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INTRODUCTION

On 2011-07-08, the MAH submitted completed paediatric studies for Synflorix, in accordance with
Article 46 of Regulation (EC) No1901/2006, as amended, on medicinal products for paediatric use.

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

1.1

SCIENTIFIC DISCUSSION

Information on the pharmaceutical formulation used in the studies

The formulation used in the clinical studies was the same as for the marketed product.

1.2

Clinical aspects

1. Introduction

The MAH submitted final reports for:

10PN-PD-DIT-009; A phase Il, observer-blind follow-up study with two groups to assess the
reactogenicity and immunogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate vaccine (GSK1024850A), when either given as a booster dose in
primed children or as a twodose catch-up immunization in unprimed children.
10PN-PD-DIT-016; Not assessed in this report.

10PN-PD-DIT-018; A phase Illb, observer-blind, controlled study to assess the safety,
reactogenicity and immunogenicity of GlaxoSmithKline (GSK) Biologicals. 10-valent
pneumococcal conjugate vaccine or Prevenar when given as a booster dose between 12-18
months of age in children previously vaccinated in the primary study 10PN-PD-DIT-012
(107007) with either GSK Biologicals. 10-valent pneumococcal conjugate vaccine or Prevenar.
10PN-PD-DIT-029; A phase Ill, single group, open study to assess the immunogenicity,
safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals. 10-valent pneumococcal
conjugate vaccine in Mexico when co-administered with GSK Biologicals. Infanrix hexa (DTPa-
HBV-IPV/Hib) vaccine as a 3-dose primary immunization course at 2, 4 and 6 months of age
and GSK Biologicals. Rotarix vaccine (HRV) as a 2-dose primary immunization course at 2 and
4 months of age.

10PN-PD-DIT-031; Primary vaccination course in children receiving the pneumococcal
vaccine GSK 1024850A, Infanrix hexa and Rotarix.

10PN-PD-DIT-014; Not assessed in this report.

10PN-PD-DIT-046; Not assessed in this report.

10PN-PD-DIT-061; Not assessed in this report.

10PN-PD-DIT-032; A phase Ill, randomized, open, controlled study to assess the
immunogenicity, safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate vaccine as a 3-dose primary immunization course at 6, 10 and 14
weeks of age in Sub-Saharan Africa, coadministered with GSK Biologicals’ DTPw-HBV/Hib and
OPV vaccines.

10PN-PD-DIT-037; A phase Ill, randomized, single-blind, controlled study to assess the
immunogenicity, safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate vaccine as a 3-dose primary immunization course at 6, 10 and 14
weeks of age in India, co-administered with GSK Biologicals’ Tritanrix-HepB/Hib (DTPw-
HBV/Hib) vaccine.

10PN-PD-DIT-048; A phase Ill, multi-centre, double-blind, randomised study to assess the
noninferiority of a commercial lot of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate (10Pn-PD-DiT) vaccine compared to a clinical phase Ill vaccine lot,
when given as a threedose primary immunization course.
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Studies 014, 016, 061 and 046 were submitted and assessed previously as part of other regulatory
procedures and will not be discussed further in this AR.

2. Clinical studies

10PN-PD-DIT-009; A phase Il, observer-blind follow-up study with two groups to assess the
reactogenicity and immunogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal
conjugate vaccine (GSK1024850A), when either given as a booster dose in primed children or as a
two-dose catch-up immunization in unprimed children

»  Description

A phase |1, observer-blind follow-up study with two groups to assess the reactogenicity and
immunogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal conjugate vaccine
(GSK1024850A), when either given as a booster dose (at 20-23 months of age) in children previously
primed with three doses of the study vaccine, or when given as a two-dose catch-up immunization (at
18-21 and 20-23 months of age) in unprimed children, all previously enrolled in the 10PN-PD-DIT-005
primary vaccination study. The study was conducted in Chile.

> Methods

e Objective(s)
Primary:

e To assess the reactogenicity of study vaccines in terms of the occurrence of adverse events

with intensity grade 3.
Secondary:

e To assess the safety and reactogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate
vaccine after the administration of any vaccine dose.

e To assess, 12 to 15 months after completion of the 3-dose primary vaccination course, the
persistence of antibodies induced by GSK Biologicals’ 10-valent pneumococcal conjugate
vaccine.

e To assess, one month post-booster, the immunogenicity of GSK Biologicals’ 10-valent
pneumococcal conjugate vaccine in subjects primed with GSK Biologicals’ 10-valent
pneumococcal conjugate vaccine.

e To assess, one month after the second catch-up dose, the immunogenicity of GSK Biologicals’
10- valent pneumococcal conjugate vaccine in subjects primed with hepatitis A vaccine.

e To assess, three months after the hepatitis A dose, the immunogenicity of hepatitis A vaccine,
when co-administered with DTPa-HBV-IPV/Hib vaccine, in subjects unprimed with hepatitis A
vaccine.

e Study design
Observer-blind follow-up study with two groups:

e Primed 10V group (referred as ‘HAV-Pn’ in result tables and figures): approximately 120
subjects received hepatitis A + DTPa-HBV-IPV/Hib (dose 1) and 10Pn-PD-DiT (dose 2).

e Unprimed 10V group (referred as ‘Pn-Pn’ in result tables and figures): approximately 120
subjects received 10Pn-PD-DIiT + DTPa-HBV-IPV/Hib (catch-up dose 1) and 10Pn-PD-DiT
(catch-up dose 2).

Booster vaccination study of the primary vaccination study 10PN-PD-DIT-005 (106208) at 18-21 and
20-23 months of age, with at least 2 months between the 2 vaccinations.
Two blood samples were collected: prior to dose 1 and one month post-dose 2.

e Study population /Sample size
Diagnosis and criteria for inclusion:

e Male or female between, and including 18-21 months of age at the time of vaccination.

e Subjects who received 3 doses of study or control vaccines in the primary vaccination study
10PNPD- DIT-005 (106208).

e Written informed consent obtained from the parents or guardians of the subject.

e Free of obvious health problems as established by medical history and clinical examination
before entering into the study.
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Sample size

The sample size was contingent on the number of subjects eligible after the primary course. In the
primary vaccination study 10PN-PD-DIT-005 (106208), 240 subjects (120 subjects per group) were
planned to be enrolled. Assuming that approximately 10% of these subjects might not enter the
booster study, one could consider approximately 216 subjects receiving the booster doses (108
subjects in each group).

. Treatments

Visit | Vaccination Dose Vaccine group! Route? |Site® |Side*

1 Infanrix hexa Dose 1 Primed 10V group IM D |L
Havrix Primed 10V group IM D |R
Infanrix hexa Unprimed 10V group IM D |L
10Pn-PD-DiT Unprimed 10V group IM TD (R

2 10Pn-PD-DIiT Dose 2 Primed 10V group IM D (R
10Pn-PD-DIT Unprimed 10V group IM D (R

'Vaccine / Control
ZIntramuscular (IM)
3Thigh (T)/Deltoid (D)
4Left (L)/ Right (R)

e Qutcomes/endpoints
Primary endpoint
Occurrence of grade 3 adverse events (solicited and unsolicited) within 4 days (day O - day 3) after the
administration of any study vaccine dose.
Secondary endpoints
Safety and Reactogenicity
Occurrence of solicited local adverse events (any and grade 3) within 4 days (day O- day 3) after the
administration of each of the study vaccine doses.
Occurrence of solicited general adverse events (any and grade 3) within 4 days (day O-day 3) after the
administration of each of the study vaccine doses.
Occurrence of unsolicited adverse events within 31 days (day O-day 30) after the administration of the
study vaccine doses.
Occurrence of serious adverse events throughout the active phase of the study (from the first study
dose up to Visit 3).
Occurrence of serious adverse events throughout the entire study period (from the first study dose up
to the end of the extended safety follow-up (phone contact)).
Immunogenicity
Prior to any vaccination and one month after administration of dose 2:
¢ Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A,
19F and 23F.
e Anti-pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F and 23F antibody
concentrations >0.20 pg/mL.
e Opsonophagocytic activity against pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C,
19A, 19F and 23F.
e Antibody concentrations against protein D.
¢ Anti-HAV antibody concentrations.
Seropositivity status, defined as:
e Anti-pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F and 23F antibody
concentrations = 0.05 pg/mL.
e Opsonophagocytic activity against pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C,
19A, 19F and 23F = 8.
e Anti-PD antibody concentrations = 100 EL.U/mL.
e Anti-HAV antibody concentrations = 15 mIU/mL.
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Statistical Methods

Safety/reactogenicity:
Descriptive analyses:

Incidence of solicited and/or unsolicited local and general adverse events during the 31-day
postvaccination follow-up period was calculated with 95% CI, after each vaccine dose and
overall, according to the type of adverse event, the intensity and relationship to vaccination;
Incidence of each local and each general solicited adverse events reported during the 4-day
postvaccination follow-up period was calculated with 95% CI, after each vaccine dose and
overall, according to the type of adverse events, the intensity and relationship to vaccination;
The percentages of subjects with an unsolicited adverse events reported within the 31-day
postvaccination follow-up period were summarized according to the Medical Dictionary for
Regulatory Activities (MedDRA), with 95% CIl according to the intensity and relationship to
vaccination;

Prevalence of concomitant antipyretic/medication during the 4-day post-vaccination follow-up
period was computed with 95% CI, after each vaccine dose and overall;

Serious adverse events (SAEs), large swelling reactions and withdrawals due to adverse
event(s) reported during the active phase of the study (Visit 1 to Visit 3) were described in
detail;

SAEs recorded throughout the entire study period starting from Visit 1 up to the end of the
extended 6 months safety follow-up were described in detail.

Immunogenicity:
Descriptive analyses:

Geometric mean antibody concentrations/titres (GMCs/GMTs) with 95% Cls were tabulated for
each appropriate serotype/antigen at each applicable blood sampling time point.

Seropositivity rates with exact 95% Cls were calculated for each appropriate serotype/antigen
at each applicable blood sampling time point.

The distribution of antibody concentrations/titres was displayed by using tables and/or reverse
cumulative distribution curves for each appropriate serotype/antigen at each applicable blood
sampling time point.

Geometric mean of ratios of opsonophagocytic titres/ELISA antibody concentrations with 95%
Cls was tabulated for each appropriate pneumococcal serotype at each applicable blood
sampling time point.

» Results
¢ Recruitment/ Number analysed
Demography:

Out of the 163 enrolled subjects, 155 completed the study. The mean age at the first visit (dose 1)
was 18.3 months. Overall, 50.9% of the subjects were female and 99.4% were White/Caucasian.

Efficacy results

Immunogenicity:

The analysis was performed on the ATP cohort of antibody persistence or on the ATP cohort of
immunogenicity according to the objective. Data on OPA analysis and the immune response to the
hepatitis A vaccine need to be interpreted with caution because of the relatively small sample size of
the groups. The results are summarized in Table 31 and 32 below.

Persistence:

At least 88.9% of subjects in the HAV-Pn group remained seropositive (antibody
concentrations = 0.05 pg/mL) to each of the vaccine pneumococcal serotypes indicative for
persistence of the antibodies to the pneumococcal vaccine antigens 15 to 18 months after
completion of the three-dose primary vaccination course.

Before administration of dose 1 in the booster vaccination study, the percentage of subjects in
the 10Pn group with opsonophagocytic activity > 8 was at least 86.4% for serotypes 7F, 9V,
14 and 23F and between 38.9% and 65.0% for serotypes 1, 4, 5, 6B and 18C.

All subjects in the Pn-Pn group remained seropositive for antibodies against hepatitis A
indicative for persistence of the immune response to the hepatitis A vaccine 15 to 18 months
after completion of the three-dose primary vaccination course (data not shown in this AR).

Booster response to the pneumococcal vaccine:

One month following the 2-dose catch-up vaccination in the Pn-Pn group, the percentage of
subjects with pneumococcal antibody concentrations = 0.2 pg/mL was high (over 94.0%) and
in the same range compared to the HAV-Pn group for most serotypes except serotype 6B
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(84.3% in the Pn-Pn group and 97.4% in the HAV-Pn group). The antibody GMCs were lower
for serotypes 1, 5, 6B, 9V, 14, 19F and 23F in the Pn-Pn group compared to the HAV-Pn group
(no overlap of 95% CIs). There was also a trend for lower GMCs for the other vaccine
pneumococcal serotypes in the Pn-Pn group compared to the HAV-Pn group.

For the HAV-Pn group, for each of the vaccine pneumococcal serotypes, one month postdose 2,
at least 96.2% of subjects had opsonophagocytic activity =8, except for serotype 6B (91.7%).
One month post-dose 2, at least 95.2% of the subjects in the Pn-Pn group had
opsonophagocytic activity > 8 except for serotypes 6B (48.1%), 1 (52.0%) and 5 (84.0%) and
this percentage was lower for serotypes 1 and 6B compared to the HAV-Pn group (no overlap
of 95% CIs). The OPA GMTs were lower for serotypes 1, 4, 5, 6B and 19F in the Pn-Pn group
compared to the HAV-Pn group (no overlap of 95% CIs).
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Table 31

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)

2 0.05 pg/mL 20.2 pg/mL GMC
95% Cl 95% Cl 95% CI

Antibody [Group  |Timing N n [% |JLL JUL [n [% JLL UL [value [LL UL
ANTI-1 HAV-Pn  [PIII{M5) 81181 [100 |955 |[100 |81 [100 [%55 |100 (231 [193 |[277
PRE-BOOSTER 79|72 [91.1 1826 |96.4 |43 (544 |428 |657 (020 (016 |025

POST-BOOSTER |78 |78 {100 [954 |100 |78 |100 [954 [100 (428 |354 |5.18

Pn-Pn  [PII{MS) 7018 [11.4 )51 |213 |2 |28 [03 |39 (003 (003 |0.04
PRE-BOOSTER 72114 (194 1111|305 |1 (14 |00 |75 (003 (003 |0.04

POST-BOOSTER |70 |70 {100 [94.9 |100 |70 |100 [94.9 [100 |238 [194 |293

ANTI-4 HAV-Pn  [PIII(MS) 8160 |98.8 |93.3 [100 |80 [98.8 (833 |100 |328 (267 (408
PRE-BOOSTER 75|72 196.0 |88.8 [99.2 |45 [60.0 (480 |71.1 1027 (021 [0.33

POST-BOOSTER (77 |77 [100 |95.3 |100 (77 |100 (953 [100 |7.81 |637 [9.57

Pn-Pn  [PII{MS) 6613 [45 |09 127 |0 |00 |00 |54 (003 (002 [0.03
PRE-BOOSTER 731151 |78 |254 |13 (41 |05 1151003 (003 |0.04

POST-BOOSTER |70 |70 {100 [S49 |100 |70 |100 |949 [100 [588 (493 |0.94

ANTI-5 HAV-Pn  [PIII{M5) 81181 [100 |95.5 |100 |81 |100 [955 |100 [3.17 ([270 (373
PRE-BOOSTER 76 |74 [97.4 |190.8 |99.7 |58 [76.3 |65.2 |853 [0.36 [030 |0.44

POST-BOOSTER |78 |78 [100 (954 |100 |77 (98.7 |93.1 [100 |407 [326 |5.10

Pn-Pn [PII{MS) 70120 (286 |184 (406 |4 |57 |16 |140 (004 (003 |005
PRE-BOOSTER 70129 (414 1298 |538 |7 [10.0 [41 |195 (005 (004 |0.07

POST-BOOSTER |70 |70 {100 [S4.9 |100 |70 |100 |94.9 [100 (214 179 |257

ANTI6B  [HAV-Pn  [PII(MS) 81|78 [96.3 |896 |99.2 |74 914 |830 965 (123 (093 |[162
PRE-BOOSTER 76 |71193.4 1853 |97.8 |55 (724 [009 1820 1051 (036 [0.73

POST-BOOSTER (78 |77 [98.7 |93.1 |100 (76974 (910 [99.7 |324 242 (435

Pn-Pn  [PII{MS) 7222|306 |202 |425 |3 [42 (09 |117 1004 (003 (005
PRE-BOOSTER 73l6 |82 |31 [170 |1 [14 [00 |74 (003 (003 [0.03

POST-BOOSTER (70 |67 [95.7 |88.0 |99.1 [59 |84.3 (736 [919 |0.71 053 (095

ANTI-TE  [HAV-Pn  |PII[MS) 81181 [100 955 |100 |81 [100 [955 |100 (442 (377 [5.18
PRE-BOOSTER 70 |70 |100 |94.9 |100 |60 [B5.7 [75.3 |929 |057 (046 [0.72

POST-BOOSTER |78 |78 [100 [S54 |100 |77 198.7 |93.1 [100 [543 1450 [6.55

Pn-Pn  [PlI{MS) 72121 (292 |190 411 |2 |28 |03 |87 (004 (003 |005
PRE-BOOSTER 68 |15 [22.1 |129 |338 |8 (118 (52 [219 (004 (003 |0.05

POST-BOOSTER |70 |70 {100 [S4.9 |100 |70 |100 |94.9 [100 (357 |342 |461

ANTISV  [HAV-Pn  [PII(MS) 8161|100 |955 [100 |80 (98.8 (933 |100 1281 (230 (344
PRE-BOOSTER 78 |78 1100 1954 [100 [71(91.0 [824 1963 1060 (049 [0.73

POST-BOOSTER |79 |79 {100 [S54 |100 |79 |100 |954 (100 (689 |574 |8.28

Pn-Pn [PII{MS) 7319 123158 [221]5 [p8 (23 |153 1003 (003 (004
PRE-BOOSTER 72112 [16.7 189 1273 |6 |83 (31 |17.3 (004 (003 |0.05

POST-BOOSTER (70 |70 (100 |94.9 |100 |69 |98.6 923 |100 (222 [181 [273

ANTI-14  [HAV-Pn  [PII{M5) 8181|100 |955 [100 |81 (100 (855 |100 |440 (350 [5.54
PRE-BOOSTER 76 |74 [97.4 |1908 |99.7 [69 |90.8 (819 962 [0% 071 ([1.31
POST-BOOSTER |79 |79 {100 (954 |100 |79 |100 |954 [100 [10.75 |8.27 [13.98

Pn-Pn  [PII{MS) 72 |47 [65.3 |93.1 |76.1 [15)20.8 (122 |32.0 |0.03 007 (0.11
PRE-BOOSTER 7149 |69.0 1569 [79.5 |20 (28.2 (181 (401 1012 [008 (018

POST-BOOSTER |70 |70 {100 [S4.9 |100 |70 |100 |94.9 [100 [4.81 ]399 |5.78
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ANTI-18C  |HAV-Pn [PIII{MS5) 8160 |98.8 |93.3 [100 |80 |98.8 |93.3 [100 |B663 [5.21 |[843
PRE-BOOSTER 77|76 [98.7 [93.0 |100 |68 |88.3 |79.0 945 |064 (051 |081

POST-BOOSTER |78 |78 [100 |954 |100 |78 [100 (954 |100 [14.33 [11.45 |1793

Pn-Pn  [PlI[MS) 68 |13 [19.1 [106 |305 |4 |59 [16 (144|003 [003 |0.04
PRE-BOOSTER 73|18 1247 [153 [361 |5 |68 |23 [153 004 [0.03 [0.05

POST-BOOSTER |70 [70 [100 (%49 |100 |70 {100 (949 [100 [12.73 [10.52 |15.40

ANTI-19F  |HAV-Pn  [PIII{MS5) 8161|100 [95.5 [100 |81 |100 |955 (100 |1044 |8.78 [12.40
PRE-BOOSTER 80 |80 [100 [95.5 |100 |76 (95.0 [87.7 (986 [1.35 [09% |184

POST-BOOSTER |78 |78 [100 |354 |100 |78 [100 (954 |100 [13.83 [11.10 |17.50

Pn-Pn  [PII[MS) 70 |34 485 (3564 |08 12171 |92 (280|007 [005 |0.09
PRE-BOOSTER 72129 |40.3 (289 |52.5 |19 |26.4 |16.7 |38.1 |0.07 [005 0N

POST-BOOSTER |70 |70 (100 |%4.9 |100 |70 (100 (949 |100 |8.70 (720 |10.31

ANTI-23F  |HAV-Pn  [PIII{MS5) 81179975 (914 997 |75 (926 (846 (972 171 [128 |2.28
PRE-BOOSTER 76|73 |96.1 |88.9 [99.2 |58 |77 5 |666 (864 054 (033 [074

POST-BOOSTER |78 |78 [100 (%54 |100 (78 [100 (354 [100 |429 |342 |5.38

Pn-Pn  |PlI{MS) 70161225 [13.7 344 |14 |57 |16 [140 |004 [003 |005
PRE-BOOSTER 71115211 123 |324 |3 |42 |05 (119|004 [003 |0.04

POST-BOOSTER |70 |70 [100 |94.9 |100 |65 [94.3 [86.0 |96.4 |1.08 085 |1.38

HAV-Pn = Dose 1: Havrix + DTPa-HBV-I1PV/Hib / Dose2: 10Pn-PD-DiT (primed with 10Pn-PD-DiT)
Pn-Pn = Dose 1: 10Pn-PD-DiT + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DiT (primed with Havrix)

GMC = geometric mean antibody concentration
N = number of subjects with available results

n/% = number/percentage of subjects with concentration within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

P11I(M5) = one month after dose 1l (primary phase)
PRE-BOOSTER = Pre-vaccination blood sample (booster phase)

POST-BOOSTER (HAV-Pn group) = one month after booster dose (booster phase)
POST-BOOSTER (Pn-Pn group) = one month after catch-up dose Il (booster phase)
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Table 32

o

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 (ATP cohort for

immunogenicity)
28 GMT
95% CI 95% ClI
Antibody Group Timing N |In |% LL [UL |value LL UL
OPSONO-1 HAV-Pn  |PIN{MS) 33 |26 |788 [61.1 |910 [85.2 40.0 181.1
PRE-BOOSTER 28 |12 |429 |245 [628 [106 6.5 171
POST-BOOSTER 25 (25 [100 |83 [100 |[o470 |3102 |134%6
Pn-Pn PII{MS) 321 |31 [01 162 |46 35 5.0
PRE-BOOSTER 25 |1 |40 |01 [204 |45 36 5.6
POST-BOOSTER 25 |13 1520 |313 [722 [175 S0 34.1
OPSONO-4 HAV-Pn  |PIN{MS) 32 |32 |100 (851 |100 [6030 4382  [8297
PRE-BOOSTER 17 |7 (412 [184 [671 (210 6.9 638
POST-BOOSTER 24 [24 1100 |858 |100 |[1893.8 [1083.4 (264759
Pn-Pn PIN{M5) 32 [1 [31 |01 |162 |4.2 38 4.6
PRE-BOOSTER 19 1 [53 [01 [260 |43 3.7 5.1
POST-BOOSTER 18 |18 [100 [815 [100 |[5854  [3439 |99%.4
OPSONO-5 HAV-Pn  |PIII{M5) 33 [31 (939 [798 |993 [1474 913 238.1
PRE-BOOSTER 19 (13 [684 (434 [874 (220 106 456
POST-BOOSTER 20 [20 [100 [832 [100 [2970 1714 [5144
Pn-Pn PIN{M5) 30 (1 [33 |01 |172 |45 35 5.7
PRE-BOOSTER 23|11 |43 |01 [219 |45 35 59
POST-BOOSTER 25 [21 1840 |839 (955 [335 192 58.5
OPSONO-6B HAV-Pn  |PIII{M5) 33 |31 |939 (798 993 [6008  [343.1 1052.5
PRE-BOOSTER 22 |12 545 |322 [756 [263 92 749
POST-BOOSTER 24 122 191.7 |73.0 [95.0 10434 [4259  |2555%9
Pn-Pn PIN{M5) 29 |4 138 |39 (317 |82 4.1 16.7
PRE-BOOSTER 25 |3 120 |25 (312 |72 34 151
POST-BOOSTER 27 |13 |48.1 |28.7 |68.1 [546 16.7 178.8
OPSONO-7F HAV-Pn  |PIII{M5) 32 [32 [100 [891 |100 |40895 |2637.8 (63400
PRE-BOOSTER 17 [16 [94.1 [713 [999 [11572 |4674  |28649
POST-BOOSTER 25 |25 |100 863 |100 39948 [2872.7 |5555.1
Pn-Pn PII{MS) 18 [12 |86.7 [41.0 [86.7 [1936 1452 829.2
PRE-BOOSTER 12 |4 [333 (99 |651 [379 38 380.2
POST-BOOSTER 26 |26 |100 |86.8 [100 415985 (25727 |[6725.3
OPSONO-9V HAV-Pn  |PIN{M5) 33 [33 [100 |894 [100 |[13p46 |8788  |21187
PRE-BOOSTER 20 |20 |100 832 [100 5122  [318.1 82458
POST-BOOSTER 23 |23 |100 852 [100 [25159 [1667.1 [37968
Pn-Pn PII{MS) 28 [3 [107 |23 (282 |61 37 9.9
PRE-BOOSTER 17 |11 |e4.7 (383 |858 574 19.1 172.7
POST-BOOSTER 23 |22 |95.7 |781 999 [14943 (7006  [3187.2
OPSONC-14 HAV-Pn  |PIN{MS) 33 |31 1939 (798 |993 7365 [4140 13105
PRE-BOOSTER 16 [14 [875 [61.7 [984 (3086 [958 993.7
POST-BOOSTER 21 (21 [100 839 (100 |23B05 [1268.3 |44644
Pn-Pn PII{MS) 26 |5 |19.2 |65 394 |88 4.4 17.5
PRE-BOOSTER 11 |5 |[455 [167 [7e6 [267 59 1114
POST-BOOSTER 25 |25 |100 |86.3 [100 [1828.1 [1243.1 |2688.3
OPSONO-18C HAV-Pn  |PIN{MS) 31 |30 |%968 [833 999 [2954 [|1949 (4477
PRE-BOOSTER 29 |12 1414 235 [61.1 [10.7 6.0 191
POST-BOOSTER 26 |25 |90.2 |804 (999 |8308 [4386 |15738
Pn-Pn PII{MS) 17 [1 |59 |01 287 [44 36 54
PRE-BOOSTER 28 |3 |107 |23 282 |65 34 12.3
POST-BOOSTER 27 |27 |100 |872 [100 7048 (3896  [1275.0
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OPSONO-19F HAV-Pn  |PIII{MS) 31 (30 [968 |833 [999 (6098 (3405 [1092.1
PRE-BOOSTER 22 |17 |773 |546 (922 |336 15.6 72.1
POST-BOOSTER 20 |20 |100 832 |100 |12835 [693.1 |2377.2
Pn-Pn PII{MS) 16 |10 [00 (00 [185 J.0 40 4.0
PRE-BOOSTER 23 12 |87 |11 280 |46 38 56
POST-BOOSTER 21 (20 (952 |762 [999 (2374 [115.0 14901
OPSONO-23F HAV-Pn  |PlI(MS) 33 131|939 |798 |993 |%283 [4720  |18255
PRE-BOOSTER 21 [18 [857 |63.7 (970 |4427 [1702 [11510
POST-BOOSTER 25 |25 |100 863 |100 |3718.5 (25772 |5365.2
Pn-Pn PlII(MS) 29 |5 |172 |58 |358 |81 42 156
PRE-BOOSTER 16 |8 |500 |247 [753 |334 159 549.7
POST-BOOSTER 25 |25 |100 1863 |100 |3203.1 (22347 |4591.0

AV-Pn = Dose 1: Havrix + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DiT (primed with 10Pn-PD-DiT)
Pn-Pn = Dose 1: 10Pn-PD-DOiT + DTPa-HBV-IPVHib / Dose2: 10Pn-PD-DIT (pnimed with Havrix)

Assessor’'s comment: The OPA GMTs to serotypes 1, 4, 5, 6B and 19F after two catch-up doses were
considerably lower than the responses to a single booster dose in the previously primed infants. The
percentage of subjects with OPA titers =8 were also low for serotypes 1 and 6B. Similarly low OPA
responses to serotypes 1 and 5 were seen in study 013, assessed in the original MAA. The OPA
responder rates after the primary three doses in group HAV-Pn were considerably higher for serotypes
1, 5 and 6B compared to the response rate after 2 catch-up doses the Pn-Pn group. However, the
sample size is small and the 95% CI are wide in all cases, which preclude any firm conclusions. The
MAH already has a FUM to evaluate the booster response following a 2-dose catch-up vaccination.

e Safety results
Safety/reactogenicity:
The safety analysis was performed on the Total vaccinated cohort.
Redness in the HAV-Pn group and pain in the Pn-Pn group were the most frequently reported grade 3
solicited local adverse events (maximum 15.3%) whereas pain was the most frequently reported in
both groups, regardless the injection site (51.5% and 66.0%, respectively).
No increase in the overall incidence of local adverse events was observed in the Pn-Pn group with
consecutive doses of the 10Pn-PD-DiT vaccine during the catch-up vaccination course.
The observed percentage of doses followed by at least one unsolicited adverse event, classified by the
MedDRA Primary System Organ Class and Preferred Term, was 35.3% in the HAV-Pn group and 41.3%
in the Pn-Pn group. The most frequently reported unsolicited adverse event in both groups was
bronchitis.
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Table 21

Incidence of solicited local symptoms reported during the 4-day

(Days 0-3) post-vaccination period, overall/dose (Total vaccinated

cohort)
HAV-Pn [Pn-Pn
95%Cl | 95 % CI
Symptom Product Type N [n[% JLL JUL IN In [% JLL [UL
Pain Total All 165 [85 [51.5 |43.6 [59.4 [150 |99 |66.0 |57.8 [73.5
Grade 3 165 |10 6.1 |29 |10.9 |150 |23 |15.3 [10.0 [221
Medical advice  [165 (2 |12 |01 [43 |[150 (2 [1.3 |02 |47
10Pn-PD-DIT All 82 |42 |51.2 |399 [62.4 150 |90 |60.0 [51.7 [67.9
Grade 3 82 |8 [98 ([43 [183 |150 |19 (127 |78 [19.1
Medical advice |82 [0 [00 |00 |44 [150)2 |13 |02 (47
DTPa-HBV-IPViHib All 83 |411494 |38.2 |606 [78 [59|756 |pdb (847
Grade 3 83 |2 [24 [03 (84 |78 |15(19.2 112|287
Medical advice |83 [2 [24 03 (84 [78 |2 |26 |03 [9.0
Havrix All 83 |29 1349 |2458 [462 |- |- |- - -
Grade 3 83 [0 |00 |00 [43 |- |- |- -
Medical advice |83 [1 |12 |00 [65 |- |- |- -
Redness (mm)  |Total All 165 |69 [41.8 |34.2 |149.7 [150 [72 |48.0 39‘8 56.3
>20.0 mm 165 [26 [15.8 |10.6 (222 [150 |18 120 |73 [183
>30.0 mm 165 |24 (145 |95 |209 |150 [14]93 |52 [15.2
Medical advice  [165 [4 [24 |07 |61 [150 )3 |20 |04 [57
10Pn-PD-DIT All 82 |27 (329 [229 (442 |150 |55 [36.7 |29.0 |449
>20.0 mm 82 |6 [f3 [27 [152 150 1M1 (7.3 |37 |127
>30.0 mm 82 |4 [49 [13 [120 150 |6 [40 |15 (85
Medical advice |82 [0 |00 |00 |44 |150 (3 |20 (04 |57
DTPa-HEV-IPViHIb All 83 |40 |48.2 |37.1 [594 |78 |42 |53.8 [42.2 [65.2
>20.0 mm 83 |20 (241|154 [34.7 |78 |13 |1e.7 |92 [26.8
>30.0 mm 83 |20 (241 |154 [34.7 |78 |13 |16.7 (9.2 [26.8
Medical advice  [83 [4 [48 |13 (119 (78 |3 |38 (08 [108
Havrix All 83 |17 (205 [124 (308 |- |- |- - -
>20.0 mm 83 |1 12 |00 [65 |- |- [ -
>30.0 mm 83 |0 |00 |00 [43 - |
Medical advice  [83 [1 [12 |00 [65 |- |- |- - -
Swelling (mm)  |Total All 165 (56 [35.2 |27.9 [43.0 [150 |62 |41.3 |33.4 [457
>20.0 mm 165 |20 121 |76 |18.1 [150 [19]12.7 [78 [191
>30.0 mm 165 |16 (9.7 |56 |153 |150 [14]93 [52 [15.2
Medical advice |165 [4 |24 |07 [61 [150 (4 [27 |07 |67
10Pn-PD-DIT All 82 |23 [28.0 [18.7 [39.1 |150 |47 [31.3 |24.0 |394
>20.0 mm 82 |2 |24 |03 [85 |150 12|80 (42 [136
>30.0 mm 82 |1 |12 |00 [66 [150]8 |53 (23 [10.2
Medical advice  [82 [0 [0.0 00 |44 [150]3 |20 |04 [57
DTPa-HBV-IPViHb All 83 |33 (398 (232 [51.1 |78 |39 (50.0 |38.5 |61.5
>20.0 mm 83 |18 [21.7 (134 (321 |78 |16 (205 |12.2 |31.2
>30.0 mm 83 [15[18.1 |105 [28.0 |78 |12|154 |82 [253
Medical advice  [83 [4 [48 |13 (119 (78 |4 |51 [14 [126
Havrix All 83 10120158 [210]- |- |- - -
>20.0 mm 83 |0 [00 [00 |43 |- |- |- - -
>30.0 mm 83 |0 [00 [00 (43 |- |- |- -
Medical advice |83 [0 |00 [00 |43 - |-

Pn-Pn = Dose 1: 10Pn-PD-DiT + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DiT (primed with Havrix)
N= number of documented doses

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

Total : n/%= number/percentage of subjects/doses with at least one local symptom whatever the
number of injections.

95%CIl= Exact 95% confidence interval; LL = lower limit, UL = upper limit
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Table 22

Incidence of solicited general symptoms reported during the 4-day
(Days 0-3) post-vaccination period, overall/dose (Total vaccinated

cohort)
HAV-Pn Pn-Pn
[95 % CI 95 % Cl
Symptom Type N |[n |% LL (UL N |n [% LL UL
Drowsiness All 165 |44 |26.7 (201 |34.1 [150 |44 [293 |22.2 |37.3
Grade 3 165 |2 |12 |01 |43 [150 |1 |07 |00 |37
Related 165 (38 [23.0 [168 |302 |150 (40 |26.7 [19.8 [345
Grade 3 & Related 186 |2 |12 |01 |43 [180 |1 |07 |00 |37
Medical advice 185 |2 |12 |01 |43 [150 |1 |07 |00 |37
Fever (Rectally) (°C) All 165 |36 |21.8 [158 |289 |[150 |45 [30.0 |22.8 |38.0
>38.5°C 165 |14 |85 |47 (138 |[150 |22 |147 (94 |214
>39.0°C 165 |10 |81 |29 [109 [150 |11 |73 |37 [127
>39.5°C 165 |4 |24 07 |81 [150 |3 |20 |04 |57
>40.0°C 165 |1 |06 |00 (33 [150 |1 |07 |00 |37
Related 165 |33 |200 [142 |269 [150 |41 |27.3 |204 |352
>40.0°C & Related 185 |1 [06 |00 |33 150 (1 |07 o0 |37
Medical advice 186 2 [12 |01 |43 150 (2 |13 |02 |47
Irritability All 165 |78 |47.3 (395 |552 [150 |87 [58.0 |49.7 |o6.0
Grade 3 165 |3 |18 |04 |52 [150 |12 |80 |42 |136
Related 165 |74 |448 (371 [528 [150 |82 |54.7 |46.3 [628
Grade 3 & Related 185 |3 |18 (04 |52 [150 12 |80 |42 [136
Medical advice 165 |2 |12 |01 |43 [150 |1 |07 |00 |37
Loss of appetite All 165 |46 |279 [212 |354 [150 |44 |293 222 |37.3
Grade 3 165 |5 |30 (10 |69 [150 |6 |40 |15 (85
Related 165 |38 |23.0 [168 (302 [150 |36 |240 [174 316
Grade 3 & Related 165 |5 |30 (10 |69 [150 |5 |33 |11 [76
Medical advice 185 |1 |06 00 |33 [150 |2 |13 |02 |47

HAV-Pn = Dose 1: Havrix + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DiT (primed with 10Pn-PD-DiT)

Pn-Pn =Dose 1: 10Pn-PD-DIT + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DIT (primed with Havrix)

N= number of documented doses
n/%= number/percentage of doses followed by at least one type of sympiom

95%CI= Exact 95% confidence interval: LL = lower limit, UL = upper limit
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Table 23 Percentage of doses with unsolicited symptoms with causal

relationship to vaccination, within the 31-day (Days 0-30) post-
vaccination period, classified by MEDDRA Primary System Organ
Class and Preferred Term (Total vaccinated cohort)

HAV-Pn Pn-Pn
N =167 N =155
95% CI 95% Cl
Primary System Organ Class (CODE) Preferred Term (CODE) n |% |LL JUL [n|% |LL JUL
At least one symptom 15190151144 1815223199
Gastrointestinal disorders (10017947) Vomiting (10047700) 3 1804152 |0[00]00|24
General disorders and administration site Injection site erythema 1 (050033 (0(0.0(0.0(24
conditions (100180&5) (10022061)
Injection site haesmatoma 0 (00]00)|22 [1]06)0.0(3.2
(10022066)
Injection site haemorrhage 1 10610033 |0]00(00|24
(10022067)
Injection site induration 7 142117184 (7]45]1.8]91
(10022075)
Injection site pruritus 2 (12101143 [0]0.0)0.0(24
(10022093)
Injection site rash (10022094) |1 |06]00)33 [0]00]00(24
Injection site warmth 1 10610033 |0]0.0(00|24
(10022112)
Infections and infestations (10021881) Injection site cellulitis 1 (06]00(33 |0j00(00|24
(10050057)

HAV-Pn = Dose 1: Havrix + DTPa-HBV-IPV/Hib / Dose2: 10Pn-PD-DIT (primed with 10Pn-PD-DiT)
Pn-Pn = Dose 1: 10Pn-PD-DIT + DTPa-HBV-IPVIHib / Dose2: 10Pn-PD-DiT (pnmed with Havrix)

At least one symptom = at least one symptom experienced (regardless of the MedDRA Preferred Term)
N = number of administered doses

n/% = number/percentage of doses with the symptom

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

MAH’s conclusions

Redness in the HAV-Pn group and pain in the Pn-Pn group were the most frequently reported
grade 3 solicited local adverse events (maximum 15.3%). A low overall/dose incidence of most
grade 3 solicited general adverse events (reported following maximum 5 doses and 12 doses in
the HAV-Pn and Pn-Pn group, respectively) as well as those assessed by the investigator as
causally related to vaccination was observed in both groups. The incidence of grade 3
unsolicited adverse events was low in both groups (reported following 4 doses and 3 doses in
the HAV-Pn and Pn-Pn group, respectively) and none of these was considered as causally
related to vaccination.

No fatal SAEs were reported. One subject of the HAV-Pn group reported a SAE during the
active phase of the study. The SAE was assessed by the investigator not to be causally related
to the vaccination and resolved without sequelae.

A high persistence of the immune response to the pneumococcal vaccine antigens and the
hepatitis A vaccine 15 to 18 months after completion of the three-dose primary vaccination
course was observed in the Pn group and HAV group, respectively.

The immune response to the 10Pn-PD-DiT vaccine, one month following the 2-dose catch-up
vaccination in the Pn-Pn group, was in the same range compared to the response observed one
month following booster vaccination in group HAV-Pn for most serotypes except serotypes 1
and 6B for which a lower percentage of subjects with opsonophagocytic activity =8 was
observed. All subjects in each group had measurable antibodies against protein D (=100
EL.U/mL).

Three months after the administration of the hepatitis A vaccine in the HAV-Pn group, 94.7%
of subjects were seropositive.
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e The 10Pn-PD-DiT booster vaccination following a 3-dose primary vaccination course as well as
a 2-dose catch-up vaccination in Chilean children in the second year of life were shown to be
generally well tolerated and immunogenic.

Assessor’'s comments: See also specific comment on immunogenicity above. The MAH’s safety
conclusions are endorsed. The relatively low OPA responses to some serotypes, as seen in the
original MAA, enhances the concern that two catch-up doses may require a booster dose to
provide protection. The MAH has a post-approval commitment to study booster vaccinations
following the catch-up schedule.

10PN-PD-DIT-018; A phase Illb, observer-blind, controlled study to assess the safety, reactogenicity
and immunogenicity of GlaxoSmithKline (GSK) Biologicals. 10-valent pneumococcal conjugate vaccine
or Prevenar when given as a booster dose between 12-18 months of age in children previously
vaccinated in the primary study 10PN-PD-DIT-012 (107007) with either GSK Biologicals. 10-valent
pneumococcal conjugate vaccine or Prevenar.

» Description
Phase Ill, multicentre, multi-country, double-blind (observer-blind), controlled study with 2 parallel
groups that received the primary vaccination according to two different schedules (6-10-14 weeks of
age schedule or 2-4-6 months of age schedule):

- 10Pn-PD-DIiT group received GSK Biologicals. 10-valent pneumococcal conjugate vaccine

- Prevenar group received Prevenar

» Methods

e Objective(s)
Primary:

e To demonstrate that a booster dose of GSK Biologicals 10-valent pneumococcal conjugate
vaccine is non-inferior to Prevenar when co-administered with DTPw-HBV/Hib and OPV or IPV
vaccines, in terms of post-immunization booster reactions with rectal temperature > 39.0°C in
children at 12 to 18 months of age.

Criteria for safety:

Non-inferiority will be demonstrated if one can rule out an increase, in terms of percentage of subjects
with rectal temperature >39.0°C (10Pn-PD-DiT group as compared to Prevenar group), above 5% +
half the incidence in the control group (= the null hypothesis) as shown by a one-sided P-value <
2.5%.

Secondary:

e To assess the safety and reactogenicity of a booster dose of GSK Biologicals 10-valent
pneumococcal conjugate vaccine, when co-administered with DTPw-HBV/Hib and OPV or IPV
vaccines at 12 to 18 months of age.

e To assess, one month post booster vaccination, the immunogenicity of a booster dose of GSK
Biologicals 10-valent pneumococcal conjugate vaccine, when co-administered with DTPw-
HBV/Hib and OPV or IPV vaccines at 12 to 18 months of age.

e To assess the antibody persistence, 7-12 months after completion of the 3-dose immunization
course with GSK Biologicals. 10-valent pneumococcal conjugate vaccine in study 10PN-PD-DIT-
012 (107007).

e To assess the immunogenicity of a booster dose of GSK Biologicals DTPw-HBV/Hib and OPV or
IPV vaccines when co-administered with GSK Biologicals 10-valent pneumococcal conjugate
vaccine or Prevenar at 12-18 months of age.

e Study design
Phase |11, multicentre, multi-country, double-blind (observer-blind), controlled study with 2 parallel
groups that received the primary vaccination according to two different schedules (6-10-14 weeks of
age schedule or 2-4-6 months of age schedule):

- 10Pn-PD-DiT group received GSK Biologicals 10-valent pneumococcal conjugate vaccine

- Prevenar group received Prevenar
All subjects receiving the 6-10-14 week schedule were recruited in the Philippines, and all subjects
receiving the 2-4-6 schedule were recruited in Poland.
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e Study population /Sample size
Diagnosis and criteria for inclusion:

e Subjects for whom the investigator believed that their parents/guardians could and would
comply with the requirements of the protocol (e.g., completion of the diary cards, return for
follow-up visits).

e Male or female between, and including, 12-18 months of age at the time of the booster
vaccination.

¢ Male or female who previously participated in study 10PN-PD-DIT-012 (107007) and received
three doses of pneumococcal conjugate vaccine.

¢ Written informed consent obtained from the parent or guardian of the subject.

e Free of obvious health problems as established by medical history and clinical examination
before entering into the study.

The sample size was contingent on the number of subjects eligible after the primary vaccination
course. In the primary study 10PN-PD-DIT-012 (107007), 800 subjects (600 in 10Pn-PD-DiT group
and 200 in Prevenar group) were planned to be enrolled. Assuming that approximately 15% of these
subjects would not enter the booster study, one could consider approximately 680 subjects (510 in
10PNn-PD-DiT group and 170 in Prevenar group) receiving the booster dose.

e Treatments
The vaccination schedules are summarised below. All subjects received a single booster vaccination of
10-PD-DiT (Synflorix) or Prevenar at 12-18 months of age.

Vaccination schedule [ Sub-group [ Vaccines Co-administered vaccines
Philippines
6-10-14 weeks (EPI schedule) + 10PnEPI 10Pn-PD-DiT ) —— .
12-18 months of age PrevEPI Prevenar DTPw-HBV/HIb = OPY
Poland
2-4-6 ths + 12-18 ths of 10Pn246 10Pn-PD-DiT -

months months o n2 n 1 DTPw-HBV/Hib + IPV
age Prev246 Prevenar

e Qutcomes/endpoints
Safety /reactogenicity:

e Occurrence of fever with rectal temperature > 39°C within 4 days (days O to 3) after booster
vaccination.

e Occurrence of solicited local symptoms (any and grade 3) within 4 days (day O-day 3) after
booster vaccination.

e Occurrence of solicited general symptoms (any and grade 3) within 4 days (day O-day 3) after
booster vaccination.

e Occurrence of unsolicited adverse events within 31 days (day O-day 30) after booster
vaccination.

e Occurrence of serious adverse events throughout the active phase of the study (Visit 1 to Visit
2).

e Occurrence of serious adverse events throughout the entire study period starting from Visit 1
up to the end of the extended 6-month safety follow-up (phone contact).

Immunogenicity /efficacy:

¢ Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and
23F (22F-inhibition ELISA), prior to and one month post-booster dose.

e Opsonophagocytic activity (OPA) against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C,
19F and 23F, prior to and one month post-booster dose.

¢ Antibody concentrations to protein D (ELISA), prior to and one month post-booster dose.

e Antibody concentrations against pneumococcal cross-reactive serotypes 6A and 19A (22F
inhibition ELISA), prior to and one month post-booster dose.

e Statistical Methods
Safety-inferential analysis:
e Standardized asymptotic 95% Cls for the difference between groups (10Pn-PD-DiT group
minus Prevenar group), in percentage of subjects reporting fever with rectal temperature >
39.0°C after the booster vaccination.
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e The one-sided P-value for the null hypothesis that the increase in the percentage of subjects
with rectal temperature > 39.0°C (10Pn-PD-DiT group as compared to Prevenar group) was
above 5% + half the incidence in the control group. The primary objective was reached if the
P-value was below 2.5%.

Safety-descriptive analysis:

e Incidence of solicited and/or unsolicited local and/or general adverse events (AEsS) was
calculated with exact 95% CI, according to the type of symptom, intensity and relationship to
vaccination.

e Incidence of each local and each general solicited symptoms reported during the 4-day (days
0-3) follow-up period after the booster vaccination was calculated with exact 95% ClI,
according to the type of symptom, intensity and relationship to vaccination.

e The percentages of subjects with at least one unsolicited symptom reported up to 30 days after
booster vaccination and classified by the Medical Dictionary for Regulatory Activities (MedDRA)
were summarized with exact 95% CIl. The same tabulations were performed for unsolicited
adverse events classified as grade 3, with causal relationship and with medically attended visit.

e Prevalence of concomitant medication during the 4-day (days 0-3) follow-up period after the
booster vaccination was computed with exact 95% CI.

e Serious adverse events, large swelling reactions and withdrawals due to adverse event(s)
reported during the active phase of the study (Visit 1 to Visit 2) were described in detail.

e Serious adverse events recorded during the entire study period starting from Visit 1 up to the
end of the extended 6 months safety follow-up were described in detail.

Immunogenicity-descriptive analysis:
e Geometric mean antibody concentrations/titres (GMCs/GMTSs),
seropositivity/seroprotection/booster immune response rates were calculated with their 95%
CI for each group, each antigen/serotype and at each applicable blood sampling time point.
e Distribution of antibody concentrations/titres was displayed using tables and/or reverse
cumulative curves for each group, each antigen/serotype and at each applicable blood
sampling time point.

» Results

e Recruitment/ Number analysed
Out of the 756 subjects enrolled, 744 subjects completed the active phase of the study and 740
subjects were contacted during the extended safety follow-up. The mean age at booster vaccination
was 16.7 months. Overall 46.7% of the subjects were female. All subjects in the 6-10-14 weeks + 12-
18 months of age schedule were Asian (Southeast Asian heritage) and all subjects in the 2-4-6 months
+ 12-18 months of age schedule were White/Caucasian.

e Efficacy results
Persistence of antibodies against pneumococcal antigens and opsonophagocytic activity
A decline in antibody GMCs was observed in all groups in the time period between primary and booster
vaccination for each of the vaccine pneumococcal serotypes for which subjects were primed (Tables 35
and 36).

Booster immune response to pneumococcal antigens
For each of the pneumococcal serotypes common to both vaccines, one month after the booster dose
robust booster immune responses were observed in both groups for all serotypes (Tables 35 and 36).

Immune responses to co-administered vaccines

Seropositivity/seroprotection/booster vaccine response rates for antibodies against the antigens
contained in the co-administered DTPw-HBV/Hib and OPV vaccines were in line with previous
observations for these co-administered vaccines (Data not shown in this AR).
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Table 35 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, per schedule (ATP cohort for immunogenicity)

2 0.05 pg/mL 2 0.2 pg/mL GMC
95% CI 95% CI 95% CI
Antibody [Group |Timing N |n [% |LL |UL |In |% |LL |UL |value |LL UL
ANTI-1 10PnEPI [PHI(M3) 136 [136 (100 |97.3 [100 [136 [100 |97.3 [100 |3.69 |313 [4.12
PRE-BOOSTER 136 135 [99.3 196.0 [100 [100 |73.5 |65.3 [80.7 |0.35 (029 |0.42
POST-BOOSTER  [136 136|100 |97.3 |100 |136 {100 |97.3 |100 |10.80 |9.22 |[12.66
PrevEPI |PHI(M3) 42 |7 |167(70 |314]0 |00 |00 [84 [0.03 ]003 |0.03
PRE-BOOSTER 42 |7 167 (70 (3142 |48 |06 [162]0.03 ]0.03 [0.04
POST-BOOSTER |42 |11 |262[1391420(3 |71 |15 [195(0.04 ]0.03 |0.05
10Pn246 [PIII(M5) 130 {130 [100 |97.2 |100 |126 1969 1923 (992 |0.95 081 [1.10
PRE-BOOSTER 128 (122 (953 1901 (983 |64 [50.0 |41.0 (590|019 016 |0.22
POST-BOOSTER  [125 [125 100 [97.1 |100 (125|100 |971 [100 [2.14 |1.80 |2.55
Prev246 |PII(M5) 44 |7 159166 |301(0 |00 |00 [80 [0.03 ]0.03 |0.03
PRE-BOOSTER 40 |8 |20.0 91 (3562 |50 |06 [169]0.04 ]0.03 |0.05
POST-BOOSTER |43 |9 209 [10.0)36.0 (2 |47 |06 [158(0.04 ]0.03 |0.05
ANTI-4 10PnEPI [PII(M3) 136 {136 [100 |97.3 |100 1351993 |96.0 [100 |5.32 (459 |6.17
PRE-BOOSTER 135 134 [99.3 1959 [100 [113|83.7 |764 [895 (0565 045 |067
POST-BOOSTER  [136 [136 |100 [97.3 |100 (136 |100 [97.3 [100 [13.16 [11.43 [15.14
PrevEPl |PIlI(M3) 43 143 |100 [91.8 |100 [43 |100 |91.8 [100 [5.71 (460 |7.09
PRE-BOOSTER 43 |43 [100 |91.8 [100 |26 |[58.1 (421|730 (034 (026 |045
POST-BOOSTER (43 |43 |100 [91.8 |100 (43 |100 [91.8 [100 [11.84 |874 [16.04
10Pn246 |PII(M5) 130 (130 (100 |97.2 (100 [127 (97.7 {934 {995 (145 |125 |1.68
PRE-BOOSTER 130 [126 |96.9 |92.3 |199.2 |78 |60.0 |51.0 [68.5 (027 (022 |0.33
POST-BOOSTER (125|125 100 [97.1 |100 [125|100 [971 [100 |4.21 |361 |491
Prev246 |PIlI(M5) 44 |44 1100 [92.0 {100 |44 [100 |92.0 |100 1214 [1.80 |2.55
PRE-BOOSTER 42 142 100 [91.6 |100 |23 |54.8 |38.7 (702|024 1019 |0.30
POST-BOOSTER |43 |43 |100 [91.8]100 [43 |100 |91.8 [100 |6.86 |539 |8.73
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ANTI-S 10PnEPI |PIIM3) 136 [136 [100 |97.3 [100 (136|100 |97.3 [100 [4.95 |442 |5.56
PRE-BOOSTER 135 |135 [100 [97.3 [100 [118 [87.4 |80.6 |192.5 |10.55 [0.47 |0.54
POST-BOOSTER  |136 [136 |100 [97.3 [100 136 [100 [97.3 |100 [14.59 [12.53 [16.99
PrevEPI  [PII(M3) 43 111 (256 (135412 (1 (23 |01 1231003 [0.03 ]0.04
PRE-BOOSTER 42 |18 (4231277 [38.0 7 167 (7.0 [31.4]006 [0.04 [0.09
POST-BOOSTER |43 |31 |721 (563|847 18 [186 (84 |3341[009 (006 [013
10Pn245 |PIIMS) 130 [130 [100 |97.2 |100 [128198.5 1946 (998 [146 |1.27 |18
PRE-BOOSTER 129 [128 [99.2 195.8 |100 (98 |76.0 |67.7 [83.1 (040 034 |0.47
POST-BOOSTER  [125 [125 |100 [97.1 [100 [12499.2 1955 [100 |2.54 211 |3.06
Prev246  [PII(MS5) 44 |5 (114138 (2451 123 |01 [120]003 [0.03 [0.04
PRE-BOOSTER 42 13 1310 (176 47113 |71 |15 [195(0.04 |0.03 [0.05
POST-BOOSTER |43 |20 |465 (312|623 |3 [70 [1.5 |191]005 |[004 |[0.06
ANTI6B  [10PnEPI |PINIIM3) 136 [133 [97.8 |193.7 |99.5 (123 1904 |184.2 |94.6 [1.19 096 |1.48
PRE-BOOSTER 135 132 |197.8 [93.6 [99.5 |113|83.7 |76.4 |89.5 |066 |0.54 |0.8D
POST-BOOSTER  |136 [135199.3 [96.0 [100 134 [98.5 (948 998 |7.02 [583 [845
PrevEPI  [PII(M3) 43 |42 |97.7 |B7.7 [99.9 [40 [93.01(809 1985|136 (084 197
PRE-BOOSTER 43 |40 [93.0180.9 |98.5 (24 |55.8 [39.9 [70.910.38 |0.22 |0.865
POST-BOOSTER |42 (42 100 [91.6 [100 |42 [100 (916|100 |9.08 [6.50 [12.70
10Pn245 |PINI(MS) 130 [124 [95.4 190.2 |98.3 (111854 178.1 [91.0 [0.64 052 ]0.79
PRE-BOOSTER 129 [127 [98.4 194.5 |99.8 (30 |69.8 |61.1 [77.5(0.34 028 |0.41
POST-BOOSTER  [125 [124 1992 [95.6 [100 |122 [97.6193.1 |995 (231 [1.93 (275
Prev246  [PII(M5) 44 |40 (9051783 |97.5 |40 1909|783 (975113 [073 [1.73
PRE-BOOSTER 44 139 (885|754 [96.2 27 (614|455 (7561034 [020 [0.59
POST-BOOSTER |43 |42 |97.7 [87.7 999 |41 [953 (842|994 [6.26 (418 [3.44
ANTI-TE  [10PnEPI |PIIM3) 136 [136 [100 |97.3 |100 (136|100 |97.3 [100 [481 |409 |5.20
PRE-BOOSTER 135 |135 [100 [97.3 [100 [128 [94.6 |89.6 |197.910.50 [0.77 |1.04
POST-BOOSTER  |136 [136 |100 [97.3 [100 135 [100 (97.3 [100 [12.52 [11.09 [14.13
PrevEPI  [PIIM3) 43 [19 442 (291 601 |6 140153 |2791005 004 |0.07
PRE-BOOSTER 43 |13 (3021721461 |7 |163 |68 [30.71005 (003 007
POST-BOOSTER |43 |17 |395(25.0 556 |9 [20.9 (10.0)36.0 [0.06 [0.04 [0.10
10Pn245 [PIII(M3) 130 ({130 |100 [97.2 [100 |130 [100 |97.2 [100 (215 |1.85 (245
PRE-BOOSTER 130 [130 [100 |97.2 |100 (118908 |84.4 [95.1|10.58 |0.51 (067
POST-BOOSTER (125 [125 |100 [97.1 [100 |125 (100 |97.1 |100 (414 361 (474
Prev2ds [PII(MS) 44 14 [318 186|475 |5 |11.4[38 (2451004 (003 [0.06
PRE-BOOSTER 42 |8 [190166 [341[1 |24 (01 [125)003 (003 ]0.04
POST-BOOSTER (43 [11 (256 [135 4121 |23 |01 [123]0.03 |0.03 |0.04
ANTIGV  |10PnEPI |PIIIM3) 136 [136 [100 |97.3 |100 (136|100 |97.3 [100 443 |38 |5.10
PRE-BOOSTER 135 |135 [100 [97.3 [100 [132 [97.6 |936 (995|116 (098 |1.37
POST-BOOSTER  |136 [136 |100 [97.3 [100 135 [100 [97.3 [100 [|14.42 [12.44 [15.70
PrevEPI  [PIIM3) 43 |43 [100 |91.8 |100 [43 |100 |91.8 [100 |5.12 402 |6.51
PRE-BOOSTER 42 |42 [100 1916 [100 |40 |95.2 [83.8 (994 10.77 [059 [0.99
POST-BOOSTER |43 (43 |100 [91.8 [100 |43 [100 [91.8 |100 [20.31 [15.44 [25.71
10Pn245 [PIII(M3) 130 {130 |100 [97.2 [100 |130 100 |97.2 [100 |1.45 |1.25 |1.68
PRE-BOOSTER 130 [130 [100 |97.2 |100 [116]89.2 1826 |94.0 [0.59 ]0.50 ]0.70
POST-BOOSTER  [125 [125 [100 [97.1 |100 125100 |97.1 [100 (463 [4.00 [5.36
Prev2ds [PlI(MS) 44 |44 100 [92.0 [100 [44 [100 |92.0 |100 |2.71 (223 |3.28
PRE-BOOSTER 44 |44 (100 192.0 |100 [42 9551845 (994 |058 047 |0.71
POST-BOOSTER (43 (43 |[100 [91.8 [100 |43 [100 |91.8 |100 |13.60 [11.12 |16.62
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ANTI14  |10PnEPI |PIIM3) 136|136 [100 [97.3 |100 [136 (100 |97.3 [100 [696 |574 (845
PRE-BOOSTER _ [134 [134 |100 |97.3 |100 126 |94.0 |88.6 |97.4 [1.32 [1.07 ([1.63
POST-BOOSTER  [136 [136 [100 [97.3 |100 {135 99.3 |96.0 [100 |17.07 |14.12 [20.64

PrevEPl  [PIII(M3) 43 |43 [100 |91.8 |100 |43 |100 |91.8 [100 |6.06 (428 (857
PRE-BOOSTER |43 |42 [97.7 |67.7 [99.9 (42 |97.7 |87.7 (999183 [1.26 |266
POST-BOOSTER |43 |43 [100 [91.8 |100 (43 [100 |91.8 [100 |27.42 |20.96 (35.86

10Pn245 |PIII(M3) 130 (130 {100 |97.2 [100 [130]100 |97.2 |100 |292 251 [3.41
PRE-BOOSTER _ |130 [130 [100 |97.2 [100 (111854 |78.1 [91.0]0.84 [066 |1.07
POST-BOOSTER  |125 [125 [100 |97.1 [100 (125|100 |97.1 [100 |5.93 [497 |7.09

Prev24s  [PII(M3) 44 144 |100 [92.0 [100 (44 {100 |92.0 |100 |5.12 383 |6.84
PRE-BOOSTER |43 |43 [100 |91.8 [100 (40 |93.0 |80.9 [98.5)1.04 [0.75 |1.43
POST-BOOSTER |43 |43 [100 [91.8 |[100 (43 [100 |91.8 [100 [15.51 [12.14 [19.82

ANTI-18C [10PnEPI [PIIIM3) 136 [135 (99.3 [96.0 [100 [135)99.3 |96.0 |100 |12.11 |10.07 [14.57
PRE-BOOSTER _ |135 [135 [100 |97.3 [100 [130|96.3 |916 (988|143 [120 [1.71
POST-BOOSTER  [136 [136 [100 [97.3 |100 {136 [100 |97.3 [100 |39.59 |34.04 [45.05

PrevEPI  [PIII(M3) 43 |43 |100 [91.8 [100 (43 [100 |91.8 |100 |3.78 |283 |4.87
PRE-BOOSTER |43 |43 [100 |91.8 [100 (36 |83.7 |69.3 [93.2 1042 [0.32 ]0.55
POST-BOOSTER |43 |43 [100 |91.8 |[100 |43 |100 [91.8 {100 {12.07 [9.23 [15.79

10Pn246 [PIII(M5) 130 |130 [100 [97.2 100 [127 [97.7 1934 [995 (325 |24 [4.00
PRE-BOOSTER _ |130 [129 [99.2 |95.8 {100 (111854 |78.1 [91.0 |0.63 [0.52 0.77
POST-BOOSTER _ |125 [125 |100 |97.1 |100 125|100 [97.1 (100 [10.49 [8.81 [1249

Prev2d4s  [PIII(M5) 44 |43 [97.7 |188.0 [999 [43 |97.7 880 (999|243 [184 |3.20
PRE-BOOSTER |44 |44 [100 |92.0 [100 (35 |79.5 |64.7 (90.210.40 [0.30 ]0.53
POST-BOOSTER |43 |43 |100 |91.8 |100 |43 |100 [91.8 [100 [9.92 [7.74 [12.71

ANTI-19F |10PnEPI |PII(M3) 136|136 [100 [97.3 |100 [136 (100 |97.3 [100 [10.82 |9.18 [12.75
PRE-BOOSTER  |135 [134 [99.3 |95.9 [100 [129]95.6 |906 (3984 1133 [108 |164
POST-BOOSTER  |136 [136 |100 |97.3 |100 136|100 [97.3 (100 [21.25 [18.07 [24.98

PrevEPl  [PIII(M3) 43 |43 [100 |91.8 [100 (42 |97.7 |87.7 (999 |3.94 (301 |5.17
PRE-BOOSTER |43 [37 [86.0 |72.1 [94.7 [11 256|135 (41.2]10.16 [0.10 ]0.26
POST-BOOSTER |43 |43 [100 |91.8 [100 (43 |100 |91.8 (100 |661 (490 |8.92

10Pn245 (PIII(MS) 130 |130 {100 [97.2 |100 [128 [98.5 |946 (998 (496 |420 (587
PRE-BOOSTER  |130 [129 [99.2 |95.8 [100 [121)93.1 |87.3 [96.8 1089 [081 |1.22
POST-BOOSTER _ [125 [124 |99.2 |95.6 |100 123 |98.4 [94.3 [99.8 [12.23 [9.89 [15.13

Prev24s  [PIII(M3) 44 |43 |97.7 [88.0 [99.9 [43 [97.7 |88.0 |985 1232 |1.77 |3.02
PRE-BOOSTER |44 |43 |97.7 |188.0 |99.9 |22 |50.0 (345 [654 [0.35 [0.20 |0.51
POST-BOOSTER |43 |43 [100 |91.8 [100 [43 |100 |91.8 [100 ]6.01 [475 |7.60

ANTI-23F |10PnEPI [PIII{M3) 136|136 [100 [97.3 100 [134 (98.5 948 [998 (246 |209 (289
PRE-BOOSTER _ |133 [132 [99.2 |95.9 [100 [123 |92.5 |866 [96.3 |10.94 [0.76 |1.16
POST-BOOSTER  |136 [136 (100 |97.3 [100 [135]99.3 |96.0 [100 |13.47 [11.38 [15.94

PrevEPl  [PIII(M3) 43 |42 |97.7 |87.7 [99.5 |41 [953 [84.2 1994 [241 |162 |3.58
PRE-BOOSTER |43 |40 |93.0[80.9 |38.5 |32 [74.4 [58.8 |86.5 1041 026 |0.64
POST-BOOSTER |43 |42 |[97.7 |87.7 |99.9 (42 |97.7 |87.7 (999 |14.78 [945 |23.11

10Pn246 [PIII(M5) 130 |125 [96.2 [91.3 |98.7 [121 [93.1 |187.3 [96.6 [1.08 |0.88 [1.32
PRE-BOOSTER _ |130 [125 [96.2 |91.3 [98.7 (89 |68.5 |59.7 (76.3 |0.33 [0.27 ]0.40
POST-BOOSTER  |125 [124 [39.2 |956 [100 [123|98.4 |943 (398 |3.16 [261 |3.83

Prev24s  (PII(MS) 44 |44 (100 [92.0 |100 |44 1100 |92.0 |100 |248 |19 (3.14
PRE-BOOSTER |44 |43 [97.7 |68.0 [99.9 [40 |90.9|783 [97.5)062 [043 ]0.91
POST-BOOSTER |43 |42 [97.7 |87.7 |99.9 [42 |97.7 |87.7 [99.9 |10.77 [7.18 |16.12

10PnEPI =10Pn-PD-DiT + DTPw-HEV/Hib + OPV (6-10-14 weeks+ 12-18 months of age schedule)

PrevEP| = Prevenar + DTPw-HBV/Hib + OPV (6-10-14 weeks + 12-18 months of age schedule)

10Pn246 = 10Pn-PD-DiT + DTPw-HBV/Hib + IPV (2-4-6 months+ 12-18 months of age schedule)
Prev246 = Prevenar + DTPw-HBV/Hib + IPV (2-4-6 months + 12-18 months of ace schedule)
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Table 36 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, per schedule (ATP cohort for
immunogenicity)

28 GMT
95% ClI 95% ClI
Antibody Group Timing N [n |% |LL |UL |value LL UL
OPSONO-1 10PnEPI  [PIHI(M3) 133 [109 [82.0 [74.4 [88.1 (918 66.0 1278
PRE-BOOSTER 134 |61 (455 |36.9 [543 [13.2 10.2 16.9
POST-BOOSTER 134 |134 [100 [97.3 [100 [15716 (12107 [2040.0
PrevEPl  |PIIM3) 43 1 23 (01 123 |42 38 46
PRE-BOOSTER 43 |13 |70 |15 [191 [486 39 54
POST-BOOSTER 43 |5 |[116 [39 [251 |49 4.1 5.8
10Pn246  [PIII(M5) 130 [56 |43.1 (344 [520 [144 10.8 19.2
PRE-BOOSTER 122 145 369 |283 (461 |85 70 105
POST-BOOSTER 120 [114 [35.0 |89.4 [98.1 [161.4 1207|2159
Prev24s  |PIIMS) 44 |0 (00 |00 |80 (40 40 4.0
PRE-BOOSTER 37 (3 81 [17 (219 |47 38 5.8
POST-BOOSTER 37 |5 13545 |288 |54 4.0 74
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OPSONO-4 10PnEPI  [PHIIM3) 129 1128 [99.2 |95.8 [100 |969.7 8256 1186.3
PRE-BOOSTER 127 |83 [654 |56.4 [73.6 |40.5 27.6 59.2
POST-BOOSTER 134 |134 [100 [97.3 [100 (50358 (42140 |[6017.8
PrevEPl  |PHIM3) 40 |40 |100 [91.2 {100 [1291.7 |10189 |1637.6
PRE-BOOSTER 42 120 476 [32.0 |636 [185 10.0 34.2
POST-BOOSTER 43 |43 |100 |91.8 [100 |4783.5 [34320 |o667.2
10Pn246  |PIIMS) 130 |128 [98.5 [946 [998 (568286 470.6 7214
PRE-BOOSTER 114 |39 [34.2 |256 |437 [125 89 174
POST-BOOSTER 119 |119 [100 196.9 [100 [2498.7 [2103.3  [2968.4
Prev245  |PlI(MS) 44 144 1100 [92.0 [100 |528.6 368.0 720.2
PRE-BOOSTER 33 [12 (364 (204 |549 |124 .7 228
POST-BOOSTER 35 [35 [100 [90.0 [100 (48125 |31678 |7311.3
OPSONO-5 10PnEPI  [PHI[M3) 131|130 [99.2 [95.8 [100 [212.5 178.5 253.1
PRE-BOOSTER 133 |94 [70.7 [p2.2 [78.2 [19.8 16.0 24.7
POST-BOOSTER 130 |130 [100 [97.2 [100 [11358 [928.5 1389.6
PrevEPl  |PHI[M3) 43 [0 |00 |00 [82 }4.0 4.0 4.0
PRE-BOOSTER 43 |1 |23 |01 123 |42 3.8 4.6
POST-BOOSTER 43 14 193 26 [221 |49 3.9 6.0
10Pn246  |PIIMS) 129 |113 [876 (806 (927 [63.2 48.3 82.7
PRE-BOOSTER 119 |56 |47.1 |378 |564 [109 8.8 136
POST-BOOSTER 117 114 |57.4 1927 [99.5 |149.1 115.4 192.5
Prev245  |PlI[MS) 44 |10 |00 |00 |80 |40 4.0 4.0
PRE-BOOSTER 3 |2 [56 [07 [187 |45 3.7 55
POST-BOOSTER 36 |1 28 |01 |145 |43 3.8 4.8
OPSONO-5B 10PnEPI  [PHI[M3) 133 |124 932 [87.5 [96.9 [1008.1 [748.9 1357.0
PRE-BOOSTER 132 193 [70.5 [61.9 [78.1 [97.8 61.5 155.5
POST-BOOSTER 136 |134 |985 [94.8 [998 (2898 (22475 |37338
PrevEPl  |PHI[M3) 40 [37 [925 |796 [98.4 |17058  |%03.2 3221.8
PRE-BOOSTER 43 |21 488 [33.3 |p4.5 [566 21.3 150.1
POST-BOOSTER 43 |43 |100 |91.8 [100 |9302.7 [7187.3 [120408
10Pn246  |PII[MS) 130 |10 [846 |77.2 [90.3 |3738 259.2 538.7
PRE-BOOSTER 124 |34 [274 |198 [362 |99 72 13.5
POST-BOOSTER 120 |106 [88.3 [81.2 [93.5 (4053 267 4 614.3
Prev246  |PII(MS) 44 140 |309 |78.3 |97.5 |846.3 462.6 1548 .4
PRE-BOOSTER 37 14 (378 [22.5 [55.2 |233 9.1 60.1
POST-BOOSTER 35 [32 914 |76.9 |98.2 |35471 [1500.7 [8384.5
OPSONO-TF 10PnEPI  [PHIIM3) 128 1128 [100 [97.2 |100 [5150.2 (42753 |[6204.1
PRE-BOOSTER 135 |133 [98.5 |94.8 [958 22784 [1803.1  [26879.0
POST-BOOSTER 136 |136 [100 |97.3 [100 |124840 [10750.7 [144%5.8
PrevEPl  |PII(M3) 41 110 [244 [124 403 [156 72 33.8
PRE-BOOSTER 41 128 [68.3 [51.9 |81.9 [378.8 136.9 1048.0
POST-BOOSTER 40 |36 900 |76.3 |972 [14077 |094.56 2852.9
10Pn246  |PIII[MS) 129 |127 (984 (945 (998 [2166.0 |16838 |2786.3
PRE-BOOSTER 116 |109 [34.0 |88.0 |97.5 [796.3 562.2 1089.1
POST-BOOSTER 122 1122 [100 [97.0 [100 |e436.1 55076 |7521.0
Prev246  |PII(MS) 44 |3 |68 |14 187 |57 3.8 8.7
PRE-BOOSTER 31 [15 (484 [30.2 [65.9 |636 21.3 1901
POST-BOOSTER 24 13 |542 |328 |744 906 25.2 329.5
21
Synflorix

EMEA/H/C/000973 P46 042 and 043




OPSONO-9V 10PnEPI  [PII(M3) 121 1121 100 |97.0 [100 [1638.6 [1342.0 20008
PRE-BOOSTER 136 [135 [95.3 [96.0 |100 |788.0 699.1 947.8
POST-BOOSTER 134 1134 1100 |97.3 [100 |[4B8420 |41227 |56869
PrevEPl  [PII(M3) 40 |40 100 |91.2 [100 |16147 [12186 [2139.5
PRE-BOOSTER 42 142 100 |91.6 [100 |666.8 482.1 9222
POST-BOOSTER 42 (42 100 (916 (100 [73878 54292 |100529
10Pn246  [PIII{M3) 129 [12% 100 [97.2 |100 |11966 |975.8 1467 3
PRE-BOOSTER 122 1121 1952 |95.5 [100 |[360.2 313.1 461.7
POST-BOOSTER 121 {121 |100 |97.0 {100 |34989 12950.8 |4151.3
Prev24s  [PIIMS) 44 |44 100 1920 [100 [1075.0 ([714.8 1616.8
PRE-BOOSTER 37 |36 [97.3 |658 |999 (2475 164.9 371.3
POST-BOOSTER 35 |35 [100 |90.0 |100 |o881.4 (48836  |9696.4
OPSONO-14 10PnEPI  [PII{M3) 133 |129 |897.0 1925 |952 [16243 [1216.0  [2168.7
PRE-BOOSTER 130 |119 1915 |854 |95.7 |298.4 2201 404.7
POST-BOOSTER 132 [132 100 [97.2 |100 |3579.7 |2966.3 43199
PrevEPl  [PII{M3) 43 |40 930 |80.9 [98.5 [19879 (11005 [3580.7
PRE-BOOSTER 42 (39 929 [80.5 [98.5 |337.2 207.0 549.2
POST-BOOSTER 42 (42 100 [91.6 [100 |40973 |3019.2 [5560.2
10Pn246  [PII{MS) 130 |127 |97.7 1934 |95.5 |624.7 498.1 783.3
PRE-BOOSTER 106 193 |87.7 |79.9 |93.3 [1796 1274 253.2
POST-BOOSTER 120 1120 |100 |97.0 [100 [1961.3 [1630.0 23598
Prev24s  [PII{M3) 44 |43 |97.7 |88.0 [95.9 |546.5 530.2 1421.5
PRE-BOOSTER 31 |29 |935 |786 |992 |2368 1326 4222
POST-BOOSTER 36 |36 [100 |90.3 |100 29385 (20223 42727
OPSONO-18C 10PnEPI  [PHI{M3) 130 [125 1992 |95.8 |100 |o68.5 964.3 792.2
PRE-BOOSTER 129 [84 651 [56.2 |73.3 |198 15.2 259
POST-BOOSTER 134 1133 993 1959 100 (24172 [19899 [2936.2
PrevEPl  [PII(M3) 42 (42 100 (916 [100 [266.1 194 4 364.1
PRE-BOOSTER 42 |13 |71 |15 [195 |45 3.9 5.2
POST-BOOSTER 43 |42 |97.7 |B7.7 [99.9 |%66.5 607.1 1538.6
10Pn246  [PIII{M5) 129 1122 1346 [89.1 (978 [1811 139.3 235.5
PRE-BOOSTER 121 |42 1347 |26.3 |439 |78 6.5 94
POST-BOOSTER 115|114 1991 1953 |100 |[894.0 532.9 903.7
Prev2ds  [PlII[MS) 44 (43 |97.7 [88.0 999 1203 80.2 1806
PRE-BOOSTER 37 |4 108 |30 254 |45 4.0 5.2
POST-BOOSTER 36 |36 [100 |90.3 [100 |512.1 3384 1107.0
OPSONO-19F 10PnEPI  [PII(M3) 131 1129 1985 (946 (998 [11185 [%208 1358.4
PRE-BOOSTER 135 117 |86.7 |79.7 |91.9 [56.6 45.2 76.0
POST-BOOSTER 136 1135 [99.3 |96.0 |100 (20160 [16080 [2526.0
PrevEPl  [PIIIIM3) 43 (39 1907 (779 (974 [T77 494 122.3
PRE-BOOSTER 43 [T 163 [68 (307 [7.3 4.5 11.8
POST-BOOSTER 42 |39 929 [80.5 [98.5 |473.2 263.5 849.9
10Pn246  [PIII{MS) 128 |126 1984 |94.5 |95.8 [330.5 [250.9 435.6
PRE-BOOSTER 125|196 |76.8 |684 (839 [33.3 257 432
POST-BOOSTER 122 [118 |96.7 [91.8 |95.1 |10558 |808.2 1389.7
Prev2456  [PIII(MS) 44 (40 |909 (V8.3 [97.5 [325 23.9 449
PRE-BOOSTER 37 |12 [324 |18.0 1498 |111 6.0 20.6
POST-BOOSTER 37 (36 [97.3 [B5.8 |99.9 [471.0 270.0 821.8
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OPSONO-23F 10PnEPI  |PHI(M3) 132 [132 |100 |97.2 [100 22127 [1860.9  [2631.1
PRE-BOOSTER 136 [130 356 [90.6 1984 [948.9 688.4 1308.2
POST-BOOSTER 136 [136 |100 |97.3 [100 74562 |[6301.9 [8622.0
PrevEPl  |PIIIM3) 40 3% 975 [B6.8 |99.9 (3898.8 (23977  [6339.7
PRE-BOOSTER 43 [37 |86.0 [72.1 |94.7 [661.9 3125 1402.0
POST-BOOSTER 43 |42 |97.7 |B7.7 |99.9 1231779 [132359 |40587.7
10Pn246  |PII(M3) 128 [119 |33.0 [87.1 |96.7 |933.7 681.4 12794
PRE-BOOSTER 118 [99 [83.9 |76.0 |90.0 |301.8 1984  1459.0

POST-BOOSTER 121 [120 1992 [95.5 [100 34273 (27277  |4306.3
Prev246  |PII[MS) 44 43 977 [88.0 1999 [3311.9 (21199 |5174.0
PRE-BOOSTER 36 |30 (833 |67.2 [93.6 |790.6 326.8 19126
POST-BOOSTER 37 |37 [100 ]90.5 {100 |199433 |134731 |29520.5
10PnEPI =10Pn-PD-DIT + DTPw-HBV/Hib + OPV (6-10-14 weeks+ 12-18 months of age schedule)

PrevEP| = Prevenar + DTPw-HBV/Hib + OPV (8-10-14 weeks + 12-18 months of age schedule)

10Pn246 = 10Pn-PD-DiT + DTPw-HBV/Hib + IPV (2-4-6 months+ 12-18 months of age schedule)

Prev246 = Prevenar + DTPw-HBV/Hib + IPV (2-4-6 months + 12-18 months of age schedule)

e Safety results
Confirmatory inferential analysis:
The primary objective of the study was reached as the upper limit of the 95% CI (5.59%) of the
difference between groups (10Pn minus Prev) in terms of the percentage of subjects reporting fever
with rectal temperature > 39.0°C was below the pre-defined limit of 10.3% (P-value < 0.1%). Thus a
booster dose of the 10Pn-PD-DiT vaccine did not induce more fever with rectal temperature > 39.0°C
than Prevenar when co-administered with DTPw-HBV/Hib and OPV or IPV vaccines (Table 18).

Table 18 Difference between groups (10Pn minus Prev) in terms of
percentage of subjects reporting fever with rectal temperature
greater than 39°C during the 4-day (Days 0-3) post-vaccination
period (Total vaccinated cohort)

Difference
in percentage
(10Pn minus
Prev)
10Pn | Prev 95% ClI
Symptoms Type N n (% [N n |% % LL UL  |P-value’
Fever/(Rectally) (°C) >39.0°C 558 [64 (115 [189 [20 [106 [0.89 [-482 [559 [<0.001

10Pn = 10Pn-PD-DiT + DTPw-HBV/Hib + OPV or IPV (6-10-14 weeks+ 12-18 months and 2-4-6 months + 12-18

months of age schedule)
Prev = Prevenar + DTPw-HBV/Hib + OPV or IPV (6-10-14 weeks+ 12-18 months and 2-4-6 months + 12-18 months of

age schedule)

Descriptive analysis:

6-10-14 weeks + 12-18 months of age schedule:

After booster vaccination, 85.7% of the subjects in the 10PnEPI group and 83.9% of the subjects in
the PrevEPI group reported at least one adverse event (solicited or unsolicited, local or general).

The most frequently reported solicited local adverse event was pain in both groups and the most
frequently reported solicited general adverse event was irritability in both groups (Table 2).

Large swelling reactions were reported by 5 subjects (4 subjects in the 10PnEPI group and 1 subject in
the PrevEPI group). Four of these large swelling reactions were reported at the DTPw-HBV/Hib
injection site and one at the 10Pn-PD-DiT injection site. All were local or diffuse swelling reactions not
involving adjacent joints that resolved without sequelae.

No cases of grade 3 fever (rectal temperature > 40° C) were reported in any of the groups (Table 3).
Low incidences of grade 3 solicited general adverse events, assessed by the investigator to be causally
related to vaccination, were reported in both groups (maximum 4.3%).

The observed percentage of subjects reporting at least one unsolicited adverse event within 31 days
after booster vaccination was 8.9% in the 10PnEPI group and 9.7% in the PrevEPI group. Up to 0.7%
of the subjects reported at least one unsolicited adverse event with grade 3 intensity. None of the
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reported unsolicited adverse events were assessed by the investigator to be causally related to
vaccination.

2-4-6 months + 12-18 months of age schedule:

After booster vaccination, a higher incidence of adverse events (solicited or unsolicited, local or
general) was reported in both groups compared to the incidence reported in the 6-10-14 weeks + 12-
18 months schedule. 99.3% of the subjects in the 10Pn246 group and 96.9% of the subjects in the
Prev246 group reported at least one adverse event (solicited or unsolicited, local or general).

The most frequently reported solicited local adverse event was pain in both groups with high incidences
of solicited local grade 3 pain (up to 42.1%). Higher incidences of grade 3 pain were reported at the
DTPw-HBV/Hib injection site (40.4%) compared to the pneumococcal conjugate vaccine injection sites
(up to 26.3%) (Table 2).

Large swelling reactions were reported by 14 subjects (12 subjects in the 10Pn246 group and 2
subjects in the Prev246 group). Ten of these large swelling reactions were reported at the DTPw-
HBV/Hib injection site, 3 at the 10Pn-PD-DiT injection site and 1 at the IPV injection site. All were local
or diffuse swelling reactions not involving adjacent joints that resolved without sequelae.

The most frequently reported solicited general adverse event was irritability in both groups. One case
of grade 3 fever (rectal temperature > 40° C), assessed by the investigator to be causally related to
vaccination, was reported in the 10Pn246 group. (Table 3)

Low incidences of grade 3 solicited general adverse events, assessed by the investigator to be causally
related to vaccination (up to 4.7%), were reported in both groups, except for irritability (up to 14.4%).
The observed percentage of subjects reporting at least one unsolicited adverse event within 31 days
after booster vaccination was 37.2% in the 10Pn246 group and 35.7% in the Prev246 group. A low
percentage of subjects reported at least one adverse event with intensity grade 3 (up to 6.7%) or an
adverse event which was assessed by the investigator to be causally related to vaccination (up to
6.3%0).
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Table 2: Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-vaccination
period, per schedule (Total vaccinated cohort)
10PnEPI PrevEPI 10Pn246 Prev246
95 % Cl 95 % Cl 95 % Cl 95 % Cl
Product |Type N |n [% JLL [UL [N|n [% [LL UL [N [n % JLL JUL |N |n [% [LL [UL
Pain
Total  |All 280|203[72.5|66.9|77.6/93|66|71.0|60.6|79.9 |278|248|89.2 [85.0{92.6 |96|77 |80.2|70.8|87.6
Grade3  |280(40 [14.3]10.4[18.9[33|20|21.5[13.7(31.2 |278|117]42.1|36.2 |48.1 |96 (39 |140.6]30.7 |51.1
Med.advice|280{1 |04 |0.0 [2.0 |93[0 [0.0 [0.0 |39 |278{10 [36 |1.7 |65 [96(1 |1.0 |0.0 |57
10Pn- Al 280[184[65.7159.8|713]- |- |- |- |- [278]210{755[700(805 - |- |- |- |-
PD-DIT |Grade3 |280(23 |8.2 [53 |12.1]- |- |- |- | 278(73 263212318 |- |- |- |

Med.advice[280]0 |00 [00 |13 |- |- |- |- |- [278]% [32 {15 |61 |- |- |- |- |-
Prevenar |All - - = - - 193|55]59.1|48569.2 - |- |- |- |- [96]60]62.552.0|722

Grade3 |- |- |- |- |- [93[13[1407.7 |227|- |- |- |- |- |9620]20.8]13.2|30.3

Medadvice|- |- |- |- |- {930 [0.0 |00 |39 |- |- |- |- |- 1961 [10 |00 |57
DTPw- Al 280)187|66.8]60.972.3/93(58(62.4|51.7|72.2 |275[2371856.2 [81.5|90.0 |95|73 [76.8|67.1|84.9

HBV/Hib |Grade3  |280[36 [12.9]9.2 |17.4/93][15]16.1]9.3 [25.2 |275|111]40.4|34.5]46.4 95|38 [40.0|30.1]50.6
Med.advice[280]1 0.4 |0.0 |2.0 [93]0 [0.0 [0.0 |39 [275]8 [29 [1.3 |5.7 [95[1 [1.1 [0.0 |57

IPV All 2761971714 |65.7]766 (9563 |66.3|569|75.7
Graded |- |- |- |- |- || | | 276(87 [31.526.1[37.4 (9526 |27 4|18.7]37.5
Med.advice|- |- |- |- |- |- |- |- |- | 27606 2.2 |08 [47 [95[1 1.1 [0.0 |57

Redness (mm)

Total All 280]107]38.2(32 5|44 2]93|37]39.8[29.8[50.5 [278[197]70.9 [65.1|76.1 |96 |66 [68.8 |58.5|77.8
>20mm  [280|11 |39 |20 [6.9 |93[6 |65 |24 [135(278|47 169 127|218 |96]16 [16.7]98 (256
>30mm (28018 129 [12 |56 [93(3 |32 [0.7 [91 [278]356 [126(8.9 [17.1[96|11 ({11559 |196
Med.advice[280|1 |04 0.0 [2.0 |93[0 [0.0 |00 (39 [278]4 |14 [04 |36 [96]3 |3.1 [06 [89

10Pn- (Al 280|188 131.4[26.0137.2]- |- |- |- | 278[139(50.0 14401(56.0 - |- |- |- |-

PD-DIT |>20mm__ [280(7 |25 |10 |51 |- |- |- |- | 278[15 154 131 187 |- |- |- |- |-
>30mm  [2806 |21 108 46 |- |- |- |- | 27818 [29 N3 56 |- | |- |- |-
Med.advice[28010 100 |00 (13 |- |- |- |- | 27813 |11 102 131 |- |- |- |- |-

Prevenar |All - - - [93|27129.0{2011394 |- |- |- - - 96145 |46.9(36.6 (57 3]
> 20mm - - - - 19312 |22 (0376 |- |- | - - 96(4 [42 [1.1 [10.3]
>30mm |- |- |- |- |- |93[0 ]0.0 j0.0 (39 |- |- |- - - 9613 |3.1 |06 [89
Medadvice|- |- |- |- |- |93]0 |00 |00 (39 |- |- | - - 96|11 1.0 0.0 [5.7

DTPw- |All 280(92 |32.9]|27 4[38.7|93(32|34.4|124 9]45.0 |275|181|65.8 [59.9|71.4 |95|62 [65.3|54.8(74.7

HBV/Hib |> 20mm_ [280|6 |21 [0.8 |46 |93|6 [65 [24 [13.5 (27542 [153[11.2(20.1|95(14 |14.718.3 |235
>30mm  [28013 [1.1 |0.2 [3.1 |93|3 |32 [0.7 9.1 [275|33 [120(84 [16.4 [95[10[10.5[5.2 |185
Med.advice|280(1 |04 [0.0 (2.0 |93]0 [0.0 [0.0 |39 [275]3 [1.1 |02 (3.2 |95(3 |3.2 |0.7 |9.0

[ All S O O R N O SO SR R 276[107{38.8 [33.0 [44.8 [95[36 [37.9(28.1]48.4
>20mm |- - |- |- - Lk 276/ (18 |06 [42 [95(1 [1.1 |00 |57
>30mm |- [ [ |- |- -+ | 27614 (14 |04 [3.7 951 |11 100 |57
Medadvice|- |- |- |- |- |- |- |- |- | 276|104 0.0 |20 [95(1 [11 |0.0 |57

ISwelling (mm)

Total All 280(92 [32.9|27.4[38.7]93(32]34.4|24 9]45.0 |278]158/56.8 [50.8 |62.7 |9652 [54.2]43.7[64 4

>20mm__[280[33 [11.88.3 [16.2[93[14]15.1]8.5 [24.0 [278]58 [20.9|16.2|26.1 |96]15 |15.6[9.0 |24.5
>30mm_ 280121 |75 |47 [11.2]93]9 [9.7 |45 176 |278|34 [122]86 [16.7]96/8 [8.3 [3.7 [15.8]
Med.advice|280(2 [0.7 0.1 [2.6 [93]|0 |0.0 |0.0 |3.9 |278[10 3.6 |1.7 |65 |96[3 [3.1 [0.6 [8.9

10Pn-  |All 280|71 |254[204|309|- |- |- | 278[110/396 (3381456 |- |-
|PO-DiT [>20mm__ |280[16 [5.7 |33 [9.1 |- |- |- [ |- |278[19 |6.8 |42 [105]- |-
>30mm 28019 (32 [15 160 |- |- |- |- |- 127/8]11 |40 |20 |70
Med.advice|280|1 0.4 [0.0 |20 |- |- |- |- |- [278]7 25 |10 [51 |- |- [ |- |-
|Prevenar Al - - - - [93[242580173359 - |- - |- |- [96]29(30.2|21.3]404
>20mm |- |- |- |- |- 938 |86 38 162 |- |- |- |- |- [96)2 |21 [0.3 |73
>30mm |- [ - |- - 1935 [54 18 121 - |- |- |- |- 961 [1.0 [0.0 |57
Medadvice|- |- |- |- |- ]93]0 |00 |00 [39 |- |- |- |- |- [96]2 [2.1 |03 |73
DTPw- |All 280(82 [29.3|24.0{35.0[93]29]31.2|122.0/41.6 |275|139|50.5 |44.5]56.6 |95 |47 |49.5|39.1[59.9]
HBV/Hib [> 20mm 280130 [10.77.3 [14.9]93[11]11.8]6.1 [20.2 |275[47 [17.1]12.8]22.1[95[14 [14.7[8.3 |23.5
>30mm  [280]19 |68 |41 [10.4{93[7 |75 |31 149 |275(28 [102]69 [144[95|7 [74 [30 |146
Med.advice|280|2 0.7 [0.1 |2.6 [93]0 [0.0 |0.0 [39 [275]9 |33 |15 [6.1 [95]3 [3.2 |0.7 9.0
|IPV All - - e 1276183 [30.1124.7(35.9 (95127 [28.4]19.6(38.6
>20mm - - - - e e (27613 |47 125 |79 [95(2 |21 03 |74
>30mm |- |- - |- - - - - - 267 (25 110 |52 [95[1 (1.1 [0.0 |57
Med.advice|- |- |- - 27614 1.4 104 |37 (95|11 (1.1 0.0 |57

10PnEPI = 10Pn-PD-DiT + DTPw-HBV/Hib + OPV (6-10-14 weeks+ 12-18 months of age schedule)
PrevEP| = Prevenar + DTPw-HBV/Hib + OPV (6-10-14 weeks + 12-18 months of age schedule)
10Pn246 = 10Pn-PD-DIT + DTPw-HBV/Hib + IPV (2-4-6 months+ 12-18 months of age schedule)
Prev246 = Prevenar + DTPw-HBV/Hib + IPV (2-4-6 months + 12-18 months of age schedule)

N= number of subjects with the documented dose; n/%= number/percentage of subjects reporting at least once the symptom; Total -
n/%= number/percentage of subjects with at least one local symptom whatever the number of injections; 95%Cl= Exact 95%
confidence interval; LL = lower limit, UL = upper limit; Med.advice=medical advice
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Table 3: Incidence of solicited general symptoms reported during the 4-day (Days 0-3) post-
vaccination period, per schedule (Total vaccinated cohort)

10PnEPI PrevEPI 10Pn246 Prev246
95 % CI 95 % CI 95 % Cl 95 % ClI
Type N [n [% [LL [UL [N[n|% JLL UL [N |n [% JLL JUL [N |n[% [LL [UL
Drowsiness
All 2801(90 [32.1(26.7(38.0193(32(34.4124.9 4501278190 [68.3 [62.5|73.8 |95]|66(68.8 |58.5 (778
Grade 3 28005 (18 |06 |41 |93|1 (1.1 |00 [b.8 |278|7 (25 (10 |51 [96]2 {21 |03 |7.3
Related 280190 (32.1|26.7|38.0193|32|34.41249145.0|278|188|67.6 [61.8|73.1|96|66|68.8 |58.5(77.8

Grade 3 & 28015 (18 |06 |41 |93|11 |11 |00 |58 |278(|7 |25 (1.0 |51 [96]|2 |21 |03 |73
Related

Medical advice |280(0 (0.0 {00 |1.3 |93/0 |00 |00 [39 |27818 (29 |13 |56 [96]0 (00 |00 |38
Fever/(Rectally) (°C)

Al 280(138]49.3143.3 |55.3|93(51154.8 [44.2 |65.2 |278 |215|77.3 [72.0 |82.1 |96 |65|67.7 |574]76.9
>38.5°C 280154 [19.314.8(24.4|93[19]20.4 [12.8 |30.1|278 [128 |46.0 [40.1 52.1 [96|35[36.5 |26.946.9
>39.0°C 28012 43 |22 |74 193|8 |86 [38 |16.2|278(52 [18.7 [14.3]23.896|12{125 66 [20.8
>39.5°C 28013 (1.1 102 (31 193|3 132 0.7 |91 [278]21 |76 [4.7 |11.3]196|3 |31 |06 (89
>40.0°C 28010 (0.0 10.0 [1.3 193]0 100 0.0 |39 [278{1 (04 100 |20 |96/0 [0.0 |00 [38
Related 280(137(48.9142.9[54.9193 (511548 [44.2 |65.2 |278|213|76.6 |71.2]81.596|65|67.7 |57.4[76.9

>400°C & 28010 (0.0 (00 (1.3 19310 100 |00 |39 [278|1 |04 (00 |20 (9]0 |00 |00 |38
Related
Medical advice [280(1 (04 (0.0 (2.0 |93(0 |00 |00 |39 [278]|17 |61 [36 |96 [96]|3 |3.1 |06 |89

Irritability

All 2801173(61.8155.8167.5]93(64|68.8 |58.4 |78.0 |278 (243|874 (82.991.1196(79|82.3 |[73.2 (89.3
Grade 3 280112 143 |22 |74 |93[3 |32 |07 |91 |278(40 [144 [105[19.1]96(5 |52 [1.7 [117
Related 2801172(61.41555167.2|93(64|68.8 |58 4 |78.0 |278 [241]86.7 [82.1|90.5(96|78|81.3 |[72.0 [88.5

Grade 3 & 280112 (43 |22 [74 (93[3 [32 (0.7 |91 [278]40 {144 105191 (965 (b2 |1.7 [117
Related
Medical advice (2800 [0.0 |00 {13 [93]0 |00 [00 |39 [278|9 (32 |15 |61 (961 [10 |00 |57
Loss of appetite

Al 280(97 [34.6]29.1|40.5|93|28130.1 |21.0 [40.5|278 [184 |66.2 [60.3 |71.7 [96 |57 [59.4 |48.9]69.3
Grade 3 28018 (29 |12 |56 (931 |11 |00 |58 [278(13 |47 [25 |79 961 [1.0 |0.0 [5.7
Related 280(96 [34.3128.7(40.293128130.1[21.0 [40.5|278 [182|65.5 [59.6 |71.0 [96|57[59.4 |48.9]69.3

Grade 3 & 28017 |25 |10 |51 (93[1 |11 (00 |58 |278(13 |47 |25 (79 (961 (10 |00 |57
Related
Medical advice (2800 [0.0 100 {13 [93[0 [00 [00 |39 [278]10 [36 |1.7 |65 (961 (10 |00 |57
10PnEPI = 10Pn-PD-DIiT + DTPw-HBV/Hib + OPV (6-10-14 weeks+ 12-18 months of age schedule)

PrevEPI = Prevenar + DTPw-HBV/Hib + OPV (6-10-14 weeks + 12-18 months of age schedule)

10Pn246 = 10Pn-PD-DIT + DTPw-HBV/Hib + IPV (2-4-6 months+ 12-18 months of age schedulg)

Prev246 = Prevenar + DTPw-HBV/Hib + IPV (2-4-6 months + 12-18 months of age schedule)

N= number of subjects with the documented dose

n/%= number/percentage of subjects reporting at least once the symptom
0R%(Cl= Fxart 95% ronfidence interval |1 = lower limit 1)l = unner limit

Serious adverse events:

During the active phase of the study, 9 subjects reported at least one SAE: 2 subjects out of 280 in the
10PNEPI group, 5 subjects out of 285 in the 10Pn246 group and 2 subjects out of 98 in the Prev246
group. No fatal SAEs were reported. One of the reported SAEs in the 10Pn246 group (pharyngitis with
febrile condition) was assessed by the investigator to be causally related to vaccination. All SAEs
resolved without sequelae.

During the extended safety follow-up of the study, 18 subjects reported at least one SAE: 4 subjects
out of 280 in the 10PnEPI, 1 subject out of 93 in the PrevEPI group, 10 subjects out of 272 in the
10PNn246 group and 3 subjects out of 95 in the Prev246 group. One fatal SAE was reported in the
PrevEPI group (subject 904 died from acute respiratory distress syndrome) but was not assessed by
the investigator to be causally related to vaccination. None of the other reported SAEs were assessed
by the investigator to be causally related to vaccination and all resolved without sequelae.
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No subjects were withdrawn due to a SAE during the active phase or during the ESFU of the study.

e MAH'’s conclusions
Immunogenicity
For the 6-10-14 weeks + 12-18 months of age schedule, high persisting antibody concentrations > 0.2
ug/mL were observed prior to booster vaccination especially in the 10PnEPI group. Robust booster
immune responses were observed in both groups and were within the same range for all serotypes
common to both vaccines. In the 10PnEPI group higher antibody GMCs and OPA GMTs were observed
for the common serotypes 18C and 19F compared to the PrevEPI goup.

For the 2-4-6- months + 12-18 months of age schedule persisting immune responses were observed
prior to booster vaccination. Post-booster vaccination, the observed percentage of subjects with
antibody concentrations > 0.2 ug/mL and the percentage of subjects with opsonophagocytic activity >
8 was within the same range in both groups for each of the pneumococcal serotypes common to both
vaccines. The antibody GMCs and OPA GMTs were higher for most of the common serotypes in the
Prev246 group compared to the 10Pn246 group except for serotype 19F (higher in the 10Pn246 group)
and serotype 18C (within the same range for both groups).

Safety

The primary objective of this study was reached: a booster dose of the 10Pn-PD-DiT vaccine
coadministered with DTPw-HBV/Hib and poliovirus vaccines did not induce more fever with rectal
temperature > 39° C than a booster dose of Prevenar co-administered with the same vaccines.

High overall incidences of adverse events (solicited and unsolicited, general and local) were reported in
the 2-4-6 months + 12-18 months of age schedule with high incidences of grade 3 pain.

Only one case of grade 3 fever was reported in the 2-4-6 months + 12-18 months of age schedule.
Low incidences of unsolicited adverse events were observed in the 6-10-14 weeks + 12-18 months
schedule (less than 9.7%).

Large swelling reactions were reported by 19 subjects (5 subjects in the 6-10-14 weeks + 12-18
months schedule and 14 subjects in the 2-4-6 months + 12-18 months of age schedule). Most of these
large swelling reactions were reported at the DTPw-HBV/Hib injection site (reported by 14 subjects).
All were local or diffuse swelling reactions not involving adjacent joints that resolved without sequelae.
9 subjects reported at least one SAE during the active phase of the study. No fatal SAEs were
reported. One of the reported SAEs was assessed by the investigator to be causally related to
vaccination. All SAEs resolved without sequelae.

18 subjects reported at least one SAE during the extended safety follow-up. One fatal SAE was
reported. None of the reported SAEs were assessed by the investigator to be causally related to
vaccination. All SAEs resolved without sequelae.

Assessor’'s comments: The conclusions of the MAH are endorsed. The relatively large difference in
antibody responses (GMCs and GMTs) and reacotgenicity between the EPI schedule and the 2-4-6
months schedule could be explained by the different study populations (Philippines and Poland), and
the design of this study does not allow any conclusion on the different priming schedules. The study
generally confirms the previously shown results on persistence and booster at 12-18 months of age.

10PN-PD-DIT-029; A phase Ill, single group, open study to assess the immunogenicity, safety and
reactogenicity of GlaxoSmithKline (GSK) Biologicals. 10-valent pneumococcal conjugate vaccine in
Mexico when co-administered with GSK Biologicals. Infanrix hexa (DTPa-HBV-IPV/Hib) vaccine as a 3-
dose primary immunization course at 2, 4 and 6 months of age and GSK Biologicals. Rotarix vaccine
(HRV) as a 2-dose primary immunization course at 2 and 4 months of age.

» Methods
e Objective(s)

Primary:
To compare the immunogenicity of GSK Biologicals. 10-valent pneumococcal conjugate vaccine in
Mexico, one month post dose Ill, when co-administered with GSK Biologicals. Infanrix hexa and GSK

Biologicals. Rotarix vaccines, to the immune responses as observed in the pivotal non-inferiority, lot-
to-lot consistency study 10PN-PD-DIT-001 in Europe.

Criteria for non-inferiority:

Comparability to the 10PN-PD-DIT-001 study in terms of non-inferiority will be demonstrated if the
upper limit of the 2-sided 95% confidence interval (95% Cl) on the Geometric Mean antibody
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Concentration (antibody GMC) ratio.s (antibody GMCs from study 10PN-PD-DIT-001 over antibody
GMCs of the current study) is below a limit of 2 for all of the 10 vaccine pneumococcal serotypes and
for protein D.

Secondary:

To asses the safety and reactogenicity of GSK Biologicals. 10-valent pneumococcal conjugate vaccine
in Mexico, when co-administered with GSK Biologicals. Infanrix hexa and GSK Biologicals. Rotarix
vaccines.

e Study design
This was a phase 111, multicentre, single-arm, open study:
- 10Pn-PD-DiT group (“10Pn” in result tables and figures): 10Pn-PD-DiT + DTPa-HBVIPV/ Hib + HRV
Three-dose primary vaccination course starting at 6 to 12 weeks of age with allowable intervals
between the primary vaccination doses of 49-83 days.
One blood sample was collected one month post-dose IlIl for the testing of antibodies against
pneumococcal serotypes.
Parents/guardians were invited to enroll their child/ward in a separate study to receive a booster
vaccination during the child.s/ward.s second year of life.

e Study population /Sample size
Diagnosis and criteria for inclusion:
Male or female, between and including 6-12 weeks (42-90 days) of age at the time of the first
vaccination.
Subjects for whom the investigator believes that their parents/guardians could and would comply with
the requirements of the protocol (e.g., completion of the diary cards, return for follow-up visits).
Written informed consent obtained from the parent or guardian of the subject.
Free of obvious health problems as established by medical history and clinical examination before
entering into the study.
Born after a gestation period of 36 to 42 weeks inclusive.

Sample size

Comparability to the 10PN-PD-DIT-001 study in terms of non-inferiority would be demonstrated if the
upper limit of the 2-sided 95% confidence interval (95% CIl) on the Geometric Mean antibody
Concentration (antibody GMC) ratio.s (antibody GMCs from 10PN-PD-DIT-001 study over antibody
GMC in the current study) was below a limit of 2 for antibodies against all of the 10 vaccine
pneumococcal serotypes and protein D.

When comparing the local immunogenicity data with the immunogenicity data obtained from 10PN-PD-
DIT-001 study, 200 evaluable subjects provided at least 98% or 85% power (under equal mean or in
case of 1.2-fold decrease in antibody GMC, respectively) to show non-inferiority (limit of 2) of the
10Pn-PD-DIiT vaccine in the current study compared to the 10Pn-PD-DiT vaccine in the 10PN-PD-DIT-
001 study with respect to ELISA antibody GMC ratios for the 10 vaccine pneumococcal serotypes and
protein D. Considering that up to 13% of the subjects enrolled would be excluded from the ATP cohort
for analysis of immunogenicity, 230 subjects were to be enrolled.

e Treatments
Vaccination schedules:
- 10Pn-PD-DiT: 2-4-6 months of age
- Infanrix hexa (DTPa-HBV-IPV/Hib): 2-4-6 months of age
- Rotarix (oral live attenuated HRV vaccine): 2-4 months of age

e Outcomes/endpoints
Immunogenicity:
One month post-dose |1l of the 10Pn-PD-DiT vaccine:
Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and 23F
(22F-inhibition ELISA).
Opsonophagocytic activity (OPA) against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F
and 23F.
Antibody concentrations against pneumococcal cross-reactive serotypes 6A and 19A (22F inhibition
ELISA).
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Opsonophagocytic activity against pneumococcal cross-reactive serotypes 6A and 19A.
Antibody concentrations against protein D

Safety /reactogenicity:

Occurrence of solicited local symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination dose.

Occurrence of solicited general symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination dose.

Occurrence of unsolicited adverse events within 31 days (days 0-30) after each vaccination dose.
Occurrence of serious adverse events following the administration of the first dose of study vaccine
throughout the entire study period up to Visit 4.

e Statistical Methods

Immunogenicity:

Confirmatory inferential analysis

95% Cls for the ELISA antibody GMC ratio (antibody GMCs from 10PN-PD-DIT-001 study over antibody
GMCs from current study), one month post-dose Ill, was computed for antibodies against each of the
10 vaccine pneumococcal serotypes and protein D, using an ANOVA model on the logarithm10
transformation of the concentrations (pooled variance).

The primary objective of comparison of immunogenicity data from the current study to the 10PN-
PDDIT- 001 study would be reached if the upper limit of the 2-sided 95% confidence interval (95% CI)
on the antibody GMC ratios (antibody GMCs from 10PN-PD-DIT-001 study over antibody GMCs in the
current study) was below a limit of 2 for all of the 10 vaccine pneumococcal serotypes and protein D.

Descriptive analysis:

Geometric mean antibody concentrations/OPA titres (antibody GMCs/OPA GMTs) and
seropositivity/seroprotection rates were calculated with their 95% CI for each serotype/antigen, one
month post-dose Il1I.

Distribution of post-dose Ill antibody concentrations/OPA titres was displayed using tables and/or
reverse cumulative curves for each serotype/antigen.

Safety /reactogenicity:

Descriptive analysis:

Incidence of solicited and/or unsolicited local and/or general adverse events during the 31-day (days
0-30) post-vaccination period was calculated with exact 95% CI, after each vaccine dose and overall,
according to the type of symptom, intensity and relationship to vaccination.

Incidence of each local and each general solicited symptom reported during the 4-day (days 0-3) post-
vaccination period was calculated with exact 95% CI, after each vaccine dose and overall, according to
the type of symptom, intensity and relationship to vaccination.

The percentages of subjects with at least one unsolicited symptom classified by the Medical Dictionary
for Regulatory Activities (MedDRA) and reported within the 31-day post-vaccination period were
summarized with exact 95% CI, after each vaccine dose and overall. The same tabulations were
performed for unsolicited adverse events classified as grade 3, with causal relationship and with
medically attended visit.

Prevalence of concomitant antipyretic/medication during the 4-day (days 0-3) post-vaccination period
was computed with exact 95% CI, after each vaccine dose and overall.

Serious adverse events and withdrawals due to adverse event(s) reported during the entire study
period were described in detail.

> Results

e Recruitment/ Number analysed

10Pn
Number of subjects vaccinated 230
Number of subjects completed 226
Number of subjects withdrawn 4

e Efficacy results
Confirmatory inferential analysis:
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The primary objective of non-inferiority of the immune response of the 10Pn-PD-DiT vaccine in Mexican
children compared to the immunogenicity in the pivotal 20PN-PD-DIT-001 study in Europe was reached
since the upper limit of the 2-sided 95% CI for ELISA antibody GMC ratios (10Pn group in study 10PN-
PD-DIT-001 / 10Pn group in study 10PN-PD-DIT-029) was below the protocol defined limit of 2 for all
of the 10 vaccine pneumococcal serotypes and protein D.

ELISA antibody GMCs from the 10Pn group in study 10PN-PD-DIT-029 were statistically significantly
higher than for the 10Pn group in study 10PN-PD-DIT-001, for all of the 10 vaccine pneumococcal
serotypes and protein D (upper limit of the 95% Cls of the GMC ratios below 1).

Table 1: Ratios of post-dose IIT antibody GMCs, between 10Pn-001 (10PN-PD-DIT-001) and 10Pn-
029 (10PN-PD-DIT-029) groups, with their 95% CIs 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)

GMC ratio

95% ClI
Antibody | Group N GMC | Group N | GMC | Ratio order Value| LL | UL
description description
ANTI-1 10Pn-001 1100 | 1.05 | 10Pn-029 219 | 213 | 10Pn-001 /10Pn-029 | 049 | 0.44| 0.55
ANTI-4 10Pn-001 1106 | 145 | 10Pn-029 218 | 3.04 | 10Pn-001/10Pn-029 | 048 | 042| 054
ANTI-5 10Pn-001 1104 | 1.70 | 10Pn-029 218 | 3.24 | 10Pn-001 /10Pn-029 | 052 | 0.47| 0.59
ANTI-6B | 10Pn-001 1100 | 0.33 | 10Pn-029 218 | 1.32 | 10Pn-001 /10Pn-029| 0.25 | 0.21]| 0.30
ANTI-7F | 10Pn-001 1107 | 1.72 | 10Pn-029 218 | 3.72 | 10Pn-001 /10Pn-029 | 046 | 0.41| 052
ANTI-8V | 10Pn-001 1103 | 1.32 | 10Pn-029 218 | 3.71 | 10Pn-001 /10Pn-029| 0.35 | 0.32| 0.40
ANTI-14 | 10Pn-001 1100 | 290 | 10Pn-029 218 | 527 | 10Pn-001/10Pn-029| 055 | 048] 0.63
ANTI-18C | 10Pn-001 1102 | 166 | 10Pn-029 219 | 6.05 | 10Pn-001/10Pn-029 | 0.27 | 0.24| 0.32
ANTI-19F | 10Pn-001 1104 | 184 | 10Pn-029 219 | 549 | 10Pn-001 /10Pn-029 | 034 | 0.28| 040
ANTI-23F | 10Pn-001 1102 | 053 | 10Pn-029 218 | 200 | 10Pn-001 /110Pn-029| 0.27 | 0.22| 0.32

10Pn-001 = Pooled 10Pn-PD-DiT lots + DTPa-HBV-IPV/Hib (10PN-PD-DIT-001 study)

10Pn-029 = 10Pn-PD-DIT + DTPa-HBV-IPV/Hib + HRV (2 doses) (10PN-FD-DIT-029 study)

GMC = geometric mean antibody concentration; N = Number of subjects with post-vaccination results available;

95% Cl = 95% confidence interval for the GMC ratio (Anova model - pooled variance): LI = lower limit, Ul = upper limit

Table 2: Ratios of post-dose III antibody GMCs, between 10Pn-001 (10PN-PD-DIT-001) and 10Pn-
029 (10PN-PD-DIT-029) groups, with their 95% CIs for ANTI-PD antibodies (ATP cohort for
immunogenicity)

GMC ratio

95% CI
Group N GMC | Group N GMC | Ratio order Value | LL UL
description description
10Pn-001 1095 | 1529.9 | 10Pn-029 219 | 2923.2 | 10Pn-001/10Pn-029 | 0.52 046 | 0.60

10Pn-001 = Pooled 10Pn-PD-DiT lots + DTPa-HBV-IPV/Hib (10PN-PD-DIT-001 study)

10Pn-029 = 10Pn-PD-DiT + DTPa-HBV-IPV/Hib + HRV (2 doses) (10PN-PD-DIT-029 study)

GMC = geometric mean antibody concentration; N = Number of subjects with post-vaccination results available

95% CI = 95% confidence interval for the GMC ratio (Anova model - pooled variance); LL = lower limit, UL = upper limit.

e Safety results
The most frequently reported solicited local adverse event was pain. High overall/dose incidence of
grade 3 pain was reported which was however within the same range at the 10Pn-PD-DiT and DTPa-
HBV-IPV/Hib injection sites (15.0% and 14.5% of doses respectively).
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Table 5: Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
10Pn
95% CI
Symptom Product Type N n % LL UL
Pain Total All 685 | 406 | 593 | 555 63.0
Grade 3 685 | 112 | 164 | 137 19.3
Medical advice | 685 | 2 03 0.0 11
10Pn-PD-DIT All 685 | 383 | 559 | 521 597
Grade 3 685 | 103 [ 150 | 124 179
Medical advice | 685 | 1 0.1 0.0 08
DTPa-HBV-IPV/Hib All 684 | 376 | 550 | 512 b8.7
Grade 3 684 | 99 145 | 119 17.3
Medical advice | 684 | 2 03 |00 11
Redness (mm) Total All 685 | 168 | 245 | 213 279
>20.0 685 |7 1.0 04 2.1
>30.0 685 |0 0.0 0.0 05
Medical advice | 685 | 1 0.1 0.0 0.8
10Pn-PD-DIT All 685 | 149 | 218 | 187 250
>20.0 685 | 2 03 0.0 1.1
>30.0 685 |0 00 0.0 05
Medical advice 685 |1 0.1 0.0 08
DTPa-HBV-IPV/Hib All 684 | 141 206 | 176 238
>20.0 684 |7 1.0 04 2.1
>30.0 684 |0 0.0 0.0 05
Medical advice | 684 | 1 0.1 0.0 08
Swelling (mm) Total All 685 | 352 | 514 | 476 55.2
>20.0 685 | 34 50 35 6.9
>30.0 685 | 15 22 12 36
Medical advice 685 | 2 0.3 0.0 1.1
10Pn-PD-DIT All 685 | 306 |447 | 409 485
>20.0 685 | 26 38 25 55
>30.0 685 | 10 15 0.7 2.7
Medical advice | 685 | 1 0.1 0.0 08
DTPa-HBV-IPV/Hib All 684 | 306 | 447 | 410 48.6
>20.0 684 | 26 3.8 25 5.5
>30.0 684 | 1 16 0.8 29
Medical advice 684 | 2 0.3 0.0 1.1
10Pn = 10Pn-PD-DiT + DTPa-HBV-IPV/Hib + HRV (2 doses); N= number of documented doses; n/%= number/percentage of
doses followed by at least one type of symptom; Total: n/%= number/percentage of subjects/doses with at least one local
symptom whatever the number of injections. 95%Cl= Exact 95% confidence interval; LL = lower limit, UL = upper limit

The most frequently reported solicited general adverse event was irritability. Low incidences of grade 3
solicited general adverse events, were reported (maximum 3.5%) and most of these were considered
by the investigator to be causally related to vaccination. No grade 3 fever (axillary temperature >
39.5°C) was reported during the 4-day post-vaccination period.
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Table 6: Incidence of solicited general symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
10Pn
95% CI
Symptom Type N n % LL uL
Diarrhoea Al 685 66 96 75 121
Grade 3 685 5 07 02 17
Related 685 65 95 74 119
Grade 3 & Related 685 5 07 02 17
Medical advice 685 6 09 0.3 19
Drowsiness All 685 269 39.3 356 430
Grade 3 685 7 1.0 04 2.1
Related 685 263 384 347 422
Grade 3 & Related 685 7 1.0 04 2.1
Medical advice 685 1 01 00 08
Fever(Axillary) (°C) All 685 231 337 302 374
>38.0 685 97 14.2 1186 17.0
>38.5 685 23 34 21 50
>39.0 685 2 03 0.0 11
>395 685 0 0.0 0.0 05
Related 685 230 336 30.0 37.3
>395 & Related 685 0 0.0 0.0 05
Medical advice 685 4 06 02 15
Irritability All 685 406 593 555 63.0
Grade 3 685 24 35 23 52
Related 685 398 58.1 543 61.8
Grade 3 & Related 685 23 34 2.1 50
Medical advice 685 5 07 0.2 1.7
Loss of appetite All 685 155 226 195 259
Grade 3 685 1 01 0.0 0.8
Related 685 151 220 19.0 253
Grade 3 & Related 685 1 01 00 08
Medical advice 685 4 06 02 15
Vomiting All 685 80 17 94 14.3
Grade 3 685 8 12 05 23
Related 685 80 1.7 94 143
Grade 3 & Related 685 8 12 05 23
Medical advice 685 2 0.3 0.0 1.1
10Pn = 10Pn-PD-DiT + DTPa-HBV-IPV/Hib + HRV (2 doses). 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

Unsolicited adverse events

48.9% of administered doses were followed by at least one unsolicited AE. The most frequently
reported unsolicited AE was nasopharyngitis. Low overall/dose incidences of unsolicited AEs considered
by the investigator to be causally related to vaccination (maximum 3.8%) or grade 3 unsolicited AEs
(maximum 4.8%) were observed.

Serious adverse events

One subject experienced a fatal SAE (nasopharyngitis and bronchopneumonia) which was not
considered by the investigator to be causally related to vaccination.

14 out of 230 vaccinated subjects reported at least one non-fatal SAE during the entire study period.
None was considered by the investigator to be causally related to vaccination. One subject reported
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one SAE (convulsive disorder) which was still ongoing at the end of the study. The same subject
reported 2 other SAEs which both resolved with sequelae.

Withdrawals due to adverse events /serious adverse events:

2 subjects were withdrawn due to a serious adverse event (SAE):

One subject was diagnosed with an infarction of the germinal matrix of the brain on the day of
administration of the second dose of study vaccines. The event resolved without sequelae and was not
considered by the investigator to be causally related to vaccination.

One subject died 3 days after study vaccination due to nasopharyngitis and bronchopneumonia. An
autopsy was not performed. The events were not considered by the investigator to be causally related
to vaccination.

Assessor’'s comment: This study confirms previously reported results. No further action is required
based on this study.

10PN-PD-DIT-031; Primary vaccination course in children receiving the pneumococcal vaccine GSK
1024850A, Infanrix hexa and Rotarix.

»  Description
» Methods

e Objective(s)
Primary:
¢ To evaluate the immunogenicity of GSK Biologicals. 10-valent pneumococcal conjugate vaccine
in Taiwan, one month post-dose 111, when co-administered with GSK Biologicals. Infanrix hexa
and GSK Biologicals. Rotarix vaccines.

Secondary:

e To assess the safety and reactogenicity of GSK Biologicals. 10-valent pneumococcal conjugate
vaccine in Taiwan, when co-administered with GSK Biologicals. Infanrix hexa and GSK
Biologicals. Rotarix vaccines.

e To assess the immunogenicity of GSK Biologicals. Infanrix hexa and Rotarix vaccines, when
coadministered with GSK Biologicals. 10-valent pneumococcal conjugate vaccine.

e Study design
This was a phase 111, multicentre, single-arm, open study:

e Study population /Sample size
Diagnosis and criteria for inclusion:
Male or female between, and including 6-8 weeks (42-62 days) of age at the time of first vaccination.
Written informed consent obtained from the parent(s) or guardian(s) of the subject.
Free of obvious health problems as established by medical history and clinical examination before
entering into the study.
Born after a gestation period of 36 to 42 weeks inclusive.

e Treatments

Three-dose primary vaccination course with 10Pn-PD-DiT and DTPa-HBV-IPV/Hib vaccines starting at 6
to 8 weeks (42-62 days) of age with allowable intervals between the primary vaccination doses of 35-
63 days between visits 1 and 2, 77 to 110 days between visits 2 and 3 and 30 to 42 days between
visits 3 and 4. HRV vaccine was administered as a 2-dose primary vaccination starting at 6 to 8 weeks
(42-62 days) of age with allowable intervals between the primary vaccination doses of 35-63 days
between visits 1 and 2.

Two blood samples were collected: prior to dose | and one month post-dose Il1.

e Outcomes/endpoints
Immunogenicity:
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Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and 23F
(22F-inhibition ELISA), prior to dose | and one month post-dose Il1I;

Opsonophagocytic activity (OPA) against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F
and 23F, one month post-dose Il1l;

Antibody concentrations against protein D, prior to dose | and one month post-dose Ill;

Antibody concentrations against diphtheria, tetanus, PT, FHA, PRN, HBs and PRP, one month post-
dose.

Titres against polio type 1, 2 and 3, one month post-dose Il1.

Serum rotavirus IgA antibody concentrations, four months post-dose I1I.

Safety:

Occurrence of solicited local symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination dose.

Occurrence of solicited general symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination dose.

Occurrence of unsolicited adverse events within 31 days (days 0-30) after each vaccination dose.
Occurrence of serious adverse events following the administration of the first dose of study vaccine
throughout the entire study period up to Visit 4.

e Statistical Methods
Immunogenicity:
Descriptive analyses:
Geometric mean antibody concentrations/OPA titres (antibody GMCs/GMTs) with 95% Cls were
tabulated for each appropriate serotype/antigen at each applicable blood sampling time point.
Seropositivity/seroprotection rates with exact 95% Cls were calculated for each appropriate
serotype/antigen at each applicable blood sampling time point.
The distribution of antibody concentrations/titres was displayed by using tables and/or reverse
cumulative distribution curves for each appropriate serotype/antigen at each applicable blood
sampling time point.

Safety/reactogenicity:

Descriptive analyses:

Incidence of solicited and/or unsolicited local and general adverse events during the 31-day
postvaccination follow-up period was calculated with 95% CI, after each vaccine dose and overall,
according to the type of symptom, the intensity and relationship to vaccination;

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

The percentages of subjects/doses with an unsolicited symptom reported within the 31-day
postvaccination follow-up period were summarized according to the Medical Dictionary for Regulatory
Activities (MedDRA), with 95% CI according to the intensity and relationship to vaccination;

Prevalence of concomitant antipyretic/medication during the 4-day post-vaccination follow-up period
was computed with 95% CI, after each vaccine dose and overall;

Serious adverse events and withdrawals due to adverse event(s) reported during the entire study
period were described in detail.

» Results

e Recruitment/ Number analysed
Planned: 230
Enrolled: 230
Completed: 229
Safety Total vaccinated cohort: 222
Immunogenicity ATP cohort: 219

e Efficacy results
Immune response to the pneumococcal vaccine
Descriptive analysis:

One month post-dose lll, for each of the vaccine pneumococcal serotypes, at least 95.4% of subjects
had antibody concentration > 0.2 pg/mL (Table 1).
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One month post-dose Ill, for each of the vaccine pneumococcal serotypes, at least 96.1% of
subjects had an opsonophagocytic activity = 8, except for serotype 6B (87.3%) (Table 2).
One month post-dose III, all subjects, except one, had measurable antibodies against protein D (= 100
EL.U/mL). ) B

Table 1: 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)

2 0.2 pg/mL GMC
95% Cl 95% CI

Antibody Group Timing N n % LL UL | value LL UL

ANTI-1 10Pn PII(M5.5) 219 219 100 983 | 100 | 292 265 | 322
ANTI-4 10Pn PIII(M5.5) 219 218 99.5 975 | 100 | 3.79 342 | 419
ANTI-5 10Pn PIII{M5.5) 219 219 100 98.3 | 100 | 4.50 411 | 493
ANTI-6B 10Pn PII(M5.5) 219 209 954 918 | 978 | 169 147 | 194
ANTI-TF 10Pn PIII(M5.5) 219 219 100 98.3 | 100 | 407 372 | 446
ANTI-8V 10Pn PIII(M5.5) 219 219 100 983 | 100 | 3.80 351 | 432
ANTI-14 10Pn PIII(M5.5) 219 218 99.5 975 | 100 | 569 510 | 6.35
ANTI-18C 10Pn PII(M5.5) 219 219 100 98.3 | 100 | 7.28 643 | 8.25
ANTI-19F 10Pn PIlI{M5.5) 219 219 100 98.3 | 100 | 8.04 737 | 878
ANTI-23F 10Pn PIII{M5.5) 218 212 97.2 941 | 990 | 281 244 | 322

10Pn = 10Pn-PD-DIT + DTPa-HBV-IPV/Hib + HRV (2 doses). GMC = geometric mean antibody concentration. N = number of
subjecis 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{M5.5) = one month after dose Il

Table 2: 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
(ATP cohort for immunogenicity)

>8 GMT

95% CI 95% CI

Antibody Group | Timing N n % LL UL value LL UL

OPSONO-1 10Pn PII(M5.5) | 102 | 98 96.1 90.3 989 | 2066 1589 | 2686

OPSONO-4 10Pn PIII(M5.5) | 103 | 103 | 100 96.5 100 | 12274 | 1054.7 | 14284

OPSONO-5 10Pn PlI(M5.5) | 102 | 101 | 99.0 947 100 | 2338 1896 | 2883
)
)
)

OPSONO-6B | 10Pn PIII(M5.5) | 102 | 89 87.3 792 930 | 6852 4398 1067.7
OPSONO-7F | 10Pn PII(M5.5) | 103 | 103 | 100 96.5 100 | 50538 | 42792 | 5968.8
OPSONO-9V | 10Pn PII(M5.5) | 98 98 100 96.3 100 | 20529 | 16914 | 24917
OPSONO-14 | 10Pn PII(M5.5) | 102 | 101 | 99.0 947 100 1259.7 | 1004.8 | 15791
OPSONO-18C | 10Pn PII(M5.5) | 101 | 99 98.0 93.0 998 | 31956 2398 4256
OPSONO-19F | 10Pn PII(M5.5) | 103 | 101 | 981 93.2 998 | 5673 4507 7139
OPSONO-23F | 10Pn PIII(M5.5) | 102 | 98 96.1 90.3 989 | 25425 | 18320 | 35286
10Pn = 10Pn-PD-DiT + DTPa-HBV-IPV/Hib + HRV (2 doses)

GMT = geometric mean tifre

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{M5.5) = one month after dose Il

Immune response to the co-administered DTPa-HBV-IPV/Hib and HRV vaccines

All subjects were seroprotected/seropositive for antibodies against diphtheria, tetanus, each of the
pertussis antigens (PT, FHA and PRN) and the hepatitis B surface (HBs) antigens one month post dose
I11. All subjects were seroprotected against poliovirus types 1, 2 and 3 (titres = 8). All subjects had
seropositive anti-PRP antibody levels (= 0.15 pg/mL), whereas 96.6% of subjects had seroprotective
anti-PRP antibody levels (= 1 pg/mL).

Four months post-dose 11, 86.3% of subjects had a seropositive anti-HRV level (=20 U/mL). Antibody
GMC calculated for seropositive subjects at visit 4 was 273 U/mL.
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e Safety results

Solicited adverse events:
The most frequently reported solicited local AE was redness. Low overall/dose incidence of grade 3
solicited local AEs was reported whatever the injection site (from 0.7% for redness to 4.2% for pain).

Table 5: Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
10Pn
95% CI
Symptom Product Type N n % LL UL
Pain Total Al 686 272 397 36.0 434
Grade 3 686 29 42 28 6.0
Medical advice | 686 0 0.0 0.0 05
10Pn-PD-DIT Al 686 253 369 333 406
Grade 3 686 26 38 25 55
Medical advice | 686 0 0.0 0.0 05
DTPa-HBV-IPV/Hib | All 685 253 36.9 333 407
Grade 3 685 24 35 2.3 b2
Medical advice | 685 0 0.0 0.0 05
Redness (mm) Total Al 686 297 433 395 471
>20.0 686 11 16 08 29
>30.0 686 5 07 02 1.7
Medical advice | 686 0 0.0 0.0 05
10Pn-PD-DIT Al 686 260 378 343 416
>20.0 686 6 0.9 0.3 19
>30.0 686 2 0.3 0.0 1.0
Medical advice | 686 0 0.0 0.0 05
DTPa-HBV-IPViHib | All 685 266 388 352 426
>20.0 685 9 1.3 06 2.5
>30.0 685 4 06 02 15
Medical advice | 685 0 0.0 0.0 05
Swelling (mm) Total Al 686 263 383 347 421
>20.0 686 14 2.0 1.1 3.4
>30.0 686 6 0.9 03 19
Medical advice | 686 0 0.0 0.0 0.5
10Pn-PD-DIT All 686 207 30.2 26.8 338
>20.0 686 6 08 03 19
>30.0 686 2 0.3 0.0 1.0
Medical advice | 686 0 0.0 0.0 0.5
DTPa-HBV-IPV/Hib | All 685 242 353 317 39.0
>20.0 685 11 1.6 0.8 29
>30.0 685 5 07 0.2 1.7
Medical advice | 685 0 0.0 0.0 05
10Pn = 10Pn-PD-DiT + DTPa-HBV-IPVHib + HRV (2 doses)
N= number of documented doses
n/%= number/percentage of doses followed by at least one type of symptom
Total: n/%= number/percentage of doses with at least one local symptom whatever the number of injections.
95%CI= Exact 95% confidence interval; LL = lower limit, UL = upper limit

The most frequently reported solicited general AE was irritability. The overall/dose incidence of grade 3
solicited general AEs ranged from 0.0% (fever and diarrhoea) to 6.3% (irritability). Most of the grade 3
solicited general AEs were considered by the investigator to be causally related to vaccination.
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Table 6: Incidence of solicited general symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
10Pn
95% CI

Symptom Type N n % LL UL

Diarrhoea” Al 686 7 10 04 21
Grade 3 686 0 00 0.0 05
Related 686 4 086 02 15
Grade 3 & Related 686 0 00 00 05
Medical advice 686 1 0.1 0.0 08

Drowsiness All 686 384 56.0 522 59.7
Grade 3 686 8 12 05 23
Related 686 335 488 450 526
Grade 3 & Related 686 7 1.0 04 21
Medical advice 686 1 01 00 08

Feveri/(Rectally) (°C) All 686 256 373 337 411
>385 686 82 120 896 1486
>39.0 686 24 35 23 52
>385 686 5 07 02 1.7
>40.0 686 0 0.0 0.0 05
Related 686 234 341 3086 378
>40.0 & Related 686 0 0.0 00 05
Medical advice 686 3 04 0.1 13

Irritability Al 686 423 61.7 579 65.3
Grade 3 686 43 63 46 84
Related 686 362 528 490 56.6
Grade 3 & Related 686 34 50 35 69
Medical advice 686 0 0.0 0.0 05

Loss of appetite Al 686 281 410 373 47
Grade 3 686 5 07 0.2 1.7
Related 686 235 343 30.7 379
Grade 3 & Related 686 3 04 01 13
Medical advice 686 2 03 00 10

Vomiting (occurrences) | All 686 73 106 84 13.2
23 686 7 10 04 2.1
Related 686 47 6.9 5.1 9.0
23 & Related 686 - 06 02 15
Medical advice 686 1 0.1 00 08

10Pn = 10Pn-PD-DiT + DTPa-HBV-IPVIHib + HRV (2 doses)

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

*Grade 3 for diarrthoea: 26 looser than normal stools/day

Unsolicited adverse events:

18.0% of administered doses were followed by at least one unsolicited AE. The most frequently
reported unsolicited AE was upper respiratory tract infection (9.0% of overall doses).

A low overall/dose incidence of unsolicited AEs considered by the investigator to be causally related to
vaccination (maximum 0.3% of overall doses) or grade 3 unsolicited adverse events (maximum 0.4%
of overall doses) were observed.

Serious adverse events:
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15 out of 230 vaccinated subjects reported at least one SAE during the entire study period. No fatal
SAE was reported during the entire study period.

None of the reported SAEs was considered by the investigator to be causally related to vaccination.
Subject number 103 had one SAE (dermatitis atopic) which was still ongoing at the end of the study.
There was no withdrawal due to adverse events /serious adverse events.

Assessor’'s comment: This study confirms the previously reported results for Synflorix, and does not
change the benefit risk balance. No further regulatory action is required following this study.

10PN-PD-DIT-032; A phase Ill, randomized, open, controlled study to assess the immunogenicity,
safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal conjugate
vaccine as a 3-dose primary immunization course at 6, 10 and 14 weeks of age in Sub-Saharan Africa,
coadministered with GSK Biologicals’ DTPw-HBV/Hib and OPV vaccines.

»  Description

A phase Ill, randomized, open, controlled study to assess the immunogenicity, safety and
reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal conjugate vaccine as a 3-
dose primary immunization course at 6, 10 and 14 weeks of age in Sub-Saharan Africa, co-
administered with GSK Biologicals’ DTPw-HBV/Hib and HPV vaccines.

» Methods

e Objective(s)
Primary:
To evaluate the immunogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate vaccine in
infants in Sub-Saharan Africa, one month post dose 3.
Secondary:
0 assess the safety and reactogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate vaccine in
infants in Sub-Saharan Africa.
To evaluate the immunogenicity of GSK Biologicals’ Zilbrix Hib vaccine, co-administered with GSK
Biologicals’ 10-valent pneumococcal conjugate vaccine.

e Study design
This was a multi-center, open, randomized, controlled study with two parallel groups:

e 10PNn-PD-DIiT group (referred as ‘10Pn’ in results tables and figures): subjects primed with
three doses of the 10Pn-PD-DiT vaccine co-administered with DTPw-HBV/Hib and OPV
vaccines.

e Zilbrix Hib group (referred as ‘Zilbrix’ in results tables and figures): subjects primed with three
doses of DTPw-HBV/Hib and OPV vaccines.

Treatment allocation 2:1
Three-dose primary vaccination course at 6, 10 and 14 weeks of age.
Blood samples were collected prior to vaccination and one month post dose 3.

e Study population /Sample size
Diagnosis and criteria for inclusion:
Male or female between, and including 6-10 weeks (42-76 days) of age at the time of the first
vaccination.
Written or oral, signed or thumb-printed informed consent obtained from the parent(s) or guardian(s)
of the subject. Where parent(s)/guardian(s) were illiterate, the consent form was to be countersigned
by a witness.
Free of any known or suspected health problems, as established by medical history and clinical
examination before entering into the study, that would contraindicate the initiation of routine
immunizations outside a clinical trial context.

The target sample size was 345 enrolled subjects (230 in the 10Pn-PD-DiT group and 115 in the Zilbrix
Hib group).

e Treatments
Vaccination schedule /site: The 10Pn-PD-DiT and DTPw-HBV/Hib vaccines were administered
intramuscularly in the right and left thigh, respectively. The OPV vaccine was given orally. All vaccines
were given at 6, 10 and 14 weeks of age.
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e Outcomes/endpoints
Immunogenicity:
Prior to any vaccination and one month after dose 3:
Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F
and 23F (22F-inhibition ELISA).
Antibody concentrations against protein D.
Opsonophagocytic activity (OPA) against pneumococcal serotypes 1, 4, 5, 6A, 6B, 7F, 9V, 14, 18C,
19A, 19F and 23F.
Antibody concentrations against diphtheria, tetanus, B. pertussis, HBs and PRP.

Safety /reactogenicity:

Occurrence of fever (oral/axillary/tympanic temperature > 38.5°C or rectal temperature > 39.0°C)
within 4 days (days O to 3) after at least one vaccination.

Occurrence of solicited local symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination.

Occurrence of solicited general symptoms (any and grade 3) within 4 days (days 0-3) after each
vaccination.

Occurrence of unsolicited adverse events within 31 days (days 0-30) after each vaccination.
Occurrence of serious adverse events following the administration of the first dose of the study
vaccines throughout the entire study period up to Visit 4.

e Statistical Methods
Immunogenicity:
Descriptive analyses:
Geometric mean concentrations/titers (GMCs/GMTs) with 95% Cls were tabulated for each appropriate
serotype/antigen at each applicable blood sampling time point.
Seropositivity/seroprotection rates with exact 95% Cls were calculated for each appropriate
serotype/antigen at each applicable blood sampling time point.
The distribution of antibody concentrations/titers was displayed by using tables and/or reverse
cumulative distribution curves for each appropriate serotype/antigen at each applicable blood sampling
time point.
Geometric mean of ratios of opsonophagocytic titers/ELISA antibody concentrations with 95% Cls was
tabulated for each appropriate pneumococcal serotype at each applicable blood sampling time point.

Safety/reactogenicity:

Descriptive analyses:

Incidence of solicited and/or unsolicited local and general adverse events during the 31-day
postvaccination follow-up period was calculated with 95% CI, after each vaccine dose and overall,
according to the type of symptom, the intensity and relationship to vaccination;

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

The percentages of subjects/doses with an unsolicited symptom reported within the 31-day
postvaccination follow-up period were summarized according to the Medical Dictionary for Regulatory
Activities (MedDRA), with 95% CI according to the intensity and relationship to vaccination;

Prevalence of concomitant antipyretic/medication during the 4-day post-vaccination follow-up period
was computed with 95% CI, after each vaccine dose and overall;

Serious adverse events (SAEs) reported during the entire study period were described in detail.

» Results

e Recruitment/ Number analysed
357 subjects (239 subjects in the 10Pn group and 118 subjects in the Zilbrix group) out of 365
enrolled subjects were vaccinated. 347 subjects (231 subjects in the 10Pn group and 116 subjects in
the Zilbrix group) completed the study.

e Efficacy results
Immune response to the pneumococcal vaccine:
One month post-dose lll, for each of the vaccine pneumococcal serotypes, at least 97.2% of subjects
in the 10Pn group had antibody concentrations =0.2 ug/mL, except for serotypes 6B (82.0%) and 23F
(87.6%). (Table 1). Although higher antibody GMCs were observed for serotypes 6B, 9V, 14, 18C and
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23F in Nigeria (no overlap of 95% CIs), the percentages of subjects with antibody concentrations >0.2
pg/mL were in the same ranges for both countries.

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

PRE = before first dose
P1II{M3) = one month after dose |ll

Table 1: Seropositivity rates and GMCs for ANTI-1, ANTI-4, ANTI-5, ANTI-6B, ANTI-7F, ANTI-
OV. ANTI-14. ANTI-18C, ANTI-19F and ANTI-23F antibodies (ATP cohort for immunogenicity)
> 0.05 ug/mL = 0.2 ug/mL GMC
95% CI 95% CI 95% CI
Antibody Group |Timing N n % LL JUL |n % LL |UL |value [LL [UL
ANTI-1 10Pn PRE 204 |126 618 [547 |685 |40 [196 |144 [257 |0.07 |[0.06 [0.09
PIIM3) 217 |217 [100 |98.3 |100 217 [100 |98.3 |100 |2.69 |[242|2.99
Zilbrix  [PRE 110 [65 [591 [493 [684 (20 (182 [115 [26.7 [0.07 |0.06 |0.09
PII{M3) [108 |14 [130 |73 208 |2 19 02 |[65 |0.03 [003[0.03
ANTI-4 10Pn PRE 209 [116 [555 |485 |624 (31 [148 |103 |204 |0.07 |006)0.08
PIIM3)  [217 (217 |100 |98.3 [100 (217 (100 983 [100 |[3.44 |306 (3.87
Zilbrix  [PRE 112 [61 [545 [448 [639 [18 (161 [98 (242 [0.07 ]0.06|0.08
PIIIM3) 112 [12 [107 |57 |180 |3 27 |06 |76 |003 |003]003
ANTI-5 10Pn PRE 210 |120 [57.1 |50.2 |639 (37 |176 |127 |235 |0.07 (006 [0.08
PIIM3)  |217 |217 |100 |98.3 |100 (217 [100 (983 |100 |[417 |3.75 (463
Zilbrix  [PRE 111 [58 [523 [426 (618 (22 [198 [129 (285 [0.07 ]0.05/0.08
PIIIM3) (108 (18 [165 |101 |248 |[4 37 |10 |91 003 |[003]0.04
ANTI-GB 10Pn PRE 205 |137 |68 [599 |732 |43 (210 |156 (272 |0.08 (007 (010
PIIM3)  [217 [196 |903 |856 [939 (178 (820 |[763 [86.9 [085 |0.76(1.20
Zilbrix  [PRE 111 (75 [676 |580 |761 (35 (315 (230 [41.0 (010 |008 (012
PIIEM3)  [112 |15 [134 |77 211 |2 18 |02 (63 |0.03 (003003
ANTI-7F 10Pn PRE 207 [137 |66.2 [593 (726 |56 |27.1 (211 (336 |0.08 |[0.08]0.11
PIIM3) 217 |217 |100 (983 |100 (216 |995 |975 [100 |3.33 |299 (3.71
Zilbrix  [PRE 111 |76 |685 |590 (770 (26 234 (159 |324 (008 |0.07|0.10
PIIIM3)  [110 [19 [17.3 107 257 |2 18 [02 |64 003 |003|[0.04
ANTI-SV 10Pn PRE 208 (158 (764 (701 (820 |80 385 (318 (454 (013 |(0.11]0.16
PHI{M3)  [217 213 [982 |953 (995 (211 |87.2 (941 |990 (239 |206(2.76
Zilbrix  [PRE 110 (86 (782 |93 |855 |43 [391 (299 (489 (015 |011 (019
PIIM3) (112 (31 |27.7 [196 [369 (11 (98 |50 [16.9 [0.04 |0.03|0.05
ANTI-14 10Pn PRE 206 [200 [87.1 [938 (989 |181 |87.9 826 (920 |0.75 |0.64)0.89
PUIIM3) 217 (217 [100 |88.3 |100 [215 (991 (967 [99.9 |3.80 |324 (446
Zilbrix  [PRE 110 |109 (891 |950 [100 (93 845 (764 |90.7 |0.76 |060|0.97
PIIM3)  [112 [91 813 [728 |88.0 [40 [35.7 [269 |453 |014 011 (017
ANTI-18C 10Pn PRE 204 [151 (740 |674 |7989 (74 (363 |287 |433 |012 |0.10]0.15
PHIIIM3)  [217 216 [995 |975 (100 (216 |995 (975 |100 |[10.01 [8.49 (11.80
Zilbrix  [PRE 110 (80 [727 |634 [808 (38 (345 (257 [442 [012 |0.09 |0.15
PIIM3) (112 (23 [205 [135 [292 |4 36 (10 (89 (003 |003(0.04
ANTI-18F 10Pn PRE 208 |191 (918 [87.2 |952 (142 |83 |615 [745 |033 (028 |040
PIIM3)  [217 [217 [100 [98.3 [100 (214 [986 [96.0 [99.7 |765 [6.55 [8.93]
Zilbrix  |PRE 111 |11 [100 [96.7 [100 [76 [685 [|59.0 [77.0 [0.36 [0.29 [0.45]
PIIM3) |11 [73 [658 [56.2 [745 [25 [225 [15.1 [31.4 |0.08 [0.07 [0.10}
ANTI-23F 10Pn PRE 202 [114 [564 493 [634 [59 (262 (230 [356.0 [0.08 [0.07 |0.10)
PHIIM3)  |217 |207 [954 (917 |978 |[190 (876 (824 (916 (110 081 |1.33
Zilbrix  |PRE 108 |67 |620 [522 |71.2 |34 (315 (229 [411 (010 |0.07 |0.12
PHIM3) |12 |23 [205 [135 (292 |3 27 |06 |76 1003 [0.03 [0.04
10Pn = 10Pn-PD-DIiT + DTPw-HBV/Hib + OPV
Zilbrix = DTPw-HBV/Hib + OPV
GMC = geometric mean concentration
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One month post-dose Ill, for each of the vaccine pneumococcal serotypes, at least 93.3% of subjects
in the 10Pn group had opsonophagocytic activity =8, except for serotypes 1 (87.6%) and 6B (85.4%)
(Table 2).

Table 2: Seropositivity rates and GMTs for OPSONO-1, OPSONO-4, OPSONO-5, OPSONO-6B,
OPSONO-TF, OPSONO-9V, OPSONO-14, OPSONO-18C, OPSONO-19F and OPSONO-23F
antibodies (ATP cohort for immunogenicity)
> 8 GMT
95% CI 95% CI
Antibody Group [Timing N n % LL (UL  [|value LL UL
OPSONO-1 10Pn PIII{M3) 105 (92 (876 |798 |932 [83.0 617 1.7
Zilbrix PII(M3) |56 |3 54 [11 149 |50 38 6.4
OPSONO-4 10Pn PIIl{M3) 105 105 [100 (965 [100 8925 7594 1049.0
Zilbrix PIIIM3) 155 |3 55 |11 151 |48 39 55
OPSONO-5 10Pn PII{M3) 105 [100 (952 (892 |984 |827 854 104 4
Zilbrix PII(M3) |56 |2 36 (04 123 |45 38 52
OPSONO-6B 10Pn PIII{M3) 103 (88 (854 (771 |916 |5386 3460 838.3
Zilbrix PIIIM3) |54 |5 93 (31 203 |57 41 79
OPSONO-7F 10Pn PII{M3) 105 (105 (100 (965 |100 (27330 (21883 |34133
Zilbrix PII(M3) |49 |21 |429 [288 |578 [315 155 64.0
OPSONO-9V 10Pn PII{M3) 105 103 |98.1 (933 998 10237 [7848 1335.2
Zilbrix PII(M3) |54 |13 |241 135 |376 (B84 58 124
OPSONO-14 10Pn PII{M3) 104 100 962 (904 989 10792 [776.0 1500.9
Zilbrix PIIIM3) (53 [13  [245 [138 |383 8¢S 5.7 141
OPSONO-18C 10Pn PIII{M3) 105 [103 [98.1 (933 |998 |617.6 4953 770.0
Zilbrix PII(M3) |56 |2 36 |04 |23 |44 38 5.2
OPSONO-19F 10Pn PII{M3) 105 (101 (962 (905 |990 |3583 2699 4755
Zilbrix PII(M3) |56 |2 36 |04 123 |48 38 57
OPSONO-23F 10Pn PII{M3) 104 |97 (933 (866 |97.3 (8818 615.0 1264 4
Zilbrix PIIIM3) 153 |5 94 131 1207 |66 42 103
10Pn = 10Pn-PD-DiT + DTPw-HBV/Hib + OPV
Zilbrix = DTPw-HBV/HIb + OPV
GMT = geometric mean fiter
N = number of subjects with available results
n/% = number/percentage of subjects with titer within the specified range
95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
PIII(M3) = one month after dose |II

One month post-dose 111, all subjects in the 10Pn group had measurable antibodies against protein D
(=100 EL.U/mL). A higher anti-protein D GMC was observed in the 10Pn group in Mali than in Nigeria
(no overlap of 95% CIs).

Immune response to the co-administered DTPw-HBV/Hib vaccine:

One month post-dose Ill, all subjects of the 10Pn group and all subjects except one in the Zilbrix
group had anti-PRP antibody concentrations > 0.15 pg/mL. 97.3% and 91.1% of subjects in the 10Pn
group and Zilbrix group, respectively, had anti-PRP antibody concentrations 21.0 pg/mL. All subjects
were seroprotected/seropositive for antibodies against the other antigens in the DTPw- HBV/Hib
vaccine except two subjects in the 10Pn group who were not seroprotected for HBs. Antitetanus and
anti-PRP antibody GMCs were higher in the 10Pn group than in the Zilbrix group (no overlap of 95%
Cls).

e Safety results
Similar incidences of solicited local and general adverse events were observed in each group during the
4- day (days 0-3) post-vaccination period.
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Solicited local adverse events:
Pain was the most frequently reported solicited local adverse event in each group.
Swelling was the most frequently reported grade 3 solicited local adverse event in each group
(following 3.1% of doses). In the 10Pn group, higher incidences of pain, swelling and grade 3 swelling
were reported at the DTPw-HBV/Hib injection site than at the 10Pn-PD-DiT injection site (no overlap of

95% Cls).

In general, there was no increase in the incidence of each solicited local adverse event with successive

doses during the primary vaccination course.

Table 3 Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-vaccination
period, overall/dose (Total vaccinated cohort)

10Pn Zilbrix

95 % CI 95 % ClI
Symptom Product Type N n % |LL (UL |N n % |LL [UL
|Pain Total All 707 |571 |80.8 [77.7 |836 (351 |257 |73.2[68.3|778
Grade 3 707 |8 11 105 |22 351 |3 09 (02 [25

10Pn-PD-DIT (Al 704 440 |62.5 |58.8 [66.1 |- - - |- -

Grade 3 704 |3 04 (01 12 |- - S e
DTPw-HBV/Hib |All 706|554 |785 (753|814 (351 |257 (732683 (778
Grade 3 706 |8 1.1 105 |22 351 |3 09 (02 |25
|Redness (mm)  (Total Al 707 (77 |1089 (8.7 [134351 |36 10373 [138
>20mm 707 |8 1.1 105 |22 351 |2 06 (01 |20
>30mm 707 |0 00 (00 |05 (351 |0 00 [00 [1.0

10Pn-PD-DIT  |All 704 43 |61 (45 [B81 |- - - | -

>20mm 704 |2 03 (00 |10 -

>30mm 704 |0 00 (00 |05 |- - - |- -
DTPw-HBV/Hib |All 706 |52 |74 |[55 |95 (351 |36 10373 |139
>20mm 706 |6 08 (03 |18 [351 |2 06 (01 |20
>30mm 706 |0 00 |00 |05 [351 |0 00 (00 [1.0
Swelling (mm)  (Total Al 707 |462 653 |61.7 [88.9 351 |225 |64.1[58.8 |69.1
>20mm 707 128 |18.1 (153 [21.1 (351 |64 [18.2 (143 |22.7
>30mm 707 |22 |31 |20 |47 (351 |11 |31 [18 |55

10Pn-PD-DIT  |All 704 (309 1439|402 476 |- - - |- -

>20mm 704 |17 |24 |14 (38 -

>30mm 704 |1 01 (00 |08 |- - - |- -
DTPw-HBV/Hib |All 706 [449 |63.6 [59.9 [67.2 [351 |225 |64.1[58.8 [69.1
>20mm 706 (122 |17.3 (146 (203 (351 |64 [18.2 (143|227
>30mm 706 (21 |30 [19 [45 (351 [11 |31 [16 |55

10Pn = 10Pn-PD-DiT + DTPw-HBV/Hib + OPV
Zilbrix = DTPw-HBV/Hib + OPV
N=number of documented doses
n/%= number/percentage of doses followed by at least one type of symptom

Total: n/%= number/percentage of doses with at least one local symptom whatever the number of injections.
95%Cl= Exact 95% confidence interval; LL = lower limit, UL = upper limit

Solicited general adverse events:
Fever was the most frequently reported solicited general adverse event in each group. The
overall/dose incidence of fever >39.0°C (rectal temperature) was within the same range in each group
(maximum 6.2%). One subject in the 10Pn group reported grade 3 fever (rectal temperature

>40.0°C).
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Low overall/dose incidences of grade 3 solicited general adverse events were reported (ranging from
0% to 0.8%0). All of these were considered by the investigator to be causally related to vaccination.

In general, there was no increase in the incidence of each solicited general adverse event with
successive doses during the primary vaccination course.

Table 4 Incidence of solicited general symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
10Pn Zilbrix
95 % ClI 95 % CI
Symptom Type N n % LL JUL |N n % LL (UL
Drowsiness Al 707 |27 38 [25 [55 |351 13 37 [20 |63
Grade 3 707 |0 00 [00 (05 351 |0 00 [00 [10
Related 07 |27 38 [25 |55 351 12 34 [18 |58
Grade 3 & Related  [707 |0 00 (00 (05 351 |0 00 [0.0 [1.0
|Fever (Rectally) (°C) (Al 707 388 [54.9 [51.1 |586 |351 |200 |57.0 |516 |62.2
>38.5°C 707  |145 (205 [176 |23.7 |351 |70 199 |158 (245
>39.0°C 707 |44 62 [46 (83 |351 16 46 [26 |73
>39.5°C 707 |7 10 (04 (20 351 |5 14 (05 |33
>40.0°C 707 N 01 (00 (08 351 |0 00 |00 (1.0
Related 707|373 (528 [45.0 (565 |351 197 1561 508 |614
>40.0°C & Related |707 |1 01 (00 (08 351 |0 00 (0.0 [1.0
Irmitability All 707 (338 478 442 [51.7 |351 151 |430 |378 |484
Grade 3 707 |6 08 103 (18 351 )2 06 (01 (20
Related 707|330 [467 (428 (504 |351 148 1422 1369 |475
Grade 3 & Related  [707 |6 08 03 [18 |351 |2 06 |01 (20
Loss of appetite Al 707 |39 55 [40 (75 |351 17 48 [28 |78
Grade 3 07 N 01 [00 (08 351 |0 00 [00 [1.0
Related 707 |37 52 |37 (71 |351 16 45 (26 |73
Grade 3 & Related |707 |1 01 (00 (08 351 |0 00 |00 (1.0
10Pn = 10Pn-PD-DiT + DTPw-HBV/Hib + OPV
Zilbrix = DTPw-HBV/Hib + OPV
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

Unsolicited adverse events:

The percentage of administered doses followed by at least one unsolicited adverse event was 53.0% in
the 10Pn group and 57.3% in the Zilbrix group. The most frequently reported unsolicited adverse
events in each group were rhinitis and allergic bronchitis (both reported only in Mali). 5.7% and 9.7%
of administered doses in the 10Pn group and Zilbrix group, respectively, were followed by at least one
unsolicited adverse event assessed by the investigator to be causally related to vaccination.

A low percentage of doses was followed by at least one grade 3 unsolicited adverse event (1.1% in
each group) with no differences observed between countries. None of these were assessed by the
investigator to be causally related to vaccination.

Serious adverse events:

Five subjects of the 10Pn group reported at least one serious adverse event. None of these serious
adverse events were assessed by the investigator to be causally related to vaccination and all resolved
without sequelae.

No fatal events have been reported in this study.

No subjects were withdrawn due to a non-serious adverse event. One subject (subject number 528 in
the 10Pn group) was withdrawn due to a serious adverse event (bronchopneumonia).

Assessor’'s comment: The overall incidence of fever was very high in this study, but the incidence was
similar in both groups and in most cases <38.5°C. The incidence of high fever was not unusually high.
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Otherwise, the results of this study were in line with previously reported studies, and no further action
is required.

10PN-PD-DIT-037; A phase Ill, randomized, single-blind, controlled study to assess the
immunogenicity, safety and reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent
pneumococcal conjugate vaccine as a 3-dose primary immunization course at 6, 10 and 14 weeks of
age in India, co-administered with GSK Biologicals’ Tritanrix-HepB/Hib (DTPw-HBV/Hib) vaccine.

»  Description

A phase Ill, randomized, single-blind, controlled study to assess the immunogenicity, safety and
reactogenicity of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal conjugate vaccine as a 3-
dose primary immunization course at 6, 10 and 14 weeks of age in India, co-administered with GSK
Biologicals’ Tritanrix-HepB/Hib (DTPw-HBV/Hib) vaccine.

> Methods

e Objective(s)
Primary:
To evaluate the immunogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate vaccine in
India, one month post dose 3.

Secondary:

To assess the safety and reactogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate vaccine
in India.

To evaluate the immunogenicity of GSK Biologicals’ DTPw-HBV/Hib vaccine, co-administered with GSK
Biologicals’ 10-valent pneumococcal conjugate vaccine.

e Study design

This was a phase 111, multi-centre, single-blind, randomized, controlled study with two parallel groups:
e 10Pn-PD-DIiT group (‘10Pn’ in results tables and figures): receiving 10Pn-PD-DiT + DTPw-
HepB/Hib

e Hiberix group (‘Hiberix’ in results tables and figures): receiving Hiberix + DTPw-HepB
Treatment allocation: (2:1)
Vaccination schedule: 6-10-14 weeks of age (vaccination according to the Expanded Program on
Immunization (EPI) schedule)
Three-dose primary vaccination course starting at 6 to 10 weeks (42-76 days) of age with allowable
intervals of 28-42 days between the primary vaccination doses
Blood sample were collected before vaccination and one month post-dose 3
Control: Hiberix + DTPw-HepB (Tritanrix-HepB)
Parent(s)/guardian(s) were invited to enrol their child/ward in a separate follow-up study

e Study population /Sample size
Diagnosis and criteria for inclusion:
Subjects for whom the investigator believed that their parent(s)/guardian(s) could and would comply
with the requirements of the protocol.
Male or female between, and including, 6-10 weeks (42-76 days) of age at the time of the first
vaccination.
Written or oral, signed or thumb-printed informed consent obtained from the parent(s) / guardian(s) of
the child/ward. Where parent(s)/guardian(s) were illiterate, the consent form was countersigned by a
witness.
Free of obvious health problems as established by medical history and clinical examination before
entering into the study that contraindicated the initiation of routine immunizations outside a clinical
trial context.

The target enrolment in this multi-centre study was 360 subjects (240 subjects in the
10Pn-PD-DiT group and 120 in the Hiberix group).

e Treatments
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Three dose primary vaccination course starting at 6 to 10 weeks (42-76 days) of age with allowable
intervals of 28-42 days between the primary vaccination doses.

Group Visit  |Vaccination Dose (Vaccine Route |Site |[Side
10Pn-PD-DIT  |1,2,3 [10Pn-PD-DiT ,2,3 |10Pn-PD-DIT IM’ Thigh |Right
1,2,3 |DTPw-HBV/Hib ,2,3 |Tritanrix-HepB/Hib  [IM’ Thigh |Left
Hiberix 1,2,3 |Hb 1,2,3 |Hiberx M Thigh [Right
1,2,3 |DTPw-HBV 1,2,3 |Tritanrix-HepB IM? Thigh |Left
! Intramuscular (IM)

e QOutcomes/endpoints
Immunogenicity (one month post-dose I11):
Antibody concentrations against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and 23F.
Opsonophagocytic activity (OPA) against pneumococcal serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F
and 23F.
Antibody concentration against protein D.
Antibody concentration against diphtheria, tetanus, PRP, B. pertussis and HBs.

Safety /reactogenicity:

Occurrence of fever (oral/axillary/tympanic temperature > 38.5°C or rectal temperature > 39.0°C)
within 4 days (days O to 3) after at least one vaccination.

Occurrence of solicited local and general AEs (any and grade 3) within 4 days (days O to 3) after each
vaccination dose.

Occurrence of unsolicited AEs within 31 days (days O to 30) after each vaccination dose.

Occurrence of serious adverse events following the administration of the first dose of study vaccines
throughout the entire study period up to Visit 4.

e Statistical Methods
Immunogenicity:
Descriptive analysis:
Geometric mean concentrations/titres (GMCs/GMTs), seropositivity/seroprotection rates were
calculated with their 95% CI for each group, each antigen/serotype, at each applicable blood sampling
time point.
Distribution of antibody concentrations/titres was displayed using tables and/or reverse cumulative
curves for each group, each antigen/serotype, at each applicable blood sampling time point.

Safety /reactogenicity:

Descriptive analysis:

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

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

The percentages of subjects/doses with an unsolicited symptom reported within the 31-day
postvaccination follow-up period were summarized according to the Medical Dictionary for Regulatory
Activities (MedDRA), with exact 95% CI according to the intensity and relationship to vaccination.
Prevalence of concomitant antipyretic/medication during the 4-day post-vaccination follow-up period
was computed with exact 95% CI, after each vaccine dose and overall.

Serious adverse events and withdrawal due to adverse event(s) were described in detail.

» Results

e Recruitment/ Number analysed
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Number of subjects Total 10Pn Hiberix
Planned: 360 240 120
Enrolied: 360 240 120
Completed: 349 232 117
Total vaccinated cohort 360 240 120
ATP cohort for immunogenicin 345 229 116
e Efficacy results
One month post-dose Ill, for each of the 10 vaccine pneumococcal serotypes, at least 98.3% subjects

in the 10Pn group had antibody concentrations >0.2 pg/mL, except serotypes 23F (89.5%) and 6B

(77.7%).

Robust increases in antibody GMCs were observed for each of the 10 vaccine pneumococcal serotypes
in the 10Pn group, one month post-dose 3 compared to pre-vaccination levels (3.6 to 69.2-fold

increases in 10Pn group).
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Syno;sis table 1: Seropositivity rates and GMCs for ANTI-1, ANTI-4, ANTI-5, ANTI-6B, ANTI-
7F, ANTI-OV, ANTI-14, ANTI-18C, ANTI-19F and ANTI-23F antibodies (ATP cohort for
immunogenicity)
20.2 pg/mL GMC
95% CI 95% CI
Antibody Group Timing N n % LL UL value | LL UL
ANTI-1 10Pn PRE 228 | 40 175 128 | 231 007 0.07 0.09
PII{M3) 229 | 228 996 976 | 100 3.27 2.91 367
Hiberix PRE 116 | 20 17.2 109 | 254 007 0.06 0.09
PII{M3) 116 | 2 1.7 02 6.1 003 0.03 0.04
ANTI-4 10Pn PRE 228 | 53 232 179 | 293 0.08 0.07 0.10
PII{M3) 229 | 225 98.3 956 | 995 380 3.33 433
Hiberix PRE 116 | 32 276 197 | 367 0.09 0.07 0.12
PII{M3) 116 | 10 86 42 15.3 004 0.03 0.05
ANTI-5 10Pn PRE 229 |73 318 259 | 383 0.12 0.10 0.14
PII(M3) 229 | 226 987 962 | 997 417 372 467
Hiberix PRE 116 | 39 336 251 | 430 0.13 0.11 0.16
PII{M3) 116 | 10 86 42 15.3 005 0.04 0.05
ANTI-6B 10Pn PRE 229 | 92 402 338 | 468 0.15 0.13 0.18
PII{M3) 229 | 178 777 718 | 8289 071 0.59 0.86
Hiberix PRE 116 | 52 448 356 | 543 0.16 0.12 0.21
PII{M3) 116 | 9 78 36 142 0.05 0.04 0.06
ANTI-7TF 10Pn PRE 229 | 92 402 338 | 468 0.13 0.12 0.16
PII(M3) 229 | 228 996 976 | 100 3.87 347 431
Hiberix PRE 116 | 54 46 6 372 | 56.0 018 0.14 0.23
PII{M3) 116 | 16 13.8 81 214 0.06 0.05 0.07
ANTI-SV 10Pn PRE 229 | 107 467 401 | 534 017 0.14 0.20
PII{M3) 229 | 227 991 969 | 999 421 3.71 478
Hiberix PRE 116 | 62 534 440 | 628 020 0.16 0.26
PII{M3) 116 | 21 18.1 116 | 26.3 0.06 0.05 0.08
ANTI-14 10Pn PRE 229 | 208 908 86.3 | 942 143 1.20 1.70
PII{M3) 229 | 22% 100 984 | 100 521 4 51 6.01
Hiberix PRE 116 | 106 914 847 | 958 165 1.28 2.1
PII{M3) 116 | 66 56.9 474 | 66.1 0.26 0.20 0.34
ANTI-18C 10Pn PRE 229 | 124 541 475 | 607 022 0.19 0.26
PIII{M3) 229 | 227 991 969 | 999 1523 | 1296 | 1790
Hiberix PRE 116 | 64 552 457 | 644 023 0.18 0.30
PII{M3) 116 | 20 17.2 109 | 254 0.07 0.05 0.08
ANTI-19F 10Pn PRE 228 | 169 741 679 | 797 0486 0.38 0.55
PII{M3) 229 | 227 991 969 | 999 1178 | 1026 | 13.53
Hiberix PRE 116 | 83 716 624 | 795 049 0.38 0.63
PII{M3) 116 | 40 345 259 | 4389 012 0.10 0.16
ANTI-23F 10Pn PRE 229 | 81 354 292 | 418 011 0.09 0.13
PII{M3) 229 | 205 89.5 848 | 93.2 1.18 0.98 1.42
Hiberix PRE 116 | 39 336 251 | 430 012 0.09 0.15
PII{M3) 116 | 12 10.3 55 174 0.05 0.04 0.05
10Pn = 10Pn-PD-DiT+DTPw-HBV/Hib

Hiberix = Hib + DTPw-HBV

GMC = geometric mean antibody concentration

N = number of subjects with available results

n/% = number/percentage of subjects with concentration within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

PRE = prior to first dose

PII{M3) = one month after dose Il
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One month post-dose 111, for each of the 10 pneumococcal serotypes, at least 95.7% of subjects in the
10Pn group had OPA titres = 8, except for serotypes 1 (90.5%) and 6B (84.5%).

Synopsis table 2: 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 (ATP cohort for immunogenicity)
28 GMT
95% CI 95% CI
Antibody Group | Timing | N n % LL | UL value LL UL
OPSONO-1 10Pn PIII(M3) | 116 105 | 905 | 837 | 952 1514 1141 201.0
Hiberix | PII(M3) | 57 3 53 |11 146 48 38 6.0
OPSONO-4 10Pn PII(M3) | 116 114 | 983 | 939 | 998 805.1 62156 10427
Hiberix | PIII(M3) | 55 24 436 | 303 | 577 171 105 279
OPSONO-5 10Pn PII(M3) | 116 111 | 957 | 902 | 986 95.6 75.7 120.7
Hiberix | PIII(M3) | 56 2 36 |04 |[123 44 37 52
OPSONO-6B | 10Pn PII(M3) | 116 98 845 | 766 | 905 427 4 2791 654 .6
Hiberix | PIIIIM3) | 54 5 83 |31 |[203 55 40 76
OPSONO-7F | 10Pn PIIIM3) | 116 116 | 100 | 96.9 | 100 15819 | 13122 | 19313
Hiberix | PIIIM3) | 53 35 66.0 | 51.7 | 785 661 358 122 4
OPSONO-9V [ 10Pn PIIIM3) | 115 113 1983 1939 | 998 13847 | 10802 [ 17588
Hiberix | PIIIM3) | 56 9 161 |76 | 283 79 50 12.3
OPSONO-14 | 10Pn PII(M3) | 115 110 | 957 | 901 | 986 876.7 6283 1223.3
Hiberix | PIII(M3) | 56 14 250 | 144 | 384 77 54 1.0
OPSONO-18C | 10Pn PII(M3) | 115 113 |1 983 [ 935 | 998 920.2 7351 1151.9
Hiberix | PIIIIM3) | 55 2 36 |04 |[125 49 3.7 6.5
OPSONO-19F | 10Pn PIIIM3) | 118 114 | 983 | 939 | 998 848.5 669.8 1075.0
Hiberix | PIIIIM3) | 56 7 125 |52 [ 241 57 42 77
OPSONO-23F | 10Pn PIIIM3) | 118 113 | 974 | 926 | 995 16133 | 12200 | 21334
Hiberix | PIII(M3) | 54 9 167 |79 |293 92 55 154
10Pn = 10Pn-PD-DiT+DTPw-HBV/Hib
Hiberix = Hib + DTPw-HBV
GMT = geometric mean titre
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 lll

One month post-dose I, all subjects except one (99.6%) in the 10Pn group were seropositive for
antibodies against protein D (2100 EL.U/mL).
One month post-dose Ill, all subjects in both groups were seroprotected/seropositive for antibodies

against diphtheria, tetanus, B. pertussis, PRP and the hepatitis B surface (HBs) antigens (except one
subject in the Hiberix group for PRP).

e Safety results
Overall incidence of adverse events
During the 31-day post-vaccination period, 83.1% and 84.2% of documented doses in the 10Pn and
Hiberix groups respectively were followed by at least one AE (solicited and unsolicited). Local AEs were
more frequently reported than general AEs in both groups.
No increase in the incidences of any AEs (solicited and unsolicited) was observed with successive doses
during the primary vaccination course.

Solicited local adverse events
Pain was the most frequently reported solicited local adverse event in both groups.
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Observed overall/dose incidences of any solicited local AEs were within the same ranges in both
groups.

High overall/dose incidences of pain (any and grade 3) were reported in both groups which were
however in the same range in both groups (i.e. 71.0% and 70.6% of doses in the 10Pn and Hiberix
groups respectively for any pain and 27.7% and 24.9% of doses in the 10Pn and Hiberix groups
respectively for grade 3 pain). These rates of overall/dose incidences of pain (any and grade 3) are in
line with those observed in other studies where 10Pn-PD-DiT was co-administered with DTPw combined
vaccine (e.g. Poland, The Philippines).

The overall/dose incidences of grade 3 solicited local AEs ranged from 1.3% (for redness) to 27.7%
(for pain) in the 10Pn group and between 0.8% (for redness) to 24.9% (for pain) in the Hiberix group,
whatever the injection site.

There was no increase in the incidence of solicited local adverse events with successive doses during
the primary vaccination course.
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Synopsis table 3: Incidence of solicited local symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)

10Pn Hiberix
95% ClI 95% ClI
Symptom | Vaccine Type N n % LL UL N n % LL UL
Pain Total All 708 [ 503 [ 710 | 676 [744 | 354 | 250 [706 | 656 | 753
Grade3 | 708 | 196 | 27.7 | 244 | 311 | 354 | 88 249 | 204 | 297
10Pn-PD-DIT | All 708 [ 419 | 592 | 555 | 628 | - - - - -
Grade3 | 708 | 113 [ 160 | 133 [ 189 | - - - - -
Hiberix All - - - - - 354 | 211 | 596 | 543 [ 648
Grade 3 | - - - - - 354 | 48 136 | 102 | 176
DTPw- HBV/Hib| All 708 | 471 | 6865 | 629 | 700 | - - - - -
Grade3 | 708 | 179 | 253 | 221 [ 287 | - - - - -
DTPw-HBV All - - - - - 354 | 237 | 669 [ 618 [ 718
Grade 3 | - - - - - 354 [ 79 223 | 181 | 270
Redness | Total All 708 [ 232 [328 | 293 [364 | 354 [ 129 [364 [ 314 | 417
(mm) >20mm | 708 | 26 37 |24 |53 |35 |5 14 |05 |33
>30mm | 708 |9 13 |06 [24 |35 |3 08 |02 |25
10Pn-PD-DIT | All 708 (172 [ 243 | 212 [ 276 | - - - - -
>20mm [ 708 |18 23 |13 136 |- - - - -
>30mm | 708 | 4 06 (02 |14 |- - - - -
Hiberix All - B - - - 354 | 82 232 [ 189 | 279
>20mm_ | - - - - - 354 | 2 06 |01 |20
>30mm | - - - - - 354 | 2 06 |01 |20
DTPw-HBV/Hib | All 708 206 291 | 258 [ 326 | - - - - -
>20mm [ 708 |23 32 |21 148 |- - - - -
>30mm | 708 |8 13 1068 |24 |- - - - -
DTPw-HBV All - - - - - 354 | 117 | 331 | 282 [ 382
>20mm | - - - B B 354 |4 11 |03 |28
>30mm | - - - - - 354 [ 1 03 [00 |18
Swelling | Total All 708 | 336 | 475 | 437 | 512 | 354 | 169 |47.7 |424 | 531
{mm) >20mm | 708 | 107 | 151 | 126 [ 180 | 354 | 49 138 | 104 | 179
>30mm | 708 | 60 85 |65 |108 | 354 | AN 88 |60 [122
10Pn-PD-DIiT | All 708 | 244 | 345|310 | 381 | - - - - -
>20mm | 708 | 56 79 |60 |[101 |- - - - E
>30mm_ | 708 |28 40 [28 |57 |- - - - -
Hiberix All - - - - - 354 | 114 | 322 | 274 | 373
>20mm | - - - - - 354 | 26 73 149 [108
>30mm | - - - E E 354 |15 42 |24 |69
DTPw-HBV/Hib | All 708 | 300 |424 |387 |461 | - - - - -
>20mm | 708 | 96 136 | 111 [ 163 | - - - - -
>30mm | 708 | 48 68 |50 |89 |- - - - -
DTPw-HBV All - - - - - 354 | 159 | 449 | 397 | 503
>20mm | - - - - - 354 | 40 113 |82 | 151
>30mm | - - - - - 354 | 23 65 [42 |96

injections.

10Pn  =10Pn-PD-DiT+DTPw-HBV/Hib
Hiberix = Hib + DTPw-HBV
N=number of documented dose
n/%= number/percentage of doses followed by at least one type of symptom
Total: n/%= number/percentage of subjects/doses with at least one local symptom whatever the number of

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

Solicited general adverse events
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Irritability was the most frequently reported solicited general AE in both groups (52.8% and 49.2% of
doses in the 10Pn and Hiberix groups, respectively).

Except for any fever, the overall/dose incidences of any solicited general AEs were within the same
ranges in both groups. Although any fever seemed to be reported more frequently in the 10Pn group
than in the Hiberix group (no overlap of 95% CI), the incidences of grade 3 fever (rectal temperature
>40°C) were within the same range in both groups. Fever >39°C (rectal temperature) was reported
following 3.7% of doses in the 10Pn group and 1.4% of doses in the Hiberix group.

The overall/dose incidences of grade 3 solicited general AEs ranged from 0.0% (for fever) to 8.3% (for
irritability), whatever the group. Except for drowsiness, most of the grade 3 solicited general AEs were
considered by the investigator to be causally related to vaccination.

There was no increase in the incidence of solicited general AEs with successive doses during the
primary vaccination course.

Synopsis table 4: Incidence of solicited general symptoms reported during the 4-day (Days 0-3)
post-vaccination period, overall/dose (Total vaccinated cohort)
10Pn Hiberix
95% CI 95% CI

Symptom Type N n % LL UL N n % LL UL

Drowsiness | All 708 132 [ 186 | 158 217 354 | 63 178 | 140 | 222
Grade 3 708 23 32 |21 48 354 |9 25 [12 |48
Rel 708 61 86 |67 10.9 354 | 26 73 (49 | 1086
Grade 3 & Rel 708 12 17 109 29 354 |2 06 (01 |20

Fever All 708 344 | 486 | 448 523 354 | 137 | 387 | 336 | 440

(Rectally) >38.5°C 708 84 119 |1 986 145 354 | 27 76 |51 10.9

(°C) >39.0°C 708 26 37 [24 53 354 |5 14 |05 [33
>39.5°C 708 5 07 |02 1.8 354 |1 03 [00 |16
>40.0°C 708 3 04 |01 1.2 354 |0 00 (00 |10
Rel 708 332 | 469 | 432 50.6 354 | 127 | 359 | 309 | 411
>40.0°C & Rel 708 3 04 |01 1.2 354 |0 00 (00 |10

Irmitability All 708 374 | 528 | 491 56.6 354 | 174 | 492 [ 438 | 545
Grade 3 708 59 83 |64 10.6 354 |15 42 |24 |68
Rel 708 263 | 371 | 336 40.8 354 | 117 [ 331 | 282 | 382
Grade 3 & Rel 708 43 61 |44 81 354 |9 25 [12 |48

Loss of All 708 169 [239 | 208 272 354 |78 220 (178 | 267

appetite Grade 3 708 9 13 |06 24 354 |2 06 |01 20
Rel 708 106 | 150 | 124 17.8 354 | 44 124 192 [ 163
Grade 3 & Rel 708 9 13 |08 24 354 |2 06 [01 |20

10Pn = 10Pn-PD-DiT+DTPw-HBV/Hib

Hiberix = Hib + DTPw-HBEV

Rel = related

N= number of documented doses

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

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

Unsolicited adverse events

6.0% and 4.8% of administered doses in the 10Pn and Hiberix groups, respectively were followed by
at least one unsolicited AE, classified by MedDRA Primary System Organ Class and Preferred Term. The
most frequently reported unsolicited AE was rhinitis and cough in the 10Pn group and rhinitis in the
Hiberix group.

Low overall/dose incidences of grade 3 unsolicited AEs were observed in both groups (0.3% and 0.0%
of doses in the 10Pn and Hiberix groups, respectively). None of the grade 3 unsolicited AEs was
considered by the investigator to be causally related to the vaccination.

Serious adverse events:
One subject in the 10Pn group (subject number 680) died 14 days after the third dose of 10Pn-PDDIT
vaccine co-administered with DTPw-HBV/Hib vaccine. The medical diagnosis for the cause of death was
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aspiration pneumonia. An autopsy was not performed. The event was not considered by the
investigator to be causally related to vaccination.

Four subjects out of 240 vaccinated subjects in the 10Pn group (1.7%) and 1 subject out of 120
vaccinated subjects in the Hiberix group (1%) reported at least one non-fatal SAE during the entire
study period. None of the non-fatal SAEs was considered by the investigator to be causally related to
vaccination and all resolved without sequelae.

One subject was withdrawn due to a SAE (subject number 680 in the 10Pn group) as described above.

Assessor’'s comment: The results of this study were in line with previously reported studies and no
further regulatory action is required.

10PN-PD-DIT-048; A phase Ill, multi-centre, double-blind, randomised study to assess the
noninferiority of a commercial lot of GlaxoSmithKline (GSK) Biologicals’ 10-valent pneumococcal
conjugate (10Pn-PD-DiT) vaccine compared to a clinical phase Ill vaccine lot, when given as a

threedose primary immunization course.
» Description
» Methods

e Objective(s)
Primary:
To compare the immunogenicity of the commercial lot to the phase 11l clinical lot of GSK Biologicals’
10-valent pneumococcal conjugate vaccine (10Pn-PD-DiT), one month following a 3-dose primary
vaccination course.

Secondary:

To assess the safety and reactogenicity of GSK Biologicals’ 10-valent pneumococcal conjugate vaccine
(clinical and commercial lots) and of GSK Biologicals’ DTPa-combined and HRV vaccines.

To evaluate the immunogenicity of GSK Biologicals’ DTPa-combined vaccines, one month following a 3-
dose primary vaccination course.

To evaluate the immunogenicity of GSK Biologicals’ HRV vaccine, three months following a 2-dose
primary vaccination course.

e Study design

A phase 111, multi-centre, randomised, controlled, double-blind primary vaccination study with two
arallel groups:

Clin group: received the phase Il clinical lot of 10Pn-PD-DiT co-administered with DTPa- HBV-IPV/Hib
or DTPa-IPV/Hib and HRV.

Com group: received the commercial lot of 10Pn-PD-DiT co-administered with DTPa-HBVIPV/ Hib or
DTPa-I1PV/Hib and HRV.

One blood sample was collected one month post vaccination (Visit 4).

e Study population /Sample size
Diagnosis and criteria for inclusion:
Subjects for whom the investigator believed that their parent(s)/guardian(s) could and would comply
with the requirements of the protocol (e.g. completion of the diary cards, return for followup visits).
A male or female between, and including, 6 and 12 weeks (42-90 days) of age at the time of the first
vaccination.
Written informed consent obtained from the parent(s)/guardian(s) of the subject.
Free of obvious health problems as established by medical history and clinical examination before
entering into the study that would contraindicate the initiation of routine immunizations outside a
clinical trial context.
Born after a gestation period of 236 to <42 weeks.

Comparability between the commercial lot and the phase Il clinical lot in terms of noninferiority was
demonstrated if the upper limit of the two-sided 95% 95% Cls on the adjusted GMC ratios [GMC of the
phase Il clinical lot over the GMC of the commercial lot] was below a limit of 2-fold for antibodies
against all vaccine pneumococcal serotypes and protein D as measured by ELISA.
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When comparing both lots, 200 evaluable subjects per group would provide at least 98% or 85%
power (under equal mean or in case of 1.2-fold decrease in GMCs, respectively) to show non-inferiority
(limit of 2-fold) of the 10Pn-PD-DiT commercial lot compared to the 10Pn-PD-DiT phase Il clinical lot
with respect to adjusted ELISA GMC ratios for the 10 vaccine pneumococcal serotypes and for protein
D.

Considering that up to 13% of the subjects enrolled could have been excluded from the ATP cohort for
analysis of immunogenicity, 230 subjects were planned to be enrolled in each group.

[ Treatments

Vaccine Vaccination schedule Administration
10Pn-PD-DIT 2-3-5 months of age intramuscular injection in the right
thigh
DTPa-HBV-IPV/Hib 2-3-5 months of age in Malaysia intramuscular injection in the left
2-5 months of age in Singapore thigh
DTPa-IPV/Hib 3 months of age in Singapore
HRV 2-3 months of age oral

e Outcomes/endpoints
Immunogenicity /efficacy:
Antibody concentrations and opsonophagocytic activity (OPA) against vaccine pneumococcal serotypes
1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and 23F and cross-reactive serotypes 6A and 19A one month after
the primary immunization course.
Antibody concentrations against protein D one month after the primary immunization course.
Antibody concentrations against diphtheria and tetanus toxoids, polyribosyl-ribitol phosphate (PRP),
pertussis toxoid (PT), filamentous haemagglutinin (FHA), pertactin (PRN), Hepatitis B surface antigens
(HBs), and antibody titres against poliovirus types 1, 2, and 3 titres one month after the primary
immunization course.
Antibody concentrations against HRV three months after the 2-dose immunization course with HRV
vaccine.

Safety /reactogenicity:

Occurrence of solicited local (any and grade 3) and general (any and grade 3) adverse events (AEs)
within 4 days (Day O to Day 3) after each vaccination.

Occurrence of unsolicited AEs within 31 days (Day O to Day 30) after each vaccination.

Occurrence of serious adverse events (SAEs) during the entire study period.

e Statistical Methods
Immunogenicity
Confirmatory analysis:
95% Cls for the enzyme-linked immunosorbent assay (ELISA) adjusted GMCs ratio (GMCs of the phase
Il clinical lot over the GMCs of the commercial lot), one month after administration of the third
vaccine dose, were computed for each of the 10 vaccine pneumococcal serotypes and for protein D,
using an analysis of variance (ANOVA) model on the logarithm 10 transformation of the concentrations
(pooled variance). The ANOVA model included the group and the country as fixed effects.
The primary objective was reached if the upper limit of the two-sided 95% Cls on the adjusted GMC
ratios [GMCs of the phase 11l clinical lot over the GMCs of the commercial lot] was below a limit of 2-
fold for antibodies against all vaccine pneumococcal serotypes and protein D as measured by ELISA.

Descriptive analysis:

GMCs/GMTs with 95% Cls were tabulated for each serotype/antigen overall and by country.
Seropositivity/seroprotection rates with exact 95% Cls were calculated for each appropriate
serotype/antigen overall and by country.

The distribution of antibody concentrations/titres for each serotype/antigen was displayed using tables
and/or reverse cumulative distribution curves.

Safety / Reactogenicity:

Descriptive analysis:

The percentage of subjects with at least one local AE (solicited and unsolicited), with at least one
general AE (solicited and unsolicited) and with any AE during the 31-day (day O-day 30) follow-up
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period was tabulated with exact 95% CI after each vaccine dose and overall. The percentage of doses
followed by at least one local AE (solicited and unsolicited), by at least one general AE (solicited and
unsolicited) and by any AE was tabulated, over the whole vaccination course, with exact 95% CIl. The
same calculations were performed for symptoms rated as grade 3.

The percentage of subjects reporting each individual solicited local and general AE during the 4-day
(Day 0-Day 3) follow-up period were tabulated after each vaccine dose and overall, with exact 95% CI.
The percentage of doses followed by each individual solicited local and general AE were tabulated, over
the whole vaccination course, with exact 95% CI.

The same tabulation was performed: for grade 3 solicited AEs and for solicited AEs with causal
relationship to vaccination. For redness and swelling, grade 2 or 3 AEs were also tabulated.

Occurrence of fever was reported per 0.5°C cumulative increments.

The proportion of subjects/doses with at least one report of unsolicited AE classified by the Medical
Dictionary for Regulatory Activities and reported up to 30 days after vaccination was tabulated with
exact 95% CI. The same tabulation was performed for grade 3 unsolicited AEs and for unsolicited AEs
with a relationship to vaccination.

The proportion of AEs resulting in a medically attended visit was also tabulated.

The number and percentage of subjects who took concomitant antipyretic or other medication at least
once during the 4-day (Day 0-Day 3) solicited follow-up period were tabulated after each vaccine dose
and overall, with exact 95% CIl. The number and percentage of doses for which the subjects took
concomitant antipyretic or other medication at least once during the 4-day (Day O- Day 3) solicited
follow-up period were tabulated over the full vaccination course, with exact 95% ClI.

SAEs and withdrawal due to AE(s) were described in detail.

> Results

e Recruitment/ Number analysed
Of the 466 enrolled and vaccinated subjects, 464 subjects completed the study.
The mean age of subjects in the ATP cohort for immunogenicity at the time of the first vaccination was
7.3 weeks.
In the ATP cohort for immunogenicity, 46.5% of subjects were female and 99.3% of subjects were
Asian (South East Asian heritage).

e Efficacy results
Pneumococcal vaccine - Confirmatory inferential analysis results:
The primary objective was reached because the upper limits of the two-sided 95% Cls of the adjusted
GMC ratios (GMCs of the phase 11l clinical lot over the GMCs of the commercial lot) were below a limit
of 2-fold for antibodies against each of the 10 vaccine pneumococcal serotypes (< 1.45) and protein D
(1.58) as measured by ELISA.
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Table 1 Ratios of adjusted post-dose III GMCs, between Clin and Com groups with their 95% CIs

for ANTI-1, ANTI-4, ANTI-5, ANTI-6B, ANTI-7F, ANTI-9V, ANTI-14, ANTI-18C, ANTI-19F,

ANTI-23F and ANTI-PD antibody concentrations (ATP cohort for immunogenicity)

Ratio of adjusted GMCs
(Clin/ Com)
Clin Com 95% CI
Anti body N | Adjusted | N | Adjusted Value LL UL
GMC GMC

ANTI-1 219 2.68 218 247 1.09 0.96 1.23
ANTI-4 219 3.94 218 3.14 1.26 1.09 145
ANTI-5 219 431 218 357 1.21 1.06 1.37
ANTI-6B 219 1.30 218 122 1.07 0.88 1.28
ANTI-7F 218 3.06 217 316 0.97 0.85 1.10
ANTI-9V 219 3.32 218 312 1.06 0.92 123
ANTI-14 219 4.99 218 463 1.08 0.91 127
ANTI-18C 219 5.03 218 517 0.97 0.80 1.18
ANTI-19F 219 6.69 218 6.95 0.96 0.83 1.11
ANTI-23F 219 1.98 218 1.68 1.18 0.99 1.40
ANTI-PD 219 | 259182 [218] 1901.14 1.36 1.18 1.58

Clin - = 10Pn-PD-DiT (phase lll clinical lot) + DTPa-(HBV-)IPV/Hib + HRV

Com =10Pn-PD-DiT (commercial lot) + DTPa-(HBV-)IPV/Hib + HRV

Adjusted GMC = geometric mean antibody concentration adjusted for country

N = Number of subjects with post-vaccination results available

95% Cl = 95% confidence interval for the adjusted GMC ratio (ANOVA model: adjustment for country - pooled

variance): LL = lower limit, UL = upper limit

Pneumococcal vaccine - Descriptive analysis results:
One month post-dose lll, at least 96.3% of all subjects in the Clin group and 93.6% in the Com group
had antibody concentrations 20.2 pug/mL for each of the 10 vaccine pneumococcal serotypes.

At least 88.5% of all subjects in the Clin group and 90.0% in the Com group had opsonophagocytic
titres =8 for each of the 10 vaccine pneumococcal serotypes one month post-dose Ill.

All subjects, except one in the Com group, had measurable antibodies against protein D (= 100
EL.U/mL).
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Table 2: 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)

> 0.05 ug/mL > 0.2 pg/mL GMC
95% ClI 95% CI 95% CI
Antibody |Group |Timing [N |n [% JLL UL |n |% LL JUL |value [LL UL
ANTI-1 Clin Plli(M4) (219 (219 [100 [98.3 |100 |219 |100 [98.3 [100 |2.67 |246 |291
Com PllI(M4) 218 (218 [100 [98.3 |100 |218 |100 [98.3 [100 (246 225 (269
ANTI-4 Clin PlII(M4) (219 (219 [100 (983 |100 |[219 |100 [98.3 [100 (395 359 (4.36
Com Plll(M4) (218 (218 |100 [98.3 |100 (218 |100 [98.3 [100 (314 |2.84 (347
ANTI-5 Clin PllI(M4) {219 (219 |100 [98.3 |100 (218 |995 |975 [100 (434 395 [4.76
Com PllI(M4) (218 (218 |100 [98.3 |100 |218 |100 |98.3 [100 (3569 [329 [3.92
ANTI-6B Clin PIII(M4) (219 (217 991 (967 |999 (211 |963 [929 (984 (131 |1.16 (148
Com PllI(M4) 218 (214 |98.2 (954 |995 |204 |936 |895 (964 [123 |1.07 [1.41
ANTI-TF Clin PllI(M4) (218 (218 [100 (983 |100 |[218 |100 [98.3 [100 (310 283 [3.39
Com Plli(M4) (217 (217 [100 [98.3 |100 |217 |100 [98.3 (100 320 |2.92 |3.51
ANTI-9V Clin PllI(M4) 219 (219 [100 [98.3 |100 219 |100 [98.3 [100 (334 303 [3.69
Com PllI(M4) (218 (218 |100 [98.3 |100 (218 |100 [98.3 [100 (314 283 [3.49
ANTI-14 Clin PllI(M4) (219 (219 |100 [98.3 |100 (218 |995 |975 [100 (513 454 [5.79
Com PllI(M4) (218 (218 [100 [98.3 |100 |218 |100 [98.3 [100 (474 423 |5.32
ANTI-18C  |Clin PllI(M4) 219 (219 |100 [98.3 |100 (219 |100 |98.3 [100 [5.00 440 [5.69
Com PlII(M4) (218 (217 995 (975 |100 217 |995 |975 [100 (515 1443 [5.97
ANTI-19F  [Clin Pll(M4) 219 (219 [100 [98.3 |100 |218 |995 |975 [100 |669 |6.04 |7.41
Com PllI(M4) 218 (218 |100 [98.3 |100 |217 |995 |975 [100 (696 |6.26 |[7.73
ANTI-23F  [Clin PllI(M4) 219 (219 |100 [98.3 |100 (215 |982 [954 |995 (198 |176 [2.23
Com PlII(M4) (218 (217 995 (975 |100 (212 |97.2 [94.1 [990 (168 149 [1.90

GMC = geometric mean antibody concentration
N = number of subjects with available results

PIlI(M4) = one month after dose IlI

Clin  =10Pn-PD-DiT (phase Il clinical lot) + DTPa-(HBV-)IPV/Hib + HRV
Com = 10Pn-PD-DiT (commercial lot) + DTPa-(HBV-)IPV/Hib + HRV

n/% = number/percentage of subjects with concentration within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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Table 3: 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
(ATP cohort for immunogenicity)

>8 GMT
95% CI 95% CI
Antibody Group |Timing N n % LL UL  |value LL UL
OPSONO-1 Clin PllI(M4) 209 |185 |885 834 (925 (1289 102.7 1617
Com PllI(M4) 210 |189 [90.0 851 (937 [1221 98.3 1517
OPSONO-4 Clin PlII(M4) 207 (207 [100 |98.2 |100 |698.3 619.6 786.9
Com PllI(M4) 207 1203 [981 951 |995 [609.3 5196 7143
OPSONO-5 Clin PllI(M4) 207 204 |986 958 |997 [1279 109.0 1499
Com PllI(M4) 210 203 [96.7 933 (986 986 83.0 1171
OPSONO-6B Clin PllI(M4) 205 |196 (956 918 (980 (8707 710.2 10676
Com PllI(M4) 206 |191 [927 |883 |959 6192 483 4 7932
OPSONO-7F Clin PIII(M4) 206 [206 (100 |98.2 |100 |39058 [34202 |44604
Com PllI(M4) 208 |208 [100 982 [100 |[35857 31198 [41212
OPSONO-8V Clin PllI(M4) 207 1207 [100 |98.2 [100 [1800.0  [15966  [2029.3
)

Com PlI(M4 208 (208 [100 (982 |100 |1851.3 [16123 |21258
OPSONO-14 Clin PllI(M4) 209 1208 (995 974 [100 [1521.0 [13133 [17616
Com PllI(M4) 208 1207 (995 974 [100 [14858 [12805 [1724.0
OPSONO-18C Clin PllI(M4) 204 1202 [99.0 965 (999 |[5335 461.8 616.4
Com PlII(M4) 206 [199 [966 (931 |986 3839 319.3 4615

OPSONO-19F Clin PlII(M4) 206 (202 (981 [951 |995 6896 581.1 818.2
(M4)

(M4)

Com PlI{M4 206|200 |971 938 |989 [57356 4772 689.3
OPSONO-23F Clin PlII(M4 209 (207 (990 |966 (999 27167 [23163 |3186.3
Com PII(M4) 207 (206 (995 973 [100 (23795 [20434 (27707
Clin =10Pn-PD-DiT (phase lll clinical lot) + DTPa-(HBV-)IPV/Hib + HRV

Com = 10Pn-PD-DiT (commercial lot) + DTPa-(HBV-)IPV/Hib + HRV

GMT = geometric mean titre

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

PllI(M4) = one month after dose llI

Co-administered DTPa-combined and HRV vaccines - Descriptive analysis results

All subjects were seroprotected/seropositive for antibodies against diphtheria, tetanus, each of the
pertussis antigens (PT, FHA and PRN), the hepatitis B surface (HBs) antigen (except one subject in the
Clin group), poliovirus types 1, 2 and 3 and PRP one month post-dose III.

Three months after the second dose of HRV vaccine, at least 81.9% of subjects in each group had
seropositive anti-HRV levels ( 220 U/mL).

e Safety results

Solicited local adverse events:

Within the 4-day post-vaccination period, pain was the most frequently reported solicited local AE in
each group (48.7% and 48.4% of overall doses in the Clin group and in the Com group, respectively).
The observed overall/dose incidences for each of the solicited local AE were in the same ranges across
the groups.

The overall/dose incidence of grade 3 solicited local AEs ranged from 0.4% to 5.7%, for any injection
site and group.
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Table 4 Incidence of .;oli(:imd local symptoms reported during the 4-day (Days 0-3) post-
vaccination, overall/dose (Total vaccinated cohort)

Clin Com
95 % CI 95 % ClI
Symptom Product Type N |n |% [LL UL [N |n |% |LL (UL
Pain Total All 698 |340 |48.7 |44.9 |52.5 |698 |338 |48.4 (447 |522
Grade 3 698 120 |29 |18 |44 [698 |40 |57 |41 |77
Medical advice |698 |0 |00 (00 |05 [698 [0 |00 |00 |05
10Pn-PD-DIT All 698 |324 |46.4 (427 |50.2 698 |327 |46.8 [43.1 |50.6
Grade 3 698 119 |27 |16 |42 (698 |39 |56 |40 |76
Medical advice |698 |0 |00 (00 |05 (698 [0 0.0 |00 |05
DTPa-HBV-IPV/HIb (Al 549 (249 |454 |411 |496 |549 |269 [49.0 [44.7 [53.3
Grade 3 549 114 126 |14 |42 (549 |30 |55 |37 |77
Medical advice |549 10 |00 (00 |07 (549 [0 |00 |00 |07
DTPa-IPV/Hib All 149 |67 |45.0 [36.8 |53.3 {149 [59 |396 |31.7 |47 9
Grade 3 14912 |13 [02 |48 [149|7 |47 19 [94
Medical advice [149 10 |00 (00 [24 (1490 00 |00 |24
Redness (mm) |Total All 698 |301 |43.1 |39.4 |46.9 |698 1296 |42.4 [38.7 |46.2
>20.0mm 698 |11 |16 |08 |28 [698 [12 1.7 |09 |30
>30.0mm 698 13 |04 01 |13 [698 |4 06 02 |15
Medical advice |698 |10 |00 [0.0 |05 [698 |0 0.0 |00 |05
10Pn-PD-DIT All 698 1281 |40.3 (366 |44.0 (698 |278 |39.8 (362 |436
>20.0mm 69819 (13 |06 (24 (69819 |13 |06 |24
>30.0mm 698 13 |04 |01 |13 [698 |4 |06 |02 |15
Medical advice |698 |0 |00 (00 |05 (698 [0 0.0 |00 |05
DTPa-HBV-IPV/HiIb  |All 549 1211|384 |34.3 |426 (549 |199 |36.2 (322 |404
>20.0mm 54919 |16 |08 [31 (54916 |11 |04 |24
>30.0mm 54912 |04 |00 [13 (549 |0 |00 |00 |O7
Medical advice |549 10 |00 [0.0 [0.7 [549 |0 0.0 |0.0 |07
DTPa-IPV/Hib All 149 |72 |48.3 [40.1 |56.6 [149 [67 [38.3 |30.4 |466
>20.0mm 149 (0 |00 |00 |24 1491 [0.7 |00 |37
>30.0mm 149 [0 [00 [00 |24 (1490 |00 |00 [24
Medical advice (149 |0 |00 [00 |24 [149 0 [0.0 |00 (24
Swelling (mm) | Total All 698 1260 [37.2 |133.7 |41.0 |698 |238 |34.1 |306 |37.7
>20.0mm 698 |16 (21 [1.2 |35 |698 [16 |23 |13 [37
>30.0mm 698 |5 (07 [02 |17 [698 |4 |06 |02 [15
Medical advice [698 |0 |00 [00 |05 |698 |0 [0.0 |00 |05
10Pn-PD-DIT All 698 |235 [33.7 [30.2 |37.3 [698 |218 |31.2 |27.8 |348
>20.0mm 698 |10 (14 |07 (26 (698 |12 (1.7 |09 |30
>30.0mm 698 2 (03 [00 |10 [698 |4 |06 02 [15
Medical advice [698 |0 |00 [00 |05 [698 [0 |00 |00 [05
DTPa-HBV-IPV/HIb  |All 549 187 [34.1 |30.1 |38.2 |549 |176 [32.1 |28.2 |36.1
>20.0mm 549 |11 [20 (10 |36 |5498 |15 |06 (29
>30.0mm 549 14 |07 |02 |19 [549 1 |02 00 [10
Medical advice 1549 |0 00 |00 |07 [549]0 j00 |00 |07
DTPa-IPV/Hib All 149 (53 (356 |27.9 |438 [149 |42 |28.2 |21.1 |36.1
>20.0mm 14910 |00 [00 |24 (1491 |07 o0 |[37
>30.0mm 149 10 00 |00 124 [149 1 0.7 |00 |37
Medical advice [149 |0 |00 [00 |24 (1490 |00 |00 (24

Clin

injections.

= 10Pn-PD-DiT (phase Il clinical lot) + DTPa-(HBV-)IPV/Hib + HRV
Com = 10Pn-PD-DiT (commercial lot) + DTPa-(HBV-)IPV/Hib + HRV
N= number of documented doses; n/%= number/percentage of doses followed by at least one type of symptom
Total: n/%= number/percentage of subjects/doses with at least one local symptom whatever the number of

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

Solicited general adverse events:
The most frequently reported solicited general AE during the 4-day post-vaccination period in each
group was irritability (49.6% and 49.7% of overall doses in the Clin and Com groups, respectively).
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The incidence of grade 3 solicited general AEs was at most 3.3% (diarrhoea in the Com group). No
cases of grade 3 fever (defined as rectal temperature > 40°C) were reported.

Table §: Incidence of solicited general symptoms reported during the 4-day (Days 0-3) post-
vaccination period, overall/dose (Total vaccinated cohort)
Clin Com
95% ClI 95% ClI
Symptom Type N n % | LL UL [N n|% |LL |UL
|Prowsiness All 698 1271 |38.8 [352 426 [698  [255(36.5 [33.0 [40.2
Grade 3 698 |1 01 100 08 698 |6 [09 |03 [19
Related 698 262 |375 [339 412 [698 248355 |32.0 [39.2
Grade 3 & Related 698 |1 01 100 08 [698 |6 [09 |03 [19
Medical advice 698 [0 00 |00 05 698 |0 100 |00 |05
Fever (Rectal) (°C) All £98 |320 468 M21 [496 |698 305437 |40.0 475
>38.5°C B98 |85 [12.2 |98 148 698 |77 |110 |88 |[136
>39.0°C p98 19 |27 |16 42 898 (17 |24 |14 |39
>39.5°C B398  [3 04 01 13 898 |1 [01 00 [08
>40.0 °C 698 [0 00 100 05 698 [0 00 00 |05
Related 698 308 |44.1 404 |479 |98  |294 [421 |384 459
>40.0 °C & Related 598 |0 0.0 10.0 05 698 |0 00 |00 05
Medical advice 598 |8 1.1 105 22 698 |3 [04 01 [1.3
Jirritability All £98 346 [496 |458 [53.3 |698 13471497 1459 |535
Grade 3 pa8 (12 [1.7 09 30 698 |19 |27 (16 M2
Related p98 [336 481 |444 1519 |98  [341 489 [451 [626
Grade 3 & Related 98 (12 [1.7 09 30 698 |18 126 [15 MO
Medical advice p98 |0 0.0 10.0 065 698 |0 |00 |00 [05
Loss of appetite Al p98 [208 [298 264 1333 |98  [215(308 [274 [344
Grade 3 B98 |1 0.1 10.0 08 698 |0 0.0 |00 05
Related H98 [201 [28.8 265 323 |98  [211[30.2 [268 [33.8
Grade 3 & Related 598 |1 0.1 10.0 08 698 |0 100 |00 J05
Medical advice 698 |1 0.1 10.0 08 698 |0 00 |00 05
|Diarrhoea® All B98 |71 [10.2 |8.0 127 1898 |79 [11.3 |91 [139
Grade 3 p98 (15 21 1.2 35 698 |23 |33 |21 M9
Related p98 |68 |97 |76 122 |698 |75 [10.7 |85 [13.3
Grade 3 & Related 98 15 21 1.2 35 698 [22 |32 |20 W7
Medical advice 598 |1 01 (0.0 08 698 1 [01 00 [08
\Vomiting" All 698 65 [93 |73 117 1698 |63 |80 |70 [114
Grade 3 698 5 07 (0.2 17 698 KW [06 [02 [15
Related B98 56 [8.0 |61 103 |98 |61 8.7 |68 [111
Grade 3 & Related B98 |5 07 102 17 698 W |06 |02 |15
Medical advice b98 |1 01 100 08 698 [t 101 |00 |08
Clin = 10Pn-PD-DiT (phase Il clinical lot) + DTPa-(HBV-)IPV/Hib + HRV
Com = 10Pn-PD-DiT (commercial lot) + DTPa-(HBV-)IPV/Hib + HRV
N= number of documented doses
n/%= number/percentage of doses followed by at least one type of symptom
95%CI= Exact 95% confidence interval; LL = lower limit, UL = upper limit
A Diarrhoea and vomiting were solicited due to co-administered HRV vaccine

Unsolicited adverse events:

The percentage of doses followed by at least one unsolicited symptom in the 31-day postvaccination
period was 16.2% in the Clin group and 17.0% in the Com group. The most frequently reported
unsolicited AE in each group was upper respiratory tract infection (5.0% in the Clin group and 6.0% in
the Com group).
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The percentage of doses followed by at least one unsolicited symptom considered by the investigator
to be causally related to vaccination and the percentage of doses with grade 3 unsolicited AEs in the
31-day post-vaccination period was at most 1.0% in both groups.

No grade 3 unsolicited AEs were considered by the investigator to be causally related to vaccination.

Serious adverse events:

No fatal SAEs were reported in this study. A total of 36 non-fatal SAEs were reported for 25 (5.4%) out
of 466 vaccinated subjects: 18 subjects (7.7%) in the Clin group and 7 subjects (3.0%) in the Com
group. No SAEs were considered by the investigator to be causally related to vaccination. One SAE did
not resolve (spinal muscular atrophy) and one SAE (tuberculous meningitis) was still ongoing at the
end of this study.

No subjects were withdrawn due to an AE or SAE during this study.

Assessor’'s comment: The results of this study confirm the previously reported results for Synflorix. No
further regulatory action is required based on this study.

3. Discussion on clinical aspects

The majority of the above described studies do not provide new results that change the overall benefit
risk of Synflorix, or require any further regulatory action. Study 009 cause some concern regarding the
relatively low responses to some serotypes following the catch-up vaccinations in children 12-23
months of age. However, as the MAH already has a commitment to study booster vaccination after the
catch-up schedule, no further action is currently needed.

1. RAPPORTEUR’S OVERALL CONCLUSION AND RECOMMENDATION
»  Overall conclusion

> Recommendation

X Fulfilled —

No further action required

] Not fulfilled:
1V. ADDITIONAL CLARIFICATIONS REQUESTED

Not applicable
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