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1. Assessment

Introduction

This report covers the following post-authorisation commitment undertaken by the MAH to provide:
o0 Data to D182 from a paediatric study with Pumarix, which has been designated FUM 016
o Data to D365 from the same study under Article 46

The cover note to the FUM 016 documentation contains the explanations regarding the various
submissions as detailed below. It was agreed between the MAH, EMA and Rapporteur that the
submissions to address FUM 016 and Art 46 should be made in parallel so that a single comprehensive
assessment report could be produced.

Follow-up Measure

Area Description Due Date
Clinical FUM 016: The Applicant/MAH commits to provide the clinical study report | 31-December-2012
for the following study: Study Q-Pan-021 conducted in children aged &
months- <18 years (2 primary doses of half adult dose - randomised,
observer-blind, placebo-controlled study).

Study Q-Pan-021 is a phase 2/3, randomized, controlled, observer-blind, multi-center trial to
evaluate the safety and immunogenicity of a two-dose primary vaccination series of
monovalent A/Indonesia/5/2005 (H5N1) vaccine antigen adjuvanted with AS03 in children
aged 6 months to < 18 years of age.

The study design for all subjects up to year one is composed of several analyses:

¢ Safety and immunogenicity analysis (blinded) at D42. This main analysis 21-days post-primary
vaccination will be the basis of the D42 main clinical study report.

e Safety and immunogenicity analysis (blinded) at D182. This analysis will be added into a
D182 annex clinical study report.

¢ Conclusion at study termination (unblinded) at D3835. This analysis will be added into a D385
annex clinical study report.

The study design for all consenting and eligible subjects from the placebo group after year is
also composed of several analyses:

¢ Safety analysis (unblinded) at D42. This analysis will be the basis of the DU42 main clinical study
report.

¢ Conclusion at study termination (unblinded) at D385. This analysis will be added into a DU385
annex clinical study report.

As aresponse to FUM 016, the Company is pleased to submit the Q-Pan-021 D42 main
clinical study report and D182 annex clinical study report.

Please note that the Company is submitting in parallel as agreed with EMA on 14th
November 2012 the Q-Pan-021 D385 annex clinical study report as an Article 46 within 6
months after the study completion for all subjects up to vear one (Last Subject Last Visit).

Lastly, the DU42 main clinical study report and the DU385 annex clinical study report are
planned to be submitted as an Article 46 within 6 months after the study completion for all
consenting and eligible subjects in the placebo group after yvear one (Last Subject Last Visit),
i.e. estimated date in July 2014.

The Company wishes also to highlight that it’s not currently planned to file a variation
regarding the Pumarix SmPC to reflect these data, but will wait for additional data from
ongoing paediatric studies (H5N1-032 and H5N1-013 in the currently agreed PIP EMEA-
000178-PIP01-07-M02) in order to submit a variation with a more complete set of data in
children.
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The submissions include:
e A cover letter
e A Clinical Overview

e The D42, D182 and D365 study reports as mentioned above.

Assessment

H5N1-021

This was a randomized, placebo-controlled, observer-blind, multi-centre study that compared the
safety and immunogenicity of a two-dose primary vaccination series of monovalent
A/Indonesia/5/2005 (H5N1) vaccine antigen adjuvanted with AS03 (Pumarix) in children aged 6
months to < 18 years of age vs. saline.

The study was conducted by 17 principle investigators in 3 countries (United States [11], Canada [5]
and Thailand [1]) and was initiated in March 2011.

The study objectives were as follows:
Primary:

0 To assess whether two doses of Pumarix elicited HI titres that met or exceeded the CBER
requirements and CHMP criteria in terms of SPR.

Secondary:

0 To describe at different time points the immune response to Pumarix in 3 age strata in terms
of HI titres specific for vaccine-homologous virus

e To assess whether the H5N1 SPR was =70% at Day 21
e To assess whether the H5N1 SCR was =40% on Days 21 and 42
e To assess whether H5SN1 MGI was =>2.5 on Days 21 and 42

e To describe the seropositivity rate, GMT, SCR, SPR and MGI in terms of point estimates
and 95% CI, 6 months (182 days) and 12 months (385 days) following the first dose of
vaccine.

o To further describe the immunogenicity of the vaccine regimen in the 3 age strata in terms of
microneutralization (MN) titers specific for the vaccine-homologous virus and for one or more
drift-variant viruses.

0 To describe safety in terms of solicited local and general reactogenicity events, clinical
laboratory abnormalities, unsolicited AEs, medically attended adverse events (MAEs), potential
immune-mediated diseases (pIMDs) and SAEs

Randomization was to:
o 1.9 pyg Q-Pan H5N1 vaccine adjuvanted with ASO3B (i.e. half adult dose Pumarix)

0 Saline placebo control using a 8:3 ratio.
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Centre, age strata (approximately 1:1:1 to 6 to <36 months, 3 to <9 years, and 9 to <18 years) and
history of seasonal influenza vaccination (Yes/No) in the current and prior 2 seasons, including
pandemic H1N1 vaccine, were to be used as the minimization factors in the randomization process.

The treatment groups were planned as follows:

0 Group A: adjuvanted Q-Pan H5N1 vaccine group = ~ approximately 600 subjects (— 200 per
age stratum) received half adult Pumarix doses on Days 0 and 21.

o0 Group B: saline placebo group; approximately = — 225 subjects (~ 75 per age stratum)
received saline placebo on Days O and 21.

Subjects assigned to placebo were offered Q-Pan H5N1 (as in Group A) after Day 385 and asked to be
followed for an additional 385 days.

The first dose of study vaccine was administered in the deltoid region of the non-dominant arm (or left
arm if dominance is not yet identified) to children aged =12 months or left anterolateral thigh if <12
months. The second dose was administered in the opposite limb.

Single lots of H5N1 HA antigen and of ASO3 adjuvant were used throughout.

Blood sampling was to occur on Day O, Day 21, Day 42, Day 182 (50% of subjects) and Day 385
(remaining 50% of subjects). No blood samples were to be collected from placebo group subjects who
received Q-Pan H5N1 after Day 385.

The primary immunogenicity endpoints were:
0 Vaccine virus homologous H5N1 HI antibody titres on Day 42

o SPR on Day 42

The secondary immunogenicity endpoints were:
0 Vaccine virus homologous H5N1 Hi antibody titers on Days 0, 21, 42, 182 and 385
o0 Vaccine homologous H5N1 MN antibody titers on Days 0, 21, 42, 182 and 385
o HB5N1 drift variant MN antibody titers on Days 0, 21, 42, 182 and 385

0 SPRs and GMTs: assessed by HI on Days 0, 21, 42, 182, 385; assessed by MN on Days 0, 42,
182, 385;

0 SCR assessed by HI on Days 21, 42, 182 and 385
0 MGI assessed by HI on Days 21, 42, 182 and 385

o0 Vaccine response rate (VRR) assessed by MN on Days 21, 42, 182 and 385

The analysis of immunogenicity was performed on the ATP-I cohort (primary analysis). If >5% were
excluded from the ATP-I analysis then a second analysis based on the TVC was to be performed.

For each treatment group, vaccine-homologous virus antibody responses in subjects who received two
doses of study vaccine, as demonstrated by the SPR at Day 42 for each age stratum, were evaluated
with the following hypothesis applied to each age stratum:
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o Null hypothesis: SPR <70% vs. the alternative hypothesis: SPR >70% in group with half-
volume Q-Pan H5N1 vaccine, 21 days after the second dose

Statistical tests of the primary immunogenicity endpoint were performed at an overall 0.05 type |
error, apportioned so that for each age stratum the 98.3% CI was constructed to evaluate the primary
objective. If the lower bound of the 98.3% CI for SPR was =70% for any age stratum, the study
primary immunogenicity objective was met.

Results to D42
There were 838 subjects enrolled and vaccinated, including 607 Pumarix and 231 placebo.

Of these, 813 subjects completed up to Day 42 and 25 withdrew mostly due to loss to follow-up (12
subjects). Overall 785 subjects were included in the ATP-I cohort at Day 42 (571 Pumarix).

The mean age was 86.2 months (range 6 to 215 months), the majority were White (44.7%) or Asian
(South East Asian heritage; 36.6%) and 14.6% were African American or of African heritage. Overall,
51.8% of subjects were male.

At Day 42, but not at D21, the HI immune response met the pre-defined criteria for SPR in the 3 age
strata. The criteria applied to SCR and MGI were met at Day 21 and Day 42.

All of the results based on the ATP-I cohort were confirmed in the TVC.

Synopsis Table 1: SPR for HI antibodies against the HSN1 A/Indonesia virus strain
(ATndonesia/05/2005) at Day 42 by age stratum (Day 42 ATP-I)

SFR
08.3% CI
Group Sub-group N n %o LL UL
Q-Pan BM-<36M 175 175 100 973 100
3Y-<9Y 185 184 99.5 964 100
9y-<18Y 203 20 99.0 958 999
Saline BM-<36M 64 0 0.0 0.0 72
Jy-<gY Il 0 0.0 0.0 6.5
9Y-<18Y 76 1 13 0.0 86

Q-Pan = Q-Pan HON1 1.9 pg + ASD3g

Saline = Saline placebo

BM-<36M = Children aged between & months to <36 months

3Y-<9Y = Children aged between 3 years to <8 years

9Y-<18Y = Children aged between 3 years to <18 years

N = Number of subjects with available results

nl% = Number/percentage of seroprotected subjects (HI titer = 40 1/DIL)
98.3% Cl = 98.3% confidence inferval, LL = Lower Limit, UL = Upper Limit
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Synopsis Table 2: A/Indonesia/05/2005 HI antibody parameters at Days 0, 21, and 42 by age
stratum (Day 42 ATP-T)

GMT SPR SCR MGl

Sub- 95% Cl 95% Cl 95% CI 95% ClI

Group |group  [Timing |WValue | LL | UL | % | LL | UL | % | LL | UL |[Value | LL | UL

(Q-Pan [6M-<38M |PRE 93 |51 185 |05] 00| 30

FlD21) | 387 | 339 | 442 | 587|511 | 660 |575|499 | 649 | 73 [ 64 | 84

PlIl{D42) | 7771 | 7056|8359 | 100|979 | 100 | 100 | 97.9 | 100 1485 | 1345 | 164.1
3Y-<9Y |PRE 56 | 53 | 89 |11] 01 ] 39 -

FID21) | 4456 | 392 | 509 | 596|523 | 669 |585 | 51.0 | 657 | B0 [ 70 | 91

Fll{D42) | 543.6 | 4849|6098 | 93.5] 97.0 | 100 |99.5|97.0 | 100 | %9 [ 853 | 1101
9Y-<18Y |PRE 87 | 54 | 61 |05 ] 00 | 27 -

FID21) | 353 | 31.7 | 395 | 529|458 | 599|515 | 444 | 585 | 62 [ 55 | 69

Fll{D42) | 416.2 | 3715|4662 | 99.0] 965 | 999 1990 | 965 | 999 | 724 [639 | 820

Saline [6M-<36M |PRE 93 | 50 | &7 |00 | 00 | 54 | -

FiiD21) | 52 | 50 | 54 |00 00 | 54 |00 | 00 | 54 | 10 [ 09 | 10

FlliD42) | 51 | 4% | 53 |00 00 | 56 |00 | 00 | 56 | 10 [ 08 | 10

3¥-<8Y |PRE 56 | 51 | 60 00| 00 | 51 -

FiiD21) | 54 | 50 | 57 |14 00 | 77 |00 | 00 | 841

10 108 | 10

FlliD42) | 54 | 50 | 57 |00 00 ) 51 |00 | 00 | 51 | 10 [09 ] 10

9Y-<18Y |PRE 54 | 51 | 58 |00 | 00 | 47| - - - - - -
FiiD21) | 54 | 51 | 97 |00 00 | 47 |00 | Q0 | 47 | 10 [ 09
FlliD42) | 56 | 53 |63 | 1300 | 71 |13 [ 00 | 71| 11 [ 10

Q-Pan = Q-Pan H3N1 1.9 pg + ASD3e
Saline = Saline placebo

6M-<36M = Children aged between & months to <36 months

3Y-<9Y = Children aged between 3 years to <9 years

9Y-<18Y = Children aged between 9 years to <18 years

GMT = geometnc mean antibody titer calculated on all subjects

Seroconversion defined as:

For inifially seronegative subjects, antibedy fiter = 40 1/DIL afer vaccination

For inifially seropositive subjects, anfibody fiter after vaccination = 4 fold the pre-vaccination anfibody titer

At DO just under 10% of subjects were seropositive but 1% or less were seroprotected. There was no

important difference between age strata for HI on DO but the GMTs at D42 showed an inverse

relationship to age.

The supplementary tables show the results by country (— 60 Canada, 205 Thailand and 300 US in the
Pumarix group). There was no important difference between countries for the D42 HI titres (e.g. GMTs

in the Pumarix group were 514, 560 and 554, respectively.
No neutralisation antibody data were included in the D42 report.

The safety analysis was performed on the TVC.
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During the 7 days following vaccination (either dose), the percentages of subjects reporting any
symptom (solicited or unsolicited) were 81.2% for Pumarix and 62.3% for placebo subjects. Rates did
not appear to increase with the second vs. first doses.

Injection site pain was the most frequently reported solicited local symptom (67.2% vs. 30.1%) with
Grade 3 injection site pain in 4.1% vs. 1.7%.

Synopsis Table 3: Incidence of solicited local symptoms reported during the 7-day (Days 0-6) post-
vaccination periods (Total vaccinated cohort)
Q-Pan Saline
95% Cl 95% Cl

Symptom | Type N n % LL UL | N n % LL UL
Pain All 603 405 | 672 | B33 | 709|229 | &9 301 | 243 | 365

Grade 3 603 25 41 27 | 61|29 4 17 0.5 44
Redness All 603 | 1291 229 | 1291
{mm) >100 Grade 3 | 603 11 29 | 11t
Swelling All 603 41 5.8 49 | 91 | 229 1 04 0.0 24
{mm) >100 Grade 3 | 603 - 29 | M
(Q-Pan = Q-Pan HGN1 1.9 pg + AS03s
Saline = Saline placebo

In children aged < 6 years the most commonly reported solicited general symptoms during the 7-day

post-vaccination period were irritability/fussiness and drowsiness with rates of 43.5% and 34.4%,
respectively, for Pumarix vs. 32.8% and 23.8%, respectively, for placebo recipients. Grade 3 irritability
and drowsiness were reported by 3.4% and 3.1%, respectively, in the Pumarix group and each was
reported by 1.6% of subjects in the placebo group.

The incidence of fever by dose for pooled groups was 19.2% overall including 10.6% after Dose 1 and
10.4% after Dose 2. Grade 3 fever was reported in 19 (4.6%) subjects overall including 11 (2.7%b)
subjects following Dose 1 and 9 (2.2%) subjects following Dose 2. A temperature of >40.0°C (Grade
4) was reported in 2 subjects overall including 1 (0.2%) subject following each dose. The table below
shows figures per group:

Synopsis Table 4: Incidence of solicited general svmptoms reported during the 7-day (Days 0-6)
post-vaccination periods in children less than 6 vears of age (Total vaccinated cohort)
Q-Pan Saline
95% CI 95% Cl

Symptom  [Type N n % LL uL N n % LL | UL
Drowsiness |4l 294 | 101 | 344 | 289 | 401 | 122 | 29 | 238 | 165 | 323

Grade 3 29 9 31 14 57 122 2 16 | 02 | 58
Irrtability /Al 294 128 | 435 | 378 | 494 | 122 | 40 | 328 | 45 | 418
fussiness Grade 3 29 10 34 16 6.2 122 2 16 | 02 | 58
Loss of Al 24 79 | 29 | M9 | 323 | 122 | 29 | 238 | 185 | 323
appetite Grade 3 294 8 27 12 5.3 122 4 33 | 08 | 82
Temperature / [=38.0 294 59 | 204 | 156 | B4 |12 | 20 | 172 | 110 | 251
(Axillary) (°C} (=390 294 | 14| 48 |26 | 79 |12 5 | 41 ] 13 | 93

Grade 3

=400 294 7 12 | 2

Grade 4
-Pan = G-Pan HAN1 1.9 g + AS03s
Saline = Saline placebo

In children aged = 6 years the most commonly reported solicited general symptoms during the 7-day

post-vaccination period were muscle aches, headache and fatigue. The incidence rates were 39.8%,
32.4% and 28.8%, respectively, for Pumarix and 15.9%, 16.8% and 17.8%, respectively, for placebo
recipients. Grade 3 muscle aches, headache, and fatigue were reported at rates of 2.3%, 2.6% and
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1.3%, respectively, in the Pumarix group vs. 0.9%, 2.8% and 1.9%, respectively, in the placebo

group.

For the pooled group the incidence of fever was 5.3% overall including 2.9% of subjects each following

Dose 1 and Dose 2. Grade 3 fever was reported in 6 (1.4%) subjects overall including 3 (0.7%)

subjects following each dose. The table below shows figures per group:

Synopsis Table 5: Incidence of solicited general symptoms reported during the T-day (Days 0-8) post-
vaceination periods in children at least & years of age (Total vaccinated cohort)

Q-Pan Saline
95% Cl 5% Cl

Symptom Type N n Y% LL UL N n %o LL UL
Fatigue All 3098 89 288 | 238 | 342 107 19 178 | 11.0 [ 263

Grade3d | 309 4 13 04 33 107 2 19 0.2 6.6
Gasirointestinal Al 309 42 136 | 100 | 179 107 17 159 | 95 | 242

Grade3d | 308 4 13 04 33 107 2 19 0.2 6.6
Headache Al 309 100 324 | 2712 | 319 107 18 168 | 103 [ 253

Grade 3| 308 8 26 1.1 50 107 3 28 06 8.0
Joint pain at Al 309 50 162 | 123 | 208 107 9 84 39 | 154
other location  [Grade 3 [ 309 T2 107 21
Muscle aches |l 308 123 398 | 343 | 455 107 17 159 | 95 [ 242

Grade 3| 309 7 23 0.9 46 107 1 09 0.0 5.1
Shivering All 309 25 8.1 53 | 1.7 107 7 6.5 27 | 130

Grade3d | 309 2 0.6 0.1 23 107 1 09 0.0 5.1
Sweating Al 308 25 8.1 53 | 1.7 107 4 3T 1.0 9.3

Grade3d | 309 T2t 107 T2t
Temperature /| |238.0 309 19 6.1 a7 94 107 3 28 06 8.0
(Auillary) (°C) (=390 309 5 16 | 05 | 37 | 107 1 05 | o0 | 51

Grade 3

>40.0 309 0 0.0 00 12 107 0 0.0 0.0 34

Grade 4

0-Pan = Q-Pan H5N1 1.9 g + ASD3s
Saline = Saline placebo

Overall, 244 (40.2%) Pumarix and 98 (42.4%) placebo recipients reported at least one unsolicited AE

up to Day 42 (Days 0-41). The most commonly reported events were cough, nasopharynagitis,

rhinorrhoea, pyrexia, upper respiratory tract infection and diarrhoea.
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Synopsis Table 6: Unsolicited AFEs reported by more than 5 subjects up to Dayv 42 (Days 0-41).
classified by MedDRA preferred term (Total vaccinated cohort)

Q-Pan Saline

Preferred term n Yo LL UL n % LL UL
At least one symptom 244 402 36.3 442 98 424 36 491
Cough 36 59 42 8.1 17 74 43 11.5
Nasopharyngitis 29 48 3.2 6.8 18 78 47 12
Rhinorrhoea 27 44 3 6.4 13 556 3 94
Pyrexia 24 4 25 5.8 11 45 24 8.4
Upger respiratory tract infection 23 38 24 5.6 T 3 1.2 6.1
Diarthoea 15 25 1.4 4 14 6.1 34 10
Vomiting 17 28 1.6 44 9 39 1.8 7.3
Oropharyngeal pain 17 28 16 44 I 3 12 6.1
Headache 9 1.5 0.7 28 9 39 1.8 7.3
Nasal congesfion 9 1.5 0.7 28 6 26 1 5.6
Ear infection 10 1.6 0.8 3 4 1.7 05 44
Teething 10 16 0.8 3 2 09 0.1 31
Rash & 1 0.4 21 5 22 0.7 5

Dizziness 7 1.2 0.5 24 3 1.3 0.3 37
Ear pain 5 0.8 0.3 19 3 1.3 0.3 37
Phanyngitis streptococcal 4 0.7 0.2 1.7 3 13 0.3 37
Nausea 4 0.7 0.2 1.7 2 09 0.1 31
Otitis media 4 0.7 0.2 1.7 2 09 0.1 31
Pain in extremity 4 0.7 0.2 1.7 2 09 0.1 31

Q-Pan = Q-Pan H5N1 1.9 pg + AS03g
Saline = Saline placebo

At least one MAE was reported by 87 (14.3%) in the Pumarix group and 34 (14.7%) in the placebo
group up to Day 42. The most commonly reported MAEs were ear infection, upper respiratory tract
infection and cough.

Svnopsis Table 7: Unsolicited MAFEs reported by 3 or more subjects up to Day 42, classified by
AMedDRA preferred term (Total vaccinated cohort)
Q-Fan Saline

Preferred term n e LL UL n Ya LL UL

At least one symptom 87 143 116 174 34 147 10.4 20
Ear pain 2 03 0.0 12 1 04 0.0 24
Diarrhoea 4 07 02 1.7 2 09 0.1 31
Vomiting 2 03 00 12 2 0.9 0.1 31
Pyrexia 5 0.8 03 19 2 0.9 0.1 31
Bronchiolitis 2 03 0.0 12 1 04 0.0 24
Bronchitis 2 03 0.0 1.2 3 1.3 0.3 3.7
Conjunctivitis infiective 2 03 0.0 12 1 04 0.0 24
Ear infection 7 12 05 24 3 1.3 0.3 37
Gastroenterifis 3 *3*
Gastroenterifis viral 2 03 0.0 1.2 1 04 0.0 24
Impetigo 2 03 0.0 12 2 09 0.1 31
Nasopharynagitis 4 0.7 02 17 3 1.3 0.3 3.7
(Otifis media 3 05 01 14 2 0.9 0.1 31
Ofitis media acute 3 3"
Pharyngitis 3 05 01 14 1 04 0.0 24
Pharyngitis streptococsal 4 07 0.2 1.7 3 13 03 37
Sinusitis 2 03 0.0 12 1 04 0.0 24
Upper respiratory tract infection 8 13 0.6 26 1 04 0.0 24
Viral infechion 2 03 0.0 12 1 04 0.0 24
Cough ] 1.0 04 21 3 1.3 0.3 3.7
Oropharyngeal pain 4 0.7 0.2 1.7 1 04 0.0 24
Rhinomrhosa 3 05 01 14 2 09 0.1 31

Q-Pan = Q-Pan HGN1 1.9 pg + AS03e

Saline = Saline placebo

Up to D42:
o No plIMDs were reported

o0 Two SAEs were reported but neither was fatal or considered related to the study vaccine. There
was a case of febrile convulsion in a child aged 30 months but it occurred on Day 11 post-dose.
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0 No subject prematurely discontinued due to an AE or SAE
o0 No subject reported a preghancy

Haematological and biochemical abnormalities that were deemed by the investigators to qualify as AEs
included increased blood bilirubin (2 subjects, 1 in each treatment group). Unblinded data also showed
reports of raised eosinophil count (2 subjects) and decreased neutrophil count, increased
transaminases and decreased WBC count (1 subject each).

Results to D182

A synoptic study report was provided. At D182 576 subjects from the Pumarix group (95%) and 222
from the placebo group (96%) either attended for follow-up or were contacted by telephone (n=380).
In accordance with the initial protocol sera were obtained from 308 and 108 subjects in respective
groups with very comparable numbers by age stratum.

The HI results at D182 showed that all Pumarix subjects remained seropositive although the GMT had
dropped to 64. The GMTs continued to show an inverse relationship to age, with values of 91, 57 for 3
to <9 years and 50 for 9-17 years.. There was no natural acquisition of anti-H5N1 antibody apaprent
in the placebo group in the intervening 6 month period (i.e. no change in seropositivity rate or GMT).

The SPR was 849% for Pumarix and O for placebo, the SCRs were 83% and 0 and the MGI for the
Pumarix group was 11.9. There was an inverse relationship with age as shown in the tables below.
There were no appreciable differences by country.

Table 16 Seroprotection rates (SPR) for Hl antibodies against H5N1 étraiﬁ at
Day 0 and Day 182 by age stratum (Day 182 ATP cohort for
immunogenicity)

SPR

95% CI

Strain Group Sub-group Timing [N n % LL UL
Flu A/nd/05/05 (H5N1).HA Ab  |Q-Pan BM-<36M FRE 107 [0 00 oo (34
PI{D182)|84 80 952 883 [98.7

3Y-<9Y PRE 101 0 00 |00 |36

PII(D182)|89 75 843 750 (911

ay-<18Y PRE 100 0 00 00 |38
PII{D182) |87 63 724 618 (815

Saline 6M-<36M PRE 36 0 00 o0 |97
PII(D182)[29 0 00 |00 |18

3Y-<QY PRE 37 0 00 0.0 |95
PII{D182)|34 0 00 |00 |03
gy-<18Y PRE 35 0 00 0.0 [10.0
PII(D182)|31 0 00 |00 [112

Table 17 Seroconversion rate (SCR) for Hl antibodies against I-.I5N1 §1rain' at
Day 182 by age stratum (Day 182 ATP cohort for immunogenicity)

SCR

95% Cl

Strain Group Sub-group N n % LL UL
Flu Allnd/05/05 (HSN1)HAAb  |Q-Pan BM-<36M 84 80 |92 883 987
3¥-<9Y 89 75 B3 780 911
ay-<18Y 87 61 701 |584 |795
Saline BM-<36M 29 0 00 Joo |18
3y-<gyY 34 0 00 joo |03
ay-<18Y 3 0 00 Joo 112
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Table 18

Mean geometric increase (MGI) for HI antibodies against HSN1 strain
at Day 182 by age stratum (Day 182 ATP cohort for immunogenicity)

MGl

95% CI

Strain Group Sub-group N Value LL UL
Flu A/Ind/05/05 (HSN1)HA Ab ~ |Q-Pan 6M-<36M a4 178 15.3 208

(1/DIL)

J¥-<gY a9 11.0 97 124
9Y-<18Y a7 88 75 104

Saline fM-<36M 29 10 09 10

3¥-<8Y u 1.1 1.0 12

9Y-<18Y 3 10 09 12

There are no data reported on neutralising antibody titres.

By D182 6 Pumarix and 1 placebo subject had reported SAEs. These have no been unblinded by

treatment group but review of these events does not suggest any relationship to vaccine.

After the cut-off date the synopsis mentions that a case of Type 1 diabetes was reported and the case

was unblinded to reveal that this subject actually received placebo.
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Results to D385

A synoptic study report was provided for the unblinded D385 data. The D385ATP-I comprised 372
subjects — 268 Pumarix and 104 placebo — with slightly lower numbers from the lowest age cohort vs.
the older cohorts (108, 126 and 138).

Almost all in the Pumarix group were still seropositive (98%) vs. 6% in the placebo group and GMTs
were 33 vs. 5.

In the Pumarix group 53% were seroprotected, 50% met the SCR criterion and the MGI was 6. The
tables below show these results by age cohort and demonstrate that the age-related apttern of GMTs
was maintained. There were no important differences by country.

Table 23 Seropositivity rates and GMTs for HI antibodies against H5N1 strain
at Day 0 and Day 385 by age stratum (Day 385 ATP cohort for
immunogenicity)

210 1/DIL GMT
95% CI 95% CI
Antibody Group |Sub-group |Timing [N |n |% |[LL |UL |value|LL |UL |Min |Max

Flu A/lnd/05/05 (HSN1).HA Ab |Q-Pan |6M-<36M |PRE 7716 |78 |29 |162]54 |51 |58 |<10.0{28.0
PII(D385) |63 |63|100 [94.3]100 |656 [55.9]76.9|14.0 |320.0
3y-<9y  |PRE 89 |15[16.9/19.8 |26.3]6.0 |55 |6.6 |<10.0{40.0
PII(D385) |85 |85|100 |95.8]100 |32.8 |28.1|38.4]10.0 |160.0
9y-<18Y |PRE 101]16[15.8]9.3 (244159 |54 6.5 |<10.0140.0
PII(D385) |95 |90|94.7|88.1]98.3|1216 [18.6]25.1|<10.0|226.0
Saline [6M-<36M [PRE 31 |4 [12.9|36 [298][55 |50 [b.1 [<10.0{14.0

PI(D385)|26 [1 |3.8 |0.1 |1965.1 49 |54 |<10.0/10.0
3y-<9y  |PRE 36 |7 |19.4/82 [36.0]59 [5.2 |66 |<10.0)20.0
PI(D385) (34 |3 [8.8 [1.9 |23.7]54 |49 |58 |<10.0/14.0
9y-<18Y |PRE 37 |4 110.8/3.0 254155 [5.0 |6.0 |<10.0/14.0
PII(D385)[36 |2 [5.6 [0.7 |18.7]53 4.8 |59 |<10.0/28.0

Table 24 Seroprotection rates (SPR) for Hl antibodies against H5N1 étraiﬁ at
Day 0 and Day 385 by age stratum (Day 385 ATP cohort for
immunogenicity)

SPR
95% CI
Strain Group  |Sub-group Timing N [n |% JLL UL
Flu Alind/05/05 (HSN1) HA Ab Q-Pan  |BM-<36M PRE {110 [00 (00 |47
PID3B5) |63 |54 857 (746 [93.3
3Y-<9Y PRE 89 12 [22 |03 |79
PID3B5) |85 |47 553 [441 [66.1
9Y-<18Y PRE 101 1 10 |00 [b4
PID3BS) |95 |27 (284 [196 |386
Saline  |6M-<36M PRE 3 10 |00 joo 112
PID38S |26 |0 |00 |00 |132
3Y-<9Y PRE 3 |0 [00 (00 |97
PID38S |34 10 00 (00 103
9Y-<18Y PRE 37 10 [00 (00 |95
PI(D385 136 [0 100 |00 1|97
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Table 25 Seroconversion rates (SCR) for Hl antibodies against H5N1 strain at

Day 385 by age stratum (Day 385 ATP cohort for immunogenicity)

SCR

95% CI

Strain Group Sub-group N [n |% LL UL
Flu A/lnd/05/05 (H5N1). HA Ab Q-Pan b6M-<36M 63 |53 841 |727 [921
3Y-<9y 84 |45 536 424 |p45

9y-<18Y 95 |23 242 |160 [341
Saline bM-<36M 26 [0 00 00 ]132
3y-<9y 34 10 00 100 [103

9y-<18Y 3 0 00 00 |97

Table 26 Mean geometric increase (MGI) for HI antibodies against H5N1 strain

at Day 385 by age stratum (Day 385 ATP cohort for immunogenicity)

MGl

95% CI

Strain Group  [Sub-group N |value |LL |UL
Flu Alind/05/05 (H5N1).HA Ab (1/DIL) Q-Pan  |6M-<36M 63 [121 103 [14.2

Jy-<9Y 84 |55 47 |66

9Y-<18Y 9% |36 31 |43

Saline  |6M-<36M 26 10 09 |11

<9y 34 109 08 |10

9Y-<18Y 36 [10 08 |11

From Day O to the Day 385 contacts, at least one MAE was reported for 189 (31.1%) and 77 (33.3%)
in the Pumarix and placebo group, respectively.

SAEs were reported for 8 subjects (1.3%) and 4 subjects (1.7%) per group. No fatal SAEs were
reported. None of the SAEs was considered related to Pumarix.

One pIMD was reported in the Pumarix group but this concerned alopecia assessed as not related to

study vaccine by the investigator.

Two subjects reported a pregnancy resulting in one spontaneous abortion and one healthy live birth.

Haematological and biochemical abnormalities that were deemed by the investigators to qualify as
MAEs through the Day 385 contact included:

— increased AST in 2 Pumarix and one placebo group subject

— increased ALT in 2 Pumarix subjects

— increased blood bilirubin, increased red blood cell count, increased haemoglobin, increased
haematocrit (each reported in 1 subject in the Q-Pan group)

— decreased haematocrit and a haemoglobin abnormality (each reported in 1 subject in the

placebo group).
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2. Rapporteur’s overall conclusion and further action if
required

The study demonstrates that two half adult doses of Pumarix are highly immunogenic from the age of
6 months up to 17 years in healthy subjects. A single dose was not adequately immunogenic and
therefore the data do support a 2-dose regimen.

The data raise the possibility that even lower doses of antigen and/or adjuvant could be used,
especially in the youngest age groups, and/or that a different ratio of antigen/adjuvant could be used.
However, the neutralising antibody data are currently awaited from both studies.

The data to D385 indicate that seropositivity rates remained high despite and the falls in
seroprotection rates were very much as expected from other datasets.

The inclusion of a placebo group is unusual in this age group but it allows for a clear assessment of the
safety of Pumarix. This has already been described to be a reasonably reactogenic vaccine and there
are no new concerns raised by the data.

There are no very urgent implications for the Pumarix SmPC based on these data since no usage of
H5N1 adjuvanted vaccine is ongoing. It is agreed that a single variation may be filed when the
complete data from the ongoing paediatric studies become availabie.

X PAC fulfilled (all commitments fulfilled) - No further action required

] PAC not fulfilled (not all commitments fulfilled) and further action required:
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