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l. SCIENTIFIC DISCUSSION
1.1. Introduction

Pandemrix was granted Marketing Authorisations in the EU in May 2008, with use being restricted to
subjects aged 18-60 years in section 4.2 of the summary of product characteristics (SPC) due to lack of
data outside of this age range. The granting of the initial Marketing Authorisation was based on a
mock-up vaccine derived from A/VietNam/1194/2004 (H5N1) like strain (NIBRG-14).

Following the declaration of the pandemic by WHO, the MAH applied for a strain change to include
the pandemic H1N1v strain.

The currently approved vaccine contains split influenza virus with a haemagglutinin: content
equivalent to 3.75 micrograms derived from A/California/7/2009 (H1IN1)v-like strain (X-179A).
Thevirusis propagated in eggs and the approved vaccine is manufactured in Dresden.

The vaccine also contains the marketing authorisation holder’s (MAH) proprietary-adjuvant AS03,
which is composed of squalene, DL-a-tocopherol and polysorbate 80.

The MAH applied to update sections 4.2 and 5.1 of the Summary of Product Characteristics (SPC) for
Pandemrix H1N1 to reflect newly available post dose 2 efficacy and safety results from a clinica
study in adults 18-60 years of age (D-PAN-H1N1-007).

In submitting the above mentioned data from study 010 the MAH-also fulfilled the Specific Obligation
to provide an abridged report for: post dose 2 data from study D-PAN H1N1-007 (SO2 50.1).

In addition, this procedure discusses data in young-adults 10-17 years of age who have received a
single adult dose in study HIN1- 010., while the-data’in children 3-9 years of age from thistria are
being discussed in variation 11-33.

Study HIN1010 provided post-dose 1 data-with the adult dose in subjects aged 10-17 years. Since
these data in subjects aged 10-17 years from study HIN1- 010 are pertinent to the use of adult doses,
the CHMP considered that the information on use of the adult dose in subjects aged 10-17 years
including the newly available safety data from this population should be added to the SPC and PL .

The data on administration of ‘an adult dose to children 3-9 years of age in study H1IN1-010 are under
separate assessment within the scope of variation 11-33.

12 Clinical aspects
D-PAN H1N1-007

Thisisan ongoing study in 130 Belgian adults aged 18-60 years who have been randomised (1:1) with
stratification by age (18-40, 41 to 50 and 51 to 60 years; 2:1:1) to receive:

e Group A: (N=64) two doses 21 days apart of HA (3.75uQ0) adjuvanted with AS03, = Pandemrix
H1N1v as approved

e  Group B: (N=66) two doses 21 days apart of HA 15 ug (derived from the same HIN1v strain)
without adjuvant.



The vaccines are of the following content:

Composition and vaccine formulations used in D-Pan-H1N1-007

Study Strain HA dose | Adjuvan | Injecte
number (ng)* t dose** d
volume

D-Pan- | A/Cdifornial7/{ 3.75 g AS03,, 0.5mL
HIN1- | 2009(HINZI)v-| (0.25mL) (0.25

007 like 15 pg/m mL)
+
AS03,
A/Cdifornial7/| 15ug - 0.5mL
2009(HIN1)v-| (0.5mL)
like 30 pg/ml

HA : haemagglutinin

AS03,: GSK Biologicals' proprietary adjuvant containing the oil-in-water. SB62 emulsion,
consisting of an oil phase containing DL-o-tocopherol and squalene, and .an aqueous phase
containing the non-ionic detergent Tween 80

The primary objective isto demonstrate that two doses of vaccine containing 3.:75.ug HA derived from
A/California/7/2009 (HIN1)v-like strain with ASO3A results in an HI immune response to vaccine-
homol ogous virus that meets or exceeds the CHMP criteria applied to seasonal influenza vaccines.

The study is observer-blinded i.e. vaccine recipients and those responsible for the evaluation of any
study endpoint are unaware of which vaccine was administered.

Blood samples for evaluation of HI antibody immune response are drawn prior to (Day 0) vaccination
and at Days 21, 42, 182 and 364 after the first vaccination.

HI antibody is determined in GSK Biologicals -central laboratory (SSW, Dresden, Germany) using
standardised procedures with adequate controls validated by GSK Biologicals as previoudy described.

The data from days 0, 21 and 42 reported.below originate from testing of al sera in parald. This
means that the DO and D21 data differ dlightly from those previoudy reported in variation 11-019 as a
result of assay variability. This Pl is therefore updated with these values in section 5.1

The synoptic report included inthe submission also provided data on cell-mediated immunity (CMI).
Subsequent analyses will.be performed after all data will become available for Day 182 and Day 364.

Results reported as of .19 November 2009

The mean age at the time of the first vaccination was 38.6 + 13.78 years (mean + SD) for all subjects.
Mean ages were 26.2 + 6.40 years for subjects randomised to the 18-40 years age stratum and 51.0 +
5.31 for subjectsrandomised to the 41-60 years age stratum. Femal es outhumbered males in this study.
Of the 130 enrolled, 129 subjects received the second dose and one subject was lost to follow-up.

Subjectswho received study vaccine doses (T otal vaccinated cohort)

HIN1+AS03 HIN1 Total
N = 64 N =66 N =130
Total number of n % n % n %
doses received
1 1 1.6 0 0.0 1 0.8
2 63 984 66 100 129 99.2
Any 64 100 66 | 100 130 | 100

At Day 0 overall seropositivity rates were 38.3% and 42.4% in the two vaccine groups and Geometric
Mean Titer (GMT) values were 8.8 and 10.8. All subjects were seropositive at Day 42. In the



H1N1+AS03a group there was a clear increase in the GMT from D21 to D42 regardless of baseline HI
serostatus.

Seropositivity ratesand GM Tsfor HI antibodies (ATP cohort for immunogenicity)

>=10 1/DIL GMT
95% Cl 95% ClI
Group Pre-  Timing |N n % | LL | UL | value LL UL Min | Max
vacc
status
HIN1+ASO S- PRE 37 0 00 00 95 5.0 5.0 50 <10.0 <10.0
3
PI(D21) |37 37 100 |90.5 100 2349 | 167.6  329.3 |40.0 1280.0
PlI(D42) 37 37 100 905 100 @ 566.7 @ 4454 = 721.0 80.0/1810:0
S+ PRE 23 23 | 100 ' 85.2| 100 | 21.9 14.9 320 .10.0. 160.0
PI(D21) 23 23 | 100 852|100 5938 | 369.0 @ 955.4 .1'57.015120.0
PlI(D42) 22 22 | 100 1846 100 7732 | 537.6 @ 1112.1160.0/5120.0
Total |PRE 60 23 383 26.1 518 88 7.0 11.1 <10.0 160.0
PI(D21) |60 60 | 100 94.0 100 3352 | 250.1. +449.2 | 40.0 5120.0
Pli(D42) 59 59 100 | 93.9 100  636.3 | 520.9. 777.3 |80.0 5120.0
HIN1 S- PRE 38 0 [ 00]00 93 5.0 50 50 |<10.0 <10.0
PI(D21) |38 37 9741862 999 2048 | 1304  321.7 |<10.0/2560.0
Pli(D42) 38 38 100 |90.7 100 2549 | 1885  344.8 |40.01810.0
S+ PRE 28 28 | 100 ' 87.7| 100 | 30.8 20.0 474 1 10.0 453.0
PI(D21) |28 28 | 100 87.7 | 100°. 5449 | 3289 « 902.7 | 40.0 7240.0
Pli(D42) 28 28 | 100 87.7+ 100 5059 | 3149 8129 | 40.0 51200
Total |PRE 66 28 | 424 303 552 108 8.1 14.4  <10.0 453.0
PI(D21) |66 65 985 91.8 100 310.2 | 2188 @ 439.7 <10.07240.0
Pli(D42) |66 66 | 100 94.6 | 100 341.0 | 259.9 = 4473 | 40.0 5120.0

At Day 42, HI responses in subjects from both study groups exceeded al the CHMP criteria. In the
HIN1+ASO3A group the SCR was 98.3%, the SCF was 72.9 and the SPR was 100.0%. For GMTs,
SCR and SCF a general trend towards lower estimates in the unadjuvanted group was observed.

As shown in the tables below the CHMP criteria were also met in each of the sub-groups according to
HI baseline serostatus. The SCFs in the AS03-adjuvanted vaccine group showed increases from D21
to D42 regardless of baseline serostatus. In the unadjuvanted group there was an increase only in those
seronegative at baseline, reflecting the modest increasein GMT observed in this subset.



Seroprotection rates (SPR) for HI antibodies (ATP cohort for immunogenicity)

95% ClI
Group Pre-vacc [Timing |N n % LL UL
status
HIN1+AS03 S- PRE 37 0 0.0 0.0 9.5
PI(D21) |37 37 100 90.5 100
PlI(D42) |37 37 100 90.5 100
S+ PRE 23 7 304 132 529
PI(D21) |23 23 100 85.2 100
PlI(D42) |22 22 100 84.6 100
Total PRE 60 7 117 48 22.6
PI(D21) |60 60 100 94.0 |100
PlI(D42) |59 59 100 93.9 100
HIN1 S- PRE 38 0 0.0 0.0 9.3
PI(D21) |38 34 895 752 971
PlI(D42) 38 38 100 90.7 _ |100
S+ PRE 28 12 429 245628
PI(D21) |28 28 100 87.7 . 1100
PlI(D42) 28 28 100 87.7+ 100
Total PRE 66 12 18.2- 938 29.6
PI(D21) |66 62 939 . 852 983
Pli(D42) |66 66 100 946  |100

Seroconversion factor (SCF) for HI antibodies (ATP cohort for immunogenicity)

95% Cl
Group Sub-group Timing N Value LL UL
HIN1+AS03 |S- PI(D21) |37 47.0 335 65.9
Pli(D42) |37 113.3 89.1 144.2
S+ PI(D21) |23 27.2 16.2 454
Pli(D42) |22 34.7 21.1 56.8
Total PI(D21) |60 38.1 28.6 50.7
PIi(D42) |59 72.9 55.4 95.9
HIN1 S- PI(D21) |38 41.0 26.1 64.3
PlI(D42) |38 51.0 31.7 69.0
S+ PI(D21) |28 17.7 9.9 315
Pli(D42) |28 16.4 9.5 28.4
Total PI(D21) |66 28.7 20.0 41.2
PIi(D42) |66 315 23.1 43.2




Seroconversion rate (SCR) for HI antibodies (ATP cohort for immunogenicity)

SCR
95% Cl

Group Sub-group  |Timing N n % LL UL
HIN1+AS03  S- PI(D21) 37 37 100 905 100
PlI(D42) 37 37 100 905 100

S+ PI(D21) 23 22 95.7 781 99.9

PlI(D42) 22 21 955 772 199.9

Total PI(D21) 60 59 983 91.1 100

PlI(D42) 59 58 98.3 909 |100

HIN1 S- PI(D21) 38 34 895 752 971
PlI(D42) 38 38 100 90.7 100

S+ PI(D21) 28 22 786 59.0 917

PlI(D42) 28 23 821 631 939

Total PI(D21) 66 56 848 739 925

PlI(D42) 66 61 924 832 _..975

The MAH provided the HI responses by age strata 18-40 and 41-60 years and baseline serostatus. The
CHMP criteria were met in both age strata in both vaccine groups and regardiess of baseline
serostatus. However, the GMTs after each dose were lower in the older-age stratum.

HI responses at D21 and D42 by age strata 18-40 and 41-60 years

210 DIL GMT SPR SCR SCF
95% CI 95% CI 95% ClI 95% CI 95% ClI

Timing N % LL UL valuelLL UL . % LL UL % LL UL valuelLL UL
Group HIN1 + ASO3A Overall
PRE 60 383 26151888 70 111 11748 226- - - - - -
PI(D21) 60 100 94.0 100 335.2 250.1 449.2 100 94.0 100 98.3 91.1 100 38.1 28.6 50.7
PI1(D42) 59 100 93.9 100 636.3.520.9 777.3 100 939 100 98.3 90.9 100 729 55.4 95.9
18-40 years stratum
PRE 28 286 13.2 48.7.74 56 9.9 71 09 235- - - - - -
PI(D21) 28 100 87.7 100 561.2 371.9 8469 100 87.7 100 100 87.7 100 61.7 43.2 88.0
PI1(D42) 28 100 87.7 100 790.0 589.2 1059.3 100 87.7 100 100 87.7 100 106.3 79.8 141.6
41-60 year s stratum
PRE 32469 29.1 653102 71 147 15653 328- - - - - -
PI(D21) 32:100- 89.1 100 255.0 171.4 379.3 100 89.1 100 96.9 83.8 99.9 25.0 16.8 37.1
PI1(D42) 31 100 88.8 100 523.4 399.4 685.7 100 88.8 100 96.8 83.3 99.9 51.8 33.6 79.9
Group'HIN1 Overall
PRE 66 424 30.3 552 108 81 144 18298 296- - - - - -
PI(D21) 66 98.5 91.8 100 310.2 218.8 439.7 93.9 85.2 98.3 84.8 73.9 925 28.7 20.0 41.2
PlI(D42) 66 100 94.6 100 341.0 259.9 447.3 100 94.6 100 92.4 83.2 97.5 31.5 23.1 43.2
18-40 years stratum
PRE 33455 281636131 81 214 242111423- - - - - -
PI(D21) 33 100 89.4 100 588.5 385.7 897.8 97.0 84.2 99.9 90.9 75.7 98.1 44.8 26.6 75.6
PI1(D42) 33 100 89.4 100 570.3 408.1 797.0 100 89.4 100 93.9 79.8 99.3 434 26.8 70.3
41-60 yearsstratum
PRE 3339422957989 66 121 12134 282- - - - - -
PI(D21) 33 97.0 84.2 99.9 1635 101.2 264.1 90.9 75.7 98.1 78.8 61.1 91.0 184 11.4 29.7
[(D42) 33100 89.4 100 203.9 142.0 292.6 100 89.4 100 90.9 75.7 98.1 229 15.4 34.0




The MAH also provided the HI responses by age strata 18-40, 41-50 and 51-60 years by baseline
serostatus. The CHMP criteria were met in all age strata in both vaccine groups and regardless of
baseline serostatus. However, the GMTs after each dose were amost always lowest in the oldest of
these three age strata.

Similar analyses were provided according to history of influenza vaccination and again this had no
impact on meeting CHMP criteriain any age stratum.

The oldest group (51-60 years) generally showed the lowest responses as outlined in the tables below
in which results are presented according to basdline serostatus. The responses in this group also met
the CHMP criteria.

Seropositivity ratesand GM Ts (ATP age stratum 51-60)

>= 10 1/DIL GMT
95% Cl 95% Cl
Group Pre-  [Timing |N n % |LL UL |alue |LL UL Min "~ [Max
vacc
status
HIN1+ASO |S- PRE 9 0 00 (0.0 (336 5.0 5.0 5.0 <10.0/<10.0
3
PI(D21) |9 9 100 |66.4 |100 |100.8  |49.8 2040  |40.0 |640.0
PlIi(D42) |9 9 100 |66.4 |100 |419.0 J191.0° |919.2 |80.0 |1280.0
S+ PRE 7 7 100 |59.0 (100 [21.0 8.1 54.4 10.0 |160.0
PI(D21) |7 7 100 |59.0 |100 |353.7+. ~|107.2  |1166.7 |57.0 |1810.0
Pli(D42) |6 6 100 |54.1 |100 .1678.0. -~ [322.6  |1424.8 |226.0|1810.0
HIN1 S PRE 13 0 00 (0.0 24750 5.0 5.0 <10.0/<10.0
PI(D21) |13 12 92.3 |64.0 99.87|73.9 318 1717  |<10.0(1280.0
Pli(D42) |13 13 100 |75.3/100 |133.0 |73.3 2412 |40.0 |1280.0
S+ PRE 4 4 100.0(39.8 |100 |[15.4 5.4 43.7 10.0 |40.0
PI(D21) |4 4 100 [39.8 |100 [269.1  |40.9 1769.9 |80.0 |1280.0
Pli(D42) |4 4 100 [39.8 |100 [226.3 |54.5 939.8  |80.0 |640.0
SPR (ATP age stratum 51-60)
Strain Group Pre-vacc Timing [N n % LL UL
status
Flu AICAL/09.HAL Ab HIN1+AS03 S- PRE 9 0 0.0 0.0 33.6
PI(D21) |9 9 100 66.4 (100
PII(D42) |9 9 100 66.4  |100
S+ PRE 7 2 286 3.7 71.0
PI(D21) |7 7 100 59.0  |100
PII(D42) |6 6 100 541  |100
Total PRE 16 2 125 |16 38.3
PI(D21) |16 16 100 79.4  |100
PII(D42) |15 15 100 78.2  |100
HIN1 S PRE 13 0 0.0 0.0 24.7
PI(D21) |13 10 769 1462 |95.0
PII(D42) |13 13 100 753  |100
S+ PRE 4 1 250 0.6 80.6
PI(D21) |4 4 100 39.8 |100
PII(D42) |4 4 100 39.8  |100
Total PRE 17 1 5.9 0.1 28.7
PI(D21) |17 14 824 56.6 96.2
PIi(D42) |17 17 100 80.5 |100




SCR (ATP age stratum 51-60)

Strain Group Sub-group  [Timing N n % LL UL
Flu A/ICAL/09.HAL Ab HIN1+AS03 |S- PI(D21) 9 9 100 |66.4 |100
PlI(D42) 9 9 100 |66.4 |100
S+ PI(D21) 7 6 85.7 421 |99.6
PlI(D42) 6 5 833 (359 (996
Total PI(D21) 16 15 93.8 [69.8 [99.8
PlI(D42) 15 14 93.3 [68.1 (998
HIN1 S- PI(D21) 13 10 769 (462 [95.0
PlI(D42) 13 13 100 |75.3 |100
S+ PI(D21) 4 3 750 194 199.4
PlI(D42) 4 3 75.0 (194 994
Total PI(D21) 17 13 76,5 [50.1° 1193.2
PlI(D42) 17 16 94.1 «[71.3 ]99.9

SCF (ATP age stratum 51-60)

Vaccine strain Group Sub-group Timing N Value LL UL
Flu AICAL/09.HAL Ab (1/DIL)  |HIN1+AS03 |S- PI(D21) |9 20.2 10.0 40.8
PlI(D42) |9 83.8 38.2 183.8
S+ PI(D21) A7 16.9 41 70.0
Pli(D42) . |6 30.2 7.0 130.3
Total PI(D21) |16 18.6 9.9 35.1
Pli(D42) |15 55.7 27.9 111.2
HIN1 S- PI(D21) |13 14.8 6.4 34.3
PlI(D42) |13 26.6 14.7 48.2
S+ PI(D21) |4 17.5 1.2 264.6
Pli(D42) |4 14.7 15 148.8
Total PI(D21) |17 15.4 7.4 31.9
Pli(D42) |17 23.1 132 40.6

Neutralising antibodies

Neutralising antibodies (NA) at Day 0, day 21 and day 42 have been evaluated on a subset of 28
subjects from the AS03 group and 30 subjects from the unadjuvanted vaccine group at Viroclinics
laboratory. The Viroclinics NA assay is known to be less sensitive than GSK’s. The differences are
likely due to assay protocol specificities, such as the short incubation time (1h) of the mix
serum/virus/cells.

NA seropositivity rates at DO were imbalanced at 28.6% in the ASO3 group and 56.7% in the non-
adjuvanted vaccine group and in each group showed a trend to increase with age. At D21 rates
increased to 96.4% and 97.6% for adjuvanted and non-adjuvanted groups, respectively, and to 100%
for both groups post-dose 2.

GMTs were low at Day 0 but D21 GMTs were 152.3 (adjuvanted group) and 89.9 (non-adjuvanted
group) with a further increase at D42 (243.8 and 144.9). Seroconversion rates reached 75.0% and
73.3% post-dose 1 but were 96.9% vs. 76.7% at D42

The analysis by age strata showed an overall trend to alower response to each vaccine with increasing
age. Results in the youngest and oldest stratum also showed a larger difference between adjuvanted
and non-adjuvanted vaccine groups with increasing age but the results for the 8 subjects aged 41-50
years did not show this difference.



Cell mediated immune response (CMI)

The CD4 T-cell response observed after dose 2 was markedly higher in the HIN1 + AS03, group as
compared to the HIN1 group. A consistent trend for a further increase in the CD4 T-cell response was
observed from D21 to D42 in the HIN1 + ASO3 5 group, whatever the antigen used for stimulation in
vitro (split antigen or HA peptide pool). A smaller increase was observed after stimulation with the
HA peptide pool in the HIN1 group.

There was no detectable effect of vaccination on the frequency of antigen-specific CD8 T-cells with
the assay method used.

H1N1-010 - post dose 1 HI data in subjects aged 10-17 years

D-PAN H1IN1-010 is an ongoing study that commenced on 10 September 2009 at five study Sites in
Spain.

The study planned to enrol 200 subjects aged 3-17 years with stratification by age groups 3-5, 6-9 and
10to 17 yearsin aratio of 1:1:2.

All subjects were to receive two doses of Pandemrix three weeks apart, given into the deltoid muscle
of the non-dominant arm. The vaccine comprised the following content and lots:

Composition and lot number s of vaccine formulations used in D-Pan-H1N1-010
Study Strain HA dose | Adjuvan | Injecte Vaccine lot
number (no)* t dose** d Antigen Adjuvant
volume | container container
D-Pan- | A/Cdifornial7/| 3.75ug AS03,, |~0.5mL | DFLSA013 | AAO3A209
HIN1- | 2009(HINZI)v-| (0.25mL) (0.25 A C
010 like mL.)
HA : haemagglutinin
AS03,: GSK Biologicals' proprietary adjuvant containing the oil-in-water SB62 emulsion, consisting
of an oil phase containing DL-[1-tocopherol and sgualene, and an aqueous phase containing the non-
ionic detergent Tween 80

The sequential co-primary objectives are:

e To evauate whether the humoral immune response after two doses meets or exceeds the CHMP
criteria (as applied to adults age 18-60 years and to seasonal influenza vaccines) at day 42 in
children aged 3to 17 years.

e To evaluate superiority in terms of HI response to a 6-month booster compared to the D42
response. The criteriafor success require a lower limit of the two-sided 95% confidence interval
(CI) for the geametric mean titer (GMT) ratio (at seven days after a 6-month booster after 2-dose
primary vaccination / 21 days after the first dose) > 2.0.

The secondary objectives are:

e ToassessHI responsesat D21, D42 and M6

To assess HI responses 7 days, six months and one year after the booster

To describe the response by age strata

To describe the NA response at each time point in a subset of sera

To evaluate safety in terms of selected biochemistry safety parameters at Day 0, 21, 42, at Month

6, and Month 6 + 7 days.

e To evaluate safety and reactogenicity after each dose in terms of 7-day solicited local and general
symptoms, unsolicited AEs, medically attended AEs (MAES), AEs of specific interests (AESIS)
or potential Immune Mediated Diseases (pIMDs) and SAEs

Exploratory objectives include evaluation of the CMI response and immune responses to drifted
variants. Also, to describe the occurrence of lab-confirmed (HIN1)v cases (including drifted variant
cases) during the entire study period.



HI antibody is determined in GSK Biologicals central laboratory (SSW, Dresden, Germany) as
previoudly described.

The Total Vaccinated cohort and ATP cohort are defined asin all other GSK studies.
The analysis of immunogenicity presented in this summary was performed on the TVC in order to
provide preliminary post Dose 1 results based on non-cleaned data.

Study Results -post dose 1 in 10-17 year old subjects (full adult dose) :

Overall, there were 100 subjects in the 10-17 years group. Of these, 97 subjects completed the trial.
For the three non-completers in the 10-17 years group parental consent for participation was
withdrawn and the reason for withdrawal was not due to an AE.

The mean age at the time of the first vaccination was 13.3 years. Females dightly outnumbered males
in this study as outlined in the table below

Demography: age (in years) at vaccination dose by gender (Total vaccinated cohort)

Sub-group Sex N N with MEAN SD MIN MAX
age
10-17Y F 61 61 13.6 243 10 17
M 39 39 12.9 1.83 10 17
Total 100 100 133 2.23 10 17

A history of seasonal influenza vaccine was obtained from 11/89 subjects aged 10-17 years.

The DO HI seropositivity rate was 39% in the 10-17 years age group, resembling that reported in
adults aged 18-60 years in studies 007 and 008. At'D21 all subjects were seropositive. The highest
GMT was noted in the 10-17 years age group (699.7)-and GMT values increased with age.

H1IN1 HI Antibodies against A/California/7/2009 (H1N1) - 10to 17 yearsage stratum

>=10 1/DIL GMT SPR SCR* SCF
95% ClI 95% CI 95% CI 95% CI ‘ 95% ClI
Timin N | %  LL UL value LL UL | % LL UL | % LL UL |valu| LL UL
[6] e
PRE 100 39.0 29.4 493 10.9 |84 142 |17.0 10.2 25.8 - - - = = =
PI(D2197 100 96.3 100 699.7 |583.7 838.8 100 96.3 100 96.9 91.2 99.4 |69.0 54.9 86.7

In adolescents from 10-17 years the baseline status was comparable with that observed in adults in
studies HIN1-007 and HIN1-008. The GMT reported in study 010 in this age group closely resembles
that reported at D21 in subjects aged 18-40 yearsin studies 007 and 008 (561 and 607).

SCR at Pl (D21) in subjectsaged 10-17 years

SCR
95% ClI
Strain Group Sub-group |  Timing N n % | LL | UL
Flu A/CAL/7/09.HA1 Ab HIN1+ASO3A| 10-17Y PI(21) 97 | 94 1969 91.2|994

10




SCF at PI (D21) in subjectsaged 10-17 years

SCF
95% ClI
Vaccine strain Group Sub-group | Timing N Vadue LL UL
Flu A/ICAL/7/09.HA1 Ab |[HIN1+ASO3A| 10-17Y | PI(21) 97 69.0 54.9 86.7
(/DIL)
SPR at PI (D21) in subjectsaged 10-17 years
SPR
95% CI
Strain Group Sub-group |Timing| N n % | LL { UL
Flu A/CAL/7/09.HA1Ab | HIN1+ 10-17Y PRE | 100 17 | 17.0| 10.27] 25.8
ASO3
PI(21) | 97 97 | 100./96.3 | 100
Clinical Safety

Study H1IN1-007

The four tables below summarise the reporting rates for total, Grade 3 ‘and vaccine-related (all and
Grade 3) local and genera solicited symptoms after each dose, per.dose and per subject. These rates
did not increase after the second dose compared to the first dose in ther vaccine group. However, the
higher rates in the adjuvanted vaccine group compared to. the unadjuvanted vaccine group were
maintained after dose 1 and dose 2.

Incidence and nature of symptoms (solicited and unsolicited) reported during the 7-day (Days O-
6) post-vaccination period following each dose and overall (Total vaccinated cohort)

Any symptom General symptoms Local symptoms
95% Cl 95% ClI 95% ClI
Group N n «% LL UL N n % |LL UL N n % |[LL UL
Dose 1 HIN1+AS03 |64 59' 92.2 827 974 64 37 57.8 448 70.1 64 57 89.1 78.8 955
HIN1 66 - 40 160.6 47.8 |72.4 66 29 43.9 |31.7 56.7 66 23 |34.8 |23.5 47.6
Dose 2 HIN1+AS03 |63 57 190.5 804 96.4 63 36 57.1 44.0 695 63 56 88.9 784 954
HIN1 66 31 |47.0 |34.6 |59.7 66 23 34.8 [235 47.6 66 20 |30.3 |19.6 429
Overall/dose HIN1+ASO3 . 127 116 91.3 |85.0 |95.6 127 73 57.5 |48.4 66.2 127 113 89.0 |82.2 93.8
HINL 132 71 53.8 449 625 132 52 39.4 31.0 48.3 132 43 [32.6 24.7 41.3
Overall/subject ~ |HIN1+AS03 |64 62 96.9 89.2 99.6 64 44 (68.8 55.9 79.8 64 61 953 86.9 [99.0
HIN1 66 49 74.2 62.0 84.2 66 37 56.1 43.3 683 66 |32 48,5 36.0 61.1
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Incidence and nature of grade 3 symptoms (solicited and unsolicited) reported during
the 7-day (Days 0-6) post-vaccination period following each dose and overall (Total
vaccinated cohort)

Any symptom General symptoms Local symptoms
95% ClI 95% ClI 95% ClI
Group N n% LL UL N n % LL UL N n % |LL UL
Dose 1 HIN1+AS03 64 578 26 173 64 5 78 |26 173 |64 1 16 00 84
HIN1 66 230 04 105 66 2(3.0 04 105 66 |0 0.0 00 54
Dose 2 HIN1+AS03 63 348 10 133 63 3 48 10 133 63 2 32 |04 110
HIN1 66 461 (1.7 148 66 4161 (1.7 |148 66 |0 0.0 0.0 54
Overall/dose HIN1+AS03 127 8 63 28 120 127 8 6.3 28 120 127 |3 24 05.6.7
HIN1 132 6 45 17 96 132 6 45 17 96 132 |0 0.0 00 28
Overall/subject HIN1+AS03 64 8125 56 232 64 8 125 56 232 64 3 47 (1.0 131
HIN1 66 691 34 187 66 691 34 |187 66 |0.0.0 0.0 54

Incidence and nature of symptoms (solicited and unsolicited) with causal relationship
to vaccination, reported during the 7-day (Days 0-6) post-vaccination period following
each dose and overall (Total vaccinated.cohort)

Any symptom General symptoms Local symptoms
95% ClI 95% Cl 95% Cl
Group N n % LL U N @n % LL UL N n % [LL UL
Dose 1 HIN1+ASO3 64 58 90.6 80.7 96.5 64 |33-51.6 38.7 642 64 57 89.1 78.8 955
HIN1 66 |34 515 389 |64.0 66 23348 235 47.6 66 23 348 235 47.6
Dose 2 HIN1+ASO3 63 57 (90.5 80.4 96.4 63 33 524 39.4 65.1 63 56 889 784 954
HIN1 66 |30 455 33.1 |58.2-66 21 31.8 209 444 66 20 30.3 19.6 429
Overall/dose HIN1+AS03 127 115 90.6 84.1 95.0..127 66 52.0 42.9 60.9 127 113 89.0 82.2 93.8
HIN1 132 64 485 39.7 57.3 132 44 333 254 421 132 43 326 247 413
Overall/subject ~ HIN1+AS03 |64 62 [96.9 89.2.99.6 |64 41 641 51.1 75.7 |64 61 (953 86.9 99.0
HIN1 66 45 682 556 79.1 66 (32 485 36.0 61.1 66 |32 485 36.0 61.1
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Incidence and nature of grade 3 symptoms (solicited and unsolicited) with causal
relationship to vaccination, reported during the 7-day (Days 0-6) post-vaccination
period following each dose and overall (Total vaccinated cohort)

Any symptom General symptoms Local symptoms
95% ClI 95% ClI 95% ClI
Group N n% |LL UL N n % LL UL N ni% |LL UL
Dose 1 HIN1+AS03 64 347 10 131 64 3 47 |10 131 64 116 00 84
HIN1 66 0 00 |00 54 66 0|00 00 54 |66 000 |00 54
Dose 2 HIN1+AS03 63 348 10 133 63 3 48 |10 133 63 2|32 04 110
HIN1 66 2 30 |04 105 66 2 (3.0 04 105 |66 0 0.0 |0.0 54
Overall/dose HIN1+AS03 127 6 4.7 |1.8 100 127 6 |47 1.8 10.0 127 3 2.4 |05 6.7
HIN1 132 |2 15 02 54 |132 2 15 02 |54 132 |0 0.0 0.0.28
Overall/subject HIN1+AS03 64 6 94 |35 193 64 6 94 35 193 |64 3 47 |10 131
HIN1 66 2 30 04 105 66 2 30 |04 105 |66 0 0.0 0.0 54

Pain at the injection site was the most frequently reported solicited adverse event but was more than
twice as common in the adjuvanted vaccine group compared to the non-adjuvanted vaccine group. No
increase in pain was observed after dose 2 as compared to after dose 1 in either group. Grade 3 pain
was infrequent in the HIN1 + ASO3A group and was hot reported in the HINZL group.

Swelling and redness were observed at much lower frequencies than.pain in the HIN1 + ASO3A group
and were not observed after either dosein the HIN1 group.

Incidence of solicited local symptomsreported during the 7-day (Days 0-6) post-
vaccination period following each dose and overall (Total vaccinated cohort)

HIN1+AS03 HIN1
95 % ClI 95 % Cl
Symptom Type N n % LL UL N n % LL UL
Dose 1
Pain Al 63 /57 905 804 964 65 23 |354 (239 |48.2
Grade 1 63 56 889 784 954 65 23 |354 239 |48.2
Grade 2 63 19 302 192 430 |65 1 15 0.0 8.3
Grade 3 63 1 16 00 85 65 0 |00 00 |55
Redness (mm) All 63 1 1.6 0.0 8.5 65 0 0.0 0.0 55
[20:1 - 50.1] 63 1 1.6 0.0 8.5 65 |0 0.0 0.0 55
[50.1.- 100.1] 63 1 1.6 0.0 8.5 65 |0 0.0 0.0 55
[100:1- ... 63 0 00 |00 57 |65 0 00 00 55
Swelling (mm) All 63 5 7.9 2.6 176 |65 0 0.0 0.0 55
[20.1-50.1] 63 4 6.3 1.8 155 |65 0 0.0 0.0 55
[50.1-100.1] 63 0 00 |00 57 |65 0 00 00 55
[100.1- ... 63 0 0.0 0.0 5.7 65 |0 0.0 0.0 55
Dose 2
Pain All 62 56 90.3 [80.1 964 |66 20 [30.3 |19.6 |429
Grade 1 62 |55 887 (781 953 |66 (20 |30.3 [19.6 |42.9
Grade 2 62 |18 |29.0 (182 419 |66 |2 |3.0 |04 |105
Grade 3 62 2 3.2 0.4 11.2 |66 0 100 0.0 5.4
Redness (mm) All 62 |3 4.8 1.0 135 |66 |0 0.0 0.0 5.4
[20.1-50.1] 62 |3 48 |10 135 |66 |0 00 |00 |54
[50.1-100.1] 62 2 3.2 0.4 112 |66 |0 0.0 0.0 5.4
[100.1- ... 62 |0 00 |00 (58 |66 |0 |00 |00 |54
Swelling (mm) Al 62 |9 145 |69 |258 [66 |0 |00 |00 |54
[20.1-50.1] 62 9 145 6.9 258 (66 [0 0.0 0.0 5.4
[50.1-100.1] 62 2 3.2 0.4 112 |66 |0 0.0 0.0 5.4
[100.1- ... 62 |0 00 |00 (58 |66 |0 00 |00 |54
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The table below shows the symptoms reported after dose 2, which display the higher rates for each in
the adjuvanted group as was observed after dose 1. The frequency of Grade 3 solicited genera
symptoms after the second dose did not exceed two subjects per symptom (3.2%).

While the total of solicited and unsolicited general symptoms reported after dose 2 was not higher than
after dose 1 in either vaccine group the rates for individua solicited symptoms in the HIN1 + ASO3A
group after dose 1 and dose 2 showed a clear trend for higher reactogenicity after dose 2. The rates
after doses 1 and 2 respectively were: fatigue (34.9 vs. 45.2%), headache (27 vs. 35.5%), muscle aches
(31.7% after both doses), sweating (9.5 vs. 19.4%), joint pain at other location (11.1 vs. 21%) and
shivering (9.5% vs. 17.7%). Symptoms persisted for 1-3 days in amost al cases although prolonged
fatigue was reported occasionally.

Incidence of solicited general symptomsreported during the 7-day (Days 0-6) post-
vaccination period following each dose and overall (Total vaccinated cohort)

HIN1+AS03 HIN1
95 % Cl 95 % ClI
Symptom Type N n % LL U N In% LL UL
Dose 2
Fatigue All 62 |28 |45.2 |32.5 |58.3 |66 # |13 |19.7 [10.9 [31.3
Grade 1 62 |25 |40.3 [28.1 |536 |66 |13 |19.7 |10.9 |31.3
Grade 2 62 9 |145 |69 . 1258 66 |6 9.1 (34 187
Grade 3 62 2 32 (04 112 66 |2 3.0 |04 105
Related 62 |27 |43.5(31.0 456.7 |66 |13 |19.7 |10.9 |31.3
Grade 1*Related |62 |25%40.3 (28.1 |53.6 |66 |13 |19.7 (109 (31.3
Grade 2*Related |62 8 |129 5.7 (239 |66 |6 9.1 (34 |18.7
Grade 3*Related (6212 /|32 (0.4 112 66 |2 3.0 |04 105
Headache All 62. 22 |355 |23.7 487 66 |9 |13.6 6.4 [24.3
Grade 1 62 (18 [29.0 |18.2 419 66 |8 [12.1 5.4 [225
Grade 2 62 |8 129 [5.7 |239 |66 |1 |15 |00 (8.2
Grade 3 62 2 |32 |04 |11.2 66 (0 |00 0.0 54
Related 62 (20 |32.3 |209 453 66 |8 |12.1 5.4 225
Grade 1*Related |62 (18 |29.0 [18.2 419 66 |8 |12.1 |54 225
Grade 2*Related (62 |6 9.7 (3.6 (199 66 |0 (0.0 |00 54
Grade 3*Related |62 2 3.2 (04 |11.2 |66 |0 |00 00 |[54
Joint pain at other location All 62 |13 21.0 |11.7 332 |66 |4 6.1 1.7 |[14.8
Grade 1 62 |12 194 |104 314 |66 |4 |61 |17 (148
Grade 2 62 3 |48 |10 |135 66 |1 |15 0.0 8.2
Grade 3 62 0 |00 |00 |58 6 |0 |00 [0.0 b4
Related 62 |13 21.0 [11.7 |332 |66 |4 6.1 |17 |14.8
Grade 1*Related |62 |12 |19.4 (104 314 |66 |4 6.1 (1.7 (148
Grade 2*Related 62 |3 148 1.0 |135 |66 |1 |15 (0.0 8.2
Grade 3*Related (62 [0 |00 [0.0 58 66 |0 0.0 |00 54
Muscle aches All 62 (23 |37.1 [25.2 |50.3 66 |7 |10.6 4.4 [20.6
Grade 1 62 22 |35.5 |23.7 487 66 |7 |10.6 4.4 [20.6
Grade 2 62 |8 129 [5.7 |239 |66 |0 0.0 |00 54
Grade 3 62 2 32 (04 |11.2 66 |0 0.0 |00 54
Related 62 23 |37.1 |25.2 |50.3 66 |6 9.1 (34 187
Grade 1*Related (62 (22 355 [23.7 487 66 6 |9.1 (3.4 187
Grade 2*Related 62 (8 |129 (5.7 (239 66 |0 0.0 |00 54
Grade 3*Related |62 2 3.2 (04 |11.2 |66 |0 |00 |00 |[54
Shivering Al 62 |11 17.7 (9.2 |295 |66 |3 45 (09 |12.7
Grade 1 62 |8 129 [5.7 |239 |66 |2 3.0 |04 105
Grade 2 62 5 81 |27 |178 66 |2 3.0 04 |[105
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HIN1+AS03 HIN1
95 % Cl 95 % Cl
Symptom Type N n % LL UL N n % |LL UL
Grade 3 62 0 00 (00 58 66 |0 00 00 54
Related 62 11 177 92 (295 66 2 3.0 04 105
Grade 1*Related 62 8 129 57 239 66 |1 15 00 82
Grade 2*Related 62 5 81 27 178 66 2 3.0 04 105
Grade 3*Related 62 0 |00 00 58 66 0 00 00 54
Sweating Al 62 |12 194 104 (314 66 |7 106 44 206
Grade 1 62 |12 194 104 (314 66 |7 106 44 206
Grade 2 62 3 48 10 |135 66 |1 15 00 82
Grade 3 62 1 16 00 87 66 |0 00 00 54
Related 62 |12 194 104 (314 66 |6 91 34 187
Grade 1*Related 62 12 |19.4 104 314 66 |6 9.1 34. 187
Grade 2*Related 62 3 48 1.0 135 66 |1 15 [0.0 ..8.2
Grade 3*Related 62 1 |16 00 87 66 0 0000 54
Temperature/(Axillary) (°C) Al 62 2 32 04 112 66 0. .00..00 54
[38 - 38.5( 62 2 32 (04 [11.2 66 [0 0.0 00 54
[38.5-39( 62 1 16 (00 87 66+ /0,00 00 54
[39 - 40.1] 62 0 00 (00 58 66 .0 00 00 54
[40.1- ... 62 0 00 (00 58 66 0 00 00 54
Related 62 2 32 04 (112 66 0 00 00 54
[38-38.5*Related 62 2 3.2 04 112 66 0 |00 00 54
[38.5-39*Related 62 1 1.6 (0.0 .87 66 0 |00 00 54
[39-40.1[*Related 62 0 .00 0.0 58 66 0 |00 00 54
[40.1- ..*Related 62 O 00 00 58 66 0 |00 00 54

No subjects reported any fever after dose 1 ‘and there were only two subjects with any fever after the
second dose of adjuvanted vaccine. Three, subjects in the adjuvanted group reported taking a
prophylactic antipyretic before the. first.dose but no subject in either group took prophylactic

antipyretics before the second dose.

The frequency of subjects reporting at least one unsolicited adverse event within the total 42-day
period was comparable between groups (53.1% in HIN1 + ASO3A and 48.5% in H1N1). These
reports were very varied.in nature but included three and one subjects in respective groups with
lymphadenopathy, two‘and none with injection site lymphadenopathy and 10 (15.6%) and 2 (3%) with

rhinitis although rates of URTI overall were comparable.

All unsolicited AEs Group
HIN1+A HIN1  Total
S03
Number of subjects with at least one 34 32 66
unsolicited symptom reported
Number of doses followed by at least one 46 39 85
unsolicited symptom
Number of unsolicited symptoms classified by |67 50 117
MedDRA Preferred Term*
Number of unsolicited symptoms reported 68 51 119

15




Grade 3 unsolicited AEs were reported by 10.9% and 12.1% in the two groups.

Grade 2 unsolicited AEs Group
HIN1+A HIN1  Total
S03
Number of subjects with at least one 7 8 15
unsolicited symptom reported
Number of doses followed by at least one 7 8 15
unsolicited symptom
Number of unsolicited symptoms classified by 9 9 18
MedDRA Preferred Term*
Number of unsolicited symptoms reported 9 9 18

The unsolicited AEs considered to be related to vaccination are shown in the table below and included
four of the three reports of lymphadenopathy. Two Grade 3 unsolicited AEs considered. as related to
vaccination were reported in the HIN1 + ASO3A group. These were reports of influenza-like illness
and malaise.

Per centage reporting the occurrence of unsolicited adverse events with causal
relationship to vaccination, within the 42-day post-vaccination period (Total vaccinated

cohort)
HIN1+AS03 HIN1
N =64 N =66
95% ClI 95% ClI

Primary System Organ Class |Preferred Term n % LL UL n % LL UL
(CODE) (CODE)
At least one symptom 12 18.8 [10.1 305 106 |44 20.6
Blood and lymphatic system Lymphadenopathy 2 3.1 0.4 10.8 1.5 0.0 8.2
disorders (10005329) (10025197)
Gastrointestinal disorders Abdominal pain 0 00 00 5.6 1 15 00 8.2
(10017947) (10000081)

Abdominal-pain‘upper 0 00 00 56 2 30 04 10.5

(10000087)

Diarrhoea (10012735) 0 00 00 56 