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l. INTRODUCTION

On June 7, 2012 the MAH submitted a completed paediatric study for Synflorix, in accordance with
Article 46 of Regulation (EC) No1901/2006, as amended, on medicinal products for paediatric use.

A short critical expert overview has also been provided.

The MAH stated that the submitted paediatric study does not influence the benefit risk for Synflorix
and that there is no consequential regulatory action.

This study report is also part of a follow-up measure for Synflorix, with the aim to evaluate the
boostability of the immune response following the 2-dose catch-up vaccinatin in children 12-23 months
of age. The study was performed in accordance with an agreed paediatric investigation plan (EMEA-
000673-PIP01-09).

1. SCIENTIFIC DISCUSSION

1.1 Information on the pharmaceutical formulation used in the study

The formulation used in the current study is the same as the commercially available formulation.

1.2 Clinical aspects

1. Introduction
The MAH submitted a final report for:

- 10PN-PD-DIT-062; Booster vaccination with pneumococcal vaccine GSK1024850A in primed
children and catch-up vaccination in unprimed children.

2. Clinical study

10PN-PD-DIT-062; Booster vaccination with pneumococcal vaccine GSK1024850A in primed children
and catch-up vaccination in unprimed children.

» Description

A phase |11, open study in children previously enrolled in study 10PN-PD-DIT-037 (111188) to assess
the immunogenicity, safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate vaccine when administered as a booster dose at either 9-18 or 15-18 months
of age in primed children or when administered as a catch-up vaccination (2+1 schedule) in unprimed
children during the second year of life.

> Methods

e Objective(s)
Primary:

e To assess the immune responses following vaccination with a booster dose of the 10Pn-PD-DiT
vaccine administered at either 9-12 or 15-18 months of age in children previously vaccinated
with the 10Pn-PD-DiT vaccine in study 10PN-PD-DIT-037 (111188) according to a 3-dose
primary vaccination at 6, 10 and 14 weeks of age.

Note: In the Pn-Pn9 group, following protocol amendment 1, the age range for receiving booster dose
was changed from 9-12 to 9-18 months of age. Therefore, for analysis purposes, the group was
divided in two sub-groups [Pn-Pn9 (9-12) and Pn-Pn9 (13-18)] in order to allow evaluation of the early
booster subset (9-12 months of age) for the primary objective.
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Assessor’'s comment: It is unfortunate that the design of the study was not in accordance with the
primary objective. The consequence of the protocol amendment was that there were fewer children
with an early booster.

Secondary:

e To assess, prior to booster vaccination, the antibody persistence following primary vaccination
with the 10Pn-PD-DiT vaccine.

e To assess the immunogenicity of the 10Pn-PD-DiT vaccine following a 2-dose primary
vaccination administered as a catch-up immunization according to a 2+1 vaccination schedule
in unprimed children during the second year of life.

e To assess the immunogenicity of the 10Pn-PD-DiT vaccine following booster vaccination
administered as a catch-up immunization according to a 2+1 vaccination schedule in unprimed
children during the second year of life.

e To assess the safety and reactogenicity of the 10Pn-PD-DiT vaccine when administered as a
catchup immunization according to a 2+1 vaccination schedule in unprimed children during the
second year of life.

e To assess the safety and reactogenicity of a booster dose of the 10Pn-PD-DiT vaccine when
administered at either 9-18 or 15-18 months of age in children primed with the 10Pn-PD-DiT
vaccine in study 10PN-PD-DIT-037 (111188) according to a 3-dose primary vaccination at 6,
10 and 14 weeks of age.

e To assess the antibody persistence following booster vaccination with the 10Pn-PD-DiT vaccine
up to approximately 24 months of age in the primed groups.

e Study design
This was a phase Ill, partially randomized, open study with 3 parallel groups (as described above).
Randomization of subjects primed in study 10PN-PD-DIT-037 (111188) into two groups; Pn-Pn9 and
Pn-Pnl15, in a 1:1 ratio was done at 9-18 months of age (Randomisation visit or Visit 1).

Blood samples:

Pn-Pn9 and Pn-Pnl5 groups: prior to vaccination, one month post-vaccination, and at approximately
24 months of age.

Hib-Pn group: prior to dose 1, one month post-dose 2, prior to and one month post-booster
vaccination.

e Study population /Sample size
Healthy male or female for whom the investigator believes that their parents/ guardian(s) could and
would comply with the requirements of the protocol. Written, signed or thumb-printed informed
consent obtained from the parent(s)/guardian(s) of the child/ward. Where parent(s)/guardian(s) are
illiterate, the consent form was countersigned by a witness.

For primed subjects:
e Completion of the full vaccination course in study 10PN-PD-DIT-037 (111188).
e 9-18 months at the time of randomization.
e 9-18 months of age at the time of booster vaccination for the Pn-Pn9 group.
e 15-18 months of age at the time of booster vaccination for the Pn-Pn15 group

For unprimed subjects:
e Enrolled in study 10PN-PD-DIT-037 (111188).
e 12-18 months of age at the time of first vaccination in the present study.

The sample size was contingent on the number of subjects who received a 3-dose primary vaccination
course with the 10Pn-PD-DiT vaccine for primed subjects or who were enrolled in study 10PN-PD-DIT-
037 (111188) for the unprimed group. (Assessors’ note: 240 subjects received priming vaccination in
study 10PN-PD-DIT-037 and 120 subjects were included in the control group).

Assuming that around 20% of these subjects did not enter this study, it could be considered that
approximately 96 subjects per group received a booster vaccine dose or catch-up vaccine dose(s) in
the current study.
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Considering that 96 subjects per group (288 subjects in total) were to be enrolled and included in the
Total vaccinated cohort, and up to 10% of the subjects might have been excluded from the ATP cohort
for analysis of immunogenicity, there would be 86 evaluable subjects per group (258 subjects in total)
in the current study.

e Treatments
The study groups were as follows:

e Pn-Pn9 group: 50% of subjects (randomly selected) previously primed with the 10Pn-
PDDIT vaccine in study 10PN-PD-DIT-037 (111188) and receiving a booster dose of
10Pn-PDDIT at 9-18 months of age.

e Pn-Pnl15 group: 50% of subjects (randomly selected) previously primed with the 10Pn-
PDDIT vaccine in study 10PN-PD-DIT-037 (111188) and receiving a booster dose of
10Pn-PDDIT at 15-18 months of age.

e Hib-Pn group: unprimed subjects previously vaccinated with DTPw-HBV and Hib
vaccines in the control group of study 10PN-PD-DIT-037 (111188) and receiving a
catch-up vaccination with 10Pn-PD-DiT (2+1 schedule) during the second year of life.
Dose 1 was given at 12-18 months of age, dose 2 at 14-20 months and dose 3 at 18-
24 months of age.

Notes:

1. During the study subjects might have been vaccinated with a measles-containing vaccine and
with the Infanrix/Hiberix (DTPa/Hib) vaccine according to the national recommended
vaccination program. These vaccines were not considered as study vaccines and could be
administered either at any “protocol defined study visit” or at any time during the study except
in the period 30 days before and 30 days after the administration of the study vaccine (10Pn-
PD-DiT).

2. In the Pn-Pn9 group, following protocol amendment 1, the age range for receiving booster
dose was changed from 9-12 to 9-18 months of age. Therefore, for analysis purposes, the
group was divided in two sub-groups [Pn-Pn9 (9-12) and Pn-Pn9 (13-18)] in order to allow
evaluation of the early booster subset (9-12 months of age) for the primary objective.

e Outcomes/endpoints

Primary outcome

Immunogenicity:

Pn-Pn9 and Pn-Pnl15 groups:

Evaluation of immune responses to components of the investigational vaccine, one month after booster
vaccination:

Concentrations of antibodies against vaccine pneumococcal serotypes.

Secondary Outcomes:
Immunogenicity:
Pn-Pn9 and Pn-Pnl15 groups:
e Evaluation of immune responses to components of the investigational vaccine, prior to booster
vaccination and at approximately 24 months of age:
o Concentrations of antibodies against vaccine pneumococcal serotypes.
e Evaluation of immune responses to components of the investigational vaccine, prior to booster
vaccination, one month after booster vaccination and at approximately 24 months of age:
o0 Opsonophagocytic activity against vaccine pneumococcal serotypes
o0 Concentrations of antibodies against cross-reactive pneumococcal serotypes 6A and
19A
0 Opsonophagocytic activity against cross-reactive pneumococcal serotypes 6A and 19A
o Concentrations of antibodies against protein D

Hib-Pn group:

e Evaluation of immune responses to components of the investigational vaccine prior to
vaccination, one month post-dose 2, prior to and one month after the third (booster) vaccine
dose:

o0 Concentrations of antibodies against vaccine pneumococcal serotypes
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(0}
(0}

Opsonophagocytic activity against vaccine pneumococcal serotypes

Concentrations of antibodies against cross-reactive pneumococcal serotypes 6A and
19A

Opsonophagocytic activity against cross-reactive pneumococcal serotypes 6A and 19A
Concentrations of antibodies against protein D

Safety and reactogenicity:
Occurrence of each solicited adverse event within 4 days after each vaccination.

Synflorix

(0}
(0}

Local (any, grade 3) adverse events.
General (any, grade 3, related) adverse events.

Occurrence of unsolicited adverse events within 31 days after each vaccination.
Occurrence of serious adverse events after the first vaccination up to study end.

Statistical Methods
Demography:

Demographic characteristics (age in months, gender and race) were tabulated for each
study cohort as a whole and per group.

The mean age in months (plus range and standard deviation) of the enrolled subjects
at the time of booster or first vaccination with 10Pn-PD-DiT, as a whole, and per group,
was calculated. The mean age in months (plus range and standard deviation) at the
time of randomization (screening visit) was also calculated for the primed Pn-Pnl5
group.

The distribution of subjects enrolled among the study centres was tabulated as a whole
and per group.

A summary of the tracking log-sheet that documented outcomes of the contacts made
with subjects for enrolment in this study was provided.

Analysis of immunogenicity:

The primary analysis was based on the ATP cohort for persistence or on the ATP cohort for
immunogenicity according to the objective. As, in at least one group, the percentage of
vaccinated subjects with serological data excluded from this ATP cohort was more than 5%, a
second analysis based on the Total vaccinated cohort was performed to complement the ATP
analysis.

Descriptive analysis:

Geometric mean concentrations/titres (GMCs/GMTs), seropositivity rates were
calculated with their 95% confidence interval (Cl) for each group and each
pneumococcal serotype and protein D, at each timepoint that a blood sample result
was available.

Distribution of antibody concentrations/titres was displayed using tables and/or reverse
cumulative curves for each group and each pneumococcal serotype and protein D, at
each timepoint that a blood sample result was available.

Exploratory Inferential analysis:

95% Cls for the ELISA GMCs ratio (GMCs Pn-Pnl1l5 group over GMCs Pn-Pn9 group),
one month after booster dose, was computed for each of the pneumococcal serotypes,
for the cross-reactive pneumococcal serotypes 6A and 19A and for protein D, using an
ANOVA model on the logarithm10 transformation of the concentrations (pooled
variance).

95% Cls for the OPA GMTs ratio (GMTs Pn-Pn15 group over GMTs Pn-Pn9 group), one
month after booster dose, was computed for each of the pneumococcal serotypes and
for the cross-reactive pneumococcal serotypes 6A and 19A, using an ANOVA model on
the logarithm10 transformation of the titres (pooled variance).

95% Cls for the ELISA GMCs ratio [GMCs Pn-Pnl5 group over GMCs Pn-Pn9 (9-12)
group], one month after booster dose, was computed for each of the vaccine
pneumococcal serotypes, for the cross-reactive pneumococcal serotypes 6A and 19A
and for protein D using an ANOVA model on the logarithm10 transformation of the
concentrations (pooled variance).

95% Cls for the OPA GMTs ratio [GMTs Pn-Pnl5 group over GMTs Pn-Pn9 (9-12)
group], one month after booster dose, was computed for each of the vaccine
pneumococcal serotypes and for the cross-reactive pneumococcal serotypes 6A and
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19A, using an ANOVA model on the logarithm10 transformation of the titres (pooled
variance).

Analysis of safety:

e The primary analysis was based on the Total vaccinated cohort. As, in at least one
group, the percentage of vaccinated subjects excluded from the ATP cohort for analysis
of safety was more than 5%, a second analysis based on the ATP cohort for safety was
performed to complement the primary analysis.

Descriptive analyses:

e Incidence of solicited and/or unsolicited local and/or general AEs during the 31-day
postvaccination period was calculated with exact 95% CI after each vaccine dose and
overall, according to the type of symptom, intensity and relationship to vaccination.

e Incidence of each local and each general solicited symptom reported during the 4-day
postvaccination period was calculated with exact 95% CI after each vaccine dose and
overall, according to the type of symptom, intensity and relationship to vaccination.

e The percentages of subjects/doses with unsolicited symptoms reported within the 31-
days postvaccination period were summarized according to the Medical Dictionary for
Regulatory Activities (MedDRA), with exact 95% CI, according to the intensity and
relationship to vaccination. The same tabulation was done for unsolicited symptoms
resulting in a medically attended visit.

e The number and percentage of subjects who took concomitant antipyretic/medication
at least once during the 4-day post-vaccination period was computed with exact 95%
Cl after each vaccine dose and overall. The number and percentage of doses for which
the subjects took concomitant antipyretic/medication at least once during the 4-day
(day 0-day 3) solicited follow-up period were tabulated over the full vaccination course,
with exact 95% CI.

e Serious adverse events (SAEs), large swelling reactions and withdrawal(s) due to AE(S)
reported during the entire study period were described in detail.

> Results

e Recruitment/ Number analysed

Number of subjects Pn-Pn9 (9-12) |Pn-Pn9 (13-15)|Pn-Pn9 Pn-Pn15 Hib-Pn
Planned, N - - 120 120 120
Randomised, N (Total Vaccinated Cohort) | 74 26 100 85 87
Completed, n (%) 47(63.5) 22(84 6) 69(69.0) 71(74.7) 61(70.1)
Demographics Pn-Pn9 (9-12) |Pn-Pn9 (13-15)|Pn-Pn% Pn-Pn15 Hib-Pn
N (Total Vaccinated Cohort) 74 26 100 95 87
Females: Males 30:44 9:17 39:61 50:45 48:39
Mean Age*, months (SD) 109 (0.37) 17.0 (0.82) 125(2.74) (156(1.27) [16.1(1.18)
sian — Cenfral/South Asian hentage, n |74 (100) 26 (100) 100 (100) (94 (98.9) 87 (100)
(%)

Pn-Pn9 (9-12) = Pnmed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary

accination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Pnmed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose

rimary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary

accination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary

accination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

Mean age at first vaccination

Assessor’'s comment: It is assumed that the Table head for the second group (i.e. Pn-Pn9 (13-15) is a
typographical error as it is not in accordance with the explanation below the table (Pn-Pn9 (13-18),
and the age limits given in the methods section.
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Summary of tracking documents for all subjects initially enrolled in the primary study 10PN-
PD-DIT-037 (111188) (Primary Total vaccinated cohort)

10Pn Hiberix Total
N=240 | N=120 | N=360
n (% |n |% n_|%
Not participating to study 10PN-PD-DIT-062 BST:037 (112909) 40 [16.7 |33 |275 |73 |203
Not eligible 1 (04 |0 |00 |1 |03
Lost to follow-up 18 |75 |22 1183 |40 |11.1
Not willing to participate due to AE or SAE 0 100 |0 [00 |0 [00
Not willing to participate due fo other reason 21 188 |11 (92 |32 [89
Died 0 00 |0 [00 |0 |00
Enrolled in study 10PN-PD-DIT-062 BST:037 (112909) 200 |83.3 |87 (725 |287 (797

10Pn = 10Pn-PD-DiT+DTPw-HBV/Hib (Pnmary study group)

Hiberix = Hib + DTPw-HBV (Primary study group)

N = number of enrolled subjects in the primary study 10PN-PD-DIT-037 (111188)
n/% = number/percentage of subjects in a given category
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e Efficacy results

Persistence of immune response to pneumococcal serotype specific polysaccharides prior to
booster vaccination

22F Inhibition ELISA

For each of the vaccine pneumococcal serotypes:

At least 94.3% of subjects in the Pn-Pn9 and Pn-Pnl1l5 groups had antibody concentrations = 0.05
pg/mL (Table 27).

At least 80.7% of subjects in the Pn-Pn9 group and 78.9% of subjects in the Pn-Pn15 group had
antibody concentrations >0.2 ug/mL except for serotype 1 (65.9% in the Pn-Pn9 group and 64.4% in
the Pn-Pn15 group) (Table 27).

For cross-reactive serotypes:

The observed percentage of subjects with antibody concentrations >0.05 pg/mL was 78.7% for 6A and
79.5% for 19A in the Pn-Pn9 group and 86.2% for 6A and 89.9% for 19A in the Pn-Pn15 group (Table
29).

The observed percentage of subjects with antibody concentrations =0.2 ug/mL was 46.1% for 6A and
62.5% for 19A in the Pn-Pn9 group and 52.9% for 6A and 69.7% for 19A in the Pn-Pn15 group (Table
29).

Opsonophagocytic activity

For each of the vaccine pneumococcal serotypes, at least 64.4% of subjects in the Pn-Pn9 group and
60.5% of subjects in the Pn-Pnl15 group, respectively, had OPA titres =8 except for serotypes 1
(41.4% in the Pn-Pn9 group and 40.5% in the Pn-Pn15 group) and 5 (48.3% in the Pn-Pn9 group and
44.4% in the Pn-Pn15 group) (Table 31).

For cross-reactive serotypes, the observed percentage of subjects with OPA titres =8 was 40.7% for
6A and 25.6% for 19A in the Pn-Pn9 group and 47.6% for 6A and 23.2% for 19A in the Pn-Pn15 group
(Table 33).

Assessor’'s comment: The antibody titres decline for most serotypes prior to booster vaccination, which
is in agreement with other studies and as expected.
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Table 27 Seropositivity rates and GMCs for ANTI-1, ANTI-4, ANTI-5, ANTI-6B, ANTI-7F,
ANTI-9V, ANTI-14, ANTI-18C, ANTI-19F and ANTI-23F antibodies (ATP cohort for
persistence)

>0.05 pg/mL >0.2 pg/mL GMC

95% CI 95% ClI 95% CI
Antibody |Group Timing Nin (% |JLL [UL |n (% |LL |UL [value |LL [UL
ANTI-1 Pn-Pn9 (8-12)  |PIlI(M3) 66 |66 |100 |94.6 (100 (66 |100 (946 [100 |3.38 (273 |4.18
PRE-BOOSTER [65]65(100 [94.5 |100 |48 738 |615(84.0 (045 |0.34 |0.60
Pn-Pn9 (13-18) |PIlI(M3) 23123 (100 852 |100 |23|100 |85.2 100 [322 (230 (4.50
PRE-BOOSTER |23|21(81.3 [72.0 |989 |10 435|232 655 (021 |0.12 |0.37
Pn-Pn9 PIII(M3) 89189 (100 959 |100 |89 100 |959 (100 [334 (279 (3.98
PRE-BOOSTER |88 86 |97.7 (92.0 |99.7 |58 [65.9 |55.0 |75.7 [0.37 |029 |0.48
Pn-Pn15 PIII(M3) 90 (891989 |94.0 (100 (89989 (940 (100 (360 (293 |4.44
PRE-BOOSTER |87)82(94.3 (871 |98.1 |56 (644 |534 |[744 (030 |024 |0.38
Hib-Pn PIII{M3) 84(14|16.7 |94 (264 (2 |24 (03 (83 (003 (003 |0.04
PRE-VACC 841(191226 142 (330 (3 |36 (0.7 (101|004 (003 |0.04
ANTI-4 Pn-Pn9 (8-12)  |PIlI(M3) 66166 [100 |94.6 |100 |63 ]955 |87.3 [99.1 |360 (274 |(4.74
PRE-BOOSTER |65]65{100 (945|100 |59 (908 |81.0 |965 (103 |079 |1.34
Pn-Pn9 (13-18) |PIlI(M3) 23(23|100 852 (100 (23100 [85.2 (100 |366 (258 |5.21
PRE-BOOSTER |23]21{91.3 (72.0 989 |14 (609 |385 |80.3 [0.33 |0.18 |0.62
Pn-Pn9 PIII(M3) 89189 (100 |95.9 1100 |86 966 |90.5 [99.3 [362 (291 (450
PRE-BOOSTER (88186 (97.7 |92.0 |99.7 |73 |83.0 734 [30.1 |0.76 (058 (1.00
Pn-Pn15 PIII(M3) 90189(98.9 |94.0 |100 |89)989 |94.0 (100 |413 (332 ([5.13
PRE-BOOSTER 85|84 [98.8 [93.6 |100 (70 (824 |726 [89.8 [057 (045 |0.72
Hib-Pn PIII(M3) 841191226 1142 (330 (7 |83 (34 (164|004 (003 |0.05
PRE-VACC 83(211253 1164 (360 (7 |84 (35 (166004 (003 [0.05
ANTI-5 Pn-Pn9 (8-12)  |PIlI(M3) 66 |66 [100 |94.6 (100 (65]985 (918 [100 (442 (356 |548
PRE-BOOSTER [65)65(100 |94.5 |100 |58 [89.2 |79.1 |956 (060 |047 |0.77
Pn-Pn9 (13-18) |PIII(M3) 23(23|100 852 (100 (23100 (852 [100 |441 (333 |583
PRE-BOOSTER |23)22{95.7 (78.1 1999 |13 [565 |34 5 |76.8 (029 |0.18 |0.49
Pn-Pn9 PIII{M3) 89 (89100 959 (100 (88989 (939 [100 |442 (371 |525
PRE-BOOSTER (88|87 (98.9 |93.8 |100 |71(80.7 |709 |88.3 [0.50 |040 |0.63
Pn-Pn15 PIII(M3) 90 (90100 |96.0 [100 (88978 (922 [99.7 [4.13 (339 |5.04
PRE-BOOSTER (87 |85(97.7 |91.9 |199.7 [70|805 |706 |88.2 (038 |0.31 |047
Hib-Pn PIII(M3) 84137144013321553 |9 |10.7 |50 (194 (005 (0.04 |0.06
PRE-VACC 83 (36 (434 |325|54.7 (10(120 |59 [21.0 [005 (004 ]0.06
ANTI-6B  |Pn-Pn9 (9-12)  [PIlI(M3) 66 (621939 1852 [98.3 [51 773 [65.3 [86.7 [0.75 (051 |1.10
PRE-BOOSTER |66 [65(98.5 |91.8 |100 [58 |879 |775 (946 064 (049 ]0.84
Pn-Png (13-18) [PIlI(M3) 23 (231100 852 (100 [17]739 (516 (898 |068 (038 [1.20
PRE-BOOSTER (22122 (100 |84.6 |100 [17|77.3 |54.6 |92.2 [067 [033 |1.37
Pn-Png PIII(M3) 89 (85955 1889 (988 |68 764 [66.2 [848 |0.73 (053 [1.00
PRE-BOOSTER (88|87 (98.9 |93.8 |100 [75(852 |76.1 [91.9 [065 [050 |0.85
Pn-Pnt5 PlII{M3) 90(82191.1 |183.2 [96.1 [70|77.8 |67.8 [859 |067 (049 [0.93
PRE-BOOSTER |90)88 (978 (922 |199.7 |71|789 |69.0 |86.8 [0.51 |040 |0.65
Hib-Pn PIII(M3) 84(32|38.1 |277 (493 (8 |95 [42 [179 005 (004 |0.07
PRE-VACC 83[14|169 |95 (267 (3 |36 (08 (102|003 (003 |0.04
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20.05 pg/mL 20.2 pg/mL GMC

95% Cl 95% CI 95% CI

Antibody |Group Timing Niln [% |[LL JUL |n [% |LL |UL |value [LL [UL
ANTITF  |Pn-Pn9(9-12)  [PIlI{M3) 66 |66 (100 |194.6 |100 [66]100 |94.6 (100 [361 295 (442
PRE-BOOSTER |65]65|100 [94.5|100 [63(96.9 |89.3 |996 (1.30 [1.02 (165

Pn-Pn9 (13-18) |PIII(M3) 23|23 (100 |85.2 |100 [23|100 |85.2 (100 |4.23 |3.15 [5.70
PRE-BOOSTER 2323|100 [85.2 |100 |23 (100 |85.2 |100 (0.74 [0.53 [1.05

Pn-Pn3 PllI{M3) 89(89 /100 1959 (100 [89]100 [359 [100 |3.76 |3.19 |4.44
PRE-BOOSTER 88|88 |100 [95.9 |[100 |86(97.7 |92.0 |99.7 [1.12 [0.92 [1.38

Pn-Pn15 PIII(M3) 90 (90 (100 196.0 |100 [89]98.9 |194.0 (100 [369 |3.04 [4.49
PRE-BOOSTER 8989|100 [95.9 |[100 |87 (97.8 |92.1 |99.7 [0.98 [0.79 [1.23

Hib-Pn PII(M3) 8438452 1343|565 [12]|143 |76 (236|006 ]0.04 [0.08
PRE-VACC 84 (3414051299 [51.7 [16]19.0 [11.3 (291 |0.06 |0.04 |0.08

ANTISV  |Pn-Pn9(9-12) [PIlI{M3) 66 (66 (100 |94.6 |100 [66]100 |94.6 [100 |436 |3.49 (544
PRE-BOOSTER [65(65|100 |94.5 [100 |63]|96.9(89.3 [996[1.32 |1.04 |168

Pn-Pn9 (13-18) |PIII(M3) 23|23 (100 |85.2 |100 [22]95.7 |78.1 (999 [3.34 |2.02 [5.53
PRE-BOOSTER 2323|100 [85.2 [100 |21(91.3 |72.0 |98.9 (090 (047 [1.70

Pn-Pn9 PlII{M3) 8989 (100 195.9 |100 [88]98.9 |193.9 [100 |4.07 |3.31 [5.00
PRE-BOOSTER 8888|100 [95.9 |[100 |84(95.5|88.8 |98.7 (1.20 [0.94 [152

Pn-Pn15 PllI{M3) 90(89198.9 194.0 (100 [89]98.9 |94.0 [100 |4.31 |348 |5.35
PRE-BOOSTER 19090 |100 [96.0 |100 |85(94.4 |87.5 |98.2 (098 [0.78 [1.23

Hib-Pn PII(M3) 8438 (452 |134.3 |56.5 [16]19.0 |11.3 [29.1 |0.07 ]0.05 [0.09
PRE-VACC 83(20(24.1 1154 |34.7 |7 |84 |35 [166(0.04 ]0.03 [0.05

ANTH14  |Pn-Pn9(9-12) |PlI{M3) 66|66 (100 1946|100 [66]100 |94.6 [100 [522 |3.99 [6.83
PRE-BOOSTER |66 |64 |97.0 [89.5 |99.6 |57 (86.4 |[75.7 |936 (209 [1.33 [3.30

Pn-Pn9 (13-18) [PIlI{M3) 23|23 (100 |85.2 |100 [23]100 |85.2 100 |4.43 |2.57 [7.66
PRE-BOOSTER [23(23|100 |85.2 [100 |22]95.7 [78.1 [999[1.06 061 |1.83

Pn-Pn9 PllI{M3) 8989 (100 195.9 |100 [89]100 |95.9 [100 [5.01 |3.94 [6.36
PRE-BOOSTER |89)87|97.8 [92.1 |99.7 |79(86.8 |80.3 |94 5 [1.76 [1.22 |253

Pn-Pn15 PllI{M3) 90 (90 |100 196.0 (100 [90]100 {96.0 (100 |5.10 (404 |644
PRE-BOOSTER [89(88(98.9 |93.9 (100 [79)88.8 [80.3 [34.5]1.37 |1.00 |1.87

Hib-Pn PlII{M3) 84(72185.7 |76.4 [92.4 |48|57.1 |[459 (679|026 |0.19 |0.36
PRE-VACC 83(49(59.0 |147.7 |69.7 [11]13.3 |68 (225|006 |0.05 [0.08
ANTI-18C |Pn-Pn9(9-12)  [PIlI{M3) 66 (66 |100 |194.6 (100 |66)100 |94.6 (100 [15.37 |11.96 [19.75
PRE-BOOSTER |66 66 |100 [94.6 |100 |66 (100 |94.6 |100 (3.09 [2.35 |4.07
Pn-Pn9 (13-18) [PIlI{M3) 23|23 (100 |85.2 |100 [23]100 |85.2 (100 [15.03 |8.46 [26.70
PRE-BOOSTER [23 (23 [100 |85.2 {100 [21)91.3 (720 [98.9)1.37 |0.78 |239
Pn-Pn9 PII(M3) 8989 (100 |95.9 |100 [89[100 |95.9 |[100 [15.28 [12.12 [19.27
PRE-BOOSTER [89[89[100 [959 [100 |87[97.8]921[99.7 [251 [1.94 [3.23
Pn-Pn15 PllI{M3) 90(89(98.9 194.0 |100 [89]98.9 |94.0 (100 [13.80 |10.46 |18.20
PRE-BOOSTER [90(89(98.9 |94.0 (100 [87]96.7 [906 [99.3 |161 |1.26 205

Hib-Pn PllI{M3) 84 (441524 1412 [634 [19]226 [14.2 [33.010.08 [0.06 |0.11
PRE-VACC 83(17(205]124 |1308 |7 |84 |35 [166]004 ]0.03 [0.05
ANTI-19F |Pn-Pn9(9-12)  [PIlI{M3) 66 |66 |100 |94.6 (100 [66(100 |94.6 (100 |11.85 |9.08 |1545
PRE-BOOSTER |66 66 |100 |94.6 |100 |64 (97.0 |89.5 1996 (219 [1.60 (3.01
Pn-Pn9 (13-18) |PIII(M3) 23(23|100 |85.2 {100 [23]100 [85.2 (100 |10.62 |7.00 |16.09
PRE-BOOSTER 2323|100 [85.2 |100 |19(826 |61.2 |95.0 [0.97 [0.55 [1.72
Pn-Pn9 PII(M3) 8989 (100 1959|100 [89]100 |95.9 100 [11.52 [9.24 ([14.36
PRE-BOOSTER 18989 |100 [95.9 |[100 |83(93.3 |85.9 |97.5 [1.78 [1.34 |2.36
Pn-Pn15 PII(M3) 90 (90 {100 |96.0 |100 [88]97.8 |92.2 [99.7 [10.52 |8.14 [13.60
PRE-BOOSTER (8888|100 |95.9 [100 |85]96.6 (904 [993[1.36 |1.10 [1.68

Hib-Pn Plll{M3) 84|64 (76.2 |65.7 |B4.8 [31]36.9 |26.6 [48.1 |0.13 ]0.10 [0.18
PRE-VACC 83[30)36.1 1259 (474 |17]20.5 [12.4 (30.8 |0.07 |0.05 |0.09
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20.05 pgimL 20.2 pg/ml GMC
95% ClI 95% ClI [ 95%ClI
Antibody |Group Timing Nin[% JLL [UL |n [% [LL [UL [value [LL |UL
ANTI-23F |Pn-Pn9(9-12) |PII(M3) 66 (63 [95.5 |187.3199.1 |58(87.9 [77.5(946 (125 |0.86 |1.81
PRE-BOOSTER |66(65(98.5|91.8 (100 |55]|83.3|72.1 [91.4]085 [061 (1.19
Pn-Pn9 (13-18) [PIlI(M3) 23123100 |85.2 [100 [22(95.7 (78.1 1999|126 [0.78 [2.02
PRE-BOOSTER |22(21(955 [77.2 (999 |17|77.3|546 (922|046 |0.26 |0.81
Pn-Pn9 PlII{M3) 89186 |96.6 |90.5 [99.3 (B0 (899 (81.7 |95.3 125 [093 [1.69
PRE-BOOSTER |88(86[97.7 [92.0 (99.7 |72|81.8 |72.2 [89.2 |0.73 |0.55 (0.97
Pn-Pn15 PllI{M3) 90186 /95.6 |89.0 [98.8 [77(85.6 [76.6 |921|1.03 [0.75 [1.41
PRE-BOOSTER |88(86(97.7 [92.0 (99.7 |70|79.5 |696 [87.4 |064 049 (085
Hib-Pn PlII{M3) 841261310 121.3 |420 [11{13.1 (6.7 |222]0.05 [0.04 [0.06
PRE-VACC 83[20(24.1 1154|3478 [96 |43 |18.1(0.04 [0.03 ]0.05
Pn-Pn3 (9-12) = Pnimed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary

vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 menths of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose pnimary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Hib-Pn= Unpnmed group receiving 2+1 caich up vaccination with 10Pn-PD-DiT in the second year of life

GMC = geometric mean anfibody concentration

N = number of subjects with available results

n/% = number/percentage of subjects with conceniration within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PllI{M3) = one month after dose lll of 10Pn-PD-DiT (for Pn-Pn groups) and Hiberix (for Hib-Pn group)
PRE-BOOSTER = prior to booster dose

PRE-VACC = pnior to catch-up vaccination
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Table 29 Seropositivity rates and GMCs for ANTI-6A and ANTI-19A antibodies (ATP cohort
for persistence)

20.05 pg/mL 20.2 pg/ml GMC
95% ClI 95% CI 95% CI
Antibody Group Timing Nin [% |LL JUL |n (% |LL (UL |value [LL |UL
ANTI-6A Pn-Pn9 (9-12) [PIII(M3) 66 [55 (83.3 [72.1 [91.4 (29 [43.9 [31.7 [56.7 [0.16 [0.12 [0.22
PRE-BOOSTER |66 |51 [77.3 |65.3 [86.7 |31]47.0 [346 |59.7 [0.18 |0.13 [0.26
Pn-Pn9 (13-18) [PIII(M3) 23(17 (739 (516 (898 [5 [21.7 (75 ([43.7[011 [0.06 [0.19
PRE-BOOSTER (23 (19 1826 |61.2 [95.0 |10 |43.5 (232 [65.5 [0.21 |0.10 |0.42
Pn-Pn9 PllI{M3) 89|72 (809 [71.2 |188.5 (34 |38.2 |28.1 (49.1 |0.14 |0.11 |0.19
PRE-BOOSTER |89 |70 (78.7 |68.7 [86.6 |41 |46.1 [354 |57.0 [0.19 [0.14 [0.26
Pn-Pn15 PlII(M3) 90 (77 |85.6 [76.6 [92.1 (40 [44.4 [34.0 [55.3 [0.16 [0.12 [0.20
PRE-BOOSTER |87 |75 [86.2 |[77.1 [92.7 |46 [52.9 (419 |63.7 [0.22 |0.16 [0.29
Hib-Pn PlII{M3) 84|44 [524 [41.2 1634 (10[11.9]59 (208 |0.06 |0.05 |0.08
PRE-VACC 83 (12145 (77 [239 (3 (36 |08 (102 |0.03 [0.03 [0.04
ANTI-19A Pn-Pn9 (9-12) [PIII(M3) 66 |60 [90.9 [81.3 |196.6 (44 |66.7 |540 (778 |0.32 023 |0.46
PRE-BOOSTER |65 |52 |80.0 |68.2 [88.9 |39 |60.0 [47.1 [72.0 [0.32 ]0.20 |0.50
Pn-Pn9 (13-18) [PIII(M3) 23|20 |87.0 |66.4 |197.2 (16 |69.6 |47.1 (86.8 |0.37 |0.19 |0.73
PRE-BOOSTER |23 (18 [78.3 |56.3 [92.5 |16 |69.6 [47.1 |86.8 [0.28 [0.14 [0.55
Pn-Pn9 PlII(M3) 8980 |89.9 [81.7 |195.3 [60 |67.4 |56.7 (77.0 |10.34 0.25 |0.46
PRE-BOOSTER |88 |70 [79.5 |69.6 [87.4 |55 |62.5 [51.5 |726 [0.31 [0.21 [0.45
Pn-Pn15 PlII{M3) 90|80 |88.9 [80.5 |194.5 [51 |56.7 |45.8 [67.1 |10.27 10.20 |0.36
PRE-BOOSTER |89 |80 [89.9 181.7 [95.3 |62 |69.7 [59.0 |79.0 [0.33 025 [0.45
Hib-Pn PllI{M3) 84150 [59.5 |48.3 |70.1 [16|19.0 |11.3 (29.1 |0.08 0.06 |0.10
PRE-VACC 84|30 [35.7 [25.6 |146.9 (14 |16.7 |94 (264 |0.06 |0.04 |0.08

Pn-Pn9 (3-12) = Prmed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose
primary vaccinafion in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (39-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Pnimed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Hib-Pn= Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

GMC = geomefric mean anfibody concentration

N = number of subjects with available results

n/% = number/percentage of subjects with concentration within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PllI(M3) = one month after dose Il of 10Pn-PD-DiT (for Pn-Pn groups) and Hiberix (for Hib-Pn group)
PRE-BOOSTER = prior fo booster dose

PRE-VACC = prior fo catch-up vaccination
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Table 31 Seropositivity rates and GMTs for OPSONO-1, OPSONO-4, OPSONO- 5, OPSONO-6B,
OPSONO-7F, OPSONO-9V, OPSONO-14, OPSONO- 18C, OPSONO-19F and OPSONO-23F titres

(ATP cohort for persistence)
=28 GMT
95% Cl 95% Cl
Antibody Group Timing N [n [% [LL (UL |value |LL UL
OPSONO-1 Pn-PnS (3-12) PII{M3) 36 (33 1917 [77.5 [98.2 [171.6 |1025 [2873
PRE-BOOSTER 66 |29 |[439 [31.7 [56.7 [18.1 115 28.6
Pn-Pn9 (13-18) PII(M3) 13|11 |846 |546 [981 (1117 |37 1 336.3
PRE-BOOSTER 21 |7 [333 |146 [57.0 |123 56 271
Pn-Pn9 PlI{M3) 49 |44 1898 |778 |9%.6 (1531 [96.7 242 5
PRE-BOOSTER 87 |36 |414 [30.9 [524 [165 11.2 24.3
Pn-Pn15 PII(M3) 49 143|878 [75.2 (954 [1378 (856 2216
PRE-BOOSTER 84 134 1405 [29.9 [51.7 [156 10.5 23.0
Hib-Pn PII(M3) 4113 |73 [1.5 [199 [51 38 7.0
PRE-VACC 77|13 139 |08 |110 |44 39 5.0
OPSONO-4 Pn-PnS (3-12) PIlI(M3) 36 |36 [100 (S0.3 (100 (V388 (4623 |1180.7
PRE-BOOSTER 65 |52 [80.0 |68.2 (88.9 |805 48 4 1337
Pn-Pn3(13-18)  [PIN(M3) 13 [13[100 [75.3 [100 [9458 [4698 [19039
PRE-BOOSTER 20 |11 |95.0 [31.5 [76.9 [45.2 13.6 150.8
Pn-PnS PIII(M3) 49 149 |[100 [92.7 [100 ([788.8 [539.7 [1153.1
PRE-BOOSTER 85 |63 |[74.1 [63.5 [83.0 [70.3 439 1125
Pn-Pn15 PII(M3) 49 |47 1959 |86.0 |995 |7476 (4655 |12006
PRE-BOOSTER 81|66 815 |[71.3 [89.2 [1028 |[66.4 159.1
Hib-Pn PlI{M3) 40 |17 |425 |27.0 |99.1 (158 9.0 279
PRE-VACC 67 15 |75 [25 [166 [6.2 42 9.3
OPSONO-5 Pn-Pn9(9-12)  [PII(M3) 36 (35 (972 [855 [99.9 [106.3 [63.0 [164.0
PRE-BOOSTER 66 |36 |94.5 |41.8 |66.9 (137 9.7 19.3
Pn-Pn9 (13-18) PlI{M3) 13 [13 |100 |75.3 |100 |738 354 153.8
PRE-BOOSTER 2116 |286 |113 [922 [V 6 4.4 13.2
Pn-Pn9 PII(M3) 49 148 |98.0 [89.1 [99.9 [965 67.2 138.6
PRE-BOOSTER 87 |42 [483 (374 [59.2 [119 8.9 159
Pn-Pn15 PII(M3) 49 |46 |93.9 [83.1 [98.7 [90.3 61.6 1323
PRE-BOOSTER 81 )36 |444 [334 [55.9 [104 78 13.7
Hib-Pn PII(M3) 4112 |49 [06 [165 [46 36 58
PRE-VACC 781 [1.3 [00 [69 [42 38 4.7
OPSONO-6B Pn-Pn9 (9-12) PII{M3) 36 |30 |833 |67.2 [936 |3640 (1591 |B8330
PRE-BOOSTER 66 |42 |636 [50.9 [75.1 [48.1 27.5 839
Pn-Pn9 (13-18) PII(M3) 1312|923 |64.0 |99.8 |6698 (2029 [2211.1
PRE-BOOSTER 21 |14 |66.7 |43.0 (854 |576 18.6 178.1
Pn-PnS PlI(M3) 49 142 |185.7 [728 [94.1 [4280 (2193 (8350
PRE-BOOSTER 87 |56 |644 [534 [744 [502 30.7 82.1
Pn-Pn15 PII(M3) 49 140 |816 [68.0 [91.2 [3525 [1776 [6994
PRE-BOOSTER 82 |56 |68.3 |57.1 |78.1 [62.0 36.5 105.5
Hib-Pn PII(M3) 3905 [128 (43 (274 [63 40 9.8
PRE-VACC 714 |56 |16 |138 |53 39 7.0
Synflorix
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=8 GMT
95% Cl 95% CI
Antibody Group Timing N [n [% [LL (UL [value [LL UL
OPSONO-TF Pn-Pn9 (3-12) PlII(M3) 36 |36 |100 [90.3 [100 [1690.5 [12590 [2269.9
PRE-BOOSTER 66 |66 (100 |946 (100 |1050.0 |796.1 [1385.0
Pn-Pn9(13-18)  |PIIM3) 13 |13 [100 |75.3 [100 |1719.0 [1080.1 (27357
PRE-BOOSTER 21|21 (100 |83.9 (100 |1600.4 |932.1 (27478
Pn-PnS PHI(M3) 49 |49 (100 |92.7 [100 |1698.0 [13351 (21597
PRE-BOOSTER 87 (87 [100 [958 [100 |11625 (9100 |14850
Pn-Pn15 PHIM3) 49 149 (100 |92.7 (100 |1427.0 (10034 (20294
PRE-BOOSTER 84 |84 (100 |95.7 [100 |1551.1 |12694 (18953
Hib-Pn PHI(M3) 38 |25 |65.8 (486 |80.4 (692 33.2 1443
PRE-VACC 65 |54 (831 |71.7 [91.2 |1186.4 |588.8 [2390.7
OPSONO-9V Pn-Pn3 (9-12) PHI(M3) 36 |35 |97.2 [85.5 |99.9 [13986 (8863 |2207.1
PRE-BOOSTER 63 |60 (952 [86.7 [99.0 |3733 2613 [5334
Pn-Pn9(13-18)  |PIIM3) 12 [12 |100 |73.5 |100 |18449 [10952 (31076
PRE-BOOSTER 20 |20 (100 |83.2 (100 |673.7 3088 (14697
Pn-PnS PHI(M3) 48 |47 (979 |88.9 (999 |1498.9 [1047.1 (21456
PRE-BOOSTER 83 (80 |96.4 (898 |99.2 [4304 [3107 [5961
Pn-Pn15 PlIM3) 49 |48 (98.0 |89.1 (999 |1187.3 7782 [18114
PRE-BOOSTER 82 |81 (988 |934 [100 |6176 4776 |7986
Hib-Pn PHI(M3) 40 |6 (150 |57 (298 |78 4.5 13.3
PRE-VACC 60 |41 (683 |55.0 [79.7 |1926 |936  |[396.5
OPSONO-14 Pn-PnS (9-12) PlI(M3) 36 (33 [91.7 [77.5 |98.2 [800.3 (4003 [1600.1
PRE-BOOSTER 64 |54 (844 731 (922 |1966 |1157 |[3342
Pn-Pn9 (13-18)  |PIIM3) 12 111 [91.7 |61.5 (998 |6024 |1554 (23347
PRE-BOOSTER 21121 (100 [83.9 [100 J2392 |1163 |4918
Pn-Pn9 PII(M3) 48 |44 (917 |80.0 [97.7 |7454 4111 [13518
PRE-BOOSTER 85 |75 (882 [794 (942 |2064 1342 |[3175
Pn-Pn15 PlI(M3) 49 |48 (98.0 |89.1 [99.9 |1001.8 |6054 [16578
PRE-BOOSTER 79 |67 184.8 [75.0 |919 [166.3 [1057 2616
Hib-Pn PII(M3) 40 |11 [275 |146 (439 [8.2 53 12.6
PRE-VACC 69 |16 (232 [139 |349 [135 78 23.5
OPSONO-18C  |Pn-Pn9 (9-12) PlI(M3) 36 (36 {100 [90.3 |100 [1023.7 (7625 |13744
PRE-BOOSTER 65 |48 (738 |61.5 (840 |379 |264 96.5
Pn-Pn9 (13-18)  |PlI(M3) 12 112 {100 |73.5 (100 |1106.5 |5142 (23812
PRE-BOOSTER 20 |7 [350 [154 |59.2 [148 54 40.4
Pn-Pn3 PHI(M3) 48 |48 (100 [92.6 (100 |1043.8 |791.7 [1376.1
PRE-BOOSTER 85 |55 [o4.7 |53.6 [74.8 |304 207 |46
Pn-Pn15 PHI(M3) 49 |47 (959 |86.0 (995 |7485 |4847 [11559
PRE-BOOSTER 81149 [60.5 [49.0 |71.2 |23.0 156 1340
Hib-Pn PHI(M3) 3912 |51 |06 [17.3 |53 3.5 7.9
PRE-VACC 743 |41 (08 |114 [48 38 6.0
OPSONO-19F Pn-Pn9 (9-12) PlI(M3) 36 (36 (100 (90.3 |100 (8902 |[600.1 |1320.4
PRE-BOOSTER 65 |54 (831 [71.7 |91.2 [502 |332 |759
Pn-Pn9(13-18)  |PIIM3) 13 |13 [100 |75.3 [100 |1057.7 (4695 (23828
PRE-BOOSTER 2115|714 (478 |88.7 (266 123 [576
Pn-Pn3 PlI(M3) 49 |49 (100 [92.7 [100 |931.8 6596 [1316.5
PRE-BOOSTER 86 |69 [80.2 |70.2 |88.0 |43.0 299 [61.7
Pn-Pn15 PlI(M3) 49 |47 (959 |86.0 (995 |6936 4484 (10728
PRE-BOOSTER 82 |66 (805 |70.3 (88.4 |424 295 [608
Hib-Pn PHI(M3) 40 |6 (150 |57 (298 |63 4.2 9.5
PRE-VACC 762 |26 [03 |92 |42 39 4.6
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28 GMT

95% Cl 95% CI

Antibody Group Timing N |n |% |LL |UL [value [LL UL
OPSONO-23F Pn-Pn9 (9-12) PII(M3) 36 (351972 (855 |99.9 [1611.5 [9651 [2691.0
PRE-BOOSTER 66 |46 |69.7 |57.1 |80.4 |1932 |96.0 3886
Pn-Pn9(13-18)  |PII(M3) 13 |13 [100 |75.3 [100 |2351.3 [11858 (46623

PRE-BOOSTER 20 [10 |50.0 [27.2 |72.8 [79.3 16.9 3726
Pn-Pn9 PII(M3) 49 |48 (98.0 |89.1 (999 |1781.4 [11839 (26805

PRE-BOOSTER 86 |56 |65.1 |54.1 |75.1 |157.0 |83.2 296.3
Pn-Pn15 PHI(M3) 49 |47 (959 |86.0 (995 |1104.7 6806 [1793.0
PRE-BOOSTER 80 |63 (788 |68.2 (871 |531.1 2803 [1006.4

Hib-Pn PHI(M3) 396 |154 [59 |30.5 [9.0 48 16.9

PRE-VACC 72 |24 1333 (227 1454 |419 18.8 93.2

Pn-Pn9 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

GMT = geometric mean fifre

N = number of subjects with available results

n/% = number/percentage of subjects with titre within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PIII(M3) = one month after dose Il of 10Pn-PD-DiT (for Pn-Pn groups) and Hiberix (for Hib-Pn group)
PRE-BOOSTER = prior to booster dose

PRE-VACC = prior to catch-up vaccination
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Table 33 Seropositivity rates and GMTs for OPSONO-6A and OPSONO-19A titres (ATP cohort

for persistence)
28 GMT
95% CI [ 95%CI
Antibody Group Timing N [n |% |LL JUL |value [LL [UL
OPSONO-6A Pn-Pn3 (9-12) PII(M3) 32 |16 [500 |319 [68.1 [247 [120 [50.8
PRE-BOOSTER 65 |28 1431 (308 [56.0 |221 |131 |37.0
Pn-Pn3 (13-18) PII(M3) 12 16 [500 [21.1 (789 [290 |76 [1109
PRE-BOOSTER 21 |7 [333 |146 [570 [183 [59 [56.1
Pn-Pn% PII(M3) 44 122 1500 |346 |654 [258 [140 475
PRE-BOOSTER 86 |35 |40.7 (302 |518 |211 |132 |336
Pn-Pn15 PIlI(M3) 48 121 1438 |295 |588 [195 [11.0 |346
PRE-BOOSTER B2 |39 1476 [364 589 |301 |184 |493
Hib-Pn PII(M3) 4115 122 |41 262 |56 41 |76
PRE-VACC 72 |13 |181 (100 |289 |103 |63 [17.0
OPSONO-19A Pn-Png (9-12) PII(M3) 36 (9 (250 [121 |422 106 |58 (194
PRE-BOOSTER 66 (14 |212 [121 |33.0 |89 6.0 [133
Pn-Pn9 (13-18) PIlI(M3) 12 15 |41.7 |15.2 |723 [21.2 [5.0 |896
PRE-BOOSTER 20 |8 400 (191 |639 [128 |60 [271
Pn-Pn9 PII(M3) 48 |14 1292 |17.0 (441 [126 [72 (220
PRE-BOOSTER 86 (22 (256 (168 |36.1 |9.7 6.8 [137
Pn-Pn15 PII(M3) 45 113 |289 |164 (443 [11.7 |68 (202
PRE-BOOSTER 82 [19 1232 [146 |338 |74 5.7 197
Hib-Pn PIlI(M3) 4110 |00 |00 |86 |40 40 140
PRE-VACC 7815 |64 (21 [|143 |48 40 |57

Pn-Pn9 (9-12) = Pnmed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Pnmed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

GMT = geometric mean fifre

N = number of subjects with available resulis

n/% = number/percentage of subjects with titre within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PlI(M3) = one month after dose Il of 10Pn-PD-DiT (for Pn-Pn groups) and Hiberix (for Hib-Pn group)
PRE-BOOSTER = prior fo booster dase

PRE-VACC = pnor to catch-up vaccination

Immune response to booster vaccination in the primed Pn-Pn9 (9-12), Pn-Pn9 and Pn-Pn15
groups (22-inhibition ELISA):

One month after booster vaccination:

For each of the vaccine pneumococcal serotypes, at least 95.2% of subjects in the Pn-Pn9 (9-12)
group and 93.8% of subjects in the Pn-Pn15 group had antibody concentrations >0.2 pg/mL.

For each of the vaccine pneumococcal serotypes, at least 96.3% of subjects in the Pn-Pn9 group (i.e.
pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups) and at least 93.8% of subjects in the Pn-Pn15
group had antibody concentrations >0.2 ug/mL (Table 36).

For cross-reactive serotypes, the observed percentage of subjects with antibody concentrations =0.2
pg/mL was 82.7% for 6A and 19A in the Pn-Pn9 group and 82.3% for 6A and 87.5% for 19A in the Pn-
Pn15 group.
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Persistence of antibodies at age of 24 months (i.e. approximately 9 to 15 months after booster
vaccination with 10Pn-PD-DiT)

Approximately 9 to 15 months after booster vaccination:

For each of the vaccine pneumococcal serotypes:

At least 96.6% of subjects in the Pn-Pn9 group and 96.4% of subjects in the Pn- Pnl5 group had
antibody concentrations >0.05 pg/mL.

At least 89.8% of subjects in the Pn-Pn9 group and 90.9% of subjects in the Pn-Pn15 group had
antibody concentrations >20.2 ug/mL except for serotype 6B in the Pn-Pn9 group (83.1%).

For cross-reactive serotypes,

The observed percentage of subjects with antibody concentrations >0.05 pg/mL was 89.8% for 6A and
91.5% for 19A in the Pn-Pn9 group and 89.1% for 6A and 96.4% for 19A in the Pn-Pn15 group.

The observed percentage of subjects with antibody concentrations >=0.2 ug/mL was 62.7% for 6A and
74.6% for 19A in the Pn-Pn9 group and 58.2% for 6A and 92.7% for 19A in the Pn-Pnl15 group.

Immune response to catch-up (2+1 schedule) vaccination in the unprimed Hib-Pn group (22-inhibition
ELISA):

One month after dose 2 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 94.4% of subjects had antibody
concentrations =20.2 pg/mL except for serotypes 6B (88.6%) and 23F (90.1%).

For cross-reactive serotypes, the observed percentage of subjects with antibody concentrations >0.2
pg/mL was 65.7% for 6A and 94.4% for 19A.

Four months after dose 2 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 93.8% of subjects had antibody
concentrations =0.2 ug/mL except for serotype 6B (87.7%).

For cross-reactive serotypes, the observed percentage of subjects with antibody concentrations =>0.2
pg/mL was 60.0% for 6A and 95.4% for 19A.

One month after dose 3 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 96.3% of subjects had antibody
concentrations =20.2 ug/mL.

For cross-reactive serotypes, the observed percentage of subjects with antibody concentrations >0.2
pg/mL was 87.0% for 6A and 100.0% for 19A.

Assessor’'s comment: The study was not powered to detect any differences between an early or late
booster dose. The ELISA results do not indicate any major differences between the groups, while the
OPA GMTs were numerically higher in the late booster group compared to the early booster group for
several serotypes. The titres had generally declined to a lower level in the late booster group, which
favours an early booster dose in order to decrease the risk of breakthrough cases due to waning
immunity before the booster dose.

The responses after the third dose in the catch-up group (i.e. PIII(M7) in the HibPn group) were similar
to the responses to the booster response in the children primed with the EPI schedule in terms of
number of subjects achieving ELISA antibody levels 20.2 ug/mL. In some cases, e.g. serotype 1 and
6B the GMCs and the OPA GMTs were lower in the catch-up group and for serotypes 18C and 19F they
were higher in the catch-up group. The ELISA GMCs and the OPA GMTs for all serotypes following the
third dose in the catch-up schedule were consistently numerically higher compared to the second dose.
Taken together these results indicate that a third dose given during the second year of life after the 2-
dose catch-up schedule induces a booster response. However, from this relatively small study in Indian
children it is not possible to draw conclusions on when or if a booster dose should be given to children
who received a 2-dose catch-up vaccination during the second year of life. In addition, the relevance to
an EU population is unclear.
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Table 36 Seropositivity rates and GMCs for ANTI-1, ANTI-4, ANTI-5, ANTI-6B, ANTI-7F,
ANTI-9V, ANTI-14, ANTI-18C, ANTI-19F and ANTI-23F antibodies (ATP cohort for
immunogenicity)

20.05 pg/ml 20.2 pg/mL GMC

95% Cl 95% CI 95% Cl

Antibody |Group Timing Nin (% |LL |UL |n |% |[LL |UL |value |LL UL
ANTI- Pn-Pn9 (9-12)  |PlI{M3) 66 |66 (100 [94.6 [100 |66)100 |946 |100 (338 (273 |4.18
PRE-BOOSTER |65(65 (100 [94.5 [100 |48]73.8 |61.5 |84.0 (045 (0.34 [0.60

PIV(M1) 6161 (100 [94.1 |[100 |61)100 |94.1 |100 (492 [4.01 |6.05

PIV(M15) 4039 (97.5 [86.8 [99.9 |36]|90.0 |76.3 |97.2 (084 (056 [1.26

Pn-Pn9 (13-18) |PlII{M3) 23 (23100 [85.2 1100 |23]|100 [85.2 |100 |13.22 (230 [4.50
PRE-BOOSTER |23 21913 [72.0 [98.9 [10]43.5|23.2 |65.5 [0.21 [0.12 |0.37

PIV(M1) 19(19 (100 (824 |100 [18]94.7 (740999 (436 228 |8.35

PIV(M15) 19(18(94.7 |74.0 |199.9 |17|89.5 [66.9 [98.7 [1.28 |0.62 |265

Pn-Pn9 PllI(M3) 8989 [100 [95.9 [100 [89]100 |95.9 |100 (3.34 (279 [3.98
PRE-BOOSTER |88 186 (97.7 |92.0 [99.7 |58 [65.9 |55.0 [75.7 [0.37 [0.29 |0.48

PIVIM1) 80 (80 (100 [95.5 |[100 |79]98.8 |193.2 |100 [4.78 [3.87 |591

PIV(M15) 59 (57 |96.6 [88.3 1996 [53|89.8 [79.2 |95.2 1096 (068 ([1.37

Pn-Pn15 PllI(M3) 71/(70(98.6 [92.4 |100 |70)98.6 |192.4 |100 (351 (278 |4.43
PRE-BOOSTER [69]65(94.2 1858 [984 |44[63.8 [51.3 [750 (031 023 |0.41

PIV(M1) 6161 (100 [94.1 [100 |60)98.4 191.2 |100 [598 [4.54 |7.90

PIV(M3) 5555 (100 [93.5 [100 |51]92.7 1824 |98.0 [1.37 [1.00 [1.87

Hib-Pn PIIl(M3) 81[(12|148(79 |244[1 |1.2 |00 |67 1003 (003 [0.04
PRE-VACC 81(18(222 (13.7 328 |3 |3.7 |08 |104 (004 [0.03 [0.04

PlI{M3) 69 (67 |97.1 [89.9 1996 |67)97.1 |89.9 1996 1250 [1.93 [3.24

Pli{M6) 65 |65 (100 [94.5 [100 |62)95.4 |187.1 |199.0 (1.03 (082 [1.29

PII(M7) 54 (54 1100 [93.4 1100 |54 100 [93.4 |100 |13.32 (269 (4.10

ANTIH4 Pn-Pn9 (9-12)  |PII(M3) 66 |66 (100 [94.6 |100 |63)95.5)687.3 |99.1 (360 (274 |474
PRE-BOOSTER 6565 [100 [94.5 [100 [59]90.8 |181.0 |96.5(1.03 [0.79 [1.34

PIV(M1) 62 |61(98.4 [91.3 [100 |61)98.4 191.3 100 (722 [5.34 |9.76

PIV(M15) 40 (40 [100 [91.2 [100 |37]92.5|796 |984 [1.09 [0.75 [1.59

Pn-Pn9 (13-18) |PIII(M3) 23123 (100 [85.2 [100 [23[100 [85.2 (100 [366 [2.58 |5.21
PRE-BOOSTER |23 (21 (91.3 [72.0 [98.9 |14]60.9 |38.5 |80.3 [0.33 [0.18 [0.62
PIV(M1) 19(18(94.7 |74.0 |99.9 |18|94.7 [74.0 [999 [747 [3.15 |17.70

PIV(M15) 1911894.7 |74.0 (999 |18(94.7 |74.0 [999 [1.61 [0.87 |3.00

Pn-Pn9 PllI{M3) 8989 [100 [95.9 [100 |85)96.6 |90.5 1993 (362 (291 [450
PRE-BOOSTER |88 (86 (97.7 [92.0 |99.7 [73]83.0 |73.4 |190.1 [0.76 [0.58 [1.00

PIV(M1) 81(79(97.5(91.4 (997 [79]197.5]1914 1997 (728 [5.41 |979

PIV(M15) 59(58198.3 [90.9 |100 [55)|93.2 |83.5|98.1|1.24 (090 [1.70

Pn-Pn15 PlII(M3) 7170 (986 [92.4 [100 |70]98.6 1924 |100 (425 (331 [547
PRE-BOOSTER |68 (67 (98.5 (92.1 |[100 |56]82.4 |71.2 |190.5 (0.58 [0.44 |0.75
PIV(M1) 63 |63 (100 [94.3 [100 |63]100 |94.3 |100 [11.56 7.9 [16.79

PIV(M3) 5553 [96.4 [87.5]996 [53]|9.4 |187.5|996 (229 [153 [342

Hib-Pn PIIl(M3) 8117 (210 (1273156 |74 |28 |154 (004 (003 |0.04
PRE-VACC 80(21(26.3 (170|373 |7 |88 |36 |17.2|0.04 (003 |0.05

Pli(M3) 71(68195.8 [88.1 199.1 |68)|95.8 [88.1 |99.1 |589 (423 ([8.22

Pli{Mb) 65 |65 (100 [94.5 |[100 |65]100 |94.5 |100 (223 [1.85 [2.69
PlIl(M7) 54 (54 1100 [93.4 1100 [54)100 |934 |100 |8.22 [592 (1142
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20.05 pg/mL >0.2 pg/mL GMC

95% Cl 95% CI 95% CI

Antibody |Group Timing Nin % ([LL |UL |n [% |LL (UL |value |LL |UL
ANTI-5 Pn-Pn9 (9-12)  |PlII{M3) 66 |66 (100 (946 [100 [65|98.5(91.8 |100 (442 [356 |548
PRE-BOOSTER |65(65 (100 [94.5 [100 [58]89.2 [79.1 956 (060 (047 |0.77

PIV(M1) 62 |62 (100 [94.2 [100 [62]|100 [94.2 |100 [6.06 [491 |7.48

PIV(M15) 40 (40 |1100 |91.2 |100 |37(925|796 |984 |1.07 |0.74 [155

Pn-Pn9 (13-18) |PIlI(M3) 23123 (100 (852 [100 [23|100 (852 100 (441 [3.33 |583
PRE-BOOSTER 23|22 (95.7 [78.1 [99.9 [13]|56.5 (345|768 (029 [0.18 |0.49
PIV(M1) 19119 (100 1824 |[100 |18]|94.7 |740 (999|525 |259 [1063

PIV(M15) 19118 (947 |74.0 |999 |17]895 |66.9 [98.7 [150 |0.76 (293

Pn-Pn9 PlIl(M3) 89189 (100 {959 [100 [8B8]98.9(93.9 |100 (442 [3.71 |5.25
PRE-BOOSTER |88(87(98.9 (93.8 [100 [71]80.7 [70.9 |88.3 [0.50 [0.40 |0.63

PIV(M1) 81181 (100 [95.5 [100 [80|98.8 [93.3 |100 (586 (469 |7.32

PIV(M15) 59158(98.3 (909 [100 [54|91.5(813 972 (119 [0.86 |165

Pn-Pni5 PIlI(M3) 71(71]100 [94.9 |100 [69)97.2 |90.2 |99.7 |403 [3.20 [5.07
PRE-BOOSTER |69|67(97.1 (899 (996 [56]|81.2 (699|896 (038 [0.29 048

PIV(M1) 62|62 (100 [94.2 [100 |61|98.4 [91.3 |100 (720 [5.25 |9.86

PIV(M9) 55154 (98.2 [90.3 [100 [53|96.4 [87.5 (996 (203 [1.43 |286

Hib-Pn PlIl(M3) 81135(432(322 (5478 |99 (44 |185(005 [0.04 |0.06
PRE-VACC 80(35(438 (327 [55.3 [10]125(6.2 |218 (005 [0.04 |0.06

PII(M3) 71|70(98.6 (924 [100 [70|98.6 (924 |100 (281 [220 |3.58

Pli{M6) 65 (65 (100 [94.5 [100 |[65|100 (945|100 (139 [1.13 |1.70

PlI(MT) 54 (54 |100 [93.4 |100 [54)100 [934 |100 |5.32 [4.21 [6.72

ANTI6B  |Pn-Pn9 (9-12)  [PIII{M3) 66 (62[93.9 (852 [98.3 [51]|77.3 [65.3 |86.7 [0.75 [0.51 |1.10
PRE-BOOSTER |66 (65(98.5(91.8 [100 [58]|87.9 [775|946 (064 (049 084

PIV(M1) 62|61(98.4 [91.3 [100 [59]95.2 [86.5 (990 (278 (203 |3.80

PIV(M15) 40(39197.5186.8 1999 1321800 |64.4 |909 1068 045 [1.03

Pn-Pn9 (13-18) |PlII{M3) 23(23 1100 [85.2 |100 [17]739|516 1898068 [0.38 [1.20
PRE-BOOSTER 22|22 (100 (846 (100 [17]|77.3 546 |92.2 [067 [0.33 |1.37

PIV(M1) 19119 (100 |82.4 [100 |19[100 |824 [100 [297 |1.72 [5.14

PIV(M15) 19118 (94.7 |74.0 |99.9 |17]89.5 |66.9 [38.7 [1.04 ]0.51 [2.12

Pn-Pn9 PII(M3) 89185(955 (889 (988 |68|76.4 [66.2 |B48 (073 (053 |1.00
PRE-BOOSTER |88(87(98.9 (93.8 [100 [75]85.2 [76.1 |91.9 (065 [0.50 |0.85

PIV(M1) 81180(98.8 [93.3 [100 [78]|96.3 [89.6 |99.2 (282 (216 |3.68

PIV(M15) 59157 (966 (883996 [49(831 (710 (916 (078 |0.54 |1.11

Pn-Pn15 PlIl(M3) 71165(915(825 (9.8 [56|78.9 (676 |87.7 (068 [0.48 |0.97
PRE-BOOSTER |71(69(97.2 (90.2 [99.7 [56|78.9 |67.6 |B7.7 (049 [0.37 |0.64

PIV(M1) 64 161(953 (869 (990 [60|938 (848 |98.3 (298 (205 |432

PIV(M3) 55(53 1964 [87.5]996 [50]|90.9 [80.0 19701090 [061 (132

Hib-Pn PIlI(M3) 81(31]383 (2771|497 |7 |86 [35 |[17.0]005 [0.04 [0.06
PRE-VACC 80(13[163 (89 (262 |3 |38 (08 [106(003 [0.03 |0.04

Pli{M3) 70167 (95.7 [88.0 [99.1 [62|88.6 [78.7 |949 [0.71 [0.53 |0.95

PI(M6) 65163 [96.9 [89.3 [99.6 [57|87.7 [77.2 |94 5 (061 [0.47 |0.78

PIIMT) 54152 (96.3 [87.3 (995 [52|96.3 (873|995 (140 (104 |188
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20.05 pg/'mL 20.2 pgimL GMC
95% Cl 95% Cl [ 95%CI
Antibody |Group Timing Nin (% |LL JUL [n |% |[LL |UL |value [LL |UL
ANTI-7TF  |Pn-Pn9(9-12)  [PII{M3) 66 |66 [100 [94.6 (100 |66/100 |946 [100 (361 295 |442
PRE-BOOSTER |65(65 {100 |94.5 [100 [63]96.9 189.3 996 (1.30 [1.02 |165
PIV(M1) 62)61(98.4 [91.3 [100 |61/98.4 |91.3 [100 [6.52 |4.87 |8.73
PIV(M15) 40(39197.5|86.8 [99.9 [39]97.5|86.8 999 (1.14 (082 |160
Pn-Pn9 (13-18) |PIII(M3) 23|23 (100 [85.2 |100 |23 (100 [85.2 [100 (423 |[3.15 [5.70
PRE-BOOSTER [23)23 |100 [85.2 {100 (23(100 |85.2 |100 |0.74 [0.53 (1.05
PIV(M1) 19(19[100 |82.4 |100 [18[94.7 [74.0 /999|561 [275 [1145
PIV(M15) 19(18(94.7 |74.0 |99.9 |18(94.7 (740|999 |1.71 |0.83 [3.29
Pn-PnS PIII(M3) 8989 (100 [95.9 |100 |89(100 (959 [100 |13.76 [3.19 |4.44
PRE-BOOSTER (88 (88 [100 |95.9 [100 [86]97.7 |92.0 |99.7 [1.12 [0.92 |1.38
PIV(M1) 8180 (98.8 [93.3 |100 |79(975(914 [99.7 |6.30 (480 [825
PIV(M15) 5957 [96.6 [88.3 |99.6 |57 (9.6 [88.3 [996|1.30 |09 |[1.76
Pn-Pn15 PlII{M3) 7171 (100 [94.9 |100 |70(98.6 (924 [100 |361 (289 |4.52
PRE-BOOSTER [70{70 (100 |94.9 [100 [69]98.6(92.3 |100 [0.93 [0.73 |1.19
PIV(M1) 63|63 [100 [94.3 |100 |63 (100 (94.3 {100 |7.89 |5.91 [10.54
PIV(M3) 5555 (100 [93.5 |100 |54 (98.2 [90.3 {100 |198 |1.43 [275
Hib-Pn PlII(M3) 8136 (44.4 [33.4 |55.9 |10(12.3 [6.1 [21.5)0.05 |0.04 |0.07
PRE-VACC 8134 (420 [31.1 1535 |16(19.8 [11.7 |30.1 |0.06 |0.05 [0.08
PlI{M3) 71169[97.2 [90.2 |199.7 |68(95.8 [88.1 [99.1 |463 [3.38 [6.34
PlI{M6) 65|65 (100 [94.5 |100 |65(100 [94.5 [100 (272 |2.28 |3.24
PII(M7) 54|54 (100 [93.4 |100 |54 (100 [93.4 [100 |741 [5.87 [9.34
ANTISYV  |Pn-Pn9(9-12)  [PII{M3) 6666 [100 [94.6 (100 |66/100 |94.6 [100 (436 349 |544
PRE-BOOSTER [65(65[100 |94.5 [100 [63]96.9189.3 |996 (132 [1.04 |168
PIV(M1) 6261(98.4 [91.3 100 |61(98.4 [91.3 [100 |864 |6.53 [11.43
PIV(M15) 3939 (100 [91.0 |100 |37(%49 (827 [994 |152 [1.02 |226
Pn-Pn9 (13-18) |PIII{M3) 23|23 (100 [85.2 |100 |22(95.7 [78.1 [99.9|3.34 (202 [553
PRE-BOOSTER |23 (23 |100 |85.2 [100 [21]91.3 |72.0 |98.9 [0.90 [0.47 |1.70
PIV(M1) 19(18(94.7 |74.0 |99.9 |18(94.7 [74.0 |999 |6.30 (264 [15.04
PIV(M15) 19(18(94.7 |74.0 |99.9 |18(94.7 [74.0 |999 |2.14 |1.03 [443
Pn-PnS PlII(M3) 8989 (100 [95.9 |100 |88(98.9 (939 [100 |4.07 [3.31 [5.00
PRE-BOOSTER |88 (88 |100 |95.9 [100 [84]95.5)88.8 |98.7 [1.20 [0.94 |1.52
PIV(M1) 81|79(97.5(91.4 |99.7 |79|97.5 (914 [99.7 1803 |6.03 (1069
PIV(M15) 5857 (98.3 [90.8 |100 |55(94.8 (856 (989 ]1.70 |1.20 [241
Pn-Pn15 PlII(M3) 71|70(98.6 [92.4 |100 |70(98.6 (924 [100 |424 (330 [545
PRE-BOOSTER [71(71[100 |94.9 [100 [66]93.0184.3 |97.7 [0.96 [0.74 |1.25
PIV(M1) 64 163 98.4 |91.6 (100 [63(98.4 |916 |100 |9.76 [7.08 [1344
PIV(M3) 55|54 (98.2 [90.3 |100 |53 (%4 [87.5[996 227 |164 [3.14
Hib-Pn PIII(M3) 81|37 [45.7 [34.6 |57.1 |15(18.5 (108 [28.7 |10.06 |0.05 [0.08
PRE-VACC 80(18(22.5(1391332 |7 (88 [36 [17.2]|004 |0.03 |0.05
PlI{M3) 71|67 (944 [86.2 1984 |67 (944 [86.2 [98.4 1209 [1.53 |2.87
PlI(M6) 65|65 (100 [94.5 |100 |65(100 [94.5 [100 |1.74 |1.40 |2.17
PII(M7) 5454 [100 [93.4 1100 |54 (100 [93.4 [100 |488 |3.73 [6.37
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20.05 pg/mL 0.2 pg/mL GNC

95% Cl 95% Cl 95% CI

Antibody |Group Timing Nin|% ([LL (UL |n |% |LL UL [value |[LL UL
ANTI14  |Pn-Pn9(9-12) [PII{M3) 66|66 |100 |94.6 |100 [66[100 |94.6 [100 [5.22 |399 |6.83
PRE-BOOSTER |66 |64 [97.0 |89.5 |99.6 |57 [86.4 757 [936 |209 |1.33 [3.30
PIV(M1) 62|62 |100 [94.2 [100 |61]98.4 |91.3 [100 [10.49 |7.52 [1463

PIV(M15) 4040 [100 912|100 |40{100 [91.2 100 [270 [1.83 [3.98

Pn-Pn9 (13-18) [PII{M3) 2323|100 |85.2 [100 [23]|100 |85.2 [100 (443 |257 |766
PRE-BOOSTER |2323 [100 [85.2 |[100 [22]95.7 [78.1 1999106 (061 ([1.83
PIV(M1) 19 (19 (100 |82.4 |100 |19(100 (824 [100 |9.24 (469 [18.19

PIV(M15) 19118 194.7 |74.0 (999 |18(94.7 |74.0 [999 (382 162 |9.03

Pn-Pn9 PIII(M3) 8989|100 |95.9 [100 |89]100 |95.9 [100 [5.01 |3.94 |6.36
PRE-BOOSTER [89(87[97.8192.1 |99.7 |79(88.8 [80.3 [945|1.76 |1.22 (253
PIV(M1) 8181|100 |95.5 [100 |80|98.8 |93.3 (100 {10.18 [760 1365

PIV(M15) 5958 98.3 [90.9 {100 |58)98.3|90.9 [100 [3.02 |209 437

Pn-Pn15 PllI{M3) 71171100 |94.9 1100 [71[100 |94.9 [100 [544 |4.18 |7.10
PRE-BOOSTER [70(70 [100 |94.9 |100 |64(91.4 (823 [96.8 |1.52 |1.08 [2.15
PIV(M1) 64163984 |916 (100 [63(98.4 [91.6 [100 {1185 |B.15 [17.22

PIV(MS) 9555|100 |93.5 [100 |55]100 |93.5 [100 [4.11 |2.98 |5.67

Hib-Pn PllI{M3) 8169852 |756 (921 |45|556 |44.1 666 (024 |0.18 ]0.33
PRE-VACC 80|46 |57.5 [45.9 |68.5 [10|125|6.2 (218006 [0.05 [0.08

PlI(M3) 7170|986 |92.4 {100 [70)98.6 |92.4 [100 [5.01 [3.75 |6.69

Pli{Ms) 65|65 100 [94.5 100 [65|100 |94.5 [100 |284 [225 [3.57

PlII(M7) 54 |54 1100 |93.4 {100 |54)100 |93.4 (100 [7.59 |5.87 |9.80
ANTI-8C |Pn-PnS (9-12)  |PII{M3) 66 |66 |100 |94.6 [100 66100 |94.6 (100 [15.37 [11.96 |19.75
PRE-BOOSTER |66 |66 |100 |94.6 |100 [66(100 |94.6 |100 |3.09 [2.35 [4.07
PIV(M1) 6262|100 [94.2 [100 |61]98.4 |91.3 [100 [35.86 |27.01 |47 61

PIV(M13) 40140 1100 |91.2 1100 [39(97.5|86.8 |99.9 |[467 |3.15 |6.91
Pn-Pnd (13-18) [PII{M3) 23123[100 [85.2 [100 [23]100 [85.2 [100 [15.03 [8.46 [26.70
PRE-BOOSTER |23 (23 [100 |85.2 |100 |21(91.3 (720 [989 |1.37 |0.78 [2.39
PIV(M1) 19118 194.7 |74.0 [99.9 |18(94.7 |74.0 [99.9 [26.45 |10.22 |68.49
PIV(M15) 19(18(94.7 |74.0 1999 |18(94.7 (74.0 [999 1805 |3.49 [18.56
Pn-Pn3 PlI{M3) 8989|100 [95.9 |100 {89100 |95.9 [100 |15.28 [12.12 [19.27
PRE-BOOSTER [89(89 [100 |95.9 |100 |87(97.8 (921 [99.7 1251 |1.94 [3.23
PIV(M1) 8180)98.8 [93.3 [100 [79]97.5 914 [99.7 [33.39 [24.73 |45.08

PIV(M15) 59158 98.3 [90.9 [100 |57)96.6 |88.3 [996 [5.56 |3.84 |8.05
Pn-Pn15 PlII(M3) 7170986 [92.4 [100 [70]98.6 |92.4 (100 [13.35 [9.65 |18.46
PRE-BOOSTER |71]71]100 [94.9 |100 |69(97.2 |190.2 [99.7 |1.55 |1.19 |2.03
PIV(M1) 63|63 |100 |94.3 [100 |63|100 |94.3 (100 (4243 |31.48 |57.20
PIV(M3) 5555|100 |93.5 [100 [54]98.2 |190.3 (100 [10.04 |6.55 |15.37

Hib-Pn PIII(M3) 8142519 |40.5 |63.1 [17)21.0 |12.7 [31.5 [0.07 |0.05 |0.10
PRE-VACC 8015|188 (109|290 |7 |88 |36 [172(0.04 |0.03 ]0.05
PII{M3) 70169986 [92.3 [100 [67(95.7 [88.0 [99.1 [29.10 |19.86 [42.64
Pli{M6) 6565|100 |[94.5 [100 65100 |94.5 (100 [12.44 [9.16 |16.91
PII(M7) 54 |54 1100 [93.4 1100 [54|100 |93.4 [100 |75.19 |57.69 |98.01
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20.05 pg/mL 20.2 pg/ml GMC

95% CI | 95% Ci 95% CI

Antibody |Group Timing Ninf% [LL JuL [n [% LU JuL |value LL |uUL
ANTI-19F [Pn-Pnd (3-12)  [PIII(M3) 66 |66 [100 [94.6 [100 [66 [100 |94 6 [100 [11.85 [3.08 [15.45
PRE-BOOSTER |66 66100 [245 [100 [64[370[895 296 (219 [160 [3.01
PIV(M1) 62(61(98.4 [91.3 [100 [61[98.4 [91.3 [100 [14.17 [10.12 [19.83

PIV{M15) 40{40]100 |91.2 [100 [39]e75 |s6.8 [999 (233 [153 [355
Pn-Pnd (13-18) [Pll(M3) 23[23]100 852 [100 [23[100 [852 [100 [10.62 |[7.00 [16.09
PRE-BOOSTER [23]23[100 [85.2 [100 [19]82.6 [61.2 [950[0.87 [055 [1.72
PIV{M1) 19]18[94.7 [74.0 [29.9 |18 [24.7 [74.0 [99.9 [12.20 |4.78 [31.08

PIV(M15) 19[18]94 7740208 [18]a4 7 [7a0 (999 (317 [158 [6.31
Pn-Pnd PIII(M3) 89(89[100 [95.9 [100 [83[100 [958 [100 [1152 [3.24 [14.36
|PRE-BOOSTER [89[89[100 [95.9 [100 [83[93.3 [859 975 [1.78 [1.34 [236
[PIvim1) 81(79/975 (914 [99.7 [79[e75 |[914 [997 [1368 [9.86 [18.97

[PIV(M15) 5958 |98.3 [90.9 [100 [57 |96.6 |88.3 |99.6 |2.57 [1.81 [365
Pn-Pn15 PII{M3) 71[71]100 [e49 100 [69]e7.2 [0 2 [997 (967 [7.15 [13.07
PRE-BOOSTER [70(70[100 |24 9 [100 [67 (957 [88.0 [99.1[123 [o97 [157
PIV(M1) 64 [64 100 [94.4 [100 [63[8.4 [21.6 [100 [1364 [0.42 [19.76

PIV(Mg) 55[54]98.2 1903 [100 [53]e6.4 |75 [996 [415 [2.88 [5.98

Hib-Pn PIII(M3) 81]61[753 645|842 ]30[37.0 266 [485]0.12 [0.08 ]0.16
PRE-VACC 80[29[383 258|478 [17[21.3 129 [318[007 [0.05 [0.10
PII{M3) 7160 [97.2 |90.2 (99.7 |68 [95.8 |88.1 [99.1 [16.39 [11.15 |24.10
PII(M6) 65165 [100 [94.5[100 [64[98.5|91.7 [100 [774 [5.85 [10.24
[PIIMT) 54 (54100 |93.4 [100 [54[100 [93.4 [100 [30.71 [23.76 [39.68

ANTI-23F [Pn-Pnd (3-12)  [PllI(M3) 6663 (955 [87.3 [99.1 |58 [87.9 [775 (946|125 [0.86 |1.81
[PRE-BOOSTER |66 [65]98.5 [91.8 [100 [55]83.3 [72.1 |a14 [0.85 [061 [1.19

[PIvim1) 52(61[984 (313 [100 [0 [e6.8 |33 8 [396[594 [421 [833

[PIV(M15) 40]39[97.5 [86.8 [29.9 [36[90.0 [76.3 [972[1.18 [0.72 [192

Pn-Pnd (13-18)  [PlII(M3) 23123[100 852 [100 |22[957 [78.1 [999 (126 [0.78 |2.02
PRE-BOOSTER [22[21[955 [77.2 [99.9 [17[77.3 |546 [922[046 [0.26 [0.81
PIV(M1) 19[18[94 7740 [20 8 [18[e4 7 [7a0 [0 [2441 [1.90 [1022

PIV(M15) 19[18]e4 7740908 [18]e4 7 [Fa0 990|158 [o.81 [3.11

Pn-Png PIII{M3) 89(86 966 |90.5|99.3 [80 (299 [81.7 [953[125 (083 [169
PRE-BOOSTER [88(86[97.7 [92.0 [99.7 [72[81.8 [72.2 [s92 [0.73 [0.55 [0.97

PIV(M1) g1[79]e7 5914|997 [78[26.3 |96 [992[554 402 [763

PIV(M15) 59(57 966 |88.3 |96 [54 (215 813|972 [130 [0.88 [191

Pn-Pn15 PIII(M3) 71]68/95.8 [88.1 [99.1 |60 [84.5 [74.0 [820[1.01 [0.71 [143
PRE-BOOSTER [70]69 986 [92.3 [100 |55]786 [67.1 [875]065 [0.48 [089

PIV(M1) 53(62[984 (315100 [62[e8 4 [a15[100 648 [462 896

PIV(MS) 55(53[96.4 [87.5 [99.6 [52[94.5 |84 8 [989[138 [0.96 [1.98

Hib-Pn [PHIgm3) 81[24]296 |20.0 408 [10[123 |61 [215[0.04 [0.04 [0.05
[PRE-VACC 80[20[25.0 [16.0[358[8 [100]44 [188[004 [0.03 [0.05

PII{M3) 71]68[95.8 [88.1[99.1 [64 [°0.1 [80.7 [859[1.13 [0.82 157

PII{M86) 65 (65100 [94.5[100 [61]23.8 [85.0 [983 [085 [0.67 [1.09

PII(MT) 54154 (100 |93.4 [100 |53[98.1 |90.1 [100 [2.15 [169 |2.75

Pn-Png (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DIT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Png = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 {9-12) and Pn-Png (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

GMC = geometric mean antibody concentration

N = number of subiects with available results
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Table 38 Seropositivity rates and GMCs for ANTI-6A and ANTI-19A antibodies (ATP cohort

for immunogenicity)
20.05 pg/mL 20.2 pg/mL GMC
95% CI 95% ClI 95% ClI
Antibody |Group Timing Nin (% [LL [UL |n [% ([LL |UL |value |[LL [UL
ANTI-6A  [Pn-Pn9 (9-12)  [PIII(M3) 66 [55(83.3 |72.1 (914 |29 (439 |31.7 [56.7 |0.16 |0.12 |10.22
PRE-BOOSTER |66 51 [77.3 |65.3 |86.7 (31 (47.0 |346 |59.7 [0.18 [0.13 |0.26
PIV(M1) 62 (58 (935 1843 (982 |52 (839|723 1920|086 |0.57|1.29
PIV(M15) 40 (35875 |173.2 |195.8 |25 (625 [45.8 |77.3 [0.33 [0.20 [0.56
Pn-Pn9 (13-18) [PII{M3) 2317 (739 516 (898 |5 [21.7 |75 (437 (011 [0.06 |0.19
PRE-BOOSTER (23 (19826 |61.2 |95.0 (10 435 |23.2 |655 [0.21 [0.10 |0.42
PIV(M1) 1919|100 |82.4 |100 [15|78.9 [54.4 1939 [0.69 [0.38 |1.28
PIV(M15) 1918947 [74.0 |999 (12632 |38.4 |83.7 [0.31 (017 |057
Pn-Png PIlI(M3) 89 (72(809 |71.2 (885 [34 (382 |128.1 49.1 |0.14 [0.11]0.19
PRE-BOOSTER (89 (70 (787 |68.7 |866 (41 (461|354 |57.0 [0.19 [0.14 |0.26
PIV(M1) 81(77(95.1 |187.8 (986 |67 [82.7 |72.7 [90.2 |0.82 |0.59 |1.14
PIV(M15) 59 (53 (898 |79.2 (962 |37 [62.7 |49.1 [75.0 |0.32 (022|048
Pn-Pn15 PII(M3) 7160 (845 |74.0 (920 |32 [45.1 |133.2 [57.3 |0.15 |0.12]0.20
PRE-BOOSTER |70 (59 (843 |73.6 |919 (36 [514 [39.2 |636 [0.19 (0.14 |0.27
PIV(M1) 62 (581935 [84.3 1982 [51(82.3 |705190.8 |095 (063 |1.44
PIV(M9) 55(49(89.1 |778 (959 [32 (582 |44.1 [71.3 |0.36 |0.22 |0.59
Hib-Pn PII(M3) 81(42(519 405 (631 |9 [111]52 (200|006 |0.05)0.08
PRE-VACC 80(12 (150|180 (247 |3 (38 |08 (106 |0.03 |0.03)0.04
PII(M3) 70164 1914 (823 1968 |46 |65.7 [53.4 [76.7 |0.35 |0.25 [0.50
PII(M6) 65 (63 [96.9 189.3 (996 (|39 (600 |47.1 (720033 |0.24 1045
PII(M7) 54 (53 [98.1 190.1 (100 |47 [87.0 |75.1 |946 |0.76 [0.53 |1.09
ANTI-19A [Pn-PnS (9-12)  [PIII(M3) 66 (60 [90.9 |181.3 (966 |44 [66.7 |54.0 (778 |0.32 |0.23 |046
PRE-BOOSTER |65 (52 [80.0 |68.2 |88.9 (39 [60.0 |47.1 |72.0 [0.32 {0.20 |0.50
PIV(M1) 62 (61 (984 1913 (100 |51 (823|705 (908 |229 |1.36 |3.86
PIV(M15) 40 (36 [90.0 |76.3 |97.2 |30 |75.0 |58.8 |187.3 |0.62 [0.35(1.10
Pn-Png (13-18)  (PII{M3) 23 (20 (87.0 |66.4 (972 |16 [696 |47.1 (86.8 |0.37 |0.19]0.73
PRE-BOOSTER (23 (18 (78.3 [56.3 |925 (16 (696 |47.1 |86.8 [0.28 [0.14 |0.55
PIV(M1) 19 (18|94.7 [74.0 |999 (16 (84 2 |60.4 |96.6 [3.57 [1.24 [10.31
PIV(M15) 19 (18947 |74.0 |999 (14 [73.7 |48.8 |909 (095 [0.40 (228
Pn-Png PII(M3) 89 (80 (899 |181.7 [95.3 |60 [674 |56.7 [77.0 1034 (0.25|046
PRE-BOOSTER |88 |70 |79.5 |69.6 |87.4 |55 (625 [51.5 (726 (0.31 [0.21 (045
PIV(M1) 81(79(975 1914 (997 |67 [82.7 |72.7 (90.2 |254 |1.61|4.03
PIV(M15) 59 (54 (9151813 (972 |44 [746 |616 (850 |0.71 |045|1.14
Pn-Pn15 PII(M3) 71162 (87.3 |77.3 (940 |39 (549 |42.7 [66.8 |0.26 (0.190.35
PRE-BOOSTER |70 (61 [87.1 |77.0 |939 (47 |67.1 |54.9 |77.9 [0.30 [0.22 |0.41
PIV(M1) 64 (63 (984 1916 (100 |56 (875|768 (944 |287 |1.78 |461
PIV(M9) 55(53 (964 |187.5 (996 |51(92.7 |182.4 (98.0 {133 |0.85)2.08
Hib-Pn PII(M3) 81 (47 [58.0 465 (689 |14 (173198 (273 |0.07 |0.06 |0.09
PRE-VACC 81(30(37.0 |266 (485 |14 (173|198 (27.3|0.06 |0.04 |0.08
PII(M3) 71169972 (90.2 |99.7 |67 |94 4 (86.2 |98.4 249 |1.77 (351
Pli(M8&) 65 (65 (100 [94.5 (100 |62 (954 |87.1 (990 |1.94 |1.44 |261
PHI(M7) 54 (54 (100 934 (100 [54 (100 |93.4 |100 |791 |5.62|11.13

Pn-Pn9 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following
3-dose primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age
following 3-dose primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)
Pn-Pnl15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-
dose primary vaccination in the 10PN-PD-DIT-037 study
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Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of
life

GMC = geometric mean antibody concentration

N = number of subjects with available results

n/% = number/percentage of subjects with concentration within the specified range

95% CIl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PIHI(M3) = one month after dose 11l of 10Pn-PD-DiT (for Pn-Pn groups) and Hiberix (for Hib-Pn group)
PRE-BOOSTER = prior to booster dose

PRE-VACC = prior to catch-up vaccination

PIV(M1)= one month after booster dose

PIV(M9)= approximately 9 months after booster dose (for Pn-Pn15 group)

PIV(M15)= approximately 15 months after booster dose (for Pn-Pn9 groups)

PII(M3)= one month after dose 2 of 2+1 catch-up vaccination - Month 3

PI1(M6)= four months after dose 2 of 2+1 catch-up vaccination - Month 6

PHIITI(M7)= one month after dose 3 catch-up vaccination - Month 7

Immune response to booster vaccination in primed Pn-Pn9 (9-12), Pn-Pn9 and Pn-Pnl15
groups (opsonophagocytic activity):

One month after booster vaccination:

For each of the vaccine pneumococcal serotypes, at least 97.4% of subjects in the Pn-Pn9 group and
93.0% of subjects in the Pn-Pn15 groups had OPA titres =8 (Table 40).

For cross-reactive serotypes, the observed percentage of subjects with OPA titres =8 was 73.4% for
6A and 76.9% for 19A in the Pn-Pn9 group and 77.2% for 6A and 87.7% for 19A in the Pn-Pn15 group
(Table 42).

Approximately 9 to 15 months after booster vaccination,

For each of the vaccine pneumococcal serotypes, at least 80.4% of subjects in the Pn-Pn9 group and
83.6% of subjects Pn-Pn15 group had OPA titres =8, except for serotype 1 in the Pn-Pn9 group
(71.9%).

For cross-reactive serotype, the observed percentage of subjects with OPA titres >8 was 64.8% for 6A
and 37.7% for 19A in the Pn-Pn9 group and 62.3% for 6A and 72.5% for 19A in the Pn-Pn15 group.

Immune response to catch-up (2+1 schedule) vaccination in unprimed Hib-Pn group
(opsonophagocytic activity):

One month after dose 2 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 90.6% of subjects had OPA titres =8 except
for serotypes 6B (71.4%) and 1 (79.4%) (Table 40).

For cross-reactive serotypes, the observed percentage of subjects with OPA titres =8 was 78.5% for
6A and 87.5% for 19A (Table 42).

Four months after dose 2 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 87.1% of subjects had OPA titres =8 except
for serotypes 1 (45.3%), 6B (70.5%) and 5 (73.0%) (Table 40).

For cross-reactive serotypes, the observed percentage of subjects with OPA titres =8 was 81.0% for
6A and 90.2% for 19A.

One month after dose 3 of catch-up vaccination:

For each of the vaccine pneumococcal serotypes, at least 90.6% of subjects had OPA titres =8 (Table
40).

For cross-reactive serotypes, the observed percentage of subjects with OPA titres =8 was 92.3% for
6A and 98.1% for 19A (Table 42).
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Table 40 Seropositivity rates and GMTs for OPSONO-1, OPSONO-4, OPSONO- 5, OPSONO-6B,
OPSONO-7F, OPSONO-9V, OPSONO-14, OPSONO-18C, OPSONO- 19F and OPSONO-23F titres

(ATP cohort for immunogenicity)
>8 GMT
95% ClI 95% ClI
Antibody Group Timing N|n[% [LL UL |value LL UL
OPSONO-1 Pn-Pn9 (9-12) PIII(M3) 36 [33 |91.7 [775 [98.2 |1716 1025 |287.3
PRE-BOOSTER 66 |29 1439 [31.7 |56.7 |181 11.5 286
PIV(M1) 61159 [96.7 |88.7 (996 |[1053.0 |7244 |1530.7
PIV(M15) 38 |26 |684 [51.3 [825 |526 26.7 1036
Pn-Png (13-18) PII(M3) 13|11 1846 |546 [98.1 |111.7 371 336.3
PRE-BOOSTER 21 |7 |333 [146 [57.0 |12.3 56 27 1
PIV(M1) 18 |18 [100 |81.5 |100 |1481.9 [790.7 |27775
PIV(M15) 19 |15 |789 |544 [839 |1223 455 328.3
Pn-Pn9 PII(M3) 49 (44 1898 (778 [966 |153.1 96.7 2425
PRE-BOOSTER 87 136 [414 1309 (524 |165 11.2 24 3
PIV(M1) 79 |77 |1975 [91.2 [99.7 |11383 8286 [1563.7
PIV(M15) 57 (41 |719 (585 [83.0 |69.6 401 121.0
Pn-Pn15 PII(M3) 40 |36 |190.0 [76.3 [97.2 |[1517 90.3 254 7
PRE-BOOSTER 65 [25 |1385 [26.7 [51.4 |14.3 93 221
PIV(M1) 58 |57 [98.3 |90.8 100 |2096.7 14648 |3001.1
PIV(M9) 54 147 [870 |751 |946 [1738 1055 (2865
Hib-Pn PII(M3) 39(2 |51 [06 [17.3 |45 38 5.4
PRE-VACC 7412 [27 |03 |94 |43 39 48
PlI(M3) 68 [54 |794 [679 [88.3 |76.1 490 118.2
PII{M&) 64 (29 1453 (328 [58.3 |18.1 15 28 4
PII(MT7) 54 (51944 (846 [98.8 (3098 2030 4729
OPSONO-4 Pn-Pn9 (9-12) PIlI(M3) 36 |36 [100 |90.3 [100 |738.8 4623 |1180.7
PRE-BOOSTER 65 [52 |80.0 [68.2 [88.9 |180.5 48 4 133.7
PIV(M1) 61161 (100 |94.1 (100 |2803.0 |21212 |3703.9
PIV(M15) 39 [31|795 [635 [90.7 |325.2 1314 |804 4
Pn-Png (13-18) PII(M3) 13 [13 [100 [75.3 [100 |9458 4698 |1903.9
PRE-BOOSTER 20 |11 [550 |315 (769 |452 136 150 8
PIV(M1) 18 [18 [100 [815 |100 |62823 (37276 [10587.8
PIV(M15) 18 |18 |100 815 [100 |17918 9349 (34340
Pn-Pn9 PII(M3) 49 (49 (100 [92.7 [100 |788.8 5397 |1153.1
PRE-BOOSTER 85163 |74.1 |63.5 [83.0 |70.3 439 1125
PIV(M1) 79|79 [100 |954 [100 |3368.8 |2618.0 |43349
PIV(M15) 57 (49 |186.0 (742 [93.7 |557 4 2840 |1093.9
Pn-Pn15 PII(M3) 40 |39 |1975 (868 |99.9 |861.8 531.3 (13981
PRE-BOOSTER 63 [52 (825 (709 [909 |1016 62.6 164 .9
PIV(M1) 58 [58 |100 [93.8 [100 72021 |5336.1 [9720.6
PIV(M39) 54151 (944 |846 (988 |25256 14745 143259
Hib-Pn PII(M3) 38 [16 421 [26.3 [59.2 |14.7 86 252
PRE-VACC 6414 163 [1.7 [152 |58 40 8.6
PII(M3) 66 (66 [100 (946 [100 |2256.3 18400 (2766.8
PII(M8) 63 [63 [100 (943 [100 |959.7 7272 |1266.6
PHI(M7) 54 154 [100 |934 [100 |29462 |20979 |41374
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95% CI 95% ClI
Antibody Group Timing N |n |% |LL (UL |value LL UL
OPSONO-5 Pn-Pn9 (9-12) PIII(M3) 36 (35 [97.2 1855 [99.9 [106.3 69.0 164.0
PRE-BOOSTER (66 [36 [54.5 |41.8 |66.9 [13.7 97 193
PIV(M1) 6160 {984 |91.2 |100 (4348 3282 |576.1
PIV(M15) 38129 [76.3 |59.8 |886 [34.2 20.1 58.1
Pn-Pn9 (13-18)  [PII{M3) 13 (13 ]100 (75.3 [100 |73.8 354 153.8
PRE-BOOSTER (21 |6 |286 |11.3 [52.2 [7.6 4.4 13.2
PIV(M1) 18 (18 (100 |81.5 |100 |519.0 2894 (9307
PIV(M15) 18 [16 (889 |65.3 |98.6 |84.7 40.3 178.2
Pn-Pn9 PII(M3) 49 148 |98.0 [89.1 |99.9 |196.5 67.2 138.6
PRE-BOOSTER (87 [42 (483 |37.4 [59.2 [11.9 8.9 159
PIV(M1) 79 78 [98.7 |193.1 |100 |452.7 3530 |5806
PIV(M15) 56 (45 (804 |676 |89.8 [45.7 296 [70.7
Pn-Pn15 PII(M3) 40138 |95.0 (83.1 |99.4 |100.1 66.2 1514
PRE-BOOSTER |62 [27 |435 |31.0 [56.7 (9.7 7.2 131
PIV(M1) 58 [57 (98.3 |90.8 [100 [834.6 6109 (11402
PIV(M9) 55 |46 (836 |71.2 [92.2 |90.6 548 1498
Hib-Pn PII(M3) 39(1 (26 |01 |[135 [41 39 4.2
PRE-VACC 75(1 (13 100 [72 |42 38 47
PII(M3) 64 [58 [90.6 |80.7 [96.5 [76.3 53.3 109.3
PlI(Mé&) 63 (46 (73.0 |60.3 [83.4 [246 170 356
PII(M7) 54 |54 (100 ]934 |100 |212.0 1489 |301.7
OPSONO-6B Pn-Pn9 (9-12) PIII(M3) 36 [30 (83.3 |67.2 [93.6 |364.0 159.1 |1833.0
PRE-BOOSTER |66 [42 636 |50.9 |75.1 |48.1 215 [839
PIV(M1) 61 (59 [96.7 |88.7 [99.6 [1459.4 9362 |2274.8
PIV(M15) 35|31 (886 |73.3 |96.8 (2424 1101 [533.7
Pn-Pn9 (13-18)  [PIII{M3) 13112 (923 |64.0 |99.8 |669.8 2029 |2211.1
PRE-BOOSTER (21 [14 [66.7 |43.0 |854 |57.6 18.6 178.1
PIV(M1) 18 (18 (100 |81.5 |100 |1937.1 (11948 |31405
PIV(M15) 16 {13 [81.3 |54.4 |96.0 |239.2 716 [7992
Pn-Pn9 PIII(M3) 49 142 |85.7 [72.8 |94.1 |428.0 2193 [835.0
PRE-BOOSTER (87 [56 (644 |534 [744 |50.2 307 821
PIV(M1) 79 (77 (975 191.2 |99.7 [1556.6 |[10900 [2223.0
PIV(M15) 51 (44 (863 |73.7 943 2414 1277 4564
Pn-Pn15 PII(M3) 40134 |850 [70.2 |94.3 |478.3 2297 (9958
PRE-BOOSTER |63 |44 [69.8 |57.0 |80.8 |60.0 329 1093
PIV(M1) 57 |53 [93.0 |83.0 |98.1 [1781.2 (10425 |3043.6
PIV(M9) 52 |46 (885 |76.6 |956 |287.5 1480 |555.0
Hib-Pn PII(M3) 37(4 (108 |30 [254 |55 38 8.0
PRE-VACC 684 [59 |16 |[144 |53 3.9 72
PlI(M3) 63 [45 (714 |58.7 |82.1 |348.2 165.7 [7316
PlI(Mé&) 61 (43 [705 |57.4 815 [201.5 982 4135
PII(M7) 53 |48 (906 |79.3 |96.9 |740.5 4196 [1306.8
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95% CI 95% CI
Antibody Group Timing N n (% |LL (UL [value LL UL
OPSONO-7F Pn-Png (9-12) Plll(M3) 36 (36 (100 [90.3 [100 |1690.5 ([1259.0 |2269.9
PRE-BOOSTER |66 |66 |100 (946 |100 |1050.0 (796.1 [1385.0
PIV(M1) 61 (61 (100 |94.1 [100 |72298 [53389 |97905
PIV(M15) 36 [35(97.2 |855 (999 (23991 [14626 |3935.1
Pn-Pn9 (13-18)  |PIlI(M3) 13 |13 (100 |75.3 [100 [1719.0 |1080.1 |2735.7
PRE-BOOSTER |21 [21 100 [83.9 |100 |16004 [932.1 |2747.8
PIV(M1) 18 |18 [100 |81.5 [100 [10172.4 [5569.2 |18580.2
PIV(M15) 19119 (100 |824 |100 |4117.2 21064 (80474
Pn-Pn9 PIII(M3) 49 149 [100 |92.7 |100 [1698.0 |1335.1 ([2159.7
PRE-BOOSTER (87 (87 |100 [958 |100 |11625 (9100 [1485.0
PIV(M1) 79 (79 [100 [954 [100 |7814.8 [59848 [10204.3
PIV(M15) 55 (54 (982 |90.3 [100 |[2891.2 [19544 }42769
Pn-Pn15 PIII(M3) 40 140 [100 [91.2 |100 [1621.7 |1112.7 [2363.7
PRE-BOOSTER |65 [65 100 |945 [100 |1539.1 [12629 |18756
PIV(M1) 57 [57 (100 |93.7 [100 |11064.4 (81829 |14960.5
PIV(M9) 52 (52 [100 |93.2 (100 [5371.9 [37124 |77734
Hib-Pn PIlI(M3) 36 (23 639 |46.2 [79.2 |63.7 298 136.0
PRE-VACC 63 [52 825 |70.9 [909 |1106.8 [540.7 22659
PII{M3) 67 (67 [100 |946 [100 |74625 [56539 [98496
PII(M8) 63 |63 |100 [94.3 [100 (62959 45450 |87214
PIII(M7) 54 (54 (100 |93.4 [100 |10104.0 (73778 |138374
OPSONO-9V Pn-Png (9-12) PII(M3) 36 (35972 |855 (999 (13986 [886.3 |2207.1
PRE-BOOSTER |63 [60 |95.2 |86.7 [99.0 |373.3 2613 [5334
PIV(M1) 61 (61 (100 |94.1 [100 (37559 |27105 |5204.4
PIV(M15) 31 (31 (100 |88.8 [100 |[1384.3 (8448 |2268.3
Pn-Pn9 (13-18)  |PIlI{M3) 12|12 [100 |73.5 [100 (18449 |10952 |3107.6
PRE-BOOSTER (20 |20 {100 |83.2 |100 [673.7 3088 |1469.7
PIV(M1) 18 |18 [100 |81.5 [100 (78286 40185 |15251.2
PIV(M15) 18 |18 [100 |81.5 [100 (34023 |1967.1 |5884.7
Pn-Pn9 PIII(M3) 48 147 |97.9 |889 999 |14989 |1047.1 (21456
PRE-BOOSTER (83 (80 |196.4 [89.8 |99.2 |430.4 3107 |596.1
PIV(M1) 79 (79 (100 |954 [100 (44400 |33054 |5964.2
PIV(M15) 49 149 [100 [92.7 [100 (19261 |13166 ([2817.9
Pn-Pn15 PII(M3) 40 (39 1975 |86.8 [999 {13500 (8486 21477
PRE-BOOSTER |63 [63 (100 |94.3 [100 |704.9 5337 9311
PIV(M1) 58 (58 (100 |93.8 [100 |7870.3 [56344 [10993.4
PIV(M9) 52 (52 (100 |93.2 [100 |3504.5 [2501.0 }49106
Hib-Pn PIIl(M3) 38(5 [132 |44 (281 |68 42 10.8
PRE-VACC 58 [40 [69.0 |55.5 (805 (2059 987 14294
PII(M3) 61 (61 (100 |94.1 [100 |57925 |[4586.3 |73159
PlI(M6) 62 (62 (100 |94.2 [100 (34634 [2716.3 |4416.1
PIII(M7) 53 (53 [100 |93.3 [100 |7000.0 [5265.1 |9306.6
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95% CI 95% CI
Antibody Group Timing N (n (% |LL (UL [value LL UL
OPSONO-14 Pn-Png (9-12) PIII(M3) 36 (33 |91.7 |77.5 [98.2 |800.3 4003 |1600.1
PRE-BOOSTER |64 [54 1844 [73.1 [92.2 |196.6 1157 |334.2
PIV(M1) 61 (60 (984 |91.2 [100 |1970.8 |[14521 |2674.8
PIV(M15) 37 (35946 (818 [99.3 |5174 2772 9658
Pn-Pn9 (13-18)  |PIlI(M3) 12|11 [91.7 |61.5 [99.8 (6024 1554 |2334.7
PRE-BOOSTER |21 (21 |100 |83.9 |100 {2392 116.3 4918
PIV(M1) 18 |18 [100 |81.5 [100 [2378.7 12573 (4500.0
PIV(M15) 19 (18 (947 |740 (999 (11010 |4472 |2710.7
Pn-Pn9 PIII(M3) 48 144 |91.7 [80.0 |97.7 |7454 4111 [13518
PRE-BOOSTER (85 (75 |88.2 [79.4 |94.2 |206.4 1342 3175
PIV(M1) 79 (78 |98.7 193.1 [100 [2057.1 [15696 |2696.1
PIV(M15) 56 [53 (946 |85.1 [98.9 |668.5 4031 [1108.6
Pn-Pn15 PIII(M3) 40139 [975 |86.8 [99.9 [1159.8 |6758 (19904
PRE-BOOSTER |62 [53 |855 |74.2 [93.1 |184.0 1098 |308.2
PIV(M1) 57 [57 (100 |93.7 [100 |44075 (31932 |6083.5
PIV(M9) 53 (51 96.2 |87.0 [995 (16412 |9442 28529
Hib-Pn PIlI(M3) 38(9 (237 |14 [402 |74 49 1.0
PRE-VACC 67 (14 1209 [11.9 [326 |124 71 216
PII(M3) 65 (63 (969 |89.3 [996 (23598 |1576.1 |3533.2
PII(M6) 63 |61 [96.8 [89.0 |996 (12936 |886.8 [1887.2
PII(M7) 54 (53 98.1 |90.1 [100 (37094 |24635 |5585.2
OPSONO-18C  |Pn-Pn9(9-12) PIII(M3) 36 (36 (100 |90.3 (100 (10237 |7625 |13744
PRE-BOOSTER |65 (48 |73.8 |61.5 |84.0 |37.9 254  |56.5
PIV(M1) 61 (60 (984 [91.2 [100 |1565.0 [11319 |2163.8
PIV(M15) 34 (31912 |76.3 [98.1 [123.1 687 |2206
Pn-Pn9 (13-18)  |PIlI(M3) 12 (12 (100 |73.5 [100 (11065 [5142 |2381.2
PRE-BOOSTER |20 [7 |35.0 |154 |59.2 (148 54 40 4
PIV(M1) 18 (18 |100 |815 |100 (35794 22224 |5765.0
PIV(M15) 18 |18 [100 |81.5 [100 (7836 406.3 [1511.2
Pn-Pn9 PII(M3) 48 148 [100 |926 |100 |10438 |791.7 [1376.1
PRE-BOOSTER |85 (55 |64.7 |53.6 |74.8 |30.4 207  |4486
PIV(M1) 79 (78 |98.7 |93.1 [100 (18897 [14294 |2498.1
PIV(M15) 52 (49 (942 |84.1 [98.8 |233.6 1422 3838
Pn-Pn15 PII(M3) 40138 [95.0 [83.1 |994 7744 4619 12985
PRE-BOOSTER |62 [37 |59.7 [46.4 |719 |222 141 35.0
PIV(M1) 58 [57 [98.3 |90.8 (100 (3643.2 |25722 |5160.2
PIV(M9) 53[50 (943 |84.3 (988 (11550 |6620 |2015.0
Hib-Pn PIII(M3) 37 (1 |27 |01 [142 |45 35 58
PRE-VACC 71(3 [42 |09 [119 |48 38 6.1
PII(M3) 66 (62 (939 |85.2 [98.3 |2487.5 (15412 |4014.8
PII(M6) 62 |62 [100 [94.2 [100 (25464 17550 (3694.7
PII{M7) 54 154 [100 (934 [100 |88146 |68109 (114077
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95% CI 95% ClI
Antibody Group Timing N |n |% |LL (UL |value LL UL
OPSONO-19F  [Pn-Pn8 (9-12) PIlI(M3) 36 (36 (100 |90.3 {100 |890.2 6001 13204
PRE-BOOSTER |65 |54 (831 [71.7 |91.2 [50.2 332 |59
PIV(M1) 60 [59 |198.3 [91.1 [100 (16450 [1020.1 |2652.8
PIV(M15) 32125 |78.1 |60.0 [90.7 |73.7 365 148 6
Pn-Pn9 (13-18)  [PIlI(M3) 13 (13 100 (753 [100 |[1057.7 4695 |23828
PRE-BOOSTER |21 [15 (714 [478 |88.7 [26.6 123 |576
PIV(M1) 18 |17 [944 (727 1999 [17694 6519 |[48025
PIV(M15) 19 (17 1895 |66.9 [98.7 |202 4 796 [514.7
Pn-Pn9 PIII(M3) 49 (49 1100 (92.7 [100 ([931.8 6596 |13165
PRE-BOOSTER (86 |69 [80.2 [70.2 |88.0 |43.0 299 [61.7
PIV(M1) 78 (76 (974 1910 [99.7 |16729 |1096.3 [2552.7
PIV(M15) 51142 [824 169.1 916 |107.3 614 1876
Pn-Pn15 PIlI(M3) 40 |38 |950 (83.1 |99.4 |670.0 4011 11192
PRE-BOOSTER |63 |49 (778 [655 |87.3 [34.7 234 [516
PIV(M1) 58 157 [98.3 |90.8 [100 24044 [1583.1 [36516
PIV(M9) 53150 [94.3 |84.3 [98.8 |357.9 2189 |585.0
Hib-Pn PII(M3) 3815 [132 |44 (281 |54 41 71
PRE-VACC 73[2 |27 [03 [95 [42 39 46
PII(M3) 65 [62 1954 (87.1 [990 (17686 (11203 |2792.0
PII(M6) 62 (60 1968 (88.8 [996 [753.8 4973 [11425
PIII(M7) 51151 {100 |93.0 [100 |3808.8 |26895 [53939
OPSONO-23F  |Pn-Pn9 (9-12) PIlI(M3) 3635|972 |855 (999 |16115 [965.1 [2691.0
PRE-BOOSTER |66 |46 [69.7 [57.1 |80.4 [193.2 90 |3886
PIV(M1) 61 (59 |196.7 (88.7 |996 [2828.0 |1829.7 43709
PIV(M15) 35128 [80.0 |63.1 916 |10153 |3547 [2906.3
Pn-Pn9 (13-18)  |PIII(M3) 13 (13 |100 [75.3 [100 |[2351.3 |11858 |4662.3
PRE-BOOSTER |20 |10 [50.0 [27.2 |728 [79.3 169 [3726
PIV(M1) 18 (18 |100 (815 [100 |10489.7 |6411.7 [171616
PIV(M15) 19 (19 |100 (824 [100 [69153 43632 |10960.1
Pn-Pn9 PII(M3) 49 (48 1980 (89.1 |999 (17814 [11839 |26805
PRE-BOOSTER |86 |56 |65.1 [54.1 [75.1 [157.0 832 2963
PIV(M1) 79 |77 |975 |91.2 [99.7 |38123 26308 [5524.5
PIV(M15) 54 147|870 (751 (946 (19941 |9597 |41434
Pn-Pn15 PIII(M3) 40 (39 1975 (868 [999 [1356.3 8183 |22479
PRE-BOOSTER |61 |46 754 [62.7 |855 [498.2 2314 10729
PIV(M1) 58 [56 (96.6 |88.1 |99.6 |5937.2 |35876 |9825.5
PIV(M9) 55148 |87.3 |755 (94.7 |30185 |1389.0 |6559.6
Hib-Pn PII(M3) 3715 [135 |45 [|288 |79 44 142
PRE-VACC 69 (22 |1319 (212 [442 |38.7 171 87.5
PII(M3) 67 |62 |925 (834 (975 (33781 20148 |[5664.0
PII(M6) 62 [54 |87.1 [76.1 [94.3 (18682 9569 |36475
PII(MT7) 53148 |906 |79.3 (969 |4357.3 22469 (84498

Pn-Pn9 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following
3-dose primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age
following 3-dose primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)
Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-
dose primary vaccination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of
life

GMT = geometric mean titre
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N = number of subjects with available results

Table 42 Seropositivity rates and GMTs for OPSONO-6A and OPSONO-19A titres (ATP cohort

for

immunogenicity)

>8 GMT

| 95%Cl 95% CI
Antibody Group Timing N n [% |LL |UL [|value |LL UL
OPSONO-6A Pn-Pn9 (9-12) PIlI(M3) 32 |16 |50.0 [31.9 |68.1 (247 12.0 508
PRE-BOOSTER 65 |28 |43.1 |30.8 [56.0 (221 131 370

PIV(M1) 61 |44 |721 |59.2 (829 [164.2 853 3164

PIV(M15) 35 |24 1686 |50.7 [83.1 |674 3186 1435

Pn-Png (13-18) PIlI{M3) 12 16 [50.0 |21.1 [78.9 [29.0 76 1109
PRE-BOOSTER 21 |7 1333 |146 [57.0 [183 59 56.1

PIV(M1) 18 |14 |778 |524 1936 (1846 [56.8 600.2

PIV(M15) 19 111|579 |335 |79.7 [53.7 173 169.0

Pn-Pn9 PIlI(M3) 44 |22 |50.0 |346 |654 |258 14.0 475
PRE-BOOSTER 86 |35 |40.7 130.2 [51.8 211 132 33.6

PIV(M1) 79 |58 |734 |62.3 |82.7 |168.7 |96.3 2955

PIV(M15) 54 135 |164.8 |506 (773 |62.2 337 1148

Pn-Pn15 PIII(M3) 39 |17 1436 |27.8 604 [19.0 10.0 36.0
PRE-BOOSTER 63 |29 |46.0 (334 [59.1 [271 15.7 470

PIV(M1) 57 |44 |77.2 |64.2 (873 (2625 (1354 |509.0

PIV(M3) 53 133 1623 |479 (752 (966 454 2056
Hib-Pn PIlI{M3) 3915 |128 |43 (274 |57 41 78
PRE-VACC 69 |12 |174 |93 (284 (102 6.1 171

PIl(M3) 65 |51 |78.5 |66.5 [87.7 (3249 [176.1 [5995

Pli{M6) 63 (51 181.0 |69.1 1898 |3280 (1810 [5982

PIII(MT) 52 |48 [92.3 1815 |979 |616.2 ([369.2 |[10285

OPSONO-19A  [Pn-Pn9 (9-12) PIII(M3) 36 (9 (250 |12.1 [42.2 |106 58 194
PRE-BOOSTER 66 |14 1212 1121 (330 (89 6.0 133

PIV(M1) 60 |44 |73.3 1603 (839 (1152 |619 214 4

PIV(M15) 36 (10 |278 |142 |452 117 6.1 225

Pn-Pn9 (13-18) PIII(M3) 1215 [41.7 152 [723 |21.2 50 896
PRE-BOOSTER 20|18 |400 [191 (639 [128 6.0 271

PIV(M1) 18 |16 (889 [65.3 (986 (4985 (1707 |1456.0

PIV(M15) 17 |10 [58.8 [329 [816 [43.2 129 1447

Pn-Pn9 PIII(M3) 48 |14 1292 170 (441 [126 72 220
PRE-BOOSTER 86 |22 |256 |16.8 (361 (9.7 68 13.7

PIV(M1) 78 160 [76.9 [66.0 |85.7 |1616 (937 2785

PIV(M15) 53 |20 |37.7 |248 (521 (178 98 321

Pn-Pn15 PIII(M3) 36 (9 (250 |12.1 [42.2 |10.7 5.7 199
PRE-BOOSTER 63 |14 (222 1127 |345 |70 53 93

PIV(M1) 57 |50 [87.7 |76.3 |94.9 (3856 (2234 |6655

PIV(M9) 51|37 |725 |58.3 (841 [60.0 330 1092
Hib-Pn PIlI(M3) 3910 |00 |0.0 |90 |40 40 40
PRE-VACC 7515 |67 |22 |149 |48 40 58

PIl(M3) 64 |56 |87.5 |76.8 [94.4 [5066 (3055 8401

PII(MB) 611551902 |798 (963 (4021 (2489 |6495

PII(MT) 54 153 198.1 |90.1 (100 (17709 (11906 |2634.0
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e Safety results

Exposure
Pn-Pn9 (9-12) | Pn-Pn9 (13-18) Pn-Pn9 Pn-Pn15 Hib-Pn
N=T4 N=26 N=100 N=95 N=87
Total number of doses |n % n % n % n % n %
received
1 74 100 |26 100 [100 100 |95 100 |7 8.0
2 - - - - - - - - 9 10.3
3 - - - - - - - - 71 816
Any 74 100 |26 100 [100 100 |95 100 |87 100

Pn-Pn9 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following
3-dose primary

vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age
following 3-dose

primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose
primary

vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-
dose primary

vaccination in the 10PN-PD-DIT-037 study

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of
life

N = number of subjects in each group included in the considered cohort

n/% = number/percentage of subjects receiving the specified total number of doses

Any = number and percentage of subjects receiving at least one dose

Overall incidence of adverse events

The overall incidence of AEs (solicited and/or unsolicited, local and/or general) reported during the 31-
day post-vaccination period and the overall incidence of AEs (solicited and/or unsolicited, local and/or
general) with are presented in Table 80 for primed groups (Pn-Pn9 and Pn-Pnl15 groups) and Table 81
for the unprimed group.

Synflorix
EMEA/H/C/000973 P46 017
31



Table 80 Incidence and nature of symptoms (solicited and unsolicited) reported during the
31-day (Days 0-30) post-vaccination period — Primed groups (Total vaccinated cohort)

Any symptom General symptoms Local symptoms
95% CI 95% ClI 95% CI
Group N n % JLL [UL |N n % |LL UL [N n % |LL [UL

Pn-Png (8-12) |71 37 521 |39.9 |64.1 (70 28 400 285 [524 M1 29 40.8 (293 |53.2
Pn-Pn9 (13- |22 13 59.1 (364 793 (22 11 500 (282 |718 (22 7 318 |139 |549
18)
Pn-Pn9 93 50 538 |431 |842 (92 39 424 1321 531 |93 |36 38.7 (288 494
Pn-Pn15 8 |29 341 (242 |452 (85 18 212 [131 |314 (85 |25 294 (200 1403
Pn-Pn9 (9-12) = Pnmed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DIT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn8d (9-12) and Pn-Pn3 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

N= number of subjects with the documented dose

n/%= number/percentage of subjects presenting at least one type of symptom

95% CI = exact 95% confidence interval. LL = Lower Limit. UL = Upper Limit

Table 81 Incidence and nature of symptoms (solicited and unsolicited) reported during the
31-day (Days 0-30) post-vaccination period — Unprimed group (Total vaccinated cohort)

Any symptom General symptoms Local symptoms
95% CI 95% CI 95% ClI
Group N n % |LL JUL [N n % |LL |UL [N n % [LL (UL
Dose 1 Hib-Pn 82 |36 (4391330155382 (25 |305|208(416(82 |27 [329]229|442
Dose 2 Hib-Pn 77 (15 [195[(113)1301(77 |11 [143|74 |241|77 |11 |143|74 (241
Dose 3 Hib-Pn 62 |15 [242[142]36.7]62 |7 113147 |12191(62 [14 [226(129]35.0
QOverall/dose  |Hib-Pn 221 66 [299(23.9]364 (221 |43 [195|145(253 (221 |52 |235(18.1(29.7
Overallisubject |Hib-Pn 82 (38 ([463(353|57.7(82 |26 (31.7|219|429(82 |30 |36.6(26.2(48.0

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life
For each dose and overall/subject:

N= number of subjects with at least one documented dose

n/%= number/percentage of subjects reporting at least once the symptom

For overall/dose:

N= number of documented doses

n/%= number/percentage of doses followed by at least one type of symptom

95% Cl = exact 95% confidence interval, LL = Lower Limit, UL = Upper Limit

During the 31-day post-booster vaccination period:

e AEs (solicited and/or unsolicited, local and/or general) were reported for 53.8% and 34.1% of
subjects in the Pn-Pn9 and Pn-Pnl15 groups respectively.

e Grade 3 AEs (solicited and/or unsolicited, local and/or general) were reported for 7.5% and
8.2% of subjects in the Pn-Pn9 and Pn-Pnl5 groups respectively. All these AEs were
considered by the investigator to be causally related to study vaccination.

e AEs (solicited and/or unsolicited, local and/or general) with medically attended visits were
reported for 5.4% and 1.2% of subjects in the Pn-Pn9 and Pn-Pnl15 groups respectively.

e Any AEs (solicited and/or unsolicited, local and/or general) were reported following 29.9% of
overall doses (46.3% of subjects) in the unprimed group.

e Grade 3 AEs (solicited and/or unsolicited, local and/or general) were reported following 4.1%
of overall doses (8.5% of subjects) in the unprimed group. There was no increase in the
incidence of adverse events over successive doses. All these AEs were considered by the
investigator to be causally related to study vaccination.

e AEs (solicited and/or unsolicited, local and/or general) with medically attended visits were
reported following 2.3% of doses (6.1% of subjects) in the unprimed group.

Synflorix
EMEA/H/C/000973 P46 017
32



Solicited local adverse events
The results are detailed in Tables 90 (primed groups) and 91 (unprimed group).

Table 90 Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-

vaccination period — Primed groups (Total vaccinated cohort)
Pn-Pn9 (9-12) Pn-Pn9 (13-18) Pn-Pnd Pn-Pn15

95 % Cl 95% Cl 95 % CI 95 % CI

Symptom Type Nin|% |LL [UL IN|n/% JLL [UL I[N |n |% |LL [UL [N |n (% |LL |UL
Pain All 71]24]33.8|123.0/146.0(22(7131.8/13.9(54.9]93]31/33.3|23.9|43.9|85(25|29.4|120.0/40.3
Grade 3 71(2 (2.8 103 |98 |22]0]0.0 |00 [154(93[2 (2.2 (0.3 [76 |85/4 [4.7 |13 |116

Medical advice|71/0 (0.0 |0.0 |5.1 |22{0]0.0 |0.0 |15.4(93[0 |0.0 (0.0 [3.9 [85]0 [0.0 |0.0 |42

Redness (mm) [All 71(14(19.7]11.2|130.9]22|219.1 |1.1 |29.2|93[16{17.2(10.2(26.4|185|12({14.1|]7.5 |23 4
>20 71|13 |42 |09 [11.9(22|0/10.0 (0.0 [154|93|3 (3.2 |0.7 |9.1 |85/0 |0.0 |0.0 |42

>30 7112 128 |03 (9.8 (220100 (0.0 [154]93]2 (2.2 |0.3 |7.6 |85[0 |0.0 |0.0 (42

Medical advice|71(0 (0.0 |0.0 |5.1 [22(0]0.0 |0.0 [154(93[0 (0.0 (0.0 |39 |85|0 (0.0 |0.0 |42

Swelling (mm) (Al 71112|16.9|9.0 |27.7|22]219.1 |[1.1 [29.2]|93]14[15.1]85 |24.0|185(14]|16.5|9.3 |26.1
>20 71(5 [7.0 |23 [15.7(22]010.0 (0.0 [154|93]5 [54 |18 |[12.1|85[4 |47 |13 [116

>30 7114 |56 |16 [13.8(22]010.0 (0.0 [154|93}4 (4.3 |12 |10.6|85(1 |1.2 |00 |64

Medical advice|71(0 (0.0 |0.0 |5.1 [22(0]0.0 |0.0 [154(93[0 |0.0 (0.0 |39 [85]0 (0.0 |0.0 |4.2

Pn-Pn9 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary

vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-PnS (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

N= number of subjects with the documented dose

n/%= number/percentage of subjects reporting at least once the symptom

95%Cl= Exact 95% confidence interval LL = lower limit. UL = upper limit

Table 91 Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-
vaccination period following each dose and overall — Unprimed group (Total vaccinated
cohort)
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Hib-Pn

95 % CI
Symptom [Type N [n [% LL (UL
Dose 1
Pain All 82 23 28.0 18.7 39.1
Grade 3 82 4 49 1.3 12.0
Medical advice 82 0 0.0 00 44
Redness (mm) All 82 9 11.0 51 19.8
>20 82 1 1.2 0.0 6.6
>30 82 1 1.2 0.0 6.6
Medical advice 82 0 0.0 0.0 44
Swelling (mm) All 82 11 134 6.9 227
>20 82 2 24 03 85
>30 82 2 24 03 8.5
Medical advice 82 0 0.0 0.0 44
Dose 2
Pain All 77 10 13.0 6.4 226
Grade 3 77 0 0.0 0.0 47
Medical advice 77 0 0.0 00 47
Redness (mm) All 77 1 1.3 00 70
>20 77 0 0.0 0.0 47
>30 77 0 0.0 0.0 47
Medical advice 77 0 0.0 0.0 47
Swelling (mm) All 77 6 78 29 16.2
>20 77 1 1.3 0.0 7.0
>30 77 1 1.3 0.0 7.0
Medical advice 77 0 0.0 0.0 47
Dose 3
Pain All 62 12 194 10.4 314
Grade 3 62 2 3.2 0.4 11.2
Medical advice 62 0 0.0 0.0 58
Redness (mm) All 62 4 6.5 18 15.7
>20 62 0 0.0 0.0 58
>30 62 0 0.0 0.0 58
Medical advice 62 0 0.0 0.0 58
Swelling (mm) All 62 7 11.3 47 219
>20 62 1 16 0.0 8.7
>30 62 0 0.0 0.0 58
Medical advice 62 0 0.0 0.0 5.8
QOverall/dose
Pain All 221 45 204 15.3 26.3
Grade 3 221 6 2.7 1.0 5.8
Medical advice 221 0 0.0 0.0 1.7
Redness (mm) All 221 14 6.3 35 104
>20 221 1 0.5 0.0 25
>30 221 1 0.5 0.0 25
Medical advice 221 0 0.0 0.0 1.7
Swelling (mm) All 221 24 10.9 71 15.7
>20 221 4 1.8 05 45
>30 221 3 14 03 39
Medical advice 221 0 0.0 0.0 1.7
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Hib-Pn
95 % ClI
Symptom [Type N [n [% LL [uL
Overall'subject

Pain Al 82 26 N7 219 429
Grade 3 82 5 6.1 20 13.7

Medical advice 82 0 0.0 0.0 44
Redness (mm) Al 82 11 134 69 227

>20 82 1 12 0.0 6.6

>30 82 1 1.2 00 6.6

Medical advice 82 0 0.0 0.0 44
Swelling (mm) Al 82 16 19.5 11.6 29.7
>20 82 3 37 08 10.3

>30 82 2 24 0.3 8.5

Medical advice 82 0 0.0 00 44

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life

For each dose and overall/subject:

N= number of subjects with at least one documented dose

n/%= number/percentage of subjects reporting at least once the symptom
For Overall/dose:

N= number of documented doses

n/%= number/perceniage of doses followed by at least one type of symptom
95%CI= Exact 95% confidence interval; LL = lower limit, UL = upper limit

Assessor’'s comment: The rate of solicited local adverse events does not cause any new concern

regarding Synflorix.

Solicited general adverse events

The results are detailed in Tables 93 (primed groups) and 94 (unprimed group).
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Table 93 Incidence of solicited general symptoms reported during the 4-day (Days 0-3)

post-vaccination period — Primed groups (Total vaccinated cohort)
Pn-PnS (3-12) Pn-Pn% (13-18) Pn-PnS Pn-Pn15
95 % CI 95 % CI 95 % ClI 95 % CI
Symptom Type Nn[% [LL JUL IN|n[% [LL JUL [N |n[% [LL JUL [N |n [% [LLJUL
Drowsiness All 70]4 |5.7 |16 |14.0(22|1)4.5 |0.1 |22.8|192|5 |54 |1.8 |12.2|85[4 |4.7 |1.3[11.6
Grade 3 70]0 10.0 |0.0 |51 [22]0]0.0 |0.0 |15.4|92|0 |0.0 |0.0 |3.9 |85/0 0.0 |0.0j4.2
Related 70|13 |43 |09 12.0(22|1)4.5 |01 |22.8|92(4 |14.3 |1.2 |108|85[4 |4.7 |1.3[116
Grade 3 & 70]0 |0.0 |0.0 |51 (22)0)0.0 |0.0 |15.4/92(0 |0.0 |0.0 |3.9 |85(0 0.0 |0.04.2
Related
Medical advice |70/0 |0.0 (0.0 [5.1 |22(0(0.0 (0.0 |15.4/92|0 |0.0 (0.0 |3.9 |85|0 |0.0 [0.0}]4.2
Fever (Axillary) (Al 70113[18.6/110.3(29.7|122|7]31.8(13.9]54.9|192|20]21.7|113.8|31.6(85(13|15.3[8 4|24 .7
(°C) >38.0 70|11 |14 10.0 |7.7 [22|3]13.6|2.9 |34.9|192/4 |14.3 |1.2 |10.8|85[5 |5.9 |1.9[13.2
>38.5 70|11 |14 10.0 |7.7 (22]2]9.1 |1.1 |29.2|192(3 |3.3 |0.7 |9.2 |85(3 |3.5 |0.7[10.0
>39.0 70/0 10.0 10.0 [5.1 |22]0]0.0 |0.0 [15.4{92[0 [0.0 [0.0 |3.9 [85]1 |1.2 |0.0]6.4
>39.5 70]0 10.0 |0.0 |5.1 [22]0)0.0 |0.0 |15.4|92|0 |0.0 |0.0 |3.9 |85|1 |1.2 |0.0/6.4
Related 70)13[18.6/10.3(29.7)122|6]27.3[10.7]50.2|192(19]20.7|112.9|30.4[85(13|15.3|8 4|24 .7
>395& 70|10 |0.0 |0.0 |5.1 (22)0)0.0 |0.0 |15.4/92(0 |0.0 |0.0 |39 |85[1 |1.2 |0.0[6.4
Related
Medical advice [70]0 |10.0 |0.0 [5.1 |22|0]0.0 |0.0 |15.4/92|0 |10.0 [0.0 (3.9 [85]0 |0.0 [0.0}4.2
Irritability All 70]15|21.4|12.5|32.9(22|4]18.2|5.2 40.3|192(19|20.7|112.9|30.4|85(9 |10.6|5.0{19.2
Grade 3 70|11 [1.4 10.0 (7.7 |22]0]0.0 [0.0 [15.4/92]1 |1.1 |0.0 [5.9 [85[1 [1.2 |00[64
Related 70]11]15.7|8.1 |26.4(22|4|18.2|15.2 |40.3|192(15/16.3|19.4 |25.5|85(9 |10.6|5.0{19.2
Grade 3 & 70(1 |1.4 0.0 |7.7 |22(0]|0.0 |0.0 (15.4{92|1 |1.1 |0.0 (5.9 (85|11 (1.2 |00|c.4
Related
Medical advice |70|0 0.0 0.0 [5.1 |22|0{0.0 (0.0 |15.4/92|0 |0.0 [0.0 |3.9 |85|0 |0.0 [0.0}4.2
Loss of appetite |All 70]12{17.1]9.2 |128.0|22(2]9.1 |1.1 [29.2|92(14[15.2|8.6 |24.2|85|9 |10.6(5.0|19.2
Grade 3 70]0 10.0 |0.0 |5.1 (22]0)0.0 |0.0 |15.4|92|0 |0.0 |0.0 |39 |85(2 |24 |0.3[8.2
Related 707 [10.0]4.1 |19.5(221219.1 |1.1 |29.2|192|9 |98 |46 |178|85(8 |94 |42[17.7
Grade 3 & 70]0 |0.0 |0.0 |51 (22]0]0.0 |0.0 |15.4/92(0 |0.0 |0.0 |3.9 |85(2 |24 |0.3[8.2
Related
Medical advice |70(0 |0.0 |0.0 |5.1 |22]|0/0.0 |0.0 [15.4{92(0 [0.0 (0.0 |3.9 |85]|0 |0.0 |0.0]4.2

Pn-Pn3 (9-12) = Primed group receiving booster dose of 10Pn-PD-DiT at 9-12 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 (13-18) = Primed group receiving booster dose of 10Pn-PD-DiT at 13-18 months of age following 3-dose
primary vaccination in the 10PN-PD-DIT-037 study

Pn-Pn9 = Primed group receiving booster dose of 10Pn-PD-DiT at 9-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study (pooled Pn-Pn9 (9-12) and Pn-Pn9 (13-18) groups)

Pn-Pn15 = Primed group receiving booster dose of 10Pn-PD-DiT at 15-18 months of age following 3-dose primary
vaccination in the 10PN-PD-DIT-037 study

N= number of subjects with the documented dose

n/%= number/percentage of subjects reporting at least once the symptom

95%Cl= Exact 95% confidence interval; LL = lower limit, UL = upper limit
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Table 94 Incidence of solicited general symptoms reported during the 4-day (Days 0-3)
post-vaccination period following each dose and overall — Unprimed group (Total vaccinated

cohort)
Hib-Pn
95 % CI
Symptom [Type N |n [% LL [uL
Dose 1
Drowsiness All 82 5 6.1 20 13.7
Grade 3 82 2 2.4 0.3 85
Related 82 2 24 0.3 85
Grade 3 & Related 82 1 1.2 0.0 6.6
Medical advice 82 0 0.0 0.0 44
Fever (Axillary) (°C) All 82 16 195 116 297
>38.0 82 7 8.5 35 16.8
>38.5 82 3 37 08 10.3
>39.0 82 1 1.2 0.0 66
>39.5 82 0 0.0 0.0 44
Related 82 14 17.1 97 27.0
>395 & Related 82 0 0.0 0.0 44
Medical advice 82 0 0.0 0.0 44
Irritability All 82 9 11.0 51 198
Grade 3 82 1 1.2 0.0 6.6
Related 82 5 6.1 20 13.7
Grade 3 & Related 82 0 0.0 0.0 44
Medical advice 82 0 0.0 0.0 44
Loss of appetite All 82 9 11.0 51 19.8
Grade 3 82 0 0.0 0.0 44
Related 82 7 85 3.5 16.8
Grade 3 & Related 82 0 0.0 00 44
Medical advice 82 0 0.0 00 44
Dose 2
Drowsiness All 77 1 1.3 0.0 7.0
Grade 3 77 0 0.0 0.0 47
Related 7 1 1.3 0.0 70
Grade 3 & Related 77 0 0.0 0.0 47
Medical advice 77 0 0.0 0.0 47
Fever (Axillary) (°C) All 77 8 104 46 194
>38.0 77 2 26 03 91
>38.5 77 1 1.3 00 70
>39.0 77 0 0.0 0.0 47
>395 77 0 0.0 0.0 47
Related 77 8 104 46 194
>39 5 & Related 77 0 0.0 0.0 47
Medical advice 77 1 1.3 0.0 70
Irritability All 77 5 6.5 21 145
Grade 3 77 0 0.0 0.0 47
Related 77 5 6.5 21 145
Grade 3 & Related 77 0 0.0 00 47
Medical advice 77 0 0.0 0.0 47
Loss of appetite All 77 2 26 03 91
Grade 3 77 0 0.0 0.0 47
Related 77 2 26 0.3 91
Grade 3 & Related 7 0 0.0 0.0 47
Medical advice 77 0 0.0 0.0 47
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Hib-Pn
95 % CI
Symptom [Type N |n [% LL [uL
Dose 3
Drowsiness All 62 2 3.2 04 11.2
Grade 3 62 0 0.0 0.0 58
Related 62 1 1.6 0.0 8.7
Grade 3 & Related 62 0 0.0 0.0 58
Medical advice 62 0 0.0 0.0 58
Fever (Axillary) (°C) All 62 6 9.7 36 19.9
>38.0 62 1 16 0.0 87
>38.5 62 0 0.0 0.0 58
>39.0 62 0 0.0 0.0 58
>39.5 62 0 0.0 0.0 58
Related 62 6 9.7 36 19.9
>39.5 & Related 62 0 0.0 0.0 58
Medical advice 62 0 0.0 0.0 58
Irritability All 62 2 3.2 04 11.2
Grade 3 62 0 0.0 0.0 58
Related |62 1 1.6 0.0 8.7
Grade 3 & Related |62 0 0.0 0.0 58
Medical advice |62 0 0.0 0.0 58
Loss of appetite All [62 3 48 10 135
Grade 3 62 0 0.0 0.0 58
Related 62 2 32 04 11.2
Grade 3 & Related 62 0 0.0 0.0 58
Medical advice 62 0 0.0 0.0 58
Overall/dose
Drowsiness All 221 8 3.6 1.6 7.0
Grade 3 221 2 09 0.1 32
Related 221 4 1.8 05 46
Grade 3 & Related 221 1 0.5 0.0 25
Medical advice 221 0 0.0 0.0 1.7
Fever (Axillary) (°C) All 221 30 13.6 9.3 18.8
>38.0 221 10 45 22 8.2
>38.5 221 4 1.8 05 46
>39.0 221 1 05 0.0 25
>39.5 221 0 0.0 0.0 1.7
Related 221 28 12.7 86 17.8
>39 5 & Related 221 0 0.0 0.0 1.7
Medical advice 221 1 0.5 0.0 25
Irritability All 221 16 7.2 42 115
Grade 3 221 1 05 0.0 25
Related 221 11 5.0 25 8.7
Grade 3 & Related 221 0 0.0 0.0 1.7
Medical advice 221 0 0.0 0.0 1.7
Loss of appetite All 221 14 6.3 35 104
Grade 3 221 0 0.0 0.0 1.7
Related 221 11 5.0 25 8.7
Grade 3 & Related 221 0 0.0 0.0 1.7
Medical advice 221 0 0.0 0.0 1.7
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Hib-Pn
95 % Cl
Symptom [Type N n [% LL [uL
QOverall/subject
Drowsiness All 82 5 6.1 20 13.7
Grade 3 82 2 24 03 85
Related 82 3 3.7 08 10.3
Grade 3 & Related 82 1 1.2 0.0 6.6
Medical advice 82 0 0.0 00 44
Fever (Axillary) (°C) All 82 22 26.8 176 378
>38.0 82 9 11.0 5.1 19.8
>38.5 82 4 49 13 12.0
>39.0 82 1 1.2 0.0 6.6
>39.5 82 0 0.0 0.0 44
Related 82 21 256 16.6 364
>39.5 & Related 82 0 0.0 0.0 44
Medical advice 82 1 12 0.0 6.6
Irritability All 82 12 146 78 24.2
Grade 3 82 1 12 00 6.6
Related 82 9 1.0 51 19.8
Grade 3 & Related 82 0 0.0 0.0 44
Medical advice 82 0 0.0 0.0 44
Loss of appetite Al 82 10 12.2 6.0 213
Grade 3 82 0 0.0 0.0 44
Related 82 9 1.0 51 19.8
Grade 3 & Related 82 0 0.0 0.0 44
Medical advice 82 0 0.0 00 44

Hib-Pn = Unprimed group receiving 2+1 catch up vaccination with 10Pn-PD-DiT in the second year of life
For each dose and overall/subject:

N= number of subjects with at least one documented dose

n/%= number/percentage of subjects reporting at least once the symptom

For Overallidose:

N= number of documented doses

n/%= number/percentage of doses followed by at least one type of symptom

95%Cl= Exact 95% confidence interval; LL = lower limit, UL = upper limit

Assessor’'s comment: The rate of solicited general adverse events does not cause any new concern
regarding Synflorix.

Unsolicited adverse events

At least one unsolicited AE was reported by 7.0% and 1.1% of subjects in the Pn-Pn9 and Pn-Pnl15
groups, respectively, within the 31-day post-vaccination period. Unsolicited AEs with medically
attended visits were reported by 6.0% and 1.1% of subjects in the Pn-Pn9 and Pn-Pnl5 groups,
respectively.

In the unprimed Hib-Pn group, 2.5% of administered doses were followed by at least one unsolicited
AE within the 31-day post-vaccination period. For the unsolicited AEs with medically attended visits,
this percentage was 2.1% of administered doses.

Serious adverse events

Three subjects reported at least one SAE during the entire study period: two out of 100 subjects
boosted at 9-18 months of age and one out of 87 subjects that received 2+1 dose catch-up vaccination
in second year of life. None of the reported SAEs were fatal or considered by the investigator to be
causally related to vaccination.
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Fatal events
No fatal SAEs were reported during the entire study period.

Non-fatal events

During the entire study period, three subjects reported at least one SAE (two out of 100 vaccinated
subjects in the Pn-Pn9 group and one out of 87 vaccinated subjects in the Hib-Pn group). None of the
SAEs were considered by the investigator to be causally related to vaccination. All SAEs were
recovered/resolved without sequelae.

Adverse events leading to premature discontinuation of study vaccine and/or study
None of the subjects withdrew due to an AE or SAE during the study period.

MAH conclusions

e The data in this study showed that the 10Pn-PD-DiT vaccine induced an immune response
against vaccine pneumococcal serotypes when given as an early or late booster dose at either
9-12 or 15-18 months of age, respectively, following 3-dose primary immunization course at 6,
10 and 14 weeks of age in Indian children. One month after booster vaccination, for each of
the 10 vaccine pneumococcal serotypes, at least 96.8% and 98.4% of subjects boosted with
10Pn-PD-DIT at 9-12 or 15-18 months of age, respectively had antibody concentrations >0.2
pg/mL except for serotype 6B (95.2% of subjects boosted at 9-12 months of age and 93.8% of
subjects boosted at 15-18 months of age).

e 10Pn-PD-DIiT vaccine was generally well tolerated.

e During the 31-day post-booster vaccination period, at least one unsolicited AE was reported by
7.0% and 1.1% of subjects boosted at either 9-18 or 15-18 months of age, respectively. In the
group that received 3-dose (2+1 schedule) catch-up vaccination with 10Pn-PD-DiT in second
year of life, at least one unsolicited AE was reported following the administration of 2.5% of
doses (5.7% of subjects).

e Three subjects reported at least one SAE during the entire study period: two out of 100
subjects boosted at 9-18 months of age and one out of 87 subjects that received 2+1 dose
catch-up vaccination in second year of life. None of the reported SAEs were fatal or considered
by the investigator to be causally related to vaccination.

¢ No confirmatory analysis was performed with regards to the primary and secondary
immunogenicity and reactogenicity/safety objectives.

3. Discussion on clinical aspects
The submitted study report describes booster responses at 9-12 months of age or 15-18 months of
age in Indian children who had received three primary doses according to the EPI schedule, i.e. at 6,
10 and 14 weeks of age. In addition, a secondary objective was to study immune responses to 2 catch-
up doses followed by a single booster dose within the second year of life. The catch-up part of this
study fulfils FUM, regarding boostability of the catch-up vaccination. The study design was not optimal
to achieve the primary objective, since the children were recruited to either the 9-18 months group or
15-18 months group, instead of the intended 9-12 and 15-18 months age groups. This was apparently
done for practical reasons, as the study start was delayed.
The study was not powered to detect differences between an early or late booster dose. The titres had
generally declined more in the late booster group before the booster dose, compared to the early
booster group, and the responses tended to be higher in the late booster group. However, the groups
were relatively small, and the relevance of these data for a European population is unclear. Therefore,
in conclusion, there is no need to make any SPC changes based on the booster data presented in this
submission.
The catch-up part of this study was a secondary objective, but represents the first data on boostability
of a 2-dose catch-up schedule during the second year of life. The responses to a third dose given
during the second year of life have the characteristics of a booster response, i.e. higher GMCs and
GMTs following the third dose compared to the second priming dose. The interval between the two
primary doses and the booster dose was relatively short, and no data on duration of the immunological
memory are available. Taken together, the catch-up data indicate that a third dose given during the
second year of life increases the antibody titres, but these data are not considered sufficient to change
the dosing recommendations for the catch-up schedule. In addition, the relevance of the data from this
study conducted in India to a European population is questioned.
No new safety signal was detected in this study.
Thus, no further regulatory action is required.
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1. RAPPORTEUR’S OVERALL CONCLUSION AND RECOMMENDATION

»  Overall conclusion

This Paediatric submission is considered fulfilled, and in addition FUM is also considered fulfilled. The
presented data on a booster dose following the 2-dose catch-up during the second year of life are
considered novel, but not sufficient to request a change to the booster recommendations for the catch-
up dose in the EU SPC.

> Recommendation

X Fulfilled —

No further action required

] Not fulfilled:

V. ADDITIONAL CLARIFICATIONS REQUESTED

Not applicable
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