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1. Scope of the variation and changes to t@aodossier

Scope of the variation:
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Product presentations affected:

Rapporteur:

Dossier modules/sections affected:

Product Information affected:

Variation assessment report
EMA/CHMP/193663/2011

Updat mPC, Annex II and Package Leaflet

TX ct new data obtained from study D-Pan
05 1-009 in section 4.2, 4.4, 4.8 and 5.1 of the

QSmPC, as well as in the Package Leaflet (sections

3 and 4). This clinical study is conducted in
children aged 3 to 9 years, to evaluate the
immunogenicity, reactogenicity and safety of
three formulations of AS03 adjuvanted H5N1
vaccine, given following a two dose schedule on
Days 0 and 21. The MAH is also taking the
opportunity of this procedure to update Annex II
in order to reflect the wording on the
Pharmacovigilance System as requested by CHMP.

Ian Hudson
See Annex A to the Opinion
1,2and 5

SmPC, Annex II and Package Leaflet (Attachment
1 - changes highlighted)
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2. Steps taken for the assessment

Submission date: 22 December 2010
Start of procedure: 16 January 2011
Rapporteur’s assessment report circulated on: 17 January 2011
CHMP opinion: 17 March 2011

3. Scientific discussion

3.1. Introduction

Prepandrix was granted Marketing Authorisations in the EU in May 2008 as an i @enza vaccine for use
in the pre-pandemic period. The currently approved vaccine contains split infagﬁa virus with a
haemagglutinin content equivalent to 3.75 micrograms derived from the g&\jonesia/OS/ZOOS (H5N1)
like strain used (PR8-IBCDC-RG2). \‘g\

The vaccine also contains the marketing authorisation holder’s (M@ proprietary adjuvant AS03,
which is composed of squalene, DL-a-tocopherol and polysorbat§8 .

The virus is propagated in eggs and the approved vaccine i ufactured in Dresden.

The current variation aims to update the Product Inform t@:ﬁﬁreﬂect data from a from a previously
submitted study in children aged from 3-9 years (FUM@ - Study D-Pan - H5N1-009, -022 and -023)
The data consists of study reports data up to Day r H5N1-009, -022 and -023.

The data provided in this variation were all pre@usly reviewed as part of:

o FUMs 020 and 019 for Pandemri Prepandrix/duplicate, respectively, regarding provision of
data to D42 from study 009 j ren aged from 3-9 years.

o Rolling Review (RR) #1 a #3 for Pandemrix H1IN1v since at the time of initial approval the
Pandemrix H1N1v—spec<:m ata in children were not available.
N\

6\0

The classification of@@riation is as follows:

Variation(s) requested Type
C.l4 Variations related to significant modifications of the SmPC | II
due in particular to new quality, pre-clinical, clinical or
pharmacovigilance data

To reflect new data obtained from study D-Pan H5N1-009 in section 4.2, 4.4, 4.8 and 5.1 of the SmPC,
as well as in the patient leaflet (sections 3 and 4). This clinical study is conducted in children aged 3 to
9 years, to evaluate the immunogenicity, reactogenicity and safety of three formulations of AS03
adjuvanted H5N1 vaccine, given following a two dose schedule on Days 0 and 21.The MAH is also
taking the opportunity of this procedure to update Annex IIB in order to reflect current information on
the Pharmacovigilance System.
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3.2. Clinical aspects

Study H5N1-009, -022, -023 - use in children aged from 3-9 years
Study design

The entire study was divided into three phases as shown below:

Sequential staggered study design of study H5N1-009

Phase A Phase B Phase C
H3N1-009 HSN1-022 HS5N1-023
Half Adult Dose HA antigen *6-9 yr olds b
Half Adult Dose AS03 3-5 yr olds %)
KN\
Full Adult Dose HA antigen *6-9 yr GIiis
Half Adult Dose AS03 -3-§~\olds
Full Adult Dose HA antigen K‘O *6-9 yr olds
Full Adult Dose AS03 %) *3-5 yr olds
O

O
1. Full adult dose HA = 3.8 pg, Half adult dose HA = ¢ g HA

Two intramuscular injections of the assigned\s@wulation were given on Days 0 and 21 in the deltoid
region of the non-dominant arm.

Each Phase enrolled healthy children in specified age groups. Subjects from each group were
enrolled sequentially into the two a trata (6-9 years and then 3-5 years) with the ratio 1:1.

Based on safety data collected o ys 0 to 6 after the first injection for the subjects aged 6-9 years
included in Phase A the decisi as taken to vaccinate subjects aged 3-5 years and to administer a
second injection to subjects d 6-9 years. In addition, within each age group, two interim safety
analyses were performe Days 7 and 28 to provide safety information that was analysed by the
IDMC and/or the Sp Safety Review Team.

Similarly, there were two IDMC consultations in Phases B and C for progression to the younger age
group. For each cohort in Phase B and Phase C and within each age group (6-9 years and 3-5 years)
the Day 7 interim safety analysis was reviewed by the Sponsor Safety Review Team to provide the go-
ahead for the second injection. A further interim safety analysis was produced in each age group of all
solicited symptoms experienced between Day 21 and Day 28 plus SAEs and withdrawals reported since
Day 0.

In each Phase a first core analysis was performed when all data on the humoral immune response and
safety up to Day 51 became available. Subsequent analyses were to be performed when data were
available for the Months 6, 12 and 24 time points.

The Co-primary objectives of study 009 were:

e To evaluate the humoral immune response induced by the H5N1 vaccine candidate in terms of
anti-haemagglutinin antibody titre.
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e To evaluate the safety and reactogenicity of the H5N1 vaccine candidate in terms of solicited local
and general AEs, unsolicited AEs and serious adverse events (SAESs).

e To evaluate the biological safety in terms of selected biochemistry parameters (ALT, AST, CREA,

BUN, LDH, CPK).

The Secondary objective was:

e To evaluate the humoral immune response induced by the H5N1 vaccine candidate in terms of
neutralising antibody titre.

The Exploratory objectives were:

e To evaluate the cell-mediated immune response induced by the H5N1 vaccine candidate in terms
of the expression of Thl markers (CD40L, IFN-y, IL-2, and TNF-a) after in vjtro re-stimulation of
influenza-specific CD4/CD8 T-lymphocytes in a subset of subjects. @6

.

e To evaluate the cell-mediated immune response induced by the H5N1 ine candidate, in terms
of Th2-specific activation marker expression (for example, IL-5, th@and/or IL-13 after in vitro
re-stimulation of influenza-specific CD4 T-lymphocytes. 0\,

>

Total Vaccinated cohort Q}
The total study cohort included all vaccinated subjects fc@%n safety data were available.

The total analysis of immunogenicity included vaccir@é subjects for whom data concerning
immunogenicity endpoint measures were availabIeQ

ATP cohort for analysis of immuno@ty

The ATP cohort for analysis of im uggenicity included all evaluable subjects for whom data
concerning immunogenicity end & measures were available.

D\
‘\0
ATP cohort for anal§@pf safety:

Typically, the ATP cohbrt for analysis of safety included subjects who had received at least one dose of
study vaccine and had sufficient data to perform an analysis of safety.

In Phase A

Randomisation was to (allocation ratio 3:1):

o Half HA/Half AS03: Half the adult dose (1.9 pg of HA) + half the ASO03
e Control: Fluarix

Children in the 6-9 years stratum, enrolled during Q3 of 2007 received Fluarix for the Northern
Hemisphere 2006/2007 influenza season.
Children in the 3-5 years stratum enrolled during Q4 of 2007 received Fluarix for the Northern
Hemisphere 2007/2008 influenza season.
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In Phase B and Phase C

Randomisation was to (allocation ratio 3:1):

e Full HA/Half ASO3 (Phase B): 3.8 pg HA) and half the dose of AS03
e Control: Fluarix

e Full HA/Full AS03 (Phase C)

e Control: Fluarix

This was Fluarix formulated for the Northern Hemisphere 2007/2008 influenza season.
Immunogenicity results to D42

Phase A from study H5N1-009 Q)b

All of the 138 subjects enrolled were vaccinated. {\O"

In the Half HA/Half AS03 group: 102 subjects were enrolled with s@ubjects in each age stratum
In the control group: 36 subjects were enrolled with 18 subjectéb each age stratum

Fifteen of the 138 (10 aged 6-9 years and 5 aged 3-5 years&e excluded from the ATP

immunogenicity cohort. The predominant reasons for excl@; were:

» unknown initial antibody status (8) O\

» non-compliance with the vaccination schﬁﬁe (4).

The immune response results (HI and NA) consistent between the ATP and Total Vaccinated
cohort and therefore only the former ar rted below.

One subject above 9 years was a 10 years and 3 months. The overall male-female ratios were 1.03
and 1.23 in respective age co and the majority (94%) were of white-Caucasian/European

heritage. 6\

The pre-vaccination@ﬁs for A/Vietham/1194/2004 and A/Indonesia/05/2005 were <1:10 and so
seropositivity rates were zero.

The overall mean ages per cohort § e t|me of the first vaccination were 3.8 years and 7.6 years.

On Day 21, the GMTs against A/Vietnam/1194/2004 strain were slightly increased in the Half HA/Half
ASO03 group in both age strata and then increased markedly after the second dose (540.3 for 6-9
years; 392.7 for 3-5 years). A similar pattern but lower response was seen against
A/Indonesia/05/2005 (60.8 for 6-9 years; 53.5 for 3-5 years).

Increments in HI seropositivity rates followed the GMTs for the ASO03 vaccine group but in the control
group the seropositivity rates against A/Vietnam/1194/2004 and A/Indonesia/05/2005 strains were
zero at all time points.
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Table 1 Humoral immune response - HSN1 HI antibodies

H5N1 HI Antibodies against A/Vietnam/1194/2004

GMT SPR SCR SCF
95% Cl 95% CI 95% CI 95% Cl
Timing | N [value| LL [ UL | % [LL| UL % | LL | UL |value] LL | UL

1.9 pg HA / Half AS03 - 3-5 years
PRE 49 | 50 | 50 | 50 |00 )00 13

PID21) | 49 | 87 | 6.2 | 123 |122 |46 | 248 122 | 46 | 248 | 17 1.2 25
PI(D42) | 49 |392.7 |280.4|550.2|959 860 995 | 959 | 86.0 [ 995 [/85| 56.1 110.0
1.9 Jg HA / Half AS03 - 6-9 years
PRE 43 | 50 | 50 | 50 |00 )00 8.2
PID21) | 43 | 121 | 84 | 175 (302|172 461 302 | 172 | 461 | 24 1.7 3.5
PI(D42) | 43 | 540.3 |424.5/687.7| 100 918 100 100 | 91.8 | 100 [1081] 849 137.5
H5N1 HI Antibodies against A/lndonesia/05/2005
1.9 pg HA [ Half AS03 - 3-5 years
PRE 49 | 50 | 50 | 50 |00 |00 13
PID21) | 49 | 52 | 49 | 56 | 00 |00 13 00 1 00 (73 1.0 1.1
PID42) | 49 | 535 [ 350 | 81.7 [714 (567 834 [ 714 | 567 | 834407 70 16.3
1.9 g HA / Half AS03 - 6-9 years A

PRE 43 [ 50 [ 50 [ 50 [00]00 ][ 82 N
PID21) | 43 | 52 | 48 | 58 |23 01| 123 [ 23 | 0ANM23 [10] 1.0 1.2
PID42) | 43 | 60.8 | 38.7 | 955 [ 744|588 | 865 [ 744 | 56| 865 [122] 77 19.1

1. 3-by=3byears; 6-9y =6-9 years

2. GMT = geometric mean antibady titre calculated on all subjects;%ﬁconversion defined as: For initially
seronegative subjects, antibody titre > 40 1/DIL after vac{@h or initially seropositive subjects, antibody fitre
after vaccination >4 fold the pre-vaccination antibody titre; = Seroconversion Factor or geometric mean ratia
(mean[log10(POST/PRE)]

3. N=number of subjects with available results, 35% &95% confidence interval; LL = Lower Limit, UL = Upper
Limit; PRE = pre-vaccination; PI{D21) = post-vaCijtation at Day 21; PI(D42) = post-vaccination at Day 42

In the AS03-adjuvanted vaccine qrouDKO6

There were no or small mcrement&QQween DO and D21 followed by very marked increments in all
parameters between D21 and %

> By Day 42 the SCRE gdd the SPRs against the vaccine strain were 95.9% to 100% while SCRs
against A/Indon 05/2005 were 71.4% to 74.4 %. The =270% threshold for the lower bound
of the 95% %&r seroprotection as defined in the CBER Guidance was only met for HI against
A/Vietnam/1194/2004.

» On Day 42 the SCFs against A/Vietnam/1194/2004 were 78.5 and 108.1 while SCFs against
A/Indonesia/05/2005 strain were 10.7 and 12.2.

In the Fluarix group

No subject seroconverted for HI antibody to A/Vietnam/1194/2004 or A/Indonesia/05/2005 and no
subject was seroprotected.

On Day 21, the GMTs for NA against A/Vietnam/1194/2004 strain were nearly 2-fold higher in the Half
HA/Half AS03 group in both age strata (177.5 for 6-9 years; 173.5 for 3-5 years) when compared with
the control group (97.2 for 6-9 years; 98.2 for 3-5 years).

On Day 42 the NA GMTs against the A/Vietham/1194/2004 in the Half HA/Half AS03 group had
reached 1155.1 in the 6-9 years age stratum and 1044.4 in the 3-5 years age stratum, whereas the
increase from baseline in the control group was very small (104.5 for 6-9 years; 158.4 for 3-5 years).
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The NA seropositivity rates against A/Vietnam/1194/2004 in the Half HA/Half ASO3 group increased to
90.7% in the 6-9 years age stratum and to 91.7% in the 3-5 years age stratum on Day 21, with non-
overlapping CIs (when compared with Day 0). All subjects in the Half HA/Half AS03 group were
seropositive for NA at d42.

In the control group, the seropositivity rates for NA against the vaccine strain on Days 21 and 42 were
within the same range (78.6% - 80.0%).

Humoral immune response — neutralising antibodies against

A/Vietnam/1194/2004
=28 1/DIL GMT SCR
95% Cl 95% ClI 95% Cl
Timing N % LL | UL [ value LL [ UL N % LL [ UL
1.9 ug HA / Half AS03 - 3-5 years
PRE 47 340 | 209 | 493 | 3.0 21.8 44.0 Al

PID21) 48 91.7 | 800 | 97.7 | 1735 123.3 244.0 46 dhF4| 520 80.5
PI(D42) 47 100 925 | 100 | 10444 | 8454 12903 | 4Fo[Wh6| 849 99.5
1.9 ug HA / Half AS03 - 6-9 years (\\
PRE 43 419 | 270 | 579 | 322 231 449N
PI(D21) 43 90.7 | 779 | 974 | 1715 127.0 2480, 43 [651] 491 79.0
Pll(D42) 42 100 916 | 100 | 11551 | 9209 | 14457 | 42 [100] 916 100

1. 3-by =3-b years; 6-9y = 6-9 years @.\

2. Seroconversion defined as: For initially seronegative subjects, aifiyddy titre =56 1/DIL after vaccination; For
initially seropositive subjects, antibady titre after vaccination, & the pre-vaccination antibody fitre
3. N=number of subjects with pre- and post-vaccination resh@vailable; n/% = number/percentage of
seroconverted subjects; 95% Cl = 95% confidence intef@), LL = Lower Limit, UL = Upper Limit; PI(D21) = post-
vaccination at Day 21; PII(D42) = post-vaccinatioq\a' y 42
O

On Day 21 there were no significant differ s between the Half HA/Half AS03 and control groups or
between the age strata within each gr Qor NA SCRs against the vaccine strain (range 65.1% -
67.4% for Half HA/Half AS03 grouK d 42.9% - 71.4% for control group).

On Day 42 the NA SCR againgt&@/accine strain in the Half HA/Half ASO3 group had reached 100% in
the 6-9 years age stratum a{@) .6% in the 3-5 years age stratum.

In contrast there wa& her increment in SCRs in the control group after a second dose of Fluarix.

The MAH concluded that:

The half-adult dose formulation (1.9 pg of HA antigen and 2 the adult dose of AS03) elicited strong
vaccine-homologous HI and NA responses after two doses administered 21 days apart.

There was no significant difference between the two prospective age strata for any of the immunology
parameters studied.

The vaccine also induced a heterologous humoral immune response in terms of HI with SCR/SPRs
against A/Indonesia/05/2005 of 71.4 % to 74.4%.

The HI and NA titres were comparable with those observed in adults with 3.8 ug of HA antigen and a
full dose of AS03.
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Phase B from study H5N1-022

In the Full HA/Half AS03 group: 100 subjects were enrolled with 49 subjects aged 6-9 years and
51 aged 3-5 years.

In the control group: 34 subjects were enrolled with 17 subjects in each age stratum.

The overall mean ages at the time of the first vaccination were 4.2 years and 7.3 years per age
stratum. The overall percentage of males was 48.5% and 66.7% per cohort. AlImost all subjects were
of white-Caucasian/European heritage.

The pre-vaccination HI GMTs for antibody against A/Vietnam/1194/2004 and A/Indonesia/05/2005
were <1:10 in all vaccine groups and age strata except for one subject in the 3-5 years cohort. Thus
seropositivity rates were 0.0% to 2.4%.

On Day 21, GMTs for HI against A/Vietnam/1194/2004 were slightly increased in both age strata in the
AS03 vaccine group (23.7 for 6-9 years; 22.7 for 3-5 years) and were slightly ingased against
A/Indonesia but remained below the cut-off value in the control group. Q)

By Day 42 GMTs for HI against A/Vietnam/1194/2004 in the AS03 vaccin }bup were markedly higher
(615.8 for 6-9 years; 678.1 for 3-5 years) and reached 64.9 to 73.7 W75t A/Indonesia but were still
below the cut-off value in the control group. Q

2

Humoral immune response - HSOI(k antibodies

Seropositivity rates followed the same pattern as the GMTs.

H5N1 HI Antibodies agaifist A/Vietnam/1194/2004

GMT SPR N SCR SCF
qgﬁw

95% Cl 95% ClI 93% ClI

Timing | N [value| LL | UL | % [J4) UL % | LL | UL [value] LL | UL
éo

3.8\ A | Half AS03 - 3-5 years

PRE |42 |51 49 |54 : 0 184 - - - - - -
PID21) |41 (227 146 3534|388 [329 |p49 488 (329 649 44 129 6.8
PII(D42) |42 |678.1 |475.7 [966@y97.6 [87.4 ]99.9 976 874 1999 1323918 190.7
" 3.8pugHA/Half AS03 - 6-9 years
PRE |46 |51 490\N94  [00 oo |79 - - - - - -
PI(D21) [45 227 [M\e> 353 [422 [277 |578 422 217 578 47 129 /8
Pll(D42) |45 6?%§~§%.T 966.6 |97.8 1882 999 978 (882 1999 1232858 176.8
" H5N1 HI Antibodies against A/lndonesia/05/2005
3.8 ug HA / Half AS03 - 3-5 years
PRE 42 | 50 | 50 | 50 [ 00 |00 84 - - - - - -
PID21) | 41 | 55 | 49 | 62 |00 |00 86 00 | 00 | 86 | 11 10 12
PI(D42) | 42 | 737 | 452 (1203|762 |605| 879 | 762 | 605 | 879 [147] 90 241
3.8 pug HA / Half AS03 - 6-9 years
PRE 45 | 50 [ 50 [ 50 |00 00 79 - - - - - -
PID21) | 45 | 63 | 49 | 58 |00 [ 00 79 00 100 | 79 |11 1.0 12
PID42) | 45 | 649 | 387 | 1089|689 |534| 818 | 689 | 534 | 818 |130| 77 218
1. 3-by=23-"5years; 6-9y =6-9 years
2. GMT = geomefric mean antibody fitre calculated on all subjects; Seroconversion defined as: For initially
seronegative subjects, antibody titre >40 1/DIL after vaccination; For initially seropositive subjects, antibody titre
after vaccination >4 fold the pre-vaccination antibody titre, SCF = Seroconversion Factor or geometric mean ratio
(mean[log10(POST/PRE)]
3. N=number of subjects with available results, 35% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper
Limit; PRE = pre-vaccination; PI(D21) = post-vaccination at Day 21; PlI(D42) = post-vaccination at Day 42
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In the AS03-adjuvanted vaccine group

By Day 21 the SCRs and SPRs against A/Vietham/1194/2004 ranged from 42.2% to 48.8% but there
was no seroconversion and no subject was seroprotected with respect to A/Indonesia/05/2005.

On Day 42 the SCRs and SPRs against the vaccine strain had reached 97.8% for subjects aged 6-9
years and 97.6% for subjects aged 3-5 years. SCRs and SPRs against A/Indonesia/05/2005 had
increased to 68.9% and 76.2% in respective age groups. The 270% threshold for the lower bound of
the 95% CI for seroprotection as defined in the CBER Guidance was met for HI against
A/Vietnam/1194/2004.

Day 21 SCFs against both strains were from 1.1 to 4.7 but at Day 42 the SCFs against
A/Vietnam/1194/2004 were 123.2 for 6-9 years and 132.3 for 3-5 years. The increments in SCFs
against A/Indonesia/05/2005 strain were relatively modest (13.0 and 14.7).

In the Fluarix group

No subject seroconverted for HI antibody to A/Vietham/1194/2004 or A/Indonesj&{05/2005 and no
subject was seroprotected. O.)Q)

The pre-vaccination NA GMTs were >1:28 and comparable between the @u\strata range 25.6 to 65.5
while baseline seropositivity rates ranged from 47.1% to 78.6%. \\g\

By Day 21 the NA GMTs against A/Vietham/1194/2004 were apprébmately 3-fold higher in the AS03
vaccine group in both age strata compared with the control gr, . On Day 42 GMTs exceeded 1500 in
the ASO03 group but there was a negligible increase in the (@jol group.

The seropositivity rates and seroconversion rates follom@the same pattern as the GMTs.

O

Humoral immune resp@e — neutralising antibodies against

AlVietnam/11 94f2006\}
e
>28 1;0%\ GMT SCR
95%Cl 95% Cl 95% Cl
Timing N % | ,L@‘l UL | value LL | UL N | % LL [ UL
,.&\ 3.8 ug HA | Half AS03 - 3-5 years

PRE 42 7888632 | 897 | 655 473 90.7 - - - -

PI(D21) 39 L 9R%( 865 | 999 | 3447 260.9 455.3 39 641 472 /8.8

PIl(D42) 42 %w 874 | 999 | 15532 | 11069 | 21815 | 42 |9 2| 838 994

3 3.8 ug HA / Half AS03 - 6-9 years

PRE 45 644 | 488 | 781 462 332 64 2 - - -

PI(D21) 45 100 921 100 | 4617 3762 5665 45 [778] 629 88.8

Pll(D42) 45 100 921 100 | 15194 | 12299 | 18770 | 45 [933] 817 98.6

1. 3-by=3-byears; 6-9y = 6-9 years

2. Seroconversion defined as: For initially seronegative subjects, antibody titre = 56 1/DIL after vaccination; For
initially seropositive subjects, antibady titre after vaccination =4 fold the pre-vaccination antibody titre

3. N =number of subjects with pre- and post-vaccination results available; n/% = number/percentage of

seroconverted subjects; 95% Cl = 95% confidence interval, LL = Lower Limit, UL = Upper Limit; PI(D21) = post-

vaccination at Day 21; Pll{D42) = post-vaccination at Day 42

Phase C from study H5N1-023
In the Full HA/Full AS03 group: 98 subjects were enrolled with 49 subjects in each age stratum

In the control group: 35 subjects were enrolled with 18 and 17 subjects in each age stratum
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The overall mean ages at the time of the first vaccination were 4.2 years and 7.1 years per age cohort.
Male subjects accounted for 50-59.7% per age cohort and almost all were of white-
Caucasian/European heritage.

The pre-vaccination GMTs for HI antibody against A/Vietnam/1194/2004 and A/Indonesia/05/2005
were <1:10 regardless of age stratum or vaccine group and so seropositivity rates were zero.

Day 21 HI GMTs against A/Vietnam/1194/2004 were slightly increased in the AS03 vaccine group in
both age strata and by Day 42 they had reached 883.5 for 6-9 years and 956.4 for 3-5 years.

HI GMTs against A/Indonesia/05/2005 in the AS03 group were also much higher at D42 (92.5 for 6-9
years; 167.9 for 3-5 years) compared with D21.

Corresponding seropositivity rates followed a similar pattern and by D42 all subjects in both age strata
were seropositive against A/Vietham while rates against A/Indonesia/05/2005 had reached 83.7% in
the 6-9 years age stratum and 95.5% in the 3-5 years age stratum.

In the control group, the seropositivity rates against A/Vietnam/1194/2004 and @ndonesia/OS/ZOOS
were zero at all time points except for one subject who was seropositive afte%@e first Fluarix dose. All
corresponding GMTs were low or below the cut-off value. O&\

O

Humoral immune response - H5N1 HI al;g&}'dies
Nd

H5N1 HI Antibodies against ANietp@\Wwél!Zl}M

GMT SPR Oy SCR SCF
95% Cl 95% Cl _[~\° 95% Cl 95% CI
Timing | N [value| LL | UL | % [ LL] UL_¥"% | LL | UL |value] LL | UL

3.8ug HA/F 03 - 3-5 years
PRE  [4 [50 1[50 1[50 [00 J00 (&0 |- - - - - -
PI(D21) [43 [250 [16.0 [393 465 3124623 465 312 [623 b0 [32 79
PI(D42) 144 9564 [7692 11893100 |90~100 100 920 [100  [191.3]1538 |2379
3.3@\FIA [ Full AS03 - 6-9 years
PRE  [43 50 [50 [50 Q000 [82 - - - - - -
PI(D21) [30 [273 [162 [46.0N\I58.7 [374 [745 57 374 745 |55 (32 92
PII(D42) [43  |883.5 [737.3 [105587]100 91.8 [100 100 (918 [100  [17e.7(1475 2117
. M3N1 HI Antibodies against Allndonesia/05/2005
A 3.8 ug HA | Full AS03 - 3-5 years
PRE |44 |50 8O~ [5.0 [00 [00 [8.0 - - - - -
PID21) |43 [7T7SNB0 |98 |70 15 [191 70 15 191 |16 2 20
PI(D42) [44  [167.9 [121.7 [231.5 [95.5 [845 [99.4 955 845 (994 336 [243 46.3
3.8 ug HA / Full AS03 - 6-9 years
PRE |43 |50 |50 [50 |00 j00 |82 - - - - - -
PID21) 130 |60 50 (72 |33 |01 172 33 |01 172 |12 10 14
PID42) [43 1925 |593 (1442 (791 |64.0 900 791 640 (900 [185 (119 288
3-by = 3-5 years: 6-9y = 6-9 years
2. GMT = geometric mean antibody titre calculated on all subjects; Seroconversion defined as: For initially
seronegative subjects, antibody titre = 40 1/DIL after vaccination; For initially seropositive subjects, antibody titre
after vaccination >4 fold the pre-vaccination antibody titre, SCF = Seraconversion Factor or geometric mean ratio
(mean[log10(POST/PRE)]
3. N=number of subjects with available results, 95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper
Limit; PRE = pre-vaccination: PI(D21) = post-vaccination at Day 21; Pll(D42) = post-vaccination at Day 42

—
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In the AS03 vaccine group

The Day 21 SCRs and SPRs against A/Vietnam/1194/2004 ranged from 46.5% to 56.7% but were only
3.3% to 7% against A/Indonesia/05/2005. By Day 42 rates were 100% for both age strata against
A/Vietnam and 79.1% to 95.5% against A/Indonesia. The 270% threshold for the lower bound of the
95% CI for seroprotection as defined in the CBER Guidance was met for HI antibody against
A/Vietnam/1194/2004 in both age strata and was met against A/Indonesia/05/2005 in the 3-5 year
age stratum.

The Day 21 SCFs against A/Vietnam/1194/2004 and A/Indonesia/05/2005 ranged from 1.2 to 5.5.
However, on Day 42 the SCFs against A/Vietnam/1194/2004 were 176.7 and 191.3 compared to 18.5
and 33.6 against A/Indonesia/05/2005.

In the control group

No subject seroconverted for HI against either strain and none was seroprotected with the exception of
one subject with a response to A/Vietham/1194/2004 on Day 21 only.

Pre-vaccination NA GMTs were >1:28 and were generally comparable betweea@e age strata (range
25.6 to 37.3). Despite the low GMTs, the baseline seropositivity rates ran om 30.8% to 46.7%.

Humoral immune response — neutrallsm,?;n\lbodles against

A/Vietnam/1194/2004
228 1/DIL Gnuo, SCR
95% Cl . ~95% Cl 95% CI
Timing N % LL [ UL [value | N\L [ UL N | % LL [ UL

3.8 ng HA | Ful\AS03 - 3-5 years
PRE 40 375 227 M2 373 MN239 581 - - - -
PI(D21) |40 100 91.2 (100 4(@" 391.2 639.3 36 80.6 |64.0 91.8
Pl(D42) |42 100 916 100 N 3786 6 55356 |38 974 1862 999
3@‘9;&; FuII AS03 - 6-9 years
PRE 43 326 191 4@‘5 256 186 3h3 - - - -
PID21) |29 93.1 772 \ |9 3135 [1933 5084 29 79.3 60.3 92.0
Pli{D42) |42 100 916 O 1{}{] 30325 24318 37816 |42 100 916 100
1. 35y =35 years; 6-9y = 6-y<ars

2. Seroconversion defined a3\ For initially seronegative subjects, antibody titre 256 1/DIL after vaccination; For

initially seroposilbif.éé~ ts, antibody titre after vaccination = 4 fold the pre -vaccination antibody titre

3. N=numberofs s with pre- and post-vaccination results available; n/% = number/percentage of
seroconverted subjects; 95% Cl = 95% confidence interval, LL = Lower Limit, UL = Upper Limit; PI{D21) = post-
vaccination at Day 21; PII(D42) = post-vaccination at Day 42

On Day 21, NA GMTs against A/Vietham/1194/2004 were 1.5-4-fold in the ASO3 group compared with
the control group.

By Day 42 NA GMTs against A/Vietham/1194/2004 increased about 10-fold in the ASO3 group in both
age strata and all children were seropositive whereas there was no further increase in GMTs in the
control group and the seropositivity rates ranged from 61.5% to 87.5%. The seroconversion rates also
showed the marked differences between AS03 and control for both age strata.
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Comparison between the three formulations up to D42

The MAH performed a comparison between the three AS03-adjuvanted vaccine formulations (i.e. %2
HA/Y2 AS03, Full HA/ 2 AS03, and Full HA/Full ASO3 used in Phases A, B, and C, respectively. See
Table 16 below.

Responses in terms of SCR, SPR and SCF were high in all three study phases and in both age strata.

There was a trend for higher HI GMTs and SCFs against both strains and a higher NA GMT against the
vaccine strain with the formulations tested in Phases C and B compared to the half/half formulation
used in Phase A. The immune also response tended to be higher in Phase C when compared with Phase
B.

When comparing the formulation used in Phase C or in Phase B with that used in Phase A the
difference between A and C was marked whereas the difference between A and B was much less

apparent. G

There were advantages for C over B for HI and NA GMTs and for responsesiK ndonesia.

O
N
The MAH concluded that: Q

>

At Day 42 the CBER criterion for seroconversion was reached @&inst both strains and in both age
strata in children who received Full HA/Half ASO3 or Full HA ASO3 groups.

At Day 42 the CBER criterion for seroprotection was m‘s@gainst A/Vietnam/1194/2004 in both age
strata that received Full HA/Half ASO3 or Full HA/F QSO3 while the criterion was met against
A/Indonesia/05/2005 by 3-5 year-olds who recgjved Full HA/Full AS03.

There were marked increments in respons cgoth strains from first to second doses in groups that
received Full HA/Half ASO3 or Full HA/Fu 03.

Responses to A/Vietnam were higlj{Qﬁan to A/Indonesia in all AS03 formulation groups.

No major differences between ;(g(ége strata (6-9 years and 3-5 years) were detected for any of the
immune response parameter{}onsidered.

\
Comparisons between tI@)Qree formulations used in Phases A, B, and C generally favoured C over
both A and B. Howe e HI SCR/SPRs did not show marked differences between the three
formulations tested.

Immunogenicity data at Month 6

By Month 6 the HI GMTs had fallen but were still at least 6-fold higher than the pre-vaccination GMTs
in the groups that had received ASO3 vaccines.

Against A/Vietnam the seroprotection rates at Month 6 in children who received the adult dose vaccine
in Part C of the study were 82.8% for 3-5 year-olds and 78% for 6-9 year-olds. These rates compare
with 56% and 63.6% in respective age groups who received the half/half vaccine in Part A and with
70.2% and 68.9% who received full dose HA and half AS03 in Part B. The 95% CI overlap between
Parts A, B and C within each age stratum. The results for the other parameters shown follow a similar
pattern.
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Vaccine strain homologous (against HSN1 A/Vietnam) immune response persistence
in terms of HI antibodies at month 6

>10 1/DIL GMT SPR SCR SCF

95% Cl 95% Cl 95% Cl 95% Cl 95% Cl
Timing | N | % | LL | UL |valuel LL | UL | % | LL | UL | % | LL | UL lvaluel LL | UL
H5N1 HI Antibodies against A/Vietnam/1194/2004
Half HA/Half AS03 - 3-5 years (Phase A)
PRE 50 | 0.0 00 |71| 50 | 50|50 00|00 71
PI(M6) | 50 | 64.049.2 77.1| 29.3 | 19.2 | 44.6 |56.0 | 41.3|70.0 | 56.0 | 41.3 | 70.0| 5.9 | 3.8 | 8.9
Half HA/Half AS03 - 6-9 years (Phase A)
PRE 42 100 /00|84 50 | 50 |50 000084
PI(M6) | 44 |65.9|50.1 79.5| 334 | 21.2 | 52.7 | 63.6 | 47.8|77.6 610 445 758 6.1 | 3.8 | 9.7
Full HA/Half AS03 - 3-5 years (Phase B)
PRE 47 12101 |113 51 | 49 | 53000075
PI(M6) | 47 |72.3|57.4 844 | 463 | 29.8 | 72.0 | 70.2 | 55.1 | 82.7 | 68.1|52.9 | 80.9| 9.1 | 58 | 14.1
Full HA/Half AS03 - 6-9 years (Phase B)

PRE 47 100[00][75] 50 |50]50/[00][00]75 N

PI(M6) | 45 [73.3]58.1 /854 43.2 | 27.9 | 66.8 | 68.9 | 53.4|81.8 | 68.9 | 53.4| 818 8.6 | 5.6 | 13.4
Full HA/Full AS03 - 3-5 years (Phase C) <O

PRE 32 10000109 50 [ 50 [ 50 [00] 00109 9

PI(M6) | 29 |82.8|64.2|94.2| 80.0 | 47.0 | 136.4 | 82.8 | 64.2 | 94.2 | 82.8 (642 | 94.2 | 16.0 | 9.4 | 27.3

Full HA/Full ASO3 - 6-9 years (Phase C) %%~
PRE 43 100[00[82] 50 [ 5050 00]00]82AY
PIi(M6) | 41 |78.0 624894 | 615 | 389 | 97.3 | 78.0 |62.4|89.4()78.0 | 62.4 | 89.4|12.3| 7.8 | 195
SPR = percentage with antibody titre > 40 1/DIL; SCR =@«centage with antibody titre > 40
1/DIL after vaccination for initially seronegative subje r > 4-fold the pre-vaccination
antibody titre for initially seropositive subjects; SCF increase in GMTs post-
vaccination compared with pre-vaccination; PRE \@e-vaccination; PII(M6) = post-

vaccination at Month 6 O\
\4

In the Fluarix groups in each Part of the stu ere was no difference between the DO and the
Month 6 HI seropositivity rates and GMTs st either A/Vietnam or A/Indonesia in 3-5 year-olds or
6-9 year-olds. Therefore there was no eyi ce of any augmentation of the HI immune response as a
result of intervening natural exposurQ&cross-reacting antigens between D42 and Month 6.

Against the heterologous A/Indo strain 69% of children aged 3 to 5 years who had received the
adult dose were seroprotecte onth 6 compared to 6.0% from Part A and 48.9% from Part B of the
study. Corresponding rate& hildren aged 6 to 9 years were 61% versus 4.5% and 26.7%.

<
Vaccingstrain heterologous (against HSN1 A/Indonesia) immune response
persistence in terms of HI antibodies at month 6

>10 1/DIL GMT SPR SCR SCF

95% Cl 95% Cl 95% Cl 95% Cl 95% Cl
Timing | N | % | LL | UL |value| LL | UL | % | LL | UL| % | LL | UL lvalue/ LL | UL
H5N1 HI Antibodies against A/Indonesia/05/2005
Half HA/Half AS03 - 3-5 years (Phase A)
PRE 50 | 0000|7150 | 50 50 [00]00/71
PII(M6) | 50 |20.0/10.0/337| 69 | 56 84 | 60 | 13 /165 6.0 | 1.3 |165| 14 | 1.1 | 17
Half HA/Half AS03 - 6-9 years (Phase A)
PRE 42 10000 |84 50 | 50|50 000084
PI(M6) | 44 |18.2| 82 |327| 66 | 52 | 84 | 45|06 |155 24 |01 [129] 12 |10 | 15
Full HA/Half AS03 - 3-5 years (Phase B)
PRE 47 1 00|00 75| 50 | 50 | 50 0.0 |00 75
PII(M6) | 47 |55.3/40.1/69.8| 21.7 | 143 | 33.0 | 48.9 |34.1 /639 489341639 43 | 2.9 | 66

Full HA/Half AS03 - 6-9 years (Phase B)
PRE | 47 ]00]00/75] 50 | 50 | 50 |00/00]75] \ \ \ \ \
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> 10 1/DIL GMT SPR SCR SCF
95% Cl 95% CI 95% Cl 95% Cl 95% CI
Timing | N | % | LL | UL |valuel LL | UL | % | LL|UL | % | LL | UL lvaluel LL | UL
H5N1 HI Antibodies against A/Indonesia/05/2005
PI(M6) | 45 |40.0 | 25.7|55.7 | 119 | 84 | 16.9 | 26.7 | 14.6 | 41.9|26.7|14.6 | 41.9| 24 | 1.7 | 34
Full HA/Full AS03 - 3-5 years (Phase C)
PRE 32 [ 00]00)109) 50 | 50 | 50 | 00| 00109
Pli(M6) | 29 [69.049.2 847 | 425 | 23.7 | 76.3 | 69.0 49.284.7169.049.2 847 85 | 47 |153
Full HA/Full AS03 - 6-9 years (Phase C)
PRE 43 100/ 00[82] 50 |50 50|00 00]82
PlI(M6) | 41 1659494799 36.8 | 223 | 60.6 | 61.0 445|758 |61.0|445|758| 74 | 45 | 121
SPR = percentage with antibody titre > 40 1/DIL; SCR = percentage with antibody titre > 40
1/DIL after vaccination for initially seronegative subjects, or > 4-fold the pre-vaccination
antibody titre for initially seropositive subjects; SCF = fold increase in GMTs post-
vaccination compared with pre-vaccination; PRE = pre-vaccination; PII(M6) = post-
vaccination at Month 6

NA was assessed against A/Vietnam at Month 6 for Part A subjects only (i. f adult dose versus
Fluarix). {\0_)

In the ASO3 vaccine group the NA GMTs dropped to a similar degree irqe@ age strata so that, as at
D42 (GMTs 1026 and 1111), the actual GMTs at D180 were compar for children aged 3-5 years
and 6-9 years (776 and 759). At Month 6 all children who had rec@‘ed the AS03 vaccine had NA titres
of at least 1:80. Q)

However, in the Fluarix group the GMTs increased betwe@%Z and D180. In the younger age group
(3-5 years) the increment was small (from 166 to 200}\@t is none the less remarkable since a drop in
GMT would usually have been expected. In the old @e group (6-9 years) the increase was by 6-fold
(from 75 at D42 to 482 at D180). These resultsse:%

antigens had occurred in the interim period.\>()

est that natural exposure to cross-reacting

As a result the seroconversion rates in t 9 year-olds at Month 6 were 95% for the AS03 group and
93% for the Fluarix group. Also, all q en aged 6-9 years who received Fluarix had NA titres of at
least 1:80 at Month 6, while the cowresponding rate in the 3-5 year-olds was 80%.

Neutralising aq@odies against A/Vietnam/1194/2004 up to Month 6 (ATP)
O >28 1/DIL GMT

\\\
O 95% Cl 95% Cl

Antibodies |Group \Z8ub-group|Timing | N n | % |LL|UL] value LL UL | Min | Max
against
AlVietnam |H5N1/2+AS03/2 |3-5y PRE 48 | 16 |33.3/20.4|48.4] 30.5 21.6 | 43.0 [<28.0] 905.0

PI(D21) | 49 | 45 |91.8/80.4|97.7] 1736 | 1243 | 242.4 |<28.0|1420.0

Pli(D42) | 48 | 48 |100/92.6|100] 1026.4 | 832.2 | 1266.0 |226.05690.0

PIi(M6) | 50 | 50 |100/92.9/100] 776.3 | 639.7 | 942.0 |180.0|9050.0

6-9y PRE 43 | 18 141.9|27.0/57.9] 32.2 23.1 449 1<28.0] 453.0

PI(D21) | 42 | 38 |90.5|77.4|97.3] 171.7 | 122.4 | 240.7 |<28.0| 905.0

PIi(D42) | 41 | 41 |100/91.4|100] 1110.8 | 907.6 | 1359.4 |284.0|4530.0

PI(M6) | 42 | 42 1100|916/ 100] 7585 | 632.3 | 909.8 |226.0 5690.0
Fluarix™ 3-9y PRE 14 1 5 |357]12.8/649] 234 13.8 39.6 |<28.0| 226.0

PI(D21) | 15 | 12 |80.0/51.9]/95.7] 107.8 | 554 | 209.6 [<28.0| 453.0

PI(D42) | 15 | 12 |80.0/51.9]/95.7] 165.9 | 79.0 | 348.2 |<28.0| 453.0

Pl(M6) | 15 | 15 |100|78.2|100] 200.2 | 108.8 | 368.1 | 28.0 | 905.0

6-9y PRE 14 ] 2 |143]18 |428] 18.6 12.0 28.7 |<28.0| 180.0

PI(D21) | 13 | 10 |76.9/46.2/95.0] 819 39.1 | 1715 |<28.0| 453.0

Pli(D42) | 14 | 10 |71.4|419/91.6] 746 353 | 157.8 |<28.0| 453.0

PI(M6) | 14 | 14 |10076.8)100] 482.3 | 3134 | 742.3 |226.0{2840.0
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Percentage with NA titres 1:40 and 1:80 against A/Vietnam/1194/2004 on Day 180 (ATP)

>1:40 1/DIL >1:80 1/DIL
95% ClI 95% Cl
Antibodies against |Group Sub-group [Timing [N n | % |LL|UL] n | % | LL|UL
AlVietnam H5N1/2+AS03/2 3-5y PRE 48 16 133.3/20.4/484] 13 |27.1/153/418

PI(D21) |49 43 1878|752 954] 37 |755]61.186.7

Pli(D42) |48 48 1100 |92.6 | 100 | 48 | 100 | 92.6 | 100

Pli(M6) |50 50 {100 |92.9| 100 | 50 | 100 |92.9 | 100

6-9y PRE 43 17 139.5]/25.0|55.6] 11 |25.6|13.5|41.2

PI(D21) |42 38 [905|77.4(97.3] 33 |78.6|63.2|89.7

Pli(D42) |41 41 1100 |91.4 100 41 | 100 |91.4] 100

PII(M6) 142 42 | 100 |91.6 | 100 ] 42 | 100 |91.6 | 100
Fluarix™ 3-9y PRE 14 2 |143] 18 |428] 2 |143| 1.8 |428

PI(D21) |15 12 180.0/51.9]95.7] 10 |66.7 |38.488.2

Pli(D42) |15 12 180.051.9]95.7] 12 | 80.0|51.9]95.7

Pli(M6) |15 12 180.051.9957] 12 |80.0|51.9|95.7

6-9y PRE 14 2 |143/ 18 1 [71]02]339

PID21) (13 | 9 |69.2|3861909| 8 |61.5/316 861

PI(D42) |14 | 9 |64.3 35%787.2] 8 |57.1/28.9 823

PliMe) |14 | 14 \76.8| 100 | 14 | 100 | 76.8| 100
>
NA SCRs against A/Vietnam/1194/2004 og D&y 180 (ATP)
D SCR
)
A 95% Cl
Antibodies against Group Sub-group _ |Fhing N n % LL | UL
AlVietnam H5N1/2+AS03/2 |3-5y __WTi(Mme6) 48 41 | 854 | 722 | 93.9
69y AL PII(M6) 42 40 | 952 | 838 | 99.4
Fluarix™ 35y %~ |Pli(M6) 14 10 | 714 | 419 | 916
69;&)" PII(M86) 14 13 | 929 | 66.1 | 998

Due to the unexpected results in the FI@( group the MAH subsequently performed further testing of
selected sera against the A/Brlsban onal strain. The results showed:

1) Some level of concordance t&en anti A/Vietnam NA titres and anti-A/Brisbane/59 HI titres at
baseline and after Fluarix va tion;

2) An increase in anti-A ane/59 HI titres at Month 6 in some subjects suggesting H1N1 infection
(>4 fold titer increa n some but not all of these individuals the observed Month 6 increase in anti-
A/Brisbane/59 HI titre paralleled the increase in anti A/Vietnam NA titre.

In conclusion, the MAH states that the results suggested that an increase in anti-Vietnam NA titres
could be due to H1N1 infection in the study population between D42 and M6. The absence of a
consistent parallelism between anti-Brisbane HI and anti-Vietnam NA titres may reflect the complexity
of the relationship between the two assays. For example the MAH points to possible interference of
post vaccine response and kinetics, post infectious response and kinetics, antibody activities captured
by both assays and assay variability between D42 and M6 testing.

Immunogenicity data at Month 12

The heterologous immune response to vaccination was evaluated in terms of neutralising antibodies
against the A/Indonesia/05/2005 strain at Day 42, at Month 6 and at Month 12 following vaccination
with half dose HA + half ASO3 (Phase A subjects) or with Fluarix (control group). Note that the DO

Variation assessment report
EMA/CHMP/193663/2011 Page 16/24




samples were not tested but will be tested in parallel with the M24 samples and the results provided at
a later date.

A significant heterologous immune response was observed at Day 42, Month 6 and Month 12 in
subjects receiving half dose HA + half ASO3. The comparison between Phase A and Fluarix indicated
that cross-reactive immunity was induced by the vaccine. In contrast to the A/Vietnam data the control
group did not show an increment in NA titre against A/Indonesia over time. In the AS03 group there
was a decrease in GMT at M6 and at M12 compared to D42 but the rate of subjects with a titre above
1/80 remained high in both age groups with 89.6% at M6 and 87.2% at M12 in the 3-6 years-old
group and with 90% at M6 and 82.9% at M12 in the 6-9 years-old group.

Seropositivity rates and geometric means titres (GMTs) of
neutralizing antibody titers against Allndonesia/05/2005 at Day 42,
Month 6 and Month 12 (ATP cohort for immunogenicity)

= 2B 1/DIL GMT
95% CI 95% CI
Antibody|Group Sub- Timing [N n % |LL UL |value |LL % Min |Max
group -
Indanesia|HAM1/2+:A5032(3-5 FINC4Z) |45 [46  [100 [B2.3[100 [331.4 [271.2-\d050 [570 [1138.0
FlliME) [85 |47 [arc(Eea(ees|2421 18w 3088 [2R0[1138.0
PUMTZ AT |47 (100 [F25(100 1777 W3 [2236  [25.0 [=050
R PIUD4Z2 42 |42 [100 [B1.6[100 [£12 70 [R040 710 11380
PllgME) [80 [38 |50 0[B3.1[50L[208N\104.8 2808 [2R.0[1440.0
PUMTZES |33 (94 3[B05(993 . 975 1684 [<28.0[559.0
Fluarix 35 PUD4A 15 |7 45 7213734 |35 163 8.1 <28 0[360 .0
Plitve) 15 |5 333[1A %};EE.G 14.0 365 <28.0[226.0
PliMIZ 1S |2 ERI /e el (] 116 T <28, 0[264 .0
R P4 13 |8 515 [ANiER.1 |47 245 B1.6 <28.0[180.0
Plitvey 13 |4 g ENI A N 126 425 <28.0[453.0
PliMIZ 14 |3 F1EET [h0E[E1S 122 35.2 <28.0[264.0
35 = 35years; B-Y = 6-Yyears
GMT = Geometric Mean antikody Titer; N = Number Dfsﬁ_ tz with availzble results
nf% = numberioercantaoe of seropositive subjects (neulds fiter »= 1:28)
2595 1 = 85% confidence interval, LL = Lowsr LimgtNWY = Upger Limit ; MINMA&X = MirimumMaxmum
FliD42) = Post-vaccination two at Day 42 ; PINRNY Post-vaccination two at month &
PIM12) = Post-vaccination two &t month 12
Percentage of s ts that reached NT antibody titer of =1:40, =
1:56 and =1:8hatDay 42, Month 6 and Month 12 (ATP cohort for
immunﬂgenicig‘
T CN =40 1/DIL =56 1/DIL =80 1/DIL
N 95% CI 95% CI 95% Cl
Antibody |Group @Hub- Timing [N |m % LL |UL |m % LL (UL |n % LL (UL
group
Indonezia [HENTZ2+4A30%2 |35 PIND&Z) |45 (46 (100 (923 (100 |46 (100 |92.3 (100 M5 (976 (885 999
PliME) |48 |45 (335 [B2.8 (287 |&5 (935 [R28 [BB.Y MI[B96 [773 (%65
PUiMT2) 4T |45 (857 (855 (995 |42 (394 [FeQ (555 |1 |a7.2 [743 352
-9 PUiDd2y |42 [£2 (100 (916 (100 [£2 (100 [91.6 [100 (1976 [674 (999
PliME)y |40 |38 (8500 (831 (994 (38 (350 [B31 (%94 [36 |90.0 [Te3 972
PUiMTZy PR Rd S0 e B3 2B d[fe o [B82 PoEzaee s [55 4
Fluarix 35 PIiD42y M54 [267 (78 (5513 (200 (43 [461 [3 [200 |43 [461
PlipMey 152 (33017 [@05 2 (13317 [405 2 N33|17 (405
PUiMIZY 1510 67 (02 (313 P |67 [02 (3191 o7 [02 [3139
[ FPIiDEZy 38 RIS [ETe @18 RTAETeEe1l RFES[I2E 5L
Plipey 1312 15419 [454 2 15418 [@54 0 [F7 [02 [380
PliM1Z2y 42 14318 [428 2 (143518 [428 2 43|16 (4248
35 =3-fyears
B-9  =6-9ears

M = number of subjects with available resulis

n'% = numberpercentage of subjects with titre within the specified range
95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
PlIiDE2) = Post-waccination two at Day 42

PIiME) = Post-vaccination two at month &

PIiMT2) = Post-vaccination two at month 12
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Safety
Phase A

In the 6-9 years age stratum, the overall incidence of AEs by subject was 96.1% in the AS03 group
and 88.9% in the control group. The incidences of general symptoms were comparable between
vaccine groups but local symptoms occurred more often in the AS03 group. There was no increased
reactogenicity in either vaccine group after the second dose compared with the first dose.

In the 3-5 years age stratum, AE rates were generally lower than in older children. Incidences of
general symptoms per subject were comparable between vaccine groups but rates of local symptoms
per subject were higher in the AS03 group. There was no increased reactogenicity in either vaccine
group after the second dose compared with the first dose.

Incidence and nature of adverse events (solicited and unsolicited)
reported during the 7-day (Days 0-8) pcst-vaccin;@period

following each dose and overall (Total Vaccinate hort)
RAS
Any symptom General symw) Local symptoms

Group Sub- 95% Cl o 95% Cl

groupl N [ n | % |LL|{ULE N | n ".fQ,. UL N | mn | % |LL]JUL

Dose 1 Fluanx™ [ 35y 118 | 11 81135782718 | 7 ,,53.9 173643018 [ 8 |444)121.5(692
G5y | 18 | 13 [722]45.5|50.3Q 18 N«'!-S.E- 133(590Q 18 | 12 |67 (410|867

HEWNZ2 [ 35y | 51 | 28 |he 8|42 2[T0.7) 51 4 31244 [519) 51 | 27 |525|385([67 1

+8303/2 | 6-8y | 51 | 47 |92.2|81.1(57.8 ‘{0‘29 9094227071 51 | 41 |804|68.9)90.2

Dose 2 Fluarx™ | 3-5y |17 | 8 [471]23.0]|72. )1? 3 (17638 434017 | & [353142]617
69y | 18 | 14 |77 8|52 9@? 18 [ 10 |55.6|308 (785 18 | 10 [556(30.8|785

HE5N1/2 | 36y | 50 | 33 [66.0]51g a8 50 | 18 [36.0(22.8]508] 50 | 27 [54.0(39.3|68.2
+AS03/2 | 6-Gy | 45 | 35 ?1-@ 8344 49 [ 20 |408(270[55.80 4% [ 30 612 (462|748
Overallidose | Fluarix™ | 3-5y | 35 | 19 |54&N36.6(71.2] 35 | 10 [26.5(14.6|46.3] 35 | 14 |40.0(23.9|57.9
59y | 36 | 2yN50[5788790 36 | 16 [44.4(279]618] 35 | 22 [51.1]435]769
HEN1/2 | 36y [101 ] eX[61.4]51.2[70.8)101 | 37 [36.5(27.3[46.8]101 | 54 |535[43.3]625
+A50372 | 6-8y [ 100782 |82.0]73.1]89.00100 | 42 [49.0(38.9]59.20100] 71 |71.0]61.1]7956
Overallsubject | Fluamx™ | 3-5y NN 13 [722]455(303) 18 | 9 [s00[260(740] 18 | 10 [555]30.8|785
5:0y\18 | 16 [88.9|65.3(98.6) 18 | 11 [61.1]35.7(827) 18 | 13 [72.2|46.5[90.3
HEN1/2 [y | 51 | 38 [745]e04[85.7] 51 | 24 [47.1[328]615] 51 | 34 [s6.7[52.1]73.2
+F.S%\ 9y | 51 | 4% |96.1|86.5(99.5) 51 | 33 |e4.7|501|776) 51 | 46 [902|78.6|96.7
H3W1/2 + AS03/2 = HalbRA  Half ASO3; Fluanx™ = confrol; 3-5y = 3-3 years; 6-9y = 6-9 years; For each dose and
overalllsubjact: N = number of subjects with at least one administered dose; n/% = numberfpercentage of subjects
presenting at Izast one type of symptom whatever the study vaccine administered; For overallidoze: N = number of
administered doses; n/% = numberipercentage of doses followed by at lzast one type of symptom whatever the study
vaccine administerad; 35% Cl = exact 35% confidence interval, LL = Lower Limit, UL = Upper Limit

The incidence of grade 3 AEs was generally low with no difference between the vaccine groups in older
children but with rates of 13.7% versus zero in children aged 3-5 years. The incidence of AEs with
causal relationship to the vaccination in the subjects aged 6-9 years was 94.1% in the Half HA/Half
ASO03 group compared with 83.3% in the control subjects. However, rates were comparable among
subjects aged 3-5 years (66.7% and 61.1%).

In the 6-9 year-olds the rates of pain were 61% for Fluarix and 76.5% for ASO3 vaccine after the first
dose (none and 5.9% with Grade 3) but were comparable after the second dose (none and 4% with
Grade 3). In the 3-5 year-olds the rates of pain were higher with AS03 vaccine after both doses but
very few had Grade 3 pain.
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Rates of solicited general symptoms per subject as shown below were not markedly different between
vaccine groups in the 6-9 years age stratum. The rate of any fever (> 37.5°C) after dose 1 of AS03

vaccine was 5.9% but no subject had Grade 3 fever (> 39°C) and no subject in the Fluarix group had
any fever. The rates for any fever after the second dose were 16.7% for Fluarix and 10.2% for AS03

vaccine while rates for Grade 3 fever were 5.6% and zero. The per-dose rates for any antipyretic use
were 8% in both vaccine groups with per subject rates of 17% and 14% in respective groups.

In the 3-5 years age stratum rates of solicited general symptoms per subject were higher than in the
control group. The rate of any fever after dose 1 of ASO3 vaccine was 9.8% but 3.9% had Grade 3
fever (> 39°C). The corresponding rates after the second dose were 6% and zero. No subjects in the
Fluarix group had fever after either dose. The per-dose rates of taking any antipyretic were 9% for
Fluarix and 19% for ASO3 vaccine, with per subject rates of 17% and 35%.

Unsolicited AEs reported up to 51 days after the first vaccination showed no particular signal or clinical
pattern in any vaccine group.

No deaths or other SAEs were reported and there were no AEs leading to withdr | during this study
phase. Q)
2

O
Phase B §
In both age strata the overall incidence incidences of AEs and rates”of local and general AEs by subject
were higher in the AS03 vaccine group than in the control g @ There was no increased
reactogenicity in either vaccine group after the second vaqCittation when compared with the first
vaccination. There were more Grade 3 AEs in subjects@d 6-9 years in the AS03 group (8.2%) when
compared with the control group (0.0%). Similarly @ incidence of Grade 3 AEs in subjects aged 3-5
years was higher in the AS03 group (11.8%) wbeonmpared with the control group (5.9%), mainly
driven by a higher incidence of Grade 3 local ptoms.

The incidence of AEs with causal relatio to the vaccination in the subjects aged 6-9 years was
75.5% in the ASQ03 vaccine group co@&red with 58.8% in the control subjects. Also, among subjects
aged 3-5 years the incidence of A&a sessed as causally related to the vaccination was 70.6% in the
ASO03 vaccine group and 35.3?/@ e control group.

N

6\0

@Q}
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Incidence and nature of AEs (solicited and unsolicited) reported
during the 7-day (Days 0-6) post-vaccination period following each
dose and overall (Total Vaccinated cohort; Phase B)

Any symptom General symptoms Local symptoms
95% CI 95% Cl 95% Cl
Group Sub- N | n|% |LL{UUJN|n|% |LL{ULJN|n|%]|LL|UL
group
Cose 1 35y P17 | 6 |3/3142(e1 717 17638 143417 [ 4 123568459

I s THE
Fluanix 2941031560017 | 8 [471]23.0]722

451311597 51 | 22 |43.1]|29.3]|57.8
A 7(21.7(456] 49 | 33 |67.3|52.5)80.1
11815 [364)17 | 2 [118[15]|364
176|368 (434017 | 8 [471[230[722
429(28.8|57.8] 45 | 22 |449|30.7] 5598
36222 7|51.5) 47 | 25 |61.7|46.4|75.5
14.7] 5.0 {311 {? 6 |176| 68345
2350107412 16 [47.1[29.8[64.9
44.0(34.1[ 5934100 | 44 [44.0[34.1[54.3
354 |254w5.8] 95 | 62 |64.6(54.2|74.1
235xene[49 817 | 5 [29.4[10.3[58.0
8y |17 | 10 [588[329 M6 17 35314 2|161.7] 17 | 10 [58.8|32.9[816
HEM1 | 35y |51 [42 |B24]6%.1(%16] 51 (627 |48.1| 75.9] 51 | 29 [56.9[42.2|70.7
+AB03M2 | 69y |49 [ 38 |776|634(88.2] 49 '49.0|34.4|63.7] 49 | 37 |75.5)61.1[86.7
HEN1 + AS03/2 = Full HA [ Half AS03; Fluarix™ = control; 3-5y = 3~0Bars; 6-8y = 6-9 years; For each dose and
overallisubject: N = number of subjects with at least one adm d dose; n/% = numberpercentage of subjects
presenting at least one type of symptom whatever the stl.%y@ ne administered; For overallidose: N = number of

69y )17 | 9 [529|27T8[T70) 17
H5MN1 35y |51 | 32 |27 [4B1(759] 51
+AS032 | 69y |49 | 35 |T14|56.7(834] 49
Cose 2 Fluarix™ 3oy D7 | 3 |176| 38 [434) 17

8%y |17 | 8 |471|23.0|722)17
HSM1 3oy |49 | 34 |694|546(81.7] 49
+AS032 | 69y |47 | 32 |681(529)1808]) 47
Overallidoss ol 3By M9 2651294440 3

Fluarix™ — - ——

69y |34 | 17 |300|324|676] 34
H5M1 35y 100 | 65 |66.0(558(75.2 1100
+AS03/2 | 69y |96 | 67 |69.8|596|T8T] 96
3y 17 | 7 (4121846717

Cverall’subject

Fluarix™

23| on| o 2 oo [en |2 feo | o 13 en e

administerad doses; n/% = numberfpercentage of doses ed by at least one type of symptom whatever the study
vaccine administered; 33% Cl = exact 33% confidencénierval, LL = Lower Limit, UL = Upper Limit

Solicited local symptoms per subject (se ph below) did not show marked differences between
AS03 and control except for pain at irjection site.

In the 6-9 years age stratum thegzgsidences per subject of solicited general symptoms were generally
higher in the AS03 vaccine g ut rates for Grade 3 symptoms were low. The rates of any fever (>
37.5°C) after dose 1 were I-‘\or Fluarix and 2% for AS03 vaccine and no subject had Grade 3 fever
(> 39°C). The correspor@é rates after the second dose were zero and 6.4% for any fever in
respective vaccine g@s and zero and 2.1% had Grade 3 fever. The per dose rates for any antipyretic
use were 9% and 12% in respective vaccine groups with per subject rates of 18% and 22% in
respective groups.

In the 3-5 years age stratum, solicited general symptoms occurred more often in the AS03 vaccine
group than in the control group. The rates of any fever (> 37.5°C) after dose 1 were 11.8% for Fluarix
and 7.8% for AS03 vaccine and no subject had Grade 3 fever (> 39°C). The corresponding rates after
the second dose were 5.9% and 14.3% for any fever and 5.9% and zero had Grade 3 fever. Within
this period the per dose rates of taking any antipyretic (regardless of the reason for use) were 18% for
Fluarix and 17% for ASO3 vaccine, with per subject rates of 29% and 30%.

In both age strata the incidences of unsolicited AEs were comparable but higher in the younger
subjects. Grade 3 AEs and AEs assessed as causally related to the vaccination were infrequent. One
subject in the Full HA/ 2 ASO3 group experienced an AE leading to premature discontinuation. Please
see the separate AR on possible auto-immune diseases in vaccinees. There were no SAEs in Phase B
during the study conduct up to Day 51.
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Phase C

In the both age strata the incidences of local and general AEs were higher in the AS03 group. The
incidence of Grade 3 AEs in subjects aged 6-9 years was higher in the ASO3 group (18.4%) when
compared with the control group (5.6%). The incidence of Grade 3 AEs in subjects aged 3-5 years was
also higher in the AS03 group (22.4%) when compared with the control group (0.0%) but did not
seem to be driven by the incidence of local Grade 3 symptoms.

The incidence of AEs with causal relationship to the vaccination in the subjects aged 6-9 years was
93.9% in the ASO3 vaccine group and 94.4% in the control group compared to 79.6% and 41.2% in
respective groups in the younger age cohort.

Incidence and nature of AEs (solicited and unsolicited) reported
during the 7-day (Days 0-8) post-vaccination period following each
dose and overall (Total Vaccinated cohort; Phase C)

Any symptom General symptoms |€>analsym toms
95% ClI 95% CL (¥, 95% CI
Group | P I N | n % Lol n|n || \SE’ N|n|%|LL|uL
group D,
Dose 1 I 35y |17 [ 7 |a12[1eale7 117 | 1 [ssMOwT28.7] 17 [ 6 [35.3[14.2|617

iy + Thal
Fluarix™ gy |18 | 14 |77.8]524]936] 18 | 7 [38.9%7.3643] 18 | 13 [72.2[a65]%03

H3M1 35y |49 [ 37 |755[61.1]86 7] 43 | 19 [328725.2|538] 49 [ 35 [71.4][557]834
+4503 | 6-9y |43 | 43 [a7a|752({e54] 49 | 25¢|5T0]36.3]65.6] 49 | 39 [7e6[657[saa
Cose 2 Fluiaric™ 3oy 117 | 8 [3s34 281717 JaMD|235] 668 45917 [ 3 176|368 [434
- 6-9y |18 [ 11 [e11[357]a2 7] 10D [38.9[17.3|64.3] 18 [ 10 [556[308]78.5
H5M1 3oy |48 [ 30 |625([474 TB.Q@ 23 |47.9(33.3|62.8) 48 | 27 |56.3|41.2|70.5
+AS03 | 6-9y |49 | 41 [B3.7]70.3]|927 M9 | 30 [61.2]46.2|74.8) 49 | 35 |71.4|56.7)83.4
Owerallidoss Fluarix™ 35y |34 [ 13 |382 22.2—&@1 34 | 5 (147150 (311134 | 9 |[265|129(444
T B-9y |35 [ 25 |624|54 9837 36 | 14 [389]|23.1|56.5] 36 [ 23 [63.9|46.2|79.2
H5M1 35y |97 [ 67 |ea1l68)¥|7a 1] 97 | 42 [43.3(33.3|53.7] 97 [ 62 [63.9]535]734
+AS03 [ B-9y |98 | 84 [83ALFT.2|220) 98 [ 55 [56.1|45.7|66.1] 28 | 74 [75.5(65.8[836
30y PA7 [ 10 ¢S38|329 (8617 | 5 [284103|560Q017 [ 7 [#1.2[18.4]67.1
6-9y | 18 44|727|%99]) 18 | 10 |556|308|785]) 18 | 15 |83.3|586|% 4
H5M1 -0y |49 (M1 (837 |703(92.7049 | 29 (59244 2|73.00 49 [ 37 |75.5|61.1|86.7
+AS03 [ B-8y wp 46 [93.9]a31(287) 49 | 35 [714]56.7]83.4] 49 | 45 |91.8[804[977
HEM1 + AS03 = Full HA [ Full A5 flanx™ = control; 3-5y = 3-5 years; 6-9y = 6-9 years; For each dose and
overalllsubject: M = rufnhero. I::tswlth at least one administered doss; n/% = number/percentage of subjects
presenting at lzast one tj% ptom whatever the study vaccine administered; For overallidose: N = number of

Cweralllzubject

Flugmx™

administered doses; n'% berfpercentage of doses followed by at least one type of symptom whatever the study
vaccine administerads | = exact 95% confidencs interval, LL = Lower Limit, UL = Upper Limit

Pain was the predominant solicited local symptom in both age strata and vaccine groups. Rates of pain
were not higher after the second dose in either age stratum.

Redness and swelling were also reported with a higher incidence in the AS03 group irrespective of age
stratum. In the 3-5 years age stratum there was a trend for a higher incidence of induration, redness
and pain upon re-vaccination but this was not observed in the 6-9 years age stratum and was not
observed in either stratum with the control vaccine. The majority of these events were Grade 1 in
intensity, and there were few isolated Grade 3 cases in the AS03 group (none in the control group).

Among 6-9 year-olds rates of general solicited symptoms were higher with AS03 vaccine and the
incidence of fever, headache, myalgia, shivering and sweating tended to be higher after Dose 2. Rates
of fever after dose 1 were zero in the Fluarix group and 12.2% in the AS03 group (1/6 of these
subjects [2% overall] had Grade 3 fever). After the second dose rates for any fever were zero and
32.7% in respective vaccine groups (6/16 of these subjects [12% overall] had Grade 3 fever). These
numbers give rates for fever overall/dose of zero for Fluarix and 22.4% for ASO3 vaccine (7/22 of
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these doses [7% overall] being associated with Grade 3 fever). The per dose rates for any antipyretic
use were 14% and 43% in respective vaccine groups with per subject rates of 22% and 65% in
respective groups.

In the 3-5 years age stratum solicited general symptoms predominated in the ASO3 group (range
8.2% - 36.7%) when compared with the control group (range 0.0% - 5.9%). After dose 1 the rates for
any fever were zero in the Fluarix group and 8.2% in the AS03 group (3/4 of these subjects [6%
overall] had Grade 3 fever). After dose 2 the fever rates were zero and 31.3% (2/15 [4% overall] of
these subjects had Grade 3 fever) in respective vaccine groups. These numbers give overall/dose rates
for fever of zero for Fluarix and 19.6% for AS03 vaccine (5/19 of these doses [5% overall] being
associated with Grade 3 fever). Within this period the per dose rates of taking any antipyretic
(regardless of the reason for use) in the 3-5 year-olds were 15% for Fluarix and 31% for AS03
vaccine, with per subject rates of 24% and 51%.

The incidence of unsolicited AEs was 55.1% in the AS03 group and 33.3% in the control group in the
6-9 years age stratum. There were very few Grade 3 unsolicited AEs and unsolici d AEs assessed as
causally related to the vaccination were infrequent. In the 3-5 years stratu idence of

unsolicited AEs was 53.1% in the AS03 group and 47.1% in the control grm&aw subjects reported

Grade 3 unsolicited AEs in the AS03 group (6.1%) and there were none | e control group. The
incidence of unsolicited AEs assessed as causally related to the vacci was 18.4% in the AS03
group compared to zero in the control group. (0'0

One subject in the AS03 group developed an AE of uveitis for
unilateral anterior chamber uveitis at 8 days after the secgo ose of the H5N1 vaccine, which was
considered to have a potential causal relationship to vageithation. One subject in the ASO3 group was
hospitalised for gastroenteritis but the event was co %@red not related to vaccination and resolved
after two days. There were no AEs leading to pren@@e discontinuation in Phase C and no deaths were
reported.

ich subsequent details specified a

Additional data at Month 6 and Month 12 6\)

No additional safety concerns were Q&i by the M6 safety data.

N\
o
Discussion on immunoge\r@ty

In Parts A, B and C of udy in children aged 3-9 years the D42 HI immune response parameters
(SCR, SPR, SCF) di clearly distinguish any one of the three formulations tested. However, the
administration of a higher HA dose and, especially, the full adult dose, demonstrated advantages in
terms of several HI and NA immune parameters. In particular, use of the adult dose gave improved HI
responses to the heterologous strain and much higher NA GMTs.

At Month 6 the HI data showed a clear advantage for the full adult dose in terms of persistence of
vaccine-homologous and especially vaccine-heterologous HI immune responses.

The NA data against the vaccine strain up to D42 showed that GMTs were highest in the full dose
group but the values were all over 1000 and the seroconversion rates were all very high regardless of
vaccine group and age.

The Month 6 NA data from the Fluarix group in Part A of the study demonstrated that there was
considerable augmentation of the NA titres against A/Vietnam between D42 and Month 6. Even though
the actual increase in GMT in the 3-5 year-olds was small there would usually have been a drop
expected and the increase in the 6-9 year-olds was by 6-fold. It must be assumed then that a natural
augmentation effect on NA titres of at least the same magnitude must have occurred in the AS03
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vaccine group. Indeed, with a very reasonable assumption of better priming by the AS03 vaccine it is
quite possible that the magnitude of the effect of natural exposure would be even greater in the group
that had received AS03 vaccine.

In contrast, there was no augmentation of NA titres in the control group against A/Indonesia from D42
up to M12. It is notable then that in the AS03 group the GMTs fell to about half the D42 values by M12
but over 80% retained titres of at least 1:80. These data suggest that the vaccine per se elicits a
sustained circulating NA response.

Discussion on Safety

The differences between H5N1/AS03 and control vaccines for general and local symptoms and
unsolicited AEs were most marked in Phase C when the adult dose was administered. As expected, the
data indicate higher rates in the H5N1/AS03 vaccine groups for local symptoms, which mainly
concerned pain although rates of other symptoms were also usually higher. Howegver, as in adults, the
rates of grade 3 pain have been low and were 6-10% even with the full adult @

» In Phase A there was a higher rate of fever in the H5N1 group in ti&unger age cohort only.

» In Phase B general symptoms occurred more often in the H5N®accine group in both age
strata. The most common symptoms in the 6-9 years age\/@)um were headache and myalgia
whereas in the 3-5 years age stratum the most commo& re irritability and fever (but rates of
grade 3 symptoms were < 2%). @

» In Phase C solicited general symptoms (with t e(ﬁst common being headache and fever in
the 6-9 year-olds, and fever and irritability ip.the 3-5 year-olds) were much more frequently
observed in the Full HA/Full AS03 group v\(@compared with the control group. The incidence
of grade 3 solicited symptoms was low, ept for a higher incidence of grade 3 fever (10-14%
in the two age strata) and grade 38§}of appetite (only 3-5 year-olds) in the Full HA/Full AS03

group. @)

When comparing the age strata, a hi §r incidence of unsolicited AEs was observed in the subjects

aged 3-5 years irrespective of va@e group. In Phase C, the occurrence of unsolicited AEs in the 6-9
year-olds was higher in the F
difference in the incidencex

/Full ASO3 group than in the control group, while there was no
solicited AEs between the vaccine groups in the 3-5 year-olds. The
cases of auto-immun itis and anterior uveitis have been reviewed separately along with the case
of auto-immune hep%& in an adult from another study (see past assessment reports for details).

3.3. Changes to the Product Information

The detailed changes can be found in the final approved highlighted SmPC/ PL attached to this report.
Further to the assessment and the scientific discussions held at the CHMP, the following changes to the
Product Information were requested and subsequently implemented by the MAH.

SmPC

Sections 4.2 and 4.4: The initially proposed paragraph in section 4.4 was revised to reflect that there
are no data with Prepandrix in individuals aged < 18 years. This was also stated in 4.2 In addition, it
was stated that there are very limited data from a study with an AS03-adjuvanted vaccine containing
3.75 pg HA derived from A/Vietham/1194/2004 (H5N1) in children aged from 3 to 9 years.
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Section 4.8 was further revised as in contrast to the later findings with the first and second doses of
H1N1/AS03 the data from study 009 did not tend to show markedly increased local or systemic
reactogenicity with the second dose. Since section 4.2 of the SmPC does not give a clear
recommendation for one or two half or full adult doses in children aged 3-9 years the CHMP
recommended clarifying that the difference shown between half and full doses, was evident after each
dose and that a second dose was not associated with enhanced reactogenicity.

In Section 5.1 the text above the table on responses against A/Indonesia was amended to reiterate
that the table shows the responses to this strain. In addition, the NA responses out to M12 in Group A
(half dose) were included as a table rather than just described as a text

3.4. Conclusions and Benefit /7 Risk Assessment

Concerning immune response, the D42 HI immune response parameters (SCR, SPR, SCF) did not
clearly distinguish any one of the three formulations (Half HA/Half AS03, Full HA(Rgalf AS03, Full
HA/Full AS03) tested. However, the administration of a higher HA dose and, cially, the full adult
dose, demonstrated advantages in terms of several HI and NA immune p eters. In particular, use
of the adult dose gave improved HI responses to the heterologous strai d higher NA GMTs.

Concerning safety, the greatest differences between the H5N1 vagﬁs}\;md control groups in this study
were seen when the adult dose was administered. Despite the _gkeater local and general reactogenicity
with the adult dose uptake of the second dose was very hig only four subjects did not complete
both doses in the entire study. In addition the data do nof\iidicate that higher reactogenicity was
associated with SAEs. \

observed after each dose. However, the admi tion of a second half adult or an adult dose did not
enhance the reactogenicity, except for rate&general symptoms which were higher after the second

adult dose.
KO

Due to the intervening pandemic t%QAH has not previously submitted a variation to add these data
to the SmPCs for the H5N1 vacci . It was therefore considered appropriate that the most pertinent
features of these have been d with this procedure.

Overall, a difference in the frequency of adversg réattions between half adult and adult doses was

Taken together the data@ munogenicity and safety, the benefit - risk profile for Pandemrix remains
positive.

4. Conclusion

On 17 March 2011 the CHMP considered this Type II variation to be acceptable and agreed on the
amendments to be introduced in the SmPC, Annex II and Package Leaflet.
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