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2.4.

2.4.  FEREKREROBHEME
24.1. FEEGERRAERFIEIDHME

GSK Biologicals thi%, /S0 F I v 7/ A VTNV P UL N ADEIIC L > THIEEZ &N
HEBTHEHNE LI T w2 U7 F U 2B% Lz, AU 7 Fi2id, AHSNI RO
—liANELA T Y > U A AR ORRGUR B A EEND, & NI TIv s 07
N A AN LIEFRNCRIEIETH D . — A > 7 v T A VAT
JFLRU 7 RRRAE LT WD, U7 F AL > TR GEZHET s8R H 5, L
285 T, GSK Biologicals #:0 HSN1 BN F X v 7 A T V2 T 7 F 120F AS03 K H
MAFLRT ¥ 23 RTINS TV 5,

GSK Biologicals f1:23B8% L7z Q-Pan (H5N1) |, VA VAR FEARELL, A7V v ML
7o, AS03 7V a Ny FNERMLE DU 7 F o Thd, KU FUAEENDLA TV
T UYPRRIE, U 7 F & O A/lndonesia/5/2005 (H5N1) #£Td %, Q-Pan (H5N1) HUFRIE,
GSK Biologicals ftOZHitk A > 7 Vo YU 7 F 2 T 5 FluLaval THAGREUS L 72 —fliA~1E
{EAT Y v b7 ANVZ )7 OELETRRIZHE > THIE SIS, FluLaval £, 72BN T
131992 L 0 | KETIEX 2006 4L 0 BE & A UM Tk STy, BICHz 58l
BLOELEMT—2%H7 5, Q-Pan (H5N1) 1%, B LI=ANELATY v hUA L AR

(H5N1 A U LT V230 R THD AS03 D2 N NSRD T 7 F L THY ., ZNHDRK
INNEFIVERVHERE 10 [B153 731 5 A8 A 7L (Type 1) ICHETASHTHREEEN D, VI F
VEERET HERCIE, TV 2N b TADIEREEFER TN T AP BIREERY . HUFEA
AT MZEANL, A T V%E 5 RERENRF S 7RIS E B> THER LT 5,

KU F U OMEEE 1ITRT, KU ZF 2, JREOBLE TRICHE T R LVAT IV
TER CIATATI, valBIOT A a— LS N U ARE-EME L TEEN
5o AENTvNTF F—=ABEETHGE SND Z 20D, BEAE LTF A o —ARNHFICHE
MENTEY, TVanN NERAELEVZFUFROT A ¥ — LIRFEIX 10 pg/mL (1 B[O
PEREEPICSug) LD,
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2.4.

£ 1 Q-Pan (H5N1) MO#RK

Component L Quantity per Dose [ Analytical Reference
Active ingredient: Inactivated Split-virions
A/H5N1/Indonesia/5/2005 | 3.75ug HA |  GSK Monograph
AS03 adjuvant
Squalene 10.68mg G5K Monograph
DL-or-tocopherol 11.86mg Ph. Eur. 0692
Polysorbate 80 (Tween 80) 4 86mg Ph. Eur. 0428
Excipients

Thimerosal bug UsP
Sodium Chloride 3.895mg USP/Ph. Eur. 0193
Disodium Hydrogen Phosphate 0.613mg USP/Ph. Eur. 0118
Patassium Dihydrogen Phosphate 0.089mg NF/Ph. Eur. 0920
Potassium Chilonde 0.09mg USP/Ph. Eur. 0185
Water for Injections ad 0.5mL USP/Ph. Eur. 0169

Abbreviations: USP, United States Pharmacopeia; NF, United States National Formulary; Ph. Eur., European
Pharmacopoeia.

Q-Pan (H5N1) DOFEERRHERTIL, BT 7 F o OB B L O et 7 v 7 7 A iz
ERE2H T,

1. FEPHIAT7ML
AS03 7 ¥ 2Ny MR Ry 7 BUEHSNI AL, 7 Ve D 7 F o OB RN T a7 7

ANELLT DR D ZOOMmENSE LTz, (a) BE A7z FrERs OV EEk

BB IO (b) AS03 7 ¥ 2N kv AT ADOVERIIE,

o HEALE~ T R ZEIT HAEEMERERG L OELE T = Ly MET VBT SRR
TN DRBREZER L, 720 MEINT 7 F N2 LB MiEREKG,. BT 75
VB L UONT B UA NAROT v U2 VY O E L ORI 2 YL EI%h
REBRF L, ZholBRoENE2E 2 1R,

o FURZ AS03 LHAEDE D Z LT L0 RERDEITL S R TRAGEAY 72 ik d L ONHE
NS0 IS B SRR S D A T = X LT DB 2 VR 2 72 D O FERGFIREAER & FEh L
oo TNHHBROERNZR 3ITRT,

24 -p.2



2.4.

£2 AVILIVHREBLIUVASI 7V any M4 Y ILI VFRIRRSSHY
ICBWVWTER L -RERMES & URREIHEEER

Study Type | TestSystem |  Antigen | Adjuvant |  Read Out
Immunogenicity Studies
Dose Range H5N1 C57BI/6 mice: H5N1 5pg, 1ug, AS03 - Hi titers
(A/Vietnam/1194/04) and AS03 naive 0.2ug, 0.04ug -lgG concentrations
Dose Range H5N1 C57BI/6 mice: HS5N1 5pg, 1ug, | ASO3, - Hl titers
(A/Indonesia/5/2005) and AS03 naive 0.2ug, 0.041g AS03 1/2 -lgG concentrations
Protection Studies
H5N1 Homologous Challenge Naive ferrets H5N1: 7.5ng, AS03, - Virus titration
38}.[9, 19“9 AS03 1/2 - HI titers
Vaccination and Challenge with - NI titers
Allndonesia’5/2005 - Clinical signs
H5N1 Heterologous Challenge Naive ferrets H5N1: 3.8, AS03, - Virus titration
15“9’ 06}_[91 A503 11’2 = Hl Uiers
Vaccination: A/Indonesia/5/2005 0.24pg - Nl titers
Challenge: A/lHong Kong/156/97 - Clinical signs

Abbreviations: HI, Hemagglutinin inhibition; NI, Neutralizing antibodies.

#& 3 ASOSDIERBFZRET H-HICEEL-HER—F

Aspect of Mode of Action Antigen Study Type
Association Between Seasonal influenza and Physico-chemical analysis: isothermal fitration
Antigen/AS03 A/H5N1 strains calorimetry, sucrose gradient, zeta potential
Immunogenicity study in naive mice: humoral
and CMI response
Biodistribution of Antigen and Ovalbumin (Ova-Alexa 647) Fluorescence and confocal microscopy and
Emulsion flow cytometry analysis of mice tibialis and
draining lymph nodes
Uptake of Antigen Ovalbumin (Ova-Alexa 647) Flow cytometry analysis of murine monocytic
cell line (J774)
Antigen Presentation Ovalbumin Murine T cell proliferation in vivo
Necrosis and Apoptosis Ovalbumin Proliferation of murine T cell and cell death (in
vitro) by flow cytometry
Costimulation Ovalbumin Cell death (in vivo) by flow cytometry
Production of Cytokines and No antigen Proinflammatory cytokine secretion
Chemokines - by human PBMCs stimulated by CBA
- by human monocytes by flow cytometry
HBs Proinflammatory response in mice by CBA
Ovalbumin Cytokine expression by APCs by intracellular
staining
AS03-induced Adaptive Ovalbumin Immunogenicity study in naive mice: production
Immune Response of Th1 and Th2 cytokines
A/H5N1 Immunogenicity study in naive mice: production
of Th1 and Th2 cytokines
Role of u-tocopherol No antigen Proinflammatory cytokine secretion by human
PBMCs stimulated by CBA
HBs Immunogenicity study in naive mice: production
of Th1 and Th2 cytokines
Seasonal influenza strains Immunogenicity study in naive mice: humoral
immune response In term of HI fiters

CMI, Cell-mediated immunity; PBMC, Peripheral blood mononuclear cell; CBA, Cytokine bead array; APC, Antigen-
presenting cell; HBs, Hepatitis B surface antigen.

24 -p. 3



2.4.

2. REMIR 7ML

ASOB IR T Iy 7 U7 FATONT, UHF &2 AW HEIR 55N, KIER 5 EES
L ORI 72 H T T v M X D RRMEREERER 2 I L CiMii L7z, 2 ok
BRI 138 1T Flulaval O H5E THEIZ X5 ASO3 IRINE 721X FEUMOFUR (Q-Pan (H3N2) HiJi
BELUQ-Pan (H5N1) Hif) ZRHWTE L7722, —fOREBR ClxFRgitt, > 7 v ¥ T
» A Fluarix (KA YO KL AT T cilE) R L,

Xy 7 TG Tl S U7 P (ASO3 VRN % AV 7= B el -2 e akiih 2 2 5Bk 520 L 7=,
BANZ Q-Pan (H3N2) ZFEfiL, Bl EHE T Va2V MRV T Iv I 07 F 0 ThD
Q-Pan (H5N1) OikBrz £ L7,

U X &RV EER G BB A 4 BRI L T D3, 2 RBRICOW TR T
LTEY, 2o 2 HBRICOWTIBRIEEF Th 5, HMIT Fluarix ORGE TR L0
WS i7z D-Pan (H5N1) OBRA %l L7z, £ D% D-Pan (H3N2) F72/% Q-Pan (H3N2)
THIEIGRE AZTTV, Q-Pan (H3N2) TEBMMEZITo/oBRZ LML=, I HIC, ZNHD
2HBROFERZ MR T 72012, B2 HPUED Q-Pan (H5N1) % W7o KA & 5 7B
BT 2RBRBAE L=, /2, FL AT U IETRE L 3 MY 27 F > @ FluLaval 38 LY
D-Pan (H5N1) % AWz 4G4 R R4 55056 L7223, Q-Pan (H5N1) X B4R ER
PRI OWTIIBESET TH 5,

51T, AS03 OB ENER L OVE A RNE L RHME L=,

INLOEERBRO - EEE 41277,

24-p. 4



2.4.

x4 BHEBRO—E
Study Name Route of Species or Substrate Tested Material
Administration
Single-dose Toxicity
_ 1536-06196 IM Mew Zealand White rabbits Q-H3N2 + AS03
I 25507355 1M Mew Zealand White rabbits Q-H5M1 (30pg) + AS03
Repeat-dose Toxicity
| I 1 550/858 IM New Zealand White rabbits D-H5N1 + AS03
_ 1536-06194 IM MNew Zealand White rabbits O-HIN2 + AS03
D-H3NZ2 + AS03
I 2 590/3562 (Y] Mew Zealand White rabbits Q-H5M1 (30pg) + ASD3
I 5550 IM Mew Zealand White rabbits Q-HEM1 (3.8ug) + AS0D3
Genotoxicity
B Go6a? in vitro Salmonella typhimurium, A303
Escherichia coli
| I in vitro L5178Y mouse lymphoma assay 2303
| I 0002 v Rat Cri:CD AS03
Reproductive and Developmental
0007063710 IM Cri.CD® (3D) IG5 BR rats D-HaM1 + AS03
I 003/064374 IM Cri:CD& (SD) IGS BR rats Fluarix
FluLaval
I 153608125 | IM Sprague Dawley rats G-HaN1 + A303
(Cr:CD® (SD) IGS BR)
Local Tolerance
_ 1536-06196 IM Mew Zealand White rabbits Q-HINZ2 = AS03
B - 5500355 M Wew Zealand White rabbits Q-H5N1 {30pg) + ASD

Q-Pan (H5N1) DOIERERFHIIZ 7R — T 57201

F OB ORI ONWTU T DI TELET 5,

2.4.2.
AS03 7 ¥ 2Ny NN Ry 7 BEEHSNL A 7V U 7 F o DI T e 7 7

REHR

A NV E LT ORAIE DWW CRET 21T o 72,
G LT-U 7 F o O S AT ERE

IALE ~ 7 2B D FPERER 22 O NS IBALE 7 = Ly BT /USRI 2 g FiE
BXOHRBREEL, 7 V20 MM 7 F o OREREMER LN, RETA L
Ak (D7 FURR) E73~T B UANVAKROT ¥ Lo VREGRIC L DT B L OWA
X HHMIEEZNE IR

AS03 7 ¥ 23 N OVEHI P

Invitro B X NinvivoIRER T, 27V v MFE LS DOETZ AS03 72 28 R3S

L7,

O-H3N2 or Q-H5M1: Influenza antigen prepared from the Quebec manufacturing facility (FluLaval process).
D-H3N1: Influenza antigen prepared from the Dresden manufacturing facility (Fluarix process).
30ngoing study.

Fht S A7 SRR, KBRS

INOFFGERI 7R RS K OISR IS & 2 8T DI 2 PR3 LT,

INHOREBRIZINA TT v MBI 2L MR Z Ei L, OIE R ZORRIC

BT 7T ORBET LT,

24-p. 5




2.4.

2.4.2.1. YIORADREREICET SAEREHR

AVTNEPRCT Iy I PRRETDH E XTI, FilRifTa2s 2T XTIy s
A VAR LR R DN %2 B30 P RIEECH D Z E N TFREND Z &b, &G
BHEIGE 28T 272D 2RO U 7 FUBRGRLELRH T ENBEZLNDH, & MIBT
520X BREEFINCREIFEOREBABIT 5700, REMFE~ U XZEBT DRIEKET L
ZHESL LT2, ASO3 7 ¥ 2Ny MR Ny 7 BEEHSNL B IV o B U 7 F o aieh L
TofEALE~ 7 A2 (C57 BL/6) CTaBE I D HRMERIZISE T 5 AS03 D% — S0
B CREfE L7, S OO EH ML, U7 FUuhiil & L TR RDOIEIRIEE15 5 72512 AS03
T anNy NPRUBETHLNEIDEHEL, ZIUWCETLIHR 7 V230 hOkFELZR
LI EThHoT,

D ORBR TR, BALE~ T A2, EHERO AS03 T Y 28 MRIE RN
B AED 7~y 7 g HSNT BHE (A/Vietnam/1194/2004 % 72 1% A/Indonesia/5/2005 £k, ~
AT TNF=rmdb LT0.04,02, 1 £721F 5pg) 2, il 0 B KO0 21 HIZFHANES LT,
F 7. A/Indonesia/5/2005 Bk T~ 7 A Z s L7-alBR Clid, F-ED AS03 (AS03/2) 7 ¥ =N
> b % HSNI BIGUR & OFH TG Lz, 38R 35 BICERIMZ 1TV, JRILEREEEMS] (HD) EEB
£ OV 1gG ELISA V£ 4 W TG SUASOS 2 IE L7z, A/Vietnam/1194/2004 35 LT
A/Indonesia/5/2005 HUR THRIE L7z~ RAZBIT AR E2ZNEN 1 B X O 2 1277,

FFRERICIB W T, MET LT X TOMEOHRZ b Ml LOHEITHY T 5 AS03 &

OFA# G- L7 & &1, 1fiE IgG ELISA 758 X OV HI RBRIED W F U B W T b 3RV FUARUS
DR SN, —H., 7TV 230 FERINTIRBUR O EHEICB W T H FUARG TR H S
AT, BB AS03 7 2 N MEIRDPR S NTZ, AS03 TV 2N NI Ry 7 Bl
H5N1 A v ono o PO 7 F iR b HE (HA5~0.04 ng) THERE L7~ U A[#TO HI
WA S B I HUR BSOS YEITRE O B LR o 7o,
B IUOEEICHY TS AS03 7V a3 ORI S, Bt LS HAER T
NARIZHY T 57 ¥ a2\ NRIPURE G5 CO 1gG ROSITFEM YO T Va Ny MEE
EE_T X0 s M ST NCER D BTz, 20 K 9 2 fETAN HI RBR D5 B TIEERD B/
Mmootz (X 2) .

24 -p. 6



2.4.

HAI Assay
5000 -
4000
]
S 3000 A
o
E=
z
= 4
5 2000
(G]
1000
=1 =ik =1
Adjuvant (-h’-ﬁ:I + = + u + . + N &
Antigen (ug HA) 5 1 02 0.04 ]
‘accine
ELISA
2500 -
o 2000
e
L
oo
&= 1500 A
=
TR
£
g 1000
&
=
O 500 A ’_I_‘
3 [}
Adjuvant (+-) + - + - + - + - +
Antigen (pg HA) 5 1 0.2 0.04 u]
Yaccine

1 ASO372any bHEmBLUEFEMTOELZDAED Quebec-H5NL HlR
(AlVietnam/1194/2004) THRE L= RIZHITHMEH HI Hiik
(BTTEELSNEERM) BEUVIgGRE (BAITIYEL5%ETEXRH)
(ELIZA %)
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2.4.

HAI Assay
3000 - H ]
2500 4
o
== 2000
[e]
=
£ 1500 4
E
o 1000 q
500
' '
o ' L — i
ASD3 ASD3 ASD3 ASD3 ASD3R2 ASD32 ASD3R ASD32 FBS ASD3 ASD32 PBS
Ag Spg Ag 1pg AgD2ug |AgODD4pg | AgSpg Ag 1pg AgD2pg | Ag0.04pg | Ag Spg PBS PES PBS
Group 1 Group 2 Group 3 Group 4 Group 5 Group 6 Group 7 Group & Group 9 | Group 10 | Group 11 | Group 12
lgG Elisa
2000 :
'
- 1
(%] I
1
& 1500 '
3 '
£ |
g :
E 1000 q E
=) '
3 1
- 1
g s !
© |
'
'
0 '
ASD3 ASD3 ASD3 ASD3 ASD32 ASD32 ASD32 ASD32 PBS ASD3 ASD32 PBS
AgSug Agilpg | Ag0.2pg |Ag0D.04pg| AgSug Agipg | AgD2pg (AgD.D4pg | AgSpg PBS PBS PBS
Group 1 | Group2 | Group3 | Group4 | Group5 | Group6 | Group7 | Group & | Group 9 | Group 10 | Group 11 | Group 12

AS03 = full dose AS03, AS03/2 = ¥, dose of AS03, PBS = phosphate buffered saline, Ag = antigen HHN1.

2 ASO3T7Vany hrEMELUVIEFMTOELZDAED Quebec-H5NL HilR
(A/Indonesia/5/2005) THRE L= I RIZH TS MMED HI ik
(BT TELSNEERM) LUV IgGRE (BAITELI5%ETERM)
(ELIZA %)

2.4.2.2. R A G ER

Z7xly MIBIFE, & M >IN WU F o ORIERRFAGIC T D i 28t T v
ThbHEBEZLNTND, BREIZ7=by MNIA VTNV HFTIAL NV AOAREETH Y,
E R TN T AV RGBERICR U CEG IS 5, A 7N F oA L AT
Pellm7 by M, FHE, SFBLO%R 02BN ERGERERE 27 5,

AS03 7 ¥ 2Ny RN X 7 Bl HSN1 % (A/Indonesia/5/2005) A > 7V T 7 5
YhETZ7xlby NETMIEE L, FEUA LA (A/llndonesia/5/2005) Fioix~Tmr U AL
Ak (A/Hong Kong/156/97) % F v LV VYL SH7-7 = L v b OEREME (IRIE, ARER
DB X OREICET DRI FIZL) 2o ERaE (WEE) BXOF&aE (i) 123k
T D A VR A S AR S D AR AR L7z,

24 -p. 8



2.4.

A. H5N1 BIFRED A LA (Allndonesia/5/2005) [2& B F v Ly UBREHER

AEGL AR (2810117 557) ([T, b MEEEOREFZITEED AS03
7Y anr b (AS03/2) AWML 72% 3 HE (7.5, 3.8 BLX O 1.9ug) Or -~y 7k
H5N1 % (A/Indonesia/5/2005) A7V v b A NVAHREZ 7 = L v (8 BED 9 Bt FREE 2 BE,
BREG B IS LTz, MHBEECIE, 7YV 230 FIERIPUR (HA 7.5 ug) £72idt
NG ED2ED AS03 & H TR E LT,

RO BBLO21 HICV 7T U2 REL, R4 HIZ7 =Ly F2RIC, BREETHD

10° TCIDsy (50%DEZFEHMIAIC YT 5 7 A L A &) OB H5N1 L A/Indonesia/5/2005 ™7
ANAEZENCT ¥ Lo VR ST,
TR T AV ARRITHKT T DIEGBA N R I R, AR WA R, RIR. RE R b ONTIEER
AT 78 LOMMEF O 7 A VAT EMNT T2 2 & TR L7z, £/, V27 FUilioT
FHE IR (HI 3 KO FgLih) Z23Hli3 2729, 581 GUR 0 H) &3k 21,
RBIO4QH (Fr L VG0 1 B (ICafmaRIRL,

T F o F GRS INE (HI Ui L O Rt i) offRE2X 3 (Bt
A/Indonesia/5/2005, HI #iif&Afi) . X4 (HT A/Indonesia/5/2005 FFFIHUAM) B L OB 5 (Bt
A/Vietnam/1194/2004, T A/turkey/Turkey/01/2005 33 & UL A/Anhui/01/2005 &k HFnHLiAf) (2
R, AS03 7V 2Ny NI Ry ZEEEHSNL BIA VIV v T T F UL, TV
NERIA 7NV U 7 F o L i U TR B @ WIRME IS (HLE L OV R A1)
EHE LT, BN EPURERICHBRIGHEIZRD beho7zb0n, & MrGEOS
BOAS03 7V a2y NEIRIMLTZD 7 F o ERIL FED AS03 7 V2 MLz
T FUoBREHID b EWREISE Z R TEAARO b, BT 7 F ATV 7 F UKD
RE T AN T HHMPUROFEITMNZ . ENENNERD 7 L—RIZET 5 3 D
H5N1 D R U 7 MERRISH T 2 R ZEZTPUAEZFET 5 2 LB FEThHT-, ZHD
FERNS, T2 MEIHSNI RS, IV o F T 7 F U E 72 by MIBWT, =&
Z PR EMENG S TH > TH HINI BRE T A NV AKROBIEED T v L DRGSR LA
FERESOG Z FE T D ATREME RSB BT 0 | ZREERIGE DD 7 < &b —EPURIC L o
T SN 12 K » T S D aTREME S R S vz,

24 -p. 9



2.4.

anti-A/lndonesia/05/2005 HI Antibody Titers
1000

% L ODay 0

= m Day 21

% a5 @ Day 42

I O Day 48
1

AS03 = full dose AS03, AS03/2 = '4 dose of AS03.
H3 EFMMIEEDLEFIZEEDASOIZEMLEBELROAED YRy /8%
H5N1 iR (A/indonesia/5/2005) THREL-T LY FMIHBFEREDLILAHK
Fy Lo OBREHOMBESD H itk (A F{E L+ 95%EFEX M)

anti-A/Indonesia/05/2005 Neutralizing Antibody Titers
— 10000
=
e
§ 1000
= O Day 0
E HE Day 21
E 100 A @ Day 42
® O Day 48
g
=z 10 -
& o & q Q¥ v S »
S & N a\ A\ o\ & N
SR SR A M e P M
\s v ¥
PR SIS I S S
‘ Q : 5 > N
A ™ & N 2 W2

AS03 = full dose AS03, AS03/2 = ¥z dose of AS03.

B4 bFMEEEDLEFIEIFEDASOIEZRMLEEROBEDY Ry 8L
H5N1 iR (A/indonesia/5/2005) THREL=T Ly FMZIBIFBHREDIASILRE
F v Ly DRBREROMB P P& (B0 11E + 95%EFE X M)

2.4 -p. 10



2.4.

anti-A/Vietnam/1194/2004 Neutralizing Antibody Titers
— 1000
=
8
[= ODay0
§ 100 II I m Day 21
E m Day 42
© I 0 Day 48
5
O
z
anti-Alturkey/Turkey/01/2005 Neutralizing Antibody Titers
_. 1000
-
=
2
[}
= O Day 0
.E 100 4 H Day 21
E H Day 42
© O Day 48
5
O
Z 10
??’65 v?’q"‘: Y?’Q"‘: 6‘}:\: <§E’\"lr Q"}q' ‘3\)9 %Q(b
2]
B @ B e v
&
o L) &) » > -
A L) N A2 o W2
anti-A/Anhui/01/2005 Neutralizing AntibodyT iters
—~ 1000
'_
=
9.
g
= ODay0
_5 100 ~ m Day 21
= H Day 42
N
'E O Day 48
5
O
z

AS03 = full dose AS03, AS03/2 = 2 dose of ASO3.

5 EFMEESEDLEFIIHEDASOSEFMULE-BELXOAEDY Ry yHE
H5N1 iR (A/iIndonesia/5/2005) TRELF-Z Ly FMZHITAHREDAL IR

Fo LY ORRRFDOATOIA LA (A/Vietnam/1194/2004,

Alturkey/ Turkey/01/2005 F f=1% A/Anhui/01/2005) (39 5 I & = S F$ ¢l

($ o] £ 19 iE = 95%IE X )

2.4 -p. 11




2.4.

FHEBLOT A VAT AR REZHR SICERN Lz, 7.5ug DT ¥ 230 MEGRINHT
JREE X BREECIE T v L o VIS 3 HRIZ 3 BB 2 IREEAL O T D R ST, TV =
RV N G FREECIET v LU VY 3 BHIZIS L ISR L, 3 BTIRREE L D= DR
I SH, 4 BRRICH 1 BIBNSELE Lz, F20 OB (72 230 FIERINPUREE 55 FREE 3
B, 7Y 2Ny MBI G RIREE 1) X, B S BRRIC T T Fa— LT LD o TREE
SHLETEMSF L, MBI, 7TVa MEIHSNL BlA T VT 7 F 2% 2 [A]
BehH L7772 by hEFIR, BIHEEDRETANVAKOT v L o PG L VL Lo
T2o L7285 T, BETIE, AS03 7228 "7 Xy 7 8YE HSNL A 7 1 H D
7 F o THIE LT8O 100%203,. BFEE D A/lndonesia/5/2005 RE T A IV AREDF v L Y
Y SR S, Y 5 B ORGSR TR CAfF L,

ik s L MHERAR U 7 &2 gt LTz & 2 A, MO EAEOEM) (7 23 MEH
FEITPUREM TR E L) TUA A ANAEIEZ LD VA VAAR IX&E o1, ZHUC
LT B MEGEOEED AS03 7V 23 FERMLULZHNI D 7 F o 285 L7 =
Ly FIRTIZBWT, B LOMRED 7 A LV AARIIHRERERS ChH -7, £72, Bk
PeHEOED AS03 7V 23 FEFIM LI HSNL BlA VI V2 U 7 F 0 Chfg Lz
T7xzlby hTRODOLNTETANVAGHITIENE DO TIEH 722, & MEGEEOEED ASO3
TaX MRINMT 7 F o CTHRELEZ 72y hOUANVAZERIVIIHM L TEL . LR -
T b MEEEORED ASO3 T 7 F 0 THRETHZ L THED AS03 7 ¥ =23 NI
T 7 F AT R BAICERIE (Wik X OWHEE) 1238152 U A v ABEFRIZ % L CRh#EEh R
EHET L ARSI SN, B, BERICT Y a Ny MRS v I Y T
THELTZT7 = by MZBWT, AV ZAARHITRT 2 B R HUR AR AFPEITER O B i
oo T,

TV anNy NEMEITT P a N RERIMHSNL BUA 7Y » RO 7 F TR LT 7 =
Ly MZBWT, fiiTOTA AR X ESGE~D T A L AN X3 2 BHEIZh SR 358
D BN T2 T L ITRIRMESRIEISENMENZ L LB L TEBY . ZORE L L TEEERNE
K lpolzbBZBzbn5,
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2.4.

F5 ASO3T7TanybFEmMrARy - EsEHSNLE (A/lindonesia/05/2005)
AVINIVTIHFUBEIILY FOHSNLIBEREISNILAKF Y LY OB
ICKBDEEE LU ILRABHIZHNT ZEEE

Vaccine Dose Dead/Total % Survival Pharyngeal Viral Lung Viral
Shedding (%) Load* (%)
7.5ug HA + AS03 0/6 100 0 0
3.8ug HA + AS03 0/6 100 0 0
1.9ug HA + AS03 0/6 100 0 0
7.5ug HA + AS03/2 0/6 100 17 17
3.8ug HA + AS03/2 0/6 100 0 0
1.9ug HA + AS03/2 0/6 100 17 50
7.51g HA 3/6 50 33 67
AS03 alone 5/6 17 83 100

*Percentage of animals with viral load above detection level
AS03 = full dose AS03, AS03/2 = ¥ dose of AS03.

A AR A B AR AT S L OV R BR 2RO M AE S & . SPIREE & LB LT, AS03 7 ¥ = /3 b
W~y Z78GEHSNL BIA 7 v DU 7 F ook h & HSNL 3D A L ARG E)I 2 5
DI R L O OFFERZEA AL DR & ORICBIT 2 BEMEIN R ENTZ, S 512, ¥R
D AS03 T V2N NETRAIILT- HA 3.8 ug % 5- L7I2EWIZ I\ T, iilc s 1T DB PR
{ERROBERB L ORZORER D - & IR ERRSI T,

BEPR M B L Cid, PUREZITT V23 P HEE G IREE & X T, fix DR D
BOT V2 MRINT 7 F o BEGRETIE, RZEOEY TIRIE L3 L ORERFD 137
LN, BOLNTHLLVRETH-T-,

fEam e LT, MatL=#E o HED AS03 72 28 SN R 7 HlvE HSNT FUHT R %
HFlZ ko> T, AR HSNI BURE YA NV AROKENT ¥ Lo VG LD 7 = Ly O3
A S, O A NV ZAARBS X OKE~O T A VAP EZ D S8, BREE
B REB XL OVEENE) RS ED 2 ERRETH -T2, £z, AS03 7 V232 M
Nr Xy 7 8BEEHSNI R, 7 V2o U 7 F iR ENMEN A TH-oTh . 7= by
MZBWTHREVANVAY I FUMRBIORENZENDNERD 3HEOVANVAT L—RIZRE
T5HHSNIH R 7 NERKRIZH L CHERBEINELHET LI ENAMETH-T2, LT
Do T, T¥a Ny MEIHSNI BT 7 F 0%, U7 FURTIERNWZE Do HSNT B i
BNk L CHRZEVNIGZHE T 5 aleEn b b, —HTT ¥ a3y RERM <y 7
EHSNIALA VIV PO I F oG5 Lim7 = by MITF v L VR > TR L,
i A v 2GR KON ERGE Y A VAR EIL T Y a2 N MR E T = Ly B E[RRRET
bolz, Tbb, TYaNU NERNY 7 FoB&5F7213 AS03 7 ¥ = 3k Bl 58
MTIL, B2 0EISERRD b hol,

B. HSN1 #AF A4/ LR (A/Hong Kong/156/97) 2L B F ¥ L o SRS HER

RETANAET v L v VREGRBR CH DB 378 LN T= DT, AS03 7 ¥ /N
AN X 7 $3E H5N1 % A/Indonesia/5/2005 ¥kA > 7 L Y0 7 F 73 A/Hong
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2.4.

Kong/156/97 RV 7 MEFRERIZH L CREGE ZFET oM E > &7 = by M Tl L
776

AT BT A)VAKRT ¥ Lo VRG R (I 5% 5 2810147) Tl 7 =L b

(4 8, BRSSP I MEHEOED ASO3 W L7z HA 3.75, 1.5, 0.6 £721%0.24 ug
Zater Xy 7 Blik HSN1 B (A/Indonesia/5/2005) 7 A /L AHiR % 2 BIfANE G Lz, &
SIZ1EO7 by Mgk MEHES2ED AS03 i L7 HA3.75 ug % 2 A5 LT,
KHBECIZHA3 TS pg 2 B0 7 ¥ a Xy "ERMTY 7 F o285 Lic, o BB LU 21
HICU 7 F oz L, B 49 BICEILETH S 10° TCIDsy (50%DEEEAMIIR YT 5 v
AV AE) OBAERO H5N1 A A/Hong Kong/156/97 ¥k A VA K ENICTF v L o DGR &
Hice ~T B UA VAR DIRGBHHN R & AR WA TR, R, REZR LV
\ZHRSE 2 U 7 35 JONikERk D 7 A v 2 Sl & fgAT 3 5 = & CTEE L=,
A/lndonesia 7 7 F HRITKT T 2RISR IGE (HI HUikflids L O guisfl) 238 21 (U
IFPEH%) L 2BL 48 H GRBR49 HO A NV AF v Lo PO 1 HET OFKE
BICHIE Uiz, MIEHIAZ R MEREEIS] (H) HERB IO A A 2hfiaBRic L - TRBR L
7eo HI 3B KO RIHRMTORE R A2 £ 6 3 L 7 1277,

anti-A/Indonesia/05/2005 HI Antibody Titers

1000 r
| 1
1
1 :
- 1 =
£ 100 - ! . 5 Deyd
o ! ;; Day 21
3 I
g : f; @ Day42 |
- | 1 7
T 10 : ? H Day48 |
. l;--'f |
| %
14 [ __44 |

3.75ug 3.75ug 1.5ug 06ug 0.24ug 3.75 |
+AS +AS/2 +AS/2 +AS/2 +AS/2 |

AS = full dose AS03, AS/2 = !4 dose of AS03.

6 EFMEEEDLEFIEIFEDASOSFTLanyv r#FEMLE-BE4ORED
Al/Indonesia/5/2005 IR THRE LTz Ly MIBITE3F v LV ORRERD
REDIAIIRKICHT 2MFD H Hifhli (A EEE95%EFERX )
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2.4.

anti-A/Indonesia/05/2005 Neutralizing Antibody Titers
10000 - ]
_ :
= 1000 - f
e : 7
g : Z
= 100 - |7
c I “;
2 ! 7 |
3 ! 7 |
S 10 - : 'z
g I Stf‘-gﬁ
Al | 7
z 1 ' T ‘é T T
3.75ug 3.75ug 1.5ug 0.6ug 0.24ug 3.75
+AS +AS/2 +AS/2 +AS/2 +AS/2

AS = full dose AS03, AS/2 = 1% dose of AS03.

7 EFMEEOLEFHIIFEDASIT7LanNY M EEMULEELKOAED
AlIndonesia/5/2005 FIR THRELI=7 T Ly MIBFE2F v LV SBRERD
REDAIVAKRIZxT HMBEPPMGEM ({7 F9E+95%EEXE)

t MREEOREFIIN-ED AS03 TV a Ny FERMLIEZFUREZ#HE LI- & =12, B
At L7 2PURETT v b > VYA @O BT A/Indonesia FLAR S AY HI 35 I OV FnsBR o i
FTHH SNz, —FH. FRICHRTT Va0 FMERIFUR 285 L2 & 21213, s
JSIEFER IR . AT Va Ny MIRNIRERTZ, &5, FURRICEDLT, TV
N NRIURZ S L2 C2RIEBO U 7 F 85 GRBR 21 B) BICH O/ T — A X —
ZHRPRD H Tz,

HI Hiiftids X O FnguifmiZalih 48 B (Fv Lo VG0 1 BRI £ THERF Sz Z &
MH, TANVATF ¥ L VR RSB E 2 IR E STV IR CTh 72 Z L DR S
77o T2 D A/Indonesia 88V 7 F Lo 25 L7 =Ly MIBWT, HIB L O
FOHURAIZ B & 2 HUR SR AF I TR i o 72,

F/o. B MEGEDOEED AS03 7V 23 MIIIPUR HA 1.5 pg OEGRETIL, TXTO
TV 2y NRIGUR R SREO T, ARE T A L ZRRIC KT D HI 3 X O LA A3 e ARl
Thol-Z LITEBETREEATH D, ZOMDT ¥ 280 MRIBET T T ARHUR &R (HA
0.6 BLWN0.24 ug) A5 HA 1.5 pg B HHEL 0 HEE W HE 3 LOHRIHUAM A B S i
TV 2D, BIFTOTRICK LIRERIT, 1 T 2BBICEG LY 7 F ol
FZRABPOENRSH Y, ZIUTE > THIR S LIXAS03 7 ¥ a3y M ELITZEDOM
BFOEHEPARIVELS Lo T LESLZ BB TH D AMREMENEZ 6D, 5T,
ZOREHCBWTIE, Fr L u VRS O 7 A L AP B X ORGSR ERAT R DWW T b k)

24 -p. 15



2.4.

B HLIL TWD L) TRREITELRIHER CLTOHEEZZH) BN TEY, 20
ZELELPUREIZAS 7Y oy hOGHEEMEDN SO TRV E W) H#HE &2
FLTWD, L, ol U FUERARTH S ThoToloh, ZOHGmE LT 57201
T FURMRE ST HZ EIXTERNoT,

F v LUV I DT B IO AN AT T 28 R OER AR 612777 HA 0.6 ug
+AS03/2 BEER L OSHIREE (BPUREIMEE ) O 1IN T v Lo DEYANCIET Lz, JERI
T 7 F o EDOREBENB2NbDTH 72, FEREZERTDHE. AS03 T ¥ =3 MR
ey ZBIEHSNI LA I Ve T 7 F o O EIZ LY L 95%DEN HS A/Hong Kong/156/97
BROBIE T v L o DR BIE S AU, B 5 H % ORI TR E T LIcoicxkt
L. 7Vany RERMOXIBY 7 F B 58 TOEGFRIT B3%TH -7,

itk L ONMHEEA U 7 & i LTc & 2T A, IO 2FOMaEIZIBV T o A LA Tl
HEHEIC LD U A NV AARIDNE -T2, FREORERNE 3 BE (HA 1.5 ug+AS03/2) OEh)T
WO BT, EOMD AS03 T 28 MERINEEO T~ T CThlids LOWRBHIZ I, £Rx R&D
BIRLATREZR 7 A W ARPEH S 4L, B3 FEZBRE, PURRGENMES 2D Ll EICBIT 5 U
A NVABREHBHENINT 2 & ) KRR 23580 BTz, 2 RETIX 8 FIT 2 HloATY A
VABRHEH EN DK L, MEETIE 4 BILLE OB W TERUATREZR 7 A L AN EXGE
NAPEH S 7z, & 1 RETIE 8 il 2 Bl A Tl HERLATRE 2R &7 A /L A D AT BT
DIZH L, FH2. ABLOSEHETIHIFIU LD T A NV ABMETH -7, ARBRIZBWT
AS03 7 2Ny MR Ry 7 BEEHSNL B, VI Ve T 7 F o D v A )L AERN K
DR R T o & LT, R LR ENME» -2 EnBEx bbb, £2, +
Oy IR BRI I ST D DI L E R S G Bl e NS REOEEICHY T 5 AS03 T V2
N RERMULIZHA38ug THHEEZEZLND,

AR L7218 b M B8O AS03/2 N L7-HA 1.5 ug OF 5-BEZB VT,
fitids KON ERGEICB T 2 U A NV AARDERGHT CREEE R L2 SITERT D 4EN
bbH, AEEFIZEBWNT, 2B DU A L ZARORERIEL HI 36 L OHFHUAMmAMEE 2=~ L
Tl EEBEELTWS, IO 2FEOHAND, 1 L 2EBIEORE T 7 F o OULIFIZ
RIS INDORBENN S - - etk 2R LT\ 5,
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2.4.

F6 ASO3TTanNybFEMrARy - EsEHSNLE (A/lindonesia/05/2005)
AVINIIOFIIFOBBETI LY PO HENLE (A/Hong Kong/156/97)
ATOIANABRF Y LU ORBREICEBIREE L UM IILABHIZHT ZR5EHER

Vaccine Dead/Total % Survival Pharyngeal Viral | Lung Viral
Shedding Shedding
3.75ug HA + AS03 1/8 875 50% 25%
3.75ug HA + AS03/2 0/8 100 25% 62.5%
1.5ug HA + AS03/2 1/8 875 100% 100%
0.6ug HA + AS03/2 07 100 71.5% 43%
0.24ug HA + AS03/2 0/8 100 75% 87.5%
3.75ug HA A7 43 100% 100%

R3S & ORI B 2RO RE 50 5. HSNL L A )L ARG B2 51T DB 1LE R E K
Ol OIR B F AL 2 SRR OB L 0 I S8 2D ETLAS03 79 2y MR~y o
FEHSNL A IV D 7 F oo h L RITEBENEN H U (HA 3.8 pg+ 5D AS03
e h L@ CfC 31T 2B P L RIR DR AR /7T L — R o & RN Z & 2VR
S,

FEEME R L Cid, 2R EITEED AS03 7V 28 M AR LU HE 3.75 ug @
A/Indonesia/5/2005 #E U 7 F 2 &5 L7-8C, PURHEMZ G L7-8 & g LT 620
7R BRI ((REWMA I L OMKIR E5) OEENED b,

YL EDORGED S AS03 T ¥ =23 RN A/Indonesia/5/2005 HSN1 BUFUR 2 #% 5 L7z 7 = L v
&, A/Hong Kong/156/97 HIN1 #RIZ L 2 ~T 0 U A )L ARRT v L o VG b S 5
ZEDWRENT, BARRICIE, B MEGEOERBRFIIEED AS3 TV 2N MERMML
7o PuE 3.75 pg @ A/lndonesia/5/2005 tka Zie U 7 F U EHIZL VAT B U A VAKOT ¥
UV VR T DR BN R I NS T LN, FECICKT A, ETRIETOY
A IV AAFTOIHE], 78 5 QN ERREE R £ OBAMSER, WIRHRER R L (B E e iR
%) OEEICE Y RSN, KRR (HA 0.6 8L 00024 pg/ifk5) TH AS03 72 =23y
NI 7 F 2 OPEERFE I NS Z &1, BT 2R NH 0 | TSR,
WIRARE B LD UE S NS Z ENLHALNTH -7, LL, ETRIETOUA LA
BAFHZOWTIET ¥ 23> FIERMOMIRY 7 F > L RS, IHITERIZRE D S0,
FURESNZLDTH-T2, TDOXHRTU 7 F U OBFHIEIL. F¥ L v VRBYRIZE W
TU T F U OA VAT T % HLB L ORI 3 Sl T 5 Z & & BIEMERRBO bivd,

AS03 7 ¥ a3 FRINHSNI BRI D 7 F o D~T a7 A )V ARRTF v L o D RRYGRT% 5 JkYe
BN B2 oR Uiz B ORI, AS03 7 2y R LB OA 7 v o H T 75
> T % Pandemrix/Prepandrix Z HHWWCEE L7z, 7= v NMZEBITFDHL I —oDO~Tr T A
JVARRT v L VRS (I A5 5 2810087) (2B W TS BV A & — BT b,
KL 27 85 HSNT BB 2 AW TG L7- 20U 7 F 0%, BEKRER Q-Pan-001 (230
TUIFUUANAERB IO RY 7 MEERO M TR L C HIHUAAT O 20 S EIE D pliAE 2>
SRy J8GED 7 F o LAERORIERMEATHET D Z ENEIESN TN (FY2—/12.73
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2.4.

(ERIREO A NEDOMEE | 2B M) . ZOF v L o PEYERBRIZEB VT, AS03 7P 230 MR
MHSNL R IV PO F a7 by MIERGTHZEICRY, U7 FURE TR
72 % FARL T A )L ARRO RGNS D R R R STV D, ZORBRTIL, 7= by
Mzt MMEEEOREIZHY TS AS03 7 ¥ 23 h 2RI L7- A/Vietnam1194/2004 ¥k HA
PR A 1.7~15 ng/B 5 0B TEATH RL AT U #lE HSNL AT 7 F U 8lK & 2 [l 5 LT-
#%. 7 = L v N 2BIZ A/indonesia/5/2005 HSN1 #£% F ¥ L > DG S w7, st IREEICIZ T U =
R NIEERIN A/Vietnam/1194/2004 #8777 F > (HA 15 pg/#5-) £721XAS03 723 b D
Frw AT G Uiz, ®REEO 2 BFECIE. &IV TRERAPUR £ 7213 = B Rt
RITFEESINT, UANVAT ¥ Lo VBG4 BLUNIZIETE LTz, F 7213228850 LE % 5=
fi L7z, 1.7 pg BLED HA ETe7 V230 MRIMAT Y » b HSNL#ID 7 F o0 2 [l 5
IZEoT, REHDOZ7 =Ly MTBWTZ L—FR1 UANLZ (LARZ— 1723 i, 74%)
BEOIZL—=R2UANVA (LARZ— 1423 B, 61%) 2k 5 HFHUARNFHE S,
T F o aBRG L7 by O 96% (22/23 ) NESEHIEGE b AGF Lc, S HIc, U7
FURECBIT DR T A NV AETTE X O ERGE~D T A LAY B 3o IR & i U O
LTWAHZ e, VIFUEBIZEIOVTIANVABEDO Y A7 2K T S5 /THEEN/RIE S
iz,

FERLE LT, 20X/ RNy 7 BLIORL AT U 8ED 2 FEOBELLY 7 F o CTEMi L
772y hONT O TA VAT v Lo VEGGRBROBAEN S, AS03 7Y =3 RN
HSN1# T 7 F o R 7 = by MZBWTY 7 F BRI T 2B R 72100 TR <, fodED
7 FURRICHKT D RE R R T 2 EAVRE, B MZBWTH 2D X 5 ZeBhEgh R
BOND AR RIS NS,

2.4.2.3. ASO03 D1E AR

A7V MHUR & FAE DE T2 AS03 TR DO FEGEN e it 3 K ORI 0% 155 & 3
LA, L0 KBRS 5 72 OIS IR IR BB 2 52 hE L 7=,

<7 2 HWTERSTICET 2B A2 El L, =<1y a3 v BLOHFOAEERNITRE
LT OWIIARTEN S, HRGIEL LTMbLNTW AT A OMIFE (GEEM:, EMRISE LD
TENA VLT L) ICHT 5T LY 3 L OB E T, DL Oh OB TORGETT o T,
AT LCLAS03 EAHAG DR E 25U (JRE T V7 X BRIT R U A )V ZAEK m bR (HBS) .
AT Yy b 7 Nx W) ORERITTHE S DL EICE IOV T O E21T > 72,
BHNTRE D, ASO3 ITHICA 7L 27U v RO DEMS 27 L] L)
X0, L LAGREREA E LTE< 2 Eanang (M8) . ASO3 (iRl (APC)
DR EEE L, LRI Z2 NS E 2% 2 L TIL-6, TNFa B8 XN IFNy 72 EDH A b A
DL RESE L, APCHOHOL TEB L UOBMIEICEEINTZINGD T 7T IVIZAS3 T V=
N NIINT 7 F Ak T D EREINE ZHET 2K e R-T b0 EEZ LI, BHIE
RN E OFEIC B D ATREE D B 5,
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2.4.

| Flu(@)+ AS03 (4) |
No interaction ‘ B
Free and cell-associated emulsion %
Decrease from 3 to 72hr + '..
= ¥ .
Ag: No enhanced retention (no depot) + Resident cells (fissues macrophages,
Decrease from 3 to 72 hr DCs..)
. Inflammation IL-6, MCP-1 3 + Recruited cells
N Not via TLR4 !
% + Contribution of tocopheral
‘\
N y + |
“‘. & % - : . 8 ‘ No colocalization ‘
LY 3-. “ 3

k APC maturation | o 3
. Day 1/24 \
CD80/86/40, IFN.
1 low IL-12? | No APCapoptosis | @ @, [FTECElISN
\ e g\ IL-6. TNFa ] ©

ol
Y @ (] 7
.. R g o Mired Tht / Th2 |
% O N enhanced 0
@ Signals to T cells: ©¢) -

Ab response and Th1/T fie \ z8days -—// High Ab
= Contributon of tocopherol Effector/memory T cells \ g
Ab, memory B cells

8 ASO3Z7TVanNy bFENMA Y ILNIVUTRRIZE>DTHERINIBESRELS

2424, T2 IR

9 JAEROIE Wistar 7 v b 8 PE& VT, Zarkskrsts 5% S [ oo16/072148)
BFEM U7, BT CRBEIR, SEFIRB X ORE =2 —LE2BAL, LEXEmE K
TFIZHDIAATE, AT a—Va R TICE DM T, 7788 E LTOAEREH
& (1 mL/kg, 4PC) 7213 AS03 72 =\ MR~ 7 5 A/Wisconsin/67/2005 HUJ

(1 mL/kg, 4V8) ZHEIRNA—F 25 Lic, 4 v 70 o FHIROREERET 30 pg/mL
ThHh, AS03 1Tt MNEHEORRE LD X ) RREZFHE L, £72. 1 mLke OHUFEH &
X7 v FOKREE250g 325 L .50kgDE MZ0.5mL ZfANEE Lz & & OB & (mL/kg
B OF) 100 fEITHYE T2, ARBRICBW T, [EWIME, fRESIMmE, FXENRE, O
k. DEM. R, 1 SRR L OSBRSS RS T2 — LT, HIRNES% 120 43
Blich= > T, 2FCHrFKEOEIMER N RSN, £, KU FUBE5EO 16l
BOWTLERNC—IBMEOFITHE P AR bz, W OFT R H AR R IV CTHEEIC
B INAIEREARFTATHY | LE R L OMRIZEBWTARY 7 F o 052 B
T 5 LB 5 ETRD LN T,

243, REYERERER
W ENREGERIZ DU\ TIX, “Note for Guidance on Preclinical Pharmacological and Toxicological
testing of vaccines” (CPMP/465/95) ¥ &' “Guideline on Adjuvants in Vaccines for Human Use”
(EMEA/CHMP/VEG/134716/2004) (ZHEVN, AS03 7 = /30 s DR AR ER D 7 % i
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2.4.

L7z, =</ a U IC 8 a3 (chloromethyl-benzamidodialkylcarbocyanine : CM-dil)
ERWCTHMAE#R LT, $/o, A7V Y MM U TN P U T FUNEFRTE RN L
5. Ovalbumin-Alexa 647 (OVA) ZEGRET AHURE LTHEH L7z, v~ 7 RAIZEBIT HiFHkT
~ VY A D RSN A a CBAIREE I L O AR RBEMERIC L 0 BT L. BURD SRR A
WRVBLHRIC X 0 IERBEEERS L O 7 a—H A A MU =K VT LT, 2B RN
MREROFER, PR (OVA) &=~y a IFRBEOMIEN = 73— § X > b THHEMED
o7z Z L b AS03 OEMFIIHUR ORFEAEH Tld7e < SURD BRI 7R E UiA
(entrapment) & B L 72V V7 CHUIEISEITHES 5 Z L 0VRIEB I 172,

244, EBHEHER

NZW U %X 2N Tr Xy 7 T TGl 7 U 7 F > (AS03 IR @
i B 5k, JRPTYE R L O E &5 2E 2 5 L=,

ASO3 ZIRIM UL 72T 7 F 2 X 2 Hrl B Gl & 2 3UBRSEH L 7=, e #)iZ Q-Pan (H3N2)
W2 X AR Z I L, 51 ZHeX 30 ug OFURZ FTe Q-Pan (H5N1) OFRERA EhE L7, 7235,
INHEDOU I F R ORETRICEDZ DO TH D, MRkBRE HICTNZW U X% FnT
JRFTRIENE 2 & T mtE O Rl 21T - 72,

NZW 7 X% 72 AS03 IRINT 7 T2 O KR B 5-#E kB g 4 B he (— i)
L7 BPIZ KL AT T35 C Fluarix OBRLE TREIZ L 0 #E X7~ D-Pan (H5N1) (& L 53
Bra il L, = 0% HSN1 FUROMRE & L Fluarix £ 7203 FluLaval D8GE TR (KL AT~
FT 7y 7 TH) kv il &z D-Pan (H3N2) HUUE 7213 Q-Pan (H3N2) HiJf %
W2 iR 2 5506 L 72, Q-Pan (H3N2) HURIXRI L7~y 7 T THE S5 Q-Pan (H5N1)
PURERIC TR THESIND 72O, R KOO L~ LZRECTH 5, 2 HHOR
BRClL, T4 L« 7T—RA NESBEDOY 7 F U HMELZEE LT, EMOMFEIZL S 2E
OREMEZRE LTz, IHIC, ZNb0 2 RBOERA MR T 572912, Q-Pan (H5N1)
AW 2 DO ER G EERBRZ G L, 2o 0B TIE, /& (HA & LT30pg)
BLOE bR E LA CHRE (HA & LT3.8ug) @ Q-Pan (H5N1) DOFMEZ R L
77

SAEEIEA 7 V=T 7 F 0 Thh D FluLaval 3 OV D-Pan (H5N1) % FH U2 AEFE%E
A TEMERRBR 2 S20E L 7=, Q-Pan (H5N1) OAEFEFRAEFMERBRICOWOIBIELEEF TH 5,

EBHIT, AS03 Bl fm et L OV A Bt O R & F20E L 7=,

T RTCORBRIIEE GO ZLMRROINMIZEIT 2 FEHE (GLP) OFRFIHIINE > THENE
L7ze INHORBOMEL LI FIZRT,

2.4.4.1. Q-Pan (H3N2) & U Q-Pan (H5N1) ZRULV-EEE5E4HAER

Q-Pan (H3N2) O 7 ¥ ¥ % M7z Himli GaEttid, RErflirtEae (I 5w =
1536-06196) O—fE UTakli L7z, ZDRiAR., BB FRETIIA LT, —KIREEIZH
BPAITRRD g inodz, 5l fpiE Fhi L7z Q-Pan (H5N1) D H[EIFR 530 Je prfili vk
B (NN X505 5 2990/355) TlE, U XICAEBEEEE, AS03 (b b —[AEEEE O &)
WINE TR OZEH A 7 vz o Fhusds KOk b —[FEHEfE RO Q-Pan (H5N1) % #
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2.4.

H L7, ZORESE., XA LNT, EHICEET 2 BEETRD b o7, HREEE S
D RRECHRGEICREORIENRD bhvie, £o, MRS L O, HECiXRiFE
PEDFHRDZRD HT=H, AS03 2 & e 5RE (AS03 IRINZFEHMEA > 7 v o P HUFR 58
B LV Q-Pan £ 5-1f) TRIEDRRIEEIZAEIT A LN -T2 LD, RIEORKBUIHUR LV
BT VanNy ML bDEBEZBRD,

2.4.4.2. REHSEHEAR
NZW 7% & F 72 S G- a3l 2 4 3 BRI L7z, 2 BBRICOWTIEEBR K& T L
TEY., ZOMmo 2 BRICHOWTITBREER T TH 5,

A.D-Pan (H5N1) #RUL:=REHRSSEHER

D-Pan (H5N1) DORTE L PNEHHEORMEEZFHMET 57201, v X2 AW T4 EEREIC
X B E#RE AR A L L7- (- A5 S 1990/956)

BREMERESS 10 IED 78 (4 8F) (2. 0.5 mL OAEFRAER () . AS03 B, D-Pan
(HSN1) Bt (HA & LT 15pg) BELU I mL @ D-Pan (H5N1) (HA & LT 15pg)
ZRER 1, 15, 29 B X V43 HICHANES Lz, REHE CE b —RIEEMED 20 548 2
% AS03, D-Pan (H5N1) HUREEB L D-Pan (H5N1) Z#5 L7oh, FHICE D25 ~DK
BIIRD b2 o T, BREHIEH, D-Pan (HSN1) D 1IN T LI, KUV F U F
721X ASO3 D RFT &£ 7o i3 DR & o B 1T 700y & W S 72, AS03 Hijftds L UND-Pan
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DAL, XRREE L i U CRBBEENE . BELBHE Ch oz, HEHMTHALNIZIND
ORI, 28 HEOKREHIEIC L v —EBRIE L7,
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REMERBRITESR STV 7RV, LA L7285 EMEA/CHMP 4 K7 4 “Guideline on
Adjuvants in Vaccines for Human Use” (EMEA/CHMP/VEG/134716/2004) (ZH£V >, AS03 @ invitro
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HZENTED, £z, 7VanNV FOFERICE - TV F KB RPUFEZIR T EE5
(PUREEIR) RN DD Z 26, Thuc L 8UEFTEER U 7 F o B0 KIEZ2 8>
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T a Ny MEHIZE D DTN OSEDHIMA B ST, 2D O RFTRAERIG LT &
NIEEThHoT-, EHIT, b DR THE LN R A MR T D72 OITH I KB &5
BERBRA G L TR0, 216 OBMERERIZIHV T Q-Pan (H5N1) @D 3.8 38 KTV 30 pg D
PUREZ KEREG L L & DRBIZOWTHET 5 TETH D,

2.4 -p. 25



2.4.

LRV T 1 7 7 A VB L TIE, AS03 72 3 RIINA 7 BUYEZREiPE A
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RERT — % CiHMli 21T o 72, WTNOWBRME AT » MG L TH —eiRiE, FE, &
fHE, R, ZHREBIOHEROAEFER E~ORB I LNT, HEROHAER - %
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BRI 72 BB E8 O B LT3, [ E D AS03 Z 5 e D-Pan (HSN1) BEDHAE R TIEAHT AL
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ZHUCE LTI —E o 1T 2 g FEMER L OUEEBAEEEER IZ X » TRWRIEINE OF
HREAAT D2 ENRFES L,
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Bl ALY BIKETIZH o722, B MREEOFED AS03 72 23 MR HSN]
BA TN FT I F o a5 L7y NCROONTE YA LV AARIZ, #ELTE |k
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(2B T, HI Ui O % EEE O FREC L 0 B oGEISE 25845 2 LR a7,

PLEDZ END | BT v L o VBT T AN LA LN 26 OBE R 5k
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TR ZRIZT ZEBMBNTND BRGBIZIZRT A ORF Ll RIEMEREISE R
FORTrEIA 7L ITRHT 2wV Ya v ORELHF L., BoNnleT =Xk T,
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2.5.1.

2.5. FREIKICEET 5 BtHEETE
25.1. HRBRFEOER

2.5.1.1. 2RNER

t MR REERF 2 WETTe A IV PO NLARHBLL, DOZFDOTAILABE
NHE F~ERRICEGT DREN G LI &, AV TNV PRUT 2 v 7 BN AET
Do NUT Iy BRET D LR THRATHRRIRERANICE Z D, FECHECREE T
720 OEINZDEHRNRH D, 8E 100 FER-ITIE, 1918~19194FED [ A4 vt | 1957
T 7T | 1968 F-0 TFHENE] L0 ) 3EIOA TN P RUT Iy 7 038
ELTW% (Kilbourne, 2006) .

1918 FEIZFAE LT ARAS A 7NV WE, JEI3gk, BEORREZGIEZEI L
R R EE 725 Lz, EBIC, ZOHINL A > 7 3o A )L AR T 5
INT I ZIFERLUEL - L BRI TH- =22 RN TEBY, EEEHI1IHEED
FT 4000 HAIZDIFES T2 EHEE STV D, 19184ED T A NV ARHILT B IZFE - 721
RIZIWZH LN 5T, il 918D T A VAD K X7 B % 22— R 3% mRNA
Dra—=2ITPET Lz, ZOWERINL, TOEREO N ool ARIA o7
NEW T ANAOEIES L ERIIT L TRV b oD, NI TNV oA LR
DO AR < A L TU = (Taubenberger et al., 2005) , Z D Z & 1918 40D 7 A L AKKRA,
b MIEGT 2 X I s RS T LW NV R A LR Th o722 &R LT
(AT

1957 B LV I968 FFEIZFHE LN T v 7iEk, PVHKOANLT I VF =2 (LLF.
HA) BB L ONA BB OENPHES LT Ik TRAELE,

o 195THEDONRUTIvIUANRIE, MIA TN FUA L ARKD HA (H2) |
NA (N2) BEUPUA/LARNAKRY AT —FEETEZ A2 |k PBl (Polymerase Basic 1
UEEMERY AT —E 1] ) 2L TEYH, TOMOEBREFEZ A MIWEIHITL
Ttk M IV AN RICHERT D, L7eh> T, HINLE D A L ZADWITND
39 AR L72 1957 F ORI Tl BHFREBIXIZ O T/eA Iz oA L A%t
THREHEHEZIZTEA AL TR, 2LA LT oTz, FBEEKITKETE
FTHTHANCELE AL, AP TIIIEEFEIR 200 HAICOIED &AL bR
TW5,

o 1968FDNRUT IV I UANRIE, NIA TN UFTALAOHA (H3) & A
Y EEPBLET AL NEFFON, TOMOBELEFITE FOA TNV P A LA
KThot, ZOFRITANAZLDIETHEIF, RETHNSHT1ITA, 770 AT4H
1A KET3IH4FAEHESNTEY, HRHF TR 100 T ANIZOIXD & RFED
HBNTWD, ZOHLWITAILAFIANLT I VF = (HA) & a3— R 5@ aNE
fEL TV Tholz, 1968 D HIN2 VA NVATIE/ A 7 I = —ERE(L L7
MoT=Z DD, BT H2N2 (THRFR S =B, B DREEEDOGEREEZ A L = w]
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2.5.1.

MR D, ZDEDIT195TEDONR T 2w ZIZH A EERESCHE T RMES I S
NI EDOFANTE DD LILZeuy,

—fIZ, PUA TN T A VAT e MG LR, RUA T AL
ANFEOBEZHZ T MUEETE D X HICRDITX,. 72 EOTEEENT HHLEN
HHEBFEEZONTWVD, LML, NIA LY ITNLZ I AN ADBEGERIZTD X H 7
WG ENFET L2000 E 9 L EEOF IOV T, EFEOBTHLERNB ST
Lo EEE, CNETICHLEFEO RNV A TN I A LANE MIEBIKE L TW5,

25.1.2. ABRYLOIILI YD E FRELEEH

1959 LI, R U A 7o MERFIT 10 4 LG ST o7z, 100
FEAHEZD AN A TN PP FE LSS, B MIEET L2 Z E0NFmbnT
WD DX 4 (HSN1RL, HIN3 B, HIN7 BB L OVHIN2 ) OB ThH 5, miiE)E
PECTH D HINT AL ZBRITIE, —RICZNOGD VA NV AIZE D e MNEGTERS <, HED
JRREICE D Z L idb i,

1997 45 A & 11-12 HIZFH#TEEF 18 AA HSN1 AL 1 )L A (A/Hong Kong/156/97) 12 )ik
Pel, 6 ADNMETE LTz, ZOUA LAY TIE, AR L O ERTERY: &\ o 7l
DA 7N TR AL LM R ERROFHE R SN, £, —HOEBFE TITE
FEOEGIHENA LIV, I HITE BTN AEE S OVFE AL OEITHEO MK, B GREE,
RN LOBAETH 72, BERAEORE., M) OTA NV ANEREEELIZZ &N
AEENT, o, MIEFICE M-b MNERERPRBEINTZOITHL DK THY, ZOTA
JLANRE MO L TRBIITHEG L TWARWE ER SN, FETIIEFEBORLS NE
i S AL, HSN1 BT A L 2 RGO KRBT 7 N7 LA 7 OB ERMET 5 Z LI LT,

HSNI A TNV BT AV ZADE MERE D FHORED - OIE 2003 FHEETH > 72,
2003 4RI L OV 2004 FHJFRIC X, T P T REEB L OHME 7 U7 #HEOFELEIZ, 232 T
ZROVHBETHSNI L N Y A TV DT 7 N7 LA ZBNIERY , FECE TS S
I LENEZB -, £ LT, HSNI RO b MRYEEDNFHOIA L, YD HER STz 34
A 24 N (68%) MFETE L7z, HSNIHIA o7 v o FRYEE L 2004 FEDOFKIC H 3
AL, FETHRITHIE & RERICE 2 > 72, 20054 10 HHA), b3yl HSNL AL R U 1
VINTEUYNFEIIBONTRE L E2RE L, MLraoEAYREIX, BIEETIC
HNI B A TN o T A L 2D MEEN 124 FEL 440 E LZ AL TW5,
2006 AEAJEEIZ I, HSN1 AL D7 A L Z 1 ZBRM OIFIERIREB LT 7 U 7 TH B~ B iR
Sz, BIEETOLEZA, 77V TIES2HO MEGYEGINHE S TWD08, FRM
TiI e MEGUERF OBEILIR 0,

2009 4 6 H BifE, AR (WHO) 12X ROHSNI LR A T AL
AEGIER NG 42 Bl E SN TR, 262626 (60%) LT L (F1) ,

25-p. 2
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&1  WHOITHRES A b AV TILTUH AHSNL D b MERFEEFIE (L™ June, 2009)
2003 2004 2005 2006 2007 2008 2009 Total
cases | deaths | cases | deaths | cases | deaths | cases | deaths | cases | deaths | cases | deaths | cases | deaths | cases | deaths
Azerbaijan 0 0 0 0 0 0 8 5 0 0 0 0 0 0 8 5
Bangladesh 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0
Cambodia 0 0 0 0 4 4 2 2 1 1 1 0 0 0 8 7
China 1 1 0 0 8 5 13 8 5 3 4 4 7 4 38 25
Djibouti 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0
Egypt 0 0 0 0 0 0 18 10 25 9 8 4 26 4 77 27
Indonesia 0 0 0 0 20 13 55 45 42 37 24 20 0 0 141 115
Iraq 0 0 0 0 0 0 3 2 0 0 0 0 0 0 3 2
Lao People's Democratic 0 0 0 0 0 0 0 0 2 2 0 0 0 0 2 2
Republic
Myanmar 0 0 0 0 0 0 0 0 1 0 0 0 0 0 1 0
Nigeria 0 0 0 0 0 0 0 0 1 1 0 0 0 0 1 1
Pakistan 0 0 0 0 0 0 0 0 3 1 0 0 0 0 3 1
Thailand 0 0 17 12 5 2 3 3 0 0 0 0 0 0 25 17
Turkey 0 0 0 0 0 0 12 4 0 0 0 0 0 0 12 4
Viet Nam 3 3 29 20 61 19 0 0 8 5 6 5 4 4 111 56
Total 4 4 46 32 98 43 115 79 88 59 44 33 37 12 432 262

Total number of cases includes number of deaths; WHO reports only laboratory-confirmed cases.
Source: http://www.who.int/cst/disease/avian_influenza/country/cases_table 2009 06 01/en/index.html
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2.5.1.

2003 4F 12 A 225 2006 4 4 H F TIZ WHO (TGS S 7= HSNT B o )L R Gt 2 512
DX, B O HSNI D A )V A RGBT 2 FRER RS RS2 (WHO, 2006b) . 1
HRMAIIROEEBY TH D,

o  JRUEENG oL HEWVEREIL 10~29m ThoT-, T OfE B TR YS4E E O E w5 Ah
ERBELTWD0 G LIV, 2D X ) REMEOITEI Y — U RIREE Y A7 DK
WL WA EEZXDBND,

o BULRIZITHEMBEM CHFFNRZENED bz, BOEERIX 10~39 b L bE<,
SIRLl B - & HIEL 10 ERIO/NITZOFMTh o7, DX I i~ a
Ty A ML, FBHEIMEA TNV O L O LR, WwE FRIZ 19184) DA v
TN PFRT Iy TRRINTZFE R 70 7 740 (BERNEOBIERNE )
LT ESEITV S,

WHO & 5P OEYYEDFMZIE, i D HSNL O T 7 b7 LA 7 B3F Lnve bAoA >
TNV PENRT Iy 725 ERIT I E 2GR L TWD, BIfEO HSNT BIFRIE, B MCE
FEDRFREAREE T2 LITMA, <O RNA VA LA L FAICEISF A REICERT
PERE oM OB FE DR 5 7 A LA D BIE T A BT AEE A L CNA L. 4
BRI N TWD, EHIT, BIRBICEETFKRST=E0nD7R<CES 10 BEIZCHOZD anb,
BBV KRB YA LA BB 2 & 28, FRSATHNCI 0 B BRI R Y 1
KD BYERIZ DR 5 TG, FEWRZ EIZ, HINLAID A L AL, @HEOE b 70
TUWFTANAREESTND L7 Tk bbb hASR L BRLET AT 25 LTV
2N, HSNLHL D A L 2R D L D RME A AT 2 L 1918-1919 FED R F 3 v 7 2k
U ERAN L BRI E NI AT 2 ATREMEDS B 5,

2.5.1.3. IROTEVIITUNRITEYIA DV INIOTFIH FUEROERMIEN
WNOTI VIR T I v I DI FURATTELLIRDDIE, U7 F o fEIcHE
T 55 AR L TbThd, T I v UANADGEERIZT 7 F URBMERLE
noe&, V7 F o BEEFITIV—F L/ —REH— L ay hEERILTZOBIZT 7 T
vEREL, HIEORELZHWTHEEHREZITY, 20X OV 7 F U 8ED TRITIEFIC
B, INH0TRTCOMETREEOEL 80 A OB NS, BT, VIVF v
IREEPERIC LMIE TE ez, ROV Z 0T CU 7 F U 20 B L35 A4 ICH I
L2l EEbND, TR EIFRBIIC, XU T 2 w ZIIMZERIC X D BENN L S &
L72BRAERIZB W T, b TEMIFICHR LR b0 LHfEEs TS, N T R
v KT DHEAMOMZ 21T ) BT, FERBENTFRIND RN T I v 7 UA VAR EHUR
PERNEPLTWDLEEZLND P DAL AREZHNWCY 7 F U %21E0 , TRk b7 0 R
TaTr arERF IR AT IAI VT EIGTHOEWVWI BTG, HEELITTT A
VAT DN ARR OB AR L WD, BUE, —HOETIE, BN T L30T R
v 7T FrOfEE (FRHEEREII ST v 7 BAEBROBREOI- O OFE) % EEXR

25-p. 4



2.5.1.

NUT Iy VAFATERBEO —D L BEZ TS, ffi& SNV 7 F i3, FEYROMEIC
eV, NUT Iy 7 OREERK, EBRONSCT Iy JRERWTRIE LT 7 FUpE S
NHHI, FI T Iy s T I MRS S Z 812D, Z LT, EBEO/UTF
v RO 7 F 2% VRIZGERE ST T3 2 RIS EN G LN D K ) ITRERET T 1 2
YIFTHZER, VI FUEMETHENTH D, TOXIRMEILY . WY F %
Bl L7 B H T RN R R I TE 2 Th A D,

2.5.1.4. INOTEVDITUNRVTEVIAVINI VO I FUODOMR

WHO X, "> TIv 752 EBITENOHD VA NVAKTHEDA LV TINZ PO F %
BRTAEEDT I F LV T 7 L ATAILADBEICONWTEIEEZREL TS, £,
WHO W et /1t v 2 —B L OV 7 7 L o 2F5EHERE Cld, o EEEEER R Y HEB
JOEBERGZRAYFENHEL TWAAL I A T 7 F o BIEEMR > T, BED
BIR R HSN1 B 0 M2 A 70 7 F UBRZER L T 5 (WHO, 2006a) , 727 F
BAFE IZIRE SAL724 HSNL B 7 A L 20, Hulthds X ONBIRRIRHE O R 24 0 A VAR
ERETDTANATHY, HINI ARG U CRIEE /21T Lz b U ~D il A ) LT
EMUERLIEYVANVATHS, B FrHEAKZI. XrT7Iv /2B 3800dH5 Y
?4wxm%®HhJ&P“NdxMﬂLm% TEi & PR BRI SR DZ D D& T Ei %
MAGOETERINTEY ., MY TA N ZROIEE O~ DOBITI I ONE RO JFIE
D—2>Th 5 HS Bin 1O HA BIZEIZ & HIFENMET 2/ BEOHH RS LB S T HRIEIC X
frESNTND

NRUTIvIRRBELTUTOIA VI N T 7 F OB IO L. BEAAROZEH
YA TN T F U LFRMEOR WY 7 F U2 EH 2 L TRIBICHiFELTE 5 &
EzbNnD, BIE, AN HFUIF DT A LIZEMORENATY v N U 7 F o
(A ITNEFTA N R E REIEVEAICLEE LA LT 75 0) £ RETR
T7Fy B LIEALT INT =Bl AT7I=2F—FBEERTHYVITY) Thod,
ZDD, NELT 7 FrOFEERANE NI A TN 7 F U TR, ZFEitEA
YINE WY T F AT BRI LM T — 2 DNERE S AT D IR A O BLE R A3
FIHTE LW FIEND 5,

LNLBNS, FUA I U T FUORBEICBWTIL, ZHithA v 71 Y U
7 F L OREFEO—MEETT HMNEND D, &itROL 7L U 7T ofldEkE
INE, EHEERET LFEMEA 7N U 7 FUOFEBICEDE TR SN TWSZ &
b, MIA T PRI DRI LB R T 7 F U BIZR LT Tiddken, %
BRI EHRD AL N R Y A 7 mPITx L TRIEFIICRBIEE B2 b bzd, 7
T v 7 RRIC wf?&%/&@ﬂﬁﬁém5ﬁlﬁ%m®)xa%litiﬁﬁ%l@

FICREEND Z LT THAH, F£iz, HilnE 2 EET 5720130l L0 b4
%<§ﬁ?é%94V7WIV$77%V%2E§@?éMEﬁ%5ﬁ%Lhﬁw(% i
A VTN OEE, BAEZN R 5152 O LERBEREREIL, 1ZEAEORABLIDY
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2.5.1.

IRBNWTIEIOATHD) , BEINLOHURARE &V D FRERITHLT D720, H/hOHUR
B CHORtEIb A e T MU 7 F UMEBRRd o Tn5S, NI A 71z
PI I F o ORERMEEZ N ESE 5720082 OFRPREINTEY . TOHRCHR & Hi
W TEDAREMENRH DT V20 MEGURIZEIINT 28I SRS T 72,

2.5.1.4.1. NRUTEYY HENLEA VI VT YT 0 F U OBRKBAFEZET 5 Xk

WNUT I I A TN PICKT DR T 7 F o 2Ed 5 BT, #E0 KRR
MR ANZ RS L U CHEM S NV, P ORER TIIEAWTURIRED D 7 F U B3 E S i

(Treanor, 2001 ; Treanor, 2006) . /43 72 I A 2 FHE T HI2IE0 72 0 mHEOHUR 2 #%
B3 H0ENGLZENHLMNERoTz, 7Y 28 h& LT MF59 (Stephenson, 2003)
TV = LM (Bresson, 2006 ; Lin, 2006) . AS03 (Leroux-Roels, 2008 ; Levie, 2008) %1l
252 ET, BRINOZFEHIMEA TN U 7 F o OFHIEEZ 72T 72O OHUR&EE 372
DIHED Z ENRIN, FUROHTNATREE o7, £, 7V a3 FOTRIMZ L > T,
T 7 F R EFHURMED N 72 2 HSNT BURRIZ T 2 HUR S & 2 FREE TR S v D 2 & 23
57 & 72572 (Stephenson, 2005, Leroux-Roels, 2007 ; Levie, 2008) , X 52, 7Y = 2 b
WINT I FACKDTTAIT D65 AR TV 7 FURETHURIEDE IR D 7 A )L ARk
DU IFo| T —AF—L LTIEEL LIL ZA, +oRGEINENFEIND Z N
S 47 (Goji, 2008 ; Nolan, 2008) o Z DOFERIT, HINI ALY 7 F o 230 F 3w 7 Al #E
L TRBITIE, N7 Iy 7 RAERICERKTT =X P TELHREMRH D 2 L 2R LT
%, 7x by M HWTEM L IERRFER TIL, GSK Biologicals D7 ¥ = /3 k& U
L72 HSN1 LD 7 F U ISR R R 008 £ 7o 13RI 2835 Z LR s vz

(Baras, 2008) . & LT, KEMEZ2MEFER TIX. GSK Biologicals f:D 7 ¥ = /N k& IR
L7ZHSNI D 75 (15pg HA 5F) ORFMERENZ &R Sz (Riimke, 2008)
FELOMEHRERIL, BENTERENDI NN T I v 7T HRRICEELZ 52500 & Eb
5,

GSK Biologicals £ AS03 7 ¥ 2N AR LA 7Y v MU A LA HNIBLD 7 5F
EHEULNRUT I IA TN T 7 FUoOBRIZET A BE AR 2 ITRT, b
DORERD 9 B, GSK Biologicals DU 7 F > % W T3 L 7= 6 DX D-PAN & Kt L7z,
D-PAN L, RLVATAZH DA TN VT 7 F o THTREE L AS03 7V 283 b &
WML HSNL LD 7 F o 253 GEIC DWW TIH 2515 A RO Z &)

25-p. 6
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®2 NUTEVIAVINIVTTYFUOBRKEBRO AR
Formulation Age Subjects (N°) Reference
Recombinant HS vaccine (Baculovirus-expressed) > 18 147 Treanor et al (2001)
- 25,45,90 ug HA (2 doses, intervals 21,28 or 42 days) years Vaccine; 19: 1732-1737
- H5 from A/Hong Kong/156/97 (H5N1)
-no adjuvant
Surface antigen vaccine 18-45 26 Stephenson et al (2003)
-7.5,15,30 pg HA years Vaccine; 21: 1687-1693
- Adjuvanted or not with MF59 (oil-in-water emulsion)
- A/Duck/Singapore/97 (HSN3)
Surface antigen vaccine 18-45 26 Stephenson et al (2005)
-7.5,15,30 ug HA years JID; 191: 1210-1215
- Adjuvanted or not with MF59 (oil-in-water emulsion)
- A/Duck/Singapore/97 (H5N3)
Split (subvirion) virus vaccine (inactivated) 18-64 451 Treanor et al (2006)
-7.5,15,45,90 pg HA (2 doses) years NEJM; 354 (13): 1343-
- A/Vietnam/1203/2004 (H5N1) 1351
-no adjuvant
Split virus vaccine 18-40 300 Bresson et al (2006)
-7.5,15,30 ng HA (2 doses) years Lancet (367); 1657-1664
- Adjuvanted or not with aluminium hydroxide
- A/Vietnam/1194/2004 (H5N1)
Whole virus vaccine 18-60 120 Lin et al (2006)
-1.25,2.5,5,10 ug HA years Lancet (368); 991-997
- Adjuvant : aluminium hydroxide (versus placebo)
- A/Vietnam/1194/2004 (HSN1)
Split virus vaccine / D-PAN 18-60 400 Leroux-Roels et al, 2007
-3.8,7.5,15,30 ug HA (2 doses) years Lancet; 370: 580-589
- Adjuvanted or not with AS03
- A/Vietnam/1194/2004 (H5N1)
Pre-clinical / D-PAN - - Baras et al, 2008
- Split virus HSN1 vaccine PLoS ONE,; 3(1);e1401
- Adjuvanted with AS03
- A/Vietnam/1194/2004 (H5N1)
Split virus vaccine (inactivated) / D-PAN 18-60 400 Leroux-Roels et al (2008)
- 3.8 ng HA (2 doses) years PLoS ONE; 3(2):e1665
- Adjuvanted or not with AS03
- A/Vietnam/1194/2004 (HSN1)
Split virus vaccine / D-PAN 18-40 50 Levie et al (2008)
-1.9,3.8,7.5, 15ug HA years JID; 198: 642-649
- Adjuvanted or not with AS03- (2 doses)
- A/Vietnam/1194/2004 (HSN1)
- Phase [
Split (subvirion) virus vaccine (inactivated) 18-60 37 Goji et al (2008)
- 90 ug HA (1 dose) years JID; 198: 635-41
- A/Vietnam/1203/2004 (H5N1)
-no adjuvant, primed subjects
Split virus vaccine / D-PAN 18-60 5071 Rumke et al (2008)
- 15ug HA (2 doses)- (A/Vietnam/1194/2004- HSN1) years Vaccine; 26: 2378-2388
- Adjuvanted with AS03
- Phase III
Split virus vaccine 18-45 400 Nolan et al (2008)
- 30 or 45pg HA (2 doses) A/Vietnam/1194/2004 (H5N1) years Vaccine; 26: 4160-4167

- Adjuvanted with Aluminium
-Phase 11

25-p. 7
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2.5.1.5. GSK DNV TEVHITUNRITEVHALVINLIVTFILFY
GSK Biologicals fLiZ 2N E TIZ 2D NV A > TV F U7 F o 2B LT,

B HRIIRE R BRL T VA NV RZT VI =T LT VanNy NelRLeV 7 F o Th D,
ZovzFr (BUF. Daronrix™) (IR T Iy U7 F oL LTSS D TH D,
Daronrix™{%, EMEA O A K7 A T % CPMP/VEG/4717/03 (“Guideline on dossier
structure and content for pandemic influenza vaccine marketing authorisation application”) 7378 S 4L
728D 2005 45 12 HWCHEGRHGERIT 12, ZONRVTI w20 0Fy (WhbbEY I T v
7O F ) 132007 4 2 HIZERINCIB W TAGE S 47z, Daronrix™ (3 #FE 1 [Bl&H 720 15pg
DHAZEALTEBY, BAIZEWNT 21 BT 2 BT 2 Z LR STV 2,

Z D21 HOEREBIRIL., BHitEA 7T 7 F BT AiEE OEERRS L O
m%i%ﬂﬁ@k@@ﬁm®%@#5§ﬁémk%@f%éomaﬂzﬁawﬁﬁm%ok
LEEDLWHRETHD EEZDLN, &5I221 B: (bbb 1 RIBERED 42 B) |
MR RER RN F2hE S5, HSNL LY A )L %9 5 OBEEITITH Lo A L R | ﬁ
TLTITAIVITRRBETHDHZ NG, 2R HEMIC L DR RKODFEEELT2DITE Y72
PR AT ENEETH D,

GSK Biologicals £Li%, 7 ¥ = /32 F OUHINT & o TEEBKIZ T D R A RIEIGE & i8S
HEEHICEBRLPROEEERT D201, A7V v PARIELTA VA LEFHRT V=
N R (AS03) ZHAGDOETLFE 2RO TI v I TN FU T F U R L
2o H2MROU T FNIATY v FTANRITASS WML T 7 F o ThHY, FLos
VTIvIMBIONCT Iy 7 MIICERT A LA ERE LTHTEE LT, AS03 X GSK
Biologicals fE23BHZE L7277 ¥ 280 R TH Y KFIHRAAI TH S (HEIZIE DL-o- h =27 =

= LBIOARZ T L KBIIIEA & MR EIETEARID Tween 80 5 A LTV 5)

ATV NTANART T FURFERAT 8B E LTEL, 20 70Uy F il
FIR D EGEF DN T — a3 VIERTHDH T &ﬂéf%méoiﬁm\%zﬁﬁ®ﬂy
TIvI /S TVNRT I I A TN YT F o aBETLOIHERH LZATY v by
A VA3V 7 1%, GSK Biologicals #EDOBEAFEDOFEHiMEA 7N FT 7 F U ThHhD
Fluarix™35 X OF FluLaval™ & 8] U S5 T8 & A v i i A AR pE R ol L 7=,

HAN1BIDT P a X MM ULIEAT Y v b UA VAT 7 F AL 2HERE SN, &
FNZBHZE LT=DI1%, AHFEERHIB W T D-Pan L £FLTHYV 27 T ThH Y, GSK Biologicals
O RLVATY (KA4Y) OTHTEWTEHiIMEA 72T 7 F 2 [Fluarix™| EH
CBGETRZ AV TR LAY » N HSNL AR Z G/ LT D, RICERE LD
AKHRFEERHIFBWT Q-Pan ERKFELTHTY 7 F 2 Th Y, GSK Biologicals £E:0D 77X 7 (7]‘}‘
) 23D T TEHIMEA 7T 7 F 2 [FluLaval™] & [E] USdiE TR A2 VTl
LAY » N HSNIEBURZEGH LT 5,
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2.5.1.

Fluarix™/}% 1992 4E20 b ik 2 & e G T ANICKT 2 B RBEH T2V 7 F 0 THY |
LM B BRI R ST 22V, FluLaval™(X 1992 46705 - # TR E
THBY., ZOMIZEX, BN Ob—~v=7) BLXOT VT THHEHIN TS, KETIE
2006 FE B SN TW5D, HEE TIC LERS 288 2 5 FluLaval™MAMERG Shur-,

Z D2 ODOHROHLE TRIZIZW K D OMESN H 5 A3, D-Pan & Q-Pan [T 1L h 7k
WVAETIVTE RICEARELBIOTAF L a— g ) DAL D A NVADAT Y v
FOTREZRCRES N AT » b HNI BHURZ 3.75ug A (RHGEERHIR W Tk
Bab)y LiFT38ug bR L) LTEBY, ASO3T ¥ oy PN TN D,

FH2WART 7 F U DOBRREOEFRHI, RIORT S FIERBHTASS NV T Iy s/
FULNRTF I NIA VY INLZ YOI F o7 Va3 Fe LTHRF SN,

o ASBTVanNUERMTLHZEIZLY, NIAUTALZ T T I F U DOMBEENRE
HIMHETE D L 91T D,

e AS03 7 V=32 b AT Al GSK Biologicals f-D~Z V7 U7 F L O T 0 7T A
ICBW TR E STz, HINIBID 7 F U OBIRICEF LS T, DUy
F RN E (=7 VT REEB L O~ 7 U 7RSSR OWERE) (2% LT 2,000 [=]
UbghEIn Ty, v7 U 7ROt (F% 6 BOitaEte) X LT LZ
5,000 [\ G- XN TV, 2 OFRRRBROBAEN S ASO3IZEENDLT Va3 b
DEFMENE N LR EN TV,

o ASOIRELATY v FNEHiMEA TN HF T 7 F o (LT, Fluarix™) OF 2=
Ny MERIET Va2 b LT, FELTEmEZ SR E L TEM LI-EEOR
PRARER T 4,500 [BILL B G- STz, 2O, AS03 ZiRINLT=D 7 F 2 024
& BARMEDHERR S AL, Fluarix™ & LRl UABAIMEE IS B DR S LD 2 & DR ST,
Fm 1ERICIT V2 RN LT 7 F 0 % FERE U 7295834 C i Fluarix™ & 42
FE L 7B (2 be | RIS (HLPUARAN) DR BT,

D-Pan (%, GSK Biologicals f-: T ] AS03 7 ¥ 230 R &M L7 HSNL LD 7 F 2 &
LT 2008 4= 5 AIZERIN CHAGE STz, D-Pan DT L XU TF I w7 U7 F o L LTORBAIT
Prepandrix™, /N7 X v 7 U7 F & LTOMRIEA T Pandemrix™ Th 5, FRINZIZ ST
RV IUIFUBLOTVRUT IV I U F U ORBADIZDDOHGITA X ANRND 5,
YTRIv I I ITFUERFEY I T TSI FUORVIZET 2RO A X AE, 2004
FIZHIT I 72 (CPMP/VEG/4717/03,”Guideline on dossier structure and content for pandemic
influenza vaccine marketing authorisation application”) , ZDH A X AZiX, Ty 7T v 7T
IFATTUNCT Iy IR L, N Ty 2 U F N Ty I RARITES
ENTEOBIZEY I T T IIFLDUANAKENT Iy T TANVARRICER Lz 1T

KRS D EDFHENRIN TS, Daronrix™(XZ DA A X2 AZ]]» CTHEBINTZ, L
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2.5.1.

Lo, N T Iv I EERIIN VT Iv I UANAENOEGE LIy T Iy 7T 7 F
VIMER EN D E TR TCHL 3 AN D T LD, —HOETIX, BUF2 HSN1 BLA
VINTEUH T FUERHETDH I EEREELIIMFIL TS, LT, HEINTZT Y
F NIRRT I IATETIIR T Iy I RABERICERSND Z L1225, BRMTIZZO
KXoORUIFUETVLRT IO F U LTI, 200081 HIZT LR T IO
F L OFBRBF DT DRHIH A %> A (EMEA/CHMP/VWP/263499/2006) 23317 ST\ 5,

WRUT I /Tyl T v 7T F U TIIERBAINILE L SNDERKT — % X— R TR 5N
TEBONRCT Iy 7N KRB 2 EZ T 2 0ERHLHDIZH LT, TR T Iy
T I F v OIEGBICBIR IR T — Z _X—A IOV 7 F o LA TH 5 BN mH DB S 7ot
ERTH D,

GSK Biologicals f:i%, v T I v 7 I F U BIOT VLTI v I I F o LTOEK
R PFT 570, BINCEBN T T Iy 7y 77 v 7 U7 F 2 (Pandemrix™) &
701//\()\/?: v 7 U7 F  (Prepandrix™) Z [EIRFIC GRS L, 2008 425 AlCM Y 7 F

R A U LTz,

INT U7 F ol LCKR E L2 Pandemrix™ @ EU Core SmPC (ZFE# S LTV 5
HINTRD LB Th D,
ERICES SNV T Iy 7R FTOAL IV FOT, NeTF Iy s 407
NPT T F AL, ARRITA X A > HERTDHZ &,

TN T Iy I U7 F b LUK S U7 Prepandrix™ O INMIIRD £ B0 TH 5,
Prepandrix £, ABlA > 7L W oA LA HSNT RN xS 2 REEN s DIES D 72
AT 5, 2oL, A/VietNam/1194/2004 NIBRG-14 ¥k (H5N1 ) 74 )L A H 3k
U7 F % 2 IR L7z 18-60 mk DREFER A K U 15 O e s fE iET — Z 12D\ T
%o Prepandrix ITARIL T A X2 A>T L Z &,

72¥5, Pandemrix™ & Prepandrix™(35@#)S 23 B2 5 b 0D WU 7 F 2 OEFIKBAFE T #HT
WTH Y AGBHFEERONEILF—TH D, 4], D-Panid, 18~60 KD AR L T2
<&H 21 HEMRD 2IEHERA 7V 2 — VAT LT, Lol i
MEAVi@w<ow®WE$§i%@énk:k’;b\ﬂ%ﬁ%iéﬁ%&t@%#ﬁ

WCE TR E I, 2mHEEROMIRIZ 6 » A £ TIER S, £, RbfGohiz7 — A —
PAESABR O RGRE D PR 1 S 4V, Prepandrix % 2 B (77 A ~ U —#f#) L 72D H Pandemrix
ZVEZZTHRE (7 — A% —8fE) 75 &0 ) RO IERRD bivT,

RONHEKRENTZT 7 F 121E, 7 L— K 1 O A/Vietnam/1194/2004 FRICH 5D 7 F
VEERMER STV, M), B MERE Lo E B S GIEE D L HSNL A Y A L R 137
L—RIIZETDUANATH TR, 20074 3 AIZHIT ST WHO OF A X2 AT
2005 FFEEMINOFEEL LTI/ L—R2ICBTAUANANE MNERAEZRZ T LT

2.5-p. 10



2.5.1.

EHER LTS, £O7d, WHO 351 &HiE 7 L—F 1 BX U7 L— R 2D T L3
YTIvIUITFUERRBETLILEHREL WD, BIE, ZL—F210
A/Indonesia/05/2005 FkHIK D T 7 F ¥k (A/Indonesia/05/2005 (HSN1 %) #k/PR8-IBCDC-
RG2) BNV 7 F U HLEEF MG INTND, ZD7=®, Prepandrix™D KGRI H L 7= D
. Prepandrix™(Z 4 ¥ & A SN TV A )L ARKE 7 L— R 1 @ A/Vietnam/1194/2004 k7>
E7v~bzmmmmmwwwm%% WCEETHZ e aABE LR T A RO TZ9
DOHFEZRH L, ZOHGFIKREELZIGEATH D, Leh->T, EUTIE, 7L
V7 2w 7 O D-Pan 128 L T A/Vietnam/1194/2004 ¥£ & A/Indonesia/05/2005 1k i J7 125
T5 20BN ELND Z LI/,

F7o, D-PanEV 7 F URRICK LTI BRAEINE ZHET oL L blc, TURr Ty
IO 7 F U RIS LRt A ECTRICEE LB OND [EBRERICHT D584
FEINE ] bFET L EDRHREINTVD, IBIZ, 7=y hERAWERE T
ASO3 7 P a Xy FEWRIMULTZ NV A TN PO 7 F o2 2mEEfE LI 7 = Ly DS,

T 7 F v EfR—® HSNL LD A L 28 D UWNIHURPEDN AL U7 ZZ BRI L CTHAEFT D
ZEDBRINTND,

GSK Biologicals fE23KIZBAFE L72 AS03 7 =N &I L7 HSN1 LD 7 5 (KH
SHEETCHERIEE TV T V) 1E, Xy s TRIEES N D HSNI BHUR 2 &A% Q-Pan
T b, Q-Pan|E D-Pan L AEOHIFEB LT Va2 b2EHA L TEY, #ikeo WHO 23
HIFT B 77 LU AT A LR T L— K 2.1 ® Allndonesia/5/2005 ¥k 7> b /ERL S 7=
M T#AHE %2 HSNL LD 7 F U #k & VTR STz,

AS03 7 ¥ a N AR LT Q-Pan IZ DWW T, 18 mLA EORAICK L TAZ & 21
HORRBAEBWT2EERT L Z LB EEIN TN D,

KU FFHIFEAATILE ASO3 T Va2 "L TN RD 2D T 7 F o ThhH,
KU F o wfe 5T DRI, ERT2RNICHERDEZRM L, IBFIEZEOTU 7 F o 2o =M
RN LT 5,

KU F OB AR 3 ITRT,
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2.5.1.

3 FAREAASOI T anNY FEMHSNLA Y I7ILI I F DK

Component | Quantity per dose | Analytical Reference
Active ingredients
Split-virion monovalent, 3.75 gHA Ph. Eur. 0158
A/Indonesia/5/2005 (rH5N1)
ASO03 adjuvant
Squalene 10.69mg GSK 100346
DL--tocopherol 11.86mg Ph. Eur. 0692
Polysorbate 80 (Tween 80) 4.86mg Ph. Eur. 0428
Excipients
Sodium Chloride 3.895 mg USP/ Ph. Eur. 0193
Potassium Chloride 0.09 mg USP/Ph. Eur. 0185
Sodium Phosphate Dibasic 0.613 mg USP/ Ph. Eur. 0118
Potassium Phosphate Monobasic 0.09 mg NF/ Ph. Eur. 0920
Thimerosal Sug USP
WEFI gs 0.5mL USP/Ph. Eur. 0169

2.5.1.5.1. NRUTIVIERITBNDHEI VM INAKINBET 514 VT UHD
D F IOV TOBRKGEZBREERS

B, EMEA B XU CBER DHNPNUT I w7 /T LN T I w7 U7 F o ORFEDD
KA 2 A %R L TWAD, Q-Pan DB TIL, EMEA DT L XU T w7 U7 F U
T HHA K7 A (“Guideline on influenza vaccines prepared from viruses with the potential to
cause a pandemic and intended for use outside of the core dossier context”,
EMEA/CHMP/VWP/263499/2006) 35 & T 2007 4 5 H IZFE1T &7z CBER A & > A“Clinical
Data Needed to Support the Licensure of Pandemic Influenza Vaccines” D 5 % % & L 7=,

EMEA & CBER O A & AIZIE, SEFIFHIIZ BT 5 BRI BB R FEN A B LD,
CBER DH A XU AT 7 FUNCEENDA > 7 N AN 2 HIPUAROE (7
I F RRICHKT D0 INE) OFHliOAZER L TWDHDIZR LT, EMEA DA X AT
X2 OMICFFIHUARSISR KT 7 F U EEND U A NV AKRLSD 7 A )V ARKIZKRET 5
FHURSSICOW T H T 5 Z L 2RO TWS, /2, BikTH LT 7 Fonmi-1
REU T F BRI T D HLHURS DR EHER 72 > T D, EMEA T A % AT,
1000 AH 1 ALLT OB THRBT HENERH Z R TE % L 9 RIloL et T — 2 X—2
(Bl 21X, #93,000 4 HED T —H X—R) ZAEGRECTITHEEST HZ L EZERLTWD,
J. CBER HA XV ATiE, #il-e TREZHAWCRET 207 F U F23Hl 7T o2 > b
BEHTHT I F L DRENET — 2 R— 2 CONWTHIEINTE LT, BT — 2 _X—2
DB DU TIX CBER & EBNC T 2 LERH 5,

ATH TERR IR 2SN B L O 2.7.3 T TERREAIEDOHE | TiX, +3To
ERIREBRIZ N T CHMP A & o A TEEE ST D BRI HS U TR U 7= Bkl 2 50
#éoﬁﬁ\Qﬂm@%ﬁﬁ%fﬁ%hk%—&icmmﬁ%ﬁyx%%ﬁbfﬂﬁgnf
B, B S HEOMEB KRR OBIEREEIIIZOHA X A>Tl LT=T — 2 bR
LTW5,
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2.5.1.

EMEA/CHMP/VWP/263499/2006 (2%, (/30 F I v 7 5fsifie L CHESINA A > 71>
YYD T TF ATRE PN RIELED N 2 TR 2558 TE 5 2 L DRGRATII R ST
FUT7 B2V, S FPEITHT HA Fiikds L OV o 7 o Rk o B &S S S & A fERIc
Rl S R UE R DR, | ERESR TV D,

PUHA FUEOFHmIZEI LT, EMEA A % > ATk THI GRILEREEEIH]) F£721% SRH
(7 NT P ANE) D3HTHA SUROEDIZRREETHSH] L ELH 4TV % “Note for
Guidance on Harmonisation of Requirements for Influenza Vaccines”
(EMEA/CPMP/BWP/214/96) Z5|IH LT\ %, HIMEREIX, ZHIKHIEICE L TV HE)
HEY AT LEBRLLTWEDIRS HNHNTWHRIEETH S, GSK Biologicals £ Tl
REIZOEY FLATF URB IO Ny 7 JOEEPEA o 7 V2 T 7 F o OGRS
BWTHIEZEM L CEXIRBRNH D7D, R TIvr /TN TFIv I U rFv
DOBAFTH Z OWEETH HA HUiE 2 JIE L 7=,

“Note for Guidance on Harmonisation requirements for influenza vaccines”
(CPMP/BWP/214/96) |Zi%, @H M OFEHMEA v 7 V2 U 7 F o OFHMMICHEA S bk
D 350 CHMP EHEIVR STV D,

o PUAMM EF-OWH (FUAHINR) 1%, U7 F U BRSO KMEEFRMEZ D 7 F o B
AT BANEH PR TR L TRO R L EZ S TWD

o  BUAMMEFRIL, U2 F U EERRNC ISR M T Y 7 F B O BUARMN 2 1:40
Plb) F£720F T 7 F oSN iE iR N BT U 7 I Bl OJURm A 4 (504 1
) OWTIRNITEEY T H2HBRE OFEG L EXSNTND

o  PURRARIL., VI FUEREZOTKMD 1:40 L EOWERE OIS L ERZRIN TN D,

INDHDONT A—=ZTEH SN 5 HEEEZ LU TIORT,

o

18-60 7% 61 ilAE
j:ﬁﬁgi%jj[]%ﬁ >25 >20
(S T P D50
P > 40% - 30%
AR > 70% - 6%

B, INHD 3 HOORUEIT EMEA & CBER Ol A Z L AZBWTHETH LN, =
DFEHEIT EMEA H A X 2 A TIFE /T A—F O HEEMICHEH S 4, CBER A 42 ATl
BT A—=Z D 95%CI D FIREIZEM SN D, £lo, FHER L GEE OX 5 D72 OF v
NOTNTHEI 2 >TEY, EMEA HA X2 A TIE 60 ISR E SN TWADIT% L CBER A
AL AT 64 TRITREE STV D,
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2.5.1.

FEIMEA 7NV I STV D 2D ORI, U 7 F U R O KRS
DT TICEHMEA TNV U FITH L TCHLRBREDORE N RFFL TS 2 L 2EE L TR
EINTWD, RUTIvIUITFUAINLDOERELHAGDOYE CEHT S Z &%, B
KGR D KGRy NG RN RIBNE CTH D Z 2B BT H L, EFITHLWEETHS L&
26D, BUE, N T IvIxtiRELTHEREND A v 7NV T 7 F 0%, AKGRIZES
L C CHMP ® 3 DD IEH#eEAE T X723 2 E 03 ST\ 5 (CPMPb ; CPMPc)

“Guideline on influenza vaccines prepared from viruses with the potential to cause a pandemic and
intended for use outside of the core dossier context” (CPMP¢) DENEIZHEV, A TERKRIZES
T WG (SRR L7 T R COBKRRBRTILY 7 F URB LOT 1 7 A L ARRIZ %
LR (AZEMREE) OFMliA I Lo, £7o, MIRMEREINES ) A 7 I =X —EE
E WV o T DR FHEHE S 5 2 DAL DS 03, CHMP IZEGBAEH~ DRI 52 DWW TEARB & L
TWo, LLRRL, BEISEDOREZ LVFELIERZTLHLOIC, ZRNHDONRNTA—H
U7 F UoHERBEN OBV TN 2 2 LB HER I TV D, MilatEssE (BLT,
CMI) DFfIE Q-Pan TIEFEMiE ", D-Pan DBIFE O THEME L= (1 > 7 /b= PH A
CD4/CD8 T #ifid £ #s & O in vitro TOFRIIZ L DY A oA L PEA) . ZOREFORIR,
CD4 i & S I OFARIER E D E VD CMI ORI B & 7e o 72, AS03 UshN
H5N1 LD 7 F 13 CD4 T #lfE 2 BHE \ZFF8 L7223, CD8 D5 /I L CITFEE A e i
[TEBD o7z, CD4 T MBS EREPEIC E D X 5 IZFE L TW DI RHTH D |
DX BRI Y 7 F o OGEFRIRHMEIC LA TIE RN &b, BIfED L 25 Q-Pan T
FEM L TV, F7o, BIRFRTHL A 7 X = —BHURNEDFEMEEN R, VI F v
EICBWT /A7 I=F—E (LT, NA) OF&%Z 2> ha—/L LTz, Q-Pan
T/ A T 2 =F —BHIRSUS ORI b 325 L 72 2o 7o,

FD=, BRDOTA RT7A4 AZHE#H SN TV D K 91T, Q-Pan D FEM: X HI HLiK
BXO~A 7 a PR o SISO TRAEMICEHMET 22 & & L,
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2.5.1.

2.5.1.6. GSK D ASO3FMrUA Y IILIT I F L (Q-Pan) DEGERBASETE
GSK Biologicals tt-0 7~ 7 8GR A 59 5 ASO3 W1 HSN1 BT 7 F 2 DWW T
FMER X Ot T — 2 ZIUET H7-DICT A > E7- Q-Pan DEFIRBAZFHE TIX, K
VAT VRO T 7 F 2Tl D-Pan ORHFT — & ZH%0EH L1z, FRlZ, PiUEIL D-Pan %
FWTCEN M L2 hii &R el (H5N1-007 R5R) OF — X (TS E@IN L,

e T LIcakBR, St ok L ORHE 1 OB O 2 LU IR T,

2.5.1.6.1. 5T L-HE

AHFEEECIE, Pivotal iBR & L C Q-Pan-001 BRI & Y Q-Pan-002 ABR D 2 B A R L,
A D-Pan kiR & L C 3 3B (H5N1-007 3Bk, H5N1-008 #kik+s L OV HSN1-002 5BR) 47
L7z, PURERERER S L CEM L7z HIN1-007 :RBR I PR O HEZIN A2 =T 2R TH
%, Q-Pan-001 #kB% % F2hi L 7= HAYD—-21%, D-Pan & Q-Pan ¢ BH%E D BE I 2 58 [E 72 & D
(2T B IO L R 2792 & TH Y, D-Pan &2 VTS L7235 Q-Pan ¥
JF DO EIFT T =X ERVEL L ERTIETHoT, AIEDO HNI AT
Y NUANVAHURE ASO3 T V2N NEGHET LMY 7 F o OEBMENRENT 2 & 2
F 2. H5N1-008 7l L OV HSN1-002 3R 2 Q-Pan DL RMET 10 7 7 A VAR NI ZFFT
HRERE LR L, 2O 2R BROZEMEDRREIZ OV TIE 2.5.5 1258k L=,

AHFEEEHIR L2 Z 0 5 DORKRBRONE, K ilBROMANYEERE £ JOEM Lz
U7 FURE B E 4R T, TRTORRITEEE SR, BIEALRBRTHY |
A/Indonesia/5/2005 £k (Q-Pan-001 #5# 35 1 (Y Q-Pan-002 #ABk) & 7213 A/Vietnam/1194/2004 ¥k

(H5N1-007 3B, H5N1-008 54523 L OVHSN1-002 548R) 7S 8liEk L7 HSN1L LD 7 F 0 %
AWTEHESE L7,

e Q-Pan-001 #BRIL, KEI LI FH THE 680 4 D 18-64 ik DYLERFE & x5 & LTI

B U7=, #EBRE OPNERIT, AEUER F 7 TERED B D AS03 &SN L 7= Q-Pan
(A/Indonesia/5/2005 #k) % 42fE U 72 #KBRFE 23 303 4. AS03 IEAIN D Q-Pan
(A/Indonesia/5/2005 k) ZHEfE L - gBRE N 18 4 CTh o7z, £7- 299 ADEHERF -

ITARHEDH D ASO3 Z IR L7 D-Pan M L=, U7 F LT T 2HHEE O 2 -

Va— /VTEME L, ARBRIZETLTEY, 6 4 H (182 H) OLEMFHI L& T L

T\,

e Q-Pan-002 FAB&IL, 18-60 7%, 18-64 3 LT 65wl LIZH T Q-Pan DA iR LY
LM Z TN L Q-Pan ® v v FMEO—EMEZFHEIT 2 HAYT, KEBLIOH ¥ TEE
L7z, ARBRIZIT 18 sl EO#RE 2 A dt 4561 4 MWAEA{L L. Q-Pan

(A/Indonesia/5/2005 k%) D 35D w v FDOWEFD, FIRITAEFEE KA 7T B R

ELTHEMLT, 7 XTOU I F U 2BHERO A 7Y 2 — /L CHEM LT, ABRIT 6

# A (182 H) OLEMFMAK T LTW\5,
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2.5.1.

H5N1-007 #BRIFZ~LF— T L7z, AR TIL—lhA 7Y v b7 A /LA (H5N1

B A2 TN W U F 2 D-Pan DS £ X E 8K (A/Vietnam/1194/2004 Kk, 1 [E]42
FEdH 7=V 30ug. 15pg. 7.5ug F7213 3.8ug @ HA &A% ASO3 sl E 72X B o
B B 2EHEFEO A 7Y 2 — /LT 4004 (18-607%) (CEER S L7z, AREBRITET L
TBYH, 6 A (180 H) OEEMFHMELE T L TND,

H5N1-008 RERIZ KA Y, 7T A, AAf v A =T, By T, AUz—FUF
KA 7 o HTHE 5071 A owERE (18l ) ZxfZ e LTHEMB LI, 2055,
3802 412 D-Pan (A/Vietnam #%) % 2RHEFD A7 ¥ 2 — /)L TR LT-, F72, 1269 4
OPERFIIRREE L LT 1A EIZ Fluarix™, 2[BIEICY 7R (EBEAEAK) 2SHHE
ST, ARBRIZZE T LT, 6 4 A (180 H) OZEMF M EHE T LTV 5D,
H5N1-002 iBR (X B, Vo AR—, XA BLOFEETER L7z, ABRICIZAFT
1206 40 (18-60 %) ZAEAAINT=, ZDH B 961 411X, D-Pan (HA 3.8 ug. A/Vietnam
) ovay NEO—BMEFET 57201, ey hORRZ 2EOT 7 F ) &
ey NORZRD 2FIHD AS03| ZHAGDOE T 2ERIOA ¥ a— /)L THEFE LTz, 2
OOXMEETIE, 2454030y bORRD 2FIHOT ¥ a3 RIEGHINHSNL T 7 F
¥ (HA3.8ug) OHb—o%EM Lz, ARBRIIVHOKRET B4 BET, kbbb
2 HEFRED 21 HIEE T) MWET LTWAD,

58T LT2ERRER O FEREEIX 53522 2 b,
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2.5.1.

T4 ASOBTF72any brFEMNRUTEIVYI/ TUNRVTEYIIDHOFUOERANVTEREH

DEEPREAER D BERE
Study Primary Objective(s) Population/ Study vaccines N safety | N immuno
age of
subjects
Pivotal studies
Q-Pan-001 Immunogenicity Unprimed Monovalent split virus (H5N1) 303 290
Reactogenicity/safety population 3.8ug HA* — Quebec sourcing,
18-64 years A/Indo strain
+ full or half dose AS03
Monovalent split virus (H5N1) 299 283
3.8ug HA* —Dresden sourcing,
A/Indo strain
+ full or half dose AS03
Monovalent split virus (HSN1) 78 75
3.8ug HA* — Quebec sourcing
No adjuvant
Q-Pan-002 Immunogenicity Unprimed Monovalent split virus (H5N1) 3422 1967
Reactogenicity/safety population 3.8ug HA* — Quebec sourcing,
>18 years A/Indo strain — 3 lots
+full AS03 dose— 3lots
Placebo (saline) 1139 116
Supportive studies
Immunogenicity
H5N1-007 Immunogenicity Unprimed Monovalent split vaccine (HSN1). 400 394
Reactogenicity/safety population 30 pg, 15 ng, 7.5 pgor 3.8 pug
18-60 years HA* - Dresden sourcing,
A/Vietnam strain
with or without AS03
2-dose schedule 21 days apart
Safety
H5N1-008 [ Reactogenicity/safety Unprimed Monovalent split vaccine (HSN1) 3802 455
population 15 pg HA with AS03
> 18 years Fluarix (first dose), placebo 1269 154
(second dose)
2-dose schedule 21 days apart
H5N1-002 Immunogenicity Unprimed Monovalent split virus (H5N1) 961 933
Reactogenicity/safety population 3.8 ug HA - 2 lots
18-60 years + full ASO3 -2 lots
Monovalent split virus (H5N1) 245 236
3.8 ug HA - 2 lots + diluent

N safety = Total vaccinated cohort; N immuno = ATP cohort for immunogenicity
*: As the vaccine doses were expressed using only one digit throughout the clinical documentation, 3.75 ng HA was
rounded up to 3.8 pug HA in the Clinical Overview, Clinical Summaries and clinical study reports

BEREREROKBE H A& H X, 0o H, 557 H (Q-Pan-001 iABRDA) | %21 H, % 42
H. %84 H (D-Pan % H\ TN L7- HSN1-007 55, H5N1-008 7Bk 5 L OV HSN1-002 35k
ZhR<, TNOLORBRTIIMRDOVIZESIHEZHE L, ) BLUE 182 H (D-Pan DR T
X5 180 H) IZE%E L7z, X512, Q-Pan-002 iBRTILEE 364 H O KPE H /HifE H 3 E X
TS, 2D ORERTITENT OFRFICEN RS S, £T, HOHLLHE 42 HET (D-
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2.5.1.

Pan TIIFE 0 AMNSESI HET) IZHBOLNTETRTOT—XE2H 42 AOK T (D-Pan T
35 51 Hoo%) IZfftr L. WRICHERS 2T TIEEE 0 B (D-Pan TIXE 51 H) 22555 182
H (D-Pan CiX% 180 H) ETIEONTT —F 2T+ 52 & & L7z, Q-Pan-002 ikl D
BT —ZIZONTIE, 626D 1EL B0 HDH 364 B E TICHE S L7z =R
D2 BEE T HAEFREB LI OEERAEFEFRIZOVTOMTZIT OB TH 5,

Q-Pan-001 3%k, H5N1-007 55k, HSN1-008 5B+ L OV HSN1-002 35k O FRER I 13550 6
H HThote, £z, Q-Pan-002 AERDOFHERHIM T 1 FOTETH 5,

Q-Pan-002 FREX D 364 H OFEMT#ERIX 20 F M A IG5 TETH D,

2.5.1.6.2. EiEt & & CEHE P OERKREER
Q-Pan (ASO03 7 Va2 XV FEPIMLZZHNIB AT Y v hoA VAT 7 F ) OEfHR
KOG DGR ER OB A 2 5 1ITRT,

e Q-Pan-001 R Contingent #I1%, Ak L7225 I #H0D Q-Pan-001 7k ¢ F= 254 & [F U
AR R TENRE S D 2 BEO/ NI RBRINBFRER 2153, 20 2 DOBFER I,
Q-Pan-001 5k D = B 72 HERERE TR ) 2 S JFMEN RS SN B IS ER T 5 2 &8 T
DEFE SN CWEERRETH VD . FHEC 50 4 OWBHRE DNEAANDNTZ, ZORBRT
%, 1.9 ug @ A/Indonesia/5/05 ¥R HI KD HA (TFEAE R F 72 3R ED 20D AS03 Zisin L
72U 7 F U BER| O MR KO FEMED 18-64 Ik Dk N (18-40 1% & 41-64 i A3 [RIEKIC
L LTSN D) ICBWTHF SN D,

e Q-Pan-005ikBRIL, PUFIED 2D Alturkey/Turkey/1/05 (H5N1 ) kriisko—{hw 2
FUHIFIZ ASO03 7 ¥ 2Ry b ERIMLEZEY 7 F o T —2AZ—L LT LTZSEED
LaMER O RMEZ M 2 5 A, BIREEMR. BIEAL, ZHmILFHER CH
%o AHRBRTIE, 18l EORAIZX L TAS03 T ¥ a Ny MERMLTZ
A/Indonesia/5/05 (H5SN1%Y) ¥Rfisko—ffiv 7 F o HURN T T4 27 L LT 1 [nEHE
E, TO6n A%BELIT 12 » ARICT —AZ =N EIND, £72. PiUHE (3.8ug
FX 750g) BROT Vany bwm (BEEEEIIEEOYE) ORRLU 7 F U
RN SN TPETH D, ARBRIL, XTIy 7 ESHIC DT v 7k E
FUEDO R D CRIESNT- U7 F o) Z1EERL TS 74 I 7 S 4ERICx L
T, NUTIvIROU I F U kT 55w a2 AE L CERT 2 M TH D,

e Q-Pan-009 iBRIL, 7T A~V —HEMIZBWT 2D AF ¥V o2 — V&5 L T L7
Gt OERMEEZ T T 2B CTh 5, AR, 18-64 DA ZRIG L LT
A/Indonesia #£ D Q-Pan Z#FET 25 I AH, MIEAL, HFEMRHABRTHD, FHO 1[EIH
PRITFEOORICHEML, 2BIEIEEE 210, FH14H, HFT7HELITE 0 BICERET 5,
G FMEOFMIL, 2B H OBERED 14 BZIZIT O TETH D,

e Q-Pan-010 iR, Q-Pan-001 FAER T2 [MIEEFEIC LD 7' T4 IV ENT-RE 1T L
T, 7Y a3 &L Q-Pan (H5N1) (27 L— K 2.2 @ A/turkey/Turkey1/2005 #k)
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2.5.1.

BT TAI T F LR ORIE DT AKX — T 7 F L LT R L-Y
B DGR 2 3T 55 B Tdh 5, Q-Pan-001 7XER Tl L 7=/ DR D U 7 F o
ERWETI74 207 (T7bb, AS03 OFEUER D -8 L OV AS03 RN D
T FUNLDTTAIT) BDUANAKDRIR DU 7 F 2N T T4 Lh—T—
A METHRMESND, 7—AX—ILTTA I T OBLE 15 » A%RICERT 55T
Th b,

Q-Pan-011 7B IX. 20~64 1% D AN A Z x4 & LT, A/lndonesia/05/2005 £ HA
38 pglT7 V2N M &N L7z Q-Pan B 4 2 MIEEHE U 7285 & O kR LUV 4
PE&FHMET2F MFE, HEEHR, ZhaxItERBRcH 5, 200U 7 F o BEIE 21 B
MR CITo70, SRR X OLREMOFEZ Y 7 F U OKE 6 » A% £ Tk 95
TETHS,
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5 ASO3FTany b FEMNRUTEYI/TUNRITIYHIIHFUOERAVTERD S LK UEHE D DOERERKERD B

Study

Primary Objective

Population

Vaccine

Study Report availability

N safety

N immuno

Q-Pan-001
contingent
arms

Safety and
Immunogenicity

18-64 years

Monovalent split virus (HSN1) — A/Indonesia strain
1.9 ug HA/ full AS03

1.9 ug HA/ half AS03

2-dose schedule

20

100

100

Q-Pan-005

Safety and
Immunogenicity

>18 years

Priming:

Monovalent split virus (HSN1) — A/Indonesia strain
7.5 ng HA/ half AS03

3.8 ug HA/ half AS03

7.5 ug HA/ full AS03

3.8 ug HA/ full AS03

2-dose schedule

Boost:

Monovalent split virus (H5SN1) — A/Turkey strain
7.5 ng HA/ half AS03

3.8 pg HA/ half AS03

7.5 ug HA/ full AS03

3.8 ug HA/ Full AS03

One dose schedule

I 2om

840

840

Q-Pan-009

Immunogenicity

18-64 years

Monovalent split virus (HSN1) — A/Indonesia strain
3.8 ng HA/ full AS03

Two doses at:

Day 0, Day 21

Day 0, Day 14

Day 0, Day 7

Day 0, Day 0

B 20m

312

312

Q-Pan-010

Immunogenicity

18-64 years
Primed population
from study Q-Pan-
001

Monovalent split virus (HSN1) — A/Turkey strain
3.8 ug HA/ full AS03
One booster dose (M15)

N 20

650

650

Q-Pan-011

Safety and
Immunogenicity

Japanese adults (20-
64 years)

Monovalent split virus (HSN1) — A/Indonesia strain
3.8 ug HA/ full AS03

N 2om

100

100

N safety = Number of subjects evaluated for the safety/reactogenicity of the vaccine; N immuno = number of subjects evaluated for the immunogenicity of the vaccine.
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2.5.1.

2.5.1.6.3. ARBBEOOASY AV FSEUY R EEEHE
NOTFIv IO IFUOERRIL2ODEM (v /7 v TV I FLOERE. 77 F U8k
BT I IRBRICER LT F L 0EKE) 2R TITbNADT, XUFIv I IrF
OEGRRBHFEFHENZIZLL ISR X 9 e ORVEREET D,

o EVITvTUIFrEANTHELNIRERNET —Z1X, N7 Iy ZERICITEH T
X7 WHREMER D D,

o SET LTEERIRERBRICE S S BT —# _X—R %, —HOEMIZIRF L T 5 alHetEs
b5,

o NUTI v I UTTF ORI A AT SRR EZ . T Xy Y RAERNTT O
ZEIEXTE RN,

o NUT Iy IR N CREUME R TR 21T O 56, KREMERERDHH AT Iy s
T 7 F U NIREE S D ATREMED B B O CHEIMIC MO AEEFR N RE SN 5651
Zals

NeF Iy 7RO 7 7 —<a bV 7 AL, BEEY OZBINY—1 TRk o
TATHiI, CHMP BMEET 5 MEATREAEFEGR ] 2EEERERT D &0V )bk B
mEinsd, £7-. GSKIiX, flilg(b L7z & ny L St o 2 Wil TIER T 5, 61
GSK THEE OWKINGE E D JEA Y /[t . B2 R A4J5  (Public Health Agency of
Canada) . KERELEAEE  (United States Department of Health and Human Services) & /327
v 7 W ORZ MR RONEFEI OO THET CTh D, EKBHZD I Y MA L MI
EMEA ERKINOD T 7 F L BGESEH D7) U CRE Loz U 2 7 A EEHE (core Risk
Management Plan ; cRMP) (ZYEHLL 726D & 72 5,

NUT Iy 7R TCEBSND 77—~ VT AR LOEMNRERIL, 5 15250
L7227 I BV T L BEARMICHR L TV 5,

2.5.1.6.4. EENREH

INOT Iy I REAELTESA. BFREOT X TOERMNA v 7 rx RGO fERIC
babd, LT, Ay 7Nz PEGEO BEE IS FRER O T I v 7 7 A VR ﬁ
T HEETIDOEIBIORT A NV AKOFEFEMEIC L > TRE D, & MMZEIT D HIN1 &GO
P A TR, REEICB T ABIERIT 10~39 i Tho & bm<, 50 B ThH - & HIK<
10 ARTE CTEDOHRITHD Z ENHERIN TS, BEORUT I v 7 AERNCL, BHE
&Aiﬁk&ﬁ%wxﬁ_ﬁbfﬁf%%_$@¢f%okﬁ\E%@%m%ﬂf@%hi
TITHAT U7 8RR D BERBRIC L W 7T 4 S v 7 SN TV HRERSZNE ToA
y7wzyﬁﬁ4wx«®%ﬁmiDm%ﬁ®%m@®§%%ﬁﬁ%6hfwkﬂ%@ﬁ@
o7, BIRFATTHSNI BT A L ADE hinb B F OGS I/RE S35 FHNTE GRS
TVWHH0D, OO TREN THLIRICHETLIZENEETH D, ﬁ%ﬁE@F%ﬁ%
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HAEE CICHER S TUWAD HNL B (L ARG DJRREIT =& LT Emch s v (B
ICFE) ~ORBEREAKM LTINS Z EARIN TN,

Q-Pan DEFKRBFRE TIX 18 sl EORANERGRE L TT —# 2N L7, Q-Pan-001 55 C
1% 18~64 I DHERE DA A AT, 7y M —BMEA MG L 72 KRR O Q-
Pan-002 35k ClEit 3422 4 OREEFEH D 5 H 1118 478 65 kLA L ThHh 72, 72%. D-Pan D
B PR B CIZEILE £ TIZ 143944 D 60 ik LA EOWBRE 1 C T ¥ 230 F 28N L 7= H5N1 Fl D
JFUNFEREINTND, ZDHH, FFIT 60 Ll EOFERE D 72 % xt 82 Eii L 7= HSN1-
010 FABRIL, mkE ~DOBJSIER DI O D—ZEHFEEEE LT EMEA IZIEH L T\ 5 (A7K
MREHECIIREZ RER) . ZhoDZ ENnG, TV NERM LT HNILALD 7 5
T D Q-Pan D)WL 18 LA LD AN E D Z ENATRETH D EE 2T,

Q-Pan [T KEIZB W T HARRGZEHE L T\ 5, ZD72%H FDA B XX CHMP BNZhn <
NARCT I I A TN YT F U OAGRIEEL L ORL TV LT A F U RATHESNT
REROFE RN DM H D Z LG FHEEE & EFEmE % XY 2 T 64 5%
(FDA’s Guidance for Industry: Clinical Data Needed to Support the Licensure of Pandemic
Influenza Vaccines) F 7213 60 7% (CHMP: Guidance for Industry Clinical Data Needed to Support
the Licensure of Pandemic Influenza Vaccines) & L7-, Q-Pan @ik TlX 3 & L C FDA DR
FHEI O o THRHT L7223, MBI UC CHMP OAEREEISE AT 5 L 5 (B INfisT 4 52
i UTzo WA A 2 ZADEENDFHIIC KT T B OV TR, 2.5.4 HOA MO
B L2255 HOREW OB TERT 5,

A TERIRIZEA 2 &R 1238 L7l 2 OFBRTIL, 18 A, S milIRaRIZ
HoHHE. VIF ORI TDHT LAX—F I TmBUEOMEEZF T 58, ANRRZE
MRBE T DE, AP E IR B 5O ITER rTRE 72 otk Gy 20k 2 L ¢
WRWE ZRBROMEN RN LT, EEEER 5122y b r— b STV D HERE 13
HAITZ, Q-Pan-001 5Bk, Q-Pan-002 FRER Tl 23A . MR E 72 IR R & 2T X
TR 8 5 WITIEELR 72 3B E 2 G T2 88RE LRI L, 20X 9 e gkl
DEAERE & LT, AR FREORS, IRFEMEST £ I EMRwmE (R REE 721X
WMELE) DEDLNRWNI L REMENREBICH D Z & (BRCiBR T o EMIEE) £ 72135
WINEEREICFE S U A7 3@V 2 & (RREREE £ 2 X ERMEGURERE) BT onsd, KilBRo
BIR/BRAMEHED U 2 M T 5.3.5 O 4 ORFEHREZ ST LT,

3 O DK FABR Q-Pan-001, Q-Pan-002 3 X T H5N1-007 D7 11 b =t — /L ZHEHL L 7=

(ATP) =R — b D NEFEHFRIRRE (B, MERIBS L OAHE) Z2Z2htinge, RT1H X
O 8 IR T, RERICHAANTHRE X T XTI ETHY . KON BEATH-T-
(86.2~99.2%) . 5.3.5 D x OEFIKFFEH S FIR U BRI O N DR EH 2R E D
T, TN TOANOFEHFAEMEIC SO W THERERER OB MR- TV D Z 2R EN
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7o LMD R D I At LB INEER HSN1-008 38 1 OV H5N1-002 O A 1 #E a7 a0 ek

1L 535 HICRC#H L7,

6 Q-Pan-001 HER(T AT OEFEEH) D AOMEF2ZHNESEDOEY

ATP fElRtEaR— k

Total
N =650

Characteristics Parameters or Value or n %
Categories

Age (years) Mean 38.7 -
SD 12.14 -
Median 39.0 -
Minimum 18 -
Maximum 64 -

Age Category 18-40 355 54.8
41-64 293 45.2

Gender Female 372 57.4
Male 276 42.6

Ethnic American hispanic or latino 97 15.0
Not american hispanic or latino 551 85.0

Race African heritage / african american 36 5.5
American indian or alaskan native 1 0.2
Asian - central/south asian heritage 1 0.2
Asian - east asian heritage 5 0.8
Asian - japanese heritage 0 0.0
Asian - south east asian heritage 8 1.2
Native hawaiian or other pacific island 3 0.5
White - arabic / north african heritage 6 0.9
White - caucasian / european heritage 562 86.7
Other 26 4.0

N = total number of subjects; n/% = number / percentage of subjects in a given category
Value = value of the considered parameter; SD = standard deviation
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& 7 Q-Pan-002

HEBR(T R TOEER) O AR FHFEOEY

2.5.1.

ATP ERMEIR— F

Age group 18-60 years > 60 years
N =1556 N =527
Characteristics Parameters / Valueorn | % Valueorn | %
Categories
Age (years) Mean 37.1 - 70.3 -
Sd 12.75 - 6.17 -
Median 37.0 - 69.0 -
Minimum 18 - 61 -
Maximum 60 - 89 -
Gender Male 891 57.3 302 57.3
Female 665 42.7 225 42.7
Race African heritage / african | 145 93 14 2.7
american
American indian or 11 0.7 1 0.2
alaskan native
Asian - central/south 2 0.1 1 0.2
asian heritage
Asian - east asian heritage | 1 0.1 2 0.4
Asian - japanese heritage | 2 0.1 0 0.0
Asian - south east asian 7 0.4 1 0.2
heritage
Native hawaiian or other 1 0.1 0 0.0
pacific islande
White - arabic / north 20 1.3 7 1.3
african heritage
White - caucasian / 1341 86.2 500 94.9
european heritage
Other 26 1.7 1 0.2

N = total number of subjects
n = number of subjects in a given category
Value = value of the considered parameter

% =n/ Number of subjects with available results x 100; SD= standard deviation
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2.5.1.

& 8 H5N1-007 BAERD A O#EEHE Rigakr—
Study H5N1-007
Characteristics | Parameters/ N=39%
Categories Value or n %
Age Mean 343 -
(years) SD 12.79 -
Median 30.5 -
Minimum 18 -
Maximum 60 -
Gender Male 181 45.9
Female 213 54.1
Race African heritage / African American 0 0.0
American Indian or Alaskan native 0 0.0
Asian - Central/South Asian heritage 1 0.3
Asian - East Asian heritage 0 0.0
Asian - South East Asian heritage 0 0.0
Native Hawaiian or other pacific islanders 0 0.0
White - Arabic / North African heritage 0 0.0
White - Caucasian / European heritage 393 99.7
Other 0 0.0

* Immunogenicity subset

N = total number of subjects

Value or n = value of the considered parameter or number of subjects in a given category
% =n/ Number of subjects with available results x 100; SD= standard deviation

2.5.1.6.5. fmEE - GCP

AAKGRHEE TR 2~ 5 D ORRERERIL, 1RBRORER S8 RIGBRETEANC L 0 FEhi
S, BE=F U 7R hL—=2 7 &%) - GSK ORI L IC L > THE S
iz, AR ARBRITABREIAARE ) D GCP &2 #5F L CHEMi L, 3T Oia5R £ m 2398
REAZBSFIIMMBEEESICUKREZ T 72, S BRI i«/vyyﬂe*%%otzﬁ%@aﬁzﬁ
RUZ R > THERi L7z, IRBRA~OMANITIHNL D, FHWRE £ 72137 OREEE D EMIC
AR 2B L, BRARRBRA~OMANOBEEEIL, 2538 LWL EORLEk| _;%ob\f#lﬁz
L7z, 1RBRFENE D FIAITSCEAL LIRE LTV D, ATP N HERIN L 728 2>V T,
Z OHH ZHE LA RBR OIS EIC# L, ‘Z%ﬁ%ﬁ@%ﬁirﬁ%@i@ﬂﬁ ZoOWVWTIE,
BB OBIEREZOFTE OB IZFLH Lz, AR ZIE 20 S 20 FTHNT T
TRk U7 5 3 BR DR FE A F 2 i LTz, ﬁa’ﬁ#ﬁ&%%@{”ﬁﬁk%’ﬁ I, 9°_T GSK DcHr D
FEVESERS FIMAIAE - THERa L7z,
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252,  AWEFZICEST HHIETME

“Note for Guidance on Clinical Evaluation of New vaccines (Hi 7V 27 5 v O FgKRFAMIZEE 9
HAAL A« 7 —1) 7 (CPMPA) (1%, BT 7 F o ORGIRPHFE DBRI FEfid < & 3R
DOFEHAD BRI STV D, — IR AR 7B LR S ANk L CER SN D
RBRTHY, LROHTA R4 TEFLH# 2, L7235 T, GSK Biologicals £1:0D 7" L /X
YT IA TN T I F T AEWIERIFRBR AT o TR,

t N ORPEIRE ORFEMEAT I AW T2 MG FA 0T T IEIZ DWW TR, 5.3.545H [Z Dok
FRREE) ICH#ET 5,
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253, ERRZE(CEY HMIESTM

“Note for Guidance on Clinical Evaluation of New vaccines” (CPMPe) (ZRE# 4L TWV5 &
BO., TR, EHAY 7 T OBEITEYBERER AT O LEIT RV, ZEMEDOH D
B - MIEZMNL T 25 A TAMARE®RZ., V7 F o OBEBRMENDHREL Z LITTER
W, 7 L7223 T, GSK Biologicals (D 7 L XU F 2 w7 A TNV WY 7 F o DGR
7 CILEE N RERRBR 13 I L 72 o T2,

EHERFHIEL, ERROTA RIA v BLOT VAR Ty 7 U7 F 28T %5 EMEA
DHA FZ 4 (EMEA/CHMP/VWP/263499/2006) (29t~ T3 L7-, HRRRBRIL, %G
B ORHEZET D TROMENBUG FTRERIGRT YA & LT,

o EASIIFFRIIPUR DR
o RO R
o MESUSHIBIF L OHELE & - AiEORILOFEA

BRI TR Y 7 F > % eEE L ORIBOS bRkl L7z,

RO TEARIIIRRY 7 F o OREFEME L ZatEO— £ 3m G 23§25 2 L Th
STcleh, TN ORBERIZOWTIE, T 2,54 H THMEOEHLRHE) & L

255 TZEMEOBHEHE T L5,

T ART ORI EELZF SE, 5.3.5H AR L OLErERiElEE] IS 5,
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254, FMHEOMIETME

NRUF I I TVRCTF I I A IV U 7 F o OBIRICB T, EED/
TIvI TANARZLDEEPHEEL TORWVIRITH L7120, U7 F U ORMETFET
W, XTI I /TR T I IO TN T T F o OAEMEIR, ST
v VAR IENE T D KRB R TR BRI D I TRGE T & 5,

UL, e S\ a2 #HET 5 2 S IFXARETH D, ATETIE, AMY A
TNE W T 7T OERBAFR IS S - I BT 5 7 — X IZ oW TR T 5,

AKIE THMEOHFREZEG ] Tk, EMEA/CHMP/VWP/263499/2006 THEL L S5 FELd
FIHZW D,

o MERBIOHEMAYYa—)L: HiELHELERGEICET S 2 >0k % Eii
L7z, PUREIL, D-Pan % T3 L 7= HSN1-007 585 O i 12 F SV RN L
720 Q-Pan-001 FHERTIL, 7 Va2V MRMEOZYUMEZ I HITHERT D L L BT,
D-Pan & Q-Pan D% PRSI DR BT o 7o, RFINEIX, IEIHOU 7 F
PR (21 H) BXO2BBOU 7 FogEfE (B4 H) (2. U7 F Urkick
% HI 3R & RN HUARMIR E VE 2 O CRAM L 72,

o KEUEZ H EMGERER : ZAEH & A ATz Q-Pan-002 FRERIZ ISV T, A&
RUTEHEHAERS XOT Yoy MENEZ AW CREREEZME L7, V7T
RIS T 28 E 2 1 RIBOU 7 F 8% B2 H) BXO2BBEOT 7 F
VR (BF42B) IZRMOL7Z, 2. ZORBRTIX Q-Pan 0 v FMEH—EMD
L7z,

o MDA LU TNTZ YT AL ARRIZHT HREDOFHE : Q-Pan-001 FREXD T X TOH
B IR W THURMSED F 72 5 7 A )V ARRIC RS 2 HI K38 K ORI s %
iE L. Q-Pan DA EMIEFHERELZ TN L7z, F7-. Q-Pan-002 ;B DERHEMIZ R
W, PURMED R D 0 A NV ARRIZH T 5 FRIGUR SIS 23 i L7z, 7 L— R 212
BT 25 2 FOE R (A/turkey/Turkey/1/2005 £33 I OY A/Anhui/1/2005 ££) & 7 L—
R 1LIZBT 2 1 FEOZ R (A/Vietham/1194/2004 #%) (2532 28 22 M % RFAM
L7z,

o  PFUKDEHE : Q-Pan ® 2[RI HEHEND 6 » A% OHUASUL DFFFitE%E . Q-Pan-001
R (V7 FURB LOPURMED R 5 7 A )L AR 3T 5 HI HiiRR L O ot
) BELOQ-Pan-002 ik (U 7 F U HRIZxFT 5 HIFUA) (23T L 7=,

LERROTRTOHEHEL FRLO4AH T U D,

o UJFURRIZKTARNIA L TINAZ W T 7 F o OmERME (2.5.4.21H)
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2.5.4.

o RFEMIE (2.5431IH)
o EINEORGME (2.5.4.4 1H)

Gy M B DRI 2,545 HEASB RO Z L,

2.5.4.1. REREDOFTMA E

AS03 7 ¥ a8 R EFSILIZ HANL U 7 F 02 K 0 §FE SN 5 S0 s 2 O Kt % [ AR BR
FEHPIZEEIZ ARG L7, H#]D Pandemrix™F5 L OF Prepandrix™ D fi 78 K8 F 35 Croak L 72
LBV, TR THRBRE L OEEFEITWVTIL D D-Pan OFHIIICHWZ b D & F—Th 5.

HIRBRIL, 1> 7oA L ARRI L TR R PT HA FiikZ2IE+T 5 57EE LT
bolb<FHESN, EERREL LTAORATWS, Q5151HLER) , Hukiho
WAy WA TE (10) LU EORERE 2 MU & HET 5, M EEHTAAMN
(GMT) &, RHZEH L IRl OSEE Otk & L CRIET 5, RESHTA MO R
MDD, FUAMERRBRO S » A 7% TRIDGEIE /Ay NET7HED 2550 1 (F
b 5) EHUAMIOWEE LCHA L,

WHO W5t 71 >4 — (WHO Collaborating Centres) D FEIZHEVY, 3 DOEGRKAERIZES
WT U 7 F RIS DRI E Ol 2 HAY &2 HE iR 320 L7, g 7Frofe
BEOFHIEL, A > 7N B U7 F o OFERGR AT Fie & ([CBEE T D IRRBR TOE F~Dff
P BT 2 BRI = 3K 35 AT (EMEA) D S I HE U TIT o 7,

o PUABBERER(SCR)X, U 7 F o BRERNZMIBIURENE DD 7 F BRI 1 40 LU L
DOPUIAL 2 45 LB . £330 7 F oS anc gAY Th - 7R U 7 F o
PR CHURME S 4 (5 0L EHIN U724 E OEI G L BRI ND, ART A —F OFEHET,
18~60 & DPLERE TIL 40%i., 61 L EOPERE TIL 30% B TH 5,

o HUALRAEHESPR)II., U7 FUHEMEOPURMA 1 : 40 LLEOHERE OEIS L ERI N
Lo ZORT A =X OHUET 18~60 i DOHERE TIL 70%H. 61 mLl EOgERE TIx
60% T 5,

o HURHIINNE(SCE)X, V7 F % ORI EEHUAM (GMT) %D 7 F T D
GMT TRRL7-fE L ER SN D, HUABMROIENEL, 18~60 7% TiX 2.5 f5, 61 /%Ll
FomEEBETII20BETH D,

ASO03 7V o/ REWHILUIZHSNI A7) v NU I F U a2EETHIZ LI iFEsh

500 FURRICHRT DR e, MIEFF A ZRIET S5 Z LI K VRIS L2, &
7. RUTFURNT T FUREUAND R U A TN )L AR kT B A A D
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2.5.4.

RBEZAT L0 E I DI ONTERETT 5729, HiHIFUAS KO FftiR 2 18 & L iRk
RIS E Rl L7z (B2 HERER S K O~ 7 o iRl X 0 35f) . Q-Pan-001 7
BR¥s KUY Q-Pan-002 5ABR TlX. A/Vietnam/1194/2004 (HSN1Y) BRI kI3 2 it o 558 & %
FFE L. H5N1-007 #&5% Cld A/Indonesia/5/2005 ¥RIZ %t~ D MR MERIZINE &2 7l L 7=, F 7=,
H5N1-007 3 BRO#ERE 77 v b (HIHUERIS X OFFIHUA) 36 KOV Q-Pan-001 3R DO #¢ 5k
FH Ty b (FRPUEROIZR) TIE, 7 Lb—R2IZBTHHID 2FO~T v 7 A L ARRIT KT
D URME RIS E B R L7z,

M7 (HI BRI L OGP AHuAHlE) 1, GSK Biologicals #1:0 H1 RaF S8
(RLRAF v FAY) IZBWT, @it a VR FIEIC L0 9 L7, 3BRGE
I%. HS5N1 7 A )L ARRIZ kT 2 0SB Ol O 7= O it S LTV %, HIFRBRTIE, &
DEUIAERN/GLND Z LD, =T MU RMERONRD Iy ~RiEkEHNT Y A >~
TN T AL AT D AR M EREEEE HUARIIE 21T > 72 [Stephenson, 2004]

W ORERTE D GSK Biologicals fEIZ L W N F— REALTH D,

T 7 F o O PEFEE ORI B T2 I FR 08T 51 (HIRERES K OV o Am il e
15) OFEE JOMEHEZES FIE (SOP) X, ACEDE ST, 5354HEZROZ L,

K2, ERROEBROSRE R THEM SN2 T X TOFHMOME 27~ 7,
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#& 9 Q-Pan-001 FHER. Q-Pan-002 :AER$ & U D-Pan H5N1-007 SRERIZ &1+ 5k RETEM CUEE. )

Study Tested strain | HI Neutralising Abs

(Vaccine strain)

Timepoint DO D21 D42 D180/182 | DO D21 D42 D180/182

Q-Pan-001 A/Indonesia v v v 4 v v v v

(A/Indonesia) A/Vietnam v v v v v v v v
A/Turkey - - - - 4 - v v
A/Anhui - - - - 4 - v v

Q-Pan-002 A/Indonesia v - v v v - v NA

(A/Indonesia) A/Vietnam - - - - v - v -
A/Turkey - - - - - - - -
A/Anhui - - - - - - - -

H5N1-007 A/Indonesia v v v v v 4 v v

(A/Vietnam) A/Vietnam v v v v v v v v
A/Turkey v v v Vv v v v v
A/Anhui v v v v v v v v

NA: Not available yet.
Shaded cells indicate homologous response (against vaccine strain)

A4



2.5.4.

2.5.4.2. DIOFUORICHT BN TEVIITLVRUTEYIAVINIVOFIOFY
DRERYE
G FEIC B A R O ERIILE 250, 273 THIT R T, TRTOMREHREEL, & 5.,
535 THoER L OZEMEREREE) IR 5,

25.4.2.1. RIREDRER
D-Pan %z H\W\ CHUR R 2 Mt 258 2 3266 L TV 25 O T, Q-Pan % AW - PR B & MGt
T HREBRILFEN L7202 o 72, D-Pan DERARERICIBVNT, 320 CHMP DT X T A=
T HISUG &2 58T 5121, AS03 Z iR L4EFE 1 [H&H 720 3.75 pg DHUREE AV 5 DA%
UITH D Z LRSIz, L7z -> T, Q-Pan DEMIOER (Q-PAN-001 35x) Tix
375 ug DHUREZ G U 7 F &k W TER L7z, D-Pan Z AW 72 BT3RO 5 03 Q -Pan
IHMETE D 2 L 2R 5720, Q-Pan-001 iR TIE, BIRHBIDOE->E LT AS03 7
Y a/Ny M EII L2 D-Pan & Q-Pan D[RS ZFHM L7z, WIHTIX, £3 2 DOREEDORKR
AEAE RAZ DN TR RO THLUR &R E R Td 5 HIN1-007 sBR DR A R~ 7,

Q-Pan-001 RERIZ &+ 5 Q-Pan & D-Pan DEIF

Q-Pan-001 FRERDEIK A E LT, Xy 7 THTRESNTZT 7 F UHiE KL ATV
TH TGS T 7 F o PURICOW T, AS03 2RI L72a OS2 et Lz, Afg
HrCix, ASO3 ZHEHER F 7= (JEHED L& L2 Q-Pan ZH5FE L 7= BEOWERE 2 0F5 L,
TV anNy MERIMUTE Q-PanfE & L7z, [FRIERIC, ASO3 iR v F /2 [ IR R O &I
L7z D-Pan Z42FE L= REDOWRE 2 A L. 7TV 230 FE2IRM L7 D-Pan BE L L7-, &HF
DATEHAM (GMT) Z4E#EB X ONY 7 F U ERATOFRHIZ OV CRE L7005,
ERED MR O (GMT tb) ZHH L7z, GMT Ehd 95%CI 25 0.67~1.5 O#iFHN
DA, MEERFSETH D &Hllr L7,

#1012, r_Xy s T cilEsnN-U 7 F o L FLAT I ciliEsni-v 7 F 102
B L C. HIHUAD GMT Dbl & 7~x3, GMT ik, U 7 F U RRIZHT 9 2 E & 28 0.94
(95%C10.75-1.17) THYH . ~T BT A LAk (A/Vietnam/1194/2004 1K) (Zx7 5D 50)Z A
23 1.16 (95%C10.92-1.46) Toh-o7-, U7 FURRICHT D GMT Lbb~T 1 v A )L ZRRIZ %S
T5 GMT UL L FRIICHE LT-#FANTH 722 & k0, Xy 7 T cilEIh iR
ERTDHUIF UL RLAT VI CHESN-HIRE2EA T2V 7 F VidA%E LB BN
776

Q-Pan & D-Pan OJRIZEMENHER S22 LI2 X V| D-Pan & fV T L 72 HrJR &% &k

B (H5N1-007 3R) DOEAEIZ SN T Q—Pan OPUREZ TR L2 L OZYBENESIT S
iz,
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# 10 Q-Pan-001 iRERDE 42 HBIZH TS, 72Ny MEERBFIIZTOFEZEHM
LESRy IS THEISAERRET SN\ MEESF-IXFDOHEEEFML
RLATUIBTHESW-NMRZEEL-EBEICE TS5 GMT R (ATP &

RtEagR—F)

Antibody Treatment Group Adjusted GMT ratio
(Q-Pan / D-Pan)

Q-Pan with adjuvant D-Pan with adjuvant Value 95% CI

N Adjusted GMT | N Adjusted GMT LL UL
HI antibody against 290 371.2 282 396.9 0.94 0.75 1.17
A/Indonesia/05/2005
HI antibody against 290 36.6 282 31.6 1.16 0.92 1.46
A/Vietnam/1194/2004

D-Pan with adjuvant = D-Pan with full dose and half dose AS03

Q-Pan with adjuvant = Q- Pan with full dose and half dose AS03

Adjusted GMT = geometric mean antibody titre adjusted for age strata, baseline titre

N = Number of subjects with both pre- and post-vaccination results available

95% CI = 95% confidence interval for the adjusted GMT ratio (Ancova model: adjustment for baseline titre
- pooled variance); LL = lower limit, UL = upper limit

RREOHR

“Guideline on influenza vaccines prepared from viruses with the potential to cause a pandemic
and intended for use outside of the core dossier context” (EMEA/CHMP/VWP/263499/2006) ¥
BRI M FISE &2 FHE T 5 2 & O TE 5 HA B &% H5N1-007 3B CHiat
L7z, ZORERIL D-Pan Z VW CEEHE L7273, D-Pan & Q-Pan D51 i[RI 4E 41X Q-Pan-
001 FABR THERR STV D 72D, IR L72HUREDY Q-Pan ~IMETE 5 LT 5,
H5N1-007 3Bk Tld, SUREZNROMERDIENCT ¥ 2y MR OMR bITo72, 7
U a N NI RAZ DUV T Q-Pan-001 FABRIZF VT Q-Pan &2 F] LHERE L 72,

H5N1-007 iR 1%, 72 =30 MRINE 72IZ3ERINT 4 SO PR E %2 §H 4 2 U &% E
bR & U CEM L7z, H5N1-007 #BR D ATP fE it 2k — oo, H5N1 U 7 F Uk
(A/Vietnam/1194/2004 #£) (23 2 HIGUARSOL GRATEEGUAM (GMT) | HUisin=s
(SCF) . Huikph#s= (SCR) B L UWUARAF (SPR) ) #XK 11177, /o, KRBT
X, U7 F UEERERNC MG PURGE T - 72 EBRE D3 0.0%~4.1% Th o722 &b, U7
F L BERERTC MG HURIEYE TH - 2R E 1T HOWT U 7 F U 8EIC L 0 BB S - HELHUA
S % Gl B AT 24T - 72 (38 12) , BERRIC O T 55U o 55 R M o 2 ik % 3
X5 LI oNTPURIGES R, FURRA R, PriEn=sEs L O AP 2 X 1~
4 |1ZTR LT,

H5N1-007 RER TlE. 7oy NRINU 7 F o ofEffitt (42 H) . S EHHEAMmI

PEREHUR BTN U C 149.3~306.7 I LA, TV a0 MERINY 7 F o 285/ L TE5E
OIATTIIHRAMINE 6.2 (3.8 pg HA BIFIBEFERE) ~20.0 (30 pg HA BLFHARRE) Th -T2,
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ZOEF, 1BIEOU 7 FUofE (F21 H) IZT TR B, TYaNy N aElEE
W L1207 F v w8 L1256 ORI EATUAMIX 12.9~36.7 Th - 7=,

H5N1-007 38R TV 7 F RN MG TUARRYE Ch o 7o R FE O A2 k5 & L THET L
Tl ZAH BB T V2N NI LTIZT 7 F 0O 2 [l % ORMERHUAME L, HUR
(2 UC 148.9~315.4 Th o7z, Ky OHERE 1L b U HSN1 U A LV ARRIZH LT A —7
EBZOLNDTD, KU F AXMIEPUREEME O PR 1R LT H @O AP AR 7 E
Hb%ﬂ“’?‘— &ﬁ“ﬁ%g éj/[/f\_o

FINBLOK IR TERBY ., FURBIREIT 82.0% (3.8 ug HA/ASO3 #2FERE) ~95.9%

(15 ug HA/ASO03 B2HERE) TdH V. CHMP ¥ (>40%) Z K& < EEl>TWe, Zilxt
L. 72y MIERIMBEOFURIGHE R 4.0% (HA 3.8 ug #FERE) ~40.8% (HA 30 pg #
FERE) Thotz, 7VanNY REIRMLEY 7 F0E, bo bR FREZFRS 3T
OPUFRET, 1IMAOU 7 FUo8H% (5521 H) 9 T2 CHMP £ (>40%) Zi7- LT
VN,

%2 0O CHMP HYETH A FRMEA BT, 18~60 DA Tl 70%% A% = & L #iE &
NWTWD, HERE DOIEZIY 7 F BRI T 7 F URRICK L TG skt th - 72 2
EDPD FEANEDHTIIZONTG A= THLNLLENTURGEROE L —HT 5, 7
2N MU 7 F o Tk, 2BIBOU 7 F oS (42 H) [T ToOHRETHIA
PRA RN CHMP F:YEZ LA S 7223, 72 280 MERIMEE TRV ofiUs £ T CHMP
HHEIZE Lo T,

H5N1-007 FRER D 42 H OFFE T, 7Y 230 MRINT 7 F o TIIPUEEE M= (SCF) 28
CHMP JEHED 2.5 (%52 KIEIZ ERY | PUREIZIE UT27.9~60.5fF L /e o7y, 7Py
FERIMMBETIZ 12~39fFICE EE oz, TNDHDOT Vo > MERMBETIEL, PUksmE
MN25E% ERS7=D13H - & HZWHUR RGO pg) & £ OWIZEWHURE(LS ug)D 2 FAED
HThole, T2y MRNT 7 F Tk, 1 50FREE (HA3.8ug) ZER T XToH
JE T, 1EHOY 7 F o8k (521 H) I3 CITHREIN=ER CHMP Y% A T
W7o,

H5N1-007 SRERDOFERIT, 7V a2 FERMULIZZOHNI A V7NV BT 7 F % 2
FIHERET 52 LI2E D, 18~60 D ANIZIEH S5 3 50D CHMP BEHEAE 43732 &
ERLTWD, ZRHoREEOHIZIE, 1RHOY 7 Fogf@t (21 H) I3 TighHk
LTWBHD0HHD, AS03 T ¥V =3 ME 3.8 ugHA LW ) D7 W FURE CTH )72 HI Bt
RS ZEFET D Z ERMER SN, N T Iy 7HiciE, BESNDIENWT IV F U FEE
ENRDT2OT I F MG EOBLEN D HUREBRI R AR L0 D, LTeR>T, N7
S IHIFLBLAAT LR T I v THONRU T I v IRRO—BRELTYH, ERROFEN
FFOBRITRE W,
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2.5.4.

D0 F URRICKIT D PR AR OZE (F21 BB X O 2 BICB T 2HRMEG R0 %
BHLU. 74 vy —OEEmEE (W) 2N CxHET 2 PEEZROL Z kD, B
JFEOMEE S HITHREFT L2, 542 HORERT, 7 ¥ 230 MSINEETIE HA SURE O/
ICHEHFHIR BZITRD LN T20, T2 280 FIERIEETIELE HA HUR & & HA
PUREDOMICETOENEO b (F13) . £70. TAENDO HAPUREIZEL T, 7
TanXY MNRINU 7 F T a Ny NERINT 7 F o ORICHEHFRIICAEREZNRD B
niz,

TV 2y NI R . L O GMT L OFHIi CE HICHER LT, £ 14 OFE RN,
AS03 7 ¥ 2N MIANT X D IRMESRPZINE (BT HA SURPEA) PN Z R L7z, 5542 A
DA H A 2 7 2 23 NESIREE 72 230 R IETRINEE T4 5 & (GMT o
95%CI @ FERRAE), HA 30 pg TO 454 FRE, 2O HA & TIFHETY 1215 & K& B
B> Tz (F14) ,

BINENAT > 2 HERIA AT Tl THABURSE] IR E 172230 MR R oM
ERMEERIIED LN TORY, LER-ST, TVaXV bERMLEV 7 FUBET
¥ a N MERIMBEZ DWW TEBNC HA PUREZNR 2 RET 5 FIEL, & HAJUREIZ OV
TT V2 NRMOBRZ 32 TSI —afil @ oo 2 A, 7Ya 0 b
WM L7207 F o 450 L 4 DOFETIX, U7 F U BE% O HIPUAMENIC A B 2R 21
RO HINT, HATUREDS RSB EL RSNV LAV RENT, 7Yy MER
T 7 F o R Lz 4 SORETIX, U7 F o 8% O HIPUAMEIC A B R BB ZE0 380 6
iz, MSICHAPURER LT Va2 v MR 277,

D OHERIFI T RE R OFEITE 255, 273 A O Z &,

FRROERIT, BOPURRE CH OB ONT-@EINEE, KT Va2 N OGERIE
PHRBHD Z L ERLTEY, RUTF vy 7 FCOPFERNEA K E LT38ug &9 720
PURE T D-Pan ZHFT D L W HIB ORI L 725 L D TH D, Q-Pan-001 7B D kg2
3%, D-Pan & Q-Pan NHSEFIINCRIZETH D LHIWTTZ 52 &b, H5N1-007 iRBR OFE
BRIV Q-Pan DHLFE (HA38ug) bH#EEELEZLND,
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#F 11 H5N1-007 REROMAIZE TS D-Pan — i/ T I v O A4 VI ILVIT VAT Y F U (HENL)D HSNL A/Vietnam/1194/2004 #IZxt 3 5
HI ki (ATP ®EREaHR— K)

Study Timepoint Strain HA N GMT SCF SCR SPR

(Age of (ugper | AS03 Value | 95% CI GMR | 95% CI % 95% CI % 95% CI

vaccination) dose) LL UL LL UL LL UL LL UL

H5N1-007 Pre H5N1 split | 30 - 49 | 5.2 4.8 5.6 - - - - - - 0.0 0.0 7.3

18-60 yrs H5N1 split | 15 - 49 |53 4.8 5.9 - - - - - - 2.0 0.1 10.9
H5N1 split | 7.5 - 49 [ 5.0 5.0 5.0 - - - - - - 0.0 0.0 73
H5N1 split | 3.8 - 50 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.1
H5N1 split | 30 AS03 | 48 | 5.1 49 5.5 - - - - - - 0.0 0.0 7.4
H5N1 split | 15 AS03 |49 [ 5.1 49 5.2 - - - - - - 0.0 0.0 7.3
H5N1 split | 7.5 AS03 [50 [ 54 4.8 6.0 - - - - - - 2.0 0.1 10.7
H5N1 split | 3.8 AS03 [50 [ 54 4.8 6.0 - - - - - - 2.0 0.1 10.7

PostI (D21) | H5NI split | 30 - 49 | 14.1 8.9 22.6 2.7 1.7 43 265 | 149 | 411 |286 | 166 | 433
H5N1 split | 15 - 49 | 104 6.9 15.6 1.9 1.3 2.8 204 | 102 |343 |204 | 102 | 343
H5N1 split | 7.5 - 49 |68 5.4 8.7 14 1.1 1.7 8.2 23 196 |82 23 19.6
H5N1 split | 3.8 - 50 | 5.1 4.9 5.4 1.0 1.0 1.1 0.0 0.0 7.1 0.0 0.0 7.1
H5N1 split | 30 AS03 | 48 | 367 22.7 59.3 7.1 43 117 |[583 432 | 724 |583 |432 | 724
H5N1 split | 15 AS03 | 49 | 247 14.8 414 49 2.9 8.1 490 |344 |637 |490 |344 | 637
H5N1 split | 7.5 AS03 [ 50 [ 246 15.8 384 4.6 3.0 7.0 500 [355 [645 [500 [355 [645
H5N1 split | 3.8 AS03 [ 50 [ 129 8.9 18.7 2.4 1.7 3.5 240 [131 [382 [260 [146 [ 403
Post I (D42) | H5N1 split | 30 - 49 | 20.0 12.5 32.1 3.9 2.4 6.2 408 | 270 |558 |429 [288 |[357.8

H5N1 split | 15 - 49 | 147 9.6 224 2.8 1.9 4.1 347 | 217 | 496 [347 [217 | 496
H5N1 split | 7.5 - 49 |85 6.3 11.5 1.7 1.3 2.3 163 |73 297 [163 |73 29.7
H5N1 split | 3.8 - 50 | 6.2 53 7.4 1.2 1.1 1.5 4.0 0.5 137 [ 4.0 0.5 13.7
H5N1 split | 30 AS03 |48 | 1875 [ 1162 | 3027 | 364 227 | 585 854 | 722 939 [854 |[722 | 939
H5N1 split | 15 AS03 | 49 [ 3067 | 2184 | 4308 | 605 428 |85 [959 860 [995 [959 [86.0 [995
H5N1 split | 7.5 AS03 [ 50 [2053 [ 1351 |312.0 |[38.1 248 |[584 [900 [782 967 [900 [782 [96.7
H5N1 split | 3.8 AS03 [ 50 [ 1493 [ 932 239.1 | 279 172 | 452 [ 8.0 |686 |91.4 |840 |709 [928

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects
who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre);
SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)
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# 12 H5N1-007 HEBOMAIZH TS D-PAN —ffi/ <

v

7

d HI RIS (ATP S /RiE 0 /R— b ThIRERFIC IR RIS E 12 © 7 HERE)

TIYIDAVIIVITUOFATHFU(HENL®D HENL A/Vietnam/1194/2004 k(239

Study Timepoint Strain HA N GMT SCF SCR SPR

(Age of (ugper | ASO03 Value | 95% CI GMR | 95% CI % 95% CI % 95% CI

vaccination) dose) LL UL LL UL LL UL LL UL

H5N1-007 Pre H5N1 split | 30 - 48 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.4

18-60 yrs H5N1 split | 15 - 47 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.5
H5N1 split | 7.5 - 49 [ 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.2
H5N1 split | 3.8 - 50 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.1
H5N1 split | 30 AS03 | 47 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.5
H5N1 split | 15 AS03 | 48 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.4
H5N1 split | 7.5 AS03 [ 48 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.4
H5N1 split | 3.8 AS03 [ 48 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 7.4

PostI (D21) | H5N1 split | 30 - 48 | 13.6 8.5 21.9 2.7 1.7 4.4 271 | 153 [418 271 [153 |[41.8
H5N1 split | 15 - 47 | 9.2 6.3 13.4 1.8 1.3 2.7 170 | 7.6 308 | 170 |76 30.8
H5N1 split | 7.5 - 49 |68 5.4 8.7 14 1.1 1.7 8.2 23 196 |82 23 19.6
H5N1 split | 3.8 - 50 | 5.1 4.9 5.4 1.0 1.0 1.1 0.0 0.0 7.1 0.0 0.0 7.1
H5N1 split | 30 AS03 | 47 | 383 23.6 62.1 7.7 47 124 [596 |443 | 736 [596 |443 | 736
H5N1 split | 15 AS03 | 48 | 24.1 14.3 40.8 4.8 2.9 8.2 479 [333 628 [479 [333 |628
H5N1 split | 7.5 AS03 | 48 [ 228 14.5 35.7 4.6 2.9 7.1 479 333 [628 [479 [333 [e28
H5N1 split | 3.8 AS03 | 48 | 12.0 8.3 17.3 2.4 1.7 3.5 229 [ 120 [373 [229 [120 [373
Post I (D42) | H5N1 split | 30 - 48 | 19.6 12.1 31.7 3.9 2.4 6.3 417 [ 276 |568 |417 |276 | 568

H5N1 split | 15 - 47 | 13.1 8.8 19.7 2.6 1.8 3.9 319 [ 191 [471 319 [190 [47.1
H5N1 split | 7.5 - 49 |85 6.3 11.5 1.7 1.3 23 163 |73 297 163 |73 29.7
H5N1 split | 3.8 - 50 | 6.2 53 7.4 1.2 1.1 1.5 4.0 0.5 137 | 4.0 0.5 13.7
H5N1 split | 30 AS03 | 47 | 181.3 111.7 | 2944 | 363 223 [ 589 [851 [717 [93.8 [851 |717 |938
H5N1 split | 15 AS03 | 48 | 3154 | 2240 | 4442 | 63.1 448 [ 888 [958 [857 [995 [958 |857 |995
H5N1 split | 7.5 AS03 [ 48 [203.0 [ 1313 [ 3140 | 406 263 | 628 [896 [773 [965 [89.6 [773 | 965
H5N1 split | 3.8 ASO3 | 48 [ 1489 [91.1 2433 | 29.8 182 | 487 [833 698 [925 [833 [698 |925

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); SCR: seroconversion rate (i.e proportion of subjects who have a protective post-

vaccination titre of > 1:40); SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)
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The horizontal line corresponds to the pre-defined CHMP criterion for seroconversion rates (>40%) in adults (18-60 years).
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The horizontal line corresponds to the pre-defined CHMP criterion for seroprotection rates (>70%) in adults (18-60 years).
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The horizontal line corresponds to the pre-defined CHMP criterion for seroconversion factors (>2.5) in adults.
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~
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H5N1 30pg 15ug 7.5ug 3.8ug 30pg+AS03 15ug+AS03 7.5ug+AS03 3.8ug+AS03
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£ 13 DOFUERBERE 2 BIZBITE D-Pan —{l/AVTIVIAVIILIVFAT S F
2 (H5N1)D H5N1 A/Vietnam/1194/2004 ¥k (=39~ 5 11 HA fuikli D AR B EIC
B3 5HME (ATP fZERMED/HR— F) —H5N1-007 FXER

Difference in seroprotection rate P-value

(Group 2 minus Group 1)
Group N % Group 2 N % Difference % 95 % CI
1 LL UL
HN4 50 4.0 HN4AD 50 84.0 HN4AD - HN4 80.0 65.7 [ 889 | <0.001
HN4 50 4.0 HN8 49 16.3 HNS - HN4 12.3 0.5 25.7 [ 0.051
HN4 50 4.0 HNSAD 50 90.0 HNSAD - HN4 86.0 72.7 93.1 <0.001
HN4 50 4.0 HNI15 49 34.7 HNI15 - HN4 30.7 16.5 454 <0.001
HN4 50 4.0 HNI1SAD | 49 95.9 HNISAD - HN4 | 91.9 80.1 | 96.8 | <0.001
HN4 50 4.0 HN30 49 429 HN30 - HN4 389 239 [535 | <0.001
HN4 50 4.0 HN30AD | 48 85.4 HN30AD - HN4 81.4 67.1 90.0 <0.001
HNS 49 16.3 | HN4AD 50 84.0 HN4AD - HN8 67.7 50.7 79.6 <0.001
HN4A | 50 84.0 | HNSAD 50 90.0 HNSAD - 6.0 -1.7 20.1 | 0.554
D HN4AD
HNI15 49 34.7 | HN4AD 50 84.0 HN4AD - HNIS | 493 31.1 [ 642 | <0.001
HN4A 50 84.0 [ HNISAD | 49 95.9 HNI15AD - 11.9 0.1 25.1 0.092
D HN4AD
HN30 49 42.9 | HN4AD 50 84.0 HN4AD - HN30 | 41.1 229 |56.9 [ <0.001
HN4A | 50 84.0 | HN30AD | 48 85.4 HN30AD - 1.4 -13.5 [ 162 | 1.000
D HN4AD
HNS 49 16.3 | HNSAD 50 90.0 HNSAD - HN8 73.7 57.7 84.3 <0.001
HNS 49 16.3 | HNI15 49 34.7 HNI15 - HNS 18.4 1.2 35.0 0.063
HNS 49 16.3 | HNISAD | 49 95.9 HNISAD - HN8 | 79.6 65.0 [ 88.7 | <0.001
HNS 49 16.3 | HN30 49 429 HN30 - HNS 26.5 8.7 43.1 [ 0.007
HNS 49 16.3 | HN30AD | 48 85.4 HN30AD - HNS 69.1 52.1 80.8 <0.001
HNI15 49 347 | HNSAD 50 90.0 HNSAD - HN15 553 38.1 69.1 <0.001
HN8A | 50 90.0 | HN15SAD | 49 95.9 HNI15AD - 59 -5.1 17.9 | 0.436
D HNSAD
HN30 49 42.9 | HNSAD 50 90.0 HNSAD - HN30 47.1 29.9 61.9 <0.001
HN30A | 48 85.4 | HNSAD 50 90.0 HNSAD - 4.6 -9.0 18.7 0.549
D HN30AD
HN15 49 34.7 | HN1SAD | 49 95.9 HNISAD - HN1S | 61.2 454 1739 [ <0.001
HNI15 49 34.7 | HN30 49 429 HN30 - HN15 8.2 -11.1 [ 26.8 | 0.534
HNI15 49 347 | HN30AD | 48 85.4 HN30AD - HN15 | 50.7 32.5 65.4 <0.001
HN30 49 42.9 | HNI5SAD | 49 95.9 HNI5AD - HN30 | 53.1 373 66.7 <0.001
HN30A | 48 854 | HN15AD | 49 95.9 HNI15AD - 10.5 -1.2 23.7 | 0.091
D HN30AD
HN30 49 42.9 | HN30AD | 48 85.4 HN30AD - HN30 | 42.6 243 [ 58.1 | <0.001

Differences between adjuvanted groups have been highlighted in the table

HN4 =HS5N13.8ug; HN4AD =H5NI 3.8pug + AS03

HN8 =HS5NI 7.5ug; HNSAD =H5NI 7.5ug + AS03

HNI15 =HS5N1 15ug; HN15SAD = H5N1 15ug + AS03

HN30 =HS5N1 30ug; HN30AD = H5N1 30ug + AS03

N = number of subjects with available results

% = percentage of subjects with titre >= 40 1/DIL

95% CI = 95% Standardized asymptotic confidence interval; LL = lower limit, UL = upper limit
P-value = 2-sided Fisher Exact Test
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Dose of HA

—o— PLAIN
—b— AS03

PRATP ERMER—F)

5 14 H5N1-007 RABRICH TS 2 EBEERDT7 O/ FEM/EFMHA [THT S

GMT tt (ATP ®E/RtEarR— )

Dose Adjuvant A Adjuvant B | Adjusted 95% CI
GMT ratio LL UL P-value
(B/A)
3.8 ug No adjuvant AS03 23.92 14.60 39.18 <0.0001
7.5 ug No adjuvant ASO03 24.16 14.46 40.36 <0.0001
15 pg No adjuvant AS03 20.93 12.23 35.80 <0.0001
30 ug No adjuvant AS03 9.37 4.82 18.20 <0.0001
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2.5.4.

2.5.4.2.2. Q-Pan IZ & BHEBRIZH 1+ 5 HI HildRIE

Pivotal iBR TH 5 Q-Pan-001 7kERFS L Y Q-Pan-002 #ER D ATP S i 28— MMZEES &,
H5N1 7 27 F 8k (A/Indonesia/05/2005 ¥K) 12kt 5 HIHUARRS (SEEIHURAM, HifkH
=R, PURBGIRERE L OHURRAR) 23l L2 RE2. ThENE 16 BLOE 171277,
Q-Pan-001 #BkI%, Q-Pan i LIRANCHEIE L2 TH D, ZORBRTIZ, 7 Vo

MR R Z MR T 2720, 72 23 MR E 23BN Q-Pan U 7 F o & Wil & | Bl
L7ce I6I2, TVanN\y NENEOZYMEZHRT 572D, AS03 T VoV N EfERE g

WINT R EEEO-EIRMNT HHEEHE LTz, ARBROEIR BAYIX Q-Pan & D-Pan D%
LRI AR T H 2 L Th o272, 250D D-Pan #HERE (AS03 7 20 2 /30 | A A= UE

BIRNT 28 SAEEOEERINT 58 #5872, Q-Pan-002 kB CId, F A (18~60 ik &
721X 18~64 %) L s (61 LA L E 7213 65 LA L) (28T Q-Pan D5 JFM: A FEAf 3~
HEEHIT, QPanOu v ME—BMEIZOWTHMRFT Lz, 7ok, ARBRClIsteE LT

?ﬁﬁ(éﬁﬁﬁﬂ)%%mtonmmnﬁ&kioQPmmnﬁ%f LIRSV AW R LT

B OFIRI NI OV TR, 254211 HHIZFEHET 5, £72. Q-Pan-001 BR CHENT L7=7 ¥
23 MIIIEOHRIZONW T, 2.54.2.1.4 HIZFEIR L, Q-Pan-002 35k THFt L 7= Q-Pan
Ou -y ME—EMEICOWTIX, 2.54.2.1.5 8GR T 5,

2.5.4.2.2.1. BP0 b i
BAITHE@E (GMT)

TV 2N NRINT 7 F o7 2y RERINY 7 F & g L2 Q-Pan-001 3R Tl
T 2Ny NRINY 7 T R LT RO RO T 3@ o Tz, U 7 F BT
DO YMEHHFURMIT 5.0 TH o722, 720 MZEERBIRINLIZU 7 F o % 2 [ml4EfE#%
(%6 42 H) 121X Q-Pan 3 L O* D-Pan D ZALE AU CRAEHIHURAM I 464.7 35 LT 480.3 1T
Lz, 7Vany NeEEOY-EIRN LY 7 F o 28 U728 CiE, Q-Pan 35 X UV D-Pan
ZRENORANEHAMMIE 3207 BL 3477 ICE LN, 7Y 28 MERINO Q-Pan
T 7 F 2 R U R TIPSR 105 TH oz, ZOFEE, 1EHEHOY 7 F U8
it (21 H) $§CIZRODHN. DPanBLUQ-Pan D 1 [RIH Y 7 F U #EfE;, 7 an
v NEERERIRIN LT 7 F 2 CTld 22.5~23.5 OMEHHUAME, 72 230 R &2 EfED
BIRINL72T 7 F 2 TlE 16.8~19.9 DM HUAME N FHE S iz,

RO X T, PUROBGE THOBENZIEER RS, 7Ya NV FERINT5Z 810485
%%&Az74/bﬂ%%hé &M Q-Pan-001 FABRIZ L - T/REN7Z, Q-Pan-001 #BRD
HERIDOOEDIET Va2 MNIIR AR T HZ L THY . 7V 20 MIROFEMIT
2.5.42.1.5 HIZFCak L7z,

Q-Pan-002 #BR I = v MO —EMEAFHET 2R E LTT A S TB Y. Q-Pan D

Bipabny T TRRERE L, ARBRICEID 2y MEO—EMENHER SN0
(2.54213IEBM) | VI F U2 LI-HEEZ A ULIRNT LT-, 18~60 DA TliX, VU
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7 F BRI O ST FUAM S 5.0 GRERD D v M A T7EDNSy) THoZIZHLhb b
T U7 F UG IR PUAM L 239.7 ICE LTz, 61 Ll Eo&EimE i, IR
72l BY . 18~60 K DA Z T FIEl L HUAAN (89.0) Toh o7z, CHIITFEICEEMR LT
FIERDOZED LIX UIEHE SN TWDER, 2T 7 F oIS 2 mlE OS2
B NIE LT-AlaetED D (Weinberger et al., 2008) , {FET XX A& LT, &EimEfE Tl
U7 F R L TR D 30%0% 75 i OWIRE Th o1 2 L NZRIT BN D,

CHMP E# : fifkBEEE (SCR) . A REE (SPR) L UHKEME (SCF)
EZBRIZBWTE 2 BHITRO LT 7 F BRI 5 HIPURKIGEDOFERD 9 6,
CHMP FEHEIZHEA L TWANE I NER 1512, Hx ORBEFEROFEMITE 16 5L UE 17

\ZRT,

Q-Pan-001 FBR TlL, 2[EIO T 7 F o #fE%OHURERSE (SCR) X Q-Pan 7% 97.2%35 L O}
80.7% (ZENEFNT Va2V M EEHEEL I OFOFEIRM) . D-Pan 28 96.4%35 L 10 92.3%
(ENZENT Y any NEBEEREBLOZOLERMN) Tholzi, 7 ¥ a2 FIERNEE
TIL173% Th o7z, LIEEN-T, TVa 0 MRINY 7 F U BETIIOT R b LR EER O
Gﬂ@%ﬁ(>%%)%ﬁ%<h@of®kﬁ\791NVF#%MU7%V%%@Ltﬁ
TIX CHMP JEHEIZH=E L7220 o T2,

Q-Pan-001 REXCTiX, 7oy MRMU I FUEREDO I H 1 DORE (7 V23N &%
HED BN L7e D-Pan #2FEEE) A FR< . T X CTORETHURGERE N 21 HICHTE DM
EIZZELTERY, 1BV 7 FoagfE% (G521 B) ORRTEWIURBIRENRD b
776

Q-Pan-002 FABRD 18~60 ik DY AN TIL, 2BIH DU 7 F % (5 42 A) OHURHE
R (SCR) 7% Q-Pan #FERET 91.0% TH - =DITH L, I B RETIZ 1.5% ThHh -7, 61
L EOEEE TlX, Q-Pan #FEREDE 42 H OPUAGIEZIT 76.4% Th o 7= (77 B REIL
2.1%) o T OFEREIEH S5 PURBIEEO CHMP 41X >30%THDH Z &b, &5
NI AERIIFTE O Z2 3 LRI b o Th o7z,

PR 2B TEONIFUABEERICL Y, TV MRINT 7 F o idnFnu s 4% R
\ZB % CHMP F:YE% LAl 7228, 72 280 MERINY 7 F 03 2 OB %27z

7o, F72, Q-Pan-001 FAER T Q-Pan HEFHE & D-Pan #FERED 95%CI D KER Ty AN E 7R
STWEZ &b, Q -Pan ZHfE L 7o 48R & D-Pan 8600 L7 BRE CiX, AILT7 ¥ an
Y M EERIN LTSS A X EERICFE CHURGIRSR G b ivTe, KB RFEEERBRTH 5

memnﬁ%#6%6mt#% XV, QPanlE, 18~60mE DAL 61 %Ll EoEEE D
WHFIZBNT, U7 F URRICHT 5 HIFURICBEI L, CHMP 23BUE L 7o AR 2 K& < k[
HEWPURIGIR R 2R TE 5 2 &R S,
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2% H D CHMP RYETH D HiAMEA R, 18~60 DN TIE 70%% . 61 mLh Lo
FTIH60%% LIS Z L EHEINTND, #RE DK LY 7 F o BMEFN Y 7 F 8K
WZxF L CE AR TH -T2 b, [ ZEAEDEETIZIZ ONRT A—X THLNDHHEN
PUAIGIRRDE L —F 52 & L7025, Q-Pan-001 RERTIX, 7 ¥ a0 FETI LR
WTLH CHMP OB Z BRI 72, [FERIZ, Q-Pan-002 iR T, Q-Pan @ 2 [AIHEF#HL D
PURLCRA BRI AYLERTE T 91.0%. =g T 76.8% CTh o7,

33 H O CHMP AHEIZHUAIEINER (SCF) ITEAT52 D TH Y, sMADLHEITIT 2.5 5L
ez lnRkOENTEY ., 61 UL EOEEE TIX 2050 EE SN TWD, Q-Pan-
001 FBRClX, 7V a2y FZ2IERERRINULIZY 7 F o 280 U= BEOHUREIINRIL, Q-
Pan $EE R 15 KO D-Pan AR E CENZEN NIMGE I NIS3 G TH-o7e, 7TV an
VN ERERED BTN U7 BE CIEPURE IR O b0 2K TR H i, Q-Pan #E3 L OV D-
Pan FETENETN 641 fEB L6900 TlEH o7y, BRI A—HDOEMEFETH B 2.5%%
K& ERl>TWe, HHTREEE LT, 7Va0 MINT 7 FU#REETIE, W
DOEETH 1REIBOY 7 F % (521 ) (T TICZOEELT LT Z L0z
bNb, ERTHN LMD /RT A—2 LEERIZ, 7YV 230 FORIENFE CHEI2I,
Q-Pan #£ & D-Pan DI RGO BT,

Q-Pan-002 &R Tik, A D 42 A OHUAKEINERIL, 7Y 23 &R L 72 H5N1 A &~
TN T I F BT 5145 THo=0IZx L, 77 B REREE T 105 Th - 72,
e CHPUREIRIZ T2 /FICELTRY (7 ARSI 11 | ZOFmE o
HETHD 2.0 5% KIEIC ER-7,

P bEDZ EMnG, Q-Pan-001 RBRIC LY . U7 F URiCxd 2 HIFUREGIX T ¥ =3 b
WINHSNL A V7NV BT 7 F U BERREO F N T ¥ 230 NERINT 7 F 52 5 L
< kD ZENRENT, ZiUE, D-Pan ORFEHFIE LN T T HMRLE BT 5,
TV any NRINY 7 F 0k, mWRAPESTURM A~ T 721 Tl <, 320 CHMP AH#ED
TRTEZ L, 280U 7 F U 8f%RICIZ s OREUELE Eal>7-, 4 TIZ Q-Pan & D-
Pan O[FREMFECRENTND LY (25421 THSM) | Q-Pan £ Tl L= 0%
JEIE, D-Pan BEE TRRD D EINE L IEFITIEELL Tuvie, KB 7L Q-Pan-002 35K
2L D, 18~60 DN LT 61 kbl Eo @i 2t LTl Svd 3500 CHMP %
EE D @IS A ERE Y. Q-Pan AT D I L NHER SN,
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15 CHMPE¥ : 42 HAITHITHI7 7 FUHITHT 5 H ARIEOBE (Q-Pan-001 . Q-Pan-002 § & U H5N1-007 FHER)
Study/ Groups Vaccine strain/ Age group SCR SPR SCF
% 95% CI % 95% CI % 95% CI
LL UL LL UL LL UL

Q-Pan-001 A/Indonesia/05/2005

Q-Pan full AS03 18-64 97.2 93.0 99.2 97.2 93.0 99.2 92.9 76.7 112.7

Q-Pan half AS03 89.7 83.6 94.1 89.7 83.6 94.1 64.1 49.4 83.3

Q-Pan no AS03 17.3 9.6 27.8 17.3 9.6 27.8 2.1 1.6 2.7

D-Pan full AS03 96.4 91.9 98.8 96.4 91.9 98.8 95.3 77.3 117.5

D-Pan half AS03 92.3 86.6 96.1 92.3 86.6 96.1 69.0 54.0 88.3
Q-Pan-002 A/Indonesia/05/2005

Q-Pan/AS03 18-60 91.0 89.4 92.4 91.0 89.4 92.4 51.4 47.8 55.3

Placebo 1.5 0.0 7.9 1.5 0.0 7.9 1.0 1.0 1.1

Q-Pan/AS03 >60 76.4 72.3 80.1 76.8 72.8 80.5 17.2 14.9 19.9

Placebo 2.1 0.1 11.1 2.1 0.1 11.1 1.1 0.9 1.3
H5N1-007 A/Vietnam/1194/04

D-Pan 30 ug 18-60 40.8 27.0 55.8 42.9 28.8 57.8 3.9 2.4 6.2

D-Pan 15 ug 34.7 21.7 49.6 34.7 21.7 49.6 2.8 1.9 4.1

D-Pan 7.5 pg 16.3 7.3 29.7 16.3 7.3 29.7 1.7 1.3 2.3

D-Pan 3.8 pg 4.0 0.5 13.7 4.0 0.5 13.7 1.2 1.1 1.5

D-Pan 30 nug/AS03 85.4 72.2 93.9 85.4 72.2 93.9 36.4 22.7 58.5

D-Pan 15 ug/AS03 95.9 86.0 99.5 95.9 86.0 99.5 60.5 42.8 85.5

D-Pan 7.5 pg/AS03 90.0 78.2 96.7 90.0 78.2 96.7 38.1 24.8 58.4

D-Pan 3.8 pug/AS03 82.0 68.6 91.4 84.0 70.9 92.8 27.9 17.2 452

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e
proportion of subjects who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-
vaccination and have a 4-fold increase in titre); SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)

CHMP criteria for adults 18-60: SCR >40%; SPR >70%; SCF>2.5
CHMP criteria for elderly (>60): SCR >30%; SPR > 60%; SCF >2.0
Shaded cells highlights the groups/parameters meeting the CHMP requirements.
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& 16 Q-Pan-001 HBRICHT % Q-Pan & U D-Pan —fii/ ST 3

9 FOKRIZHT B H RIG (ATP ZEREIR—F)

9O ALV IIIUH A THF 2 (HSNL)D HENL Alindonesia/05/2005 7

Study Time- | Strain Manuf. HA AS03 N GMT SCF SCR SPR
(Age of point site] (ng/ Value | 95% CI GMR [ 95% CI % | 95%CI % | 95%CI
vaccination) dose) L UL L UL L | UL L | UL
Q-Pan-001 Pre HS5NI1 Indonesia | Quebec 3.8 AS03 144 5.0 5.0 5.0 - - - - - - 0.0 0.0 2.5
18-64 yrs H5N1 Indonesia | Quebec | 3.8 | AS03/2 | 146 | 5.0 5.0 5.0 R R R R R R 00 |00 |25
HS5NI1 Indonesia | Quebec 3.8 - 75 5.0 5.0 5.0 - - - - - - 0.0 0.0 4.8
H5NI1 Indonesia | Dresden 38 ASO03 140 5.0 5.0 5.1 - - - - - - 0.0 0.0 2.6
H5N1 Indonesia | Dresden | 3.8 | AS03/2 | 143 |50 | 5.0 5.1 - - - N N N 00 |00 |25
Post] | H5NI Indonesia | Quebec | 3.8 | ASO3 144 | 225 | 178 | 286 |45 |36 |57 |417 |335 502 |41.7 | 335 | 502
(D21) ["H5NT Indonesia | Quebec | 3.8 | AS03/2 | 146 | 199 | 157 | 253 |40 |3.1 |51 411 | 33.0 | 495 | 41.1 | 33.0 | 495
H5NI Indonesia | Quebec | 3.8 | - 75 | 6.1 5.2 7.1 12 |10 |14 |67 |22 |149 |67 |22 | 149
H5NI Indonesia | Dresden | 3.8 | ASO3 140 | 235 | 183 |303 |47 |36 |60 |457 |373 |543 | 457 | 373 | 543
H5NI Indonesia | Dresden | 3.8 | AS03/2 | 142 | 168 | 135 | 209 |33 |27 |41 38.0 | 30.0 | 465 | 38.0 | 30.0 | 46.5
PostII | H5NI Indonesia | Quebec | 3.8 | ASO3 144 | 464.7 | 3834 | 5634 | 929 | 767 | 1127 | 972 | 93.0 | 992 | 972 | 93.0 | 99.2
(D42) I"H5N1 Indonesia | Quebec | 3.8 | AS03/2 | 146 | 320.7 | 246.9 | 416.6 | 64.1 | 494 | 833 | 89.7 | 83.6 | 94.1 | 89.7 | 83.6 | 94.1
H5NI Indonesia | Quebec | 3.8 | - 75 | 105 | 82 135 |21 |16 |27 173 [ 9.6 | 278 [ 173 |96 |278
H5NI Indonesia | Dresden | 3.8 | ASO3 140 | 480.3 | 390.5 | 590.7 | 953 | 773 | 117.5 | 964 | 91.9 | 98.8 | 964 | 91.9 | 98.8
H5NI Indonesia | Dresden | 3.8 | AS03/2 | 142 | 347.7 | 272.0 | 4445 | 69.0 | 54.0 | 883 | 923 | 86.6 | 96.1 | 92.3 | 86.6 | 96.1

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects
who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre);

SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)
I Manufacturing site: Quebec = HSN1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK

Biologicals’ manufacturing site in Dresden
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% 17 Q-Pan-002 SRERIZHIT5 AS03 7L a/ Y Ffhl Q-Pan HEN1 /AU T2 w94 VI ILITUH TS F 2D H5N1 Allndonesia/05/2005

D9 FRIZHT S HI RIG (ATP &ERMEaR—F)

Study Age group Time- Study group N GMT SCF SCR SPR
(Age of point Value | 95% CI GMR [ 95% CI % | 95% CI % | 95% CI
vaccination)
LL UL LL UL LL | UL LL | UL
Q-Pan-002 18-60 years Pre Q-Pan H5N1 (3.8pg) 1488 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 0.2
>18 yrs Indonesia + AS03
Placebo 68 5.0 5.0 5.0 - - - - - - 00 (00 |53
Post II (D42) Q-Pan H5N1 (3.8pg) 1488 | 258.0 | 239.7 | 277.7 | 514 [ 478 | 553 91.0 | 894 | 924 | 91.0 [ 89.4 | 924
Indonesia + AS03
Placebo 68 52 4.9 5.5 1.0 1.0 1.1 1.5 (00 |79 1.5 [00 |79
>60 years Pre Q-Pan H5N1 (3.8pg) 479 5.2 5.0 53 - - - - - - 0.4 0.1 1.5
Indonesia + AS03
Placebo 48 5.0 5.0 5.0 - - - - - - 0.0 100 |74
Post II (D42) Q-Pan H5N1 (3.8pg) 479 | 89.0 77.1 102.7 | 17.2 14.9 19.9 764 | 72.3 | 80.1 | 76.8 | 72.8 | 80.5
Indonesia + AS03
Placebo 48 5.5 4.6 6.5 1.1 0.9 1.3 2.1 [ 0.1 11.1 | 2.1 | 0.1 11.1

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects
who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre);

SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40
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2.5.4.2.2.2. Toany FFEMEOHR

AS03 7 ¥ 23 MO FIZ DN TIE, ERE T U7z HSN1-007 5RER O HERIH) /547 12

L0 IREICHERE S AU TV 5 28, Pivotal sUBR Td 5 Q-Pan-001 sBRICE N TSI HITT V2N
NRIMEORN R 2R Uiz, FEERIZ, Q-Pan-001 AR Tix. 2 & (EEAEEI S L OMERED -

i) D AS03 7 Vo Ny MRIMEFERMY 7 F ol Lz, ZORBROFEERAHO—H L

LT, ROFEHREE FWTHURBGERERS L OR#E%R O GMT hoftMzZEZH I Lz, T7hbb,
A2 TR 25 A0E. PURBBIEER D28 95%CT O FIREZ 15% EEY | o E o

GMT tb D PR 2 2 ERIDZMLENRH D, #1812, 3 2D Q-Pan #EFEAE (AS03 7 ¥ = /3
MEREEIRIND 7 F U HEFERE, FEUED L EYSINY 7 F U HERERE, BT ¥ =32 RIERM
U7 F BHERE) OXT U A R OFEREZFEKIT D, T TOENE L A/lndonesia/05/2005

¥ (D7 F U8 BELUA/Vietnam/1194/2004 Bk (T 1 0 A )V AKR) 12k D 508 I8E I

BAL T, AS03 7 ¥V Ny MEHERIRINT 7 F U B L OEHED LEIRMT 7 F 38 bH o b

TV aNC RERIMT 7 F 0 LB TWD Z BRIz, L, AS03 T V=N

MEREEIRIND 7 T LREHEOLEIRINT 7 F 0 % g LG4, R0 EgEERNY 7 5
Y OFHBEEEDON-EIRINT 7 F 2 L0 ENTIW 2, WE ORICHEH#N7eA B 2T
O BRI,

LU G, FfEHINZ Q-Pan U 7 F UATKEHER D AS03 7 ¥ oV a5 & &
L72BRHE 2 SOFEEE (18~40 i L N 41~64 %) (Zx4 D 0 R MEORF O R TH
%o AAFERE TIX, ASO3 OIRMEZ RIS O T & U 7 F RIS D HURIGERED 14%
KR L2 &b (RFE#RE TIX4%DIET) | ®FE#E T b N RITEFEiE 5 5
NI FERIZ E MR S O TR0 o7z, [FERIC, 41~64 i DOFHpfE T AS03 DUSINE % &
IS L, U7 FURRICHT D GMT 235 50%IIE F L2, 2 0REHE (5528, 2.7.3
HIZEOR) L0, 7TVa\y FORMEZ FEICHED L THIRERE CTIIA AR BN S5
VDI, 41~64 D8 CTIIEISENME T35 Z ERHMIC RSN, L7zh-> T,
T FUBRIZL Y T RTORANCBO T2 ESE 2 EEICHET 5720, 7Ya
Ny NEAEHERIRINT 2 Z ERHEUTH D Z EEBIRROT — X IR LTV D,
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2.5.4.

£18 Foanv rFENMEOHR : £42HIZHITS Q-Pan EEHD SCREELUGMT b
DL (Q-Pan-001 RER)

Antibody Groups compared Difference in SCR Adjusted GMT ratios
% 95% CI % 95% CI
LL UL LL UL

A/indonesia/05/2005 | Q-Pan ASO03 full dose versus | 79.89 | 69.36 | 87.27 | 43.40 | 29.93 | 62.94
Q-Pan No AS03

Q-Pan AS03 half dose versus | 72.39 | 61.04 | 80.80 | 29.96 | 20.68 | 43.41
Q-Pan No AS03

Q-Pan ASO03 full dose versus | 7.50 1.97 13.84 | 1.45 1.07 | 1.97
Q-Pan AS03 half dose

A/Vietnam/1194/2004 | Q-Pan ASO03 full dose versus | 60.47 | 51.45 | 68.30 [ 6.98 4.84 | 10.07
Q-Pan No AS03

Q-Pan ASO03 half dose versus | 57.57 | 48.57 | 65.52 | 5.83 4.04 | 8.84
Q-Pan No AS03

Q-Pan ASO3 full dose versus | 2.90 | -8.35 | 14.08 | 1.20 0.89 | 1.62
Q-Pan AS03 half dose

2.5.4.2.2.3. Q-Pan-002 RHERIZH T30y FHEI—EH

Q-Pan-002 fBA D LHH ML, #Ed 25 32y Fd AS03 (U 7 o ¥— LT ol %
WINL72H%e 9% 3 2y b HSNLFUR (U Xy 7 T THLE) OB rmESEttEs2, 77
F BRI 2 HLGURDORMEEHUARMME (55 42 B) IZESWT, 18~49 sk DO #BRE Tl
BTHZEThoT, FETHD LHWT 2HEAEIL, XIET DT TD GMT Hd 95%CI |
FRAEFS X OV IR 352 4212[0.67 5 LS]OFFHNICINE S Z & Th o7, 18~49 kDO PRERETE
@ A/Indonesia/05/2005 ¥RIZ %92 HIHUACH 42 H)D GMT i % 19 1277,

& 19 Q-Pan-002 HERD 18 M~49 MDBEREIZHE TS Q-Pan DU/ F 20y FDE 42
HT® Alindonesia/05/2005 79 F L #IZx3 % HI kD GMT kb

Adjusted GMT Q-Pan Lot A Q-Pan Lot B Q-Pan Lot C
N GMT N GMT N GMT
394 275.8 379 291.7 394 333.5

Adjusted GMT Ratio (95% CI)

Q-Pan Lot A and Q-Pan Lot B 0.95 (0.78, 1.15)

Q-Pan Lot A and Q-Pan Lot C 0.83 (0.68, 1.00)

Q-Pan Lot B and Q-Pan Lot C 0.87 (0.72, 1.06)

Adjusted GMT = geometric mean antibody titer adjusted for baseline titer

N = Number of subjects with both pre- and post-vaccination results available

95% CI = 95% confidence interval for the adjusted GMT ratio (Ancova model: adjustment for baseline titer - pooled
variance with the 3 lots groups); LL = lower limit, UL = upper limit

25 -p. 51




2.5.4.

2.5.4.2.3. 79 F URICHT SFMRAERE

— I AR LB LA 7 b SRS D MG HUARM O H 515 & LTl HERRUER 23
FANSNTWAA, HiiRSoBEE LTI HIRER L 0 & hRgurR i EiEo H R L v
JREENEWARENENN S D = & X° (Benne et al., 1994 ; Gross et al., 1979) . HIFRBRIZ X v IfLiE
FiRfaEM & SN EBRE B W TH BN S B S5/ eENH 5 Z & (Harmon et al.,
1986) MHEINTND, ZTOZ &Ik, FRPURMHHEED @ VIEEZ SO0 E 9 o,
HIFRBR T2 SN W RN e = 8 h — 7 2R BRI 2 Piik 2 JAdilcmiti cx 5 =
EELTNDDNE I NI TH D, FFETSEIL, RRGURMRE SIS D
BREMRETH D, 2V A VTN U T A N ZAORBE~OFHELRA, FlNER E
FHET DR EZEEOICERT D ENTEDLHETHLEVWI HTH D,

FRHUAAI I ETE TIRMIEIUARTRA 2B T 5 S E S . ST nWe s, V7 F s
%fﬁéh?’:%ﬂi%%?ﬁ U7 FURICBOGST 20 E ) a2 REE LT, U F o 8Ff%

(R FNFUAAT 25 B 4 512 (IS HUARBGHR £ 72 1% Tvaccine response] ) T 572 & 9
ERWD, ZOREFETEENENTZD, U7 T U HERRRTO M SRR E R D A R 2
EMHLHEREND LI, VI T UERAIONy 7 770 RREL BRI TLE S AhE
HERH 5,

T 7 F AR O IEHUR SR F 7213 vaccine response  (FHAIFLIANN O W) 4 504 _EIZHE
MTHZ & EER) ZEETAHIZLICLY ., UF RO WIMIETI AR ER DB %
B TE 5,

H5N1 U 7 F ¥k (A/Indonesia/05/2005 k) (Zx9~ 2 HFIHUARSE AT 4 HUAm2Y 1
28 LA I, vaccine response #7511 40 LA b, 1L iE HFIGUAAMME [SNT] 25 1 : 80 LL EoogkiRE o
ZTNENOEIE) %, Q-Pan-001 fABAIZ SV TIEF 20 B XL 0% 21 12, Q-Pan-002 #BRIZDW
TIEFE 2B LUK 231077, HBAEICEL T, HEREZEBEIICRT (18~60 1%k LV
61 %Ll )

I ERER D ARE AR 2 6 (Q-Pan-001 #lik) 35 LUK 7 (Q-Pan-002 7lR) 1Z~7,

MR E BT, V7 FUERANCB N T, RED 45D 1053550 1 &0 @G
PURBGIERDFRD DTz, 2[BOT 7 F 8% Q-Pan-001 iR FS L U Q-Pan-002 iXER D T
VanNU NERIM LY 7 F U R LT BECIE T R COMEBRE S MIEHURENE (100%)
Thotz, Flo. 25 2 O0ORBRTIT T X COYERE CIiEFmytiAMn 1: 80 LI LTH

ST,

AR HUAICEI LT, Q-Pan-001 RERD T ¥ = X M ERINBECTIHEF IZEVMENE S
. 7V a2y N EEERIN L2 Q-Pan #EFS &L Y D-Pan BEO (T HUAMILE L E i
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2.5.4.

15200 B X OV 14972127 LTz, 7TV a Ny M BEO-EIRM LY 7 F 2 Tlidbd 07
PUAMEDOIL FRRD LN H DD, Wi D 95%CLIZZ DRI/ DNER > TV (Q-Pan B
X OV D-Pan U725 E CTENEN 1242.1 B L OV 1352.8) . 7V a N> RERIND 7
F B O STEH PRI 183812 EE o2, ZNHDT—2 Y, TRPUARIGE D
HIZBI L C Q-Pan & D-Pan MELL L TWA Z L AR THDOTH D, Q-Pan-002 iR TH 18~
60 % D AEHRE CRIERIZ B W ANEEPUAM 3580 B, 2 ORETiX Q-Pan Z#2FE L 729
TOWBRET2EEDOY 7 F 8% (42 H) 121:80D0 v A 7EEBZ 5 HUkl
NELNTZ,

61 L EOmEE T, AR TY 7 F U HERERTO MiGHURBEIE SR m s> 7243, 2
BlDT 7 F EREHIG O L BT E RIS TR o7 (250 1) o 20Xk
HEIE, ZOFEBBTROONTWIHIK G 7 7 A VE—ETHHLOTHY ., EminE
THE SN TVWDRERDESLT 7 F U RIS T 2 RISOET & BfR LT 5 ArFEMEN
FEFIZE, L, ElE D 96.4% Tlk, U7 F URRICH T 2R 1: 80 D »
NA 7% EFl> T Y | vaccine response FIE 80.4%IZE LT, DX o727 a7 7 A VT,
EMRE N 7 F BRI O MIETUABER N E N2 & ElE S, AR RS A v
NT T A VAR LR BITHEM(T 7 F OB E L IXBRBREICL V)L T D AR &
LT EHRBRT LI L EiE CIIREREN DTN T L TWD Z EOmMGORRT
o DR D 5,

H5N1-007 3Bk ClE P FIHUARORIE H1T-72, Lo>L. Q-Pan 35 X O D-Pan OHUF &I
H5N1-007 582 CHIE L7 HIRJSIZHE S TRIRS N2 Z D, 2 b O FgiiR ot R
1% Q-Pan DFHIIZARFRI R T 5 &I AR IN/eWad, ZOBIEI TSR L, Zh
O ORERIT, 27332 (BIRBIARMEOE) (2R 5, 7—FTlE, 7Vanr b &
TN U= _RCOBETHRPURSISN T Y 28 FIERINBEZ BEEIC LA D 2 EAVRENT
W5, HIRS EREIS, 79230 NISINY 7 F o 2 800 UT-RE CIIME 2R BER 2213380
Biviehnotz, EMWIIETUREESR L | @O APEE TR MCPUA GRS (85.7%~
97.9%) 1, AS03 7 ¥ =23 FA 38 ug &V D WHIRE T HmE Mt 752 LD
HITFERDHLDOTH D,
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F£ 20 Q-Pan-001 FRBEXIZ&(F % H5N1(A/Indonesia)f ¥ ZILT BT 9 F D H5N1 Alindonesia/05/2005 7 9 F U #IZx T 2 Pk R
i (GMT. Hifkfli 1:28 BLE. vaccine response) (ATP fEREafR— b, BHER)

¥G d-G6Z

Study Timepoint | Strain Manuf. HA AS03 N GMT >1:28 Vaccine Response
(Age of site} (ng
vaccination) per Value 95% CI % 95% CI % 95% CI
dose) LL UL LL__ UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 | 223 17.4 28.5 27.7 15.6 42.6 - - -
18-64 yrs H5N1 Indonesia Quebec 3.8 AS03/2 | 47 | 31.8 23.0 43.8 404 | 264 55.7 - - -
H5N1 Indonesia | Quebec | 3.8 - 49 | 257 199 |33.1 367 | 234 |517 |- - -
H5N1 Indonesia | Dresden | 3.8 AS03 | 48 | 237 18.3 30.8 313 | 187 | 463 | - - -
HS5NI1 Indonesia Dresden | 3.8 AS03/2 | 50 | 25.7 19.6 33.7 34.0 21.2 48.8 - - -
Post I H5N1 Indonesia Quebec 3.8 AS03 47 | 199.0 148.9 | 266.1 100 92.5 100 76.6 62.0 87.7
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 | 50 | 240.1 191.4 301.3 96.0 86.3 99.5 68.1 52.9 80.9
H5NI1 Indonesia Quebec 3.8 - 49 | 78.6 57.7 107.1 81.6 68.0 91.2 42.9 28.8 57.8
H5N1 Indonesia Dresden | 3.8 AS03 49 | 260.5 208.1 326.0 100 92.7 100 79.2 65.0 89.5
H5N1 Indonesia Dresden | 3.8 AS03/2 | 49 | 248.7 202.0 | 306.3 100 92.7 100 71.4 56.7 83.4
Post IT H5NI1 Indonesia Quebec 3.8 AS03 47 | 1566.8 | 1227.3 | 2000.2 | 100 92.5 100 97.9 88.7 99.9
(D42) H5N1 Indonesia Quebec 3.8 AS03/2 | 48 1242.1 | 902.2 1710.0 [ 100 92.6 100 91.3 79.2 97.6
H5N1 Indonesia Quebec 3.8 - 49 | 183.8 1384 | 2442 | 939 83.1 98.7 73.5 58.9 85.1
H5N1 Indonesia Dresden | 3.8 AS03 49 | 1497.2 [ 1192.0 | 1880.5 | 100 92.7 100 95.8 85.7 99.5
HS5NI1 Indonesia Dresden | 3.8 AS03/2 | 50 | 1352.8 | 1075.5 | 1701.6 | 100 92.9 100 96.0 86.3 99.5

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)
I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK
Biologicals’ manufacturing site in Dresden
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F£ 21 Q-Pan-001 FABRIZ&H(+% H5N1(A/Indonesia)f ¥ ZILT BT 9 F D H5N1 Alindonesia/05/2005 7 7 F U#IZxt 9 5 kR
i (Bugkfl 1:40 KA E, 1:80 RLE)

GG d-6z

Study Timepoint Strain Manuf. HA ASO03 N >1:40 >1:80
(Age of site} (g per % 95% CI % 95% CI
vaccination) dose)
LL UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 21.3 10.7 35.7 12.8 4.8 25.7
18-64 yrs HSNI1 Indonesia Quebec 3.8 AS03/2 |47 | 36.2 22.7 51.5 23.4 12.3 38.0
H5NI1 Indonesia Quebec 3.8 - 49 | 28.6 16.6 43.3 16.3 7.3 29.7
H5N1 Indonesia Dresden 3.8 AS03 48 22.9 12.0 37.3 14.6 6.1 27.8
HSNI1 Indonesia Dresden 3.8 AS03/2 | 50 | 26.0 14.6 40.3 20.0 10.0 33.7
Post I H5N1 Indonesia Quebec 3.8 AS03 47 ]193.6 82.5 98.7 80.9 66.7 90.9
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 |50 |96.0 86.3 99.5 96.0 86.3 99.5
H5N1 Indonesia Quebec 3.8 - 49 1755 61.1 86.7 53.1 38.3 67.5
H5N1 Indonesia Dresden 3.8 ASO03 49 ] 98.0 89.1 99.9 93.9 83.1 98.7
H5N1 Indonesia Dresden 3.8 AS03/2 | 49 98.0 89.1 99.9 95.9 86.0 99.5
Post IT H5NI1 Indonesia Quebec 3.8 AS03 47 100 92.5 100 100 92.5 100
(D42) HSNI1 Indonesia Quebec 3.8 AS03/2 | 48 100 92.6 100 100 92.6 100
H5NT1 Indonesia Quebec 3.8 - 49 91.8 80.4 97.7 81.6 68.0 91.2
H5N1 Indonesia Dresden 3.8 AS03 49 100 92.7 100 100 92.7 100
H5N1 Indonesia Dresden 3.8 AS03/2 | 50 100 92.9 100 100 92.9 100

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
I Manufacturing site: Quebec = HSN1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = HSN1 Indonesia antigen produced
at GSK Biologicals’ manufacturing site in Dresden
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2.5.4.

100 & GROUPS
&e®® [)|100AS03
90 | 558 D50AS03
254 Q000AS03
&9 Q100AS03
FRH
30 Q50AS03
70
2]
o
2
S 60
2]
°
o 501
o
o
& 40
°
Q
30
20
101
Oi\ T T L T T Tl T ———rriy T T T
1 10 100 1000 10000 100000
cut—off = 28.00 FLU A/IND/05 AB antibody titres (1 /dilution)

QO000AS03 = Q000AS03: 3.8 ug Quebec A/Indo No AS03
Q100AS03 = Q100AS03: 3.8 ug Quebec A/Indo Full AS03
Q50AS03 = Q50AS03: 3.8 ug Quebec A/Indo Half AS03
D100AS03 = D100AS03: 3.8 ug Dresden A/Indo Full AS03
D50AS03 =D50ASO03: 3.8 ug Dresden A/Indo Half AS03

6 Q-Pan-001 SRERIZ 1+ 3% 42 B TD Allndonesia/05/2005 79 F k(x4 S50
ko RIEHZR (ATP RERMEIR—)
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% 22 Q-Pan-002 SRERIZHIT5 AS03 7L a/vy Ffhl Q-Pan HEN1 /AU T2 w94 VI ILITUH TS F 2D H5N1 Allndonesia/05/2005
79 FoR%IZHT &R E (GMT, GMFR, #Hifkfli 1:28 LL.E. vaccine response)

(ATP R0 FR— ., £

Study Age Time- Study group N GMT GMFR 21:28 Vaccine response
(Age of group | point Value | 95% CI Value | 95% CI % | 95%CI % | 95%CI
vaccination)
LL UL LL UL LL UL LL UL
Q-Pan-002 18-60 Pre Q-Pan H5N1 (3.8pug) 178 | 21.2 18.8 239 - - - 242 | 181 | 311 |- - -
>18 yrs years Indonesia + AS03
Post 11 (D42) Q-Pan H5N1 (3.8ug) 178 | 1529.0 | 1332.0 | 1755.1 | 72.1 58.5 | 88.9 100 97.9 100 944 | 89.9 | 97.3
Indonesia + AS03
>60 Pre Q-Pan H5N1 (3.8ug) 56 54.0 42.0 69.3 - - - 75.0 63.7 84.2 - - -
years Indonesia + AS03
Post IT (D42) Q-Pan H5N1 (3.8pug) 56 6194 | 462.7 829.1 11.5 8.1 163 | 982 |[91.8 |999 | 804 [ 67.6 | 89.8
Indonesia + AS03

N = number of subjects with available results

% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
GMFR = Geometric mean fold rise
Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)
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% 23 Q-Pan-002 SRERIZHIT5 AS03 7L a/vy bl Q-Pan HEN1 /S T2 w94 V7T UH TS F 2D H5N1 Allndonesia/05/2005
DO FUKICHT ZRMERE (FiRd 1:40 LLE, 1:80 LLE) (ATP &ERMEaR— b, EHOEH)

Study Age group Time- Study group N >1:40 >1:80
(Ageof point % 95% CI % 95% CI
vaccination)
LL UL LL UL
Q-Pan-002 18-60 years Pre Q-Pan H5N1 (3.8pg) Indonesia + 178 18.5 139 24.0 11.8 8.0 16.5
>18 yrs AS03
Post IT (D42) Q-Pan H5N1 (3.8pg) Indonesia + 178 100 98.3 100 100 98.3 100
AS03
>60 years Pre Q-Pan H5N1 (3.8pg) Indonesia + 56 62.5 50.7 73.3 44.6 333 56.5
AS03
Post IT (D42) Q-Pan H5N1 (3.8pug) Indonesia + 56 98.2 91.8 99.9 96.4 89.2 99.4
AS03

8G d-Gz

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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Subjects 18-60 years, Day 0
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7 Q-Pan-002 BRERIZ$H(+5 ASO3 7L a8 FFIN Q-Pan HSN1 /YT IwH A4 VT ILI VYT 4 F M H5N1 Allndonesia/05/2005 7
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9 F UHICHT SPHHUAMOERRHER (ATP LERMEDR— b, BORE)
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T
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Q-Pan-002 SRERIZH T3 AS03 7 ¥ 2/\Y k& Q-Pan H5N1 /X
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2.5.4.

2.5.4.3. RERE

2.5.4.3.1. ATAOVAIWRKRITHT B HI RIE
N w7 HSNL A 7 )V 7 F 2 (Allndonesia/05/2005 BR & H) DAZFERIE
T 5725, Q-Pan-001 ABRICIHBUV T, ~FT 1 A L ZKE (A/Vietnam/1194/2004
%)KﬁﬁéﬁHA#%ﬁ%@mttoﬂ?fm%ﬁiAMMmmwwm%%(mNn
JL—R2O% 77 L—FK1IZEL, 20064 5 A2 WHO 2353 L7 5 m%7w—7@
WORT IO FUBRBHT e MY A TRRIZES L, RAIOT 7 FUETH D DITH
LT, A/Vietnam/1194/2004 #% (HSN1#!) (Z7 L — R 1IZETHE W) 2 & TH D,

Q-Pan-001 #RBRD ATP & JfME 28— MMZE 1T D HSNL ~T 1 7 A )L ARk
(A/Vietnam/1194/2004 #%) (2% 7" B 5 EMEORE R (HI HURO & F4HUAAM, ST
R PURBGHRRE L OPURMEEER) 2% 24 [TRT,

Q-Pan-001 RBETlX, 7V a2V FETRMLTZ 4 OOFOTXTUITBWT, F BIZ~T
7 A )L ARRIT KT B BT PP O BRE 22 MDD LT, TV 2N R IERINEE
TIEV 7 FUHEREIC I D A~T a8 U AV ARRITHT D PRI KR E R BIT3R O b o 72,
(£24) . ~TRUANVAKRICKT D HISICEALTIEX, 7¥a0 MRINY 7 F 0 28
FEL7ZRECIR Y 7 F U B IS T R C O CHUR RIS L ORI IR N EA L,
PUABHHR R 53.5%~61.8%IZFE L, FUAHIIMNRIX 5.7~7.6 I LTz, 7Y =230 FIER
MEETIE, INHDONRTA—=FOT 7 F U HRERNCEVE L)MVED R o Tz, BEEZR AT
meﬁﬁﬁfﬁ%ntﬁ%&QPm&@ﬁT%%ﬂtF%i\ﬁﬂbt#mf@A7%~

ZIZBLTI95%CI A EAEEEHELTEY, ZhBmY 7 F L OREFERZRLTND,

INHORERIE. Q-Pan UV FUBREKIZ, U7 F URRICHRTT D HIKSIZ RS EHUR
TN DD, ~T a7 A )VARRICKTT DR EEEINVENFEINH T AR L TWD,

D-Pan /X5 2 w7 U7 F o (A/Vietnam/1194/2004 BRD T 7 F ) DAZFEGILIT OV T,
PURERRERBR ToH H HSN1-007 RERTH~7T 17 7 A /L AFE (A/Indonesia/05/2005 ££) 1%}
TOHPHA PUAMZHIET D 2 LIS VF L7, ZNH0OT—21%, Z OO IEIC
IR LW As, 273328 (BRIRAVADIMEOELD) (RT3, TV any FARIMULIZHET
I, B0 HNDH 42 HE TICHUARA B LOPURGESR OB 72 AR b, 3 42
H OfEIE 20.0% (HA 3.8 ug/AS03 THEOLNTAME) 7205 32.0% Thol-, 7TV 0 MY
7 F AT, 2EB O 7 F oS (42 H) OFUAREIINRIL 20~28fFTh o7,
T anNy NRIMU 7 F U R L2 5E . 2EIB O 7 F R IR O B
ERHEIBRD AL, 375 ug BEL N5 ng OFURED U 7 F o & HifE U 12356 ORI
KX 9.9~13.9 THo7z, ZNHDOT—HF L, BN L7PUREB.75 pg)hd, R %
AT HIKGNEFHET 59X TREBRBETHLZEEESTHHLDOTH D,
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29 d-gz

F 24 Q-Pan-001iRERIZH1+5 Q-Pan LU D-Pan — iV T I v VA4V TILIT VY A THF U (H5NL)D H5N1 A/Vietnam/1194/2004 ~
TADALIWRTYFORICHT S H R (ATP EREIHR— )

Study Time- Strain Manuf. HA AS03 N GMT SCF SCR SPR
(Age of point site} (ng Value | 95% CI GMR | 95% CI % 95% CI % 95% CI
vaccination) /dose)
L | UL IL [ UL L | UL L | UL
Q-Pan-001 Pre H5N1 Indonesia Quebec 38 AS03 144 53 5.0 5.6 - - - - - - 2.1 04 6.0
18-64 yrs H5N1 Indonesia | Quebec 33 AS0372 | 146 | 53 50 |56 |- : : : : : 14 |02 |49
H5N1 Indonesia Quebec 38 - 75 5.4 5.0 5.8 - - - - - - 0.0 0.0 4.8
H5N1 Indonesia | Dresden | 3.8 AS03 | 140 | 55 51 59 |- : - - : - 21 |04 |61
HSN1 Indonesia Dresden 3.8 AS03/2 | 143 54 5.1 5.7 - - - - - - 1.4 0.2 5.0
Post] | H5NI Indonesia | Quebee 38 AS03 | 144 | 99 84 [ 117 |19 16 |22 | 132 |81 198 | 153 |98 | 222
(D21) "H5NT Indonesia | Quebee 38 AS0372 | 146 | 85 73 100 |16 14 [19 |96 |53 156 | 123 |75 | 1838
H5NT Indonesia | Quebee 338 : 75 |58 51 (66 |11 0 |12 |13 |00 [72 [40 |08 |12
H5N1 Indonesia | Dresden | 3.8 AS03 | 140 | 91 76 108 |17 14 |19 | 121 |72 [187 |150 [95 |220
H5N1 Indonesia | Dresden | 3.8 AS0372 | 142 | 89 76 | 103 |16 14 |19 | 106 |60 [168 | 148 |94 |217
Post1l | H5NI Indonesia | Quebec 38 AS03 | 144 | 399 322 495 |76 61 |94 [618 |533 |698 [639 |555 | 717
(D42) "H5NT Indonesia | Quebee 38 AS03/2 | 146 | 33.4 266 | 419 |63 50 |79 | 589 |505 |67.0 |603 | 519 | 683
H5NT Indonesia | Quebec 38 : 75 |58 51 |65 |11 10 |12 |13 J00 [72 |40 [o08 [112
H5N1 Indonesia | Dresden | 3.8 AS03 | 140 | 333 260 | 427 |61 47 |78 | 564 |48 |648 |[3593 | 507 | 675
H5N1 Indonesia | Dresden | 3.8 AS032 | 142 | 306 243 | 385 |57 45 |71 | 535 [450 [619 |3563 |478 | o646

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects who were either
seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre); SPR: seroprotection rate (i.e proportion
of subjects with HI titre > 1:40)

I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site
in Dresden
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2.5.4.

2.5.4.3.2. AT OIA VL RIZHT B R RIS
ASO3 7V a Xy FETHI L HSNL A > 7NV T 7 F N0 L - Tl XN AR HE
EORM 2 &SI 57290, fthod HANT BRIZSHT 2 B s i DWW TR L 7=,

U 7 F CRRISKET D TRGURSOS DG & RIERIZ, S EEIHUARM A 12 28 LAk, vaccine
response (HUIRAMD 4 5 DOHEMN L EF) 231 : 40 LA L, I T OUTE FFgriAqmas 1 : 80 LAk

ZRTHRE DTN ENORNGICET O/ RE, B LB IR Y A LA T L ITRT,
S bz, R SR,

Pivotal 5ABR T % Q-Pan-001 BRI L O Q-Pan-002 5ABR Tix, H5NI KU 7 Mgk
(A/Vietnam/1194/2004 #8) (23 2 HFIHUIRAT 2 W5 E oY 7 & » hCFHli L7z, Q-Pan-
002 FRBRII D 7 F o ZHEfE L 7o iR OH TRl L TV D RUZHEE S, #iR &3 25
B L 26 (Q-Pan-001 k) 72 HTNTE 29 38 LUK 30 (Q-Pan-002 #lik) 1T~

Flo. ~T R TANVARRITKT DRICDO R — IO TRl 5720, 7 L—R20O KR
U 7 METH D Aturkey/Turkey/1/05 £k (7 L— K 22D 7 A /L A) KO A/Anhui/1/05 £k

(7 L—F23D7ANRA) \ZhT BHFITUAOTEE % Q-Pan-001 7kER (Q-Pan #HEHRED
) BV THE Lz, R ToinztBn, 26 2O Y A VAT WHO IZ LY 7
V~F2:Aﬁémf INBR, WFITR RS Y77 L— FIZJE L. Allndonesia/5/05 ¥k & bt
L7 A I RPUR N 7 205, 2o DREREHR 27THB LU 281277 (Q-
Pan-001 aiﬁ.%’ﬁ) .

T 7 F HERERTO A/Vietnam/1194/2004 #RIZ %2 @O MIETUARE S DY Q-Pan-001 55k
B LN Q-Pan-002 FRER DT THRO H L, FHOTURGMERIZFRE Ch o7z, LirL, 7V
2N NRINY 7 F 0@ 2 [EEEREE . IIEHTURGIER OB EARRD b, [F CFnE
23V T Q-Pan-001 3B Tl 100%(Z, Q-Pan-002 3R TIX 96.5%I23# L 72, Q-Pan-001 7Kk

Tk, FRIHLRMEAS 1 wuﬁ@%%ﬁ@% 1% 94.0%~100%IZ 2 L, Q-Pan $Ff#E & D-
Pan #ERBEORICEEE R ZITRO LN, TVa"0 MRINEICEA2ZELRD N -7,
LoxL, 7¥anxy MERNTY 7 FURETIE, 207 2 —Z [ FHEFIRWVETH- 72 (Q-
Pan-001 #&l%) . Q-Pan-002 7kl Cld, 5 42 HICHUARMEA 1: 80 DA v A TZEIZELT= 18
~60 D NDEIEIX, U7 FUBERERTOMD 4.6 500 BIZE LT,

[FARIZ. Q-Pan-001 fBRICEKIT DT Vo MR LIZAY 7 F 2 O 42 H DR
PUAMMIE 254.0~327.1 TH Y, TRTORETISUCINEBE L=, ZHIKH L, TV
NEASIND 7 F R BT 5 2[00 T 7 F S ORMTEAFUR ML, 7Y 230 b
WD 7 F o R LR 250D 1 Th-olz, Q-Pan-002 FABR TIL. 18~60 % A\ DH
42 H O HURMIL, U 7 F BT O ST BB 5.7 {ﬁf b,
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2.5.4.

Vaccine response (VR ; HUAMND 4 5O & EF) X, Q-Pan-001 iRERDHLERE D 42.0%
~67.3%IZ58D HT-, D-Pan #EfERE L Q-Pan #5FERED VR RIZTELL TW=, LovL, 7
Va Ny NEFEOYEIRIN LY 7 F o R LTI T VREIR TRRD b
770 Q-Pan-002 FABR TH 5 7- VR L, Q-Pan-001 i BRD T ¥ =/ F AAEHERIRIN L 7= U
7 F R TCE L NIZE (65.5%) LIRETH-T-,

Q-Pan-002 FBR I CHALA AN To @i B ISIER 35 & U 7 F AT O MG DU SR I3 AL
A0)1 Z bAloTW a3, 2 BT 7 F 4R O MIETURGERITRA & [FRRE TH - 72,
DOFERIE. Wl E OFBIERDOOMEMENZ L AL TWD LHERITE S, F7z,
Q-Pan @ 2 EIE@&@%%{T1£}#{ZI§@£ L 22 fFHN L, vaccine response #|E 24.1% T -7z,
U7 F BERERNCRD DT mWEURIARESBER L TND EEZLNDLN, H42 HIC
RFIBLAMIAS 12 80 LA BICHE LI- B OBIA I mEnE (92.6%) 23EA (84.2%) % L[A]->
7

Q-Pan-001 ARBRIZFHBWT, Z L—R2D2HDO~T 1 7 A )L ZFK (A/Anhui/1/05 #RF KO0
A/turkey/Turkey/1/05 k) (2389 2 HAIHUARSOS Z G LT & 2 A, #Hli L7 X TD/RT 2
—Z T, Q-Pan #EfE%ZIZ Y 7 F o HfEHT 2 B EED EHRAEO BT,

D-Pan CIX T CIZHER SN TWNDH EEBY, Q-Pan TH, LT —Xn, U7 F UERLL
D7 L— RV T 7 L—RIZBT D VA NVARRICK T 50BN EH YA AT 5 &
DRDO O, I T Iy 7 OR T TIEE OO CTEERFETHL, LT
I HITHA A & NUTIvIRERTHAD &, HINIA U TNV PO T FURNT 7
FURRUSND T A NV ARRITKE L T DRRE DR ZRICZTHET 5 Z LM TEE, N7
I TANVAEBAFTTEDLRNCEME T TA I T THIENARRERDLINLTHD, K

FEEEEE (55 4 88) 2Rk L 72 FRREIREIR Tl Q-Pan DHEFEIZ LV ~T 1 & A L ZAFRIT L
5 BB G I T DR NG OND 2N T 2 by NET A TREIN TN D, IR
TIEZ O XS RAROBERIERIZHAS O TIIRVWR, 2o X ) extkicky, vrF o8
FECHEOLNDHENRIM A, EEORT I v 7 UA NV ARB AT CTE BICITRE 27
— AL —NRHELND RN D D,

PURERRERBR T 5 HIN1-007 iBR TlL, T XTOU 7 F U EMEEIZHB VT, H5NL ~
T a7 A LA (A/Indonesia/05/2005 #£) 1Zk}3 2 HFIHUAM & HIE STV 5D, FELWLES
T 273325 (ERRAANEOBE) ([ZRRT 5, 72230 NRINY 7 F BTl
PURRIZ D00 b T IIETURIGYERDOBEE 22 EADNRD b, 2[ED T 7 F % IR
%@%TW%&wa-mu¢a#%ﬁ%&%ttoTVJA/ﬁﬁMUa%/@@ﬁT
XU BN RITRD b T, 2 2 CTH YIS LA ERFURERIROZ YU ENEST 5
iz,
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F 25 Q-Pan-001 iRXERIZ#1+ % HENL(A/Indonesia)f & ZILT UHI 9 F 0D H5N1 AlVietnam/1194/2004 7 9 F VI3t 3 5 F AR
i (GMT, Hifkfli 1:28 LLE. vaccine response) (ATP ®EREafR— b, BHER)

G9 d-g6¢z

Study Timepoint | Strain Manmuf. | HA ASO03 N [ GMT >1:28 Vaccine response
(Age of site} ] (ue Value | 95% CI % ] 95%CI % 95% CI
vaccination) per
dose) LL UL LL UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia | Quebec | 3.8 AS03 47 | 57.0 41.3 78.6 70.2 [ 55.1 82.7 - - -
18-64 yrs HS5NI1 Indonesia | Quebec | 3.8 AS03/2 | 46 | 82.3 59.0 114.7 | 80.4 | 66.1 90.6 - - -
H5NI1 Indonesia | Quebec | 3.8 - 49 | 55.7 38.7 80.2 67.3 [ 525 80.1 - - -

H5N1 Indonesia | Dresden | 3.8 AS03 49 | 513 34.6 76.2 55.1 [40.2 69.3 - - -

H5N1 Indonesia | Dresden | 3.8 AS03/2 | 50 | 59.6 44.2 80.5 72.0 [ 57.5 83.8 - - -

Post I H5N1 Indonesia | Quebec | 3.8 AS03 47 1 250.9 203.6 | 309.2 [ 100 | 92.5 100 44.7 30.2 59.9

(D21) H5NI1 Indonesia | Quebec | 3.8 AS03/2 [ 50 | 260.9 205.1 [ 3319 [96.0 | 86.3 99.5 30.4 17.7 45.8

H5NI1 Indonesia | Quebec | 3.8 49 | 145.2 108.0 [ 1953 | 91.8 | 80.4 97.7 34.7 21.7 49.6

H5NI1 Indonesia | Dresden | 3.8 AS03 49 1201.9 1519 2684 |98.0 | 89.1 99.9 49.0 34.4 63.7

H5NI1 Indonesia | Dresden | 3.8 AS03/2 [ 49 | 215.0 1743 12653 [ 100 | 92.7 100 40.8 27.0 55.8

Post 11 H5N1 Indonesia | Quebec | 3.8 AS03 47 1264.8 216.7 | 323.6 [ 100 | 92.5 100 53.2 38.1 67.9
(D42) H5N1 Indonesia | Quebec | 3.8 AS03/2 | 47 | 327.1 269.8 |396.6 [ 100 | 92.5 100 45.5 30.4 61.2
H5N1 Indonesia | Quebec | 3.8 - 49 | 143.9 111.2 | 186.2 | 98.0 | 89.1 99.9 30.6 18.3 45.4

H5N1 Indonesia | Dresden | 3.8 AS03 49 1319.2 261.6 | 389.4 | 100 | 92.7 100 67.3 52.5 80.1

HS5N1 Indonesia | Dresden | 3.8 AS03/2 [ 50 | 254.0 213.0 | 302.9 | 100 | 92.9 100 42.0 28.2 56.8

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)
I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced
at GSK Biologicals’ manufacturing site in Dresden
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#F 26 Q-Pan-001 FRXEXIZ#1+ % HENL(A/Indonesia)f ¥ ZILT VBT Y F 0 H5N1 AlVietnam/1194/2004 7 9 F VI3t 3 B F AR
i (BuiAfl 140 AE, 1:80AE) (ATP RZEREIFR—F)

99 d-g¢

Study Timepoint Strain Manuf. HA ASO03 N >1:40 >1:80
(Age of sitel (g per % ] 95%CI % 95% CI
vaccination) dose)
LL UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 61.7 46.4 75.5 51.1 36.1 65.9
18-64 yrs H5NI1 Indonesia Quebec 3.8 AS03/2 46 71.7 56.5 84.0 58.7 43.2 73.0
H5NI1 Indonesia Quebec 3.8 - 49 57.1 42.2 71.2 32.7 19.9 47.5
H5NT1 Indonesia Dresden 3.8 AS03 49 55.1 40.2 69.3 42.9 28.8 57.8
H5N1 Indonesia Dresden 3.8 AS03/2 50 | 66.0 51.2 78.8 48.0 33.7 62.6
Post I H5N1 Indonesia Quebec 3.8 AS03 47 1979 88.7 99.9 95.7 85.5 99.5
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 50 ]96.0 86.3 99.5 96.0 86.3 99.5
H5N1 Indonesia Quebec 3.8 - 49 918 80.4 97.7 77.6 63.4 88.2
H5NI1 Indonesia Dresden 3.8 AS03 49 93.9 83.1 98.7 85.7 72.8 94.1
H5NI1 Indonesia Dresden 3.8 AS03/2 49 98.0 89.1 99.9 89.8 77.8 96.6
Post IT H5NI1 Indonesia Quebec 3.8 AS03 47 100 92.5 100 95.7 85.5 99.5
(D42) HSNI1 Indonesia Quebec 3.8 AS03/2 47 100 92.5 100 97.9 88.7 99.9
H5N1 Indonesia Quebec 3.8 - 49 89.8 77.8 96.6 77.6 63.4 88.2
H5N1 Indonesia Dresden 3.8 AS03 49 100 92.7 100 100 92.7 100
H5N1 Indonesia Dresden 3.8 AS03/2 50 100 92.9 100 94.0 83.5 98.7

N = number of subjects with available results

% = percentage of subjects with titre within the specified range

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

I Manufacturing site: Quebec = HSN1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = HSN1 Indonesia antigen produced
at GSK Biologicals’ manufacturing site in Dresden
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19 d-6¢

100

90 1

80 1

70 1

60 1

501

40 1

Percentage of subjects

30

201

GROUPS

®-e® D100AS03
585 D50AS03
&= QO00AS03
&5 Q100AS03
*#*% Q50AS03

1 10

cut=off = 28.00

Q000ASO03 = Q000AS03: 3.8 ug Quebec A/Indo No AS03
Q100AS03 = Q100AS03: 3.8 ug Quebec A/Indo Full AS03
Q50AS03 =Q50AS03: 3.8 ug Quebec A/Indo Half AS03
D100AS03 = D100AS03: 3.8 ug Dresden A/Indo Full AS03
D50AS03 = D50ASO03: 3.8 ug Dresden A/Indo Half AS03

8 Q-Pan-001 FRERICH TS H 42 B TD A/Vietnam/1194/2004 79 F U IZxt§ 2Pk o3 RIEER (ATP fERMEaHR— )

100

FLU A/VIET/04 AB

1000 10000 100000

antibody titres (1 /dilution)
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# 27 Q-Pan-001 iXERIZ#51F 5 HEN1(A/Indonesia)f ¥ ZILT UHI 9 F 2 ®D H5NL A/Anhui/05 & & U AlTurkey/05 79 F U &RIZHT 3
pfIAERE (GMT, #fkfii 1:28 LLE., vaccine response) (ATP ®EREaR— ., F5oEH)

Study Antibody Vaccine strain and Timepoint N GMT >1:28 Vaccine Response
(Age of adjuvant
vaccination) Value | 95% CI % 95% CI % 95% CI
LL UL LL UL LL UL

Q-Pan-001 A/Anhuil/05 H5NI1 3.8ug (Quebec) Pre 143 | 14.0 14.0 14.0 0.0 0.0 2.5 - - -
18-64 yrs Indonesia + full AS03 Post I1 (D42) 142 |1 91.3 78.4 106.4 | 95.1 90.1 | 98.0 78.9 71.2 85.3

A/Turkey/05 | H5NI 3.8ug (Quebec) | Pre 143 | 25.6 21.9 29.9 35.7 27.8 | 44.1 - - -

Indonesia + full AS03 Post IT (D42) 143 | 594.4 | 523.6 | 674.7 | 100.0 | 97.5 | 100.0 | 88.8 82.5 93.5

N = number of subjects with available results

% = percentage of subjects with titre within the specified range

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

Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)

# 28 Q-Pan-001 :XERIZ#51F 5 HEN1(A/Indonesia)f ¥ ZILT VBT H F 2@ H5NL A/Anhui/05 & & U AlTurkey/05 79 F U &RIZHT
AR kil 1:40 AL, 1:80 LIE) (ATP &ERMEaKR— . EB5HHKHE)

Study Antibody Vaccine strain and Timepoint N >1:40 >1:80
(Age of adjuvant
vaccination) % 95% CI % 95% CI
LL UL LL UL
Q-Pan-001 A/Anhuil/05 | H5N1 3.8ug (Quebec) Pre 143 [ 0.0 0.0 2.5 0.0 0.0 2.5 o
18-64 yrs Indonesia + full AS03 Post II (D42) 142 [ 80.3 [ 72.8 | 86.5 60.6 52.0 68.7 o
A/Turkey/05 | H5N1 3.8pg (Quebec) Pre 143 [ 252 | 183 | 33.1 154 9.9 22.4 ~
Indonesia + full AS03 Post IT (D42) 143 [ 98.6 [ 95.0 | 99.8 | 98.6 95.0 99.8 )

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit



69 d-g6¢

%29 Q-Pan-002 HERIZH(+3 AS03 7L a3 MFhN Q-PAN H5N1 /%

O .

T

79 F %R Zh&ERE (GMT, GMFR, #Hifkfli 1:28 LL.E, vaccine response)

SVHOAVITILI VYIS F UM HENL AlVetnam/1194/2004
(ATP ®ERMEaR— ., o EH)

Study Age group | Time-point Study group N GMT GMFR >1:28 Vaccine response
(Age of Value | 95% CI Value | 95% CI % 95% CI % 95% CI
vaccination) LL  [UL LL [ UL LL [UL LL [ UL
Q-Pan-002 | 18-60 Pre Q-Pan H5N1 (3.8ug) | 171 [ 27.8 | 239 | 324 - - - 374 1302 | 451 |- - -
>18 yrs years Indonesia + AS03
Post I1 Q-Pan H5N1 (3.8ug) | 171 | 159.8 | 142.1 | 179.8 | 5.7 49 1 6.7 965|925 [98.7 655579726
(D42) Indonesia + AS03
>60 years | Pre Q-Pan H5N1 (3.8ug) |54 |96.4 | 72.6 128.0 | - - - 83.3 | 72.7 [ 91.0 | - - -
Indonesia + AS03
Post II Q-Pan H5N1 (3.8ug) | 54 | 216.6 | 174.1 | 269.4 | 2.2 1.7 129 [963 |888 |99.3 |24.1|13.5|37.6
(D42) Indonesia + AS03

N = number of subjects with available results
% = percentage of subjects with titre within the specified range

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

GMFR = Geometric mean fold rise
Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)
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% 30 Q-Pan-002 HERIZHITE ASO3 7 a/8Y FEMQ-PANIRUTEIYHA VU IILITUHFIHF M HENL AlVietnam/1194/2004 77 4

FURICHY SPMAKRE (isfi 1:40 BLE, 1:80 LL) (ATP REREIR— b, BIRE)
Study Age group Time-point Study group N >1:40 >1:80
(Age of % 95% CI % 95% CI
vaccination) LL UL LL UL
Q-Pan-002 18-60 years Pre Q-Pan H5N1 (3.8ug) Indonesia 171 31.0 25.2 37.3 18.1 13.4 23.7
>18 yrs + AS03
Post IT (D42) Q-Pan H5N1 (3.8ug) Indonesia 171 95.9 92.4 98.1 84.2 78.9 88.6
+ ASO3
>60 years Pre Q-Pan H5N1 (3.8ug) Indonesia 54 81.5 70.6 89.6 70.4 58.5 80.4
+ ASO3
Post 11 (D42) Q-Pan H5N1 (3.8pug) Indonesia | 54 96.3 88.8 99.3 92.6 83.8 97.4
+ AS03

N = number of subjects with available results

% = percentage of subjects with titre within the specified range

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

A4
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Subjects 18-60 years, Day 0 Subjects 18-60 years, Day 42

100 GROUPS 100 GROUPS
®e® Q—Pan &e® Q—Fan
90 904
80 80 1
. 70 . 70]
o s
2 £
2 60 2 604
0 o
o o
°  50] °  50]
o o
2 2
® 404 © 401
I I
b &
30 | 30
201 20 1
10 10
0 0+
T T T T T T T T
1 10 100 1000 1 10 100 1000
cut—off = 28.00 FLU A/VIET/04 AB  antibody titres (I/dilution) cut—off = 28.00 FLU A/VIET/04 AB  antibody titres (I/dilution)

9 Q-Pan-002 HERIZH+D ASO3 72 /82 FFEIN Q-Pan HSNL /AT I W o4 VLT UHFI 45 F 2D H5N1 AlVietnam/1194/2004
79 F %KY Hhbikdo#EREHRE (ATP REREDR— M. &9 KRE)
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Subjects > 60 years, Day 0 Subjects > 60 years, Day 42

100 GROUPS 100 GROUPS
®e® Q—Pan &e® Q—Fan
90 904
80 ) 80 1
w701 w 70
° o
2 £
2 60 2 604
n n
o o
o 501 o 501
o o
2 2
® 404 © 401
I I
g | $
30 i 30
20 § 20
10 10
0 0+
T T T T T T T T
1 10 100 1000 1 10 100 1000
cut—off = 28.00 FLU A/VIET/04 AB  antibody titres (I/dilution) cut—off = 28.00 FLU A/VIET/04 AB  antibody titres (I/dilution)

K9 Q-Pan-0025RERIZH TS AS03 7P/ > FFEM Q-Pan HEN1 /ST IO A VT T YIS F oD H5N1 AlVietnam/1194/2004
T F oRICHT AR AMOERFHE (ATP REREIR— b, B2KRE) @)
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2.5.4.

2.5.4.4. REILEQFHYE

Q-Pan-001 7B 35 X Y Q-Pan-002 iRBRICIHBWT, 1[BIH DY 7 F U HFE 6 % A %I E
B DR & G L 72, Q-Pan-001 ARER TIX U 7 F BRI 5 M Sl I D ek &
1 FEDO~T 1 7 A )V ARRIT KT 2 M IS A O Rl %2 . Q-Pan-002 #klk ClI U 7 F kK
(R DM A DR 2T L=, U7 F U RB X OT 0 v A L AR T 55T
REREEE OFEAMIL, HIEER & PRgrRMfEEOMm S (Q-Pan-001 35R) 721 HI R D
Z* (Q-Pan-002 #lR) 1T X ViT-o7,

AERAE 250, 273 HICHER L, & S EHIUCIRA L7z e o faEs HEEL<FEELL
7=

Q-Pan-001 #RBR CTIIFF 680 44 DR E A BER LV F U2 LT, V7 F 86 » A
#% (35 182 H) T ATP 4y 5t 2 — N Cali T RE Cdo » 725 E 13 648 44 Thh o 1=,

Q-Pan-002 #kB% CTlE. HI HUIAEHME 2 4B E O EM T 1R Y 7 F o8 6 » A%
P L7, 45 182 H DFE RN B ATP S FilE o ik — + ORBREEIL. 18~60 7% DAF
WS 38244, 61 mELL FOOAERNEN 131 4 Th o717,

2.5.4.4.1. 79 FURICHT HEERBELEORERKYE

2.5.4.4.1.1. HI ik R i

T 7 F ORISR D HLPUREUS  CGROTERHURE, PURBRIRSE, PURRA 5 L Ok
BANNER) (ZBI L TH 182 RIS B R DS B 4. Q-Pan-001 RBRIC O\ TIEE 3112
Q-Pan-002 FABRIZ DWW TIEHE 32 (R, BEICHE L T, #RzERmENIRT (18~60
B LU 6Ll E)

TV aNy NIINT 7 F UHERERED 6 1 A % OKTEEBUAMNIE. 5 42 B OfEE FlEl S
LODEIRE LTI 7 FUBERROME K& < EE->TEY | FUAEMEIL45~78ETH
572, Q-Pan-001 FRERCIL, BEFE 6 » HZOREATH, XS 2HEFEREOSE 21 H OFURAN &
R L-OLOERHERF SN TEY, 7 Va2 FNERMT 7 F U O E R FIICaEREIC B
[Bl> Tz, RS, MR & HIZT V23 MRITHSNL U 27 F 2 O3 T OHEMEECHUR
BRHRERAMKSR & L C CHMP &4 (>40%) % ERl-> Tz, PURBIRRIT, 7V 230 MR
INEETIX 44.9%~62.5% TdH > 7253, Q-Pan-001 iRERD 7 2 = /3 M IEUHIIRETIE 2.7%12F
X9, Q-Pan-002 iAERD T T EAREETH 0.0%~3.4%I2 L EFE o7, 18~64 1 F£721% 18~60
MO NIE, 7230 FEIMHSNL U 7 F 2 OWFROBREREICB VTS, 2441 2 4
H 7 Y —DOPUAEA RD CHMP FEHE (>70%) % 6 » A OF S Tlitilz LT o7z,
LML, TVany MRNT 7 F o 7Y any "ERINT 7 F 0721377 8RR E ORI
ISR E L THEE R =R BTz, Q-Pan-002 FABRD 61 mk LA D &l 1P RA KA
63.5%TH V. ZOFHFED CHMP ZEHE (>60%) ZKIRE LTz LTz,
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2.5.4.

PURDFHGNEIZ DWW T, PR ER ERBR Th 5 HSN1-007 RER T H ML, T OfFRIE
2m5%(%ﬁ%ﬁﬂ$®ﬁ£);ﬁﬁﬁéo;@ﬁﬁf%\ﬁﬁmgmﬁﬁéﬂﬁﬁﬂﬁ
42 AOfEE FlEl> T\, TNTHLREBT YV aNy MEMU 7 F 0 L7 a3y MERN
T 7 F L OMICITEARE L CHHERZNRO LN, F2, KVEERHELT, 7Van
Y MERIMBETITT R TORETHEFITEB LSRR b, BHRELZERT L L0
WHENEBICES T O, 28 21T, TVa "y M ORISR, RS &
3.75ug DU I F U B LT2A 08 52.0%, 30ug DU 7 F U B ER LT GA N 62.0% ThH

ST,

2.5.4.4.1.2. = ENETR Y N
Q-Pan-001 RERIZHITH U 7 F U HFitk 6 » A ETOU 7 FURBRIZRE D RSSO
Fifek 2, 233 BILOFE 34 ITTRT,

5182 H ORFRICIWTE, TR TOHEBRE N Y 7 F RIS L CLig hFAfuiRtE < b
ST, 1BERS TRTOWBREN1: 80 DA v bA Tl % ERIZHUAGEZHERF L Tk |
%5 42 H @ vaccine response L~ /L A DTN TEIS72H DD 95%CLITEHL > Tz, Zhb
I, B 6 » HRDOIRFA T B4 72 vaccine response BRI S A Z L 2R LTV 5,

Q-Pan-001 FBRIZ 35T 2 HHE 6 v HHZ O FRHURO KM ELTURMIL, 72 230 MER
TNEEDED 42 TH Y | U7 F U PRRTOMD 13~19(2TH - 7=,

D ORERIT, Q-Pan fEFEIC L o TREE SN D T 7 F U ARISKE D RIS E 23 D 72
KEb 6y ARETIRMICRHT L2227 LTS, ZNODORRIT, KU F 85l
(X DR BIFFTE D120 TR, U7 F U BEERZITR R 7 — 2 2 =R
BNDAREMENH D Z L BRLTND,

PFURDFRGMEIZ DWW TIE, HURER ERER TH 5 HIN1-007 RER CH MG Lz, #ERIT
zm5@(%f%ﬁ%$@%%)_ﬁﬁﬁéoTVJA/bﬁmvﬁ%/%ﬁﬁbkﬁﬁm
PURBHR R & T FURMEA 5 D b 7 2 280 NERINY 7 F AR OE 2 5 H7m
ICAEIC EA 572, 55180 HOMIEISEICBE LT, 7V oy MNRINY 7 5 BRI KR
FHNCABREREITRD N o7, ZOZ ENLHRHERD RN 722 L 3D THE
BEA, PURBEOBIROZYMEN I HICE ST bz,

2.5.4.4.2. REREDOFGME

2.5.4.4.2.1. HI i & i
Q-Pan-001 FBRIZ IV T, ~T 1 7 A /L ZRRIC xS % HI HUiA SO O Rife itk &
A/Vietnam/1194/2004 ¥k % F W CTRET L 7=,
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#3517 T BV, Q-Pan-001 Ak Tlx A/Vietnam/1194/2004 ¥RIZ %32 HI SO IFE T L
Too U7 FURRICKIT 2 ROGO8%E & R, 5 182 HIZIZEMEYHEMIX 1 e Y 7 F
R (R ma)®ﬁ@L<ifﬁTLkoL#L\Tynﬂy%%%MWa%yﬁm
EITHAD LR E L TEE Th o720 72 230 M EIBEEOHURREA 1T 10.6%~13.1%
TholeDIZR L, 72 a3y FMERIMBEOTUARA RIL 14%THY . 72 23 MR
T 7 F 2 D BHURSE DFHGEICEN D &\ ) BEREMER Z Z THRO L,

2735 (FERMAEZMEOREE) (ZFEd79 25 &Y, HSN1-007 385 TIEEE 180 H DFFA
IZ3B\V T, A/Indonesia/05/2005 ¥RIZ %925 HI SOt (GEHH AR L OBURERA =) 2
TRTCOFETHEEICO DD LY 7 F U EMERTEMNTE IR T L=,

254.42.2. btk X i
Q-Pan-001 FRBRIZIBWT, ~T B VA )LARTH H A/Vietnam/1194/2004 Bk (K 36 I8 LT
7 37) . A/Anhui/1/2005 ££F £ OY A/turkey/Turkey/1/2005 #8 (3 38 38 L UV 39) ([Zxf4 5+
Fge A O Fffoe 2 3T L 72,

55 182 H MIFRTIE, A/Vietnam/1194/2004 FRIZkET 2 HUAAMG2S 1 1 80 LL EO#ERFE DFIE
%, 542 H D 94.0%~100.0%2>5, 6 5 HHIZIE 77.1%~85.1%Z 4 T L Tz, HIH
EOR D6 & RARI, 55 182 H OB FERHUAAT I L O vaccine response F (355 42 H It
RHEWO LI DD, U7 F U HRANIHARS KR E L TEIETH -T2,

IS HIZHOWTIX, ZL—FR2D2fD~T 1 7 A LA (A/Anhui/1/2005 ¥k L OY
A/turkey/Turkey/1/2005 #£) 12k 2 FAGUASSIZ DWW TR L 72, A/Anhui/1/2005 #RIZ%F
T 5 PRPURSSIE, 542 BN S5 182 H £ TOMIZT R THO/RNT A —X THEEMIE T
L7273, Alturkey/Turkey/1/2005 BRIZ %3 25 HAIHUA SIS TSV vaccine response 3
(60.7%) 2SHERF S A, BPEBFURE S U 7 F U HRERTOME DK 55 Th - 72,

2,735 (FERABZMEOBEE) (278832 L0 . HSN1-007 3R T O IR G RF

FEMEDRREITIL, 7Y 2Ny NRINT 7 F 2 28R LT8R E 002 ) OFIG 235 180 HIC
BRI & LT A/lndonesia BRIZ 3 2 MIGHURRGE 2RI 5 2 & AR Shv7z, H5N1-007 54
BRC% . vaccine response % & BPEHHURIOIR T RO bbb DD, 7V 23 MER
T 7 F o HEOMEIZHARD LR E L THREHFIICARICEE Ch o7z, 7 a3 M
BECIX, PURED OB S AARWEEORICHFH P2 2RO b, 2 2 CHIRPUR &%
T2 Z & OZYHER TGRS,

2.5.4.4.3. REILEDEGIEICEYT ¥R

DPmTi?T CHEREN TS EEBY, Q-Pan ThH, U7 F UHRICHTT D HUARIG DO
HEENFBD HND Z L0, BEISNIIUEARIEN T 7 F U Emg b b b 6 » HRET
B EN, ERROREEND HIFUR & PRIPUAD M 5 CHER S L7z, SR HTAR <o B
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NI A—=Z IR T T2 B2 01, FREICZEOL D RIKTABH SN TH WL,
FRUOR LIS EIERRBRICE Y, Q-Pan T[T 5 AS03 7 ¥ =/ ROIRMN T 7 F
TR T DA ORI EENREFES L TVWA NI T EF U AL BRI TE TV 5,
Fo. U7 F RIS T B PURRUGIE & TR WA, ZERE L H HRREIXRT 2 &N
RENTZ, —RGEISEOFEER IR ONDIZENSMENIN 2R E 25 8, ZhuET
HENTEZETHD, LR, VIZFUBRRRRLI-~T e U A L ARICE > T T
Ty ANVTERD OO, [ROAVTZERAFPURME T & [F—F 721380 HSNT ¥ A /L ARE % H
WTEBICHREISEEZHET IBICIRELSFS T L0 TE 5,
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£ 31 Q-Pan-001 FRERIZH TS E 182 BE T H5N1(A/Indonesia)f > ZILIT UH I F D H5N1 Allndonesia/05/2005 7 & F kI xt
5 H RIS (ATP fEREI®R— k., &oEH)

Study Time- | Strain Manuf. HA ASO03 N GMT SCF SCR SPR
(Age of point site] (ng/ Value | 95% CI GMR [ 95% CI % | 95% CI % | 95%CI
vaccination) dose) L | UL LL | UL L | UL L | UL
Q-Pan-001 Pre HS5NI1 Indonesia | Quebec 3.8 AS03 144 | 5.0 5.0 5.0 - - - - - - 0.0 0.0 2.5
18-64 yrs HSN1 Indonesia | Quebec | 3.8 AS03/2 | 146 | 5.0 | 5.0 5.0 - - - - - - 00 |00 |25
H5NI1 Indonesia | Quebec 3.8 - 75 5.0 5.0 5.0 - - - - - - 0.0 0.0 4.8
H5N1 Indonesia Dresden 3.8 AS03 140 | 5.0 5.0 5.1 - - - - - - 0.0 0.0 2.6
H5N1 Indonesia Dresden 3.8 AS03/2 | 143 | 5.0 5.0 5.1 - - - - - - 0.0 0.0 2.5
Post I H5NI1 Indonesia | Quebec 3.8 ASO03 144 | 22.5 17.8 28.6 - - - - - - 41.7 | 33.5 50.2
(D21) ["H5NT Indonesia | Quebec | 3.8 AS03/2 | 146 | 199 | 157 | 253 |- - - - R R 411 | 330 | 495
HS5NI1 Indonesia | Quebec 3.8 - 75 6.1 5.2 7.1 - - - - - - 6.7 2.2 14.9
H5N1 Indonesia | Dresden | 3.8 ASO3 | 140 | 235 | 183 | 303 |- - - - N N 457 | 373 | 543
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 142 | 168 | 135 [209 |- - - - N N 380 | 30.0 | 465
Postll | H5NI Indonesia | Quebec | 3.8 ASO3 | 144 | 464.7 | 3834 | 5634 | - - - - - - 972 | 930 | 992
(D42)  ["H5NT Indonesia | Quebec | 3.8 AS03/2 | 146 | 320.7 | 2469 | 416.6 | - - - - R R 897 | 83.6 | 94.1
H5N1 Indonesia | Quebec | 3.8 - 75 | 105 | 82 135 |- - - - - - 173 | 9.6 | 278
H5N1 Indonesia | Dresden | 3.8 ASO3 | 140 | 480.3 | 390.5 | 590.7 | - - - - - - 964 | 919 | 988
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 142 | 347.7 | 272.0 | 4445 | - - - N - - 923 | 86.6 |96.1
Postll | H5NI Indonesia | Quebec | 3.8 AS03 | 141 | 27.8 | 228 | 338 |56 |46 |68 | 546|460 | 63.0 | 546 | 460 | 63.0
(D182) "H5NT Indonesia | Quebec | 3.8 AS03/2 | 145 | 226 | 184 | 279 |45 |37 |56 |455 372540455 372 | 540
H5N1 Indonesia | Quebec | 3.8 - 74 |56 |51 6.2 11 |10 |12 |27 |03 |94 |27 |03 |94
H5NI Indonesia | Dresden | 3.8 ASO3 | 138 | 26.1 | 207 |328 |52 |41 |65 | 486400572493 |407 |579
HS5NI Indonesia | Dresden | 3.8 AS03/2 | 138 | 22.6 | 183 | 28.0 |45 |3.6 |56 |449 365|536 457 |372 | 543

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects
who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre);
SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)

I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK
Biologicals’ manufacturing site in Dresden

A4
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% 32 Q-Pan-002 FRERIZHI(F 5% 182 B FE TD H5N1(A/Indonesia)f > ZILT Y9 F 2D H5N1 Alindonesia/05/2005 7 4 F ¥kt
95 HRE (ATP fREREaAR— F, SBoKE)

Study Age Time- Study group N GMT SCF SCR SPR
(Age of group point Value | 95% CI GMR | 95% CI % | 95% CI % | 95% CI
vaccination) LL [UL LL [ UL LL [ UL LL [ UL
Q-Pan-002 | 18-60 Pre Q-Pan H5N1 (3.8pg) 1488 | 5.0 5.0 5.0 - - - - - - 0.0 [00 |02
>18 yrs years Indonesia + AS03
Placebo 68 5.0 5.0 5.0 - - - - - - 0.0 (00 |53
Post IT (D42) | Q-Pan H5N1 (3.8ug) 1488 | 258.0 | 239.7 | 277.7 | 51.4 | 478 | 553 |91.0|89.4 (924 |91.0| 894|924
Indonesia + AS03
Placebo 68 5.2 4.9 5.5 1.0 1.0 1.1 1.5 [00 (79 |15 |00 |79
Post II Q-Pan H5N1 (3.8pg) 353 372 |31.8 |436 |74 6.3 8.7 62.0 | 56.8 | 67.1 | 62.0 | 56.8 | 67.1
(D182) Indonesia + AS03
Placebo 29 5.7 4.7 6.9 1.1 0.9 1.4 34 ]0.1 178 (34 | 0.1 17.8
>60 Pre Q-Pan H5N1 (3.8ug) 479 | 5.2 5.0 53 - - - - - - 04 (0.1 1.5
years Indonesia + AS03
Placebo 48 5.0 5.0 5.0 - - - - - - 0.0 [00 |74
Post IT (D42) | Q-Pan H5N1 (3.8ug) 479 |89.0 | 77.1 102.7 | 17.2 [ 149 [19.9 | 76.4 | 72.3 | 80.1 | 76.8 | 72.8 | 80.5
Indonesia + AS03
Placebo 48 5.5 4.6 6.5 1.1 0.9 1.3 2.1 ]0.1 11.1 (2.1 |[0.1 11.1
Post 11 Q-Pan H5N1 (3.8ug) 104 [39.6 |299 |525 |78 5.9 104 | 625|525 71.8|63.5|534]|72.7
(D182) Indonesia + AS03
Placebo 27 53 4.7 5.8 1.1 0.9 1.2 0.0 [00 [12.8]10.0 |0.0 |12.8

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.c

A4

proportion of subjects who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-
vaccination and have a 4-fold increase in titre); SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)
Q-Pan: H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec
Day 182 immunogenicity was assessed in a subset of subjects.
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# 33 Q-Pan-001 RERIZH TS E 182 HE T®D Q-PAN H5N1(A/Indonesia)f > Z LI HJ 5 F D H5N1 Al/lndonesia/05/2005 7 5 F
UKRIZHT B3RS (GMT, HuEkli 1:28 LIE) (ATP fERtEarR— b, S9EM)

Study Timepoint | Strain Manuf. HA AS03 N | GMT >1:28 Vaccine response
(Age of sitef (ng
vaccination) per Value | 95% CI % 95% CI % 95% CI
dose) LL UL LL_ [ UL LL UL
Q-Pan-001 Pre HS5NI Indonesia | Quebec 3.8 AS03 47 | 22.3 17.4 28.5 27.7 15.6 42.6 - - -
18-64 yrs H5N1 Indonesia Quebec 3.8 ASO03/2 | 47 | 31.8 23.0 438 40.4 26.4 55.7 - - -
H5N1 Indonesia Quebec 3.8 - 49 | 25.7 19.9 33.1 36.7 234 51.7 - - -
H5N1 Indonesia Dresden | 3.8 AS03 48 | 23.7 18.3 30.8 31.3 18.7 46.3 - - -
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 50 | 25.7 19.6 33.7 34.0 21.2 48.8 - - -
Post I H5N1 Indonesia | Quebec | 3.8 AS03 47 | 199.0 148.9 266.1 100 92.5 100 76.6 62.0 87.7
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 | 50 | 240.1 191.4 301.3 96.0 86.3 99.5 68.1 52.9 80.9
H5NI1 Indonesia Quebec 3.8 - 49 | 78.6 57.7 107.1 81.6 68.0 91.2 42.9 28.8 57.8
H5N1 Indonesia | Dresden | 3.8 AS03 49 | 260.5 | 208.1 326.0 100 92.7 100 79.2 65.0 89.5
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 49 | 248.7 | 202.0 306.3 100 92.7 100 71.4 56.7 83.4
Post I1 H5N1 Indonesia Quebec 3.8 AS03 47 | 1566.8 | 1227.3 2000.2 | 100 92.5 100 97.9 88.7 99.9
(D42) H5N1 Indonesia Quebec 3.8 AS03/2 | 48 | 1242.1 | 902.2 1710.0 | 100 92.6 100 91.3 79.2 97.6
H5N1 Indonesia | Quebec | 3.8 - 49 | 183.8 138.4 2442 1939 83.1 98.7 73.5 58.9 85.1
H5N1 Indonesia | Dresden | 3.8 AS03 49 | 1497.2 | 1192.0 | 1880.5 | 100 92.7 100 95.8 85.7 99.5
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 50 | 1352.8 | 1075.5 1701.6 | 100 92.9 100 96.0 86.3 99.5
Post I H5N1 Indonesia | Quebec | 3.8 AS03 47 | 414.0 | 346.2 495.1 100 92.5 100 91.5 79.6 97.6
(D182) H5N1 Indonesia Quebec 3.8 AS03/2 | 49 | 417.1 335.0 519.3 100 92.7 100 78.3 63.6 89.1
H5NI1 Indonesia Quebec 3.8 - 49 | 108.9 81.9 144.7 91.8 80.4 97.7 53.1 38.3 67.5
H5N1 Indonesia | Dresden | 3.8 AS03 49 | 456.2 | 3874 537.3 100 92.7 100 87.5 74.8 95.3
H5N1 Indonesia | Dresden | 3.8 AS03/2 | 48 | 450.1 384.7 526.5 100 92.6 100 87.5 74.8 953

I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK
Biologicals’ manufacturing site in Dresden

N = number of subjects with available results; % = percentage of subjects with titre within the specified range; 95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper
Limit

Vaccine response defined as antibody titer at Day 21, 42, or 182 > 4-fold the pre-vaccination antibody titer
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% 34 Q-Pan-001 FRERIZH TS E 182 BE T H5N1(A/Indonesia)f > ZILIT UH I 5 F M H5N1 Allndonesia/05/2005 7 & F kI xt
T 5hMAKRE i 140 LE, 1:80 AE) (ATP RERMaR— F. EHIEH)

08 d-g¢

A4

Study Timepoint Strain Manuf. HA ASO03 N >1:40 >1:80
(Age of site} (g per % 95% Cl % 95% CI
vaccination) dose)
LL UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 21.3 10.7 35.7 12.8 4.8 25.7
18-64 yrs H5N1 Indonesia Quebec 3.8 AS03/2 |47 | 36.2 22.7 51.5 23.4 12.3 38.0
H5NI1 Indonesia Quebec 3.8 - 49 | 28.6 16.6 43.3 16.3 7.3 29.7
H5NT1 Indonesia Dresden 3.8 AS03 48 22.9 12.0 37.3 14.6 6.1 27.8
H5N1 Indonesia Dresden 3.8 AS03/2 |50 | 26.0 14.6 40.3 20.0 10.0 33.7
Post I H5N1 Indonesia Quebec 3.8 AS03 47 |93.6 82.5 98.7 80.9 66.7 90.9
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 |50 | 96.0 86.3 99.5 96.0 86.3 99.5
H5N1 Indonesia Quebec 3.8 - 49 | 75.5 61.1 86.7 53.1 38.3 67.5
H5NI1 Indonesia Dresden 3.8 AS03 49 98.0 89.1 99.9 93.9 83.1 98.7
H5NI1 Indonesia Dresden 3.8 AS03/2 49 98.0 89.1 99.9 95.9 86.0 99.5
Post IT H5NI1 Indonesia Quebec 3.8 AS03 47 100 92.5 100 100 92.5 100
(D42) H5N1 Indonesia Quebec 3.8 AS03/2 | 48 100 92.6 100 100 92.6 100
H5N1 Indonesia Quebec 3.8 - 49 | 91.8 80.4 97.7 81.6 68.0 91.2
H5N1 Indonesia Dresden 3.8 AS03 49 100 92.7 100 100 92.7 100
H5N1 Indonesia Dresden 3.8 AS03/2 | 50 100 92.9 100 100 92.9 100
Post I1 H5N1 Indonesia Quebec 3.8 AS03 47 100 92.5 100 100 92.5 100
(D182) HS5NI1 Indonesia Quebec 3.8 AS03/2 |49 | 98.0 89.1 99.9 98.0 89.1 99.9
H5N1 Indonesia Quebec 3.8 - 49 | 83.7 70.3 92.7 67.3 52.5 80.1
H5NI1 Indonesia Dresden 3.8 AS03 49 100 92.7 100 100 92.7 100
HSNI1 Indonesia Dresden 3.8 AS03/2 | 48 100 92.6 100 100 92.6 100

I Manufacturing site: Quebec = H5N1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced
at GSK Biologicals’ manufacturing site in Dresden
N = number of subjects with available results; % = percentage of subjects with titre within the specified range; 95% CI = 95% confidence interval; LL = Lower Limit,
UL = Upper Limit




1g d-g¢

# 35 Q-Pan-001 FRERICH TS5 182 AE T®O H5N1(A/Indonesia)f > 7 LI VYT F 2D HE5N1 A/Vietnam/1194/2004 7 5 F ¥R xt

95 HIRIE (ATP ®ZERMEaR— ~, HoEE)

Study Time- | Strain Manuf. HA AS03 N GMT SCF SCR SPR
(Age of point site] (ng/ Value | 95% CI GMR | 95% CI % | 95%CI % | 95%CI
vaccination) dose)
LL UL LL | UL LL |[UL LL [ UL
Q-Pan-001 Pre HS5NI1 Indonesia | Quebec 3.8 AS03 144 |53 5.0 5.6 - - - - - - 2.1 0.4 6.0
18-64 yrs H5N1 Indonesia | Quebec 3.8 AS03/2 | 146 |53 | 5.0 5.6 R R R R R R 14 |02 |49
H5NI1 Indonesia | Quebec 3.8 - 75 5.4 5.0 5.8 - - - - - - 0.0 0.0 4.8
H5N1 Indonesia | Dresden 38 ASO03 140 [ 5.5 5.1 59 - - - - - - 2.1 0.4 6.1
H5N1 Indonesia | Dresden 3.8 AS03/2 | 143 | 5.4 5.1 5.7 - - - - - - 14 (02 [50
Post] | H5NI Indonesia | Quebec 3.8 AS03 | 144 [ 9.9 8.4 117 |- - - - - - 153 [ 9.8 [ 222
(D21)  "H5NT Indonesia | Quebec 38 AS03/2 | 146 | 85 |73 100 |- - ; - - - 123 | 75 | 188
H5NI Indonesia | Quebec 3.8 - 75 5.8 5.1 6.6 - - - - - - 4.0 0.8 11.2
H5N1 Indonesia | Dresden 3.8 AS03 140 | 9.1 7.6 10.8 - - - - - - 150 ] 9.5 22.0
H5N1 Indonesia | Dresden 3.8 AS03/2 | 142 | 8.9 7.6 10.3 - - - - - - 148 | 94 21.7
PostII | HS5NI Indonesia | Quebec 3.8 AS03 144 | 399 322 49.5 - - - - - - 63.9 | 555 | 71.7
(D42)  "H5NT Indonesia | Quebec 38 AS03/2 | 146 | 334 | 266 |419 |- - ; - ; - 603 | 519 | 683
HS5NI1 Indonesia | Quebec 3.8 - 75 5.8 5.1 6.5 - - - - - - 4.0 0.8 11.2
H5N1 Indonesia | Dresden 3.8 AS03 140 | 33.3 26.0 42.7 - - - - - - 59.3 | 50.7 | 67.5
H5N1 Indonesia | Dresden 3.8 AS03/2 | 142 | 30.6 243 38.5 - - - - - - 563 | 47.8 | 64.6
Post II | H5NI Indonesia | Quebec 38 AS03 | 141 |89 78 102 |17 15 |19 92 |50 [153]106[61 [169
(D182) "H5NT Indonesia | Quebec 38 AS03/2 | 145 |79 | 68 9.1 15 |13 |17 103 |59 [165 | 13181 | 197
H5NI1 Indonesia | Quebec 3.8 - 74 |54 49 5.9 1.0 09 |11 00 [00 [49 [14 o0 [73
H5N1 Indonesia | Dresden 3.8 AS03 | 138 | 8.7 75 102 | 1.6 14 |18 109 [62 [173]13.0]79 [ 198
H5N1 Indonesia | Dresden 3.8 AS03/2 | 138 | 8.6 7.4 9.9 1.6 14 |18 87 |46 [147 10962 [173

SCF: seroconversion factor (i.e ratio of the post-vaccination GMT and the pre-vaccination GMT); GMR = Geometric Mean Ratio; SCR: seroconversion rate (i.e proportion of subjects
who were either seronegative at pre-vaccination and have a protective post-vaccination titre of > 1:40, or who were seropositive at pre-vaccination and have a 4-fold increase in titre);

SPR: seroprotection rate (i.e proportion of subjects with HI titre > 1:40)
I Manufacturing site: Quebec = HSN1 Indonesia antigen produced at GSK Biologicals’ manufacturing site in Quebec; Dresden = H5N1 Indonesia antigen produced at GSK

Biologicals’ manufacturing site in Dresden
N = number of subjects with available results; % = percentage of subjects with titre within the specified range; 95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper

Limit
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# 36 Q-Pan-001 FRERICH TS 182 HE T®O H5N1(A/Indonesia)f > 7 LI VYT F 2D HE5N1 A/Vietnam/1194/2004 7 4 F ¥R xt
(ATP REREIR— F, HBHKRH)

T 5hMAERE (GMT. fufkifi 1:28 LIE)

Study Timepoint | Strain Manuf. HA ASO03 N GMT >1:28 Vaccine response
(Age of site] (ug
vaccination) per Value 95% CI % 95% CI % 95% CI
dose) L UL L UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 | 57.0 41.3 78.6 70.2 55.1 82.7 - - -
18-64 yrs H5N1 Indonesia Quebec 3.8 AS03/2 | 46 | 82.3 59.0 1147 | 80.4 | 66.1 90.6 - - -
H5NI1 Indonesia Quebec 3.8 - 49 | 55.7 38.7 80.2 67.3 52.5 80.1 - - -
H5N1 Indonesia Dresden | 3.8 ASO03 49 | 513 34.6 76.2 55.1 40.2 69.3 - - -
H5N1 Indonesia Dresden | 3.8 AS03/2 | 50 | 59.6 44.2 80.5 72.0 | 57.5 83.8 - - -
Post I H5N1 Indonesia Quebec 3.8 AS03 47 | 2509 203.6 | 309.2 | 100 92.5 100 447 | 30.2 59.9
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 | 50 [ 260.9 205.1 [ 3319 | 96.0 86.3 99.5 30.4 17.7 45.8
H5N1 Indonesia Quebec 3.8 - 49 | 145.2 108.0 | 1953 | 91.8 80.4 97.7 347 | 21.7 49.6
H5N1 Indonesia Dresden | 3.8 AS03 49 | 201.9 151.9 | 2684 | 98.0 89.1 99.9 49.0 | 344 63.7
H5N1 Indonesia Dresden | 3.8 AS03/2 | 49 | 215.0 1743 | 265.3 100 92.7 100 40.8 | 27.0 55.8
Post I H5N1 Indonesia Quebec 3.8 AS03 47 | 264.8 216.7 | 323.6 | 100 92.5 100 53.2 | 38.1 67.9
(D42) H5N1 Indonesia Quebec 3.8 AS03/2 | 47 | 327.1 269.8 | 396.6 | 100 92.5 100 455 | 304 61.2
H5N1 Indonesia Quebec 3.8 - 49 | 1439 111.2 | 186.2 | 98.0 89.1 99.9 30.6 18.3 454
H5N1 Indonesia Dresden | 3.8 AS03 49 | 319.2 261.6 | 389.4 | 100 92.7 100 67.3 52.5 80.1
H5N1 Indonesia Dresden | 3.8 AS03/2 | 50 | 254.0 213.0 | 3029 | 100 92.9 100 42.0 | 282 56.8
Post IT H5N1 Indonesia Quebec 3.8 AS03 47 | 159.5 128.1 198.5 | 97.9 88.7 99.9 38.3 | 245 53.6
(D182) H5N1 Indonesia Quebec 3.8 AS03/2 [ 49 [ 169.6 130.9 | 219.8 | 100 92.7 100 13.3 5.1 26.8
H5N1 Indonesia Quebec 3.8 - 49 | 102.9 79.5 133.1 | 959 86.0 99.5 20.4 10.2 343
H5N1 Indonesia Dresden | 3.8 AS03 49 | 169.0 131.5 | 217.0 | 100 92.7 100 449 | 30.7 59.8
H5N1 Indonesia Dresden | 3.8 AS03/2 | 48 | 151.0 121.4 | 187.9 | 100 92.6 100 27.1 153 41.8

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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% 37 Q-Pan-001 RERIZH TS E 182 AE T H5N1(A/Indonesia)f > ZILIT UHJ 5 F M H5N1 A/Vietnam/1194/2004 7 5 F ¥k (%t
(ATP feElREakR— k. BHEH)

T 5hfmARE (uidfl 1:40 LA E, 1:80 IL)

Study Timepoint Strain Manuf. HA ASO03 N >1:40 >1:80
(Age of sitel (g per % ] 95%CI % 95% CI
vaccination) dose)
LL UL LL UL
Q-Pan-001 Pre H5NI1 Indonesia Quebec 3.8 AS03 47 61.7 46.4 75.5 51.1 36.1 65.9
18-64 yrs H5NI1 Indonesia Quebec 3.8 AS03/2 46 71.7 56.5 84.0 58.7 43.2 73.0
H5NI1 Indonesia Quebec 3.8 - 49 57.1 42.2 71.2 32.7 19.9 47.5
H5NT1 Indonesia Dresden 3.8 AS03 49 55.1 40.2 69.3 42.9 28.8 57.8
H5N1 Indonesia Dresden 3.8 AS03/2 50 | 66.0 51.2 78.8 48.0 33.7 62.6
Post I H5N1 Indonesia Quebec 3.8 AS03 47 1979 88.7 99.9 95.7 85.5 99.5
(D21) H5N1 Indonesia Quebec 3.8 AS03/2 50 |[96.0 86.3 99.5 96.0 86.3 99.5
H5N1 Indonesia Quebec 3.8 - 49 918 80.4 97.7 77.6 63.4 88.2
H5NI1 Indonesia Dresden 3.8 AS03 49 93.9 83.1 98.7 85.7 72.8 94.1
H5NI1 Indonesia Dresden 3.8 AS03/2 49 98.0 89.1 99.9 89.8 77.8 96.6
Post IT H5NI1 Indonesia Quebec 3.8 AS03 47 100 92.5 100 95.7 85.5 99.5
(D42) H5N1 Indonesia Quebec 3.8 AS03/2 47 100 92.5 100 97.9 88.7 99.9
H5N1 Indonesia Quebec 3.8 - 49 89.8 77.8 96.6 77.6 63.4 88.2
H5N1 Indonesia Dresden 3.8 AS03 49 100 92.7 100 100 92.7 100
H5N1 Indonesia Dresden 3.8 AS03/2 50 100 92.9 100 94.0 83.5 98.7
Post I1 H5N1 Indonesia Quebec 3.8 AS03 47 | 95.7 85.5 99.5 85.1 71.7 93.8
(D182) H5NI1 Indonesia Quebec 3.8 AS03/2 49 ]91.8 80.4 97.7 81.6 68.0 91.2
H5N1 Indonesia Quebec 3.8 - 49 85.7 72.8 94.1 61.2 46.2 74.8
H5NI1 Indonesia Dresden 3.8 AS03 49 95.9 86.0 99.5 83.7 70.3 92.7
H5NI1 Indonesia Dresden 3.8 AS03/2 48 95.8 85.7 99.5 77.1 62.7 88.0

N = number of subjects with available results
% = percentage of subjects with titre within the specified range
95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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% 38 Q-Pan-001 RERIZHTSE 182 HE T® H5N1(A/Indonesia)f > ZILIT V¥ F @ H5N1 A/Anhui/05 & & U A/Turkey/05 7 5
FURICHT ZPFMBERE (GMT, Bui&fli 1:28 LLE. vaccine response) (ATP ®ERMEDR— b, HHIERH)

Study Antibody Vaccine strain and Timepoint N GMT >1:28 Vaccine Response
(Age of vaccination) adjuvant
Value | 95% CI % 95% CI % 95% CI
LL UL LL UL LL UL
Q-Pan-001 A/Anhuil/05 | H5N1 3.8pg (Quebec) Pre 143 | 14.0 14.0 14.0 0.0 0.0 2.5 - - -
18-64 yrs Indonesia + full AS03 Post IT (D42) 142 ] 913 78.4 1064 | 95.1 |90.1 98.0 78.9 71.2 85.3
Post IT (D182) 140 | 16.7 15.8 17.7 23.6 | 16.8 315 2.1 0.4 6.1
A/Turkey/05 | H5N1 3.8pg (Quebec) Pre 143 | 25.6 21.9 29.9 35.7 | 27.8 44.1 - - -
Indonesia + full AS03 Post II (D42) 143 | 5944 | 523.6 | 6747 | 100 [ 97.5 100 88.8 82.5 93.5
Post II (D182) 140 | 121.6 | 106.3 [ 139.2 | 97.9 [ 93.9 99.6 60.7 52.1 68.9

¥g d-g¢

N = number of subjects with available results

% = percentage of subjects with titre within the specified range

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

Vaccine response defined as antibody titer > 4-fold the pre-vaccination titer (samples seronegative at pre-vaccination were assigned a reciprocal titer of 14)

# 39 Q-Pan-001 RERICH (TS5 182 HE T® H5N1(A/Indonesia)f » ZILT VHT 9 F 2@ H5N1 A/Anhui/05 & & U A/Turkey/05 749
FUKRICHT ZPMARE (il 1:40 LLE, 1:80 KAL) (ATP &ZEREaAR— . &BHEEA)

Study Antibody Vaccine strain and Timepoint N >1:40 >1:80
(Age of adjuvant
vaccination) % 95% CI % 95% CI o
LL UL LL UL o1
Q-Pan-001 A/Anhuil/05 | H5N1 3.8ug (Quebec) Pre 143 [ 0.0 0.0 2.5 0.0 0.0 2.5 4>
18-64 yrs Indonesia + full AS03 Post IT (D42) 142 [ 803 [ 72.8 | 86.5 | 60.6 52.0 68.7
Post I1 (D182) 140 [ 2.1 0.4 6.1 0.0 0.0 2.6
A/Turkey/05 | H5N1 3.8ug (Quebec) | Pre 143 [ 252 [ 183 [331 [154 9.9 22.4
Indonesia + full AS03 Post 11 (D42) 143 1 98.6 | 95.0 99.8 98.6 95.0 99.8
Post I1 (D182) 140 [ 93.6 | 88.1 97.0 | 70.7 62.4 78.1

N = number of subjects with available results
% = percentage of subjects with titre within the specified range, 95% CI = 95% confidence interval; LL = Lower Limit, UL = Upper Limit



2.5.4.

2.5.4.5. RERYEICET SFE

Q-Pan N 7 F URRICKI T D58 N IR FUAS 55825 2 & 23, HIHUE & RO O
HEIC L > TRESNTz, D-Pan TIET TICHER IALTNDH EEBY, AS03 T ¥ =3 ME IR
L7258, 3.8 ug &V ) D220 HIFE T 3 20 CHMP DT X T % LA 5 5%t & 1
BB ENTEEN, TV FERINT 7 F o 280 L= 581205 CHMP JE%E 4 i /-
TZENTERD ST, FUREIZ, BN CTERBEGE # Tdh 5 D-Pan & W\ Tl bl Hii &
R ERER (H5SN1-007 #BR) ORAFICE SR L7z, ZORBRTIL, 3.8 ug L2720t
JRETH AS03 7 ¥ 2Ny &I UL 3 2D CHMP BEHED T R T AT DI+ TH D
ZEMRHERS Nz, RLAT U T TR SR E Xy 7 TS S huR ook
R ZE MDY Q-Pan-001 5RBR THEFR S 72 Z &2 X VD D-Pan & VTR L 72 HiRE % Q-
Pan (ZAMET 5 Z L ORBHENES TSN TWD, BRLEHUREZ ., AIRGEARHE TR
L7z 2 ©® Pivotal ik (Q-Pan-001 BRI LT Q-Pan-002 ikR) |2 X > THR AR X ITHERR LT,
TS ORER T, SBIRE MO Q-Pan U 7 F T K o THEYI ZREMHSHEISENHES
HZ MR I N,

Q-Pan-001 FBR TIL, AS03 7 ¥ 2 /\v MEREEOY-EIRIN LY 7 F o g ERRIN LY
JF L ERBTHZLICL DTV anNy NEINEOZYMEEZ S HIZHER LT-, AS03 ZHEEHED
EERMLIZU 7 F o SHEERRINLZT 7 F o Ol TlE, Het2cEEREITRD b
Mmole, LrL, BT 21T o728 2 A, EfFiE (41~64 %) DOHERE CTEI AR
P7m 7 7 A NVE/TDHITIE ASO3 ZAEEEIRNT H2MENHDH Z LRI,

18~60 ik DR 1500 4 LA B %5 & U CHa it 2 55l L7z Q-Pan-002 3R TiX, = v k
fl—BMZ2MHERT 5L B2, Q-Pan-001 FRBR CTHOLNTZARY 7 F o OERE7v 7 7 4 v
iR LT, ZORBRTIE, 61kl Lo ERE 500 4L Eaxtg & U RO M H 17
DIz, T OEEE TR b IRMERZEISE L, 61 Ll EO &S 2 H X b CHMP
WA L CWD T TR AICEA S p G- LTz,

Fo3 I R IR ISE D HL PR LM Rtk cadd oz, 71— K1
(A/Vietnam/1194/2004 ££) F721%27 L — R 2 (A/Anhui/1/2005 #k$5 & OY A/turkey/Turkey/1/2005
R ICBT 5 3FDO~NT a0 A VARRICH T DR ERE L RFT LI 2 A, Q-PaniXV 7 F
BRLAAR D H5NT ZERERIT KT 2 508 0B 2558 T 2 Z &N STz, 2O &iE, 73
VI DA NAENRT 7 F R E BRI —F LR WAREMERH D30T 2 v 7RI FIZB N T
IFFICEETH D,
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HOUEDOEER N L LT, REINEDORMENRET 6N D, 64 E TORAB LTV 61
UL E D @A 100 4 OEMIZBWN T, V7 F Uk 6 » HE TORENELN TV D,
AS03 7 V=X REIFIN LT Q-Pan (HSN1) A V7LV HU I F UL > THEEINTZY
I F URRICHTT DRI E T REDN RO Hiv, TREVIFETIIE L b OD~T B T A L
ARRIZRET B IS EN b+ o3 e Rl tE S GR O BTz,

LIk, Q-Pan DIEFNET 10 7 7 A /LT D-Pan DRZEFEME 707 7 A L EFHBILTEBY, 18

Ll EORAIZ, HSN1 WA VR DA v 7N Ikt B0 el ihEmd 4 2 L3
TEAHZEDNHLMNI o T,
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255 REMOBIETME

ABHERFHE CIX. GSK Biologicals 1L 7w 7 T35l S 7z HSNTHURZE A L.
AS03 7 ¥ =/ R ZIRIMLIZHSNL 27U b A NLRAY 7 F 8] (LLF, Q-Pan & #iL
T5) ORANExGE L CHENE L7 Pivotal 72788k Td 5 Q-Pan-001 7B E L U8 Q-Pan-002 #5#
TEHONZRINER LOLEMICET 57 — 2220 TRT, &5, D-Pan kB, H5N1-007,
H5N1-008 35 L OV HSN1-002 T b N 7= Z 2O RIC OV T H RS, 2 @ D-Pan iABRIL D-Pan,
J72 %, GSK Biologicals ¥ N L AF T4 (N4 ) THE Sz HSNTRFUR 2 54 L.
AS03 T ¥ 2 Xy REYMULIZ HSNLBIA U » oA VAT 7 T 850 % VM Sz
HLDOTHY, T DOFRERIZESEERIMNCI T 5 D-Pan OPGEAREZ TG L1, ZhbORER
DEMB L OE A 2.5.1.6.1 HIZR T,

ZDIED>, D-Pan B LT Q-Pan DK A Z x5 & L CHEM L7 TR LT X CTORSE T
— X & LR EREZ AMEER (ISS) 1T 2ELRbitH L,

Q-Pan % AV B2 2 D OFRER O MMM R SRR E I & AR 2 £ 40 IR L, £
DAt D D-Pan iRBR D2 EVEMAT R R ERE B L BRI A 3 41 (T, M2 TI8kaz b
WeBRE 12917 4 DT —Z % 1SS NIZHE R L7z,

Q-Pan-001 35 X TN Q-Pan-002 #ABRTlL, ZNENHEOH~FE R HIB X OHEOH~5 84 H
TIZHRBLLTRER LOREIMERZIE L, i L CRtik L7z, & 512, Q-Pan-001 B T
IE, BT ICHBL L 7B BT oA & I L7z, T oM, MR T, FEsMERDR
D BT E A ORI L, (S0 OBBIC LD AR, BEINEDZZ, x0T E
NOZZREENEEE (EM) OFRZEERINDEREKEBEOZZOEELERM Lz, 2Rk
AR (Q-Pan-001 FRABR TILHE 182 H £ T, Q-Pan-002 ikBA CTII%5 364 HET) #B@ U CHRHELE
IR OZZ 2B LT EL B IO EERAHEFS A5 L7, Q-Pan-001 FRER TIL Q-
Pan &£ 721% D-Pan OBEE D U 7 F L HIHK| 2 BEFE L7251 680 4 281 2BREE NSO TR Y,
Q-Pan-002 7R TILFT 4484 4 D 18 iU LOYIRE 1ZH1T 55 180 HE TOT —Z MG 54T
W5,

D-Pan 35 (H5N1-007, HSN1-008 35 X ONHSN1-002) D724t —4% (FrEieik, HrEsMiE
KB IOEERAERESR) X, QPamOLEMTn 7 7y A VEMTET I HLDOEEZLND, =
NFE TR L= & BV, D-Pan ® HA HURIE Q-Pan & [AEEDRIE TRICHE» THE S (H D
JF L OHFIINT NS VA NAEFRLVLT VT RCRIE(LT D TREET A X a— it
NI LATAT Yy 5 TREARTRIEIND) . AS03 7 V=23 MI Q-PanlZHFHED
HOEEMICHEMICHLFEILTHD, Zhb 3 ODRERICBWT, 61 MLl EoElE 405 4
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(H5N1-008 #BR) % & deit 4963 4 OHEERE 12kt L, 7 ¥ 23 M & s L7z D-Pan 23 9772
[FEEfE X iz,

ABEFERE TiE. Q-Pan BRI L OV D-Pan i TR O N B LRI L OVISS ORNE iR

FEL., B9 5, MOV TIE, B2u8, 2.7.41H (BRAOLZEMEOME) L5 5 WMo~
D GRS R L OVISS (2it#k L 7=,
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®A40 FUVAVINIVHFITOFOOASO3 7 Oa/\y MEMBF IR HREMZETH L - WEBRERK : Q-Pan 70 F 0 &6/ L 1= FHEH
B
Study Formulation Population | Number of subjects Number of doses
1D (years)
Q-Pan- 18-64 680 in total 1345 in total
001 Q-Pan full dose AS03 (3.8ug HA) 152 301
Q-Pan half dose AS03 (3.8ug HA) 151 299
Q-Pan without AS03 (3.8ug HA) 78 155
D-Pan full dose AS03 (3.8ug HA) 151 298
D-Pan half dose AS03 (3.8ug HA) 148 292
Q-Pan- | Q-Pan AS03 -adjuvanted monovalent split vaccine (H5N1) 3.8 ug HA (3 18-64 Q-Pan: 2304 Q-Pan: 4539
002 lots) Placebo: 768 Placebo: 1507
HS5NI1 A/ASO3 X
H5N1 B/ASO3 Y >60 Q-Pan: 1180 Q-Pan: 2208
H5N1 C/ASO3 Z Placebo: 371 Placebo: 733
Placebo
Total Total of Q-Pan vaccine recipients 3865 7502
Total of HSN1 vaccine recipients — any formulation 4164 8092
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R4 MIAVINIIFTOFUODASO3 7L/ FFEMBEH 2T HREMETME L -HWBRER : D-Pan DO F U 2HALBEH
B
Study Formulation Population | Number of subjects Number of doses
1D (years)
H5N1- | AS03 (2 lots)-adjuvanted monovalent split vaccine (H5SN1) 3.8 ug HA (2 18-60 961 in total 1907 in total
002 lots) 240 478
H5N1 A/ASO3 X 239 475
H5N1 A/ASO3Y 242 477
H5N1 B/ASO3 X 240 477
H5N1 B/ASO3 Y
H5N1- | Monovalent AS03-adjuvanted split vaccine (HSN1) (HA 3.8 pg) 18-60 200 in total 400 in total
007 Monovalent AS03-adjuvanted split vaccine (H5SN1) (HA 7.5 pg) 50 for each formulation 100 for each formulation
Monovalent AS03-adjuvanted split vaccine (HSN1) (HA 15 ng)
Monovalent AS03-adjuvanted split vaccine (HSN1) (HA 30 ug)
HS5NI1- | Monovalent AS03-adjuvanted split vaccine (HSN1) (HA 15 pg) 18-60 3397 6664
008 =60 405 801
Total D-Pan vaccine recipients >18 4963 9772

"G°G6°¢



2.5.5.

2.5.5.1. REWEEAE

Bl SO % B9 5 72 O O IE 72 FUE I IMET S LTV 723, “Note for Guidance on
Harmonisation requirements for influenza vaccines” (CPMP/BWP/214/96) Ti. Bt DFEEL
ORI FE TOERRER 22 & VR L O EHIER ORGSR T 2 IUET — % D
MERSNTVD,

NVA TN WU T FrOReEMnS XORINGZ T 572012, #BREICEE HEE
~NOFRANTARE LT, U7 F o408 % 7 A OFHENM TGk T 2 RrEds KO eHHo
FeEER I L O OEIEE 2K 42 (RFrEOREER) 3 X0 43 (2HMEOREEIR)
\RT, ZOMOT X TOERIL, Q-Pan-001 33 L O Q-Pan-002 iRER T34V 7 F o #fl%L
21 B OFREHMF (F72bb, F4R BET) LF 84 HE CORIRBRBIMPICiET D 2
Ll L7z, D-Pani BRCiX, 1 RIEBOY 7 F U H:fE% 21 HEOREEHM T L 2B BT 7 5
CHEERERS 30 HEOFRAERFF (bbb, FHS1HET) KT &b L,

18 kLA & %5 & L7= Q-Pan-002 FABRICEI L TlX. 18~64 Dk A & 65 mkLh b Eing
TR Lo L eVERHIAS R A m T, BRARAE AR (O 5. 53.53) ICificsihiTnd
LBV, 18~647% & 65w EOMAEEE £721% CHMP IC L VW EF S -l E  (18~60 kD
AL 61 L EDEIRE) OWTIVTHEITLTH, 20X ) ZefFiiEo N DHEHEN~7 e
77 AMTIEIL T, Lo T, B D4R E X 0 (28-S XN L2356 oR etk
OffFmbITl T2 Lz d LB bND, £z, 60~64 %D T 7 F U HHEF (1324) 1%
18~64 I DAFWRE D 5.7%% HO TN DI X 70\ 2 & ZHRFICEE T, 18~60 kD% A
& 61 LA Lo &g TR L 7T C b FERO MR MG B D FIREMEIZ E DO TEV, &
BT, FlORIBRICERZR <. W OFEEZ E T 18 sl EOWRE x5 L LTAK
F OIS ZREFT L TV HRICHERKLETHY (27341HSH) | TO72H, TXTORK
NTOHTNRE - LU THD,

TARCORBCIE, 7 HIOMEMB GRS S REEERIRESMER & LTl 72,
FRESMERIE, MG SN BERA 2 EMAHR L. T D%, ICH ERREZEME

(MedDRA) 1=t TS £ UM & 21— FAL Lo, 45 S s g1, o iokas
([CHEHRE 2T,
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42 BFAEOREERE S UVEEER7—I

Adverse event Intensity grade Parameter
Studies Q-Pan-001 and Studies HSN1-002, HSN1-007
Q-Pan-002 and H5N1-008

Pain at injection site 0 Absent

[u—

Painful on touch

2 Painful when limb is moved (or requires repeated use of
pain relievers*)
3 Pain that prevents normal activity
Redness, swelling, 0 <20 mm Absent
ecchymosis, induration 1 >20 to 50 mm Largest surface diameter <20mm
2 >50 to 100 mm Largest surface diameter >20 to
<50mm
3 >100 mm Largest surface diameter >50mm

* studies Q-Pan-001 and Q-Pan-002

F43 ZEHOREERSLIUVEEERYY—IL

Adverse event Intensity Parameter
grade
Studies Q-Pan-001 and Q-Pan- Studies HSN1-002, H5N1-
002 007 and HSN1-008
Fever 0 <38.0°C <37.5°C
1 >38.0-38.4°C >37.5°-<38°C
2 >38.5-38.9°C >38.0°-<39°C
3 >39.0-40.0°C >39°C
4 > 40.0° C (reported as SAE) -
Headache, fatigue, 0 Normal
arthralgia, myalgia, 1 Symptom that is easily tolerated/ no interference with normal
shivering, sweating activity
increase 2 Symptom that interferes with normal activity (or requires
repeated use of pain relievers™®)
3 Symptom that prevents normal activity (or requires intervention
of a physician/healthcare provider*)

* studies Q-Pan-001 and Q-Pan-002

T RTORBRTIL, RRBE(EER JOEEBRE I L, 1B O W7 DRI 0
TH, EERAFEFEPRETIE, BEOICHET LR L, EELHBISh D HFE
FLROERITIRRFEMFH B EICHE L, ERLOBRRBROFEMMOILE (GCP) (ZHEHLL T
e LTz, BERAEERES LT, RECAE UG E LS AVWER EOHKEET, HICE
L6, EfmEENTHO, EEMERSICHD S D, ABEIZARBIMOMER 2 /3
RO, WREOFOERFW/IEREELZRTHLOLER L, IHIT, HRH &2 EHEIC
EH LY, EROEHRD LI BBERICELRE 5 ICHNBE I3 BLE 2 LB L35
EFRNCEE e FR (B, BEE E RS, ARG EE I ABICB O CERERE
VB LT 57 LAXF—WRE IR, MR EIIIABRITIEE DRV EORESR) (1
HEETHD LMW LT,
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2.5.5.

ARHFEIZD DD LT XTORBRTIL, RigBRHIHT, $72bb, 1 B0V 7 F 8k
K164 HH (5 180~182 H) OEHELRAHFHFRAIT 52 & & L7z, H5N1-002 :BR T3,
TEFHMEE T (Fbb, # 51 HET) OREMHAENTOI., FENRE SN TN5D,
Q-Pan-001 3Bk, Q-Pan-002 7Bk, HS5N1-007 3B+ & O HSN1-008 35 CTl%, BifE, i 180
HE72135 182 H £ TOMKFLEMREDZ 2T —Z PG o T\ 5,

Q-Pan-001 &k ¥ &L OV HSN1-008 3R Tl #r7z 7Bl L 72187 L (New Onset of
Chronic Disease : LL T, NOCD ¢184) THHLEEXONDT X TCORFERFLLEET D L
IR LEANCEGE LTz, UTFTOTRCICHYT 256, TOHFEHFESEZ NOCD L A7
L7z,

o N—ATAUFHERHCHIEE T, BRSO 0

o B THCREETH Y | A TE RN L0

o EBOBBINCANLS B 12 ICRINCE LS E T XA & 72 5 THEMEAS L
LR HIT T 5 & 0

MR ClT, BEIEEE 213V 7 F o8 L OREBBROGEII) DD 5T, SRR
(1EIBDOU 7 F o 946% 180 H £ T) OF7-IZE L@ MEEHE (NOCD) ICEET 54
EEHL AR LT,

H5N1-008 55k Tl JRBRETEMOFNIZIE-S & NOCD H4 O 2 i L7-, 51T,
GSK Biologicals tE:23 9 _ T ORFEINA FHF G A ML L CTHER L. NOCD % #5% S 7= AlREME
D& D IEPEIR B E T ITIEIR - BURIZEET 2 FANCHE LAGR S 72 U 2 R &2 T NOCD
ERIRENDAREND B DA EFR AT LT,

H5N1-008 5B Tl, 2IEBREIM I3 AE Lm 2 OO ESLANCEERFL T, — k7
P E TR b DIZ O T hitsk Lo, BERMBEAEELIIEMOZELLEL TS
L O 7pREET, —MREERDH D VTR EEIIV I FUBREO D OEE D% & ITEE
B2 D EERINDEFIICEHERFEL L £TIRRE(TEM O AR IS T L7,
Z D%, GSK Biologicals tE23 2415 D FRZMNL U CHERR L, FRNFEN THE L 7= — i)
BREBY A NEHWT—HLIEFEREMB ORI, EFHICEERERICEY T H6E
ERERE LT,

Q-Pan-001 35 JT* Q-Pan-002 FABR CTiX, il 4 DFRFEIMERICONT, M H2DEHIZL S
ABE, BRBMBEAREIIZOMO T ENOZZOEEETSE (EM) OBEOERICH
T E D EREEOZZOR WA HERE EN L, EREEOZZ 20N E T 5 HRIT,
1EADOY 7 F o BfE%RK 6 » HET (Q-Pan-001 3&ABR) 721X 14 E T (Q-Pan-002 iAER)
OEIEBRMMPIC RSS2 & & Lz,
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IRBRE EEL, BE AR SN IIFEERAEFRIIET 7 — 42, & T LI
TERCT DAERIEREZE (CRF) OIERFAAZEICHESGL Lz, EERAEFEFROMEIT OV TIL,
FHRTLICAFARERT X TOFRE TE LR FEMICEHNOEE A EFLRE FITFLH
U CIRBRETRERD (72354 N EA Lo b | 24 KEFLINIC GSK Biologicals (2
EfToZE LT,

EE B O
B SISk O EIEE NI WS N7 L — RE2£ 2 BLOFE 43 1-77,

TRBRIE T Sy SN BR A H F R 2T N TOREIMER O BEiE LTI BREEE
BIASEHE L. ROBT TV —DWF RS LT,

1 (BE) =AZIREBTE, PMREVDTNTH Y AHAERICSENROREDOR EHRR
2 (PR = HEARICKEZ R TREDONRRA HFEFR

3 (HE) =@EOREEENEDRVEBEOHEER (RADOSLE, BT, BTty
TR EETD)

Q-Pan-001 &R 36 L OF Q-Pan-002 7ABR Tld, # 44 (TR TSI 2RI L D REICE S &
MO EE R L OWRE Y o SEVE O EAERE 2 1RBR BT E R 2SR L 7=,

& 44 Q-Pan-001 LUV Q-Pan-002 HERIZHITE Y VINHEDEEENTES

Grade Definition

Grade 0 (none) No palpable nodes, or all nodes < 1 cm (pea-sized), mobile, and non-tender

Grade 1 (mild) At least one node > 1 cm (pea-sized) but less than 2.5 cm (cherry-sized), but mobile
and non-tender or tender only with firm pressure

Grade 2 (moderate) | At least one node > 2.5 cm (cherry-sized) or tender to light touch or spontaneously
reported as painful, but not causing significant limitation of normal everyday
activities.

Grade 3 (severe) At least one node that is tender to light touch or spontaneously reported as painful
AND causing significant limitation of normal everyday activities. Any one of
palpable fluctuance or heat, fixation to underlying tissues, or visible erythema. If
ulceration or drainage is present, must also report as SAE.
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HEeRiELTLHRER

2.7.4.1.1 THIZFE#H D £ BV . GSK Biologicals #L1% AS03 7 ¥ = /3> k& RN L 7= H5N1 &Y
U7 F T2 Q-Pan £721% D-Pan D N & %[5t & U CTHENE L7 THEAORBRTH L
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2.5.5.2. KK RONIIEEELEEER
2.5.5.2.1. BEMER

2.5.5.2.1.1. Pivotal B : Q-Pan-001 $ & U Q-Pan-002
BFTER

JRFTEORFERESR (R TOBEEEEITEEOFES) O 1 BEMSH T ORBIFE LK 45
(Q-Pan-001 #kB%) . # 46 (Q-Pan-002 7klk, 18~64 DK AN) B L UF 47 (Q-Pan-002 ik
Br. 65 Ll Eoming) (R, BB H 720 OFFTIIE 2 ORERRFR G E (5 5.
53.5TH) IZRC# L7,

18~64 i DAERE 2 Mt U7-fE R, MR & B IEHEAIER N S - & b RBLROE W
AT DR EREIR T > 72, Q-Pan-001 FRBR TiX, TN IT AS03 7 ¥ =3 R &SI
U 7= S5 2 Bl S LT BRE D 72.9~85.2%|T3RD HILT-AS, T ¥ 2N RIETRINELAI Tl
HREIERWIEEE (148%) 2Lz, LovL, BEOHRZIOWTIE, 7V 30 MM
AT HIBLRITIE - 72 (0.6~4.0%) , F72. Q-Pan #ff & D-Pan $fE & O DA EEIX
RBOHNRD DT, TOXIRFERNS, HE SN2 TOESIAIEFICRT L TT ¥ an
¥ MRIMEDOHEDRITZZ T ERE 2L DO TR 72h, EE OFFHALIR (X86
M2 & > 72, Q-Pan-002 iBR CTlE, TEGHBAE (R COEEES LOEE) ORBLEIT Q-
Pan-001 ABRIZ 31T 2 B LI L T,

MR CIE, TEGHEAL R AR IS L OVESHBAIERR O R BRI T EFHEAEIR I R TE b T
B (TVany MEEERININLEZT 7 F UK TENTN 2.3~4.9%F L 6.0~
9.1%) . ZDOFERXTHEEDIEROFE X727, Q-Pan-001 5Bk TEH L N7 R IR
SINDHEBY, AS03 T Vo NOIRMEEZEEDO-EIZ LG, 20X 5 eiEko%
BUREDME T 2 m A A b,

Q-Pan-002 3R CTEEnE IZ OV THFT LGSR, ERE & F URPFTMERIS 7 2 7 7 A /L)
B BTN, RAITEEARD & EREAIEIRE DR BENE TR - 72 (58%%f 80.5%) ,
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& 45 Q-Pan-001 HERICBITHETHEEES L VEEDNRHERFERORRE VY FUEEIR—)

Study (schedule) N Intensity Pain Redness Swelling

% 95%ClI % 95%CI % 95%CI
Group LL UL LL  |UL LL UL
Q-Pan-001 (2 dose schedule at 0, 21 days) in 18 to 64 years old
HS5NT1 split Quebec 301 Total 81.7 76.9 85.9 2.3 0.9 4.7 6.0 3.6 9.3
(HA 3.8ug) ASO03 full 301 Grade 3 4.0 2.1 6.9 0.0 0.0 1.2 0.0 0.0 1.2
HS5NT1 split Quebec 299 Total 74.9 69.6 79.7 0.7 0.1 2.4 3.7 1.9 6.5
(HA 3.8ug) AS03 half 299 Grade 3 0.7 0.1 2.4 0.0 0.0 1.2 0.0 0.0 1.2
H5N1 split Quebec 155 Total 14.8 9.6 21.4 0.0 0.0 2.4 0.0 0.0 24
(HA 3.8pg) 155 Grade 3 0.6 0.0 3.5 0.0 0.0 2.4 0.0 0.0 2.4
H5N1 split Dresden 298 Total 85.2 80.7 89.1 4.0 2.1 6.9 9.1 6.1 12.9
(HA 3.8ug) AS03 full 298 Grade 3 3.7 1.9 6.5 0.0 0.0 1.2 0.0 0.0 1.2
HS5NT1 split Dresden 292 Total 72.9 67.5 78.0 2.1 0.8 4.4 3.4 1.7 6.2
(HA 30pg) ASO03 half 292 Grade 3 1.0 0.2 3.0 0.0 0.0 1.3 0.0 0.0 1.3

N = number of doses followed by at least one solicited symptom sheet completed;
% = percentage of doses followed by a report of the specified symptom;
95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit

Grade 3 pain = severe pain that prevents normal activity; Grade 3 redness, swelling = largest surface diameter >100mm
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F 46 Q-Pan-002 SAERMD 18 M5 64 BDBEREICE TIETHEEES SUVEEREDHRERFERORERE (B HV/FUEEIFR—F)

Study (schedule) N Intensity Pain Redness Swelling
% 95%ClI % 95%ClI % 95%CI

Group LL | UL LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in 18 to 64 years old
H5NT1 Quebec 4453 | Total 80.5]1793 81649 |43 [56 |71 |63 [7.8
(HA 3.8ug) + ASO3 | 4453 | Grade 3 36 (31 [42 |01 [00 [02 0.1 [0.0 [0.2
Placebo 1482 | Total 14.0 [ 123159105 [02 [1.0 ]0.5 [02 |1.0

1482 | Grade 3 04 (01 [09 |00 [00 [02 0.0 [0.0 |0.2

N = number of doses followed by at least one solicited symptom sheet completed;

% = percentage of doses followed by a report of the specified symptom;

95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit

Grade 3 pain = severe pain that prevents normal activity; Grade 3 redness, swelling = largest surface diameter >100mm

F 47 Q-Pan-002 FAERMD 65 LI LDHWERBICHITIETHNEREES LFVEEDRERFMERDOREE BV IV FoEEaR—F)

Study (schedule) N Intensity Pain Redness Swelling
% 95%CI % 95%ClI % 95%CI

Group LL | UL LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in >64 years old
H5N1 Quebec 2194 | Total 58.01559(60.1 |57 |48 [68 |61 |51 |72
(HA 3.8ug) + AS03 | 2194 | Grade 3 0.8 [05 |12 0.0 [00 |02 |]0.0 [0.0 |0.3
Placebo 727 Total 80 | 6.1 [102]0.1 |00 [08 |01 [0.0 [0.8

727 Grade 3 03 (00 [1.0 00O [0.0 [05 0.0 [0.0 [0.5

N = number of doses followed by at least one solicited symptom sheet completed;

% = percentage of doses followed by a report of the specified symptom;

95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit

Grade 3 pain = severe pain that prevents normal activity; Grade 3 redness, swelling = largest surface diameter >100mm
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EHMEORFEER (R TOREEEITEE) O 1 EHEERH - D OFBIR LK 48 (Q-Pan-
001 #BR) . & 49 (Q-Pan-002 iBR, 18~64 kDK A) L VF 50 (Q-Pan-002 FRER, 65 7%
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HRARIIFEETH -T2,

Q-Pan-002 7Bk Tlx, EHMEOFRFEIERORBERITEEE (65l L) DIF 2 BME-
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& 48 Q-Pan-001 RBRITHEITHILTHEEES S VEETIV IV FUERLEENH DI EEAONINELFEROREE BV Y FUEE
ak—Fk)
Study (schedule) N Relationship to Fatigue Fever Headache Muscle aches Shivering
Vaccination/ % 95%CI % 95%CI % 95%CI % 95%CI % 95%CI
Group intensity LL [ UL LL | UL LL | UL LL |UL LL |UL
Q-Pan-001 (2 dose schedule at 0, 21 days) in 18 to 64 years old
H5N1 split Quebec 301 Total 292 [ 242 | 347 |17 |05 |38 |312|26.0 |36.8 |36.5 |31.1 [423 [83 |54 12.0
(HA 3.8ug) ASO03 full | 301 Grade 3 2.7 1.2 |52 00 |00 |12 |37 1.8 |64 |40 |21 69 |20 |07 |43
301 Related 289 1238 [344 |17 |05 |38 |272 |223 326 (355 ]30.1 [41.2 |83 |54 12.0
H5NI1 split Quebec 299 Total 21.7 1172 [ 269 | 1.7 |05 |39 [264 |21.5 |31.8 [39.8 |24.6 [353 |77 |49 11.3
(HA 3.8ug) AS03 half | 299 Grade 3 1.0 [02 |29 00 |00 [12 |07 [0.1 24 |13 [04 |34 [0.0 |00 1.2
299 Related 207 | 163 1258 | 1.0 |02 |29 241 [193 [293 |274 [224 (329 |64 |39 |97
H5N1 split Quebec 155 Total 129 | 8.1 192 |00 [00 |24 206|146 |279 |11.0 |6.5 17.0 | 3.2 1.1 7.4
(HA 3.8ug) 155 Grade 3 1.3 102 [46 00 |00 |24 |06 |00 |35 [06 |00 [35 00 |00 |24
155 Related 123 [ 7.5 185 [00 [00 |24 16.8 | 11.3 | 23.6 | 10.3 | 6.0 162 | 3.2 1.1 7.4
H5N1 split Dresden 298 Total 30.2 [25.0 | 35.8 [ 4.0 |2.1 6.9 [30.2 |250 [358 [41.6 |36.0 [47.4 | 104 | 7.2 14.4
(HA 3.8ug) ASO03 full | 298 Grade 3 1.3 [04 |34 00 (00 |12 |23 [09 |48 1.0 102 [29 103 [0.0 1.9
298 Related 27.5 1225 [33.0 |37 1.9 |65 |[282 232 (337|386 [33.0 444 |87 |58 12.5
H5N1 split Dresden 291 Total 32.3 [27.0 | 38.0 | 3.8 1.9 |67 |289 |237 [344 309 [257 |36.6 |62 |37 |9.6
(HA 30pg/ AS03 half) | 291 Grade 3 07 [01 25 03 (00 [19 14 [04 |35 |21 08 |44 |10 |02 ]3.0
291 Related 31.3 126.0 | 369 | 3.8 1.9 |67 |27.1 [22.1 [32.6 |]302 [25.0 |359 |62 |37 |9.6

N = number of doses followed by at least one solicited symptom sheet completed; % = percentage of doses followed by a report of the specified symptom;
95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit
Grade 3 = severe (symptom that prevents normal activity); Grade 3 fever = >39°C
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# 48 Q-Pan-001 HRICEITHLETHNEEESSVEETI I FURELEENH I EEAONIRELHERORRE (B F U #HE
ak—Fk) (#®E)

L0l d-g6¢

Study (schedule) N Relationship to vaccination/ Sweating Joint pain at other location
intensity % 95%CI % 95%CI
Group LL | UL LL | UL
Q-Pan-001 (2 dose schedule at 0, 21 days) in 18 to 64 years old
HS5NT1 split Quebec 301 Total 8.3 5.4 12.0 21.6 17.1 26.7
(HA 3.8ug) AS03 full 301 Grade 3 1.0 0.2 2.9 2.7 1.2 52
301 Related 8.3 5.4 12.0 20.9 16.5 26.0
HS5NT split Quebec 299 Total 4.7 2.6 7.7 14.7 10.9 19.2
(HA 3.8ug) ASO3 half 299 Grade 3 0.0 0.0 1.2 0.7 0.1 24
299 Related 4.3 2.3 7.3 12.4 8.9 16.7
HS5NT1 split Quebec 155 Total 3.9 1.4 8.2 9.0 5.0 14.7
(HA 3.8ng) 155 Grade 3 0.0 0.0 2.4 0.6 0.0 3.5
155 Related 3.9 1.4 8.2 8.4 4.5 13.9
HS5NT1 split Dresden 298 Total 9.1 6.1 12.9 22.5 17.9 27.7
(HA 3.8ug) ASO03 full 298 Grade 3 1.0 0.2 2.9 1.0 0.2 29
298 Related 8.4 5.5 12.1 21.8 17.3 26.9
HS5NT1 split Dresden 291 Total 7.9 5.1 11.6 17.5 13.3 22.4
(HA 30pg/ ASO3 half) 291 Grade 3 1.0 0.2 3.0 1.4 0.4 3.5
291 Related 7.9 5.1 11.6 16.8 12.7 21.6

N = number of doses followed by at least one solicited symptom sheet completed; % = percentage of doses followed by a report of the specified symptom;
95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit
Grade 3 = severe (symptom that prevents normal activity)
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F 49 Q-Pan-002 FRERMD 18 EH\ D 64 BDBREICH T IETHNEEESLIUVEETIIFUBRELEAENADHI EEZONIBFELHER

DORRE BRIV FUEEIR—F)

Study (schedule) N Relationship to | Fatigue Fever Headache Muscle aches Shivering
Vaccination/ % 95%CI % 95%CI % 95%CI % 95%CI % 95%CI
Group intensity LL | UL LL | UL LL | UL LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in 18-64 years old
H5N1 Quebec 4449 | Total 272125928628 |23 |33 [27.8]265]29.2|39.3|37.8]40.7|12.0|11.0] 13.0
(HA 3.8ug) + AS03 | 4449 | Grade 3 21 (17 [26 |06 [04 [09 |21 [1.7 [26 |23 |19 [28 |13 |1.0 [1.7
4449 | Related 2521240126523 |19 |28 |251[239]264|372(358]38.6]11.1[10.2]12.1
Placebo 1483 | Total 158 140178124 |16 |33 |213(192 (235|133 [11.6|151]|7.1 [58 |85
1483 | Grade 3 14 (09 [22 |07 [03 [12 |18 [1.1 [26 |1.1 |07 [18 |06 |03 [1.1
1483 | Related 136 | 119|154 |13 |08 [2.0 [17.1]152]19.1[11.5]99 |133([57 |46 |70
Study (schedule) N Relationship to | Sweating Joint pain at other
vaccination/ location
intensity % 95%CI % 95%CI
Group LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in 18-64 years old
H5NT1 Quebec 4449 | Total 82 [74 9.1 |188]17.6]19.9
(HA 3.8ug) + AS03 | 4449 | Grade 3 06 [04 |09 |13 [10 |17
4449 | Related 7.5 |67 |83 |17.7]16.6 | 18.8
Placebo 1483 | Total 54 143 |67 |79 166 |94
1483 | Grade 3 07 [04 |13 05 [02 |1.1
1483 | Related 42 [32 |53 |67 |55 |8.1

N = number of doses followed by at least one solicited symptom sheet completed; % = percentage of doses followed by a report of the specified symptom;

95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit

Grade 3 = severe (symptom that prevents normal activity); Grade 3 fever = >39°C
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50 Q-Pan-002 HERD 65 BULDWEREIZETEIETHNEEESLVEETI IV FUOBELEENHIEBZAONIBNELRERDRE

BE (BOVFUoEEITR—F)

Study (schedule) N Relationship to | Fatigue Fever Headache Muscle aches Shivering
Vaccination/ % 95%CI % 95%CI % 95%CI % 95%CI % 95%CI
Group intensity LL | UL LL | UL LL | UL LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in >64 years old
H5N1 Quebec 2190 | Total 1521137168 | 1.6 | 1.1 [22 |144 129|159 [21.1]194[228 |55 |46 |6.5
(HA 3.8ug) + AS03 | 2190 | Grade 3 08 (05 [13 Jo1 [00 [04 |04 (02 [08 |07 |04 [1.1 |04 |02 [0.7
2190 | Related 135121 (150 1.1 |07 [1.7 | 124 [11.1 [139]19.7|18.1 [21.5]48 |39 [5.8
Placebo 727 Total 106 [ 84 [13.1]08 |03 [18 |102 |81 [126]|87 |67 [11.0]|3.7 [25 [54
727 Grade 3 07 [02 [16 |00 [00 [05 |04 |01 [12 06 |02 [14 |04 |01 [1.2
727 Related 92 |72 [116]06 |02 [14 |81 |62 [103[74 |56 [96 [22 |13 [35
Study (schedule) N Relationship to | Sweating Joint pain at other
vaccination/ location
intensity % 95%CI % 95%CI
Group LL | UL LL | UL
Q-Pan-002 (2 dose schedule at 0, 21 days) in >64 years old
H5N1 Quebec 2190 | Total 23 | 1.7 |31 [115]102]129
(HA 3.8ug) + AS03 | 2190 | Grade 3 0.1 [00 |03 04 [02 |07
2190 | Related 2.1 | 1.6 |28 [103[9.0 |11.6
Placebo 727 Total 2.3 14 |37 |63 |47 [83
727 Grade 3 03 (00 [1.0 |03 [0.0 [1.0
727 Related 1.7 [09 [29 |44 [3.0 |62

N = number of doses followed by at least one solicited symptom sheet completed; % = percentage of doses followed by a report of the specified symptom;

95% CI = exact 95% confidence interval; L.L. = lower limit, U.L. = upper limit

Grade 3 = severe (symptom that prevents normal activity); Grade 3 fever = >39°C
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2.55.2.1.2. #4} D-Pan &% H5N1-007. H5N1-008 # & UF H5N1-002
BfrE &K U2 HER
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DU FUEREOAFREE TH D,
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AL TRIFISEDRERE TR LTz, D7 F oy MIORERIZHOWTIL, H 2 OEEIRRIERE
£ (G SHER, 5.3.5H) ICRHEi L,

ASO3 7 V=N REIRIN LY 7 F U BE%IGGRD b8 6 T AU LA IR T,

o AR IO EEMORTEIEWRICE LT, ASO3 TV 23 hERMLEZ N A7)0
T VU F DRI T v T 7 A NCHUR A B RITER O b o T,

o 61U EOEIBE TITR AT TR OB R IMED - 7=,
o FLEAEDIERNBBE/LNLFEETH T,

o JEHFHEBALEIEIL 18 LA LD AIZ S o & L Z RO LN RATER Th - 72, WAID
FEEIC LV | FEREBALEIREIL 3 DORBRITHEA AN BTz 18~60 ik DR ANIZXTT 5
H5N1-AS03 U 7 F U BHFED 9 5 76.6~83.0% Tl 41, H5N1-008 iRBR O il ©

BHFED 54.1%IZ580 HivTz, B OFESEAEIR OF BRI, 18~60 s DAL
TITHBERRRIEL D 0~3.7%, H5N1-008 BRI &Gk S 7z 61 UL EO &g Cliaepfi
D 0.5%IZFBO bz,

o UWVWTNOFREL S, . BRIER LOER A B L RaHER Th o7,
e H5NI1-002 3Bk & HSN1-007 FERDOM T, HA38 ug & A D AS03 7 ¥ 23 M &L
72U 7 F AT KD RS X ORI O R EREIR DR BRI R 22 2T b )

STz, HEDIERDOFEIRMMENZ L5, REBRE TRRO b ZRIRIS DZEZEFHIC
BHEQRLOTITRWE I LT,
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U EOFRERNS, TVa2_X M2 LT 7 F 0 TIET ¥ 230 FIERMEANZ L~
BIRENRZ < RO b=, BEDRFHER X OEE MO RFEER OB RITL - 7=,
ASO03 7V 2 FETIMLT=RIFN DU 7 F RS IS SIUIERITIE & A E VA 7
WL ETHY . BAURNICHELE, XoT, WFhoIFID 7 a7 7 4 b ERKIIC
TFELIDEBEZ LN,
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% 51 H5N1-007, H5N1-008 & U H5N1-002 SRERICE T AL THEEES FUVEREDHERMEROREE (IO FoEEakR—)

H5N1-007 18-60 years

HS5N1/30/AS03 HSN1/15/AS03 HS5N1/7.5/AS03 HS5N1/3.8/AS03
95 % CI 95 % CI 95 % CI 95 % CI
Symptom Type N n % LL UL N n % LL UL N n % LL UL N n % LL UL
Ecchymosis All 98 2 2.0 0.2 7.2 100 | 5 5.0 1.6 11.3 100 | 5 5.0 1.6 11.3 102 | 8 7.8 34 14.9
(mm) Grade 3 98 0 0.0 0.0 3.7 100 [ O 0.0 0.0 3.6 100 | O 0.0 [ 0.0 3.6 102 | 0 0.0 [ 0.0 3.6
Induration (mm) All 98 25 25.5 17.2 353 100 | 19 19.0 11.8 28.1 100 | 19 19. 11.8 28.1 102 | 18 17. 10.8 26.4
0 6
Grade 3 98 0 0.0 0.0 3.7 100 | 5 5.0 1.6 11.3 100 | 4 4.0 1.1 9.9 102 | 1 1.0 [ 0.0 5.3
Pain All 98 79 80.6 71.4 87.9 100 | 83 83.0 74.2 89.8 100 | 83 83. 74.2 89.8 102 | 84 82. 73.6 89.2
0 4
Grade 3 98 2 2.0 0.2 7.2 100 2.0 0.2 7.0 100 | O 0.0 [ 0.0 3.6 102 0.0 [ 0.0 3.6
Redness (mm) All 98 11 11.2 5.7 19.2 100 | 13 13.0 7.1 21.2 100 | 17 17. 10.2 25.8 102 | 14 13. 7.7 22.0
0 7
Grade 3 98 1 1.0 0.0 5.6 100 | 5 5.0 1.6 11.3 100 | 5 5.0 1.6 11.3 102 20 [ 02 6.9
Swelling (mm) All 98 10 10.2 5.0 18.0 100 | 15 15.0 8.6 23.5 100 | 13 13. 7.1 21.2 102 | 12 11. 6.2 19.6
0 8
Grade 3 98 0 0.0 0.0 3.7 100 | 6 6.0 2.2 12.6 100 | 5 5.0 1.6 11.3 102 | 1 1.0 | 0.0 53
HS5N1-002 18-60 years
HS5N1-AS03 (pooled lot groups)
95 % CI
Symptom Type N n % LL UL
Ecchymosis (mm) All 1898 76 4.0 3.2 5.0
Grade 3 1898 3 0.2 0.0 0.5
Induration (mm) All 1898 334 17.6 15.9 19.4
Grade 3 1898 20 1.1 0.6 1.6
Pain All 1898 1453 76.6 74.6 78.4
Grade 3 1898 52 2.7 2.1 3.6
Redness (mm) All 1898 456 24.0 22.1 26.0
Grade 3 1898 19 1.0 0.6 1.6
Swelling (mm) All 1898 519 27.3 25.3 29.4
Grade 3 1898 43 2.3 1.6 3.0
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H5N1-008 18-60 years

H5N1/15/AS03 Fluarix Placebo
95 % CI 95 % CI 95 % CI

Symptom Type N n % LL UL N n % LL UL N n % LL UL
Ecchymosis All 6589 356 5.4 4.9 6.0 1123 39 3.5 2.5 4.7 1102 31 2.8 1.9 4.0
(mm) Grade 3 6589 11 0.2 0.1 0.3 1123 0 0.0 0.0 0.3 1102 1 0.1 0.0 0.5
Induration (mm) All 6589 1610 244 | 234 | 25.5 | 1123 199 17.7 | 15.5 | 20.1 1102 41 3.7 2.7 5.0

Grade 3 6589 177 2.7 2.3 3.1 1123 10 0.9 0.4 1.6 1102 0 0.0 0.0 0.3
Pain All 6589 5377 81.6 | 80.6 | 82.5 | 1123 724 64.5 | 61.6 | 67.3 1102 173 15.7 13.6 | 18.0

Grade 3 6589 246 3.7 3.3 4.2 1123 6 0.5 0.2 1.2 1102 2 0.2 0.0 0.7
Redness (mm) All 6589 1729 262 | 252 | 27.3 | 1123 281 25.0 | 22.5 | 27.7 1102 93 8.4 6.9 10.2

Grade 3 6589 296 4.5 4.0 5.0 1123 17 1.5 0.9 2.4 1102 1 0.1 0.0 0.5
Swelling (mm) All 6589 1531 232 [ 222 | 243 | 1123 176 15.7 | 13.6 | 17.9 1102 42 3.8 2.8 5.1

Grade 3 6589 230 3.5 3.1 4.0 1123 12 1.1 0.6 1.9 1102 0 0.0 0.0 0.3
HS5N1-008 >60 years

HSN1/15/AS03 Fluarix Placebo
95 % CI 95 % CI 95 % CI

Symptom Type N n % LL UL N n % LL UL N n % LL UL
Ecchymosis All 798 32 4.0 2.8 5.6 133 3 2.3 0.5 6.5 132 3 2.3 0.5 6.5
(mm) Grade 3 798 2 0.3 0.0 0.9 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Induration (mm) All 798 148 | 18.5 | 159 | 21.4 | 133 17 12.8 | 7.6 19.7 132 5 3.8 1.2 8.6

Grade 3 798 13 1.6 0.9 2.8 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Pain All 798 432 | 54.1 | 50.6 | 57.6 | 133 36 27.1 | 19.7 | 35.5 132 8 6.1 2.7 11.6

Grade 3 798 4 0.5 0.1 1.3 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Redness (mm) All 798 217 | 27.2 | 24.1 | 30.4 | 133 34 25.6 | 184 | 33.8 132 16 12.1 7.1 18.9

Grade 3 798 37 4.6 3.3 6.3 133 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Swelling (mm) All 798 177 | 22.2 | 19.3 | 252 | 133 15 113 [ 6.5 17.9 132 4 3.0 0.8 7.6

Grade 3 798 23 2.9 1.8 4.3 133 1 0.8 0.0 4.1 132 0 0.0 0.0 2.8

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

95%CI= Exact 95% confidence interval
LL = lower limit, UL = upper limit
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# 52 H5N1-007, H5N1-008 & U H5N1-002 SRERICE T AL THEEES JFVEREDRHEEREREREEXE (BRI VO FoEEaR—)

H5N1-007 18-60 years

H5N1/30/AS03 H5N1/15/AS03 H5N1/7.5/AS03 H5N1/3.8/AS03
95 % CI 95 % CI 95 % CI 95 % CI

Symptom Type N n % LL UL | N n % LL UL [N n % LL UL [N n % LL UL
Arthralgia Rel 98 | 8 82 | 3.6 1551100 | 17 [ 17.0 [ 10.2 | 258 | 100 | 14 [ 14.0 |79 | 224|102 | 15 | 147 | 85 | 23.1

Grade3Rel |98 [0 00 |00 |37 100 | 1 1.0 {00 |54 100 | 0 00 |00 |3.6 1021 0 00 |00 |36
Fatigue Rel 98 |31 | 316|226 |41.8|100]46 | 46.0 | 36.0 | 56.3 | 100 |32 |32.0(23.0(42.1| 102 |33 [324234 423

Grade3Rel |98 [0 00 |00 |37 100 | 3 30 |06 |85 100 | 1 1.0 {00 |54 102 | 1 1.0 [0.0 |53
Fever/(Axillary) | Rel 98 | 2 20 102 [7.2 100 | 5 5.0 1.6 11.3 [ 100 | 3 30 |06 |85 102 | 2 20 102 |6.9
(°0C) Grade3Rel | 98 | 0 00 |00 |3.7 100 | 0 00 |00 |3.6 100 | 0 0.0 |00 |3.6 1021 0 0.0 |00 |3.6
Headache Rel 98 |27 |127.6]19.037.5|100]36 | 36.026.6|46.2 | 100 |28 [28.0 | 19.5(37.9| 102 |31 |30.4 | 21.7 | 40.3

Grade3Rel | 98 |0 00 |00 |3.7 100 | O 00 |00 |3.6 100 | 0 0.0 |00 |3.6 10210 0.0 {00 |3.6
Myalgia Rel 98 |30 |30.6|21.7(40.7|100]29 |29.0(204 389 (100]22 (220|143 (314|102 |26 (255|174 35.1

Grade3Rel |98 [0 00 |00 |37 100 | 1 1.0 {00 |54 100 | 0 00 |00 |3.6 102 | 1 1.0 [0.0 |53
Shivering Rel 98 |9 9.2 |43 16.7 | 100 | 17 | 17.0 [ 10.2 | 25.8 | 100 [ 11 | 11.0 | 5.6 18.8 1102 | 12 [ 11.8 | 6.2 19.6

Grade3Rel |98 [0 00 |00 |37 100 | O 00 |00 |36 100 | 1 1.0 {00 |54 102 | 2 20 |02 |69
Sweating Rel 98 |10 | 10.2 5.0 18.0 100 | 15 [ 150 [ 8.6 | 235|100 |17 |[17.0] 10.2 | 258 | 102 | 11 | 10.8 | 5.5 18.5

Grade3Rel | 98 | 0 00 |00 |3.7 100 | 0 00 |00 |3.6 100 | 0 0.0 |00 |3.6 1021 0 0.0 |00 |3.6
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H5N1-002 18-60 years

H5N1-AS03 (pooled groups)

95 % CI
Symptom Type N n % LL UL
Arthralgia Rel 1898 256 13.5 12.0 15.1
Grade 3*Rel 1898 9 0.5 0.2 0.9
Fatigue Rel 1898 827 43.6 41.3 45.8
Grade 3*Rel 1898 43 2.3 1.6 3.0
Fever/(Axillary) (°C) | Rel 1898 205 10.8 9.4 12.3
> 39.0*Rel 1898 7 0.4 0.1 0.8
Headache Rel 1898 480 25.3 23.3 27.3
Grade 3*Rel 1898 27 1.4 0.9 2.1
Myalgia Rel 1898 889 46.8 44.6 49.1
Grade 3*Rel 1898 31 1.6 1.1 2.3
Shivering Rel 1898 116 6.1 5.1 7.3
Grade 3*Rel 1898 6 0.3 0.1 0.7
Sweating Rel 1898 165 8.7 7.5 10.1
Grade 3*Rel 1898 4 0.2 0.1 0.5

N= number of documented doses

n/%= number/percentage of doses followed by at least one type of symptom
95%CI= Exact 95% confidence interval

LL = lower limit, UL = upper limit
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H5N1-008 18-60 years

H5N1/15/AS03 Fluarix Placebo
N n % 95 % CI N n % 95 % CI N n % 95 % CI
Symptom Type LL UL LL UL LL UL
Arthralgia Rel 6587 1076 163 [ 154 17.3 1123 | 86 7.7 6.2 9.4 1102 | 34 3.1 2.1 4.3
Grade 3 Rel 6587 | 85 1.3 1.0 1.6 1123 | 2 0.2 0.0 0.6 1102 | 0 0.0 0.0 0.3
Fatigue Rel 6587 | 2234 339 | 32.8 35.1 1123 | 235 20.9 18.6 23.4 1102 | 119 10.8 | 9.0 12.8
Grade 3 Rel 6587 159 2.4 2.1 2.8 1123 | 3 0.3 0.1 0.8 1102 | 3 0.3 0.1 0.8
Fever/(Axillary) (°C) Rel 6587 | 509 7.7 7.1 8.4 1123 | 20 1.8 1.1 2.7 1102 | 10 0.9 0.4 1.7
Grade 3 Rel 6587 17 0.3 0.2 0.4 1123 |1 0 0.0 0.0 0.3 1102 | 0 0.0 0.0 0.3
Headache Rel 6587 1760 26.7 | 25.7 27.8 1123 | 203 18.1 15.9 20.5 1102 | 111 10.1 8.4 12.0
Grade 3 Rel 6587 111 1.7 1.4 2.0 1123 | 4 0.4 0.1 0.9 1102 | 4 0.4 0.1 0.9
Myalgia Rel 6587 | 2248 341 | 33.0 353 1123 | 220 19.6 17.3 22.0 1102 | 53 4.8 3.6 6.2
Grade 3 Rel 6587 131 2.0 1.7 2.4 1123 | 4 0.4 0.1 0.9 1102 | 2 0.2 0.0 0.7
Shivering Rel 6587 | 826 125 | 11.7 13.4 1123 | 55 4.9 3.7 6.3 1102 | 19 1.7 1.0 2.7
Grade 3 Rel 6587 | 62 0.9 0.7 1.2 1123 | 1 0.1 0.0 0.5 1102 [ 0 0.0 0.0 0.3
Sweating Rel 6587 | 812 123 | 11.5 13.1 1123 | 71 6.3 5.0 7.9 1102 | 42 3.8 2.8 5.1
Grade 3 Rel 6587 | 45 0.7 0.5 0.9 1123 | 1 0.1 0.0 0.5 1102 | 1 0.1 0.0 0.5
HS5N1-008 >60 years
H5N1/15/AS03 Fluarix Placebo
N n % 95 % CI N n % 95 % CI N n % 95 % CI
Symptom Type LL UL LL UL LL UL
Arthralgia Rel 798 85 10.7 | 8.6 13.0 133 11 8.3 4.2 14.3 132 4 3.0 0.8 7.6
Grade 3 Rel 798 3 0.4 0.1 1.1 133 1 0.8 0.0 4.1 132 0 0.0 0.0 2.8
Fatigue Rel 798 133 16.7 | 14.1 19.4 133 15 113 | 6.5 17.9 132 12 9.1 4.8 15.3
Grade 3 Rel 798 4 0.5 0.1 1.3 133 2 1.5 0.2 5.3 132 0 0.0 0.0 2.8
Fever/(Axillary) (°C) Rel 798 22 2.8 1.7 4.1 133 5 3.8 1.2 8.6 132 4 3.0 0.8 7.6
Grade 3 Rel 798 0 0.0 0.0 0.5 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Headache Rel 798 119 149 | 12.5 17.6 133 15 113 | 6.5 17.9 132 8 6.1 2.7 11.6
Grade 3 Rel 798 3 0.4 0.1 1.1 133 2 1.5 0.2 5.3 132 0 0.0 0.0 2.8
Myalgia Rel 798 145 182 | 15.6 21.0 133 11 8.3 4.2 14.3 132 7 5.3 2.2 10.6
Grade 3 Rel 798 4 0.5 0.1 1.3 133 2 1.5 0.2 5.3 132 0 0.0 0.0 2.8
Shivering Rel 798 24 3.0 1.9 4.4 133 3 2.3 0.5 6.5 132 5 3.8 1.2 8.6
Grade 3 Rel 798 1 0.1 0.0 0.7 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8
Sweating Rel 798 64 8.0 6.2 10.1 133 15 113 | 6.5 17.9 132 9 6.8 3.2 12.5
Grade 3 Rel 798 8 1.0 0.4 2.0 133 0 0.0 0.0 2.7 132 0 0.0 0.0 2.8

N=number of documented doses; n/%= number/percentage of doses followed by at least one type of symptom; Rel= Related to vaccination
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2.5.5.2.1.3. 79 FUORIRIGIZET S

PbZzFroHd e, QPanfEEHITIXT 7 vREI1ET ¥ 230 MERINELAIBEE G L
NTCRFER L O EE PO R EREIR ORI R N FE -T2, BIRIC, Q-Pan & H:ME L 7= WiBR
FCIX, EEHACER . . BRI KOS e EOIEROREEN EH LB, 2ok
D IIER DIF & A BIXEE TIER o Tz,

D-Pan ¥V 7 F 2 & = 3 DDAt D-Pan iR T L. FEEDRINKIL T 2 7 7 A VDR D 5
N, T2 MERIMLTET 7 F o TIET Y 230 FIERINEIANC LR CRIBOS 3% < H
BLLZ28, Ef@%%@ki@ HYEDOREIER ORBRITK D~ 7o, FURBORLRZ D 7
T B MICEE R TR O 5T (HSN1-007 5868) | BISJSOEINIE, 7¥a > b
OEIER T2 Z kﬁTWéﬂto_® E1E Q-Pan-001 R CHMERE SN TRV | fFEHE
DYEFEOT V2" NI LT2D 7 F o a8 U I B CIRRIRS 3D 72 W ME R 23 22 6
niz,

BAHNHIMrd 5 &L Q-Pan DEEMT 11 7 7 A TR L7297 _RCOERBE 2BV T
RIIZHFRL 25D THY ., EFLO Q-Pan kIS L TN D-Pan ik 418 U CHLIL T,
F72, DPan B LN Q-Pan V7 F NI X OO THEL TWDH Z ERRS T,

2.552.2. HENEEER

2.5.5.2.2.1. Q-Pan E&

Q-Pan-001 FRBRIZFU T 18~64 i DHERE 2 X GHUIEE SN FEESMER (TR CTOESE
. KBRS, EE) O 1 EEEEH - OFBFAREES3 BOH~FE 42 H) BLO#E
54 (B0 H~% 84 H) IZ/RT, Q-Pan-002 iER TULLE X7z 18~64 1k DR A L TN 65 i LA
EOEmEICBT AREIMER (TRCOEEE, KEEGRH Y, EE) O 1EHEHESHT-
DIBBREZNENRSSBLUERS CEOH~FE42H) . K5TBLUESS FHO0OH~FE
84 H) 1Z/RT,

AR OWTIE, #2808, 27430 (BRRAZEMEOME) (ZRiH LTz,

FZLL @EWRBIROFFENMEEFRITBO LT, RAOEGEE I2ITER OB G 2 D
2o Tz, Q-Pan-001 3R Tk, FHAERA (42 B E72135 84 A) IR, WTno
T ciEINTPR (D-Pan £721X Q-Pan) TH, ASO03 7 Va2V M EEEE X2
PRI LTERFNOU 7 F o BRE% O R EIMERORBBRIZFL L TR, 72 ME
FOINRFIBERERE & BFELL L T, Q-Pan-002 iABR Tl FrEIMERORBR L U 7 F Ll
FIOHAE & ORI & 037 B IIERD S e o Tz, WakR & b HEEE ORI T
B, SRR CRBRITHLLL T,
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Q-Pan-001 Bk Tt SN BBLEOmWEB b 2R ENE EHEUL, B, i, WAMESA
KRB LOBRIFNEER ThoTo, U7 F UM E OREBRN S 5 & HE SIERD 9 B,
FEELRN 25% A T=DITELOHRThoTe (T Va2 2RI LY 7 F U RETH 84
HEICHKHE 1.0~3.0%ThHo72) ., FOMDT 7 F L HAEIZ K EEIURN H 2 FBLEN 1.0%
B Z DRI, U U NEIE, SR L ONFEMEO E N Tho T,

Q-Pan-002 FABA T H . M AR RIZIEB W TREERO 7 1 7 7 A L3 18~64 Tk DN TR b
Nic, 77 vREHB LICSE, FENAERFRZRORBRE U 7 F U J{FIHAE L ORI S
DRBEIIIR SR o T, B 42 H ORER THE SNTERBROEmWEB S Z2ERIL, i
SHZC, WAMEEEAR ., L. B, WK, ERGEREB LOEMATHY . Wb SR
25%ATOIBRTHE SNz, 1 EEEEHZY 0.5% % B2 DRAFTHWE SN 7T
P L OREBRD & D & HE SNICRESA FFHGIL, B, EHEAE O B, FSHS
MBVEEB LN U RBIEDO A TH Y | HEREREE ORBLRITIEL L T\ e, HEOFENEE
FHLOWEITZT DO TR, VI F UL 77 B AR L ORIZEITFED b

-7,

%84 HETICRERINTT — X 2 Mt LIoAER, BEROEWEB L 2RI, SIEEEZE,
Mg, Bl FR. EXOERYE, S L OE 72 EOIERF R OPRIIER TH D |
2.7%LL ORI THRE SN2 b DIE7e <, Q-Pan ¥ & O LR IR SR o T,
1L0%LA EORBLERT, U7 F 45 & ORRERN & 5 & HE SN FRIT, B &R
MZEIFEKOATHY | BERIIRBIE L FRETH o7, BEOFRRIZONT HHILEIHK
<L 03% %A 5mWIBLRCTHRE SN b DX T,

Q-Pan-002 #HR THElin |2 & 0 iy S FrESMER OB B 2 5t L 725 a8 1c b, [k
DFERENE DN, U7 F B L 7T 2R ERG L ORICEITRD bhotz,
42 HOR R TR SN RBR OO S ZRERIE, WS, SRR, TH., %k,
JRB L O EXEEETH Y | T T 1LI%REOREELTH o7, WTHOEREIZB W
TH 0.5% % MR DHBELZ R LICEEOIERITZRD biLgnolc, VI F o #fEE ORIR
BARRA & 2 &HIE SV FEIE, T, EREMLE O R, ELD, SN LS K ONE
VK TH Y . WTHNDOFRRIZONWTH Y 7 F U EFERE L 7T B ARBERERED 95% CLIZ
HR D BRO LI,

% 84 A ORI CHRILEOEWWE b RERIL, SIFEA%, MR, DERETR, S, Rk
BLOEKEFETHY, TN L8N FTORBIETH -7z, VI F U HFE L ORISR
BRH D EHESHEZERT, VI FUBBLOT 7 v RBICE W CTRI%ZOME THE S,
FEEOFEZORBRIIKD -7 (02%LLTF) &

PLEDOFERIT, 7Y 28 M EEHI L7z HSNT Y Q-Pan B2FEN PRI D2 2D ) 2 7 %
SlEE ZFIREN N L BT R TH -7, Q-Pan DERMET 17 7 A /LIL D-Pan
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WCHEBLL TWAZ LRI, AS3 7T Vo (EREF-IZFOE) 2RI
AN LT 7 F o F 720137 78R EOMICEEERZITRD Loz,
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£ 53 Q-Pan-001 RERIZHITHAIHFUEE# 21 HE (ZF0ANSE20H) OEEINMERORER (BRI FoEEaR—)

3.8 pg H5N1 Quebec full

3.8 pg H5NT1 Quebec

3.8 ng H5N1 Quebec

3.8 ug H5N1 Dresden

3.8 pg H5NI1 Dresden

ASO03 half ASO3 no ASO3 full AS03 half AS03
N=301 N=299 N=155 N=298 N=292
n % 95% CI n % 95% CI n % 95% CI n % 95% CI n % 95% CI
LL UL LL UL LL UL LL UL LL UL
At least one symptom 82 27.2 223 32.6 75 25.1 20.3 304 38 24.5 18.0 32.1 90 30.2 25.0 | 358 [ 106 | 36.3 | 30.8 [ 42.1
Related 38 12.6 9.1 16.9 30 10.0 6.9 14.0 11 7.1 3.6 12.3 43 14.4 10.6 | 189 40 13.7 | 10.0 18.2
Grade 3 5 1.7 0.5 3.8 7 2.3 0.9 4.8 4 2.6 0.7 6.5 8 2.7 1.2 52 16 5.5 32 8.7

At least one symptom = at least one symptom experienced (regardless of the MedDRA Preferred Term)
N = number of subjects with at least one administered dose
n/% = number/percentage of subjects reporting at least once the symptom

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

%+ 54 Q-Pan-001FRERICHITH5% 84 BETOHEIERDERE (RIIVFoEREaER—)

3.8 pg H5NI1 Quebec

3.8 pg H5NI1 Quebec

3.8 ng H5N1 Quebec

3.8 ug H5N1 Dresden

3.8 ug H5N1 Dresden

full AS03 half ASO3 No ASO3 full ASO3 half AS03
N =301 N =299 N =155 N =298 N =292
n | % | 95%CI n | % 95% CI n | % 95% CI n % 95% CI n % 95% CI
LL | UL LL | UL LL | UL LL | UL LL | UL
At least one symptom 97 [ 322 [27.0 [378 [90 | 30.1 [25.0 | 356 |44 | 284 | 214 |362 | 103 | 346 | 292 | 403 | 118 | 404 | 34.7 | 463

Related

39 1 13.0 |94 17.3

31 | 104 | 7.2 14.4

11 | 7.1 3.6 12.3

43 144 | 10.6 | 189

41 14.0 | 103 | 18.6

Grade 3

7 23 0.9 4.7

8 2.7 1.2 52

5 32 1.1 7.4

11 3.7 1.9 6.5

23 7.9 5.1 11.6

At least one symptom = at least one symptom experienced (regardless of the MedDRA Preferred Term)
N = number of subjects with at least one administered dose
n/% = number/percentage of subjects reporting at least once the symptom

95% CI= exact 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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# 55 Q-Pan-002 SXERMD 18 M5 64 MOWEREICH TSV FUEER 21 B (BF0EMNSE 20 ) OBTEIMEKRORRE (BIIF
vEEaER—)

Q-Pan Placebo

N =4539 N=1507

n % 95% CI n % 95% CI

LL UL LL UL

At least one 1113 | 245 233 25.8 353 23.4 213 | 25.6
symptom
Related 456 10.0 9.2 11.0 94 6.2 5.1 7.6
Grade 3 139 3.1 2.6 3.6 49 3.3 2.4 4.3

GLL d-g¢

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

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

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

& 56 Q-Pan-002 iRERMD 65 MU LDWERE(CHITE VO FUEER 21 BE (F0ANMSE 20 B) OREIMNERORIE (LI FUE

FEak—Fk)

Q-Pan Placebo

N = 2208 N =733

n % 95% CI n % 95% CI

LL UL LL UL

At least one 481 21.8 | 20.1 23.6 133 18.1 154 21.1
symptom
Related 153 6.9 5.9 8.1 33 4.5 3.1 6.3
Grade 3 48 2.2 1.6 2.9 19 2.6 1.6 4.0
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& 57 Q-Pan-002 AERD 18 @M D 64 BMOBMBRBECHITHV I FUEBRE AN GE 84 HETORENERDORRR (B0 FUiEE

ak—Fk)
Q-Pan Placebo
N =4539 N=1507
95% CI 95% CI

n % LL UL n % LL UL
At least one symptom 1261 27.8 26.5 29.1 402 26.7 24.5 29.0
Related 456 10.0 9.2 11.0 97 6.4 5.3 7.8
Grade 3 165 3.6 3.1 4.2 57 3.8 2.9 4.9

# 58 Q-Pan-002 SRERMD 65 LI LDHWERBEICHTE VIV FUEERE AN LE A BETORTEIMERDORIRE (BRI FUEEI—

9L d-g¢

)
Q-Pan Placebo
N = 2208 N =733
95% CI 95% CI

n % LL UL n % LL UL
At least one symptom 568 25.7 | 23.9 27.6 157 21.4 18.5 24.6
Related 157 7.1 [6.1 8.3 34 4.6 3.2 6.4
Grade 3 75 34 |27 4.2 24 33 2.1 4.8
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255.2.2.2. #45 D-Pan RE&

H5N1-007 33 & OV H5N1-008 3B TR D= FrE/MER (BRERIKREE (SOC) ) B X
OHEEORFEIMER D | BHEFEH 72 0 OB E R 591 T, D2 ODRERT, 18~60
I DOWERAZ AS03 7 ¥ 2N NETRINLT2T 7 F U BAIOF BREH IR E Sz To
FENEFSE S Lz, HSNI1-008 3B O B ORI S, 1B EBXO2EEO
U F M (ENEN Fluarix BL O T 7 ®AR) OEFHRBIETH A,

HA38ug 2 &AH 75 AS03 7 ¥V 2N M &EIRI L7- HSN1 BT 7 F o O Fc #6851 2 v 7=
KEFEBRTdH 5 HIN1-002 RER T, AS03 7 22\ MERINLIZT 7 F o O£ [mlEfE %
(2 18~60 D N B LI EF LR 523 60 (2T,

TRTOFEMCONTIL, BRI ZE2MOME (F 25, 2.7.47H) [ZE# LT,

BB IR WRBLR 2 R RENAEEFRIIRO LT, RMOIER - BlEOFRH LA LN
72 o7, H5N1-007 7k & HSN1-008 ERDOF&7 — & Tid, MitFknfEIZ317 5 AS03 7
2N NERIMUTZHRANZ X5 0 7 F % OREINE EFLO5 B Fluarix 7213
TITRRY I F ARG OFBR L L T, BEEOERIZE DD TRWHEE TIRE S
AU, BHEFERE CRBLRITHAL L T\,

I BN BENMEERIT, TEHREMOIER (FOBERBLOEEREY) (7L
T YRR R L OBIHE R (k. WRMGEEEARE . SR, SIREEA) | THBAEEIR (T,
L) L PREREB LOREMEDENThoTr, 20RO BREERERZORERIT, TV
NU RNEBRMUTZHNIRD 7 F o TR HICRO DN RFMEOR EH S AR E, W CHE
BLL Tz,

EFEALOTERITNT NS U 7 F o850 & ORREREH L LHES T, EROFZRD
Ih, UVITF UL ORRBEENRH D LHESNIZERORERRIILNEN 1%UA T TH

277,

BEIER S DO AREMENZ 2 SN AFEEFRRIZOWVWTIL, AS3 7 Va2 Xy 2RI LEY
JF L ERBT 7T L ORICEITRD b ho T,

U U REIEILZ T ¥ 280 RZRI LT HSNL LD 7 F N2 D 2L BOLNT-FHERTH D |
PAUFIZEE RSt L7,
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% 59 H5N1-007 KLU H5N1-008 SRERIZH TSIV FomEEE®R 21 B (F0HNLE200) LU 2EHEE®308M (508
MoE290) ORENEETERORAXR (BIIVFUEEaKR—)

18-60 years
H5N1 Fluarix Placebo
N n % 95% CI N n % 95% CI N n % 95% CI
LL UL LL UL LL UL
At least one symptom 7064 1723 244 234 [254 1136 | 244 |21.5 19.1 24.0 1111 180 | 16.2 14.1 18.5
At least one grade 3 symptom 7064 178 2.5 2.2 2.9 1136 22 1.9 1.2 2.9 1111 28 2.5 1.7 3.6

N = number of administered doses; n/% = number/percentage of doses with the symptom; 95% CI= exact 95% confidence interval; LL = Lower Limit, UL = Upper Limit

>6(0 years
H5N1 Fluarix Placebo
N n % 95% CI N n % 95% CI N n % 95% CI
LL UL LL UL LL UL
At least one symptom 801 151 18.9 16.2 21.7 133 19 14.3 8.8 21.4 133 23 17.3 11.3 24.8
At least one grade 3 symptom 801 14 1.7 1.0 2.9 133 1 0.8 0.0 4.1 133 3 2.3 0.5 6.5

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

UL = upper limit

2 60 H5N1-002 RERIZBITHAIVFoEEE# 21 B (FE0BALE20H) LU 2EBEE# 30 AR (BE0AMSE29H) D
ENEFTERORBRR (BRI FoEHEaKR—)

H5N1-AS03 pooled group H5N1 non-adjuvanted pooled group
N n % 95% CI N n % 95% CI
LL UL LL UL
At least one symptom 1907 361 18.9 17.2 20.8 486 87 17.9 14.6 21.6
At least one grade 3 symptom 1907 27 1.4 0.9 2.1 486 4 0.8 0.2 2.1

N = number of administered doses; n/% = number/percentage of doses with the symptom; 95% CI= exact 95% confidence interval; LL = Lower Limit, UL = Upper Limit
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2.5.5.

2.5.5.2.3. EFNICEELREEER

2.5.5.2.3.1. 1) 2 REE

D-Pan BH%& T S 4172 HSNI1-008 5Bk & Z 1 X 0 &R BLR TRV A3, HSN1-007 BRI
Ko, VUNEELZ EICHERTAREAEFEFRLE L GHET 22 & & Lz, FERRIC, LT
DEBY ., U REE (FESEALO Y PR ZRD D RETY Vo) 13T Y a2 M EIR
MU= HSNI R D 7 F 2 k0 <8O bR, BELHEINEZFRIIETDOOTERT
HoT,

GSK Biologicals tLi%, Z D X 5 2RtV v HiOFEFELRE AS03 DT ¥ =23 hHED
FERELTHRBE LD LYWL, FEERIC, Vo SBRoEERI &R Y v Fi~OHRO
JAAT CO LY IAFMEHE 2 7R A 3R D H 472, In vivo akliR Tld, ASO3 13ATIE Y v Hid
PUREE MR 2 U CRIENEY A NI A L OWEFET H 2 LR INT, BB, 20
U U SEES RHIERHGE L. 7F8 CE R WERRAPEERZ LS FRITRO bt o Tz,

LU, ZD%O D-Pan REXDIE A, T OWEFEFEAM CTHET L 72 Q-Pan-001 FER TiX, 2D
97U VREHEDORBIEOZITRD e odc, T¥aNy NERINLUIAEER &
(HA 3.8 pg/AS03) @ H5N1 WD 7 F % 961 £ 1 ZHAE L 72 HSN1-002 R DOAER TiX, 7
Ta Xy NERINULEY 7 F D ERECO Y U REIEOREBITDb T3t Th Y. WTTh
HEE TN oTe, TV ay MERINEE 2454 TiE, U U NEIEORE Lo 72,

Q-Pan-001 FABATlX, A7 U —=V7®E, FOH, H7H, 5621 HB LU 28 BHICHE
VB IOSEE B oS olER, iR, BUk, LB E TR E RIRERSY) o
AIEAFNZ L7, 5528 RICHEEL EOFTRZR LIZEAIE, FR BICHRE L (8
% 535 HOBIERSEEEZ SR  EREESNREE L TU VR EEORBIC—E L7 f#En

RO LT, HERAFEE LRS- Tz, 2RI, B Y > SEE OSBRI
<\ T 2N NOWIMETNIZOTRMEIL Y U ASEIEORBUCEE L TNt EX Hh
776

Q-Pan-002 FHBATIX, A7 U —=" 7K, 21 HB LU 42 HIZHE Y >/ FHik LU
B RV RHOFMEi A EET 5 & & HIC, IRREEEMELIZEORBEAICLVLETH D
CHWT SN AELEAITIE. FHIRHBIOE 364 BICHFEME L=, 182 HE TlIZHE s
T Y 2 SEHEOR BRI 6 R KRB 2R &9, —#HOBRICE S BINE A b
T, Q-PanfHE & 7T B L OMICEHE R ELRO bR oT, 7 Lb— R 0L O®mE T
65 LA E DO ElE TIX 18~64 DA L 0 STV 7einoTom, R/ 2 — o F 7213 E
FEREDZETRO bR oo, BIRRINTIT, FBAVICBIE Sz ) o~ HIE DR BLERITK <
(0.7~1.3%) . FHEED 0.3%A0 CTh Y, HEOREITR)Nr>T,
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2.5.5.

I 5T, Q-Pan-002 FABRTH 84 H £ Tl SN ENEEFLD O B, U U/ HIE &
OEERDH D0 LW EHESNZFRIL, U7 F AR L O 7 B RG] O
FIHHL, FLEAEN-BETHY, BEEOLDIXALNRN-T-, #5182 H £ TITHA
SNEEFRMEOZZ A2 LELT5ES (MAE) TiE, U U SEIE 9 (Q-Pan B 5B &
O 7 ZuREE 410 BROMWEER 14 (778X E) H@E s,

PRI OWTIE, 26, 2.7.4 10 (RRMZEMEOMEE) ¥ X OYE~ OEFREFEHR S E
(36 558, 53.5IH) |(Zicd L7=,

2.55.2.3.2. FICREAL-ENERER LUTOMOEZNICEELSER

Q-Pan-001 &k ¥ &L Y Q-Pan-002 3Bk Tld, iaERWIFH (Q-Pan-001 35 L UF Q-Pan-002 X
BornEnNU 7 FogE%k 6 » ABL 12 9 HET) ICEEKMOZZEZMNELTHH
% (ABE, BERMBARZELIZZOMO TENOZZCEREFTOADR 2 ET L H5 L
EFE) HRdkT D2 L & Lz, Q-Pan-001 kB ClE, EEMEEOZ LA LE LT 5 HGULH
182 H F TITHERAE D 18.5~23.0%IC L ¥ S 4, BEMZITRE O Hivied o 72, Q-Pan-002
ARERTIX, 55182 H E CICRiSk S N EWREBE OS2 2 M L T2 F5 LM AE & b Rk O
FECHe Sz (Q-Pan B 22.7%., 77 B AREE 21.6%) .

X 5T, Q-Pan-001 FABRTiL, H7-IZHH L-EBMEEE (NOCD) THhbEEXLNDT
RCOFEFEGERET 5 L ) IRRE(LEMICERE Lz, [RRELEMIZE Y NOCD Off
PEAGT2 LT D EHE SR ESNA FFRIL, 14 (AS03 A AEMERIRIN L 72 Q-Pan #f
OILFEMEE) 1RO LAV, R L OREBRIT 2V &l Sz,

TRBRIEHEF I E 21X NOCD (2R84 2 BARM 2 1L 72 22 o 72725 Q-Pan-002 7k 0O %2 444
TR ONT, EPICEERAGEFES S L OENTEEREE (AESVIMD) £72
XL DONTANITHYTDHHEDOLE LTH SN UDER S 72 MedDRA FEAGE DA M2 iR
L7z, &t 8GN R S (Q-PanfE 71, 7 ®AH 1) | WIh bEME DRE
BfRIZZR W EHE S, EERAERFGUIA DN o7, 205 H 24 (FEE1{H3)
5182 BIZT —# R—=AZ[EHE LI=OLITIRRELERMIC L > TR EE IR Z &
3:1 OFIFE, TN D OFRICHET HIFEAIN 2N EDIED, Hx DIEFOX 575
TS E 2 TSR, 2 OORBREEFNICH L2 ENH D L O ooz,

H5N1-008 3R Tl VRBRBAIAICHT- 0 | HRE~O 1 [EH DU 7 F o Hfdnl 712 118
PR (BTN D) ERMIENZ b OEFTICREL LB MERE (NOCD) & &7ad 2
& IEREEEMICHA Lz, MEEZK SNTREBEZ T Tidia, 2z R+ 5 —E
DIERZRFI T2 L9 Lz, KERMEARSE L IEMOBZERELE LT X5 RIRRET,
—IRBIRIRR . B D WIIH KT ROMER E 72130 7 F U B O 720 D@ D% 8 & 1T EERR
RHLOEERINDEFNICEEHEL LY, FTIRBRELEMOFMICE S M L, %
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D%, GSK Biologicals {28 Z 5 OFELZMS L CHIEL, LRROFROTERICE LT IHE
EHERQERE LT,

FEHTRE Z LI, BBREEERIC X Y NOCD £/ 13EAMICHERFLTH D L il
SNTZFLRO—EREH DL, LT LHFTEDHEHNBRE SN TV RN ENHLNT
%, MRFEAEERF LT GSK Biologicals fLi & D ENA 2 LU FIZER L, FHMll 25 2
B, 2.7.4 THIZFLEL L 72,

EERHER T (51 BET) | IRBREEEMOHEE DT 73 NOCD & S N7z 55
Motz (03~15%DFEIAER) , LL, WINOFEREIZEWTHREFETRD bt
7=, GSK Biologicals fEDH|E TlX, 7V 230 MEIRM L7z HSN1 BT 7 F U Bt C
FELL, U F UL ORRBIRIZZR &HE S TR FEAER] 1 4 D 253 NOCD @
EFAN T2 LD EHE Sz,

A U<, fkfEB R A 5 o NOCD O#iiE {44 GSK Biologicals £t & 0 {RERE T Afi
IZRDFHDIE D L0 oTe, ZOHE SRR, TN CoOHEREERS X OMElnE CRERIT
AL LTz, GSK Biologicals £ EIZ LAuiX, &5 180 H £ TIT 18~60 kDL AIZ IS
TTVany hE2HRMUZHNI D 7 F 0 LR (Fluarix™) U 27 FUOfiE &S 0.1%
T NOCD B#iis S, 61 Ll EoEinE OBA . kIR T NOCD O#E X720y 7273,
HSNI LD 7 F U BETlE 74 (09%) OWMERSH-T-, LinL, 2BEOT 7 F /A O
7 (HSN1RD 7 F o LXHRBEOEI I 3:1) | o7 & B L OERO RN & 1
F 25 &, NOCD TR EBWOBH 215D &V ) fEmidfE ooz, -, B
HI 7R ORI FER D DR Do T2,

EFRNCEBE R FERORE R LR, IRBRBEIEER OFHE Tl GSK Biologicals
ORI TORE o7z, Ll fimme LTER, EHH0ITH, mMEHMT
X (5551 BE7IE5E 180 A £ C) &FEMEICE W TRAFBLERIIMEE CEM L Tz, &
180 H £ CTORBIRIL, ABRE(TER OFHE T 2.8~3.9%TH ¥ . GSK Biologicals f-DFF
i Tl 0.5~12%ThH -7,

FERIZRE ST 2 6. 274 (BRIRAZEVEOREEE) B8 L O SEF. 5.3.5. 1O %~ O
PRIFE RS E e LT,

2.5.5.3. EEGATERBLURL
TR COERKRRBRICEB N T, BRI OV DRERIZE W T H EE A EFHE(SAE)
DOREZBEBIZHRET 2 X ) IBRRELIEMB XU 7 F U B2 52 T TR (2 fE L 7=,
SAE L1X, H6DAMFE L RWVER EOHKET, FEICEDLI LD, EMmEEHENTHLO,
AKHEH) FE I IXER 2B FAEREA RIS B D ABEE I AR O E DS LEERH D,
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WERE DT OIRIEEZ KT O L ER LT, IBRE(LEMN Y 7 F 88 & ORI REREY
HIE LT,

25531 %L
AEHNZFLRT DR T, T HIORTREmE ST,

e Q-Pan-002 FBR TlL, HEFLEBFHAWIRIA (550 H~5 182 H) 26BN LT,

o HRBRFE TS 04253 (Case ID RO000238A) : 59k H LM, 1[EIB DOIERY 7 5
(Q-Pan) HZFED 17 HAZIZTLAFEIEZ FIE LAE L LT, Z OB IZIIHEIRIF I &
WEaA L AT e —VIJEDOBERH Y, A FARAIVBIWMEHET AT 2k
DIRREZ T Cie, SR Tbhiad o7z, KRR, IBREEEMCIY DY
T HERE & OREEIRIT A &Il S e,

o R E T 1663 (Case ID RO000581A) : 78 k& MEA, 1 [HIHDIEERT 7 F > (Q-
Pan) f£fHD 168 HRZRIINTHAE I L OHEEIBMEIN B 2 FIE L, TORIET LT,
Z OHEERE L, 1988 FRICINEIE OB ED b o 7o, FISREIE, AR TR I XI0 B
ERICSDTIED 203 MEZWIL I LTV,

o WiBRFE 4308 (ER] ID RO000614A) | 69 5L 2 [0l H DIRERY 7 F > (Q-Pan)
BEFRFS 155 BICRURBH OB A & FE L, 4B LTz,

o HRBRFE 6568 (AEf ID RO000604A) | S53ikHMEX 201 H OIEERY 7 5 (Q-Pan)
PEfMZ 154 BITHEIRIA OBAL & IFRBOME LR L, BT Lz, ZOEBRE TS
M & 2 BBERIS OB TN B o 7l 3Et%, 702 —/VELH, FEZE R L OE#ED
IR & L CH B R S iz,

o WiBRE 6120 (EHIID RO000435A) | 73 ik B IEIdm M E & A8 EPHZEMERE B A2 A L,
2EIEDIRBRT 7 T2 (F7|AR) BHEO 42 Bi%D 2008 4F 4 H 9 BIZHIFER AR
DG DN AW &2 STz, SR TREFNRIR 232 07208, ET L7z,

o HEBRFE 6567 (Case ID RO000520A) : 60 & B2, 2 EHDIRBR Y 7 F > (7%
R) B 25 BRIDIERZFIE LIET Lz, MEHEEICIEISEN & L TOLER
MR INT, ZOWREIIEFHOBEEEZ b 6. O BICIEMERAZEMEITE B X OHE
I A P JE (A O BB & TR S LT,

e {fE4; D-Pan A5k H5N1-002 T} \1ﬁ®%t(%%%$%am)ﬁﬁiénto:@%
BREITMEIETH D . BEEITTOKKEESTILE Lz, AETHNTIERE(LERMIC
0D F U EOREBEBRITR D EHE S,

RKHFBIZEENDZDOMORER TlX, LT OHRE L2 oT,
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25532 ZFOMOEELEEEZR

2.553.2.1.  Pivotal RE (Q-Pan-001 :ABk ¥ & U Q-Pan-002 FHER)

%542 H £ TIOHA S 7= SAE 2% 61 (Q-Pan-001 ikBR) 3 LU 62 (Q-Pan-002 iAER)
(2797, Q-Pan-001 RIS K U8 Q-Pan-002 #XER T4 180 H % TIZHE S/ SAE T hZh
# 65 BLUEK 66 12”7, SAE OFEMZ i« OEFIKRIEHREE (55 S8, 53.55H) (ZFe#iL
776

Q-Pan-001 #RBR TIL, 2 42 H E T2 2B 444D SAE BfE S 4L, WTivd AS03 7 =
N N A AR RE YR L7 Q-Pan ﬁimﬁz%ﬁ%f&;o Too TRTOFERIZU 7 F 8 L DR E
BAGRIZ ARV LIl S v, [RHESHERR S 7z, &5 180 H £ TIZIE. 6 B 1514 SAE 23 ¥
SN, TOIHLAHEEIT V2N FERMLUT Q-Pan #ED 361 (1%) (AS03 73 =2/
NEEHERRM LU 7 F U2 BB L OVASO3 7 ¥ oy M EEO-BIRIN L=V 7 F
VEELBD) IR BN, E5IT, AS03 T Y 28 hZFRIN L 72 D-Pan #£FE A 5% 1) 72 299
3 (1%) 12 11440 SAE 235 &, AS03 730 =2\ F 2 HEHERTRIN L 78T 2 4
230, BHEOEREININL7ZHET 1B 848 (12& A ERBRFIROERDOEIHE) Tho
o WITNOEZL U 7 F U E ORIEREFRIT 2V B Sz,

Q-Pan-002 B Ci, EEFMMIM (42 B ET) (196 21 o EE G EFGNHE
STz (R62) . WTHMOFERL Y 7 F o8 E OREERITZRWEHES T, 18~64
RO TIE, Q-PanBED 84 (0.3%) & 77 vAREED 14 (0.1%) ([ZZNZh 1D SAE

MFRH BTz, 65 LA LTI, Q-PanBED 8451 (0.7%) 12 10 EDOEE R HERFRINTED
. TT7BREED 24 (0.5%) IZENTI 1D SAE BB Hivl-, i, FH 42 H if
FEELL 72 SAE D 9 6 2 fFIEE 42 H ORFEHRE ZEOERLIEICRE SN b D Th o7,

Q-Pan-002 FRER D2 MEIZRET 5 6 » A M OBEBFFHERIN %2 & H2ipBif+ (o H~
#5182 H) . B 8841 (1.9%) (2 11HLL ED SAE A8 bz (Fe6 M) . 2D b,
67 BllE Q-PanBETH Y (34224 67 % (1.9%) . 18~64 5% : 24 4B LV 65 L | - 43
) | 5D 21BN T TR CTh o7 (1139 i 21 61 (1.8%) . 18~64 5% : 7 HilF &
V65l I 144]) . WTNOEERAHFEFELOIBMEMEMICEI Y U7 F o8 L DR
RERIT W S HE Sz,

2.55.3.2.2. #B% D-Pan 5XER H5N1-008, H5N1-007 & & U H5N1-002
H5N1-002 iBRA ClE, B SI HETIZT Y a3 FEIRIMLZ HNIBID 7 F 0 A2 R LT
WA 961 44 74 (0.73%) IZSAEMRHEIBL L, WINOFEREL U7 F 85 & ORI
T el sz (R63) , ZDHH 1FIITIZE ST SAE Th o7 (27 ik H 1 Tk
BHROKEERZEVET) o gtk 23 ko 248 (FEFamE, S8R5 ka7
~_TD SAE | ilﬁnﬁﬁ R ST, MO T ¥ 2N RIERINO HSNL LD 7 F 8Tl
SAE OFBLUIFRD Lo Tz,
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HSN1-007 3XBR o> £ 3 42 F I 12 . SAE OSHEZR B AL/ ho 7=, 5 180 H £ T
AIFE IS, 7Y 28 FERINLIZ0T RO HSNLRLD 7 F i 2 %210 72 6 41

(3.0%) 124 11ED SAEBZBD HALT= (£ 67) ., IHIT, T¥ay MERMEETS 114
O SAE RHE ST, WTHOEHES S T 7 F L HH0E L OFBEBUG LAV LS. T
2y RERINU HA 30 ug BED 1 4 (A B S L ARG Zix, +T%
WAE 7R < [FHE L7,

H5N1-008 348k (550 H~%5 51 H) TiX, HA1Spg 28 A 5% AS03 7 2= /3 k&
LI 7 Fogiad7z 1161 (0.3%) & SAE iy Sz (£ 64) . HHREETIL. 61
D SAE N Sz, WIhoOHES S, U F U E OREBRITZR W EHIBT S,
5180 HETIZ 5740 SAE BHES . =055 42 475 AS03 T ¥ =8y k&R L 7=
H5N1 8D 7 F U 8E, 15 4478 Fluarix™HECTH D | WL HRBBLRIT 1.2% Th o7 (F 68) .
WTNOFERBIERELEMICL Y U7 F U8 L OREBRIZZRWV S MW S, TES
N5 EBD ., 617 ETIE SAE DREIRNFEmI -7,

SAE OFffliZ 4 ORFEREEITRT,
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% 61 Q-Pan-001 FHERIZHITS AS0O3 7L /8 FEM Q-Pan £1=I% D-Pan —{ffi/
ABRHAMPICHESN-EELEEER (SAE)

UTIYDAUIILIUY (H5N1) 9 F UIEERD
(% 42B%T)

Vaccine PID Case ID Gender | Age Onset of SAE after Description Outcome Relationship
No. (years) | vaccination to vaccination

Study Q-Pan-001 - 18-64 years

H5N1 A/Indonesia, 1744 B0484847A | female | 22 13 days after Dose 1 Cholelithiasis Recovered/ Resolved | Not related

g;zbf .C8ug JASO3 full 13 days after Dose 1 Pancreatitis Not rec'overed/ Not related

dose) Resolving

H5N1 A/Indonesia, 567 RO000170A | female | 53 9 days after Dose 2 Ovarian cyst Recovered/ Resolved | Not related

]()I;eAscéégug JAS03 full 9 days after Dose 2 Uterine Recovered/ Resolved | Not related

dose) leiomyoma

H5N1 Dresden: H5N1 antigen produced at GSK Biologicals’ manufacturing site in Dresden
H5N1 Quebec: H5N1 antigen produced at GSK Biologicals’ manufacturing site in Quebec
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# 62 Q-Pan-002 RERIZH 13 AS03 7L a/8Y MBI Q-PAN SV TI Y HENL A VIV FUERBERE 12 BETIZHESHh

-ERBIDEELAEER (SAE)

Vaccine Subject Case Id Gender Age at Preferred term Onset of SAE after Causality Outcome
Group Nr onset vaccination
(Year)
Study Q-Pan-002 - Subjects aged 18-64 years
Q-Pan 1284 RO000195A male 45 Anaphylactic reaction 6 days after Dose 1 Not related | Recovered/resolved
3441 R0O000255A male 24 Affective disorder 17 days after Dose 1 Not related | Recovered/resolved
4060 R0000256A male 59 Pulmonary embolism 21 days after Dose 1 Not related | Not recovered/not resolved
4253 RO000238A male 59 Myocardial infarction 17 days after Dose 1 Not related | Fatal
4629 R0000227A male 25 Chest pain 0 days after Dose 2 Not related | Recovered/resolved
6032 R0000267A male 36 Abdominal hernia 20 days after Dose 2 Not related | Not recovered/not resolved
6712 R0000257A male 64 Ischaemic stroke 2 days after Dose 2 Not related | Recovered/resolved
6850 R0O000260A male 59 Colon cancer 17 days after Dose 1 Not related | Recovered/resolved
Placebo 3701 R0000226A female 39 Pneumonia pneumococcal | 18days after Dose | Not related | Recovered/resolved
Study Q-Pan-002 - Subjects aged >64 years
Q-Pan 3521 RO000285A female 65 Cerebrovascular accident 1 days after Dose 2 Not related | Recovered/resolved with sequelae
R0000285B female 65 Cerebrovascular accident 9 days after Dose 2 Not related | Recovered/resolved with sequelae
5230 R0000247A male 72 Bronchitis 1 days after Dose 2 Not related | Recovered/resolved
R0000247B** | male 72 Lung neoplasm malignant | 2 days after Dose 2 Not related | Recovered/resolved
5352 R0000346A female 75 Diastolic dysfunction 1 days after Dose 2 Not related | Recovered/resolved
75 Left atrial dilatation 1 days after Dose 2 Not related | Recovered/resolved
75 Pneumonia 1 days after Dose 2 Not related | Recovered/resolved
6231 RO000268A female 70 Chest pain 13 days after Dose 2 Not related | Recovered/resolved
6349 R0O000303A male 68 Intestinal obstruction 19 days after Dose 2 Not related | Recovered/resolved
6582 RO000239A male 75 Colitis 15 days after Dose 1 Not related | Recovered/resolved
75 Hypotension 15 days after Dose 1 Not related | Recovered/resolved
75 Ileus 15 days after Dose 1 Not related | Recovered/resolved
75 Renal tubular acidosis 15 days after Dose 1 Not related | Recovered/resolved
6623 R0000436A male 78 Cellulitis 16 days after Dose 2 Not related | Recovered/resolved
7831 R0000404A** | male 71 Myocardial infarction 14 days after Dose 2 Not related | Recovered/resolved
Placebo 4328 R0000245A male 77 Nasal septum deviation 15 days after Dose 1 Not related | Recovered/resolved
6307 RO000196A male 68 Dehydration 3 days after Dose 1 Not related | Recovered/resolved

* Recovered/resolved after the Day 42 Clinical Study Report

** SAE occurring within the Day 0-Day 42 study period but not reported to the Sponsor before the Day 42 Clinical Study report
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& 63 H5N1-008 & U H5N1-002 SRERIZH (1D ASO3 72 o/ Y FEM D-PAN —li/A>TIvH A4 V7T Y (H5NL)
BOARBREDICHESINT-SAE (551 8% T)

79 F R

Vaccine PID Case ID Gender Age Onset of SAE after Description Outcome Relationship to
No. (years) vaccination vaccination

Study H5N1-008 - 18-60 years

H5NI split 230 B0432722A Male 28 years 16 days after Dose 2 Cholecystitis acute Resolved Not related

(HA 15pg /AS03) 1829 B0429242A Female 30 years 1 day after Dose 1 Meniscus lesion Resolved with sequelae Not related
2215 B0432128A Male 26 years approx. 15 days after Genital injury Resolved Not related

Dose 2 #

2370 B0437116A Male 38 years 21 days after Dose 1 Salmonellosis, scarlet fever Resolved Not related
2431 B0429635A Female 56 years 18 days after Dose 2 Ankle fracture Resolved Not related
3507 B0426472A Female 49 years 16 days after Dose 1 Cellulitis Resolved Not related
6291 B0432850A Female 57 years 21 days after Dose 2 Angina pectoris Resolved Not related

Study H5N1-008 - >60 years

H5NI split 869 B0430741A Female 67 years 16 days after Dose 1 Inguinal hernia Resolved Not related

(HA 15ug /AS03) 6456 B0431223A | Male 68 years 3 days after Dose 2 Necrotising fasciitis Resolved with sequelae Not related
6473 B0431420A Female 79 years 21 days after Dose 1 Cardiac arrthythmia Resolved Not related

3 days after Dose 2

7451 B0434714A Male 75 years 49 days after Dose 1 Spinal fracture Resolved Not related

Study H5N1-002 18-60 years

H5NI lot A (HA 3.8pg) 91 B0474836A Male 51 years 17 days after Dose 2 Appendicitis Recovered/resolved Not related

AS03 lot X 204 B0472851A | Male 27 years 14 days after Dose 1 Accidental death Fatal Not related
2221 B0468810A Male 26 years 5 days after Dose 1 Appendicitis Recovered/resolved Not related
3124 B0474975A Female 57 years 19 days after Dose 1 Cervical polyp Recovered/resolved Not related

57 years 19 days after Dose 1 Vaginal haemorrhage Recovered/resolved Not related
3331 B0472234A Female 42 years 1 days after Dose 1 Head injury Recovering/resolving Not related
42 years 1 days after Dose 1 Skin laceration Recovered/resolved Not related

H5NI1 lot B (HA 3.8pg) 2072 B0467493A Female 27 years 4 days after Dose 2 Radius fracture Recovered/resolved Not related

AS03 lot X 2578 B0476212A | Female 35 years 7 days after Dose 1 Uterine leiomyoma Recovering/resolving Not related

HS5NI1 lot B (HA 3.8pg)

AS03 lot Y

No SAEs were reported up to Day 51 in study HSN1-007;

#: exact start date unknown; onset of SAE was before June 26, 2006 (second dose was administered on June 9th, 2006)
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#& 64 H5N1-008 FERICH T HFHiMEA VT I VYT Y F U Fluarix BEEROABYMPICBRESN-EELEEER (SAE) (¥51H
F0)
Vaccine PID Case ID Gender | Age Onset of SAE after Description Outcome Relationship to
No. (years) vaccination vaccination
Study HSN1-008 — 18-60 years
Fluarix™ 972 B0431542A Female 22 46 days after Dose 1 Staphylococcal sepsis Resolved Not related
(total HA 45ng) (25 days after placebo)
1671 B0428978A Female 34 40 days after Dose 1 Migraine Resolved Not related
(19 days after placebo)
6602 B0431444A Male 49 10 days after Dose 1 Cardiac arrhythmia Resolved Not related
6719 B0433250A Female 40 33 days after Dose 1 Pneumonia Resolved Not related
(12 days after placebo)
Study H5N1-008 - >60 years
Fluarix™ 1183 B0429567A Male 62 13 days after Dose 1 Paraesthesia, Vitamin B12 deficiency | Resolved Not related
(total HA 45ng) 6114 B0432183A Male 68 50 days after Dose 1 Heat stroke Resolved Not related

(29 days after placebo)

No SAEs were reported up to Day 51 in study HSN1-007
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Vaccine PID Case ID Gende | Age Onset of SAE after Description Outcome Relationship
No. T (years) | vaccination to
vaccination
Study Q-Pan-001 - 18-64 years
Q-Pan full AS03 1425 | RO000126A | female | 45 94 days post dose 1 Chest pain Recovered/resolved Not related
1744 | B0484847A | female | 22 13 days post dose 1 Cholelithiasis Recovered/resolved Not related
22 13 days post dose 1 Pancreatitis Not recovered/not Not related
resolved
Q-Pan half AS03 1119 | RO000190A | female | 48 32 days after Dose 2 Basal cell carcinoma Recovered/resolved Not related
D-Pan full AS03 567 RO000170A | female | 53 9 days after Dose 2 Ovarian cyst Recovered/resolved Not related
53 9 days after Dose 2 Uterine leiomyoma Recovered/resolved Not related
2024 | ROO0O0151A | female | 34 146 days after Dose 2 Pulmonary embolism Recovered/resolved Not related
D-Pan half AS03 1422 | RO000208A | female | 44 27 days after Dose 2 Cervix carcinoma Recovered/resolved Not related
R0000208B | female | 44 75 days after Dose 2 Ascites Not recovered/not Not related
resolved
44 75 days after Dose 2 Gastroenteritis Not recovered/not Not related
clostridial resolved
44 75 days after Dose 2 Haematoma Not recovered/not Not related
resolved
44 75 days after Dose 2 Hydronephrosis Not recovered/not Not related
resolved
44 75 days after Dose 2 Pelvic abscess Not recovered/not Not related
resolved
44 75 days after Dose 2 Pleural effusion Recovered/resolved Not related
44 75 days after Dose 2 Rectal perforation Not recovered/not Not related
resolved
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% 66 Q-Pan-002 SRERIZ&H(TD AS03 7L a/3Y FFEM Q-Pan H5N1 (A/indonesia/05/2005) 745 F U ERE#LABAM (£182BFETO
RUREM I7+0—7 vy THMLET) [CRESN-FREIOEELEEER (SAE)

Group PID. Case Id Gender Age Onset of SAE after Description Outcome Causality
No. (Years) | vaccination
Study Q-Pan-002 — Subjects aged 18-64 years
Q-Pan 210 RO000449A | female 21 56 days post dose 2 Adjustment disorder with Recovering/resolving Not related
mixed anxiety and depressed
mood
885 RO000589A | male 60 157 days post dose 2 Syncope Recovered/resolved Not related
1284 RO000195A | male 45 6 days post dose 1 Anaphylactic reaction Recovered/resolved Not related
3440 R0000413A | female 47 43 days post dose 2 Cellulitis Recovered/resolved Not related
3441 R0O000255A | male 24 17 days post dose 1 Affective disorder Recovered/resolved Not related
3442 R0O000390A | male 23 53 days post dose 2 Mental disorder Not recovered/not resolved | Not related
4060 R0O000256A | male 59 21 days post dose 1 Pulmonary embolism Not recovered/not resolved | Not related
4070 RO000551A | male 46 127 days post dose 2 Pneumonia Recovered/resolved Not related
4253 R0O000238A | male 59 17 days post dose 1 Myocardial infarction Fatal Not related
4629 R0000227A | male 25 0 days post dose 2 Chest pain Recovered/resolved Not related
4707 RO000553A | female 53 132 days post dose 2 Small intestinal obstruction Recovered/resolved Not related
4868 R0O000590A | male 35 87 days post dose 2 Intervertebral disc protrusion | Recovered/resolved Not related
6032 R0000267A | male 36 20 days post dose 2 Abdominal hernia Not recovered/not resolved | Not related
6093 RO000391A | female 56 61 days post dose 2 Chest pain Recovered/resolved Not related
6568 R0O000604A | male 53 154 days post dose 2 Diabetes mellitus Fatal Not related
53 154 days post dose 2 Liver disorder Fatal Not related
6621 RO000502A | female 56 41 days post dose 2 Hypertrophic Recovered/resolved Not related
cardiomyopathy
6712 R0000257A | male 64 2 days post dose 2 Ischaemic stroke Recovered/resolved Not related
R0000257B | male 64 39 days post dose 2 Atrial fibrillation Recovered/resolved Not related
6729 R0O000605A | female 56 52 days post dose 2 Breast cancer recurrent Not recovered/not resolved | Not related
6835 RO000556A | female 52 103 days post dose 2 Transplant rejection Recovered/resolved Not related
6850 R0000260A | male 59 17 days post dose 1 Colon cancer Recovered/resolved Not related
6907 R0O000595A | male 63 143 days post dose 2 Caecitis Recovered/resolved Not related
7228 R0O000293A | female 25 35 days post dose 2 Convulsion Recovered/resolved Not related
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Group PID. Case Id Gender Age Onset of SAE after Description Outcome Causality
No. (Years) | vaccination
7256 R0O000542A | female 63 134 days post dose 2 Dyspepsia Not recovered/not resolved | Not related
7895 R0O000405A | male 60 42 days post dose 2 Mania Recovered/resolved Not related
Placebo 2240 B0507023B | female 26 170 days post dose 1 Atrial septal defect Not recovered/not resolved | Not related
26 170 days post dose 1 Neonatal respiratory failure Recovered/resolved Not related
26 170 days post dose 1 Pneumonia bacterial Recovered/resolved Not related
2653 RO000380A | female 62 141 days post dose 2 Diarrhoea infectious Recovered/resolved Not related
62 38 days post dose 2 Spinal column stenosis Recovering/resolving Not related
3448 R0000602A | male 55 130 days post dose 1 Coronary artery disease Recovered/resolved Not related
3701 R0000226A | female 39 18 days post dose 1 Pneumonia pneumococcal Recovered/resolved Not related
5068 RO000615A | male 63 111 days post dose 2 Osteoarthritis Recovered/resolved Not related
6567 R0O000520A | male 60 25 days post dose 2 Cardiomegaly Fatal Not related
7937 RO000422A | male 58 51 days post dose 2 Carotid artery dissection Recovered/resolved Not related
58 51 days post dose 2 Cerebrovascular accident Recovered/resolved Not related
Study Q-Pan-002 — Subjects aged >64 years
Q-Pan 604 RO000309A | male 78 30 days post dose 2 Cholangitis suppurative Recovered/resolved Not related
1041 R0O000601B | male 76 133 days post dose 2 Arthritis bacterial Not recovered/not resolved | Not related
76 142 days post dose 2 Pulmonary embolism Not recovered/not resolved | Not related
76 158 days post dose 2 Spinal cord compression Not recovered/not resolved | Not related
76 158 days post dose 2 Subcutaneous abscess Not recovered/not resolved | Not related
1102 RO000379A | male 67 25 days post dose 2 Urinary retention Recovered/resolved Not related
postoperative
1212 R0O000373A | male 72 29 days post dose 2 Thyroid cancer Recovered/resolved Not related
1633 RO000662A | male 66 172 days post dose 1 Sepsis Recovered/resolved Not related
1663 RO000581A | female 78 168 days post dose 1 Metastases to liver Fatal Not related
78 168 days post dose 1 Ovarian cancer metastatic Fatal Not related
2927 RO000582A | female 71 124 days post dose 2 Hamartoma Recovered/resolved Not related
71 124 days post dose 2 Small intestinal obstruction Recovered/resolved Not related
3511 R0000646A | female 81 94 days post dose 2 Lymphoma Recovering/resolving Not related
3521 RO000285A | female 65 1 days post dose 2 Cerebrovascular accident Recovered/resolved with Not related
sequelae
R0000285B | female 65 9 days post dose 2 Cerebrovascular accident Recovered/resolved with Not related
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Group PID. Case Id Gender Age Onset of SAE after Description Outcome Causality
No. (Years) | vaccination
sequelae
3554 R0O000450A | male 75 55 days post dose 2 Pneumonia Recovered/resolved Not related
3856 RO000583A | male 85 78 days post dose 2 Pneumonia Recovered/resolved Not related
4308 R0000614A | female 69 155 days post dose 2 Neoplasm malignant Fatal Not related
4694 RO000552A | male 72 98 days post dose 2 Carotid artery stenosis Recovered/resolved Not related
4718 RO000635A | female 66 29 days post dose 2 Osteoarthritis Recovered/resolved Not related
Q-Pan 4864 R0O000554A | female 68 21 days post dose 2 Thyroid cancer Recovering/resolving Not related
5041 RO000591A | male 67 30 days post dose 2 Rotator cuff syndrome Recovered/resolved Not related
5074 R0000345A | female 66 25 days post dose 2 Deep vein thrombosis Recovered/resolved Not related
R0000345B | female 66 34 days post dose 2 Biopsy liver normal Recovered/resolved Not related
5230 R0000247A | male 72 1 days post dose 2 Bronchitis Recovered/resolved Not related
R0000247B | male 72 2 days post dose 2 Lung neoplasm malignant Recovered/resolved Not related
5238 RO000584A | female 78 113 days post dose 2 Deep vein thrombosis Recovered/resolved Not related
78 113 days post dose 2 Pulmonary embolism Recovered/resolved Not related
5259 RO000609A | female 78 65 days post dose 2 Aneurysm Recovered/resolved Not related
78 120 days post dose 2 Transient ischaemic attack Recovered/resolved Not related
5346 RO000519A | male 76 70 days post dose 2 Viral infection Not recovered/not resolved | Not related
5352 R0O000346A | female 75 1 days post dose 2 Diastolic dysfunction Recovered/resolved Not related
75 1 days post dose 2 Left atrial dilatation Recovered/resolved Not related
75 1 days post dose 2 Pneumonia Recovered/resolved Not related
R0000346B | female 75 22 days post dose 2 Arthralgia Recovered/resolved Not related
5425 RO000610A | male 79 101 days post dose 2 Gout Recovered/resolved Not related
5687 RO000585A | male 81 68 days post dose 2 Sick sinus syndrome Recovered/resolved Not related
5738 R0O000421A | female 73 52 days post dose 1 Pneumonia Recovered/resolved Not related
6024 RO000611A | female 73 48 days post dose 2 Myocardial infarction Recovered/resolved Not related
6231 R0O000268A | female 70 13 days post dose 2 Chest pain Recovered/resolved Not related
6240 RO000593A | male 65 133 days post dose 2 Cerebrovascular accident Recovered/resolved Not related
6241 R0O000603A | male 69 160 days post dose 2 Myocardial infarction Not recovered/not resolved | Not related
6305 R0O000392A | female 66 23 days post dose 2 Rib fracture Recovered/resolved Not related
6320 R0O000307B | male 66 22 days post dose 2 Intestinal obstruction Recovered/resolved Not related
66 22 days post dose 2 Nephrolithiasis Recovered/resolved Not related
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Group PID. Case Id Gender Age Onset of SAE after Description Outcome Causality
No. (Years) | vaccination
66 22 days post dose 2 Renal vessel disorder Recovered/resolved Not related
R0000307C | male 66 79 days post dose 2 Large intestine perforation Recovered/resolved Not related
R0000307D | male 66 23 days post dose 2 Aortic aneurysm Recovered/resolved Not related
6349 RO000303A | male 68 19 days post dose 2 Intestinal obstruction Recovered/resolved Not related
6498 RO000631A | female 86 126 days post dose 2 Breast cancer Recovered/resolved Not related
Q-Pan 6582 R0O000239A | male 75 15 days post dose 1 Colitis Recovered/resolved Not related
75 15 days post dose 1 Hypotension Recovered/resolved Not related
75 15 days post dose 1 Ileus Recovered/resolved Not related
75 15 days post dose 1 Renal tubular acidosis Recovered/resolved Not related
6583 RO000586A | female 66 131 days post dose 2 Herpes zoster Recovered/resolved Not related
6623 R0000436A | male 78 16 days post dose 2 Cellulitis Recovered/resolved Not related
6678 R0000470A | female 74 77 days post dose 2 Diverticulitis Recovered/resolved Not related
6923 RO000596A | female 73 68 days post dose 2 Atrial fibrillation Recovered/resolved Not related
7081 RO000383A | male 66 47 days post dose 2 Atrial fibrillation Recovered/resolved Not related
66 48 days post dose 2 Gastritis Recovered/resolved Not related
66 48 days post dose 2 Melaena Recovered/resolved Not related
7251 R0O000597A | male 70 73 days post dose 2 Appendicitis Recovered/resolved Not related
7512 R0O000384A | female 65 40 days post dose 2 Spondylolisthesis Recovered/resolved Not related
7552 RO000491A | male 70 89 days post dose 2 Lower gastrointestinal Recovered/resolved Not related
haemorrhage

7831 R0O000404A | male 71 14 days post dose 2 Myocardial infarction Recovered/resolved Not related
Placebo | 451 RO000541A | male 79 124 days post dose 2 Acute coronary syndrome Recovered/resolved Not related
2706 RO000660A | female 77 127 days post dose 2 Hip fracture Recovered/resolved Not related
2937 RO000420A | female 74 27 days post dose 2 Angina unstable Recovered/resolved Not related
74 43 days post dose 2 Gastrointestinal haemorrhage | Recovered/resolved Not related
3538 R0000647A | female 73 84 days post dose 2 Atrial fibrillation Recovered/resolved Not related
73 84 days post dose 2 Cardiac failure congestive Recovered/resolved Not related
73 84 days post dose 2 Diastolic dysfunction Recovered/resolved Not related
4328 R0000245A | male 77 15 days post dose 1 Nasal septum deviation Recovered/resolved Not related
5246 R0O000490A | female 75 23 days post dose 2 Mental status changes Recovered/resolved Not related
5314 RO000555A | female 78 143 days post dose 2 Transient ischaemic attack Recovered/resolved Not related

"G°G6°¢



velL d-g¢

Group PID. Case Id Gender Age Onset of SAE after Description Outcome Causality

No. (Years) | vaccination

6052 R0O000592A | female 79 102 days post dose 2 Pneumonia Recovered/resolved Not related
6120 R0O000435A | male 73 42 days post dose 2 Brain neoplasm malignant Fatal Not related
6307 RO000196A | male 68 3 days post dose 1 Musculoskeletal pain Recovered/resolved Not related
6714 R0O000594A | male 81 99 days post dose 2 Coronary artery stenosis Recovered/resolved Not related
6715 RO000612A | female 72 94 days post dose 2 Colitis ischaemic Recovered/resolved Not related
8060 RO000568A | male 75 83 days post dose 2 Renal cancer Not recovered/not resolved | Not related
8140 RO000598A | male 69 72 days post dose 2 Enteritis Recovered/resolved Not related

% 67 HS5N1-007 HERICE (T2 AS03 T2 /Ny FEM/IESHM D-Pan —fliNRVTFIvHIA4 U TILIT Y (HENL) T4 FUBEREHRE 180

BETOLBRIFEDICHRESNE-ERGCAESER (SAE)

(BRI FoEEaR—F)

Group Sub. | Caseld Age at | Gender Preferred term Day of Duration | Causality | Outcome

No. onset onset SAE

(years)

H5N1 30 pg 390 B0436725A | 34 M Anaphylactic reaction | 112 days post dose 2 2 N Recovered/ resolved
H5N1 30 pg/ 317 B0442726B | 23 F Head injury 118 days post dose 2 N Recovered/ resolved
AS03 with sequelae
H5N1 15 pg/ 71 B0439491A | 24 F Gastroenteritis 96 days post dose 2 9 N Recovered/ resolved
AS03 292 B0441280A | 19 M Meningitis 110 days post dose 2 18 N Recovered/ resolved
H5N1 7.5 g 247 B0442467A | 26 F Migraine 154 days post dose 2 N Recovered/ resolved
/AS03
H5N1 3.8 ng/ 28 B0440123A | 53 M Peritonitis 99 days post dose 2 13 N Recovered/ resolved
ASO03 258 B0441888A | 46 F Ovarian cyst 92 days post dose 2 76 N Recovered/ resolved

M = male, F = female
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(B FoEEIR—)

Group Age Sub. | CaseId Age at | Gender | Preferred term Day of onset SAE Duration | Causality | Outcome
group | No. onset
(Year)
H5N1 18-60 | 230 B0432722A | 28 M Cholecystitis acute 40 days post dose 1 6 N Recovered/resolved
15ug years 843 B0451614A 52 F Anal fissure 93 days post dose | 1 N Recovered/resolved
HA/AS03 1305 | B0449622A | 42 F Cellulitis 81 days post dose 1 4 N Recovered/resolved
1530 [ B0446770A | 33 F Appendicitis 128 days post dose 1 8 N Recovered/resolved
1560 | B0447041A | 47 F Cholelithiasis 130 days post dose 1 6 N Recovered/resolved
1661 [ B0436850A | 38 F Bartholin’s cyst 31 days post dose | 37 N Recovered/resolved
1829 [ B0429242A | 30 F Meniscus lesion 1 days post dose 1 33 N Recovered/resolved with sequelae
1862 [ B0446313A | 29 F Endometriosis 83 days post dose 1 128 N Recovered/resolved
1981 | B0440417A | 25 M Suicide attempt 135 days post dose 1 1 N Recovered/resolved
2009 | B0447259A | 20 F Convulsion 151 days post dose 1 1 N Recovered/resolved
2215 | B0432128A | . M Genital injury 28 days post dose 1 12 N Recovered/resolved
2340 [ B0445901A | 39 F Dermal cyst 60 days post dose 1 1 N Recovered/resolved
2352 | B0446078A | 45 F Intervertebral disc 124 days post dose 1 11 N Recovered/resolved
degeneration
2395 | B0446478A | 26 M Ankle fracture 162 days post dose 1 172 N Recovered/resolved
2431 | B0429635A | 56 F Ankle fracture 38 days post dose 1 4 N Recovered/resolved
2561 | B0446634A | 44 M Cholelithiasis 142 days post dose 1 9 N Recovered/resolved
2646 | B0450262A | 30 F Groin abscess 80 days post dose 1 22 N Recovered/resolved
2831 | B0445812A | 33 F Gastroenteritis 98 days post dose 1 6 N Recovered/resolved
3738 | B0449521A | 59 M Prostate cancer 113 days post dose 1 43 N Recovered/resolved
3743 | B0448559A | 43 F Pyelonephritis acute 118 days post dose 1 9 N Recovered/resolved
4009 | B0456541A | 53 M Intervertebral disc 120 days post dose 1 149 N Recovered/resolved
protrusion
4025 | B0451265A | 28 F Intra-uterine death 223 days post dose 1 1 N Recovered/resolved
28 Premature rupture of | 164 days post dose 1 60 N Recovered/resolved
membranes
4059 | B0449114A | 47 F Breast cancer 148 days post dose 1 . N Recovering/resolving
5073 | B0453873A | 38 F Erysipelas 116 days post dose 1 53 N Recovered/resolved
6232 | B0440434A | 46 F Cerebral infarction 106 days post dose 1 8 N Recovered/resolved
6291 | B0432850A | 57 F Angina pectoris 42 days post dose 1 . N Not recovered/not resolved
6310 | B0449966A | 19 F Anaphylactic 74 days post dose 1 2 N Recovered/resolved

reaction
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Group Age Sub. | Caseld Age at | Gender | Preferred term Day of onset SAE Duration | Causality | Outcome
group | No. onset
(Year)
>60 1055 | B0448773A | 61 M Angina pectoris 87 days post dose 1 6 N Recovered/resolved
years | 1060 | B0448707A [ 73 F Varicose vein 133 days post dose 1 3 N Recovered/resolved
1079 [ B0445670A | 77 M Pneumonia 130 days post dose 1 12 N Recovered/resolved
1920 | B0449603A | 63 M Diabetes mellitus 101 days post dose 1 N Not recovered/not resolved
non-insulin-
dependent
63 Intestinal 106 days post dose 1 2 N Recovered/resolved
haemorrhage
63 Myocardial infarction | 101 days post dose 1 11 N Recovered/resolved with sequelae
2739 | B0450131A | 62 M Hip fracture 177 days post dose 1 192 N Recovered/resolved
4420 | B0447852A | 64 M Atrial fibrillation 126 days post dose 1 1 N Recovered/resolved
64 Mediastinitis 126 days post dose 1 31 N Recovered/resolved
64 Oesophageal 126 days post dose 1 23 N Recovered/resolved
perforation
6236 | B0449636A | 82 M Cerebrovascular 104 days post dose 1 1 N Recovered/resolved with sequelae
accident
6320 | B0436821A | 62 M Anaphylactic shock 59 days post dose 1 8 N Recovered/resolved
6422 | B0451090A | 78 F Arrhythmia 126 days post dose 1 2 N Recovered/resolved
6473 | B0431420A | 79 F Arrhythmia 21 days post dose 1 3 N Recovered/resolved
79 Arrhythmia 26 days post dose 1 2 N Recovered/resolved
B0450670A | 79 F Arrhythmia 168 days post dose 1 4 N Recovered/resolved
6816 | B0452467A | 65 M Cholelithiasis 103 days post dose 1 27 N Recovered/resolved
6826 | B0452083A | 71 F Hyperventilation 153 days post dose 1 2 N Recovered/resolved
6849 | B0451605A | 62 F Epilepsy 157 days post dose 1 42 N Recovered/resolved
6871 | B0448755A | 65 F Ovarian cancer 109 days post dose 1 81 N Fatal
7451 | B0434714A | 75 M Spinal fracture 49 days post dose 1 4 N Recovered/resolved
Fluarix™ 18-60 | 972 B0431542A | 22 F Staphylococcal sepsis | 46 days post dose 1 41 N Recovered/resolved
years B0454164A | 22 F Cardiac valve disease | 132 days post dose 1 45 N Recovered/resolved
1288 [ B0449796A | 24 F Appendicitis 156 days post dose 1 7 N Recovered/resolved
1671 [ B0428978A | 34 F Migraine 40 days post dose 1 3 N Recovered/resolved
2389 | B0447794A | 22 M Ligament injury 105 days post dose 1 3 N Recovered/resolved
3724 | B0449556A | 61 M Sinus bradycardia 96 days post dose 1 27 N Recovered/resolved
3880 | B0451633A | 44 M Intervertebral disc 71 days post dose 1 51 N Recovered/resolved
protrusion
4157 | B0436038A | 60 F Urosepsis 71 days post dose | 14 N Recovered/resolved
6231 | B0449632A | 57 F Umbilical hernia 103 days post dose 1 3 N Recovered/resolved
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Group Age Sub. | Caseld Age at | Gender | Preferred term Day of onset SAE Duration | Causality | Outcome
group | No. onset
(Year)
6377 | B0434710A | 46 Generalised anxiety 56 days post dose 1 3 N Recovered/resolved
disorder
6602 | B0431444A | 49 M Arrhythmia 10 days post dose 1 3 N Recovered/resolved
>60 754 B0450571A | 69 F Cataract 52 days post dose 1 38 N Recovered/resolved
years 69 Macular hole 52 days post dose 1 38 N Recovered/resolved
830 B0450231A | 64 M Lymphoma 115 days post dose 1 . N Recovering/resolving
1183 [ B0429567A | 62 M Paraesthesia 13 days post dose 1 33 N Recovered/resolved
62 Vitamin B12 13 days post dose 1 10 N Recovered/resolved
deficiency
1274 | B0450281A | 66 M Tendon rupture 103 days post dose 1 6 N Recovered/resolved
6114 | B0432183A | 68 M Heat stroke 50 days post dose 1 2 N Recovered/resolved

M = male, F = female
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Study Study Age | Majority Blinding | H5N1 strain Control N per formulation Number of doses
number(s) period range | race Agent(s) (interval)
(Country) (FSFV-
LSLV)
H5N1-010/- 02MAR200 | 61- White/ open A/Vietnam/1194/200 | H5N1 antigen 7.5+diluent = 52 2 (21 days)
021 7- 89 Caucasian 4 3.8+diluent = 61
(Belgium, 06MAR200 | years 7.5+2/1 AS03 =159
Italy) 8 3.8+1/1 AS03 =165
H5N1-012 05FEB2007 | 18- White/ open A/Vietnam/1194/200 | Non-controlled | 3.8+1/1AS03 =512 2 (6 months)T
(Germany) - 60 Caucasian 4 or (2 doses/21 day 2 (12 months)
08NOV200 | years A/Indonesia/5/2005 interval = 255) 3 (21 days/6 months)f
7 3 (21 days/12 months)t
H5N1-015 02AUG200 | 19- White/ open A/Indonesia/5/2005 Non-controlled | 3.8+1/1 AS03 =350 1 or 2 (21 days)
(Belgium) 7- 61 Caucasian (300 primed subjects
29NOV200 | years + 50 unprimed
7 subjectstt)

FSFV = first subject, first visit; LSLV = last subject, last visit; N= number of subjects enrolled and vaccinated
Formulations: vaccine formulations are indicated in quantity of HA (ug) administered; 2/1 indicates double dose AS03 adjuvant, 1/1 indicates full dose AS03
adjuvant, 1/2 indicates half dose AS03 adjuvant; diluent = saline solution

T Third dose data and second dose data (when this dose is administered at an interval of 6 months), were not included in the integrated analysis, which considers
only primary dosing series.
T T Only unprimed subjects will be included in the integrated analysis
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300 441X AS03 7 ¥ =3 R AR L 72 HSN1 HUROD 7 — A X — & Bz 1T T, 2
DWW T HIRNT ORTR D BRI LT,

2.55.4.2. ISS fRHTDER S %
MDA 24T 5 12012, LLUTF O 2 FEEOfENT % it L7,

o ENT 113, HSNIAILIA ORI E U CTREICAREN TV D i 7 v U 7 F o
(Fluarix) F72137 7 REHE L= 2 > OEHRAE (H5N1-008/011 3Bk L O Q-
Pan-002 #Bk) T O T — X ITk U CTHRMT 2 5506 L 7=, H5N1/AS03 7 7 F > O F)]IA]
BErE (1[0 FE 7203 2 [B1EFE) 2320 728E (HSN1/ASO03 #F) OF —H %, xtIRALE, 372
5 Fluarix O 1 [RIHEFE + A REAKO 1 B (HSN1-008/011 #ER) F 721377 &R
(EBLRHK) o 2 B (Q-Pan-002 #ER) A2 I-gR#E OOFEHE CHIREE) ©oF
— X LWL, B, bo & bHROREWVEBROFITLN 3:1 TholoZ &b,
AMEHNT T X HSN1/ASO3 B & /NRFE 72 b IREE & ORI CENR FLROFRBEOELE R
HITNE T 7R I3 72 o T I BT D R H 5,

o RN 21. B THEHRER, 725 Q-Pan-001 7kBR, Q-Pan-002 BR, HS5N1-002 5Bk,
H5N1-007 7Bk, HSN1-008/011 55k, HS5N1-010/021 785k, HSN1-012 5B L OVHSN1-
015 B A GTeT — X _X— ALK Z x5 & UCEM Lz, Ao B, T 1 CFF
ESNRDo T ENRAEERERETHHENZEDICEDDLZEThoT-, Lo,
FENT 2 THXRBRCH T 2 REBRORARH U . Lz > T, FEMICKE ekt 35
BT,

ISS A EAH S, 5.3.5.3 ITURfT L7z,

2.5.5.4.3. ISS DIER
WEMEIR

fRHT 1 DT — X & AN TT R COREREFREMIT LT,

FEEIER DFEHTIZOWTIX, FEMIZ ISS | HO 431 IZFH L, S1HTEE L.,
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2.5.5.

BIR)Z LT, ISS Tld, #ffZ 7 HRICHRE SNTFEAEFZONRY — U DRIND,
it %2 OFRBRIZBE U CHiz 28U S s S e o 7o, JERIZEREAIC T 5 BRIA
S D RFTERIER S DOFBL E —F L Tz,

TSR D b o & b HEDORWFRER HFG Th o 7273, HSN1/AS03 HfE1% DR HL
RIT T T B RBEFEE DK 5.6~58 15T HDITK L, FHEGIME (Fluarix) % & DT
TOTNI3HEThHoTe, IHIZ, ZL— K3 (FEE) OEFEHBAERR S HIN1/ASO3 Bfik
W20 L S A, HSNI/ASO3 BEFEBI D 53%IZ B LI=DHATH o7, FEFHEAAL
BEFS K OVESHALIERR 13 HSN1/AS03 BEFE G THIMN L7228, VESFEBALEN R L 0 S TR < |
HEOLDITENTH -T2,

7. PEEUER, AR L OBEETE e EoeH oA EF ST, HINI/AS03 BE Tl |
FEL HLR U TR Em WS, BEEOIERIZIENTH D, VI F UM% 7 HREICEIT 51K
7 L— ROMRIE EAIEL, HINT/A03 B TIIRTRREEDOR 2 f5OBE TRELL TW5H A, 39°CLL
FOFRBOBEE T PREE & b NE WS O TR DN o T2,

HSN1/AS03 @ 2 [0H DU 7 F L #fE% 12, FEHIRICB T 2 RTEs X O E Mo I OGO
B F I IXEEE NN 5 Z &3 o7,

UbzELsd &, HINI/ASO3 #fEt% O Rtk L OB HMEO R ER EHFR DI BLRIL
KRRIZHARTH L NICEWD, #EEE CERNE T L o2 Lidked, BEEELED
[CEEERNWLPEETH Y, 2[0E DT 7 F RN 95%LL ETHD Z LB BEMITR
HThdbeELZLND,

1) 2 sETEE

IROU 7 F Tl FEIEHNIALOFRY >/ HiT THIAER L OB MO m#E 1233
LENRATR T 7 F UPUROIRR TN D, FURERMOBA L, S HICEERET L L
T, PUREFRIY v SR O R EPERIE N = D72, U7 F ok oHES L LT, 7t
B Y REIOREKR &t O RPRIEN SR TS D, AITO BRI, 20X S RiERE
£S5 U REIER DY HSN1/ASO3 BEFEGIIC & b CEBEENSEHEEICAE LI FRTH D DM,
TN ELRRHIRERTHLIONEHETDHZETH D,

U U SEE DR BHIOFEARIIAAT | THEME L7, U o/ EIEIX, Q-Pan-002 iR TIIHLE
ENTIEBRE(LERMIC X 2 REICE ST RBMICIHE L, maRBROMT | TIXRENEEE
LOWE IS TG L7,

U U REHEDENTIZOW T, A% ISSHEED 422 THICF#E L, S2HTEE L,

FEMICBE SN ) VS EIER OB, 77 B AREETIEE 182 HUA DT X TOH
B EICB VT 1.1~2.0%TdH Y, BED Y L/ Eilf KITHERE D 4.9% THRE Sz,
H5N1/AS03 B Cldxt BRI, IR Y o SHiflER, 848 BV V@il RE 72137 To
FEI Y ] EifER OB OB NINIFE S B0 > 72, HSN1/ASO3 FECIEME R £ 7213
U U RETRA L0 @AEEICRBLT AN A DTS, WTILBEE TR, OB THEK
L7z,
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2.5.5.

BENMMEFGICET L0007 — 2 %2 U U 3E8E & 9 5 MedDRA FEAGEIZ OV T A
7)== 7 L, EARFEOY TR, U o figk, U U EIE, IR, R Y o8
WD X O EIEE 2T icEw b 2t & Lie, AT —2 & LTOEAEEIIEL D
FEARZEOMXTY A7 D 95% CLIT 1 A2 TWRWNH DD, mwamﬁfim%ﬁ#m%
FEVZRBLT DIEA N DT, AT ClI, EAFEO Y U REEN S - & b B IR D
NIEAEFEFEL Th oo, EAEOY U, ERB LU VA EIEIC OV TE, %ﬁi
TOMM O P IEF X ORI I AHSN1/AS03 £ & 3t FREE & O TRIBTedasrfl L T
776

WET —ZIZBIT 5 ) U ANEEORENAEFGIIEER O TR, FlWnThbE
FEObDTIERL<, 50 HE CICEREBEOZZ22 0L LA HEFRR LB LIRS
DOFEIGITMRL . *FREE (2408 49 34, 0.1%) & H5NI/ASO3 #f (7224 44 8 4. 0.1%) D
I CELRD NN T,

HWM%%®E@i TIEEZRICRIT DIEEERL LOEE TRVIRERREDO Y 27
DEFHERLIZZ EICEET BN H L B2 bND, L, ZHUIIRE S 7z I

WHBT LD THDH L OB, BEMICBIEIND U U EEETITRICEDO BLD
JIVPAY: it %ﬁ#é%ﬁitiﬁ%@%ﬁ@@tﬁ%ﬁ<%@fi@wo;@io&hﬁ
JRET =R V8RB OV 7 F PRI IR O — BN E L —&K L, TV b
EWMULTET 7 F AT 58E OIS TH 5D,

FESMER

AT 1 B L O21I2BW T, TR TOREFLLZ250ILEOT — 4ty MR TXTORRT
FIFFREL 228 E LT, 1HBOY 7 F U BREFH OB NLESORE 2BEOY 7 F
PR E 0 H D8 29 HE COMMICTERENT-T X TORENE EHG A2 ML 7=,
FEESMEIR DFEATIZDOWTIL, 3R A ISS & FH D 43.1 HIZFRIHE L, 53 HTHEE LT,

T RTOAEFZOHKILEEZ MedDRA FEARGEL VY HSN1/AS03 B & xTHREE DA C Ll L,
RR (FHXFYU 2 7) & 95% ClZH M Lc, BICiE, mfETIZI VT, HSN1/AS03 #EOf
ERELORRIT 1.13~1.14 TH Y, 95% CI O FIREIZ 1.05 ThH -7,

BENEEELD B 8 1ED MedDRA JAGE L, H5NI1/AS03 BE TIIRMBEEIC LT RR
WEnoTe (RR D 95% Cl FIRME 1.0 BLE) o f#fr 1. 2 O FIZERW T, HEREALEL,
TEGHALBVER, VEFHMALZ 5 FE, BRI, LB L ORIED RR BE N2 EA/RENT
WhH, WIS U 7 T U & R RIRE A R o THELT 5 itk FERTH Y |
H5N1/AS03 #f & kHHEBEO B & ik L2354 Rl O K X 722813580 ey,

GSK Biologicals 1+ Cix, Z® X 5 2FRAEWMICIHAET DEIFG & AT,

FEMT 2 IR N T DI, VFEMED £ VDS ERRICEIBOS I 7 [/ 27~ L. HSN1/AS03 #278 &
DORFIT I FHOBHEMENGRD DLz, EOMOMIEMR (F7ILLMER) OIEARGE
H5N1/AS03 #:5E & ORI A B 22 BT 200, 7T 118 W TR, SR & HSN1/AS03
Pefl & ORICA B RBIEMENRD b D, PR E U 7 F 8 & ORFEIBEENEIZA b
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2.5.5.

20, WTNORBFIHLMETH D | 25%ITIREEIEGEOBEER B - 7o, T TORELHI 3 E]
BIZEY , WL EE CTldZed - 72, HSNI/AS03 $EFE IR YR B9~ 2 FEAEE LIS
ICHRBEOERNFELRII RN EEB X DD, ERFRICEAT 2EIG & 72 S D RN H
L7389 AR TIZ AR WVEERLR . BRI R EOEAE AT A, KREDEARE
ERETT DL, B ORNT EOBEPBIRICAE U D AREMEN H D Z LI ET D MLEN
H b,

EEESEOZZENELTSIER (MAE) BLUEELHEESR (SAE)
fiffr 1 TlX. MAE B L SAE Z s L7, MAE B X O SAE OfitTic oW\, i %
FNENISS HEED 423 THB LWV 424 THIZFEH L, S4THTELR LT,

i

FE BRI ETIL, HSN1/ASO3 #f & 5t fHE & ORI MAE BBLE O £I3 7 <, HEED
MAE, U7 F 8L DRRBURDH 5 MAE £/ 13 EECTU 7 F U860 & OREBRE H
5 MAE 72 E 0% 7€ v N THREMZEITRD B2, HSNI/AS03 T 0.1%% 8 2 5 551
Fx R LTe MAE EAGEIIW T b cHREE E BR O RFA% (721320l l) OFEE TR
HH. 95% CLIZIZITEZ2 > TV iz,

FFROFERIZSAE T —4 1~ FTHERO LD, HSNI/ASO3 FETIL2 DD SAE (FEA
FE) OEIENZ L oI, DFREZEDY HSNI/AS03 BE 5 £k L CRHBEE 0 44 TH D |
JitiZ& 2% HSN1/ASO3 B 6 44 1Z%F L CxRRE 1 4 Th o7z, Ll wEfRER (A Bk
FEMERE, PEOME, RNEEROE, HEEIRE RS XL OVEEIRE 2 &) 2/~ 7 SAE (A
FE) OFEBIFIL, HSN1/ASO3 #7224 474 74 (0.1%) 12kt L CxIREE 2408 4 4 44

(02%) THH, IZF—FHLTWD, FMLEHIT, EAFED THEMEMK] X O Tk
EPEMiZe) A& THige) [Nz % &, H5N1/ASO3 B 7224 4 6 4 (0.1%) (kL Tk HRRE
2408 4 F 34 (0.1%) & WO RELRENRI L, HERZEITRO b,

WFE9 5 & . HSNI/ASO3 £ Tlx MAE F 7213 SAE OZELRITH & 27 B IME A 13386 &
T HREOFEIERIRSHIZ X D MAE £7-13 SAE OB SR ERE S S0,

FEHIRESEEBR/EELRENEMLKSB (AESI/PIMD)
AT 135 L OV 2 Tld. AESI/pIMD % #iat L7=, AESIpIMD DFEHTIZOW I, FEHl % ISS
WMEEO432HICHH L, BEBIOHEmEs TN ENSSHEBLX O 6 HIZFHE LT,

H5N1/AS03 HETHEL L 72 AESUpIMD 1Z, fif#r 1 TiX 14 1. f#T 2 TIX 16 4 TH 72705,
REEZ 1 Th o7z,

W SN EH 17T BIFR 16 BN LMETH Tz, ZOLIITHMIZEZ RO LT LTI,
WS ONDOERNBFLG L TWND EFE X HiLD, HINI/ASO3 FETIL, FBHEITH A~ TLHDOH
BMOTINCTE L, FRIT 1 TIX 57.5%., f#HT 2 TlX 56.4% CTh -T2, I 5T, LHETIEPRE
FE72 N UENZBEEE D3 Ry AESUpIMD D23 < 27d 2 DIkt L, B TIEH 6200
BEEEDEN S OIX 720, FENIZE LTI, W OFEREIZI W TH I DR R BLOEFEIX
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2.5.5.

R 5T (AESUpIMD # 38 Bl L 7248508 OFMIL 35~77T ik CTh - 72) . ZWFFa0 b
DTHLIEAMB DI, EHIT, FUROMEARRIZEA L TiL, WIFnoffilcisn Ty b
DIRBBLOERMITFRO bNT, FLAT U I cEISNRE S8 TV 7 F o 28
L7 cofl, Xy 7 T TG SNEPIREERT DU 7 F o 280 L - iiE <
THICTHoT=, WREICEREINZHURHAEIT 15Sug (74)  75ug (14) F72153.75 g
84) THH, BEHREMER LIHRER TRV (T —F X— R ZIER ST 5 R
FHOEIEIZRLT) . HSNI/ASO3 BETII TR COWBRE ITIEWERD AS03 2RI LT7=T 7 F
VOINEERE X723, HSN1-010 3RBR D 1 61l D23 F D5 80D AS03 3 L O BSHEFE X iz,

ISS FRNT ORI & LT 3:1 OFIFENH D, HSNI/ASO3BEE O S B TH BRI i % AlHE
\Z9 572912, GSK biologicals fHIZAEFREIEAK T 7 & A F 72 IXBEAR O FHitE = A~ TE kA
VINEUW T F U R LT R 11,721 4 TR S D S HOKRRBR TE LN T
— 2 %6 LT AESUpIMD Ol 1T o7z, Z OFEAMIL ISS #iH D 5.5 HIZFH L7z, 2
RENTRBRITIL, BIEHEBERILESHRT Y1 1238 T GSK Biologicals #1:D BEAFE D2
itk MM ANE LA v 7NV U 7 F o BLOT 7R E IOV EHH L
2004 FLABED TR TORRKRBRO G i, D7 L b ERBEOZZ2RLETH 6%
FLITOWTHK 6 4 AW OZEMEBIFHAE S & EH T\ D, 1SS Tik, xHHREE & HSN1/AS03
BEO N DR ZAORE, B E OBFENA L L 0SB RAEIEIXIEIE S L T\,
ZOXMRT — %t v MTEIT D AESIpIMD OHERE &7 0 OFBL=IT 11,7214 184 TH
O ENT 1 E03ENT 2 OF — 2 & v D HSNI/ASO3 BE TR b - RER L X DD Tl
LLLTW5D, EEIC, BT 1 £ 7213674 2 T HSN1/ASO3 BER KOS IREEIC R 5
AESIpIMD FEFIEDOEIG Z LR L= & 2 A, BLTOIRT &R0, AEEITHED e

77,
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2.5.5.

R0 BROMET—2ty FELBRLUIEFEIAREEEER (AES) /HREOBEMSE
hHhhdEBEEHE LT HSNI/ASO3 EREEDES

H5N1/AS03 Control Group p value*
Group
Analysis 1 Data Only N =17224 N = 2408
| Subjects with Any AESI/pIMD 14 1 0.137
Analysis 2 Data Only N = 9873 N = 2408
| Subjects with Any AESI/pIMD 16 1 0.223
Analysis 1 HSN1/AS03 vs. Recent Trials N =17224 N=11721
Dataset
| Subjects with Any AESI/pIMD 14 18 0.585
Analysis 2 HSN1/AS03 vs. Recent Trials N=09873 N=11721
Dataset
| Subjects with Any AESI/pIMD 16 18 1.00
Analysis 1 HSN1/AS03 vs. All Control Data | N = 7224 N=14129
| Subjects with Any AESI/pIMD 14 19 0.357
Analysis 2 HSN1/AS03 vs. All Control Data | N = 9873 N =14129
| Subjects with Any AESI/pIMD 16 19 0.609

* Fisher’s exact test

L7=mo T, ARELEMEERT — XN TOR, B XOBFHRKRRRT — 2 X—x L
DHEZBWTH, HSN1/AS03 7 7 I & AESI/pIMD (2 BE§ 2 i A0 A E 72 B O i)
G EE RS D2 LIXTE ot

BRIIZIE, 2001 FEITAFE S 72 Global Advisory Committee on Vaccine Safety (GACVS)
[ Causality assessment of adverse events following immunization. Wkly Epidemiol Rec 2001; 76:85-

92] DOHMEZE TN LI-fbTIc o X, LT OMICE LT (ISS. # 6 HEMR) |

—BEM . BUE AS3 T Va2V FERMLIEA VIV U I F o ORBUET — 5 &

v MUAMZIE—EVEOFHMBICRIH ATRE /2 T — Z 137wy (7272 L, EVEsk, BAIMESN AT
TEDLTETHD) ., ZOMELEMMEIZE TS 250 MedDRA FEAGE (4R FRE

BLOY Uv~F LRI OFRIT 2 SOKFFERE (HSN1-008/-011 #E#RIs L Y Q-Pan-
002 RER) TERILLIZLDOTHILIN, TOMD 2 oORBRTITHRE SN TWARW, R, &
RERDOFELEN V2N DI —BMEZFMT 2 Z LT TE R, BIEAFINTVWELT —X
F—EMEHRETIIRET 2D+ b D TRV,

EEDFEM: :  AESUpIMD H4 07 — & |3 B o Ji &4 0 FLUE 2 i 7= 9%, H5N1/AS03
PO Y AV I3MALEMMET — %t v SO T BLER F 72 13 5Rr O o B R 5k ok
MO TR ENDIERFFERLY EAEBICKE AR LD TIZAR,

BEROREEE © 2 AL BICRE L EAGED AR CRMER 2R T b Dl 2, WFho

AESIpIMD (ZDOWNWTH DT RT —Z L7, WhZRHfmbESITHZ LIXTERVN
D E B DN NE = FFRD B,
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2.5.5.

B Mg . BRI LUERIIERMEO ML S, 972 h . HSNI/AS03 FE:ME T H K
WAL, WRBEHRLEAMALZEMME TR IN-RARIBBDRRETH 5,

VPRI i%?%%%¢’%#éﬁﬁ@?~&i@w &H#m% & .
SN7= AESIpIMD FEIIEEMOILEOFFREAR A ILFT 5 L0 TlE2 <, X oTiE,
2 B TEME TRV ATH ﬁ%&éo

ASO3 DAEFIREFFICE L TH SN TV AEIEDIEEEIRRER T — Z 1. AS03 2 H O
EHETLH LW RERRORIE 525 H DO TIEZaun,

2.55.5. BIREE L URLSHICEAT 25

GSK Biologicals 1007~ 7 T35 CHE 72 H1R A/Indonesia/05/2005 ¥4 &4 L AS03
TV anNy NERIMUZHSNL ALY 75 (Q-Pan) 1%, BEFRBEMNEZATHZ LIRS
NTW5, Rt X OeFHORINIGE, 7TV a23 MERMU 7 F o £33 7 78R E
PEARFEBRITESODEEOIEROFEBUIAD 2, PHRADOLENEY X7 R8T 5 HEFR
LD Lo T, Q-Pan HEFEZICHE SNTIEROZ S BREFIIFTFEETHY . &
HLANIZIER LTz, AS03 7 ¥ 2N F OIRINAEHED 82T 5 & BIRIG23~ H i 1h)
MAHBITZD, ZOBEANTEEOER TIIREREERH->TH, V7 FURIKIGEDEED
Tu 7y ANV TIEENZEEETIIRSFEIFICO AR TIE R o, o, ERERED
WTT VP any P FEERERNLZRHANC LV GO 254 (254.2.1.53H) SRIKISIZE
L2BHOU 7 FUBRIIRT 22T I7A4AT U AOIKTERRD LN »-T22 L 2IEH
DT T F oHFERIL 96% % 2. Q-Pan #f & U & OMICBHE 2 2 TR b o 7o)
HEETDHE, ASO3 ZAEUERRIN L 72 Q-Pan & 72 BRI BASE 135224 & Il L 7=,

Q-Pan DML, MBS TIL 18 LA L DR 2 KGR L7z, LMD M (18
~64IEDEN L 65 LA O EEE) ORFTTIL, @l TRISUG O T B DMK ME 7 23 e
RENTZ, ZhE, SEOHBENERET Y 7 F o TR IS Ao/ RTH D, 6 4 A
OB D L REEED U AT ZRRT DT LIS, VI F o8 E REEROH D
SAE H 88 bivze o Tz,

D Q-Pan DEZEMT T 7 7 A VX, WESS 3865 44 D Q-Pan HEFEE DT — X I LR S
iz, ABHERHE Tl & 512 GSK Biologicals £ AS03 7 ¥ =23 h & ¥R L 7= D-Pan
(FLAF U T TRESNIZPUREZ WU 7 F ) O%eME Q-Pan D2 EME 2 /R4
L7 —42 L U THRE L7z, D-Pan OZEMERHIICIZ, AS03 7 ¥ 2 /3 M AT L 7= HSNT &Y
T 7 F v (A/Vietnam/1194/2004) HEFEF 4963 4 DWEHNT — X W EEN TN D, TILETIT
INEE LB DR NS, D-Pan DEEMET 0 7 7 A ME, HFURETIERL<BHIIT V2
N NRIMDOEBDEE LD Z B> TS, QPanEBLUD-PanlZEENDT ¥
232 FOMEIXEERDEEMICHE—TH Y, HURORETELELUL TNDLZ &b,
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2.5.5.

Q-Pan DL EMT 10 7 7 A VT D-Pan DLEMT — X THIBTEZ 5 & x5, &b, D-
Pan & Q-Pan O} ([F]—® A/Indonesia/05/2005 #:7> 5 85E) % HV 72 Q-Pan-001 FRER 5 |
20D T 7 FrOREMNT 0T 7 A NV OFPME LR STV D,

DI F L DORENT 0T 7 A NVE S LITHERT D720, AZXRELTT Vany b
WL 72 Q-Pan £ 721X D-Pan Z A& L7z 8 F D& T L7-slBRICKT L TERMET — ¥ O AR
Wiz 52l Uiz, AT Cld, FIREZRIR U e ROBBRFE FI RS S HE DO E WA E RGO
FEHEL, BEROBRWFERELITENRFRZRET A EMELEHOLZ LA HIEE L
TUIF VORI B LR T a7 v A NV EHER LTZ, TORE, TSR AITED
IR o T2, FrIZ, AESVIMD OfiEHT Tid, AS03 7 ¥ =23 R &R L7 HSN1 LD 7 F
AR & ORIRBRZ R IR SN0 T,

A2k L LT, Q-Pan & D-Pan # & 721D ASO3 HSN1 LD 7 F o D etk T — Z

— 2%, BFFVTBALDT I F UoHEFRBI TR S TE D . 0.05%LL EOBE CTRBLT 5 HE
& 993%DEMHE CTHRINT 2 2 L NATRER B TH 5,

2.5 -p. 147



2.5.6.

256. ARRIT4ybEYRYICET HEEHR
GSK#HDT7 P any rEFRMLI=HSNLE DS F U DORAKDIRAL
NIAUTNZYRUT I v 7 OBAEDY AT I TNREE EOBERBRERE TH D,
ET Y — N ERAWTER L2 KB iITOvIab—yvay (FEETRELESGGDY
Ral—vay) T HiA v 7V PFRUTF Iy 7R 1 BIERHERIN TS 2 %
ARECTEY—27I2EL, BERITR KT 2834%ICET LI EWNRENTE, ZhbDY—/L
Tl Bleloe A TN PN T Iy 7 ORAEZ BT 5700 D S I ERIIROHE
Rl C & % [Ferguson , 2006], ZAUZ LD &, R T I v I REEKLDOY 7 F U8, 72
E, KVEFELWEEZ LN T Iy ZRAEROT 7 F o HREIC L0 R RIEIZAK
TL., HRATOBEE EE TS EREIh TS,

A EHEFIL. WHO OEIEZEE 2. TR FTI v I U IF o OE, ST I v s T
7 F L OENEHE 72 E DT Iy 7R E AR E L TWA,

GSK Biologicals f1:(% Z ® & 9 72 Unmet Medical Needs % fi#ik-3" 572, HSN1 B 27U o |k
T AVANIRENZBRE LT a3 b (AS03) 2T 5 VA 7oy
FrERFE L, ZORBITIE2 DOREBRENR b o7, U7 F o ORIEH L Ha&EIC
TRV RSB, N T Iy 7 BRAE LB A X G DR L D A L A DEIEE ]
SOITRERT I F U E2HERTERWVRNDYH D, £D72%, GSK Biologicals fHiZ K&ED Y
7 F AR HUR 2 FHIH CRE T R PUR OIS E ) Lic, — . LTIy
T7FOIKTIE, V7 FUNHSNIEID KU 7 MERKIZH L TR LS —EDRZE
Bl 2558 2 DA A L CnD I ENAHEE 2D, RAMMEEZH T 5T 7 F U 28 L
THBTE, EEONCT Iy VROFRERICRIET 5TV 7 F o 8 L 7B ) 201l
REFEISEDRR/FOND D EBESND,

ASO3 7 ¥ a N NETRM U HSNIBRUZ 7Y » N U 7 F 0%, £7° EU THIHE Z 41 2008
5 HIOKRESNTZ, ZDOY 7 F 0% AlVietnam/1194/2004 £ (7 L— K 1) £721%
A/Indonesia/05/2005 #kH >k D H5NT BUHH 2 F W72 845 CTd » . GSK Biologicals £ R L&
FUTHTRESNTWD, BIfE, 20U 7 F 3 EU T3 DOIRFEAGEHFE IS <K
ERAALTBY, 1908y I T v I I7F L LTERBRENTZNRNUCTIvIIIF oD
Pandemrix™ CH V) | 25 2OV T VLR T I v 7 T 7 F 2D Prepandrix™
(A/Indonesia/05/2005 #£) & Duplicate License (A/Vietnam/1194/04 %) THh 5, AKFEHGE
TIHZOEABOWEH A2 CTWNDT I F % D-Pan &Kt L7z,

RUTF I |TVRCT I w707 F OGN 2 S HICEmD 52012, GSK
Biologicals #1135 2 ™ ASO3 IRIIHSN1I LA 7Y » U 7 F & LT, 7y 7 T8 Tl
T % HSN1BUHLR DU 7 F - (Q-Pan) % BH%E L7=, Q-Pan & D-Pan |[ZF £ DR EITE
KFECTHY (R 1HHZY HA3T5pg) « AS03 7 a3 FOIRMELFE - TH 5.
Q-Pan & D-Pan ® H5N1 RFUROBLE THIF TRAR 505, WU 7 Froffidunyinnsg v
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ANAZRIVAT VT E RCRIEILTATRET A a—Lf@F M) ULATAT Y v T
HIRERCEESIND,

ERMZBOWTEEN L - & b EME SN HNL BRI D A V2, BWIZZL—R 10y
AIVATHSTZM, 2005 FRKLEIZZ L— K 2D HSN1I R 7 A LA e MEGeD 17 5 R IA
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