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Abbreviation Definition
9vHPV 9-valent human papillomavirus
AE adverse event
APaT all participants as treated
CI confidence interval
CcLIA competitive Luminex immunoassay
CSR clinical study report
EU European Union
GMT geometric mean titer
HPV human papillomavirus
IgG LIA immunoglobulin G Luminex immunoassay
L1 major capsid protein
MSD Merck Sharp & Dohme LLC, Rahway, NJ, USA
NMPA National Medical Products Administration
PPI per-protocol immunogenicity
RMP risk management plan
SAE serious adverse event
VLP virus-like particle
VRC Vaccination Report Card
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1. Introduction

On 18 December 2025, the MAH submitted a completed paediatric study for Gardasil 9, in accordance
with Article 46 of Regulation (EC) No1901/2006, 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 P024X01V503: A Phase 3 Open-Label Clinical Trial to Study the Immunogenicity
and Safety of 9-Valent Human Papillomavirus (HPV) L1 Virus-Like Particle (VLP) Vaccine (V503) in
Chinese females 9 to 45 Years of Age is a stand-alone study.

2.2. Information on the pharmaceutical formulation used in the study

The commercially available formulation of Gardasil 9 was used in the study. The 9vHPV (Types 6, 11,
16, 18, 31, 33, 45, 52, 58) recombinant vaccine (GARDASIL®9), hereafter referred to as the 9vHPV
vaccine, is an aluminum-adjuvanted recombinant Virus Like Particle (VLP) vaccine for the prevention of
cancer, dysplasia, genital warts, and persistent infection caused by Human Papilloma Virus (HPV) types
that are targeted by the vaccine in individuals from the age of 9 years.

The VLPs are adsorbed on amorphous aluminum hydroxyphosphate sulfate adjuvant. The formulation
also includes sodium chloride, L-histidine, polysorbate 80, sodium borate, and water for injection. Each
0.5-mL dose is formulated to contain 30/40/60/40/20/20/20/20/20 ug of HPV 6/11/16/18/31/33/45/
52/58 L1 proteins, respectively. The final product is a sterile suspension for injection in a single-dose
vial or a prefilled syringe. For each image, the fill volume permits administration of 0.5 mL of vaccine
for intramuscular injection.

2.3. Clinical aspects
2.3.1. Introduction
The MAH submitted a final report for:

. P024X01V503: A Phase 3 Open-Label Clinical Trial to Study the Immunogenicity and Safety of
9-Valent Human Papillomavirus (HPV) L1 Virus-Like Particle (VLP) Vaccine (V503) in Chinese females 9
to 45 Years of Age

2.3.2. Clinical study

P024X01V503: A Phase 3 Open-Label Clinical Trial to Study the Immunogenicity and Safety
of 9-Valent Human Papillomavirus (HPV) L1 Virus-Like Particle (VLP) Vaccine (V503) in
Chinese females 9 to 45 Years of Age

Description

The 9vHPV vaccine was approved in China in April 2018 for the prevention against persistent
infections, cervical precancerous or dysplastic lesions and cancer caused by vaccine-targeted HPV
types in women 16 to 26 years of age.
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Protocol V503-024 was conducted in China to evaluate the immunogenicity and safety of the 9vHPV
vaccine in females aged 9 to 45 years who received 3 doses (Day 1, Month 2, and Month 6) to support
indication extension to include Chinese females aged 9 to 15 years and 27 to 45 years. V503-024 was
a Phase 3, non-randomized, multi-site, open-label study.

Methods
Study participants
Key criteria for inclusion in Stage I:

e Healthy Chinese females aged 9 and 45 years (inclusive).

e Participant has a lifetime history of 0 to 4 male and/or female sexual partners at the time of
enrolment.

¢ Using effective contraception through 7 months of study period

Key criteria for inclusion in Stage II include:

e Participant was enrolled in Stage I.
e Participant was 9 to 19 years of age at enrollment in Stage I.
e Participant had completed 3 doses of the study vaccination.

Treatments

Table 1 Study Treatments

i’?::limen t Dose ] Unit Dose Dof:age Rumle I'Tlf ) \’aCf:inaiiun Use IMP/NIMP | Sourcing
Name Formulation Strength(s) Level(s) Administration Regimen
OvHPV Liguid in vial | HPV 0.5 mL per Intramuscular Day 1. Month Experimental | IMP Provided
vaccine, also 6/11/16/18/31/ | dose injection 2, and Month centrally by
known ag 33/45/52/38 6* the Sponsor
V503 L1VLP:

30/40/60/40/20

/20/20/20/20

mcg per dose

Definition Investigational Medicinal Product (IMP) and Non- Investigational Medicinal Product (NIMP) is based on guidance issued by the European
Commission. Regional and/or Country differences of the definition of IMP/NIMP may exist. In these circumstances, local legishtion is followed.

*: For the first 23 participants enrolled in the 9-15 vears old group, the safety from 1% dose through Day 15 following 2™ dose will be evaluated by a DMC. If the safety iz
favorable, this subset of participant will receive the 3™ dose and enrollment of the rest of participants in the 9-15 vears old group will be initiated.

A single batch of the 9vHPV vaccine was used in this study. Serum samples were obtained from each
participant at Day 1 and Visit 10 (1 month post Dose 3) in Stage I. Participants enrolled in the 9 to 19
years old group who received 3 doses of study vaccination during Stage I were eligible to participate in
Stage II and followed up to Month 60 visit (approximately 54 months post Dose 3). Serum samples
were to be obtained at Month 12, Month 24, Month 36, Month 48, and Month 60 visits. All serum
samples were to be tested by cLIA and IgG LIA for measurement of anti-HPV antibodies for HPV 6, 11,
16, 18, 31, 33, 45, 52, and 58 to fulfil the primary objectives. As an exploratory objective, PBNA was
to be performed on serum samples collected from the same subset of participants in the 9 to 19 years
old group selected for PBNA testing during Stage I. SAEs (regardless of causality), cancers, pregnancy
events, infant SAEs, new medical conditions, and CPA were to be collected throughout the entire period
of Stage II.

Because of the COVID-19 pandemic, the visit window for Dose 3 was extended to minimize disruptions.
The original Dose 3 window (Month 6 £ 28 days) was extended to 155 to 364 days after Dose 1 to
allow completion of the 3-dose regimen within 1 year, consistent with the approved label in China. A
supportive immunogenicity analysis was performed in Stage I to assess the potential impact of this
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change in vaccination schedule. The analysis confirmed that this modification did not impact the
primary immunogenicity hypothesis.

Figure 1. Study design

Figure 9-1
Study Diagram

Stage | (9-45 years old) Stage Il (9-19 years old)
I L1} 1
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Vit number 1 2 : 45 & 7 89 1 1 12 13 18
&. Blood draw _,\ Vaccination S Safety follow-up

*: Visit 6 (Month 2.5) was only applicable to the first 25 participants enrolled in the 9-15 years old group who
were evaluated for safety from 1# dose through Day 15 following 2™ dose by the Data Monitoring Committee
(DMC). If safety evaluation was found favorable, the 25 girls evaluated for safety would receive the 3™ dose
and enrollment of the rest of participants 9 to 15 years of age would be initiated.

Objectives

Stage I - Primary:

. To demonstrate that administration of 9vHPV vaccine induced noninferior GMTs for serum anti-
HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 assessed by cLIA in females 9 to 19 years of age compared
with females 20 to 26 years of age. The statistical criterion for non inferiority required that the lower
bound of 2-sided 97.5% CI of GMT ratio (females 9 to 19 years of age vs. females 20 to 26 years of
age) was >0.67 for each HPV type.

. To demonstrate that administration of the 9vHPV vaccine induced noninferior seroconversion
percentages to HPV types 6, 11, 16, 18, 31, 33, 45, 52, and 58 assessed by cLIA in females 27 to 45
years of age compared with females 20 to 26 years of age. The statistical criterion for noninferiority
required that the lower bound of 2 sided 97.5% CI for the difference (females 27 to 45 years of age
minus females 20 to 26 years of age) in seroconversion percentages was >-5% for each HPV type.

Key Secondary:

. To demonstrate that administration of the 9vHPV vaccine induced noninferior seroconversion
percentages to HPV types 6, 11, 16, 18, 31, 33, 45, 52, and 58 assessed by cLIA in females 9 to 19
years of age compared with females 20 to 26 years of age. The statistical criterion for non inferiority
required that the lower bound of 2-sided 97.5% CI for the difference (females 9 to 19 years of age
minus females 20 to 26 years of age) in seroconversion percentages was >-5% for each HPV type.

. To demonstrate that administration of the 9vHPV vaccine induced noninferior GMTs for serum
anti-HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 assessed by cLIA in females 9 to 15 years of age
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compared with females 20 to 26 years of age. The statistical criterion for noninferiority required that
the lower bound of 2-sided 97.5% CI of GMT ratio (females 9 to 15 years of age vs. females 20 to 26
years of age) was >0.67 for each HPV type.

Stage II - Primary: To evaluate persistence of immune responses induced by the 9vHPV vaccine
assessed by cLIA and IgG LIA in females 9 to 19 years of age.

Table 2 Objectives and Endpoints in Stage II

Objective/Hypothesis Endpoint
Primary
* Objective: To evaluate persistence e cLIA antibody titer and

of immune responses induced by the
9vHPV vaccine in females 9 to 19
years of age.

seropositivity to cach of HPV 6, 11,
16,18, 31,33, 45,52, and 58.

e IgG LIA antibody titer and
seropositivity to each of HPV 6, 11,
16, 18, 31, 33, 45, 52, and 58.

Secondary

e Objective: To evaluate the safety of e Participant experiencing serious ALs.
the 9vHPV vaccine in females 9 to
19 years of age based on the
proportion of participants
experiencing serious AEs.

Exploratory

Objective: To summarize
persistence of immune responses to
the 9vHPV vaccine using PBNA in

PBNA antibody titer and
seropositivity to each of HPV 6, 11,
16, 18, 31,33, 45,52, and 58.

females 9 to 19 years of age.

Outcomes/endpoints

The immunogenicity endpoints for the study were: serum HPV antibody levels (assessed as GMTs) and
proportions of participants who seroconverted at Month 7 (Stage I); and GMTs and proportions of
participants who were seropositive at Month 12, Month 24, Month 36, Month 48, and Month 60 (Stage
II).

The primary immunoassay for the study was HPV-9 cLIA, which measured antibodies specific for HPV
6, 11, 16, 18, 31, 33, 45, 52, and 58 in serum before and after vaccination with the 9vHPV vaccine.

The HPV-9 IgG LIA was used as a secondary measurement, complementary to the cLIA.
Randomisation and blinding (masking)

This study is an open-label study.

Sample size

Enrollment of participants was stratified into three age strata in Stage I. A total of 1990 participants
was planned to be enrolled, with 690 participants 9 to 19 years of age, 650 participants 20 to 26 years
of age and 650 participants 27 to 45 years of age.

e Within 9-19 years old stratum, approximately 2:1 allocation will be applied based on two age
subgroups: 9-15 years old and 16-19 years old.
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e Within 27-45 years old stratum, approximately 1:1 allocation will be applied based on two age
subgroups: 27-35 years old and 36-45 years old.

The overall power to claim the study success in Stage I based on the dual-primary hypotheses is
>0.999.

¢ Approximately an overall 99.1% power for H1 to demonstrate that females aged 9-19 years is non-
inferior to females aged 20-26 years in terms of cLIA GMTs at 1 month post Dose 3 at an overall one-
sided 1.25% alpha-level;

¢ Approximately an overall 92.9% power for H2 to demonstrate that females aged 27-45 years is non-
inferior to females aged 20-26 years in terms of cLIA seroconversion percentages at 1 month post
Dose 3 at an overall one-sided 1.25% alpha-level.

Statistical Methods

Analysis populations

The Per-Protocol Immunogenicity Population

The per-protocol immunogenicity (PPI) population was to serve as the primary population for analysis
of immune responses to the 9vHPV vaccine. To be included in this population, participants must:

(1) Have received all 3 study vaccinations with the correct dose of the correct clinicalmaterial, and
each vaccination visit must occur within the vaccination visit window

(2) Be seronegative at Day 1 for the HPV type being analyzed. In the analysis of HPV types 6 and 11,
the participant must be seronegative to both HPV 6 and 11.

(3) Have provided post Dose 3 serum samples within the visit (i.e., Visit 10) window

(4) Have no other protocol violation that could interfere with the evaluation of participant’s immune
response to the study vaccine.

All Type-Specific Naive Participants with Serology Population

A supportive immunogenicity analysis was to be carried out on the all type-specific naive participants
with serology (ANPS) population. To be included in this population, participants must:

(1) Have received all 3 study vaccinations.

(2) Be seronegative at Day 1 for the HPV type being analyzed. In the analysis of HPV types 6 and 11,
the participant must be seronegative to both HPV 6 and 11.

(3) Have provided post Dose 3 serum samples.

Unlike the PPI population, the ANPS population included participants who met any exclusion criteria
that were deemed to potentially interfere with the evaluation of immune responses to the 9vHPV
vaccine. In addition, no day ranges on the timing of the vaccination and post Dose 3 serum sample
collection was applied.

Safety Analysis Populations

The All Participants as Treated (APaT) population was to be used for the analysis of safety data in this
study. The APaT population consisted of all participants who received at least one dose of study
vaccination and had clinical follow-up for safety.

Hypothesis Testing
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Stage I. Two dual-primary hypotheses, H1 and H2 shared a one-sided alpha level 0.025. The success
criterion of the study was the success on either of the dual-primary hypotheses.

To test H1, the immune responses as measured by anti-HPV cLIA GMTs at 1 month post Dose 3 were
to be analyzed separately for each of 9 HPV types. The statistical criterion for noninferiority required
that the lower bound of two-sided 97.5% confidence interval of GMT ratio (9 to 19 years of age vs. 20
to 26 years of age) be greater than 0.67 for each HPV type. The primary hypothesis H1 was to be
considered a success if the non-inferiority criteria for GMTs were met for all 9 HPV types in the
comparisons between females 9 to 19 years of age vs. females 20 to 26 years of age.

For each HPV type, the hypothesis to be tested at a=0.0125 level (1-sided) were
HO: GMT1/GMT2 < 0.67
Ha: GMT1/GMT2 > 0.67

where GMT1 and GMT2 represented the GMTs at 1 month post Dose 3, in the 9 to19 year-old group
and in the 20 to 26 year-old group, respectively. The point estimate of GMT was calculated by taking
the anti-natural-logarithm of the arithmetic mean of the natural-logarithmtransformed anti-HPV titers.
The test above was to be conducted using an ANOVA model with a response of log individual titers and
a fixed effect for comparison group.

To test H2, cLIA seroconversion percentages at 1 month post Dose 3 was to be analyzed separately for
each of 9 HPV types. The statistical criterion for non-inferiority required that the lower bound of two-
sided 97.5% confidence interval of differences in seroconversion percentages (27 to 45 years of age
minus 20 to 26 years of age) be greater than -5% for each HPV type. The primary hypothesis H2 was
to be considered a success if the non-inferiority criteria for seroconversion percentages were met for
all 9 HPV types in the comparisons between 27 to 45 years of age vs. 20 to 26 years of age.

The point estimate of seroconversion percentage for a particular HPV type was the ratio of the number
of PPI-eligible participants for that particular HPV type who seroconverted to the relevant HPV type
over the total number PPI-eligible participants for that particular HPV type.

For each HPV type, the hypothesis to be tested at a=0.0125 level (1-sided) were:
HO: p1-p2 < -0.05
Ha: p1-p2 > -0.05

where p1l was the proportion of participants who seroconverted by 1 month post Dose 3 in the 27 to 45
year-old group and p2 was the proportion of participants who seroconverted by 1 month post Dose 3 in
the 20 to 26 year-old group.

The tests above were to be conducted using the method of Miettinen and Nurminen [16.1.12.4]. The
statistical criterion for non-inferiority required that the lower bound of two-sided 97.5% confidence
interval for the difference (27 to 45 years of age minus 20 to 26 years of age) in seroconversion
percentages being greater than -5 percentage points for each HPV type. An adhoc analysis was
performed to summarize the anti-HPV cLIA GMT ratios (27 to 45 years of age vs. 20 to 26 years of
age) and related 95% Cls for each of the 9 vaccine HPV types using an ANOVA model.

Anti-HPV GMTs and seroconversion percentages measured by IgG LIA were to be summarized as
secondary objective of immunogenicity.

PBNA results (GMTs and seroconversion percentages) were to be summarized as exploratory objective
and were to be provided in a supplemental statistical report after the PBNA data of the Stage I are
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available. HPV type-specific analysis of IgG LIA and PBNA was to be conducted in the corresponding

HPV type-specific PPI population that was defined based on baseline cLIA anti-HPV serostatus.

Table 3. Analysis Strategy in Stage I

Table 9-2

Amnalysis Strategy for Inmunogenicity Vanables — Stage I

38 at | moxnth post Diosa 3 (8-
1 3yr wa. 20-26y).

om smact exedod: zo

statistical festing and

between growp #5%
CLwill ba given

= - Primary - -
EapointVariable. Sopportve |  Stadcal Mathod | o | MisimgDen
(Dascription, Time Point) Approackt Populaticn Approach

Primary Objectives

Anc-HPV 6,11, 16, 18, 31, 33, P Point and 97.5% CI PRI Dbserved data

43, 32, and 58 cLIA GMTsat 1 sstimation: 2 well as oaly

momth post Doss 3 (3197 vi. statistical testing will

20-26y1). (Each type will be be parformed by nzing

tesied separaishy.) am ANOVA modal

cLIA % sercconvenion to PV P Point and 97.5% CI PRI Ohbserved data

6, 11,16, 18 31, 33,45, 32, and sstimations as well as cxly

38 at | month post Diosa 3 (27- statistical testing of

4%yr va. 20-28y). (Each type incenial proportion

will ba msted wpartaly.) ars bawed on

Misttinen &
Murminen mathed

Anc-HPV 6,11, 15, 18, 31, 33, L Point and 93% CT ANPE Dbserved data

45,52, and 38 cLIA GMTs at satimations will be oaly

Day | and 1 month post Dose 3 provided by t-

(2-1%yT v 20-2yT) disiribruiion; no

vatintical festing and
between groep 95%
CLwrill b mivea.

cLIA % serocomversicn to HPW z Point and 95% C1 ANPE Dhbsorved data

€, 11,16, 1% 31,33,45, 52, and sstimmations are based caly

38 at | moxth post Diosa 3 (27- om exact method; no

43yr va. 20-26y7). statistical testing and

batwean growp 5%
CI'will b givan.

Secondary Objectives

cLIA % seroconversion to HPW P Point 2nd 97.5% CI 22 Obsorved data

6, 10,16 1% 31,33,45 52, and estmations as well 2 oaly

38 at | month post Dosa 3 (- siafistical testing of
15yx ws. 20-26yT). (Each type binomial proportion is

will be msted wparsly.) based on Misttinen &

Murmines mothod.

Anc-HPV 6,11, 16, 18, 31, 33, P Point and 97.5% CI PRI DQhbserved data
43, 52, and 58 cLIA GMTsat 1 wstimation: & wall as caly
mmth post Doss 3 (8157w statistical testing will
20-2oyr). (Each typawill ba b parformed by nzing
teated separataly.} am AMOVA medasl

cLIA % serocomversicn to HPW 2 Point and 93% CI FFIL Doserved data

€ 11,16, 1% 31,33,45, 52, and astinmations ars bassd ealy
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Tl Pripsary w. _— .
EndpodntVariabls - - .. Amabviis Mizing Dat
(Duscription, Tima Foiat) | ren it Safacal Methed | popigen | Approach

A=si-HPV 8,11, 15, 18, 31, 33, 5 Point and 9725 C1 25 Obsarved data
45, 52, and 5B cLIA GMTs at estimartvons will ba onky
Dty | amd 1 ovomth peost Dioss 3 provided by t-

(27-45yT ve. B0-Dbyr) distribation; no

statistical testing and
betrsan group 97%
Clwill ba givan.

Axei-HPV 5,11, 15, 18, 31, 33, 5 Point and 9% C1 o] Obsarved data
41, 32, and 56 Igz LIA GMTs estimations will be onky
at Dy 1 and at 1 month post parfommad by -

Diosa 3. distribation; no
statistical testing and
betwesn growmp #5%

Clwill be given.

Igs 114 % serocomersion o 5 Point and 95%& C1 PP Obsarved data
HPV §, 11, 14, 18, 31, 33, 43, sstmations ane based onky
32, and 38 st ] momth post oo exact methed; oo
Ciosa 3. statistical tasting and

betmwaan group 25%
CTwnll be grvem.

Inxpact of the time bsansen 3 Slepwise EgTekna il Obsarved data
Wactinaon 2 and 3 oa mnt-HPV neslEs nnky
6, 11,15 18,31, 33, 45, 52,

and 5% cLIA GMTs at | pvomth
post Dose 3 by HPV ope
" P=Prmmary appreach: S=Supporive approach

ANPE = all type-specific nalve participants with serclogy: C1 = confidence intsrmal; GMT = geometric mean

titr; PP1 = per-protocol imsmnogeniciny.

Multiplicity (Stage I)

For the dual-primary hypotheses (H1 and H2), Bonferroni method was used to control overall one-
sided type I error at level of 0.025. Each of the dual-primary hypotheses had a 0.0125 one-sided type
I error. The study was to be successful if either H1 or H2 was met. If H1 was not met then no further
testing (H3, H4) were to be completed.

Fix sequence testing strategy was used to control multiplicity between dual-primary hypothesis(H1)
and secondary hypotheses (H3 and H4). The testing order was as follows: H1 (GMT, 9- 19yr vs. 20-
26yr) was to be tested firstly and if H1 succeeded H3 (seroconversion percentages, 9-19yr vs. 20-
26yr) was then to be tested; if H3 succeeded H4 (GMT, 9-15yr vs. 20-26yr) was to be tested. Each
one was to be tested at a level of 0.0125. If anyone failed to reject null the subsequent ones would not
be tested.

Furthermore, success was required on all 9 HPV types for hypotheses testing GMT and seroconversion
percentages, so no multiplicity adjustment was needed to account for the multiple HPV types.

Stage II. The descriptive immunogenicity analyses were conducted on the PPI population, consisting of
individuals who were seronegative to the appropriate HPV type(s) at Day 1, received all 3 vaccinations
and had provided a post Dose-3 serology sample within a prespecified time frame, and had no other
protocol violations that could interfere with the evaluation of participant’'s immune response to the
study vaccine.
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Results

Participant flow

Table 4. Disposition of Participants through Stage I and II

Table 10-1

Disposition of Participants
(All Enrolled Participants)

(Day 1 to Month 60)

NA = Not applicable.

9 to 19 Years of 20 to 26 Years of | 27 to 45 Years of Total
Age Age Age
n (%) n (%) n (%) n (%)
Not enrolled 39 46 90 175
Participants in population 690 630 650 1,990
Vaccinated at
Vaccination | | 688 (99.7) | 650 (100.0) | 650 (100.0) | 1,988  (99.9)
Vaccination 2 683 (99.0y | 647 (99.5) | 644 (99.1) | 1,974 (99.2)
Vaccination 3 682 (98.8) @ 635 (97.7) | 641 (98.6) | 1,958  (98.4)
Status for Study Medication in Trial
Started | 688 | 650 650 1988
Completed 682 (99.1) @ 635 (97.7) | 641 (98.6) | 1,958  (98.5)
Discontinued 6 (0.9) 15 (2.3) 9 (1.4) 30 (1.5)
Withdrawal By Parent/Guardian 3 (0.4) 0 (0.0) 0 (0.0) 3 (0.2)
Withdrawal By Subject 3 (0.4) 15 (2.3) 9 (1.4) 27 (1.4)
Status for Trial Segment (Stage I)
Entered 690 650 650 1,990
Completed 682 (98.8) @ 635 (97.7) | 641 (98.6) | 1,958 (98.4)
Discontinued 8 (1.2) 15 (2.3) 9 (1.4) 32 (1.6)
Withdrawal By Parent/Guardian 3 (0.4) 0 (0.0) 0 (0.0) 3 (0.2)
Withdrawal By Subject 5 0.7 15 (2.3) 9 (1.4) 29 (1.5)
Status for Next Trial Segment (Stage IT)
Entered 682 NA NA 682
Completed 645 (94.6) | NA NA 645 (94.6)
Discontinued 37 (54) NA NA 37 (5.4)
Lost To Follow-Up 12 (1.8) NA NA 12 (1.8)
Withdrawal By Subject 25 (3.7) | NA NA 25 (3.7)

Source: [P024X01V503: adam-adsl; adpm; adex]
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Table 5 Stage I immunogenicity analysis populations

Table 10-2

Participant Accounting for the Inmmimaogenicity Analysis Populations by Age Group
(Day 1 to 1 Month Post Dose 3) (All Enrolled Participants)

Do l9Years of | 20to 26 Yoam 1710 43 Yean Total
Agze of Age of Age
(i=t00) (=50) =630) e=1990)
Number of all enrolled participants L] 650 650 1800
Eligible for the PPI Analysiz Relaced ro:
HPV &11 &0 367 37 1724
HPV 16 a2 kL] k] 1B32
HPV1E 630 7 75 1me
HPV 3l 637 a7 76 1820
HPV 33 2 ige 59 1600
HPV 43 633 k1 B 1E31
HPV 52 2 m 7 1799
HPV 38 643 80 3 ) 1738
Ineligible for the FPI Analysiz Belaced co:
HPV 11 ] B3 133 2646
HPV 16 b 35 7 158
HPV 18 -] 76 T 211
HPV 3l 33 63 T 17
HP 33 45 61 £l 1)
HPV 43 35 3 32 139
HPV 52 41 78 72 1]
HPV 38 45 0 116 231
Eligible for the ANPS Azalyzis Eelated fo-
HP 11 H g4 v 1733
HPV 16 658 12 4] 1BS3
HPV 18 635 kL] 56 1E13
HP 3l 643 G0 56 1B33
HPY 33 &7 608 9 1B34
HPV 43 &80 614 0B 1BB2
HPW 52 ¥ i 56 1B31
HPV 58 631 Joe Hl 1788
Ineligible for the ANPS Azalyzis Related to:
HPY &1 45 -1 123 235
HPV 16 n 38 &35 125
HPW 18 H 35 & 7
HPY 3l 7 4 &4 135
HPV 33 43 42 7 136
HPW 43 k) 36 42 108
HPY 52 35 1 &4 159
HPV 38 k) 4 109 212
EReasen for Ineligibilicy*
Racaived mon-vmdy vaccination® Q 3 1] 3
Eecaived imovenosuppmessives, I, or blood products 4 13 L 26
Has a history of a positive test for HPY and cervical Q ] 1 1
immagpithalial neoplasia
I or 3 vaccmation outof sccepiabls day anges 1 2 1 4
Ddd not complets the 3-dows mmimen E 13 L 2
Misuing post doss 3 serclogy samples E 13 9 2
Post doss 3 serclogy samples out of acceptable day rangs* 1 1 a 2
HPV 6 or 11 Positive by Sarology at Day 14 k] i 11 204
HPV 16 Positive by Sarology at Day 14 4 24 7 95
HPV 18 Positive by Sarclegy at Day 14 45 4 35 145
HPV 31 Positive by Sarclegy at Day 14 19 3l 35 1046
HPV 33 Positive by Sarology at Day 14 35 0 a2 127
HPV 45 Positive by Sarclegy at Day 19 pr 21 33 76
HPV 32 Positive by Sarclegy at Day 14 = 45 35 130
HPV 38 Positive by Sarology at Day 14 3l 41 102 173

sy vaccimation

“Arcepiable day ranges are provided in Scheduls of Acthities of the stedy protocol (Section 1.3).
“Appliss only to &e anabysds popalations for the mspective HPV type{s).
N = Numbar of participants allocated to the mspective age group.

ANPE =All type-specific natve participants with sarology; HPV = Hemans papillomavins; PPI= Par-Protocol imenmmogenicity.

sParticipants ane counsd cncs = sach applicable exchision category. A participant may appear in mon than coe categoTy.
“Inclhudes mactvated or recombinamt vaccizes received within 14 days of smdy vaccination or mecaipt of Hve vaccines within 21 days bafore

Source: [PO24V503: adam-adsk; adpv]
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Table 6 Stage II Immunogenicity analysis population

Table 10-2
Participant Accounting for the Immunogenicity Analysis Populations
(All Enrolled Participants in Stage II)

9 to 19 Years of Age
| (N=682)
Number of all enrolled participants 682
Eligible for the PPI Analysis Related to:
HPV 6/11 640
HPV 16 662
HPV 18 630
HPV 31 657
HPV 33 642
HPV 45 655
HPV 52 649
HPV 58 645
Ineligible for the PPI Analysis Related to:
HPV 6/11 42
HPV 16 20
HPV 18 52
HPV 31 25
HPV 33 40
HPV 45 27
HPV 52 33
HPV 58 37
Reason for Ineligibility*
Received immunosuppressives, I2G, or blood products 4
2™ pr 3 yaccination out of acceptable day range” 1
Post dose 3 serology samples out of acceptable day range® 1
HPV 6 or 11 Positive by Serology at Day 1¢ 38
HPV 16 Positive by Serology at Day 1° 14
HPV 18 Positive by Serology at Day 1© 46
HPV 31 Positive by Serclogy at Day 1© 19
HPV 33 Positive by Serology at Day 1° 35
HPV 45 Positive by Serology at Day ¢ 22
HPV 52 Positive by Serclogy at Day 1° 28
HPV 538 Positive by Serology at Day 1© | 31
*Participants are counted once in each applicable exclusion category. A participant may appear in more than one
category.
PAcceptable day ranges are provided in Schedule of Activities of the study protocol (Section 1.3).
“Applies only to the analysis populations for the respective HPV type(s).
N = Number of participants who entered Stage II; HPV = Human papillomavirus; PPT = Per-Protocol
immunogenicity.
Source: [PO24X01V503: adam-adsl; adpv]
Recruitment
First Participant First Visit 27-APR-2019 first participant first visit (Stage [)
05-MAY-2020 first participant first visit (Stage II)
Study Completion Date 28-FEB-2025 last participant last visit (Stage II)
22-JUL-2025 last data available (Stage II)

This study was conducted at 2 sites in China.
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Baseline data

Table 7 Stage I population baseline characteristics

Table 10-3
Participant Characteristics by Age Group At Enrollment
(All Enrolled Participamts)
8o 18 e of Ags 20 by 36 Vears of Aig T iy &3 Vs of Age Toal
n ] n ] [ [ [ %

Poasticipasis in pojsulilion &30 51 &5 1540

Sex

Female H0 § 1O Ll (iaki}] EAD LRt 1,551 (Rl ik
Age (Y ears)

Melean RER] 355 M0

s 30 il 93

Pl iy nan 35% 30

Hange T 19 1T dd Do dd
R

Agm &30 L] &30 LA ] &5 100} 15450 11000}
Weipht (kg

Primscapaints with duis B0 a3l &350 1521

Melean 470 313 49 313

s 13 21 19 93

Fextian 473 310 341 3Ll

Hange 216w a4 340 mEsH 3T n9l6 216wy 1064
Height {cmi)

Primeipaints with duts a0 &30 &350 1541

Melenn 1544 128.2 1367 15364

sk 5 3z 54 T2

Plecdian 13&0 1580 1570 1570

Hange 12305 1770 13400 B J 1405 1o 1750 23 10wy 1770

Soce: |PUZ4YI0G: sdemi-ackld|
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Table 8 Stage II population baseline characteristics

Table 10-3

Participant Characteristics at Enrollment
(All Enrolled Participants in Stage II)

9to 19 Years of Age
n (%)

Participants in population 682
Sex

Female 682 (100.0)
Age (Years)

Mean 14.0

SD 3.0

Median 14.0

Range 9to 19
Race

Asian 682 (100.0)
Ethnicity

Not Hispanic Or Latino 682 (100.0)
Weight (kg)

Participants with data 682

Mean 47.0

SD 1.3

Median 473

Range 21.6to 106.4
Height (cm)

Participants with data 682

Mean 154.4

sD 9.4

Median 156.0

Range 123.0to 177.0
SD=Standard deviation.

Source: [PO24X01V503: adam-adsl]
Number analysed

® Stage I: A total of 1990 participants (9 to 19 years, n=690; 20 to 26 years, n=650; 27 to
45 years: n=650) were enrolled to receive 3 doses of 9vHPV vaccine at Day 1, Month 2, and Month
6, and 1988 received at least 1 dose of study vaccination. Of those, 1958 (98.5%) completed the
3-dose regimen. Thirty participants (1.5%) discontinued study vaccination, the majority (n=27)
due to withdrawal by subject. No participants discontinued from Stage I due to an AE.

® Stage II: A total of 682 participants in the 9 to 19 year old group completed the 3-dose regimen of
the 9vHPV vaccine during Stage I and all entered Stage II. Of these, 645 (94.6%) participants
completed Stage II. There were 37 participants (5.4%) who discontinued early from Stage II, due
to withdrawal by subject (25 participants [3.7%]) or lost to follow-up (12 participants [1.8%]).

Efficacy results

Stage I: Immunogenicity Bridging From Females 9 to 19 Years of Age to Females 20 to 26
Years of Age

Primary Immunogenicity Analyses in the PPI Population:

The cLIA GMT ratios (9 to 19 year old group vs. 20 to 26 year old group) at 1 month post Dose 3
ranged from 1.27 to 1.48 depending on the HPV type. The lower bound of 97.5% CI of the GMT ratios
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ranged from 1.16 to 1.33, exceeding the prespecified noninferiority margin of 0.67 for all vaccine HPV
types. Therefore, noninferiority of HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 cLIA GMTs in females 9 to

19 years of age compared with females 20 to 26 years of age at Month 7 was demonstrated.

Table 9. Non-Inferiority analysis for cLIA GMTs in 9-19 yo. compared to 20-26 yo.

Statistical Analysis of Non-Inferionty of cLIA Gem;:euic Mean Titers at 1 Month Post Diose 3

Companng 9-19 years old gurls with 20-26 vears old women

{Per-Protocol Immunogenicity Population)

Ot 19 Years of Age 20 to 26 Years of Age GMT Pario(27.5% CD) p-Vahae for
Assay(cLIA) (N=688) (WN=630) 0-18y120-26y1 Non-Inferioriry®
o GMT n GMT
(mMU/mL) (mMU/mL)
Anti-HPV § 640 1110.7 567 B61.7 1.31 (1.20,1.43) =0.0001
Ant-HPV 11 640 926.7 567 026 1.32 (1.20,1.45) =0.0001
Anti-HPV 16 662 595 3713.7 1.34(122.147) =0.0001
Anti-HPV 18 630 574 1031.6 1.39 (1.25,1.55) =0.0001
Anti-HPV 31 657 587 g8 1.41 (1.28,1.58) =0.0001
Anti-HPV 33 642 589 4873 1.34 (121,1.47) =0.0001
Anti-HPV 45 655 598 el 1.48 (1.33,1.45) =0.0001
Anti-HPV 52 649 572 3078 1.27 (1.16,1.40) =0.0001
Anti-HPV 58 6435 580 5330 1.35 (1.23,1.49) =0.0001

COmparison SToup.

¥ =Mumber of participants in the indicated age group who have received at least one dose of the WHPV vaccine.
o =Number of participants contributing to the analysis.
ANOVA = Analysis of varance; ¢LIA = Competitive Luminex immunoassay; GMT = Geometric mean titer; HPV = Human papillomavin:; mMT = Milli

Merck units; SvHPV = Syalent buman papillemavins

"For the mull hypethesis that GMT (9-19 yryGMT{20-26 v1) = 0.7, a p-valoe <0.0125 supports a conclhusion that the type-specific and-HPWV ¢LIA GMT in
girls aged 9-19 years is non-inferior to that in youns women aged 20-26 years at 1 month post dose 3
The estimated GMT ratios, asseciated Cls, and p-walues are calculated using an ANOWVA model with a response of log individual titers and a fixed effect for

Senrrras MAATTEAT: adamade]l: adimm]

The cLIA seroconversion percentages at 1 month post Dose 3 were 100% for all vaccine HPV types in
females aged 27 to 45 years; 100% for all vaccine HPV types except for HPV18 (99.8%
seroconversion) in females aged 20 to 26 years. The lower bound of 97.5% CI for the difference in
cLIA seroconversion percentages ranged from -1.0 to 0.7 exceeding the prespecified noninferiority
margin of -5% for all vaccine HPV types. Therefore, noninferiority of HPV 6, 11, 16, 18, 31, 33, 45, 52,
and 58 seroconversion percentages in females 27 to 45 years of age compared with females 20 to 26
years of age at Month 7 was demonstrated.
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Table 10. Non-Inferiority Analysis of Seroconversion Percentage in 27-45 yo. compared to 20-26 yo.

Statistical Analysis of Non-Inferionty of cLIA Seroconversion Percentages at | Month Post Dose 3
Companng 27-45 years old women with 20-26 years old women
{Per-Protocol Immunogenicity Population)

Anti-HPV Fesponse = Cueff Value 17 o 45 Years of Age 20 to 26 Years of Age Difference af p-Value far
[B=650) (H=650) Seroconversion® Noo-
n m Serpconversion' n m SerpConversion® Percentazes(™:) inferiority®
Percentages Percentagss (97.5% CT)
() ) {27-45y1)-(20-26yT)

Apti-HPV § = 50 mMU/mL 517 | 517 100.0 567 | 547 100.0 0.0¢-1.0,0.9) =0.0001
Anti-HPV 11 = 20 mMU/mL 317 | 517 100.0 567 | 547 100.0 0.0(-1.0,08 =0.0001
Anti-HPV 14 = 41 mMU/mL 575 | 575 100.0 505 | 393 1000 0009, 0.8) =0.0001
Anti-HPV 18 = 50 mMU/mL 575 | 575 1000 i | 513 908 0.2(0.7. 1.1 =0.0001
Anti-HPV 31 = 20 mMU/mL 576 | 574 100.0 587 | 3587 1000 0009, 0.8) =0.0001
Anti-HPV 33 = 1 mMU/mL 569 | 569 100.0 589 | 3RO 1000 0009, 0.8) =0.0001
Anti-HPV 45 = 15 mMU/mL 08 | 08 1000 508 | 398 1000 0.0 (-0.8, 0.8) =0.0001
Anti-HPV 52 = 20 mMU/mL 57 5T 1000 57| 1000 0.0 {09, 0.8 =0.0001
Anti-HPV 58 = 15 mMUimL 534 | 534 100.0 380 | 3RD 100.0 0008, 0.9) <0.0001

*Serpconversion was defined as changing serostatns fiom seronegative at bassline to seropositive at 1 month pest Dosz 3. Cutoff values for HPWV
seropesitivity are =50, 29, 41, 59, 29,22, 15, 20, and 15 mMUmL for HFV types &, 11, 16, 18, 31, 33, 43, 51, and 58, respectively.

*For the null hypothesis that p(27-45)-p{20-26) = -3%, a p-valoe <0.0125 supports a cenclusion that the type-specific anti-HPV ¢LIA seroconversion
percentage in girls aged 27-45 years is non-inferior to that in young women aged 20-24 years

The estimated differences in serocomversion percentages, associated CIs, and p-values are caloulated using Misttinen & Nurminen method.

¥ =Number of participants in the indicated age group who have recefved at least one dose of the WHPW vaccine.

o =Number of participants contribudng to the analysiz. m= Number of participants with seropesitivity. Percent is caloulated as 100*(mfn).

CI = Confidence interval; cLI4 = Competitive Luminex immunpeazsay; HPV = Human papillomavires; mMU = Milli Merck units, SHEV = 8-valent buman
papillomavims.

Senrce: [PO24VE03: adam-adsl; adimm]

Based on these results, efficacy of the 9vHPV vaccine in Chinese females 9 to 19 years of age and 27
to 45 years of age was inferred.

Key Secondary Immunogenicity Analyses in the PPI Population:

The cLIA seroconversion percentages at 1 month post Dose 3 were 100% for all vaccine HPV types in
females aged 9 to 19 years; 100% for all vaccine HPV types except for HPV 18 (99.8% seroconversion)
in females aged 20 to 26 years. The lower bound of 97.5% CI for the difference in cLIA seroconversion
percentages ranged from -0.8 to 0.6 exceeding the prespecified noninferiority margin of -5% for all
vaccine HPV types. Therefore, noninferiority of HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 cLIA
seroconversion percentages in females 9 to 19 year of age versus females 20 to 26 year of age at
Month 7 was demonstrated.
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Table 11 Non-Inferiority analysis for Seroconversion Percentage in 9-19 yo. compared to 20-26 yo.

Laname L1-2

Statistical Analysis of Non-Infenionty of ¢LIA Seroconversion Percentages at 1 Month Post Dose 3
Companng 9-19 years old zirls wath 20-26 vears old women
(Per-Protocol Immunogenicity Population)

Apti-HPFV Besponze = Cunff Value Ao 19 Years of Age 20 to 26 Years of Age Difference of p-Vahue for
(=621 (H=6350) Seroconversion® Non-
n m Serpconversion® n m Serocomversion® Percentages(®:) inferiority®
Percentages Percentages (07.5% CI)
(%a) [ [9-18yr)-(20-26vT)

Apt-HPV § = 50 mMU/mL G40 &40 1000 367 | 347 1000 0.0(-08.0.% <0.0001
Ant-HPV 11 = 20 mMUmL &40 &40 1000 367 | 547 1000 0.0(-08.05, <0.0001
Ant-HPV 16 = 41 mMU/mL G2 662 1000 95 | 585 1000 0.0(-08.0.8) <(0.0001
Ant-HPV 18 = 30 mMTU/mL 630 430 100.0 574 | 573 o0g 020413 <0.0001
Ant-HPV 31 = 20 mMUmL 437 657 1000 587 | 387 1000 0.0(-08.0.8) <0.0001
And-HPV 33 = 22 mMI/mL 642 642 1000 B9 | 588 100.0 0.0(-08.08) <(0.0001
Anti-HPV 45 = 15 mMUmL 635 655 1000 598 | se8 100.0 0008, 0% <0001
Apnt-HPV 52 = 20 mMUmL 444 G448 100.0 311 | 572 1000 00 (D8 05 <0.0001
Anti-HPV 58 = 15 mMUmL 645 645 100.0 580 | 580 1000 0.0 (0.8, 0.9 <0001

papillomavirs.

*Seroconversion was defined as changing serostatos fom seronegative at baseline to seropositive at 1| month post Dose 3. Cutoff values for HPV
seropesitivity are =30, 28, 41, 59, 29,22, 13, 20, and 15 mMU/mL for HPV types §. 11. 16, 18, 31, 33, 45, 52, and 58, respectively.

*Far the noll hypothesis that p{@-19-p(20-248) < -5%, a p-value <0.0115 supperts a conclosion that the type-specific anti-HPV cLIA serocomversion
percentazs in girls aged 9-19 years is pon-inferior to that in young women aged 20-2§ years.

The estimated differences in seroconversion percentages, associated CIs. and p-walues are caloulated using Misttinen & Nurminen method.

N =Mumber of participants in the imdicated age group who have recemved at least one dose of the SvHPW vaccine.

o = Number of parficipants conmribudng to the analysis. m= Number of participants with seropesitivity. Percent is calculated as 100*(m/m).

CI= Confidence inferval; cLIA = Competitive Luminex impmnoazsay, HPV = Human papillomavires; mMU = Milli Merck units: SvHPV = 9-valent buman

Source: [PO24VE03: adam-adsl: adimm1

The cLIA GMT ratios (9 to 15 year old group vs. 20 to 26 year old group) at 1 month post Dose 3

ranged from 1.35 to 1.64 depending on the HPV type. The lower bound of 97.5% CI of the GMT ratios
ranged from 1.21 to 1.46, exceeding the prespecified noninferiority margin of 0.67 for all vaccine HPV
types. Therefore, noninferiority of HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 cLIA GMTs in females 9 to
15 years of age compared with females 20 to 26 years of age at Month 7 was demonstrated.

Table 12. Non-Inferiority analysis for cLIA GMTs 9-15 yo. compared to 20-26 yo.

Statistical Analysis of Non-Inferionity of cLIA Geometric Mean Titers at 1 Month Post Diose 3

Table 11-4

Companng 9-15 vears old girls wath 20-26 years old women
{Per-Protocol Immunogenicity Population)

Qo 15 Years of Age 20t 26 Years of Age GMT Rario(37.5% CT) p-Vahe for
Assay(cLIA) (H=458) [W=630) 8-15y1/20-26yT Mon-Inferiominy
n GMT n GMT
(mMU/mL) (mMUmL)
Anti-HPV § 424 12011 567 861.7 139 (1.27.1.53) =0.0001
Anfi-HPV 11 424 9ELE 567 T02.6 1.40 (1.24.1.55) =0.0001
Anti- HPV 16 441 5179.6 503 3723.7 1.42 (128.157) =0.0001
Anti-HPV 18 4212 15814 574 1031.6 1.53 (137.1.73) =0.0001
Anfi-HPV 31 434 12531 587 Elle 1.52 (1.37.1.70) =0.0001
Anti-HPV 33 432 §90.6 589 48735 1.41 (127.158) =0.0001
Anfi-HPV 45 437 4005 598 ol 164 (1.446.1.84) =0.0001
Anti-HPV 52 430 5351 572 3078 135 (121.1.49) =0.0001
Anti-HPV 58 422 715 580 535.9 1.44 (1.29.1.60) =0.0001

"For the mall hypothesis that GMT (9-15 yr)/GMT{20-26 y) < 0.67, a p-value <0.0125 supports a conclusion that the rype-specific ant-HPV ¢LIA GMT in
girls aged 9-15 years is non-inferior to that in young women aged 20-26 vears at 1 month post dose 3.
The estimated GMT ratios, asseciated Cls, and p-values are caloalated using an ANOWVA model with a response of log individual titers and a fixed effect for

COMparison SToUup.

W =Number nfpai'ri;:ipant; in the indicated age group who have received at least one dose of the SvHPV vaccine.
o = Number of participants conmributng te the analysis.

ANOVA = Analysis of vadance; ¢LI4 = Competitive Luminey immunoassay; GMT = Geometric mean titer; HPV = Human papillomavinas; mMU = Milli
Merck units; SvHPV = S-valent buman papillemavirus.

Source: [PO24VE03: adam-adsl; adimm]

Stage II: Persistence of Immune Responses Through Month 60 in Females 9 to 19 Years of

Age
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Primary Immunogenicity Analyses in the PPI Population:

Among Stage II participants, anti-HPV cLIA GMTs to HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 peaked
at 1 month post Dose 3, declined sharply through Month 12, and decreased gradually from Month 12
through Month 60. The cLIA seropositivity percentages for all 9 vaccine HPV types were 100% at
Month 7, remained high from Month 12 through Month 60, and ranged from 89.7% to 98.9% at Month
60, depending on the HPV type.

Table 13. cLIA Immune Responses in 9-19 yo. Up to 60 months post vaccination.

9 to 19 Years of Age
. i (N=682)
Assay (cLIA) GMT (mMU/mL) m Seropositivity Percentages (%)
Study Timepoint ~ n (95% CI) | | (95% CI)
Anti-HPV 6
Day 1 640 23.9(23.5,24.3) a 0.0 (0.0, 0.6)
Month 7 640 1129.7 (1069.8, 1193.0) 640 100.0 (994, 100.0)
Month 12 638 420.3 (3933, 449.1) 635 99.5 (98.6, 99.9)
Month 24 636 210.2 (196.4, 225.0) 613 96.4 (94.6, 97.7)
Month 36 a6lo 172.6 (1616, 184.4) 538 87.3 (84.5, 89.9)
Month 48 6lo 170.3 (158.9, 182.6) 580 94.2(92.0,95.9)
Month 60 604 154.2 (143.5, 165.6) 559 92.5(90.2, 94.5)
Anti-HPV 11
Day 1 640 161 (16.0, 16.1) a 0.0(0.0, 0.6)
Month 7 640 926.7 (876.4, 979.8) 640 100.0 (994, 100.0)
Month 12 638 341.9 (32001, 365.3) 638 100.0 (994, 100.0)
Month 24 636 172.2 (160.7, 184.5) 625 983 (96.9,99.1)
Month 36 a6lo 136.5 (127.6, 146.0) 582 94.5(92.4, 96.1)
Month 48 a6l6 123.4(115.0, 132.3) 591 959(94.1,97.4)
Month 60 604 1113 (103.5, 119.6) 565 93.5(91.3,954)
Anti-HPV 16
Day 1 662 20.3(20.2, 20.4) a 0.0(0.0, 0.6)
Month 7 662 49723 (4696.9, 5263.9) 662 100.0 (994, 100.0)
Month 12 G660 I748.7 (1636.7, 1868.3) 660 1000 (994, 100.0)
Month 24 658 TT4.8 (7172, 837.1) 652 99.1 (98.0, 99.7)
Month 36 637 600.5 (5543, 650.6) 618 97.0(95.4,98.2)
Month 48 636 612.6 (5688, 659.8) 630 99.1 (98.0, 99.7)
Month 60 624 541.7 (5020, 584.5) 617 989 (97.7,99.5)
Anti-HPV 18
Day 1 630 31.7(31.1,32.4) a 0.0(0.0, 0.6)
Month 7 630 1438.4 (1349.0, 1533.6) 630 100.0 (994, 100.0)
Month 12 628 472.2 (4406, 506.1) 622 990 (97.9, 99.6)
Month 24 627 226.9 (211.8, 243.0) 600 95.7(93.8,97.1)
Month 36 609 178.0 (1663, 190.5) 490 80.5(77.1, 83.5)
Month 48 607 151.9 (140.1, 164.8) 560 923 (89.8, 94.3)
Month 60 597 1329 (122.5, 144.1) 539 903 (87.6, 92.5)
Anti-HPV 31
Day 1 657 116114, 11.8) a 0.0(0.0, 0.6)
Month 7 657 1161.5(1093.2, 1234.2) 657 100.0 (994, 100.0)
Month 12 655 403.5 (375.6, 433.5) 651 99.4 (98.4, 99.8)
Month 24 653 205.3 (1904, 221.4) 640 98.0 (96.6, 98.9)
Month 36 633 166.9 (154.7, 180.0) 573 90.5 (88.0, 92.7)
Month 48 . 632 165.6 (153.2, 178.9) Lo621 98.3 (96.9,99.1)
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Month 60 620 147.1 (135.9, 159.2) 605 97.6 (96.0, 98.6)

Anti-HPV 33
Day 1 642 10.3 (10.1, 10.6) 0 0.0 (0.0, 0.6)
Month 7 642 6643 (6263, 704.7) 642 100.0 (99.4, 100.0)
Month 12 640 237.7 (221 8, 254.8) 637 99.5 (98.6, 99.9)
Month 24 638 1204 (1122, 129.2) 625 98.0 (96.5, 98.9)
Month 36 618 95.1 (8.6, 102.1) 586 94.8 (92.8, 96.4)
Month 48 617 87.9(31.4,94.9) 601 97.4 (95.8, 98.5)
Month 60 605 79.0(73.1,85.3) 582 96.2 (94.4, 97.6)

Summary of cLIA Immune Responses by Visit
(Per-Protocol Immunogenicity Population Entered into Stage II)

9 to 19 Years of Age

I (N=682)
Assay (cLIA) GMT (mMU/mL) m Seropositivity Percentages (%)
Study Timepoint =~ n (95% CI) | | (95% CI)
Anti-HPV 45
Day 1 655 8.6 (8.5, 8.6) o 0.0 (0.0, 0.6)
Month 7 655 442.9 (415.0, 472.7) 655 100.0 (99.4, 100.0)
Month 12 653 1440 (1334, 155.3) 646 98.9 (97.8, 99.6)
Month 24 651 72.1 (66.8, T7.8) 630 96.8 (95.1, 98.0)
Month 36 631 569 (52.8,61.4) 536 849 (81.9, 87.6)
Month 48 630 53.5(49.4, 57.9) 584 92.7 (90.4, 94.6)
Month 60 6l9 483 (44.5,52.4) 555 £9.7 (87.0,91.9)
Anti-HPV 52
Day 1 649 9.4(9.2,9.5) ] 0.0 (0.0, 0.6)
Month 7 649 505.9 (478.4, 535.0) 649 1000 (99.4, 100.0)
Month 12 647 1876 (175.8, 200.2) 645 99.7 (98.9, 100.0)
Month 24 645 97.5(91.3, 104.2) 625 96.9 (95.3, 98.1)
Month 36 626 T8.1(73.2,83.4) 544 £6.9 (84.0, 89.4)
Month 48 625 75.3 (70.5, 80.4) 605 96.8 (95.1, 98.0)
Month 60 613 686 (64.1, 73.3) 584 953 (93.3, 96.8)
Anti-HPV 58
Day 1 645 B.2(B.1,83) 0 0.0 (0.0, 0.6)
Month 7 645 7253 (685.6, T67.4) 645 100.0 (994, 100.0)
Month 12 643 272.5 (2555, 290.7) 643 100.0 (99.4, 100.0)
Month 24 64l 1258 (117.0, 135.3) 628 98.0 (96.6, 98.9)
Month 36 620 1009 (93.9, 108.5) 559 90.2 (87.5, 92.4)
Month 48 6l9 97.1 (90.5, 104.2) 610 98.5(97.3, 99.3)
Month 60 608 868 (0.6, 93.4) 595 | 979 (96.4, 98.9)

The estimated GMTs and associated Cls are caleulated using t-distribution.

The sx:ropos;l_’Lﬁvit)f percentages and associated 95% Cls are calculated using the exact method.

The seropositivity percentage represents proportion of participants with below anti-HPV serum levels for HPV
types HPV 6, 11, 16, 18, 31, 33, 45, 52 and 58: =50, 29,41, 59, 29, 22, 15, 20 and |5 mMU/mL, respectively, for
timepoints before and at Month 24 (Visit 12); =65, 37, 79, 85, 46, 26, 21, 30 and 31 mMU/mL, respectively, for
timepoints at Month 36 (Visit 13); and =34, 25, 32, 26, 15, 10, 10, 14 and 10 mMU/mL, respectively, for
timepoints at Month 48 (Visit 14) and after.

N = Number of participants who have received 3 doses of the 9%vHPV vaccine and entered the Stage [1.

n = Number of participants contributing to the analysis. m= Number of participants with seropositivity to the
relevant HPV type(s). Percent is calculated as 100%({m/n).

CI = Confidence interval; cLIA = Competitive Luminex immunoassay; GMT = Geometric mean titer; HPV =
Human papillomavirus; mMU = Milli Merck units; 9vHPV = 9-valent human papillomavirus.

Source: [PO24X01V503: adam-adsl; adimm]

Consistent with the results of cLIA, anti-HPV IgG LIA GMTs to HPV 6, 11, 16, 18, 31, 33, 45, 52, and
58 peaked at Month 7, declined sharply through Month 12, and decreased gradually from Month 12
through Month 60. The IgG LIA seropositivity for all 9 vaccine HPV types were 100% at Month 7,
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remained high from Month 12 through Month 60, and ranged from 97.5% to 100% at Month 60,
depending on the HPV type.

Safety results
Safety endpoints used to evaluate the safety and tolerability of the 9vHPV vaccine included:

. Stage I: proportions of participants with injection-site and systemic AEs from Day 1 through
Day 8 following any study vaccination, and systemic AEs from Day 1 through Day 31 following any
study vaccination. SAEs were reported throughout the duration of the study.

. Stage II: SAEs were reported throughout the duration of the study.

Safety analysis was conducted in the APaT population, which consisted of all participants who received
at least 1 dose of study vaccination and had clinical follow-up for safety.

Adverse Events
Injection-site Adverse Events

Overall, 43.2% of participants in the 9 to 19 year old group, 49.7% in the 20 to 26 year old group, and
43.1% in the 27 to 45 year old group reported at least 1 injection-site AE from Days 1 to 8 following
any vaccination visit. The most common injection-site AE during Days 1 to 8 following any vaccination
visit was injection site pain across all age groups (39.1% of participants in the 9 to 19 year old group,
44.5% in the 20 to 26 year old group, and 39.1% in the 27 to 45 year old group).

The majority of injection-site AEs from Days 1 to 8 following any vaccination visit were mild to
moderate in intensity across all age groups. The majority of injection-site erythema and swelling were
0 to <1 inch in maximum size across all age groups. Severe injection-site AEs from Day 1 to Day 8
following any vaccination were reported in 8 (1.2%) participants in the 9 to 19 year old group, and 9
(1.4%) participants in each of the 20 to 26 year old group and the 27 to 45 year old group.

Similar results were observed for all injection-site AEs reported during Day 1 to Day 31 following any
vaccination. During Day 9 to Day 31 following any vaccination, few (<1%) participants reported
injection-site erythema or swelling and the majority of these AEs were mild in intensity.

Systemic Adverse Events

A total of 50.9% of participants in the 9 to 19 year old group, 57.1% in the 20 to 26 year old group,
and 43.4% in the 27 to 45 year old group experienced at least 1 systemic AE from Days 1 to 31
following any vaccination visit. The most common systemic AE (incidence =10% in any age group) was
pyrexia across all age groups (25.0% in the 9 to 19 year old group, 26.9% in the 20 to 26 year old
group, and 13.1% in the 27 to 45 year old group).

A total of 27.3% of participants in the 9 to 19 year old group, 33.4% of participants in the 20 to 26
year old group, and 17.8% of participants in the 27 to 45 year old group reported vaccine-related
systemic AEs from Days 1 to 31 following any vaccination visit. The most common vaccine related
systemic AE (incidence =210% in any age group) was pyrexia (22.1% in the 9 to 19 year old group,
25.5% in the 20 to 26 year old group, and 12.0% in the 27 to 45 year old group).

The majority of systemic AEs reported from Day 1 to Day 31 following any vaccination were mild to
moderate in intensity across all age groups. Severe systemic AEs were reported in 3 participants
(0.2%): 2 participants in the 20 to 26 year old group, and 1 participant in the 27 to 45 year old group.

Maximum Temperatures
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The distribution of maximum temperatures (axillary or axillary equivalent) reported from Day 1 to Day
8 following any vaccination analyzed using MSD scale were generally similar across age groups.
Approximately 87% of participants reported maximum temperature of <37.2°C.

Serious Adverse Events
During the entire study, no deaths were reported.

A total of 41 participants reported SAEs during Stage I, and 10 participants experienced SAEs during
Stage II. In addition, 2 participants had SAEs that occurred during Stage I but were reported after the
study entered Stage II. All SAEs resolved except for 1 SAE of facial bones fracture, which occurred
during Stage I and resolved with sequalae. None were considered vaccine related.

There were no discontinuations from study vaccination due to an AE.

Summary of Safety Results

. The overall proportions of participants with injection-site AEs and systemic AEs were generally
comparable across all age groups.

. The most common injection-site AE was injection-site pain, and the most common systemic AE
was pyrexia.

. The majority of injection-site AEs and systemic AEs were mild to moderate in intensity.

. No vaccine-related SAEs were reported. No participants died during the study. No participant

discontinued the study vaccination due to AEs.

2.3.3. Discussion on clinical aspects

The results of V503-024 Stage I demonstrated noninferiority of the serum antibody response
generated by the 9vHPV vaccine for all HPV types in Chinese females 9 to 19 years of age and 27 to 45
years of age, compared with females 20 to 26 years of age (a population in which efficacy was
previously established in a global efficacy study).

Administration of a 3-dose regimen of the 9vHPV vaccine to Chinese females 9 to 19 years of age
induces anti-HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58 antibody responses that generally persist
through 5 years postvaccination 1 as observed in Stage II part of the study.

Based on these results, efficacy of the 9vHPV vaccine in Chinese females 9 to 19 years of age and 27
to 45 years of age is inferred. The data in this application are consistent with prior findings,
demonstrating immunogenicity of the 9vHPV vaccine in young adolescents and women aged 27 to 45
years.

Administration of a 3-dose regimen of the 9vHPV vaccine to Chinese females 9 to 45 years of age was
generally well tolerated through 5 years postvaccination 1. The safety profile in this study did not
reveal any new findings compared with previous clinical and post licensure studies of the 9vHPV
vaccine. There were no safety findings that would indicate any change to the safety profile of the
9vHPV vaccine, therefore no changes to the current EU product information are proposed based on the
results presented.

3. CHMP overall conclusion and recommendation

The results of this study indicate no new efficacy or safety concern. The P46 procedure is considered
fulfilled.
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X Fulfilled:

No regulatory action required.
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