; 12.0 6.00; 13.0
Ape: (2100 Years)
M 116 116 118 116 446
Mean (5I) 589241 588227 6.06 (2.08) 572251 5.89(2.30)
Min Max 2.00; 2.00 2.00; 9.00 2.00; 2.00 2.00; 9.00 2.0 9.00
Median T.00 6.00 6.00 6.00 6.00
QLQ3 3.50; 8.00 4.00; 8.00 4.00; 8.00 3.00;3.00 4.00; 8.00
Age: (1010 17 Years)
M 116 117 115 116 454
Mean (5I) 129217 12.8(213) 129 204 1272.18) 1282.13)
Min Max 10.0; 17.0 10.0; 17.0 10,3, 17.0 10.0; 17.0 10.0; 17.0
Median 123 130 130 120 130
QL Q3 11.0; 150 11.0; 15.0 11.0; 15.0 110 145 11405 15.0
Racial Orizin: o (3&)
Amenican Indisn or Alaka Native 0 ] ] 1] 1]
Asizn 232 (100 233 (100 ] 1] 465 (30.0)
Black or African Ametican 1] o 142609} 139 (59.93 B1 (30
Wative Hawailan or Other Pacific Ilander 0 ] ] 0 0
White ] ] Ll X 10{4.3) 18(2.0)
Mot repomed 0 ] 62.6) 313 o1
Unknown 0 ] 62.6) IR 15(1.6)
Muluple cigin L] 0 0 30.0) T130.6) M1(152)
Ethnicity: n (%)
Hispanic or Lating ] ] ] 1(0:4) 1{01)
ot Hispanic or Latino 232 {100y 233 (100 2300987 27978 012 (00.1)
Mot repomed 0 ] ] 1(0.4) 1{01)
Unknown 0 0 3(1.3) 3(1.3) 6 00.8)

H: mpmber of participants randontized in each smdy sroup (percentazes are based on W): o: mmmber of sudy participants fulfilling the item listed: M: number of smady participants with svailable data for
the relevant endpoint

0Q1; Q3 first quartile; third quartile; 5D standard devistion

Group 52 Men ACYW conjugate vacoine atf aged 2 to 17 years in India. Group 6: Menacira at aged 2 to 17 years in India.

Group 7: Men ACYW conjugate vaccine at aged 2 1o 17 years in RS54 Group 8: Menacra at aged 2 0o 17 years in B5S4

Source: Section 3. Modified from METS5 CSE. Table 8.23
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Number analysed

Table 8: Immunogenicity analysis sets by randomised group of Cohort I - Randomised study subjects

Croup 1 Group 1 Group 3 Group 4 Al
(N=08) N=100) (N=100) (N=100) (W=398)
n (%) n () m (%) o (%) n (%)
Full Analysis Sat o6 (08.0) 100 {100) 100 (100) 100 (10407 3046 (99.5)
Subjects with at least one criterion for exclusion from FAS 220 0 ] o 2(0.5)
Mot injected L] o 1] o o
Diid not have a valid post-vaccination blood sample result 220 o 0 o 2(0.5)
Per Protocel Analysis Set o5 (P69 20 (99.0) 97 (97.0) 06 (96.0) 387 (97.3)
Subjects with at least one criterion for exclusion from PPAS EXERY) 1{L.0y 330 4400 1128
Did not meet all protocol-specified inclnsion / exclusion criteria (/] ] [1] 1] o
Did not receive vaccine 1] o 0 o i}
Received a vaccine other than the one that e / she was randomized to receive L] o L] ] ]
Preparation and / or adminisoation of vaccine was not done as per-protocol (/] ] 1100 ERER] (1.0
Did not receive vaccine in the proper time window [/] o L] o 1]
Did not provide the post-dose serology sample or not in tme window 3(3.1) 1{1.0 220 1(1.0) T(1.8)
Feceived protocol-prohibited therspy /medication / vaccine 1] o 0 o ]
W02 sample did not produce valid result [/] o L] o 1]
Orther protocol deviations '] 0 (] '] ]

n: pumber of study subjects fulfilling the item listed

Mote: a smdy subject may be associated with more than one criterion

Group 1: Men ACYW conjugate vaccine at aged 18 to 55 years in India. Group 2: Menacira at aged 18 to 55 years in India.
Group 3: MenACYW conjugate vaccine ar aged == 56 years in India. Group 4: Quadr Meningo at aged == 5§ years in India

Stady: METS5 Program: t08016017 525 Datasets=ADSL ADIS Qurput: PRODOPS/SPO04T/METS5/CSR,_01LREPORT/OUTPUT/TOS016_i.nf (0SNOVI024 5:04)

Table 9: Immunogenicity analysis sets by randomised group of Cohort II - Randomised study subjects

Group 5 Groop 6 Group 7 Group § All
N=131) W=213) (N=133) WN=111) (N=020)
n (%) n (%) B (36) 1 (%) n (%)
Full Analysis Set 2124 (96.6) 120 (08.3) 115 (96.6) 120 (04.8) B0E (D6.6)
Subjects with at least one criterion for exclusion from FAS 2349 40017 2349 12(5.2) ExJeX))
Mot injected L] 104 4(1.T) 522 10(1.1)
Did not have a valid post-vaccination blood sample result 834 41T 334 12(5.2) 32349
Per Protocol Analysis Set 122 (95.7) 128 (97.9) 133057 217 (83.5) 800 (05.7)
Subjects with at least one criterion for exclusion from PPAS 104.3) 52.1) 10(4.3) 15 (6.5) 40(4.3)
Did not meet all protocol-specified inclnsion / exclusion criteria /] o 2{0.m 1{04 3(03)
Did not receive vaccine L] 1{04 41T 5(232) 10(1.1)
Received a vaccine other than the one that he / she was randomized to receive L] ] ] ] o
Preparation and / or administration of vaccine was not done as per-protocol L] o 2(09) 5(23) 7 (0.8)
Did not receive vaccine in the proper time window /] o [1] o 1]
Did not provide the post-dose serology sample or not in tme window 10 (4.3) 52.1) 10(43) 14 (60 39(42)
Beceived protocol-prohibited therapy / medication / vaccine 1] o [1] 104 1(01)
V2 sample did not produce valid result L] i} [1] o o
Orther protocel deviatons [ 0 ] 1] ]
n: number of study subjects fulfilling the item listed
Mote: a smdy mbject may be associated with more than one criterion
Group 5: MenACYW conjugate vaccine at aged 2 to 17 years in India_ Group §: Menactra at aged 2 o 17 y
Group T: MenACYW confugate vaccine at aged I to 17 years in BSA. Group 8: Menacira ataged 2 to 17 years m BSA.
Smdy: METS5 Program: 108016017 sas Datasets=ADSL ADIS Outpur: PRODOPS/SP0047T METS5/CSE_0LREPORT/OUTPUT/ TOR017_inf (062I0V2024 5:04)
Table 10: Safety analysis set by vaccination Group of Cohort I - Randomised study subjects
Group 1 Gronp 2 Group 3 Group 4 All
(N=08) (N=100) (N=100) W=100) (N=398)
n (%) n (%) n (%) m (%) n (%)
Safary Analysis Set 03 (100) 100 (100) 100 (100) 100 (100} 308 (100)
Solicited injection site safiety assessed 03 (100) 100 (100) 100 (100} 100 (100} 308 (100)
Solicited systemic safety assessed 03 Q00 100 (104) 100 (100 100 (100) 308 (100)

n: number of study subjects experiencing the endpoint

Safety endpoints are considered assessed if at least one data point has been collected; unsolicited adverse events are never missing as all study subjects had a 30 minute surveillance

petiod after injection
Group 1: MenACYW confuzate vaccine at aged 18 to 55 vears in India. Group 2: Menacws ataged 18 1o 55 years in India.
Group 3: MenACYW conjuzate vaccine at aged == 5§ years in India. Group 4: Quadr Meningo at aged == 56 years in India.

Stdy: METS5 Program: t08020n21 sac Datasets=ADSL ADE.C Output: PRODOPS/SPO04TMETSS/CER_0VREPORT/OUTPUT TOS020_i rf (D6NOVI024 5:04)
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Table 11: Safety analysis set by vaccination Group of Cohort II - Randomised study subjects

Group 5 Group § Group 7 Group § Randomizred but mot All
WN=231) N=11) (N=119) (N=11T) vaccinated (N=020)
n (%4) n (%) o (¥} n (%4) (N=10) n (%)
n (%)
Safery Analysis Set 232 (100) 232 (100) 229 (100) - 920 (98.9)
Solicited mjection site safety assessad 7 220 (98.7) 227 (99.1) 05978
Solicited systemic safery assessad 230 (08.7) 217 (99.1) D05 (97.3)

n: mumber of study subjects experiencing the endpoint

Safety endpoints are considered assessed if at least one data point has been collected; unselicited adverse events are never missing as all smdy subjects had a 30 mimite surveillance
period after injection

Group 5: Men ACYW conjugate vaccine at aged 2 to 17 years in India. Group §: Menactra at aged 2 to 17 years in India.

Group T: MenACYW conjugate vaccine at aged 2 to 17 years in ESA. Group 8: Menactra at aged 2 to 17 years in B34,

Stody: METS5 Program: t08020n21 sas Datasets=ADSL ADRC QOuiput: PRODOPS/SPO4T/METS5/C5E_01/REPORT/QUTPUT TOB02 1 _i rof (B6MOV2024 5:040)

Efficacy results

Primary Immunogenicity Objective

The primary objective was to demonstrate the NI of hSBA antibody seroprotection (ie, percentages of
participants who achieve > 1:8 in hSBA titres) against meningococcal serogroups A, C, Y, and W
following the administration of a single dose of MenACYW conjugate vaccine (Group 5 [India] + Group
7 [RSA]) compared to Menactra (Group 6 [India] + Group 8 [RSA]) in children and adolescents aged 2
to 17 years (Cohort II).

Table 12: Non-inferiority of hSBA vaccine seroprotection (titre >=1:8) at D30 after vaccination
between (Group 5 + Group 7) versus (Group 6 + Group 8) of Cohort II — Per-Protocol Analysis Set

Group 5 + Group 7 Group 6+ Group § {Group 5+ Group 7) - (Group 6 + Group §)
N=445) (N=445)
Serozroup oM (9%) 9504 CT M (%6) 9594 CT Difference (3%) 9504 C1 Non-inferiority
A WIH3 806 (86.4;02.3) 368443 831 (79.2; 85.4) 635 [2.03; 11.08) Yes
C HUH5 003 (98.0; 99.) M4 TIT (73.5;814) 21.67 (17.82; 25.80) Yes
Y H0H5 966 (84.5.98.1) ITHE 856 (818; 88.7) 11.08 (743; 14.89) Yas
W PBo4s 087 (97.1:90.5) 90445 876 (84.2; 00.5) 1101 (7.86; 14.47) Yes

n: Mimnber of participants who achieved an hSBA vaccine seroprotection

M: Number of participants with available data for the endpoint.

M menber of participants in Per-Protocol Analysis Set

©5%5 CT of the single proportion caloulated Som the exact binomial method

©5%5 CT of the difference calolated from the Wilson Score method without contimity comecton

The overall non-inferjority will be demonstrated if the lower limit of the 2-zided 95% CT is = -10%% for all 4 serosroups.

Growp 5 MenACYW confugate vaccine at aged 2 to 17 years in India. Group &: Menacrs at zged 2 to 17 years in India.
Group 7 Men ACYW conjugate vaccine at aged 2 to 17 years in BS54 Group 8: MenaciTa at azed 2 to 17 years m BSA

Secondary Immunogenicity Objectives

For all secondary immunogenicity objectives, only data from the PPAS are presented. As the
differences between each PPAS and each full analysis set (FAS) were not greater than 10% for any
secondary immunogenicity objective, the analyses were not produced in the FAS. Described below are
the results from hSBA analyses. For secondary objectives 1 through 5, a subset of participants with
blood samples available were also tested for meningococcal antibody responses as measured by rSBA.

Secondary Objective #1: To describe the antibody titres to the meningococcal serogroups A, C, Y,
and W before and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
in adults aged 18 to 55 years in India (Cohort I).

Geometric mean titres

Table 13: Summary of geometric means of hSBA titres at DO before and at D30 after vaccination of
Cohort I - Per-Protocol Analysis Set
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Group 1 Group 2 Gromp 3 Group 4

(N=95) (N=0m) ] (N=96)
Serogroup  Time Point M GAMT (@50 CT) A CMT (958 CT) M CMT (95%0 CT) M GMT (B58%0 CT)
A i 95 7328 {6.03; 8.78) ] 9.60 (7.68; 12.0) a7 153 (122;103) o4 125 (102;15.4)
D30 o4 528 (34.7;,803) o9 381 (27.8;553) 96 56.6 (38.2;839) o] 362 (26.8; 48.8)
C ] @5 6.20 {4.99; 7.70) ] 705 (3.53; 8.94) a7 800 (6.18; 104) o] 8.00 (6.13; 10.4)
D30 o5 551 (365; 831) o9 107 (58.8; 163) a7 303 (255; 606) o] 150 {102; 248)
Y i) 25 524 {3.86; 7.11) o9 4.03 (3.09; 5.25) a7 6.36 (4.57; 8.26) o6 6.97 (5.03; 9.68)
030 o5 118 (80:2;17T) ] 474 (30.7;73.1) a7 197 (127; 303) fe] 354 (355, 86.4)
w ] @5 418 (3.39;5.15) ] 417 (339514 a7 442 (3.53;5.54) o] 5.66 (440 72T
D30 4 106 (72.8;153) o9 63.1 (#.7:80.1) 97 o8 (604 137 o] 3446 (335;51.2)

M: mumber of pamicipants with available data for te relevant endpoint.
I menber of participants in Per-Protocol Analysis Sat

Group 1: MenACTW confuzate vaccine at aged 18 to 533 years in India Growp 2: Menacirs at aged 18 to 55 years in India.
Growp 3: MenACTW confuzate vaccine at azed == 5§ vears in India Group 4: Qnesdri Menineo at azed == 56 vears in India

Titres >1:8

Table 14: Number and percentage of participants with hSBA titre >=1:8 at DO before and at D30 after
vaccination of Cohort I — Per-Protocol Analysis Set

Group 1 Group 2 Group 3 Group 4
(5=93) N=99) (=97 (N=96)
Serogroup Time hSBA M % {93% CT) oM % (95% CT) oM %o (95% CT) n'M % {95% CT)
Point Titers
A Do ==1:§ 5895  6l1  (30.5;70.9) 7299 727 (62.%;812) 80/97 8235  (73.4:89.4) T4 TIL (674;850)
D30 ==1:8 7294 766 (66.7;84.T) 8799 879 (79.8;938) 7o 823 (73.2;893) 8396 865 (73.0;926)
C Do ==1:8 4595 474 (370,579 5099 305 (403 60.T) 5297 536 (431,638 4896 300 (39.6;604)
D30 ==]:§ 92/95 968 (91.0;993) 8899 8BY9  (BlO;943) 93/97 959  (89.8;98.9) B696 896  (BL7;49)
Y Do ==1:§ 2895 295 (20.6;39.T) 2499 242 (162;339) 3597 361  (26.6;46.5) 39/9%6 406  (30.7;51.0)
D30 ==1:§ 8895 926 (854;97.0) 7699 T6E  (67.2;84T) 91/97 938 (87.0;97.T) TEOE T2 (69.7;86.8)
W Do ==1:8 2895 295  (20.6;39.T) 2099 193 (206 39.3) 3097 309 (21%41D) 3796 385 (2884900
D30 ==]:§ 8894 936 (86.6;97.6) 90/99 909 (834;958) 8797 897 (81.9:94.9) T69G 792 (69.7;86.8)

n- mumber of parficipants expenencing the endpoint listed m the first 3 columms
M mumber of partictpants with available datz for the relevant endpoint

N: number of participants in Per-Protocol Anabvsis Set

Percentages ave based en ML

Group 1: Men ACYW conjugate vaccine at aged 18 to 55 years in India. Growp 2: Menactra at aged 18 to 55 years n India.
Groun 3: MenACYW coniusate vaceine at azed == 56 vears m India. Growm 4: Cuadn Menmeo at ased == 56 vears in India.

Vaccine Seroresponse

Table 15: Number and percentage of participants with hSBA vaccine seroresponse from
D30 after vaccination of Cohort I - Per-Protocol Analysis Set

DO before to

Group 1 Groap Groap 3 Group 4
XN=05) (N=ht) N=0T) (N=01)
Serogroup Baseline Statms oAl L (9584 CT) ol Ui (9504 CT) nl Ui (95% CT) oM k] (95% CI)
A Any 504 61.7 (51.1; 715) 4899 485 (383;58T) 52106 542 437 64 42046 438 (334, M43
& 437 M5 (47.5; 79.8) 1827 66.7 (46.0; 83.5) 1417 224 (36.6; 96.2) 12232 545 (322;75.8)
S+ 5T W6 (45.8;72.4) 3072 417 (302 539) 3279 481 (36.7; 58.6) 3074 405 (20.3; 52.6)
C Any 8005 037 (B6.8; 97.6) 67/99 67.7 (575, 76.7) 8297 4.5 (75.8;,911) TaR6 792 (89.7; 86.5)
5 750 40 (B3.5;98.T) 3349 673 (52.5;80.1) 40045 889 (75.9; 96 3) 3348 792 (65.0; 88.5)
5+ 4145 933 (B1.7; 98.4) 3450 68O (533;80.5) 4252 808 (67.5; 204 3348 792 (65.0; 88.5)
T Any 78 (68.2; 85.8) 6399 63.6 (334 T31) 7897 804 (71.1; 87.8) 58m6 615
5 251 (74.3;92.6) 4875 640 (52.1;74.8) s34 855 (742,93.1) 3557 614
S+ 60.7 (40.6; 78.5) 1524 625 (40.6; 81.7) 2535 714 (53.7;854) 2439 615
W Any 7704 gle (7216 89.1) G99 62.7 (59.6; T&.5) 787 0.4 (70.0; 86.9) 5386 532
5 SR6T 866 (76.0; 93.T) 3T B43 T3.6; 91.9) 56/67 834 (72.5,915) 3559 593 X ]
g 1827 704 (49.8; 84.2) 1029 345 (179; 543) 213 700 (50.6; 85.3) 18537 424 (31.9; 65.6)

n: mumiber of participants with tters that mest the hSBA vaccine seroresponse criteria; hSBA vaccine seroresponsa: for @ participant with a pre-vaccination titer << 1:8,
the post-vaccinadon titer mmest be == 1:16; for a parddpant with 3 pre-vaccnaton deer == 1:3, the post-vacdnaton ter nmst be at least 4-fold greater than the pre-vaccination tter.
M: mumber of pamicipents with available daa for the relevant endpoint at both pre-vacdnation and poss-vacdnaton tfims points

. nammiber of pardcipants in Per-Protocol Analysis Set; Percentages are based on ML
5-: Pre-vaccination baselins dter i < 1:8; 5+ Pre-vaccnation baseline dter is == 1:8

Growp 1: MenACYW conjusate vaccine at aged 18 w0 55 years in Indis. Growp 2- Menacra at aged 18 o 55 years in India.
Growm 3: MenACYW confuerate vacoine at azed == 56 vears in Indis Group 4: Quadr Menineo at azad == 5§ vears in India
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Secondary Objective #2: To describe the antibody titres to the meningococcal serogroups A, C, Y,
and W before and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Quadri
Meningo (or any locally available licensed meningococcal vaccine) in adults aged = 56 years in India
(Cohort Ib)

See data presented for Secondary Objective #1.

Secondary Objective #3: To describe the antibody titres to the meningococcal serogroups A, C, Y,
and W before and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
in children and adolescents aged 2 to 17 years in India and RSA (Cohort II)

Geometric mean titres

Table 16: Summary of geometric means of hSBA titres at DO before and at D30 after vaccination of
Cohort II - Per-Protocol Analysis Set

India Rs5A India and BSA
Groop 5 Group § Cronp 7 Group 8 Gronp 5 + Group T Group § + Groop §
(N=11I) (N=118) N=213) (N=11T) (N=445)
Serogroup Time M GMT @) M GMT @®5%Ch) M GMT (%5%CH) M GMT (5% CI) M GMT ®5%CI M GMT (5% CT)
Point
A D m 733 228 771 (694858 223 N 217 671 M5 TAD (679807 H45 721 (5.66; 7.80)
D30 0 703 228 408 (3LE LD 215 319 #3361 (H85650) 43 363 (BLO; 425
C D 3 336 228 317 (2843355 217 455 M5 307 (343 45 378 (346 4.13)
D30 2 585 218 383 (284;51.8) 223 215 592 M5 600 (521:692) 4483 473 (38.3; 384
T Do 3 332 228 312 (270360 22 217 3486 #3350 (3.13:391) 445 350 (3.14;3.01)
D30 m 119 074,145 228 271 (21 J 215 813 M5 167 (145:191) 443 452 (30.3;543)
W D m 315 (2.86;3.65) 228 285 (256,317 (- 217 585 #5431 (383478 45 404 (3.65; 4.48)
D30 22 921 (78.T;108) 228 243 (195 (129;191) 217 523 #5131 (106:13T) 45 354 (B304 400

W mumber of participants with available data for te relevant endpoint
N: menber of partcipants in Per-Protocol Analysis Sat

Group 5: MenACYW conjugate vaccine at aged 2 to 17 years in India. Group §: Menacra at aged 2 to 17 years in India.
Group T MenACYW conjugats vaccine at aged 2 to 17 years in BSA. Growp 8: Menaos at aged 210 17 years in BSA

Titres >1:8

Table 17: Number and percentage of participants with hSBA titre >=1:8 at DO before and at D30 after
vaccination of Cohort II — Per-Protocol Analysis Set

India ESA
Group & Gronp 6 Group T
o= ¥=125) N=223)

Serogroup TimePoint  hSBATiters oM ) @50 CT) oM i ] (5% CT) ) @50 CT) oM
A D =13 135222 60.8 145228 636 (57.0; 69.8) a0 7

D30 =13 1877220 895 1017228 838 (78.3;88.3) 807
= D =13 44217 1908 42223 134 (13.6;24.1) 323

D30 ==1:8 221222 95 166/228 728 (66.5; 78.5) ool
T D =13 36222 162 31228 136 (04187 13 5.

D30 =13 208222 037 1757228 762 (70.7; 82.1) 006 o (91.0; 97.
W D =13 42222 189 31228 136 (94;187) 047273 422 410 (344479

D3 =13 2127222 og2 1877228 820 (76.4; 86.5) 221223 ool fk (89.4; 86.4)

India and BSA
Group 5+ Group 7 Group 6 + Group 8
(N=445) N=445)

Serogroup Time Point  hSBA Titers oM ki) (95% CT) nAl ki) (P58 CT)
A oo TS 609 (362 655) 270045 60T (56.0; 65.7)

D30 307443 BR6 (B64;913) 368443 B3] (79.2;
[ oo 116445 261  (220:304) 108445 243 2

D30 H2445 993 (DE0; 008 3MEMI TIT
T Do 33443 187 (527 BeHs 193

D30 430445 966 (435 081)  3TM3 856
W oo 136445 3006 (263;351) 1200445 270

D30 =18 439445 987 (D7.1;005) 3005 BTG (84.2; 00.6)

n: mumber of participants experiencing the endpoint Heted in the first 3 colwmns; M munber of pamicipants with available dasa for the relevant endpoin:

M mmmber of participants in Per-Protocol Analysis Set; Percentages are based on M

Group 52 MenACYW conjugate vaccne at aged 2 to 17 years in India. Group §: Menacira at aged 2 to 17 years in Indis.

Growp T: MenACTW confugate vaccine at aged 2 to 17 years in BSA Group & Menactra at aged 2 to 17 years m B5A. Sowrce: Modified from METS5 CSE. Table 8144

Vaccine Seroresponse
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For participants with any pre-vaccination titres, the vaccine seroresponse rates correspond to the
percentages of participants with a = 4-fold rise in hSBA titres from DO to D30. For participants with
pre-vaccination titre < 1:8, the percentages of participants with a vaccine seroresponse (ie, with post-
vaccination titre = 1:16) were higher in Groups 5 + 7 than in Groups 6 + 8, respectively, for each
serogroup, except serogroup A for which there was no significant difference between pooled groups.

Table 18: Number and percentage of participants with hSBA vaccine seroresponse from DO before to
D30 after vaccination of Cohort II - Per-Protocol Analysis Set

India Esa
Gromp & Group & Gromp T Group 8
(N=111) (N=118) N=113) (N=117)
Serogroup Baceline Status oAl b (95%% CT) oM b (95%% CT) oM b (95%% CT) oM U (95% CT)
A Amy 1660220 735 (69.2; 81.0) 140228 614 (34.8;67.8) 1517223 677 (61.1; 73.8) 120215 558 (489 62 6)
- T4E6 246.0 (76.9; 92.6) 583 §0.9 .3 6387 724 (61.8; E1.5) 5801 63.7 (33.0; 73.6)
5+ 92134 687 (60.1; T6.4) 82145 564 481;64.8) 88136 647 (36.1; 727 62124 500 (409 58.1)
C Amy 218272 982 (95.5,90.3) 1417228 1. 218223 9738 (94.8; 003) 140215 651 (583;715
- 177178 994 (0.9 1000 113186 602 1487151 930 (94.3; 00.6) aT1s0 @7
5+ 4144 932 (81.3;98.6) 2842 66.7 072 972 (90.3;90.7) 43/65 66.2
T Amy 01212 903 (85.9; 0400 155228 680 210221 950 178215 833 (77.6; 8800
- 176/186  94.6 (003,974 152187 772 172174 989 1387160 869 (B0.6;91.7)
5+ 2536 §0.4 (51.9;83.7) 331 o7 3847 209 45 727 (58.0; 839
W Amy 422 919 (87.5;05.1) 138228 603 01213 801 (854,937 148217 682 (61.6; 743)
- 172180 956 (91.4;98.1) 125197 633 126/17% 977 934,005 101128 TR (70.8; 85.6)
5+ 3242 6.2 (60.5; 87.9) 13731 419 7504 9.3 (0.2, 874) 4780 528 (41.9; 635

Serogroup Baseline Status oA
A Amy 3173
5- 137173
5+ 180:270
C Amy 436445 980 .2;90.1) 8l 634 (58.8; 67.9)
5- 315319 988 (96.9; 92.7) 210336 625 (57.1; 67.7
5+ 11Vl 957 .2; 08.G) TI107T 664 (56.6; 75
T Amy 411443 928 (90.0; 95.0) MM 754
5- 348360 967 .2, 08.3) 101357 8l5
5+ 63/83 58 (65.3; 84.6) 43/86 50.0
W Amy 405445 910 (88.0; 93.3) 1865 643
5- 208300 944 (93.7:98.2) 126325 695
5+ 1077136 787 (70.8; 85.2) 60120 500

n: mumber of participants with tters that meat the hSBA vacdne seroresponse criteria; hSBA vaccine seroresponse: for 8 partcipant with a pre-vaccination teer < 1:8,

the post-vaccinanon wter mst be == 1:14; for a paridpant with 3 pre-vaccinaton der == 1:8, the post-vaccinagon tter nmst be at least 4-fold greater than the pre-vaccinaton dier.
W mumber of participants with available dsta for the relevant endpoint st both pre-vaccnation and post-vacdnstion time points

M menber of paricipants in Per-Protoce] Anabysis Set; Percentages ame based on M

5-2 Pre-vaccination baseline titer i < 1:8; 5+: Pre-vaccination baseline titer is == 1:8

Growp 5 MenACTW conjuzate vaccine at aged 2 o 17 years in India. Group §: Menaciors at aged 2 to 17 years in India.

Growp 7: MenACTW conjuzate vaccine at aged 2 fo 17 years in BS54 Growp 8: Menacra ar azed 2 to 17 vears m BS54

Source: Modified from METS5 CSR Table 8.148

Secondary Objective #4: To describe the antibody titres to the meningococcal serogroups A, C, Y,
and W before and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
in children and adolescents aged 2 to 17 years in India (Cohort II)

See data presented for Secondary Objective #3.

Secondary Objective #5: To describe the antibody titres to the meningococcal serogroups A, C, Y,
and W before and at D30 (+14 days) after vaccination with MenACYW conjugate vaccine or Menactra
in children and adolescents aged 2 to 17 years in RSA (Cohort II)
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See data presented for Secondary Objective #3.

Safety results

Extent of Exposure

Table 19: Safety analysis by vaccination Group of Cohort I - Randomised study participants

Group 1 CGroup X Group } Group 4 Al
(N=95) (N=104) (N=100) (N=100) (N=208)
n (%) o {%5) n (%) n (%) n ()
Safery Analysis Sat 93 (100 100 (1000 100 (100) 100 (100 398 (100
Solicited injecdon site safery assessed 93 (100 100 (1000 100 (100) 100 (100 398 (100
Solicited systemic safery assessed 23 (100 100 (100) 100 (1040 100(100 395 (1000

n: mrmber of smdy partcipants experiencing the endpoint

Safety endpoints are considersd sssessed if at least one data point hes been collected: unsolicited AFs are never mizssing as all smdy paricipants had a 30-minute survedllance

period after injection

Group 1: MenACYW conjuezate vaccne at aged 18 to 55 vears in India. Growp 2 Menacira at aged 18 to 55 vears in India.
Gromp 3: MenACYW conmeate vaccine at azed == 54§ vears in India  Group 4: Quadr Menmeo at aged == 58 vears in India

Table 20: Safety Analysis Set by vaccination Group of Cohort II - Randomised study participants

Group & Group 6 Group 7 Group 8 Fandomized but oot Al
N=232) N=132) (N=129) N=227) wvaccinated (N=D30)
1 (%) n (%) n (%) 1 (%) =10) 1 (%)
o (%)
Safety Amslysis Sat 232 (100) 232 (100) 220 (100) 227 (100) - 920 (95.9)
Solicited injection site safety assessad 227 (97.8) 220 (98.7) 227 (99.1) 272 (97.8) - 905 (97.3)
Salicited systemic sefery assessed 27 (97.8) 220 (98.7) 227 (99.1) 72 (97.8) - 905 (97.3)

n: mumber of smdy pardcpants experiencns the endpoint

Safety endpoints are considered assessed if at least one data point has bean collected; unsolicited AEs are never missing as all smdy pamcipants had 3 30-mimite survedllsncs

period after mjection

Growp 5 MenACTW confueate vaccne ataged 2 o 17 years in India. Group 6: Menacora at aged 2 1o 17 years in India.
Growp 7: Men ACYW confueate vaccine at aged 2 o 17 vesrs in BS54 Group 8: Menacirs at szed 210 17 vears m BS54

Safety Summary after Study Vaccine Dose - SafAS

Table 21: Safety overview after vaccine injection of Cohort I — Safety Analysis Set

Groop 1 Group 2 Group 3 Group 4
V" (N=100) (N=100) (N=100)

Participants experiencing at least ome: oM % (#MCD oM % @WC) M %W (#5WMCD oM %W @5 CT
Within 30 mimmees after vacrine injection
Imemediate imsolicited AE 198 1o (0 5.8) 0100 0 (0: 3.6) [ (0: 3.6) 0100 0 (2 3.6)

Inmmediate wmeolicited AR e 0 0:3.7) 0100 0 (0; 3.6) [ 0; 3.6) 0100 0 (0; 3.4)
Solicited reaction within solicited period after vaccine injection 3298 327 (235429) 267000 260 (177357 1100 170 (102 258) 21100 210

Solicited injection site reaction 1788 2746 (190;375) 24100 240 (160;334) 9100 80 (42:164) 16100 160

Solicited systemic reaction 1388 133 (7.3;216) 8100 80 (35152) ®100 80 (35153 8100 80
Within 30 days affer vaccine injecton
Unsolicieed AE 788 71 2814 1100 10 0 5.4) 1100 1.0 0: 5:4) 17100 1.0 (0 5.4)
TUnsolicited AR 198 10 (05 00 0 036 010 0 .36 100 0 (0:3.6)
Unsolicited non-serions AE 698 A1 (231290 1100 1.0 0 5.4) 1100 1.0 0: 5:4) 17100 1.0 (0 5.4)
TUnsolicited non-serions AR 188 10 (056 000 0 036 010 0 .36 100 0 (0:3.6)
Unsolicited non-setions injection site AR, e 0 0:3.7) 0100 0 (0; 3.6) [ 0; 3.6) 0100 0 (0; 3.4)
TUnsolicited non-serious systemic AR 698 61 (23126) 1700 10 54 L0 10 @54 1100 10 (0;5.4)
Unsolicited non-setions systenric AR 198 10 0; 5.6) 0100 0 (0; 3.6) [ 0; 3.49) 0100 0 (0; 3.4)
AF leading to study discontimnation nes 0 0:37) o100 0 036 010 0 ;36 o100 0 (0:3.6)
SAE 198 10 0; 5.6) 0100 0 (0; 3.6) [ 0; 3.6) 0100 0 (0; 3.4)

Death nes 0 0:37) o100 0 036 010 0 ;36 o100 0 (0:3.6)

AFSI e 0 0:3.7) 0100 0 (0; 3.6) [ 0; 3.6) 0100 0 (0; 3.4)
Dwuming the stdy
SAE 198 10 0; 5.6) 0100 0 (0; 3.6) [ 0; 3.6) 0100 0 (0; 3.4)

Death nes 0 0:37) o100 0 036 010 0 ;36 o100 0 (0:3.6)

AFSI 0es o 0:3.7) 0100 0 (0; 3.6) ¥lpd @ 0: 3.6) 0100 0 (0: 3.6)
n: mumiber of partcipants experiencing the endpoint listed in the first colwmn: M: mmber of partidpents with availshle data for the relevant endpoint

M. menber of participants in Safety Analysis Sat; Percentages are based on ML f']p:mdjammsuﬁﬂmdﬁ"ﬁcuﬂecmdm-ﬁxrmdia‘bemh:dmdﬂm_

“Unsolicited AE" also mclodes mmediste and senous unsolicted ABs. "Unsolicited non-serious AE" inchades amy unsolicited AE that is non-setious.

AF: Reactions related to IMP (MenACY W/ Menacta/Quadsi Meningo)

Growp 1: MenACYW conjusate vaccne at aged 18 to 55 vears in India. Growp 2: Menacima at aged 12 to 55 vears in India.
Growp 3: MenACYW conjuzate vaccine at azed == 5§ vears in Indis. Growp 4: Quadn Meningo at aged == 56 vears in India.

3
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Table 22: Safety overview after vaccine injection of Cohort II — Safety Analysis Set

Group 5 Group 6 Group 7 Group §
(N=131) (N=131) N=119) N=11T)
Partidpants experiendng at least ome: nhl I {9504 CT) oM % 2504 CT) oM Y 2580 CT) oM Y (9504 CT)
Within 30 mimges after vaccine injection
Immediste imsolicied AF 0232 1] (0 1.6y 232 ] {0: 1.8) [ el ] ] {0; 1) ] (0 L&)
Inmmediate wmeolicited AR 0232 1] (0; 1.6) 232 ] {0 1.8 [+ el ] {0; 1.6) ] (0; 1.6)
Solicited reaction within solicited period after TR2IT 3438 (286,414 41220 179 (132;235) 115227 507 (#0573 128722 577 (50.9; 64.2)
waccine injection
Solicted injection site reaction 52217 129 (17.6;28.50 30220 151 (9.0; 18.2) 967227 423 (358, 49.0 99222 446 (379,514
Solicited systemic reaction 48227 211 (16.0; 27.00 19220 33 51127 827227 361 (295 42.7) 222 414 (349;482)
Within 30 days affer vaccine mjscton
Unsolicied AE 8732 34 (1567 12232 52 (2789 2220 946 (6.1; 14.2) @1;183)
Unsolicited AR 0232 1] (0 1.6) 232 ] {0 1.8) 1229 04 {0;24) D24
Unsolicited non-serious AE 7232 30 (12;61) 12232 52 (2785 227220 96 (6.1; 14.2) (®.1;18.3)
Unsolicited non-serious AR 0232 1] (0; 1.6) 232 ] {0 1.&) 1729 04 0;24) . 14)
Unsolicited non-serious injection site AR, 0232 1] (0; 1.6) 232 ] {0 1.8 [+ el ] {0; 1.6) 0; 1.6)
Unsolicited non-serions systentic AF 7152 30 (12;6.1) 12232 52 (2789 2220 946 (6.1; 14.2) @1;183)
Unsolicited non-serions systemic AR 0232 1] (0 1.6) 232 ] {0: 1.8 1229 04 {0;24) 0;24)
AE leading to study disoontimstion 0232 0 0; 1.6) 0232 0 (0; 1.86) o8 0 (0; 1.6) (0; 1.6)
SAE 17232 04 024 232 ] {0 1.&) o9 ] {0; 1.6) 0; 1.4)
Death 0232 1] (0; 1.6) 232 ] {0 1.8 o9 ] {0; 1.6) 0; 1.6)
AEST 0232 1] (0; 1.6) 232 ] {0 1.8 [+ el ] {0; 1.6) (0; 1.6)
Drming the smdy
SAE 17732 04 (24 232 ] {0; 1.8) [ el ] ] {0; 1L6) ] (0; 1.6)
Death 0232 1] (0; 1.6) 0232 ] {0; 1.&) 029 ] {0; 1.6G) ] 0; 1.4)
AEST 0232 ] (0 L.6) 232 0 0 1.8 09 0 {0; 1.6) 0 0; L.6)

n: mumber of participants experiencng the endpoint listed in the frst colmm: M- mmiber of participants with availsble data for the relevant endpoint
I mumber of participants in Safety Anabvsis Set; Percentazes are based on M | Immediate mmsolicited AE" is collected onby for mmediste imsolicted svstemic AEs.
"Unsolicited AE" also inclndes mmnediste and serous nnseliced AEs. "Unsolicited non-serions AE" inchides amy unsolicited AE dhat is non-serious.
AR Reactions related to IVP (B fen ACT W A enacma Chaadn Meningo)
Growp 5: Men ACYW conjusate vaccine at aged 2 to 17 vears in India. Group §: Menacirs at azed 2 to 17 vears in India.
Grow T: MenACTW confueate vacane at ased 2 to 17 vears in B5A . Grow §: Menacira at seed 2 to 17 vears in BSA

Adverse Events

Cohort I- Adults >18 Years

Table 23: Solicited injection site reactions after vaccine injection for Cohort I, by maximum intensity
during the solicited period — Safety Analysis Set

Group 1 Group 2 Group 3 Group 4
(N=0E) (N=100) (N=100) (N=100)
Subjects experiencing at least one: Maximum intensity wM % (958 CT) M % @SWED) oM % 5% CT) oM % (95 CT
Injection site pain Any 21798 276 (190;375) 24100 240 (160;336) 9100 90 (42;164) 14100 140 (79;224)
Grade 1 2198 214 (138308 V100 200 (127:282) 9100 20 (42164 14100 140 (T8 IZY)
Grade 2 698 61 (231283 4100 40 (11;08) 0000 O (0;36) W0 0 (0; 3.6)
Grade 3 w9E 0 37 o o (0;3.6) W 0 (038 o 0 (0: 3.86)
Injection site erythema Any 198 10 (0 5.6) wien o (0; 3.6) W 0 (038 U0 18 (0 5.4)
Grade 1 198 10 (0; 5.6) w100 L] (0; 3.6) ol 0 {0; 3.6) Vg 10 0; 5.4
Grade 2 09 0 {37 wien o (0; 3.6) Wi 0 (038 Wi 0 (0;3.6)
Grade 3 wes 0 ;3.7 [ T (0; 3.6) 00 0 (0 3.8) 00 0 (0: 3.6)
Tnjection site swelling Any 198 10 (0 5.6) wien o (0; 3.6) 00 0 (0;3.8) 200 20 (0.2;70)
Grade 1 198 1.0 (0; 5.6) [ T (0; 3.6) 00 0 (0 3.8) 2100 20 (0.2:7.0)
Grade 2 09 0 - 37 wien o (0; 3.6) Wi 0 (038 Wi 0 (0;3.6)
Grade 3 w9E 0 W o (0;3.6) W 0 (%38 UL (0:3.6)

n: mmber of subjects experiencing the endpoint listed in the first two columns
M: number of subjects with available data for the relevant endpoint

N: mumber of subjects in safiety analysis set
Parcentages are based on M.

Group 1: MenACYW conjuzate vaccine at aged 18 to 55

years in India. Group 2: Menactra ataged 18 to 55 years in India_

Group 3: MenACYW conjugate vaccine at aged = 5§ years in India. Group 4: Quadr Meningo ar aged == 5§ years in India_
Smdy: MET35 Program: 1020361059 sas Datasers=ADSL ADRC Ourput: PRODOPS/SPO04 T METS5/CSE_0L/REPORT/QUTPUT/TOB03E_ind (MIMOV 2024 5:10)
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Table 24: Solicited systemic reactions after vaccine injection of Cohort I, by maximum intensity during
the solicited period - Safety Analysis Set

Group 1 Group 1 Group 3 Group 4
(N=DE) (N=100) (N=100) (N=100)
Subjects experiencing at least ome: Marimum intensity WM % (95HCD) O wM % (95WCD oM % (9SWCD mM % (958 CD)
Fever Amy 588 51 (17,115 2100 20 (0 70) 3100 30 (0685 4100 40 (11,08
Grade 1 598 51 (L7115 2100 20 (0270) 2100 20 (02:7.0) 3100 30 (0.6 85
Grade 2 0eE 0 (037 nis 0 (0; 3.6) Vo0 10 (% 54) 1100 10 (k54
Grade 3 0eE 0 {0;3.T) 0100 0 (0; 3.6) w0 0 (0; 3.6) 0100 0 (0; 3.6)
Headache Amy 698 61 (23;128) 6100 60 (22126 3100 30 (0685 3100 30 (0685
Grade 1 598 51 (L7115 2100 20 (0L 7T.0) 3100 30 (0.6:83) 3100 3.0 (0683
Grade 2 128 10 (0;58 3100 30 (0685 OI00 O (0 3.6) 00e 0 (0;3.6)
Grade 3 0eE 0 {0;3.T) 110 10 (0 5.4) w0 0 (0; 3.6) 0100 0 (0; 3.6)
Malaise Amy 698 61 (23:;128) 5100 50 (L6113 1100 10 (054 1100 10 (k54
Grade 1 498 41 (lL.L101) 1100 10 (0; 5.4) o0 1.0 (@ 5.4 1100 1.0 (0; 5.4)
Grade 2 298 20 (0272 3100 30 (0685 0100 O (0: 3.6) 0108 0 (0 3.6)
Grade 3 0eE 0 (0;3.7) 1100 10 {554 o0 o (0;3.6) 0oe 0 (0 3.6)
Myalgia Amy 508 51 (L7;115) 6100 60 (2126 2100 20 (0.2;70) 0100 O (0 3.6)
Grade 1 208 20 @0%L7TH 3100 30 (0685 V00 0 (02;70) 0100 O (0 3.6)
Grade 2 298 2.0 2100 20  (@©02:70) 0100 0 (0 3.6) 0108 0 (0 3.6)
Grade 3 188 10 1100 10 {54 Wi 0 (0; 3.6) 0oe 0 (0 3.6)

n: mumber of subjects experiencing the endpoint listed in the first two columns

M: number of subjects with available data for the relevant endpaoint

I number of subjects in safery analysis set

Percentages are based on M.

Group 1: Men ACYW conjuzate vaccine at aged 18 to 55 years in India. Group 2: Menactra at aged 18 to 55 years in India_

Group 3: M ACYW confuzate vaccine at aged == 5§ years in India. Group 4. Quadr Meningo at agad == 5§ vears in India.

Smdy: MET55 Program: 1080341058 sas Datasets=ADSL ADR.C Cutput: PRODOPS/SPOM T METS5/CEE_01/REPORT/OUTPUT TORDS0_i ref (DENOW2024 5:11)

Table 25: Unsolicited AEs within 30 days after vaccine injection of Cohort I, by system organ class and
preferred term - Safety Analysis Set

Group Group 3 Group 4
(N=100) (N=100) N=100)
Subjects experiencing at least one: n % DAE: o % (5% CT) nAEs o % (9% CI) nAFEs n %% (P5%CI) mAEs
Unsolicited AE 7 71 7110 (154 1 110 (54 1 110 (054 1
Gastointestinal disorders 110 1 [ 0; 3.4) ] 00 0; 3.4) ] 0o (0 3.8) 0
Vomiting 110 1 00 (136 o 00 (if) 0 00 (3f) ]
Greneral disorders and administration site conditions 220 200 (1A 0110 (54 1 00 (k3if) ]
Non-cardiac chest pain 2 20 200 (0; 3.6) 0 00 (0; 3.6) 0 00 (0; 3.6) 0
Pyrexia oo 0 00 (136 0110 (k54 1 00 (k3if) ]
Tnfections and infesmtions 220 200 (A 000 (i 0118 (54 1
COVID-19 110 1 o0 (0: 3.6) 0 00 (0; 3.6) 0 110 (54 1
Masopharyngitis 110 1 00 (3iA 000 (i 0 00 (03 ]
Mervous system dizorders 110 1 [ ) ; 3.6) 1] oo 3.8 1] oo [ 3.8) 1}
Dizziness postoral 110 1 00 (3iA) 000 (i) 0 00 (I3 ]
Respiratery, thoracic and mediastinal disorders 110 1 110 (3id 1 00 0; 3.4) ] 0o (0 3.8) 0
Cough 110 1 110 (k54 1 0 0 (nif) 0 00 (if) ]

n: number of subjects experiencing the endpoint listed in the first column

n AEs: mumber of AEs

N: number of subjects in safety analysis set

Percentages are based on I

MedDFA Version: 26.0

Group 1: Men ACYW conjugate vaccine ar agad 18 to 35 years in India. Group 2: Menactra at aged 18 to 55 years in India

Group 3: MenACYW conjugate vaccine at aged == 58 years in India. Group 4: Cmadr Meningo at aged == 5§ years in India_

Smdv: METS5 Prozram: t08060n61n681075 sas Datssets=ADSL ADAFE Oumut: PRODOPS/SPO04TMETS5/CSR 0L REPORTOUTPUT/TOR06E inf (GMOV2024 5:14
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Table 26: Unsolicited ARs within 30 days after vaccine injection of Cohort I, by system

preferred term - Safety Analysis Set

organ class and

Groap 1 Group 1 Group 3 Group 4
o=95) ¥=100) N=100) =100)
Subjects experiencing at least ome: n % {9580 CT) nAR: n % (858 CT) nAR: mn % {9504 CT) nAR: m % (#5%0 CT) n ARs
Unsolicited AR 1 10 {0; 5.6) 1 oo (0;3.6) ) (0 3.6) o 00 (0 3.8 o
Gastrointestinal disorders 1 10 (0; 5.6) 1 0o (0; 3.6) o0 (0 3.6) o0 o0 (0 3.6) ]
Vomiting 1 10 {0; 5.6) 1 0o (0; 3.6) o0 (0 3.6) 00 (0; 3.6 ]
n: nurnber of subjects experiencing the endpoint listed in the first column
n ARs: number of ARs
M: number of subjects in safety analysis set
Percentages are based on 1.
AR reactions related to IMP (MENACY W Menacra/Quadri Meningo)
MedDRA Version: 26.0
Group 1: MenACYW conjuzate vaccine at aged 18 to 55 years in India. Group 2: Menactra at aged 18 to 55 vears in India.
Group 3: MenACYW conjugate vaccine at aged == 56 years in India. Group 4: Quadr Menmgo at aged == 5§ years in India.
Smudy: METS5 Program: t08060n61n681075 sas Damsers=ADSL ADAE Cutput: PRODOES/SEPO04 T/ METSS/CSFR_0VREPORT/OUTPUT/ TOB0TO_i.ref (06WOW2024 5:14)
Cohort II - Children and Adolescents Aged 2 to 17 Years
Table 27: Solicited injection site reactions after vaccine injection for Cohort II, by maximum intensity
during the solicited period - Safety Analysis Set
Group § Group 6 Group 7 Group 8
(W=131) N=131) (N=229) N=11T)
Subjects experiencing at least ome: Marimum intensity 1§ (9595 CT) WM % (95 CD) oM % (95% CI) M %W (95% CT)
Injection site pain Any 120 (176:289) 29229 127 (B6177) 85227 374 (LI 441) 82222 369 (G06:437)
Grade 1 207 (156;266) 277220 118 (7.9;167) 59227 260 (20.4;323) 632227 284 (225;348)
Grade 2 22 (07;51) 2229 08 (01;31) 24227 106 (68:153) 15222 68 (3.8:109)
Grade 3 w27 0 (0; 1.6) 0228 0 (016 2227 08 @L31) #2722 18 (0545
Injection site erythema Any V27T 04 (0:2.4) 0229 0 ;16 28227 123 (5.4 173) 122 (82:17.2)
Grade 1 U227 04 (0:24) 0228 0 (0:1L6) 26027 115 (7.6 163) 72 4114
Grade 2 w27 0 (0; 1.6} 028 0 (0 1.6) 08 013D 31 (1364
Grade 3 w227 0 (0; 1.6) 0229 0 (0; 1.6) 0 (0; 1.6) 18 (0.5:4.5)
Injection site swelling Any T o4 024 1220 04 (0: 24 257227 110 (7.3;158) 37222 167 (120113
Grade 1 U227 04 0;2.4) 1229 04 (024 19227 B4 (S1:128) 2422 108 (T1:157)
Grade 2 w27 0 (0; 1.6) 0228 0 (0 1.6) ; 13 (0338 10222 45  (2.2:81)
Grade 3 w7 0 (0; 1.6} 028 0 (0; 16) 13 (0338 ¥ 14 (0339

n: number of subjects experiencing the endpoint listed in the first two columns

M: number of subjects with available data for the relevant endpoint
- mumber of subjects in safety anslysis set
Percentages are based on M.

Group 5: Men ACYW conjugate vaccine at aged 2 to 17 years in India. Group &: Menacira at aged 2 to 17 years in India.
Group 7: MenACYW conjugate vaccine at aged 2 to 17 years in RSA. Group 3: Menacos ataged 2 to 17 years in R24.
Stady: METS5 Program: 1080361059 sas Datasets=ADSL ADEC Output: PRODOPS/SP0047MET55/CSE_01/REPORT/OUTFUT/TOB039_i ref (DENOWV2024 5:100)

Table 28: Solicited systemic reactions after vaccine injection of Cohort II, by maximum

the solicited period - Safety Analysis Set

intensity during

Group 5 Group § Group T Group 3
(N=132) N=232) (N=219) m=117)
Subjects experiencing at least ome: Mazimum intensity oM L] (058 CT) oM W (@58 CT) /M kil (95% CT) ol L] ©5% CT)
Faver Any 357226 155 (11.0;208) 137229 57 (3.1;95) 81M 35 (1.5, 69) 6221 27 (L0;58)
Grade 1 20226 128 (BB 170y 10220 44 (21,79 3216 13 0.3, 3.8 321 14 0339
Grade 2 5226 22 0.7;5.1) 320 13 (0338 3226 13 0338 3221 14 03;39)
Grade 3 11226 %24 0228 0 (0; 1.4) 316 089 (0.1;3) [1 el 1] {0; 1.7y
Headache Any 13227 57 (3.1;9.6) 3220 13 (0338 (192;308) 577222 257 (201;31.9)
Grade 1 101227 4. (2.1;8.00 3220 13 (0335 (12.1;222) 40222 180 (132123T)
Grade 2 3227 13 (0.3;3.8) 022 0 (0; 1.4) (3.1;0.6) 137222 59 (3208
Grade 3 0227 0 {%; 1.6) o220 0 [0; 1.6) 0.7;5.1) 4221 18 (0.5;4.5)
Malaize Any 2.4, 8.5 47220 1.7 (0544 (148;25.6) 447222 198 (148,257
Grade 1 (1.2;63) 3220 13 (0338 (10.6;203) 34222 153 (10.8;20.7)
Grade 2 (0.5, 4.5) 1228 04 (024) (2.1; 8.0) 7222 32 (l3;64)
Grade 3 {0 1.6) 0228 0 0; 1.8) 24 3212 14 (0339
Myalgia Any (1.2;63) 3220 13 (0338 (152;261) 497222 721 (16.8;28.1)
Grade 1 0.7;5.1) 3220 13 (0338 (114;213) 377222 167 (12.0;222)
Grade 2 0.1;3.1) o220 0 [0; 1.6) 18749 8211 36 (16:7.0)
Grade 3 {0 1.6) 028 0 0; 1.8 024 4222 18 (0.5;4.5)

n: mumber of subjects experiencingz the endpoint listed in the first two columns
M: number of subjects with available data for the relevant endpoint

M: mumber of mubjects in safety analysis set

Parcentages are based on M.

Group 5: MenACYW conjugate vaccine at aged 2 to 17 years in India. Group §: Menactra at aged 2 o 17 years in India.
Group 7: MenACYW conjugate vaccine at aged 2 to 17 years in BS54 Group 8: Menacira at aged 2 to 17 years in B54.
Stady: METS5 Prozram: 1080361059 sas Datzsets=ADSL ADEC Output: PRODOPS/SPO04T/METS5/CSR. 0L/REPORT/OUTPUT/TO805] inf (06NOV2024 5:12)
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Table 29: Unsolicited AEs within 30 days after vaccine injection of Cohort II, by system

preferred term - Safety Analysis Set

organ class and

Groap 5 Group & Group 7 Group 8
N=131) (N=232) (N=219) WN=217)
Subjects experiencing at least one: n %% [(95% CT) AFs n % (95 CI) nAEs n %% (95%CI) nAFEs n % (9504 CT) mAEs
Unsolicited AE g8 34 (L5347 9 12 52 (2.7;89) 13 12 0.6 (61143 31 30 13> (9.1;183) e
Grastrointestinal disorders T 08 (01;31) 2 o 0 {0; 1.6) o I 08 (01;31) 3 o 40 (1874 10
Abdominal pain oo 0; 1.6) 1] o 0 {0; 1.8) o 1 04 (0:2.4) 1 oo (0 1.6 0
Abdominal pain upper oo 0; 1.6) o o0 {0; 1.6) o o o (0; 1.6) ] 1 04 (0 2.4 1
Constipaton oo (0; 1.6) ] o0 {0; 1.6) o 0 0 (0; 1.6) ] 1 04 (0, 2.4y 1
Diarrhoea 104 (0249 1 o 0 {0; 1.6) o 1 04 (0:2.4) 1 i 13 (0.3;38) 3
Oral pain oo 0; 1.6) 1] o0 {0; 1.8 o o0 (0; 1.6) ] 1 04 (0 2.4) 1
Toothache oo (0; 1.6) ] o0 {0; 1.6) o 0 0 (0; 1.6) ] I 09 (0.1;3.1) 2
Vomiting 104 (24 1 o0 {0; 1.8 o 1 04 0;2.4) 1 T 09 (0.1;31) 2
General disorders and administration site conditions 209 (0.1:31) 2 3 3.7 3 4 L7 (0544 4 z 09 (0.1;3.1) 2
Axillary pain oo 0; 1.6) 1] 1] o 2 09 (01;3D) 2 oo (0 1.6y ]
Peripharal swelling oo (0; 1.6) 1] o o 2 08 (01;30) 2 o o ()] ]
Pyrexia 209 (01:31) 2 3 3 o0 (0; 1.6) ] 2 09 0.1;:31) 2
Infections and infestations 521 (07,500 5 E] 3 6 16 (10,56 ] T 31 (12;63) 10
Dengue faver 104 (24 1 0 o 0 0 (0; 1.6) ] o (0 1.6y ]
Ear infection oo 0; 1.6) 1] 0 o o0 (0; 1.6) ] 1 04 (0 2.4) 2
Influenza oo (0; 1.6) ] 0 o 100 (013D 2 i 13 (0.3; 3.8) 3
Masopharyngitis oo 0; 1.6) o 1 1 1 04 0;2.4) 1 1 04 [0; 2.4y 1
Pharyngits oo (0; 1.6) 1] o o o 0 (0; 1.6) ] 1 04 (0 24y 2
Posumoniz 104 (24 1 o o o0 (0; 1.6) ] oo (0 1.6 0
Soft tissue infection oo 0; 1.6) 1] 0 o o0 (0; 1.6) ] 1 04 (0 2.4 1
Tonsillitis oo 0; 1.6) o o o 1 04 ;24 1 oo (0 1.6y 0
Upper respiratory fract infection 313 (0337 3 2 2 108 (01;30) 2 1 04 (0 2.4) 1
Injury, poisoning and procedural complications oo (0; 1.6) ] 1 1 1 04 0;2.4) 1 o o (0 1.6y ]
Jeint injury oo 0; 1.6) o 1 1 o0 (0; 1.6) ] oo (0 1.6y 0
Musculoskeletal injury oo 0; 1.6) 1] 0 o 1 04 0;2.4) 1 oo (0 1.6y ]
Investigations oo 0; 1.6) ] ] ] 1 04 (0; 2.4y 1 o o (0; 1.6) 0
Cardiac murmur oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 oo (0; 1.6) 0
Musculozkelstal and connective tissne disordars oo 0; 1.6) ] ] ] 2 08 (01;31) 2 1 04 (0 2.4) 1
Back pain oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 oo (0; 1.6) 0
Musculeskeletal stiffness oo 0; 1.6) L] L] ] 00 (0 1.6y ] 1 04 00; 2.4) 1
Pain in extremity oo 0; 1.6) 1] 1] ] 1 04 ;2.4 1 oo (0; 1.6) ]
Nervous system disorders oo 0; 1.6) L] L] ] 313 (0338 3 3 13 (0.3;3.8) 4
Dizziness oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 oo (0; 1.6) 0
Headache oo 0; 1.6) L] L] ] 1 04 (0; 2.4 1 3 13 (0.3;3.8) 4
Paraesthesia oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 oo (0; 1.6) 0
Psychistric disorders oo 0; 1.6) L] L] ] 1 04 (0; 2.4 1 oo (0; 1.6) ]
Emurssis oo 0; 1.6) ] ] ] 1 04 (0; 2.4y 1 o o (0; 1.6) 0
Paproductive system and breast disorders oo 0; 1.6) L] L] ] 00 (0 1.6 ] 1 04 (0; 2.4) 1
Dysmenorthoes oo 0; 1.6) ] ] ] o0 (0 1.6) ] 1 04 (0 2.4) 1
Respiratery, thoracic and mediastinal disorders oo 0; 1.6) L] 5 7 7 31 (116D g g 33 (1.5; 6.8) g
Cough oo 0; 1.6) ] 5 5 4 17 (0544 4 4 12 (0.5; 4.5) 4
Epistaxis oo 0; 1.6) L] L] 0 1 04 (0, 2.4) 1 1 04 (0; 2.4) 1
Masal congestion oo 0; 1.6) L] L] ] 1 04 (0; 2.4 1 oo (0; 1.6) ]
Oropharyngzeal pain oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 2 09 01;31) 2
Fhinorhoea oo 0; 1.6) L] 2 2 1 04 (0; 2.4 1 1 04 00; 2.4) 1
Skin and subcutaneons tissue disorders oo 0; 1.6) 1] 1 1 3 13 (0338 3 2 09 01;31) 2
Dry skin oo (0; 1.6) L] L] ] o 0 (0; 1.6y ] 1 04 (0; 2.4y 1
Prurims oo 0; 1.6) 1] 1] ] 1 04 0; 2.4) 1 oo (0; 1.6) 0
Fach oo 0; 1.6) L] L] 0 109 (01;3D 2 1 04 (0; 2.4) 1
Fash maculo-papular 0o (0; 1.6) 1] 1 1 00 (0 1.6) 0 0o o (0; 1.6) 0

n: oumber of subjects experiencing the endpoint listed in the first column

n AEs: mumber of AEs

I mumber of subjects in safety analysis set
Percentages are based on M.

MedDEA Version: 26.0

Group 5: MenACYW conjugate vaccine at aged 2 to 17 years in India Group §: Menactra at aged 2 to 17 years in India.
Group 7: MenACYW confuzate vaccine at aged 2 to 17 years in RSA. Group 8: Menacta at aged 2 to 17 years in B5A .

Study: METS5 Program: t0E060n61n68t075 sas Datasets=ADSL ADAE Outpat: PRODOPS/SP0047TMETS5/CSE_01EEPORT/OUTPUT/ TOS068_i rtf (06:I0VI024 5:14)
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Table 30: Unsolicited ARs within 30 days after vaccine injection of Cohort II, by system organ class
and preferred term - Safety Analysis Set

Group § Group & Group 7 Croup 8
(N=131) N=131) (N=111) (N=12T)
Subjects experiencing at least one: n % (950 CT) BARs m % (05% CI) nAR: n % (5% CT) nAR: mn % (950 CT) mARs
Unsolicitad AR o0 (0; 1.6) 0 oo (0; 1.6) 0 1 04 (0; 2.4y 1 1 04 (0; 2.4 1
Gastrointestinal disorders 00 (0; 1.8) 0 oo (0; 1.6) [} o o (0; 1.6y ] 1 04 0;2.4) 1
Vomiting o0 (0; 1.6) ] o0 (2; 1.6) 0 oo (0 1.6y L] 1 04 0:2.49 1
Skin and subcutaneous tissue disorders 00 (0; 1.8) 0 o0 0: 1.&) 1] 1 04 (0; 2.4) 1 [ ] {0; L.6) 1]
Prurims 00 (0; 1.6) 0 oo (0; 1.4) 0 1 04 (0; 2.4) 1 0 0 0; 1.§) 0

n: number of subjects experiencing the endpoint listed in the first column

n ARs: mumber of ARs

M- number of subjects in safery analysis set

Percentages are based on M.

AF: reactions related to IMP (MENACYW Menacra/'Cuadr Meninga)

MedDERA Version: 26.0

Group 5: MenACYW conjugate vaccine at aged 2 to 17 years in India. Group §: Menactra at aged 2 o 17 years in India.

Group 7: MenACYW conjugate vaccine at aged 2 to 17 years in BSA. Group 8: Menacira at aged 2 to 17 years in BS54

Stady: MET33 Program. t08060061068107 5 sas Datasets=ADSL ADAE Output: PRODOPS/SPO04T/METSS/CSR 01/REPORT/QUTPUT/TOE0T] inf (NOV2I024 3:14)

Discontinuations due to Adverse Events

There were no discontinuation from the study due to AEs in any group.

Serious Adverse Events (SAE) Including Deaths

No deaths were reported during the study in any group of Cohort I (India).

During the study, 1 participant (1.0% [1/98]) in Group 1 (India) experienced an SAE that occurred
within 30 days of vaccination. There were no SAEs reported in Group 2 (India), Group 3 (India), and
Group 4 (India). The SAE reported in Group 1 was COVID-19. The event was considered as not related
to the vaccine by the Investigator and the Sponsor. The participant was hospitalised and recovered
with medication.

No deaths were reported during the study in any group of Cohort II (India and RSA).

During the study, 1 participant (0.4% [1/232]) in Group 5 (India) experienced an SAE that occurred
within 30 days of vaccination. There were no SAEs reported in Group 6 (India), Group 7 (RSA), and
Group 8 (RSA). The SAE reported in Group 5 was dengue fever. The event was not considered as
related to the vaccine by the Investigator and the Sponsor. The participant was hospitalised and
recovered with medication.

Adverse Events of Special Interest

No AESIs were reported during the study in any group of either Cohort I or Cohort II.

2.3.3. Discussion on clinical aspects

The MAH has completed a double-blind, randomised, parallel-group clinical phase 3 study in healthy
adults from India (Cohort I) and children and adolescents from India and the RSA (Cohort II). The
adult Cohort I was further divided in participants aged 18-55 years vaccinated either with Menquadfi
(Group 1) or with Menactra (Group 2) and participants aged =56 years vaccinated either with
Menquadfi (Group 3) or Quadri Meningo (Group 4; each group planned with n=100 subjects). The
paediatric Cohort II was aged 2 to 17 years and vaccinated either with Menquadfi (Group 5 from India
and Group 7 from the RSA) or Menactra (Group 6 from India and Group 8 from the RSA; each group
planned with n=233 subjects). This subdivision in paediatric and adult participants as well as the
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stratification of paediatric subjects in 2 subgroups 2 to 9 years and 10 to 17 years in both countries is
acknowledged. The focus of this P46 procedure is the paediatric population, but the adult population
will also be discussed briefly. The primary objective to demonstrate non-inferiority of the hSBA
antibody titres >1:8 for serogroups A, C, Y and W in paediatric subjects after vaccination with
Menquadfi compared to vaccination with Menactra is considered not ideal, as baseline titre levels are
not taken into account for this measure. Still, the objective can be acceptable as it is complemented by
data on seroresponse (i.e. for a pre-vaccination titre < 1:8, the post-vaccination titre must be > 1:16,
for a pre-vaccination titre = 1:8, the post-vaccination titre must be at least 4-fold greater than the
pre-vaccination titre) and GMTs as secondary objectives. It is critically noted that the primary as well
as all secondary endpoints do not specify any success criterion for the comparison of hSBA titres >1:8
between vaccination. The intention to demonstrate non-inferiority for the primary measure can be
taken only from the primary objective, secondary objectives and endpoints seem target a more
descriptive role without clear comparison and success criterion. Considering the rather positive results
on immunogenicity as described below, no concern is raised in this regard. In any case, also for the
adult population the presentation of seroresponse is considered the most informative measure
regarding the effect of vaccination, complemented by seroprotection and GMTs.

The number of randomised subjects fits to the planned number (only Group 1 with n=98 as well as
Groups 5 and 8 with n=232 have very slightly less subjects randomised) and the vast majority of
participants completed the study after the final Day 30 visit (99.5% for the combined Cohort I and
96.7% for the combined Cohort II). Protocol deviations seem to have occurred a bit more frequently in
the RSA compared to India (in >12% and ~5% of participants, respectively), but seem mostly
independent of treatment and not based on a specific concern. No pattern of concern is evident form
the reported baseline demographics of either Cohort. Notably, in Cohort I the male/female ratio was
>2, but comparable in all groups of that Cohort.

Less than 5% of subjects were HIV-positive in the RSA, which objects a reasonable interpretation of
results on immunogenicity and safety. Thus, the decision by the MAH not to produce results for this
subgroup can be followed.

Immunogenicity

The primary endpoint (or better the comparison/success criterion as specified in the primary objective,
i.e. non-inferiority in the proportion of participants with titres >1:8 compared to Menactra) was met as
in the two paediatric study groups vaccinated with Menquadfi (Groups 5 and 7) had a numerically
higher proportion of subjects with seroprotection levels (hSBA titre levels >1:8) compared to the study
groups vaccinated with Menquadfi for all serogroups and within both geographical locations (i.e.
Groups 5 vs. 6 and 7 vs. 8). Results were comparable in both geographical regions. The numerically
higher antibody titres 30 days after vaccination with Menquadfi compared to Menactra was also shown
with GMTs and also seroresponse was shown to be higher after vaccination with Menquadfi for all
serogroups and in both regions. No critical difference was observed for the immunoresponse in
paediatric participants from India and the RSA and the pattern between vaccination groups were
comparable in the two subpopulations of paediatric patients 2-9 years and 10-17 years of age.

GMTs of all serogroups were also numerically higher for the adult population when vaccinated with
Menquadfi compared to Menactra (aged 18-55 years, Groups 1 vs. 2) or Quadri Meningo (=56 years,
Groups 3 vs. 4). The same trend was also demonstrated for the proportion of subjects with
seroresponse 30 days after vaccination. However, the proportion of subjects with titres >1:8 was
higher after Menquadfi vaccination for serogroups C, Y and W, whereas for serogroup A the proportion
was numerically slightly higher after the comparator vaccines (overlapping CIs).
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Results on immunogenicity presented based on rSBA titres showed a comparable pattern between
study groups as the results presented for hSBA titres.

Safety

Only one subject of the study had an immediate AE reported in Cohort I (dizziness postural in Group
1), no paediatric subject reported an immediate reaction with 30 minutes after vaccination.

Solicited local reactions were reported substantially more frequently in paediatric patients from the
RSA compared to India. Injection site erythema and swelling were reported by 11-17% of participants
in the RSA, but <0.5% of those in India. No critical differences are evident between study groups of
the same location (Groups 5 vs. 6 and 7 vs. 8). Injection site pain was reported in India by around
10% more subjects after vaccination with Menquadfi (22.9%) compared to Menactra (12.7%), but by a
generally higher proportion in the RSA without evident differences between vaccination groups (37.4%
and 36.9% of subjects vaccinated with Menquadfi and Menactra, respectively). Of note, different
reporting habits across geographical regions are not uncommon. Injection site pain is a recognised
very common adverse reaction upon vaccination with Menquadfi (see SmPC).

A comparable pattern (substantially higher proportions of subjects reporting events in the RSA
compared to India, without critical differences between treatment groups, and slightly higher
proportions with event in India after vaccination with Menquadfi compared to Menactra) is also seen for
solicited systemic reactions headache, malaise and myalgia. However, the pattern appears different
for fever, which was reported as solicited reaction most frequently by Indian adolescents after
vaccination with Menquadfi (15.5% vs. 5.7% after Menactra (non-overlapping CIs) and 3.5% after
Menquadfi and 2.7% after Menactra in the RSA, respectively). Fever was also reported as grade 3
event only after vaccination with Menquadfi (0.4% in India and 0.9% in the RSA, in total 3 paediatric
participants), but in all cases the event has resolved, either spontaneously or with medication. Fever is
a recognised common adverse reaction upon vaccination with Menquadfi (see SmPC). Other grade 3
reactions were reported only in the RSA, without concerning imbalance between groups (headache in
2.2% and 1.8% as well as myalgia in 0.4% and 1.8% of subjects in Groups 7 and 8, respectively).

Unsolicited AEs within 30 days after vaccination were reported slightly more frequently after
Menactra compared to Menquadfi, but Cls are largely overlapping within each geographical location
(i.e. between Groups 5 vs. 6 and 7 vs. 8). Again, subjects in the RSA appear to have a higher
reporting frequency compared to India (around factor 2-3). However, no SOC or PT stands out as
specific risk in the RSA and no unexpected and/or concerning pattern of events seems evident.

One serious AE of dengue fever was reported for a paediatric subject in group 5, but no other serious
event was reported for paediatric participants in India or the RSA. A relation to study treatment seems
not evident for the event. No death, AESI or discontinuation due to an AE were reported.

No major imbalances are evident between study groups vaccinated with Menquadfi or the comparator
vaccine in the adult Cohort 1 (Groups 1 vs. 2 and 3 vs. 4). Solicited reactions (local and systemic)
seem more frequent in the adult population <55 years compared to the population >55 years of age
after administration of Menquadfi (Groups 1 with 32.7% vs. 3 with 17% of participants with event).
Notably, within this study Cohort unsolicited events within 30 days were most frequent for participants
<55 years of age after administration of Menquadfi (Group 1, 7.1% of subjects) compared to all other
treatment groups in the Cohort (1% in all other Groups). However, no specific SOC or PT stands out,
that would raise concern. One serious event of Covid-19 was reported for one subject in Group 1. The
proposed evaluation that this event is not directly related to the study vaccine can be followed. No
discontinuation, no AESI and no death was reported for the adult population of the study.
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3. CHMP’s overall conclusion and recommendation

The primary immunogenicity endpoint was met and the general pattern on immunogenicity results
indicates numerically higher titre levels upon vaccination with Menquadfi compared to the respective
comparator vaccines in paediatric and adult study participants. Substantial differences in the reporting
of safety events are evident between the two geographical locations of the paediatric investigation. In
general, a higher proportion of participants in the RSA have reported safety events compared to
participants in India, but independent of study vaccine. Different reporting habits across geographical
regions are not uncommon. Only fever, as known common adverse reaction of Menquadfi, was most
frequently reported by children in India after vaccination with Menquadfi compared to all other
vaccination groups of the paediatric Cohort II. However, no critical safety finding stands out for the
adult (Cohort I) or paediatric (Cohort II) study population after vaccination with Menquadfi.

X Fulfilled:

No regulatory action required.
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