2LAHAEE ARSIV HA I OFY
HINIT /N LT« R IFREFE

AEHICHREHEIN-TBFRICERIEFIRUVRNBTOEEIL, /N
IWTA4R T7—IH%AEIZHYFET, YZEMDEIEFEA
UNDEFHMIZAEHEFIAT S LIETEEFEA,

JNIVTAR DJ7—IHRA =4
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Table 1-2 B¥IRR (BB

e Bt W DL IR
(&S () HRER W ¥R
@) A%RB/ABH
@) BEA
_ ®] 0 | I
o I
] 3) —

2 (L3



1.5 ERXIIERDEER VHAREDER



Novartis Confidential Page 2
CTD 1.5 BREX IR R DEEE VHFEDER

B b/ 4
H DR e 2
B T B et 3
I TS ST FE L OIMERR oottt 4
2 A LTIV L U ODUN Tt 5
2.1 TS TBEIEDBLR oo 6
2.2 IRFOINETEATUT oo 9
3 IRFUNDBHTE B OTEGRIRTI oo 9
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BE=—
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5 BIE L TOVRNWREL (59) AL TWARWER (H)

BPL B-propiolactone B-mv A7

CCIvV Cell-culture derived inactivated vaccine HMlaRE R R RNIE LY 7 F
CTAB Cetyltrimethylammonium bromide BbeETF L NI ATFAT U E=T A
FCC Flu cell culture-derived A 27 VT R YRR S 2 ok
HA Hemagglutinin NI NF =

MDCK Madin Darby Canine Kidney A X3k MDCK #ifa

NA Neuraminidase JATI=H—E

sOIV swine Origin Influenza Virus TERAKA TN T AL IR
TSE Transmissible Spongiform Encephalopathies R MR IR

WHO World Health Organization R R % S
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1 ERXEFEEDER

A TNT YT T F UL, 50 FLLEICOI D RERINE HWIZEERIEIC L > TGS TE
2o LML, ZOREREZ I BEEEOY 7 F 0 OfEIC 1 DOBIELE LT 5700, Bk
IZHEIR 23000, E-RETEMEM Ch o7, 20 L, BIIEMFEH LU 7 F 120X, MED
HINERENEENDT-D, ZORAEIEZEOSH HANTIET VAKX — &4 U 2% [ fetEn
bHb, IBIZ, —HOAL TN T A NLARKIE, BINTOEEN RN I=" kU Ikt
TLBEHMEERTHAELH D, T7hbL, ZROLOMBEME, YA NVARKLIZE MK LT
HHRE R RIEAT N T Iy 7)) BDEISTELGHIE, +0kV 7 Froazit > ETiREk
ML 2o TN D,

Novartis Vaccines & Diagnostics (LA T, Novartis) 1%, BEIZECK T LU TFIv I U7 F UKk
U Ty 7 U7 FrORIEDT-DIZA X H KD Madin Darby Canine Kidney (MDCK)ffificl &
FHVU 7= Cell-culture derived inactivated vaccine (CCIVYDBHFEA1T> TV, SMFEAELTH A
TNnxZ oW (THEEKA T W AMIND ~OxticE LTY 7 F o OPGIREI O S 2
WTWD, ZOMIBEEERIETIE, 1EROBINGERIEL LT, EHMciv 20U rForo
BOEZMERITIT) ZEDNAEETHY, TV T I v I I IFUHINENRNTIv I U IF
ORIFICE L= HFIETh D, £4%, FRICEBKPHBILIZSETH-ThH, BIMREEEL
b U 22 e AG (R HI OBl xhis T & 2 5 & LTI T & 5,

AR, AFRIZIBWTRKRAGE 217 9 FLilfatsE A Bq > 7 Lo HA U 27 F 2 HINL [/
FOVT 0 A R (BUF, AH) 1X, A/HINI/California/07/09 7 A VA DT _u—7 ()
FHNCFET HHRMEREESEFE (~~ 7 /L F = Hemagglutinin : HA) & /A4 7 I =X —1
(Neuraminidase : NA) OREEAZ G4, p-7 v 4727 b (BPL) (2L 0 AREABALEE S LT
B REALTANAT I F AT B FiT=72 02 LD, —RICEETHD E IR TW5b—4,
ETANAT 7 F DT DETHLN D BEICECILHT 208 4 51T 5 ITITRELER LR
<TEHZRLRWY, 22T, AP EOHEZLVWL, KD WEREERCHoktE s 52155
EZRIBHBA] (T2 ) U0 F U LRETDHDHENRELND, KA T Vo
k& LT MFS9 BEIMENTWD, MF59 (%, Novartis OBH%E L7=FfitkA 7=+ U s F
VDTV aNy hELTEHMNERLE LIZKET 10 FLLEOFEHERER H Y, 4000 RS LLE
DFEFRIZFR Y 3 5 8A 3 T ST D,

AAHNL, AEIONRCT I v IRAEICIVELNTZTA VAR E AN TERENTZY 7 F o Th
%o Wi 20 a5 |8 &V BEERRBRABS SN TH Y, BEC FA Y RUAL ZTE 2009 4F 11
HITHEGRE R TV D, SRBITRMNEE~OURBILR S FHE STV D, AFICEBNTH, BARA
TORENE, HREIRMEZMERT 572012 2009 4 9 A XV ERRRER A F2hE L, w RAvHECH It
IR 2B 2 5 _MEEEIT-> TS, KRS, ERAOEKRBROWTNS, NER A D
W7 aR e LTHEmL TS,
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2 HEALVITILIUHFZDNT

ABIA TN TANRE, TV I T YT A AF (Orthomyxoviridae) @ A BlA >
TN T ANV REDORIET, HA & NA OFURMEOEWZ L0 R (H1 75 H16 L TNN1 2»
b N9) IZpFEhbd, B MoEn, BE, 74, UREOWHAFUTERL, T XTOHEMN
%%éMTWé%ﬁuﬂﬂ,ﬁﬂﬂi@ﬁzk&é@%#iﬁéo;®A@4/7wi/%?4
AT INETITMELTITEZEVIELTEY, FRIN T I v 725 EILTNA,

A VTNV FRTAT R IR TRKIE, HA ° NA OPUFREEN R 2 ICE (LT 5720 L&
THEY, ZOPFRERIZE, REGELAR GURS 7 ~) LgaAR BURRY 7 b)) o 2 fERS
boH, NEFAR (FURT 7 N &L, DIRIOFATY A /L A L3 HA X° NA #RQ R D T A L
AW E LTk hoMFUIBET 284 T, Ko Oe MIZUIKHT 2 %E 2 K DT/
TIvINEIDLZIE LD, 20 HEEICANERREBR LI T Iy 27 LT, 1918 DAL
VRS (HIND) , 1957 £ 7 7 EAS (H2N2) , MO 1968 FEOFWEM (H3N2) 72 &332
%néﬂ,;n%iﬁmff ERAREOMBIZ LD b0 E SN TS, 20X D 7Rk i

ICE S THBLLZEFR Y A VAL, KFATZEZ Lictk b, #EAR BUR KV 7 R) I2k-oT
PURMEZ D LT OERZ RN O/ ~PBEOFAT AR Z LT 2, FEEIC 1977 L%, HIND B &
H3N2 D A A T N YRR CTAT 2RV IR L, A TN U 7 F o Ofii L S
NTEI,

BAE, 2 DOFHIA VAR, RETLARUTI v I HDENNINRCT I v 7 OBBITES L L
TW5, 1 DlF, 1997 FEICHDTOE b ~DRYENFEETEE Sh, 0% 2003 LI TE,
NREFLAROH A b E LTR~A £ B F~OEERFED b, BEE TR TV D mis R
A 7% (AHSNL) Thd, BRFRTE b e hA~DOBEEIZOWTEBEIC S TW
TR, EPEE T Lo Lsed Tnvd (2009 45 9 A 24 HEUE, RYLHE 442 ], JECH
262 f51] : http://www.who.int/csr/disease/avian_influenza/country/en/, accessed on 30 Oct. 2009) , & 9
1 D%, 2009 44 HIZAF T a TRAELTLOR, BRIy T Iy 725 &I LTWD 7 Z ik
A 7NV (AHIND) T, BEBIIIENO—-@E7-E->T% (2009 4E 11 A 1 BEIE, %
Rz CHEE Lo R R s BTG 48 0 2 THIBL R, FETHE 6000 BILL 1
http://idsc.nih.go.jp/disease/swine_influenza/2009who/update73.html, accessed on 27 Nov. 2009) , fit
FARERERS (WHO) 1%, 7 #HRA v 7z P OEBE KGR ORI & Y WHO HEPH5E
BAZEASOMMRRAIE 2, 20004 6 H 11 BIZA IV HPFRUFT I v 78 L~ L%
Tx—RAS5PH T 2—RX6| a%ﬁfé’&%mﬁbko

JZAETHEE D UHRA 7N o PilE & 2k e, iAoz ex, DRk
BHEMICE OSRER L7 2 E3720 HA 721X NA iRl 7 A V23 hORTRIEL T, A
VINEUYFORATERLZ LI2RE, ThEHFEA 7NV LIS, | EEREIN TS G
BA 7NV WRBRICET 2BEVNERS 2004) , AERICED E, B MNEITOBRERHL
MIUT72 5 TR HINT B T v 3, o T V= o FITIEH T2 RN 2 &2 573,
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R E TR OEUVIEERNBOONIEEYH O A 7Nz P L3R AR, EERYSE DR
DIEFITEN E OFERB RN/ FE SN TEY (WHO 2006) , HlA 7oL LT
Ry I BELTESZEDY AZITEH0 mniev, £, —HFOTZHKA 7T FIZONTIE,
BEIHT A o o e UTHREORHIEERE 2 T0 L LTBEN MG STk, H5NL R
A 7N Y LR U TEIERITERW S OO MR RGO RKITIEE 5T, 5% OERKD
HBUIZOWTHIBEIND L ZATHD, EBE, —HOTHZHRA TN F T 4 L ZTO0
TiX, & hOMRI~DHEEZRE T HRRERDERNT 4 )V ARKED HA IZRRO BN &
MHESINTEY, ZOXDRERNLND BT E HITIERT 2 ATRetEn & 5 2 & 3 Ef &
L TCW5 (Neumann et al. 2009) .

PLED X5 7R, ARITIIBEIZ 2 DD HSNL BlA U 7 VT D 7 F U 3 KGRE % T
W5 (EHEREMHEEL IR 20072, EHREMHFEE I 20070) , LT FHkA 71T
YHUTFATONTE, ENEY 7 F OB SRS E (BRICEE, M, AREEH
THHERE) ~OBFEN 2009 10 AB L VBBEIN, SHICEEHAS YV a—/WEIRELE S
NTWLH00, @il (65 KAL) MO ER R E LS OF T3 LT A — 1 — DA
VI FUNERENDTETHD Z ENRETHE L VRSN TWD (BAETEHE 2009) .

EHIT, W7 OTHIICOHT D BA v 7V W EOf D, A1%I1% H2, HS5, H6, H7,
SN H9 iR OB A T N o P ORAED A REEZ "R T 2GS H Y GIilla 71 o
KRBT D E/ N E B2 2004, Webby and Webster 2003) , A [EID/N T X v 7 IR ST 5=
R B A TN P T DRRPNMENCR D Z LI ETH D,

2.1 Fh5 - AROBK

A VTN FOEEMZE S TR - 16X 2 DlCKBlahd, T7hbb, UI7F o7l
LA TN T TA N REDEE Th D,

R DIEGYEIXT T 2 0E LA @D LTI ET 2HURE D 7 F o LT %, U7 F U2,
9 b Lo AE X TIRIR AR WD AT 7 F 0, RS B2 U A VA ATIE IR 2 O D A5
ISR Y 7 F o, RIEARDREAET DR ENEL LT RV A R ERH D, RV ANEIEOH)
NHHLHOENRE I, UANRAERTHEWIERTY 7 F UIERFICHETH 57, 100%
DRI CTE T, £72, DRV ARP S —EHEDRIRIS &R, IR, W, B, 9UH,
W BRER L) BbY, FNCEEREIISHEAET ML H 5, A TIE, ZhET
IHMBEGIRO T &0 BB 2 O PREERNRE & SN TE R, PHEMREOHREICLY
RBEMO OBV, T2obbEMAEREMNICEID D &V Z o7 OKE 2009) .
A TN PRI RTA ) 12X DE, ATV U F O PREREITSE T
BENEEOLNTEDLT, 65l LOGERE R NETTED DL NA U ATE (60 %LA L 65 ik
WOLDOThH-T, L, B L IIFERIBOIEXITE MERET A L AT K D0 D
WRICIESE L AT 2F) OBEHEREONE HLEEDOH) LRoTnd (LI T
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PR A R oA VERTIEBRS 2003) , ZNETIS, A 7NV HFUIF L LTUTOR
HLY 7 F o BN S T3 (Table 2-1)

Table 2-1 AR TRFESNTVWSIRFIESAVINLIVOFIIFY
A TNV P HA T 7 F o ERER A 7 v W
U7 (H5N1 #R)
AR7E4 A 70T | Flu-¥ Uy | 4 HA O R A I o % i B G I 5 rin) B G
VY HA U HA I %= A%
7 F 7 F > H5N1 7 F > H5N1
FALHF ] e sr ]
T i A TN FOTE HELL 7 (HS5ND) D
FB5
LR - TR TF I IV IF

(HL 4 A OWBFIE 2009)

A TN PR TA R4 ) 12X de, A TN FOEMO TR, v
— A LA TNV HA UV F oz | BETICERTL2b0EINTEY, WY AL
ATV LT PR EEZ D Z ENEL, VIZF U LEEINCHIGT DERRES N TNDS Z
ENTEEINTWD, £, FEitkA 7L WA, BHRO AHSNI BlA o7 e P
HIET R, FURCFI w7 U7 F L LT 2007 4 10 AICIEBEAlA v 7 v PO 7 F
(H5N1 #%) 2RI TWD (EEA N RFEAEH 20072, EEEMNHFEAE I 2007b)
F7-, TEHEKOEA LIV YT I FATONWTIE, ENFED 7 F s, AW L
WIZESE ATz HA U7 F ) ORERFEARICE > T TA BA 71> HA
T Fr (HIN1 #8) | & LTl - RGeS hd 2 Eiciot, S OICEASEE L, ENED
D7 F UG TIEE SRS IISVER S U, REAEREE OB DI E & BRAICE A
L—EEDY I F L aihd D52 L 2WRIE LI, WIEDT 7 FUPATED L DITRD72D
IZIXENTOERFEAREZSLIMNERDH Y, EFRO 7= DI TIESME R RBR AR 2N 2 TR
BREAR DRERZAT 5 BRI T D,

—FT, UI/F UL L LILFRELTEE R T - IBIEETH D, BE, KARTHEAIN
TWAHA IV T ANV RIEKIZIZLLTO 3 FARH 25 (Table2-2) , FAIZ, WHTIEXID
Iy, TV ERICERBFEO Y v 2V bR SN TV 5,
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Table 2-2 AR THREINTWBARA VY IILI VOIS ILRE

— 4 TR HFF I FELZI L
e 4 ALV DRSS 2T
oA LA AR AR OB 7

M2 EHE  ARA T
NEPF T A ILAD M2

IR g eyl | ATBIAIRI T 0L HE L, L0
o ot | ORI - AT 5.
Do

A P WA P

1 B Y WA, A

) AR \ iR

AT e e ST (RS & 350

it S LR PYRBEPIN B E

(HUL 4 A OB 2009)

AEIOFHRA TN T A )V AZONTE, BEIZ WHO (24 H I EED T A LA
DHENH S (WHO 2009) , AFICBITF DAL I ENMEA 7P A )L A IZO0
TIE, BEICJEAETEA K OENEGERFEAT & 0 #d ST g (B4 58 (R SR i B R Y iE
AR 2009) , AEAEEOHTEAEFEEIL, BAD 2008 D 2009 EDOA T NE LY =K
NZERBWT HIND #iR (V) o TN oA )V ACERICA LY I EAIEDY A LA
MRHEENTZEHRE LTS, ELEIORET, 20T AL RAZIEYF I BTk D ik i
I TR,

ATV PO THIZEBNTY 7 F UHERITEER THETH LN, i/ 7r=oHoda
WA A TN FOTPR - IBRICBWTARSM 2R LER TS TWD, 72, fif
YINEUY A NAEIARIOFA A TNV P L THZOIREYREINTRY, &
EiXZh S 0EAOHEHBEHEREL TWD, LrL, ZRHDOHA 7Lz 23R
TR O B, 381 & ORFEBIRIIAFTH D b O OFEZEORETE 2 EOMBERLH Y,
HEHICH Tz > TI T ORLEEZAREITRT L2 T UER B0, Hif 7V oA L 23K
A TN PFOAL b=V ROTPHIENTY 7 FrOfiBiL 72503, ZhbOFANTY 7
FERICEE WD 5 b DO TR, A ¥ TV PFOFRIUTRRD IO DA 7 /vy
U A NVAIEDOITTIE, UA NV ACHEFRITIRE SN L IIIRE I N D ATREMERN WA UEA v
TN L BB SRS LTI D R&E Th o, AR D HA v 7 Lm ¥
RHARTA ) TlE, THBRA TN Z P ORRRICOWTOTINIEICEDY 5528, #
BIA TN FOT - IR # e LI oW TR ET OB 2R 72 B0 A R 9
WD EEND, 5% EBENTIHEL TP > 7 oA )L 2RO RCHLAI
IZOWTOMTE, EHINEEZITO L L L, A 7V o U A N RAEOEE HFIECIHE &I
ONWTIE, BWREEUICELEZIT) 2L ET5, | Eid#ish s,
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2.2 AR DLLE 15 1+

Novartis 1%, AFIZBIRT HLIENC, BEIC CCIV OGS EAMENL L TEY, 2007 4 6 Al
CCIV Z Witk A > 7 v U 7 F o (Optaflu®) OERBEFKM TEHTWD, £, AH
TTVany N LTHEHALTWS MFS9 122V T, MFS9 # 38T AZEHiMA v 71z W
727 F > (Fluad®) 2% 1997 4 5 AICA & U 7 THIOEREZHTE Y, BUETIEEM 28T 29 »
ETAGR S, BEIZ 4000 J5[H155 LA E ORI Y 4 2 WA AT ST 2,

AEIHFEZAT 5 AFNE, CCIV OHEFFIZL Y A/HIN1/California/07/09 A /LA %554 L MF59
EWMUTZHRIA IV U7 F o ThY, ZNE TORINEHETHEL 2> T\ =T Lb
XU T2 Y A7 26T 5 2 N TE, MM TLE LS XA MHEN R TH 5,
F72, TV O MFS9 2889572012, LELRHIEMAEZSD 200 1 BHEREOHRE 4
WOHTZENTEDLEVIFEERF LTS, LER-T, AFIE, 7HHKA 70 PHR
FHOBRI LM EIECLE T 572D ORI RFED 1 L LTEMTOND D TH D,

3 FHI DR UVERIRBR

3.1 B CE T AR

Novartis |24V E TIZ, EEBRIFH 2 WITMEEs HWCTRIE LA 7= BT 7 F OB
FIEFLTEBY, BICHCKRIZBW KR ARG L2/ b H 5, Table3-1 12, KB HH DWW
BB DA TN T I F o ORSE T,
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Table 3-1 Novartis D4 Y 7 ILI UHFD 5 F oD
Ty F v 1 IV ARE; HAGH YA L ARTEAL TYaNy b ST FRERRL
T EE
Fluad” 31l (2xA, B);  FP RALLT AT R MF5S9™ A2V 7, AR (M 12
ZRHiE v » [EEET 29
% [H)
Aﬂunovzz/ A/H5N1; 7L #EH RIALT T B MF59™ A2V 7,  BAFEH/
Focetria 23 y?‘% S/ v R (BRM)
| NT Iy
7
Optaflu® 31fi (2xA,B); MDCK #ifs BPL 2L KA, 7R (BRN)
it < —L T
7
FCC- A/H5N1; L MDCK #fiffla  BPL MF59™ KA, BRFE
H5N1 RUTF Iy ~—)L7 I
+MF59 | XTIy 7
7
FCC- sOIV A/HIN1; MDCK #ifla  BPL MF59™ KA, TRFR (A,
HINIsw FULRUTF ~—J)L7) KAV, AA
+MF59 o 7] RF 7 A)
N4
Influenza sOIV A/HINI1; 550 BPL L HE[EH A CKE)
A(HINT) NRoFI vy 0 os—
2009 UNT— )L
Monovalent
Vaccine

FCC; Flu cell culture-derived, sOIV; swine Origin Influenza Virus, MDCK; Madin Darby Canine Kidney, BPL; 8-
propiolactone

FRYNEEAE CHREMEA 7L T 7 F D Fluad®ld, 65 LA EORRA, BICAIHEEL AT
AV AT DFEASOEELERRBD HITEY, 1997 45 AIZA % U 7 THIOERBE S TLLE,
10 ELLEIChbz> THB@LTWARGE TH S, Fluad®D /8 F 3 v ?ﬁ”“CZ%Z) Focetria® |
AHSNL A > 7NV T 7 F oL LT 2007 4 5 AICKKIN CHEGREZH TV DA, & HICFHEBE M4
TUANAKREEZ TN T 2wy 780 A/HINL A4 > 70U 7 F 8 2009 fii 9 A IZRERM
THERRBEH TS, NUF Iy 78O AHINL A V72U s F oL LT, BUgEETT
¥ a3 FIEUSINO Influenza A(HIN1) 2009 Monovalent Vaccine % 2009 4= 9 A 12 K[E THEGE S 1
72

MDCK #MifdzfH L, 72y FERNTHREST 258t 7V F U7 F 0
Optaflu®i% 2007 4£ 6 AIZEKMN TEAR SN TR Y, KETITE W AHRRE EliF ThH 5, MF59
EWMLTe, Vo7 vy 7927 F > (FCC-HSNI + MFS9) IR TCchHh b, N TIv I T
27 F > (FCC-HINIsw + MF59 : A#l) 1%, &ETEMIBFERRE (V110 02) BFERIN, €O
BRE & 2RSS TS (Clark et al. 2009) . & 51T, BRINS CTREEER A K OMEERE & i
FaERIC L-RB (V110_03) WONCfERENEZ % & L2mB (V110_04) o 2 Rz 20
ElALvEBLTEY, 20004 11 A2 KA Y RAA A TERBER-,
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3.2 ERIZH +5BF

WHO TIE, 2005 4 5 AICHAEA 7z o PR 2 Bl OmERICH#H T 5729, [TWHO
global influenza preparedness plan (WHO 51 > 7 /v W HFTHRIKEHE) | 2K EL, i
WL CTHETOHEA v 7V U PRAERFOITHFIEA R E Sz, EANTEH, WHO OFFHE %
AT T 2005 4 12 AT TR o 7 v U SERITENG T EATGEE 2P LIl £ 6
, PARSAITNEEE - T2 Z ERR SN, BRSOV U RN TV
PICBIT 5 BIMRE i iRk 2009) o JEAE@EICL DL, 2009 42 10 A 21 HBUE, EHNOH
A TN FICE D ABRRBESIL 2755 N, T EHEEKIL 26 AegEISnTWd
(http://www.mhlw.go.jp/bunya/kenkou/kekkaku-kansenshou04/rireki/091022-02.html, accessed on 30
Oct. 2009) .

ZOXEIIIRGT, BRA TN oIS DEWNEDY 7 F o E - loEsihud 2 2T
ST, JBAEFBEIIENEOD 7 F 2T TR GR EIISVERN & L, BAEEZRRA
AL — ROV I F U HMRT 222 RE LT, 20X 9 RBEAFREIZIB VT Novartis 13,
BEICHEAN CRAR A BRIA L CW=BiTi A v 7 L v D 7 F o 2 ERNICHEE T 5 2 & TEER O
~HFHETEH T ML, BalcAsoENRELT crrELE 20 =] AP i
VEBERERR A 200 A Z 680 L2 ERER (V110 05) FEFEDO - DIIRBEIEE 2R L, S5
7 PR N R & R L BRRERER (V110_08) FEHED 7= 30\ IR BRI 2 #6200 TR
HiL7, ZhboiRBs, 2000469 A 16 B (vio 05) ROR AR (vito 0s) kv ks
FH~ogHEzmm L, vito_os Wi 20 =l 7 Il 7ic vio o8 #EIFE 12 A 10 AT,
AEDOBIRE OBEIB 24 T LT D, 22k, ENTORKRBRIZIZT L7V RV ) v U%
RAWens, EfioBEiciE, SF L THERTELSATFT R=AL T LE TFELTND,

ENEOD 7 F o Rie 0, REOEGIEIHANES THL, —IZ, ENOT 7 F 0%
BTIRERHANLITWDD, I TIEIRELY 7 F AIHRANEE, £7 7 F 35K PG50
HnbihTng, E£2, KE/NEBFPERORIEICE S v=aT kb e, 7V2V MNaE
e RES DU 7 F 2%, TG R OBRNEG CIXRPTNE, Bk, REOp6, 25EKORE
B AR T EDnHLTDHmANE LT X&EThHDH & I4L TV 5 (Colorado Department of
Public Health and Environment 2009), = ® X 9 72 B DEWLH 575, WTHUTE LIAFNL, #Hh
DF72 B FTENICEB W T G RO H5R K CORRRBRZ FMi L TH 0, HRNES & L CH%
LTWa,

4 AHDOSEICET 5 1EHR

AKFNL, FA TN HF A LA (HIND) ZfiflasiE L, 7Y 23 & LT MFS9 %
MRV 7 F o Thd, BEMIIZ, 4 XOEMIZENRT 5 MDCK MasHnsitTting, LA
T, FEK, ®FIKRO MFS9 O5E, SVERED D OREMER OGN T A VA2 5 =2t
B4 oiFmaied
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4.1 REORE

AIOPUFIL, AHINI/California/07/09 X-179A A > 7 VT W7 A )L Akk (LLF HINL ) 0
KEHR TH D, FEII A Y DO~—/L TN 21255 Novartis T, EMIGTREEEEERAMN2FH L,
MDCK flfElZ HINT BR A2 G S, HA L7 VA VAN G FER A RIET 5, HHSE T A LA
X, B-7m A7 27 b (BPL) TAIELLTE®Z, BlbkEFA NI ATFAT U E=0T L
(CTAB) TUA L AgkZ Bk L CEREHURL HA K O'NA 28 L, #7525 (CTD3.2.S.223 &
W328224) ,

ARIED LT, Wiy, pH, MRS, RV YV A~<—h 80, MR, HMRBR HA &
i) HEHKLORERGIEE L CEEL, HE LTS (CTD3.2.84.1) , EWNTHIET 28k
B OB VEIE, Novartis 255 E L KA Y THEE L7 b DIZHESWTERR L T\ 5, AREED Hfir
ABRIL, Novartis THEiE I 5,

4.2 HEDOmE

2 RXR=T7 DY 27V ¥F12&%8 5 Lek Pharmaceuticals CTHIAN S5, HA HiR%E 0.25 mL 24
720 375ug GHL, 7Y RE LT MFY9, MOMEGERIE LTF A —1aEdte At
Y=/ ch 5, AFNL, wLF K—X1 7/ (MDV) Thob,

ARNIOMEE, BERR, = N3, BREHBEGERR, HMERER (HA 5&) , 72
Y — L EAEK O MFS9 BhERBRE 2, HEKORBRGIELE LTHREL, FEHLTWDS
(CTD3.2.P.5.1) . EANTHEET D8Ik L OB TVEIT, Novartis 2358 E L R4 Y THEE L7 H D
WZHASWTER LT 5, BEI O HAraBRiE, JREK & [FERIZ Novartis Tt S5,

4.3 MF59 (7 a2/ v k) ORE

TaN hELUTHWS MF9 1, ERSNB AT UL O oil-in-water o< )L 9 0 Th D,
MF59 1%, AFIZRBWTUIHBRINANZ 575,

MF59 OSVE I, iV A X, A7 UL ERE, TRy a VORERICHESTHHRY
YNAR—1 80 MU A VA VRNV EZ DR ESRZ, FENORBRGIEE LTRET S
ZLICKDEHL TS (CTD3.2.R.2.S4.1) , [ENTHEET 2B M OB 51, Novartis 23
RELTbDIZH SO TIER L TV 5,

4.4 AHOGERNMSDEREHEIZDINT

441 AYHEER#

AFNOBGE I TR BN 2R A L Tl Y, HRICHEHT 215 EMiiio MDCK fifaid- X
DOFNRIZH KT 5, BEICIE, BRI E LT, BETERCERT L MY 7oy, ik
De b Ay (BIEFHBEZ) ORGEITHEMT DFEMENZY T 525, WIhoFEEHIB L
T, UANWREYLY X7 KX Transmissible Spongiform Encephalopathies (TSE) =D U A 7 |%
id TRV &3l L T % (CTD3.2.A2.3)
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442 FTHHOERE

Ry & Ui, 18 EMIRIC T 2 Rl & 8l TRICHEET 2 MR EnE b5,
JHE Ko DML o0 B e ORI EE IS A HIIC B 23 A E LEBL L T\ 5 (CTD3.2.S.24,
32.8.4.1 L(*32.P5.1) .

AU 7 F o OREED NN F—3 3 2B TIEL, MDCK M HERICRESND Z & 23R S
NTHEL, RAEAIC MDCK ML ZEFET 2 /I mo TRWwWeEEZX LR D
(CTD3.2.8.3.2.2) MDCK i3 TR CIRTZERICBREISND Z L2 D, EERANZ MDCK
AR AN ERAT T D AT REME (38D TRV (CTD3.2.8.2.5.3.5) . L7223 T, MDCK fMifgic k5 U =
71%, WO TEWEEZ BN D,

4.5 NEEDAILRIZHT HREMICDINT

B N7 OREHROTZDITEE OHNFRNED T A NV ARERITINZ T, 4 X, v, U,
F o, 7HDTANACHONT T AL ATERBRIC LV FHE LTS (CTD3.2.523.2)

F 72, Working Seed (VA /L A) 22\ TIE, PCR IETIRABROAREENRH L FO AL
AR OWHFLEAA L P LA T A N ACONWTRHBRLEH LT 5 (CTD3.2.52.3.1) .

£7-, ICH A FT4 2 Q5A ITHEL, AEOBLE TIRICE Y 7 A VAN ICRTEL M OB
EENDHZ L EHEEL TS (CTD3.2.A2.5) .

5 AFIDFEERERHERICEE T S 1R

5.1 PR

AN YT I F o OERRIEHERIT Y A VAR REGURICR T 25UROFHE T (%
JRPE) TV, FEEREMMIZIT DR R QYRR R, & MCBIT A2 E ARG T 5
FECTEIERFERCTHDL LB OND,

AFN 2 FO T SRR T 5N LTS, [ARR DAL A FF DRI RE R ok D7 ¥ 2 8 MR
N1l (A/HSN1) U 27 F o2 032 2 FfFRNERE L7256, 2EICV T 40 (580 Eo R
EREEEENNH] (Hemagglutination Inhibition: HI) FUAMI SR S 7z, £z, MEaEEEBEROT V=
N2 IR 3 M (A/HINL, A/H3N2 ONB) U2 F v %7 =Ly M 2 RIFFRNERT S Z &
(2L, 2FNZ 40 fFLL LD HI FUAEAFE Sz, 72, O OERICT 7 F U pisy ERT
| DA 7N oA VA (HINL ) ZERESEDE, U7 F UL TOZR0ER
EHER LT, WS L TV e,

MF59 D08 R & OHHEAHRR R ~DEEIL, 4 XEZH O TRF SN TEY, WITNOSRE R
IZBNTY, BEGICEE L BT Lot
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5.2 =R

ANz T2 BB S0 L e o, MR iXBIE - 5 fars gk y 7 7o
BHE (7Y 230 FERMEOT Va3 MR OmtERBREGE 2 Ao, LR v
7o 70w ERBRIE, FCC-HSN1+MF59 UV 7 F > (H5NI ¥kl D HA 15 pg X MF59 0.25 mL %
GH) O XE RN RKIERGEERR, Optaflu® (72 230 FMERINOMREE Bk 3 i
A TN T 7 F ) O XE AV KER SRR L OV R A R T H
D, WTNORBRIZE N TH R EHmEIEA LT, BEHMBETICET 5 BRFRAEMENED S
iz, AERFAFBHERBRICIWT, BEWROIR - [RIE~OREIAONT, BT LRD L
NIz oT=,

U AV ADRFIRG RIS MDCK AR O SIS e OV AVJRIPEIC B LT, B gy
ThHOHRAX— R~ T A, TRICX— R T X, Ty FRUONLZZ—DOFERZHNT, HEL
B, ARRIRARNE & OFE T DNA IZ DWW TR L7z, £ OfE%, EALE MDCK M DR —
R~ 7 A~DEHIZB T OBRIEGFEMENES Hiviz, MDCK MO R & O DNA % $iE 1
BB LTS R, AR Z RIET 52 GITRD b oT-, U7 F o oREEREIZB W
C MDCK a3 fERIChRESIND 2 &, OB WO H A JIZ 38T MDCK Hi iR
% OY DNA OBAJEMERTRD Lo tc Z Lnn, et EO U X7 13mH TR\ D &5
bz,

MF59 7 ¥ aNy ROV, 7Y 2"y MRARE LIET Y a Ny MRINY 7 F 12800
2 HE i Gagtealh, RER G EERER, BEEERER, A A R K ORISR O %
MEeMWTEHMI L7z, TORE, WThORBRICEWTHEKRERICK T 22 o) 27 %
RIET DHAERITRO bR o T,

7B, AFNCEH A SNDF Ao — 2ok, HANEGICBT 2E A : 12mg & T
[ 2 Enn, BB DEEZ D,

6 AFNDOEEKRAERIZBIT 515

FERBR O FET — X /Ny Ir— %, Table 6-1~6-4 |Z/RT,

AFIOEHRRBRE LT, #H< 1R B (V110 02) 288 T L, 2 @Bk (V110 03, V110 04) %
FEhihCThH 5, FENTIE 2 3B (V110 05, V110 08) & FEhi L, T TOWBRE DB 4
BTLTWD, Zhnb 5 ABro o b, s 2 & (V110 03, V110 04) LK OEKW 2 R
(V110 05, V110 08) ZFHl&RrE L, WA CHEM L7z V110 02 RERIIEMIE DA 7 v K
B THDLTOBEZERL Lz, 20130y, KAl L REORREESRC LV HESND2 T V=
N RFERINEEIPEA 7L oD 2 F o (Optaflu®) OEGERHER 6 3Bk (V58P1, V58P2,
V58P4, V58P4E1, V58P9, V58PS) Dfff, 7 ¥ =32k (MF59) WMMEHNRA > 7>
(A/H5N1) U7 F o ORERRER 1 &5k (V8IP1) DOfkfE, 7 ¥ =3~ (MF59) IRINESIE:
BHIA TN AT 7 F o (Focetria®) ORFARRBR 1 3Bk (VI11.04) o 1 [6|H#E 3 @K% E



Novartis Confidential Page 15
CTD 1.5 BREX IR R DEEE VHFEDER

TORAE, KOT V2"~ (MFS9) T 7 F 2% v 109 OEKREBR b2 T — ¥
DELNTEY, 6O~ ORBRAMEKL N2 1S DREERER OB TR R e E5E8E L L
72, Optaflu®iZ 2007 4F 6 A2 EMEA (FaRFE# 50 K 0 KFRIE L, Focetria® A/HINI 1
YINT WU T F 0%, 2009 9 AN THERBEZHB WD, Bk T W

(A/H5N1) U7 F 3o Clm T ch 5,

WSk V110_02 38RIE, 2009 4F 7 H~9 HIZRENZIRB W TEMFERERE L TEI Nz, [
FRNZEX G E LIS THO M ay NRBRTH Y, KAl L Lz & & ORERN &R 2k -
BARMEOHG Z B E Lz, GERMEICOWTIE, 3.75ug HA FURZ X7 &L LT, UT
[FkE) + -8 MF59, 7.5pug+ &8 MF59 oWt | [REEfE 5, HI FUikMio ER SRS
L, AAEGREOGURGIRER, FUAZILR, PUARARIIVTN LT Va3 b (MFS9) FER
MU 27 F v 15 g BELEERTEN-T-, BEMEICHOWTIE, RFRGE LTERARBE 25
NN, MOBFEREFEEED TUEEAENRETH Y, AHOBRMEIHB S,

sk vio 03 @erix, 20l = | 8 & v ek o R AL ORI A&kt & L7 4 TIVI
FHORER, HEEL, HEXRERBRTHY, 18 LOMEWRE N L TARIZ#E Li- L
T ORIEFRME R OVt - BREOKRTZBHE LTS, 18~60 MO A GE&Eming) 123 4
B (375 g+ -8 MF59, 7.5 ug+ 28 MF59, 15ug) OWFhh, KO 61 mil Eomiia i 2
H& (375 pg+ f-& MF59, 7.5 ug+ 2 MF59) OWT a8 Lz, ARBRTiE, 1 BIEB
FED 1 4FERICIBIEERE (booster) &3 L, * DEEOGEFMEK WZEMEE2 I+ 23t TH Y,
ENTORRBHGERE CICREIE N 2 BIOBMEET L, TOHHEHOREREENTZMR L
TWa,

AFBRClE, RERMEORMEFEIE & L C, EMEA/CHMP OREMEEZ BB T\ 5, AKUEL, DL
TR T,

o 18~60 DA TIE, LFD3 DT XT&iIZT I &
o FURBGHAED 40% % 2 %
o HURLRA RN 10% %2 5
o HURE(LEMN 252D

o 61l EOGEEE T, UFD3 2T _XTAIiZT I &
o HURBGHREED 30% &8 2 5
o HURLRA RN 60% %z 5
o PURBALRN 2052 HZD

18~60 DL N GEmnE) Tk, 3.75 ug+ Y-8 MF59 B OV 7.5 g + 28 MF5S9 #f & 112,
1 [EHERE R O 2 [MIEEHR CTOPURGIRR, FUAZ=R, JUARAGEROVT IS, EMEA/CHMP
DIHERTET- LT, 61 Ll EOEEE TIE, 3.75 pg + 8 MF59 # KX 0 7.5 pg + 428 MF59 #f &
HIT 1 [EHEERE% COPURBIRE, HiAZ(L=RIL EMEA/CHMP OIEMERGT- L=y, PURRA R
IXIEHEZ T2 S e o Te, 2 B TIX T R COSREM A HEA - L, & 518, A s
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F) OFEERBNCY 7 TN — TR I L= & A, 50 oV 7 7 —7TlX, 1 [BEEREAIC
3.75 pg + -5 MF59 KON 7.5 pg + 8 MF59 & b ICHUATRA RITEIEA T2 S o 7203, Bk
R R e OUIAR AR ITRE R E 2 72 U7, 2 MR I3 N C ORI E 2 i 72 L7z,

LM OWTIX, 3.75 ug + -8 MF59 #E & O 7.5 ng + 428 MF59 #EIZ 3V CRIPTEOG O E
KN 15 ug BEEHARTEL, ROBABNEDSTZOFRAGE LTOER CTh o1z, £,
7.5 pg + 2 MF59 BECOJRPFT M NVEHROSOFBLERIZ, 3.75 pg+ F& MFS9 BEL D @holz,
Z DDA FEFZIZONTIE, G TRERIARICRKESRETIAON R T, FFTAOES K
ISOEIEENL, FICREROFEETHY, EHE (LA ED0HE 7 BEAN) THALE, 2
B M 3 % E CORRT A4S hOBEERAEFLPRESNTNDLD, W bR
& OB ERE ST,

WS V110 04 3BRIT 6 v H~17 i O NR 255 & U728 WO R SR, HEAL, H
BERERBRTHY, WEFREROZEN - BRMEORGZHBE LTS, FEICE D 9~17 %,
3~8 5%, 12~35 5 H, 6~11 3 HD 4 >Dak—FEREL, 3~8 WM& 12~35 3 HDak—
MZix 3 H&E (3.75 ug+ = MF59, 7.5 ug+ 2% MF59, 15ug) OWTid, KON 9~17 ik
W6~11 s Ao zadr— ML 2 & (3.75 ug+ o8 MF59, 7.5 ug+ &8 MF59) OWT s
i, 20l A B nesTit, 9~17 RO 3~8 B =R — b TR O 2 [l
SETL, 12~35 # HD Ak — M THEBREBRGNE T LTNDD, 6~11 » HDakR— bk TIXHEHR
FREEP TH D, ARBRRICOWTIE, BERE O 2 BHEER%ZOT — 2 B3G5 THRUVA,
2009 4 12 A 11 BHRFROT — X TS RHER A FM L, OB RISV TR RN &
O M2 R L7z,

KRB TH, EFMEOFMEfEE & LT, EMEA/CHMP ORUEEZ B L TV 52, /NEE%45
& LT BN E SAVTH RN, 60 kLA T O A Z x5 & Uz 2/ NIZE M L7,

9~17 L O 3~8 D AR — N CTlE, 3.75 ng + -8 MF59 #E M O 7.5 g + 228 MF59 BE & b 12,
1 BN 2 [B#EfE% COPURGIRE, JURE(LE, FURREEREOWTILE, EMEA/CHMP O ALH#E
i Uiz, 12~35 5 A ak— FTiE, 7.5 pg+ 28 MF59 #E13 1 B RO 2 A% TOHUE
BinR, HUARE LR, PUAEAEROWTH Y EMEA/CHMP OJEUEA /- L7z, 3.75 pg+ &
MF59 BE Tl | BHEFE# TOFURRA RITEEL - S o720y, FURbGiss, HuRZ(bRix
EMEA/CHMP OFEHEZi7- Uiz, 2 BHERER Tl X COFMBREEL - Lz, 6~11 » HD=
A— hTIE, 3.75 pg + i MF59 #EM O 7.5 pg + 28 MF59 B & 12 1 % TOPRMEA R
IFEIEZ G 7 S Ao 7oy, FURGEREE, PUAZ{b=RIX EMEA/CHMP O REUEZ-ji7- L7, 2 [[#E
Flif% TIX T T ORMIAE A 72 LTz,

BAEPEIZOWTIE, 9~17 WO 2k — MIBT 5 1 BRSO 2 IR ORI OG O FELR
1%, 7.5 pg+ A8 MF59 #EL 3.75 pg + -8 MFS9 BECRE S AR B 7eh ol | [BIEREZ O RAT
FOGDFBHIL, 7.5 ug + 28 MF59 BET 3.75 ug + -8 MF59 BEIZ K E o 7278, 2 (a8
BORBLRIIRE S RO R0 o7, RHRISENEOMOFEFELOFERL, FKEHFETK
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EREFL LN o T, 3~8 kD 2R — MIBIT D 1 [RHEFE M O 2 [EEEFR% ORI BOG DO R EL
FIL, 1 [AHEERIIE GBI CRE S B S Rho 20y, 2 MK 7.5 ng+ 25 MF59 B0
D 2 BEL Y @nroTz, 3~8 kD a7k — T 1 [EEEFE K O 2 [EIBEFR O [T G DS BLEE % bt
4% &, 2[R T 7.5 ug + 28 MF59 BECORBIERN 3.75 pg+ -5 MFS9 #E L 0 Eho 7z,
12~35 » HDah— MZBIT 5 1 BEEHEE LD 2 BIEMEE ORISR ORBLEIL, 1 [[EEfEE, 2
[IEERERL & BT 3.75 pg + -8 MF59 BEMiLod 2 BEL VKD o 72, 6~11 # ADak— T, 1
IR L OY 2 [BIEEFE O RISUR OFBLRIL L $1T 3.75 pg+ F8 MF59 BEO SR ED - 72703,
BERE TN 72 < FEROFEFRICITIRA N B 5, 2009 4 12 A 11 AR AT, REOEE A HRESR
LA BTV,

[E N TIIEFE AR 2 651 U2 B R RER (V110 05) M OVERE/NE & %F 52102 L 7= G R sk B
(V110 08) Z3ji L, FAZ4iC Lz V110 05 3RER D 2 [[] B #:5E 3 #1% £ TO PR R
BN TNn5D,

V110 05 #BRIE, BEHERANZX 5L L% I AHOESR, EIEAL, HEXRTERRTHY,
20 LA E OREREERE (2T L CARI 25 Uiz & & OGR4l - 2RO 2 B
ELTWD, AAI2 HE (3.75 ng+ -8 MF59, 7.5 ug+ 28 MF59) OWI oz 2 a8 L7z,
2 Bl HEEFE 3 L £ COT — X % JullEd LR Z LN ICIRT T 5,

FIEIEPEIC OV, 1 [EREREA O 2 [mIBERL & b2, iR, PURZ bR, Hiikis
FOWTh, EMEA/CHMP DML /- Lz, 7eds, FlhilI 7 7 v — T it & FElii U 72 &
R, 50 OV T I N—T"ClE, 375 ug+ fE MFS9 O 1 [RIEEFRE OFURLRA FIXFHm AL UE L
W2 720 e hy, PURBGERR, PUAZACRITFHmEE AW Lo, 2 BEEEZICE, 73T
R LT,

BV OWT, 1 [EEEfEE KO 2 [BEEME% 7 ALUNORIRICORBLRIL, 3.75pg+ i
MF59 #E CZNZH 76%, 65%, 7.5 ng+ 48 MF59 B CZNZH 86%, 80% T -7, RIFTIG
1% 3.75 pg + H 8B MF59 BETENEN 72%, 64%, 7.5 ng+ 28 MF59 BECTZNERN 86%, 74%T
bolo, BEIGIE 3.75 pg + -8 MF59 BECENEA 26%, 15%TH Y, 7.5 ug+ A& MF59 #f
TENTIN 39%, 28% T -o7=, WIHLh 3.75 pug + -8 MF59 BED 528 7.5 ng + 2 F MF59 #f X
DIRBRIIMED o7, £z, 2 FHEFES T 1 FERER I A TRIBS DI BRI 2 mI%
Ao tz, RIS CTROEEABRDNE P LOIIERETHY, ROTHHETH -T2, =
NOHDIFEAEPBRETH -T2, TOMDRFTSUSDFBRIL 10%LL FTh o7z, BHILD 9
H, 57, B, KOERIELAN OIS OFEEIL 10%L FTh oo, EEEIZOWVTIE, 12&
A EDBRE B HUVNIHEEE CTh o7z, 40°C LLEDRBIA Lo 72, 2009 4 12 A 11 B F
T, EERAEFEFRITWMEIN TV,

V110_08 #BRIL, 6 » A~19 s/ Nl A xtgel L8 W MO ER, HEEAL, H&E
RERBRTH Y, EFEMENE M - BEREORFNEZANE LTS, 2 HE 3.75ug+ &
MF59, 7.5 pg+ 48 MF59) OWF g 2 BHERES 2 5H0 T 5, ARBRIZIZET 123 4 OBk
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BB S, FERE S OWBRELIE, 9~19 S 61 4, 3~8 WS 41 4, 12~35 » HN
154, 6~11 s AN 64 Th-oT-,

IEIFEPEIZ DWW T, 3.75 ug+ -8 MFS9 BECTIEW T OFEEREIZHB W TH PLRRA RN
EMEA OREWEA T2 S0 7edd, HURBGRSE K OPURZALRITEMER - Lz, 75 ug+ 2
MF59 BETIE, 3~8 kD 3R — FZERVNT 1 B 3 % ORF A5 EMEA OXEEE 4~ Tl
72 LTz,

3~19 o=k — bk (OFE) T, AL [EHERER 7 BUNORIRIGOREBAHIL, 3.75 pg + -5
MF59 % T 82%, 7.5ug+ &8 MF59 BT 2% CTho7-, BT, 2 KIEE b,
3.75 ng + =B MF59 BED 28 7.5 pg + 28 MF59 BE L 0 DWWl AR BT, b EhoT-F
SUIRPTGE E LTOEIFETH -T2, 6~35 » HDadk— hTiX, 3.75 ug+ Y-8 MF59 BT 60%,
7.5 ug + 48 MF59 BT 55%I2, 1A 50 DEIFUGA A BTz,

200945 12 A 11 BE T, EERAEFRLE LA 7NN 64, £ EEE g
1 ZAICHRE SN THDED, W BIEBRELERIC X A8 L OREIIEESNL TV,

AREIR LIRS V110 04 385, [EN V110 08 BROFE BITHMICEE S b DO TH 5720,
BAEOPMEHREEOERE CIEESND ARERSH D, 1o, WK OENTEMT O
IRFRBRAAE I Z DWW T, SBREFIERPGORE, EHT5TETH D,
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Table 6-1 BOATOFRFOEREKHE—E
= L PR R E Ay _ " TRBREE B R E JK FEREIAR / FoEREET
WRES Sy GrmaR) Shmh R BE T - B R ) RO e
V110_02  E{Exfl  AzhPEdusam . - [Z3=S PPN i PPN Ft 175 20094F7  53.5.1
HI HLAA, MN (18-50 7%) - 7.5 pg HA HINIsw + full dose of MES9 100 Day 1, H~2009
HUAAM) vaccine (0.5 mL) 2B A5 f 9N
Ze Akl I3, Dayl, *M
£, BISOR) 8,15,22 ®
WP
+ 3.75 ug HA HIN1sw + half dose of MF59 25 Day 1,
vaccine (0.25 mL) Day 22
+ 7.5 pg HA HIN1sw vaccine (0.25 mL) 25
« 15 ug HA HIN1sw vaccine (0.5 mL) 25
V10,03 HER  ASPEGUAE 1 RERERCA  ASPAIPIEES 360 Day 1, £ BEEER
BEAERAE HIHURE, MN (18-60 7%) + 3.75 ug HA HINIsw + half dose of MF59 Day 22, A~
FERE P vaccine (0.25 mL) Day 366 X,
Erac UL = - 7.5 pg HA HIN1sw + full dose of MF59 R,
£, BISOR) vaccine (0.5 mL) AL A
*+ 15 ng HA H1N1sw vaccine (0.5 mL)
2 WERE G A ARNTES 240

(61 5%2L 1)

+ 3.75 ng HA HIN1sw + half dose of MF59
vaccine (0.25 mL)

+ 7.5 ug HA HIN1sw + full dose of MF59

vaccine (0.5 mL)
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(Table 6-1 S>3 %)
HREFS AR R H Ay agk—h kB TRBREE AIEgRE S B 5RE FEREAR / FoEREET
THA L GEHEER) hHHE - kb5 &E (%) EyiifEs|
V11004  HER  AHMEGUE: 1 fEREHOE HRNER 160 Day 1, w ] 5351
MefER (. HIGUAAN, MN (9-17 %) + 375 ug HA HINIsw + half dose of MF59 Day22,  HA~ /-
MERGE Gl vaccine (0.25 mL) Day 366 LF—,
RV EF + 7.5 ng HA HINIsw + full dose of MF59 A7
£, BISOR) vaccine (0.5 mL) f?’ A
2 WEEERE AR 200 7
(3-8 %) - 3.75 ug HA HIN1sw + half dose of MF59
3 e/ vaccine (0.25 mL) 200
(1235 % A) 7.? png HA HIN1sw + full dose of MF59
vaccine (0.5 mL)
*+ 15 ng HA H1N1sw vaccine (0.5 mL)
4 EFEHLIE  FHANTESR 160
(6-11 5 A) . 375 ug HA HINIsw + half dose of ME59

vaccine (0.25 mL)

+ 7.5 pg HA HIN1sw + full dose of MF59
vaccine (0.5 mL)
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Table 6-2 ERTOFRR ORGSR —E
REpES R AR BB agk—hk x5 TREREE BiEgkbre s HGRe FEMTE Ol
FHAL L GHEER) Bk - Bl %) dlid
VI10_05  HiE#Hr AW - T e Rk A 5 AL S TR S 200 Day 1, 20l # 535.1
MEAER ALl HESURA, (20-60 5%)  *3.75 g HA HINIsw + half dose of MF59 (1 #% 100) Day 22 H~20
MHERGE  MN HUAfi) vaccine (0.25 mL) g pi
Lat (&% - 7.5 ug HA HIN1sw + full dose of MF59
£, RIRIER) vaccine (0.5 mL)
V11008  HEK  ARMEGUE - fiteE /N R AP 120 Day 1, 20 £ 53.5.1
NE(E AL ISR, 6 #A-19  +3.75pug HA HINIsw + half dose of MF59 (1 B 60) Day 22 H~20
FERBE  MN fiiih) %) vaccine (0.25 mL) F . A
LR ESH + 7.5 ug HA HIN1sw + full dose of MF59
G, IR vaccine (0.5 mL)
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Table 6-3 7 oany FERMEHMEASA 2V IILIUYFIHF 2 (Optaflu®) DEEKRRBR—E
REBRES AR ARERE Y ak—h k4 TREE HBRE L Beh Rt MR FEEkfERT
FHAL L GHEER) BT - 5 4) e 0
V58P1 WER  AOMEEURME ;I fRE R AR i P PN VA 40 Day 1 20 4 5.3.5.1,
REERE HIHUAM, SRH) (18-40 %) - 4G 15 ug HA (0.5 mL) J~20, 5.3.5.3
LR EF - UREEEE 15 ug HA (0.5 mL) T!f /
%, BRIC) HIAE fEEERRA 75 P PNV A 82 Day 1
1 (18-60 %) - {IJAEEER 15 pg HA (0.5 mL)
- BIPEEFE 15 ng HA (0.5 mL)
2 tEREE A ARNLES 118 Day 1
(61 w&LL 1) - AL 15 pg HA (0.5 mL)
- FUNKEHE 15 pg HA (0.5 mL)
V58P2 HEM AREEUAME - 1 A 7 P PN 113 Day 1 20 = 5.3.5.1,
HAEZ(L  HI HUAf, SRH) (18-60 1) - HMAEG3E 15 pg HA (0.5 mL) H~20 53.53
ZEMEHER - FRIPEGHE 15 pg HA (0.5 mL) f!ﬁ L
BT R PN 110 Doyl  —5o
(61 7%Lh L) - MESEE 15 pg HA (0.5 mL)
- BIPEEFE 15 ug HA (0.5 mL)
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RBES MB MEBRAW aR— b R B RSRN RO R
FHA L GHIERA) B R ) A=
V58pP4 HEM AREEUAME - 1 R A 7 P PN 1300 Day 1 2004 4E9  5.3.5.1,
BEAERAL HI U (18-60 5%) - #INAEEHE 15 pg HA (0.5 mL) H~2005 5353
géﬁﬁg_%$ - BYRHEHE 15 ug HA (0.5 mL) i > ); //
&gl S N
> IR 2 WEREEE AP TES 1354 Day 1| K
(61 %L 1) « LS 15 ug HA (0.5 mL)
- FUNKF4E 15 pg HA (0.5 mL)
VS8PAEL  HLEM AhEdUARm . 1 fERERR A 15 A N TR 1067 Day 1 20 4 53.5.1,
MEZA{L HI HUAAM) (18-60 7%) - HMfEEEE 15 ug HA (0.5 mL) H~20 5353
LR E & - TEHIEEHE 15 pg HA (0.5 mL) %. A
£, BIBE) — - (3 JEfH
2 fleEE g AP TES 1168 Day 1 Follow up)
(61 &L ) - MBAREEE 15 pg HA (0.5 mL) Bodd
- BIPEEE 15 ng HA (0.5 mL) K
V58P9 HER AE@UAM . - fREEER A PN 1200 Day 1 20 = 5.3.5.1,
E/E2 L HI Tiaim) (18-60 %) - HlARE% 15 ug HA (0.5mL) (2 v k H~20| 5353
LR EE A, B, O T%ﬁ%ﬂ
E - TSGR 15 pg HA (0.5 mL) ;OE); )
/U RNT=
7
V58PS HER ARG - - TRERRERZ A 1155 PR PR 613 Day 1 20 5.3.5.3,
MEAERAE HI U (18-49 %) - #IAEE%E 15 g HA (0.5 mL) i i? / 5354
R ES - FIFEEE 15 ug HA (0.5 mL) i

%, BINE)
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Table 6-4 7oa/nv b (MF59) HBIMBEEAVIILT VY (AH5N1) 79 F O DOEEKHAR—E
REpEs AR AR E ak— kW TRERIE BeERE I PeGnsE FEMEMIR  EEEERT
FPA L GHEH) Beh 7k - R %) S
V89P1 SR GGG - frERERR A PN RS 720 Day 1, 20 =] Fcc
ﬁﬁzj\%ﬂﬁ HI HLiAAl, MN (18-40 Jﬁ) - 3.75 pg HA H5N1 (0.5 mL) Day 22, H~/ F 5354
RRBUE D + 3.75 pg HA HSN1 + quater dose of MF59 Day 366 \/, x
LR ESH vaccine (0.5 mL) )
%, RIS

+ 3.75 ug HA H5N1 + half dose of MF59
vaccine (0.5 mL)

* 3.75 pg HA H5N1 + full dose of MF59
vaccine (0.5 mL)

+ 7.5 ng HA H5N1 (0.5 mL)
+ 7.5 png HA H5N1 + quater dose of MF59
vaccine (0.5 mL)

+ 7.5 pg HA H5NT1 + half dose of MF59
vaccine (0.5 mL)

+ 7.5 ng HA H5N1 + full dose of MF59
vaccine (0.5 mL)

- 15 pg HA H5N1 (0.5 mL)

* 15 pg HA H5N1 + quater dose of MF59
vaccine (0.5 mL)

+ 15 ng HA H5N1 + half dose of MF59
vaccine (0.5 mL)

*+ 15 ng HA H5N1 + full dose of MF59
vaccine (0.5 mL)
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Table 6-5 7228V b (MF59) FMBIMEREFE A V7T Y (AHIN1) 79 F > (Focetria®) DERRFAR—E
REpES AR B E ak— kxR TREREE BB 4K e GRe EREWIR  FakE DT
FHA L GHEERB) BhHHE - G5 E (%) FE =
VI 04 JEER  ARMEGUARME 1 fERERRA AP 264 Day 1, 0l =l 535111
AEA( HI JuiAfl, MN (18-60 Jﬁ) N U A= v/ SN Day 22, A~/ 4
Pt 7.5 ug HA HINIsw + full dose of MF59 Day 43 ZUT
RV ESE vaccine (0.5 mL)
£, BIR) - 7.5 ng HA HIN1sw + full dose of MF59
vaccine (0.5 mL)
+ 7.5 ug HA HIN1sw + full dose of MF59
vaccine (0.5 mL) & Z=fithA 71>
U7 F P
+ 3.75 ug HA HIN1sw + half dose of MF59
vaccine (0.25 mL) & itk A 7Lz
VU F A
2 tERE G A ARNTES 155
61 L) - FBHMA TN F

7.5 ug HA HINIsw + full dose of MF59
vaccine (0.5 mL)

s TV a Ny MRINEEYEA T e
WU 7 F—7.5 ug HA HINIsw + full
dose of MF59 vaccine (0.5 mL)

+ 7.5 ug HA HIN1sw + full dose of MF59
vaccine (0.5 mL)
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7 FEDFHERUF R

AFENL, UTFOL S REMEATS AHINIBA L Tz U7 F o Tho,

o Novartis A OMIERFEMZEH L2V 7 F o TH Y, K2 HWEHiELS 7 v
TH T F 2 (Optaflu®) (ZBEICEMN TRREHF TN D,

o JEROBIMERE LB LT, HYMICEIV S DOU Y F U oWEEHEINTIT O Z LA
HETHh D,

o FIMEEICL DT VAR—RIGICHT B Y RS T D 2 L ASFETH D,

o TVanNVIEGHAET LD, LERFEMESSIZOD | REEOTREZ ST
EHRETH D,

o T TanNy O MF9 L, BEIZERMN T 10 FLLEOEREER B Y, £OREVENHELI
TW5%,

8 EX. >

Novartis 133 B OMIREEEEIFEZ HWH 2 & T, A VTNV F U T F o OREEES ATREIC
L7c, ARBGEFIEICK Y, FEMEA VIV o PREROLRI TN T I v 7 RBERITIBNT
LR T 7 F oA L) —ICRET D ENARETH D, AANL, ZOHEMNTK T MF59 %41
HEbETEESNZHRA IV PO 7 F o THY, SR TRENDBYBRF ORI &
JEALZBGIET 572012, AHRFED 1 2ER5EBIbND,

Lk, EWNSCHENE L 7z RS TRtk O MO SAEIC RS &, LLT OZEE TS
R, MEROHEZ TEL TV,

(A4 FR] FLEBHIRaEE R A A o 7 L= F HA U 7 F > (HINI )

[W7e4 ] ILiAifaEs % A RS V7 V2 HA U 7 F 2 HINL [ 5vT ¢ A i

[BhRE T (%) ] #ifls v 7=+ (HINL) OB

UHER O E (%) ]

18 1% LA _E 50 R

0.25 mL ZfHAANIZ 1 B35,
37k LA b 18 B 2 O 50 kLA b

025 mL &/ 72 < &b 3 M OMFEEZ BV TRHRNIZ 2 BRERT 2,

[HEEOHEICHEET A EoEE (£) ]
(1) RBENIFHANEFHCORMH L, B TFES SUIFHIRNES & L THERA LW & (T E
HCTOREME, LEMIIMEL L TV |
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() T 7 F o BEIE OGRS DML LT ey (BB 22) R
DA, RAsmIcEET L, £, BIKICOBBENBREDLIBENNH LD T, JFHIC
HEEITLHZ L,
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1 NEIZHITSHERKRE
MF59 7 ¥ 230 &R UM RIE b, 7= (X2 Hk A/HIND) U7 F v
IZ, KA Y TCELTURA & LT 20094 11 HIZARIN TS,

2 NEDORTNEFOBE
KAV HEHIL R EAE SN TV DIERASCE (Summary of Product Characteristics) O % Table
2-1 12737,

Table 2-1 (N EVINFIop &)

ARFE4 CELTURA 7:& FARREIE

I - G 025mL L7 4L R U o P8IAI 5mL 234 7L HLE

ZhiE - B RUF 2y 7 PARICES SNERMTICB T 54 v 7 v P OFh

4.2 A% - A=
FERICET DIHDOFERIL, SBHIICE LN D BMEEA S L IRENRZTT 5,
A, EinE, R, HEICKIT S CELTURA (HINDZ AW 72 BEE B IZR Sz b o

L7V, BAERBEIZ 317 5 CELTURA (HIN1) S O E DRRIZIE, BRSO #iPE & Ot
BEOA TNV RUT I v 7 ORBEHEEZEETDHZ L,

HELEAR BT LI FIc &<

Bl E 2 TR S T A OEEEER kT LT CELTURA (HIND)Z 3 3@ R ORIFE T 2 [FHERE L7~
ARG, BUES DAL T D0 R IE R V2R PEIZ BT 2 Bl

12 5 AN 17 1% E TOR LAV N OBEEE/NE R OVEHIZR LT CELTURA (HIND% 3 B0
M 1 e LR D, BES DR TV AR FE R O &I BT 5 ki

v a 48 KU1 BHROZ L

&

A (18 %D B 50 k)

BAREY H 2% 0.25mL % 1 [A4ERES 5,

2 OBREAHERE SN D, 1 [EH OB S 2 [0 H O £ COYIMITRE 3 BE &35,

L72>L722%5, CELTURA (HINI1) ZMWT 18 5%2>6 50 ik £ TOR & 7= A D EERER N % st
G b LR ABR O 3 B E CORBEFANREN D, ZOFEMBICRIT 28T 1 8Ty
THHIENHEES NS,

Mk - &

BRA L O E#E (50 %)
BEFR Y HIZ 0.25mL % 1 [EEfE4 5,
2EOFEEAITO DL L, 1 BIHOHEMENS 2 B HOREEE COHMITREI B LT 5,

NEFROEAE (9505 17 1%)
BEFR Y H T 0.25mL % 1 [BEfE4 5,
2EIDFEENHEIES NS, | [BIH O S 2 B H O#E £ TOYRIIRE 3 B LT 5,

LUy s, HEREDERIZHT- - T, CELTURA (HIN1) ZHWTERS 7= AR DO rE
RN Z xR & LB ARREBR O 3 M E TOREFNINEEEE T2 L,
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e CELTURA V4t FAREIR
NEFROEE (6 5 ADD 8 5%)
PEFEY B2 0.25mL % 1 [AI3EFET 5,
2EDOFEEAITO > bO L L, 1 BIHOEMEMNS 2 B HOEEE COHMITREI BB L T2,
6 7 ADS 12 » Ho/WNRIZx T 2 HEHAREOBEIRIZH 72> TiX, CELTURA (HIN1) ZHWT
FRSNTZAELD 12 5 A5 8k ORERE/NE 2%t G & U 7= BRIREBR O BE 3 B £ TOmE N
Bl EBET D L,
6 » HRmOILIR
ZDERBA~D T 7 F o BFRITHEE S,
AL 4.81H, S1HEESHOZ L,
CELTURA 23 1 [BIBIZ#EE S = 8A0E, 2 BIH O [F U< CELTURA 5315 Z & A3
RSN 2 (4.4 HSMH)
Be b 51k
AT S D VI RIBRIAMIEE (BAREIZED) ~OfHANERE 752 &,
(LI 5mL 231 7 V8EI D SmPC DiEtHR)
4.3 =
KU FATEENDLBLEFILRY AFAT E=7 L (CTAB) DS XTI MERE WIS
TEHTFT7 4 T7F0— (TRbLAEMEEDT) JIGOEE, 272 LTy 7 ORW T T
1L, ELICHBEARBAERTE2HEICRY, VIZFU2HMLTH LU,
4.4 FRl7p 8B R OME ] FOREBEOHEESRO Z &,
4.4 BAGESRUFERALDEE
By, WAL, FAred—1, RO LEF LRI AF AT v E=U L (CTAB) IZkT 25
WBEIE (7T 7 4 7 X —RIGUSN) OBEENS DEICKRY 7 F v T 5858 3B S
EThHD,
ETOERNHAT I F U LRIUCL, V7 F gL, T T 740 9% —A XV MRRETD
W T LA 2T, ®WICHEHYREREEOEENPE GIZITAD L 2 H L TR 2 &,

RUT Iy 7 ORPLT T b BE AR ESUTBMEIME O B ITx T 2 PRI T RE 72 R
DIEHIS D Z &,

WD BE LU 7 F U R IMBERN IR FICRE LN &,
PRRIM: S S O S e 4 R I B 1T B HUARSUSIE A TR B AR H 5,

4.5 EYHEERRUZOMOEEER

CELTURA LRI T 7 F 2 L OPFRICBET 2 EIXHE O TW R, 72 LBl T 7 F o &L O
RS LB R G AT OICHER T2 2 L, BIRKIEDEET 28NN HD 2 LICHET D Z
L,

ML EZ T TWABREOLE, WEMEHNERTLZERbHD, A TNV FTIF
v OBEIZ ELISA JEIC L 2B E 21T o7- & 25, HIVI, CHIFZ%, & v biF HTLVI (Zxt
THHURDOR S RGBT H o 72, 2305 DBBEEDFRS 513 Western Blot JEIC L VFE 0 Th
HILEMRTDHZENTED, —FFRBEIERISIEY 7 F 2L D [gM RIGICER T2 6 0
TholzmReMENH 5,
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WRIEA,

CELTURA 7E&HH 1%

4.6 iRk SR

F71Z%F L CELTURA VT ¥ 2.8 b MFS9C.1 2 G A TR D 7 F o 28R LT — 2 13720,
ERNIERIC x5 U 7 F U B O A IR & fERIEIC OV TIHMET 2 LB R H 5,

BRI 7 FAIRHPIHEAT LN TED,

4.7 B R USSR IEREICRITT &
CELTURA 73EFAAE & UBSHIRERBIC 2 % 5 2 2 FTREME IRV,

4.8 HFEER

o [RKER

AR N E
BUEETTH OBRKRBRIZBNT, 18540 A (1855 60 %) KON 135 4 D EkE (61 7%
Pik) 2, Al &b 1B CELTURA XU T 2 v 7 U7 F O (0.25mL H1Z 3.75ug
HA HINI £k + MF59 2 &p) %#%F7=, 1[BIH KO 2 [BIHORR%ZIZ, 18 MLl EOWEREIZ
OO TEMEEICRD LRSS E LT, &, B, 357, 98, A, BiFch
ST, 1IFEAEDRIISIIRETH 0 EHIE CIHA Lz, B2 BB 25 OFIUGH H
LI ERE OBEISIT, B 1 EEH LY bI&) o7, 60 Ll EowERE TR SNTIERD
FEBLRIL 18 7% ~60 iR OFE & bhlit L THE L TR o 7=,

CELTURA % W72 ERFRRER TR O L2 BSOS & LA ISR T,

Wl SNBSS I LA T OMEERNZFEEH LT\ D
ThOTEMEE (>1/10)

EHEE (>1/100 725 < 1/10)

EAEE (> 1/1,000 7> 5< 1/100)

i (>1/10,000 /> 5H< 1/1,000)

EpHTEN (<1/10,000)

R CHEED 7 N—7"Ti, BIKNIEEEOENSDONLIRIZEEFHR SN TV D,

%b@fﬁﬁ&f : BEJA
Fh o e

BLJE B OV T Lk P
RAEE BT
Eho RS, IRFBIERR

E AR, Al O R OV R E
O THEME « AR
AR BRI

&

ki
ﬂnw

b=kl

i
B

:[n
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W5t

CELTURA 7E&HH 1%

A B REE N OB TR

OO TEMEE  BFENAEIR, SO, MO, B IRR,
AR - BEREEACBEIR M, BN, SRR, BRI

FNn:TFT4 TV —

FEAEDORIKNITEFAELSES 52 L7 1~2 HTHKT 5,

9D 17D/ (165 4) , 3D 8E T/ (164 4) KRON12 5 H35 5 AET
DO (86 4) HHGL L, Celtura HIN1 @ 2 Fl & (3.75 ug+tMF59 & %\ M 7.5 ug+MF59)
&AW EERRER D B 15 5N TR O N7 FARR R R B AR &, BSOS ORI A D O
CHLPLTWD Z e RS L,

RT3 w7 A/HSN1BR®D CELTURA £ v 7 7 v 70U 7 F o & AW TR OBERRBRIZB W
T, 18HED 5 40 B D 62 & DR AT 3.75 pg+tMF59 % 2 [BHEfE L7- & = A, Bl LI-%2eat:>
077 ANTHD I ENRENT, BEENED - TZEIRONTE R, WRIE, SO, Y
SHYE, AP, BAER R OITCh o7z,

Ty T v THFELFIRAL OB SN-BINEEDR 2D 7 A L AKK (H5N3, HIN2 K O°
H5N1) DERRFRBRICIBNT, K3400 40T 7 F o 28RS, 1FE A EDRIRIGITERE
ThVEHIMTHEL, MEOEEA LI T I FUBRRECRED NS L0 L
ILTW e, 7¥a "y NORTH D 0EREFEDT-D, RFTORIFL (1ZE A 8D
FEOYENE) B, BEFOT ¥V a\y NMERMESMEA VIV U 7 F U LR LT, X
FWHETRO LD Z LITFTFAIN TV, BIRISOFBBEE, 1B OHEERELY § 2
[l B OFEFERDIF 5 DMED - T2,

o TRZHAE
TRTCOERBERFRE LI 3OEHiMEA > 7V U 7 F o KRR 65 kbl o~
DOEEENERENTND MF39 7 ¥ 280 NN 3 iRtk v 7 v o 7 F o
(Fluad) OTWIRBIAAEREIR LY, DTORIRIGHIRE STV D,

FEESHE MRV (0.1%Lh E 1% K0H)
TOFERE, FKE, ERRMRBE LIRS,
Fh (0.01%LLE 0.1%AK)
PR, BEERIE, AR, ik dn MR E,
FNICY g v ZICELT LAF—RARE SN TS,
FEFIZEN (0.01 %)
— MO B EE K OL B ML A 0 5 A& &,
BB SS, MR, FT L o« N U—IEEREAR & OMR AR
BRT Iy U7 FUET IHREAEOMKE, MG Sh-aAEELR . T 4721,

4.9 BERS
WERGHITHRE ST,

TERAFEA H

2009 4 10 A




ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

CELTURA suspension for injection in pre-filled syringe

Pandemic HIN1 influenza vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Influenza virus surface antigens (haemagglutinin and neuraminidase)* of strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A) 3.75 micrograms** per 0.25 ml dose

* propagated in Madin Darby Canine Kidney (MDCK) cells
** expressed in microgram haemagglutinin

Adjuvant MF59C.1 containing:

squalene 4.875 milligrams
polysorbate 80 0.588 milligrams
sorbitan trioleate 0.588 milligrams

This vaccine complies with the WHO recommendations and EU decision for the pandemic.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Suspension for injection in pre-filled syringe.
Milky-white liquid.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Prophylaxis of influenza in an officially declared pandemic situation.
Pandemic influenza vaccine should be used in accordance with Official Guidance (see sections 4.2 and 5.1).

4.2 Posology and method of administration
The Clinical Particulars section will be updated in accordance with emerging additional data.

There is currently limited clinical experience with CELTURA (H1IN1) in healthy adults, elderly, children or
in adolescents (see section 5.1). The decision to use CELTURA (HIN1) in each age group defined below
should take into account the extent of the clinical data available and the disease characteristics of the current
influenza pandemic.

The dose recommendations are based on the:
= currently available immunogenicity and safety data obtained three weeks after administration of two
doses of CELTURA (HINT1) to a limited number of healthy adults, including the elderly.
= currently available immunogenicity and safety data obtained three weeks after administration of a
single dose of CELTURA (HIN1) to a limited number of healthy children and adolescent aged 12
months to 17 years.

See sections 4.8 and 5.1.



Posology:

Adults (18-50 years):

One dose of 0.25 ml at an elected date.

A second dose of vaccine should preferably be given. There should be an interval of at least three weeks
between the first and second dose.

However, the currently available immunogenicity data obtained at three weeks after administration of
CELTURA (HIN1) to a limited number of healthy adults aged 18-50 years suggest that a single dose may be
sufficient in this age group.

Adults and Elderly (>50 years):
One dose of 0.25 ml at an elected date.
A second dose of vaccine should be given after an interval of at least three weeks.

Children and adolescents aged 9-17 years:

One dose of 0.25 ml at an elected date.

A second dose of vaccine should preferably be given. There should be an interval of at least three weeks
between the first and second dose.

However in selecting the dosing regimen, consideration may also be given to the currently available
immunogenicity data obtained at three weeks after administration of CELTURA (HINT1) to a limited number
of healthy adults.

Children and adolescents 6 months to 8 years of age:
One dose of 0.25 ml at an elected date.
A second dose of vaccine should be given after an interval of at least three weeks.

In selecting the dosing regimen for children from 6 to 12 months of age, consideration may be given to the
currently available immunogenicity data obtained at three weeks after administration of CELTURA (HIN1)
to a limited number of healthy children aged 12 months to 8 years.

Children aged less than 6 months:
Vaccination is not currently recommended in this age group.

For further information, see sections 4.8 and 5.1.

It is recommended that subjects, who receive a first dose of CELTURA, complete the vaccination course
with CELTURA (see section 4.4).

Method of administration
Immunisation should be carried out by intramuscular injection preferably into the deltoid muscle or
anterolateral thigh (depending on the muscle mass).

4.3 Contraindications

History of an anaphylactic (i.e. life-threatening) reaction to any of the constituents or trace residues of
cetyltrimethylammonium bromide (CTAB) of this vaccine. However, in a pandemic situation, it may be
appropriate to give the vaccine, provided that facilities for resuscitation are immediately available in case of
need.

See section 4.4. for Special warnings and special precautions for use.

4.4  Special warnings and precautions for use

Caution is needed when administrating this vaccine to persons with a known hypersensitivity (other than
anaphylactic reaction) to the active substance, to any of the excipients and cetyltrimethylammonium bromide
(CTAB).



As with all injectable vaccines, appropriate medical treatment and supervision should always be readily
available in case of a rare anaphylactic event following the administration of the vaccine.

If the pandemic situation allows, immunisation shall be postponed in patients with severe febrile illness or
acute infection.

The vaccine should under no circumstances be administered intravascularly or subcutaneously.

Antibody response in patients with endogenous or iatrogenic immunosuppression may be insufficient.

4.5 Interaction with other medicinal products and other forms of interaction

There are no data on co-administration of CELTURA with other vaccines. However, if co-administration
with another vaccine is indicated, immunisation should be carried out on separate limbs. It should be noted
that the adverse reactions may be intensified.

The immunological response may be diminished if the patient is undergoing immunosuppressant treatment.
Following influenza vaccination, false positive results in serology tests using the ELISA method to detect
antibodies against HIV1, Hepatitis C and especially HTLV1 have been observed. The Western Blot
technique may disprove the false positive results and confirm the true results. The transient false positive
reactions could be due to the I[gM response by the vaccine.

4.6  Pregnancy and lactation

No data have been generated in pregnant women with CELTURA or with any other vaccine containing
Adjuvant MF59C.1 (see section 5.3 Preclinical safety data).

Healthcare providers need to assess the benefit and potential risks of administering the vaccine to pregnant
women.

The vaccine may be used during lactation.

4.7  Effects on ability to drive and use machines

CELTURA is unlikely to produce any effect on the ability to drive and use machines.

4.8 Undesirable effects

e  (Clinical trials

Adult and Elderly

In an ongoing clinical trial 185 adults aged 18-60 years and 135 elderly aged 61 years and older were
exposed to at least one dose (3.75 ug HA HINI1 strain + MF59, in 0.25 mL) of the CELTURA pandemic
vaccine. After the first and second vaccination, very commonly reported reactions in adults >18 years were:
pain, erythema; fatigue, headache, myalgia, and sweating. Lower percentage of subjects reported these
reactions after the second than after the first vaccination. Most of the reactions were mild in nature and of
short duration.The incidence of symptoms observed in subjects over 60 years of age was generally lower as
compared to the 18-60 year old population.

Adverse reactions from clinical trials with CELTURA are listed below.

Adverse reactions reported are listed according to the following frequency:
Very common (=1/10),

Common (=1/100 to <1/10),

Uncommon (>1/1,000 to <1/100),

Rare (>1/10,000 to <1/1,000),

Very rare (<1/10,000).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness:

Nervous system disorders
Very common: headache




Rare: convulsions

Skin and subcutaneous tissue disorders
Common: sweating
Rare: urticaria and eye swelling

Muscoskeletal, connective tissue and bone disorders
Very common: myalgia
Common: arthralgia

Gastrointestinal disorders
Common: nausea

General disorders and administration site conditions

Very common: injection site swelling, injection site pain, injection site induration, injection site redness, and
fatigue

Common: injection site ecchymosis, fever, malaise and shivering

Rare: anaphylaxis

Most reactions usually disappear within 1-2 days without treatment.

Limited preliminary data from clinical studies in children aged 9-17 years (N=165), 3-8 years (N=164) and
12-35 months (N=86), in which two different doses of Celtura HIN1 (3.75 pg with MF59 or 7.5 pg with
MF59) were investigated, indicate that the side effect spectrum is similar to that observed in adults.

In another clinical study with the pandemic A/H5N1 strain of the CELTURA mock-up vaccine, the
administration of two doses of 3.75 ug H5N1 + MF59 in 62 adults aged 18-40 years showed a comparable
safety profile. Very commonly reported adverse reactions were pain, shivering, malaise, fatigue, headache,
myalgia, arthralgia and sweating.

In clinical trials with different formulations (HSN3, HON2 and H5N1) of the egg-derived vaccines authorised
through mock-up procedure, approximately 3400 subjects were exposed. Most of the reactions were mild in
nature, of short duration and qualitatively similar to those induced by conventional seasonal influenza
vaccines. It is widely accepted that the adjuvant effect leading to increased immunogenicity is associated
with a slightly higher frequency of local reactions (mostly mild pain) compared with conventional,
nonadjuvanted influenza vaccines. There were fewer reactions after the second vaccination compared with
the first.

e  Post-marketing surveillance

From Post-marketing surveillance with seasonal trivalent vaccines in all age groups and with the MF59
adjuvanted seasonal trivalent vaccine (surface antigen, inactivated, adjuvanted with MF59C.1), licensed for
use in elderly subjects above 65 years of age, the following adverse events have been reported:

Uncommon (>1/1,000 to <1/100):
Generalised skin reactions including pruritus, urticaria or non-specific rash.

Rare (>1/10,000 to <1/1,000):
Neuralgia, paraesthesia, convulsions, transient thrombocytopenia.
Allergic reactions, in rare cases leading to shock, have been reported.

Very rare (<1/10,000):
Vasculitis with transient renal involvement and exudative erythema multiforme.

Neurological disorders, such as encephalomyelitis, neuritis and Guillain Barré syndrome.

Adverse event(s) from post-marketing surveillance with the pandemic vaccine: not applicable.



49 Overdose

No case of overdose has been reported.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Influenza vaccine, ATC Code: JO7BB02

Immunogencity results for one or two doses of the 3.75ug CELTURA (H1N1) pandemic vaccine from the
ongoing clinical trial for adults and elderly are shown below. The seroprotection rate*, seroconversion rate*
and the seroconversion factor** for anti-HA antibody in the adults measured by HI were as follows:

anti-HA antibody

Adults (18-60 years)
N=183

Elderly (>60 years)
N=135

Immune response 21 days after the first dose

Seroprotection rate™

77% (95% CI: 70 - 83)

44% (95% CI: 35 - 53)

Seroconversion rate*

73% (95% CI: 66 - 79)

35% (95% CI: 27 - 43)

Seroconversion factor**

12 (95% CI: 9.4 - 15)

3.42 (95% CI: 2.78 - 4.4)

Immune response 21 days after the second dose

Seroprotection rate

95% (95% CI: 91 - 98)

76% (95% CI: 68 - 83)

Seroconversion rate

93% (95% CI: 88 - 96)

69% (95% CI: 60 - 77)

Seroconversion factor

23 (95% CI: 19 - 28)

8.97 (95% CI: 7.14 - 11)

* measured by HI assay, HI titer >1:40
** geometric mean ratios of HI titer

A further post-hoc subgroup analysis of the available immunogenicity data showed a seroprotection rate of
63%, a seroconversion rate of 56% and a seroconversion factor of 7.84 measured by HI assay following the
administration of one dose of the vaccine in patients 51-60 years of age. After the second dose the
seroprotection rate was 100%, the seroconversion rate 97%, and the seroconversion factor was 19.

5.2 Pharmacokinetic properties
Not applicable.
5.3 Preclinical safety data

No preclinical studies were done with CELTURA. No local or systemic toxicity was identified in a
toxicology study in rabbits with an A/H5N1 cell culture vaccine with MF59.

There are no reproductive and developmental toxicity data in animals with CELTURA. There were no
effects on reproduction or development in studies with MF59 adjuvant alone (rats, rabbits), seasonal cell
culture vaccine (rabbits) or an egg-derived A/HS5N1 vaccine with MF59 (rabbits).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium chloride,

Potassium chloride,

Potassium dihydrogen phosphate,
Disodium phosphate dihydrate,
Magnesium chloride hexahydrate,



Calcium chloride dihydrate,
Sodium citrate,

Citric acid,

Water for injections.

For the adjuvant, see section 2.

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

6 months.

6.4  Special precautions for storage

Store in a refrigerator (2°C - 8°C). Do not freeze. Store in the original package in order to protect from light.
6.5 Nature and contents of container

0.25 ml in pre-filled syringe (type I glass) with plunger-stopper (bromo-butyl rubber). Packs of 10.

6.6  Special precautions for disposal and other handling

The vaccine should be allowed to reach room temperature before use. Gently shake before use.
Any unused vaccine or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Vaccines and Diagnostics GmbH & Co. KG

Emil-von-Behring-Strasse 76

D-35041 Marburg

GERMANY.

8. MARKETING AUTHORISATION NUMBER(S)

PEL.H.11428.01.1

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
3. November 2009

10. DATE OF REVISION OF THE TEXT
October 2009



1. NAME OF THE MEDICINAL PRODUCT

CELTURA suspension for injection in multidose container

Pandemic HIN1 influenza vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Influenza virus surface antigens (haemagglutinin and neuraminidase)* of strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A) 3.75 micrograms** per 0.25 ml dose

* propagated in Madin Darby Canine Kidney (MDCK) cells
** expressed in microgram haemagglutinin

Adjuvant MF59C.1 containing:

squalene 4.875 milligrams
polysorbate 80 0.588 milligrams
sorbitan trioleate 0.588 milligrams
Excipients:

thiomersal 0.025 milligrams

This vaccine complies with the WHO recommendations and EU decision for the pandemic.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Suspension for injection.
Milky-white liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prophylaxis of influenza in an officially declared pandemic situation.
Pandemic influenza vaccine should be used in accordance with Official Guidance (see sections 4.2 and 5.1).

4.2  Posology and method of administration
The Clinical Particulars section will be updated in accordance with emerging additional data.

There is currently limited clinical experience with CELTURA (H1INT1) in healthy adults, elderly, children or
in adolescents (see section 5.1). The decision to use CELTURA (HIN1) in each age group defined below
should take into account the extent of the clinical data available and the disease characteristics of the current
influenza pandemic.

The dose recommendations are based on the:
= currently available immunogenicity and safety data obtained three weeks after administration of two
doses of CELTURA (HINT1) to a limited number of healthy adults, including the elderly.
= currently available immunogenicity and safety data obtained three weeks after administration of a
single dose of CELTURA (HIN1) to a limited number of healthy children and adolescent aged 12
months to 17 years.



See sections 4.8 and 5.1.

Posology:

Adults (18-50 years):

One dose of 0.25 ml at an elected date.

A second dose of vaccine should preferably be given. There should be an interval of at least three weeks
between the first and second dose.

However, the currently available immunogenicity data obtained at three weeks after administration of
CELTURA (H1IN1) to a limited number of healthy adults aged 18-50 years suggest that a single dose may be
sufficient in this age group.

Adults and Flderly (>50 years):
One dose of 0.25 ml at an elected date.
A second dose of vaccine should be given after an interval of at least three weeks.

Children and adolescents aged 9-17 years:

One dose of 0.25 ml at an elected date.

A second dose of vaccine should preferably be given. There should be an interval of at least three weeks
between the first and second dose.

However in selecting the dosing regimen, consideration may also be given to the currently available
immunogenicity data obtained at three weeks after administration of CELTURA (H1N1) to a limited number
of healthy adults.

Children and adolescents 6 months to 8 years of age:
One dose of 0.25 ml at an elected date.
A second dose of vaccine should be given after an interval of at least three weeks.

In selecting the dosing regimen for children from 6 to 12 months of age, consideration may be given to the
currently available immunogenicity data obtained at three weeks after administration of CELTURA (HINT1)
to a limited number of healthy children aged 12 months to 8§ years.

Children aged less than 6 months:
Vaccination is not currently recommended in this age group.

For further information, see sections 4.8 and 5.1.

It is recommended that subjects who receive a first dose of CELTURA, complete the vaccination course with
CELTURA (see section 4.4).

Method of administration
Immunisation should be carried out by intramuscular injection preferably into the deltoid muscle or
anterolateral thigh (depending on the muscle mass).

4.3 Contraindications

History of an anaphylactic (i.e. life-threatening) reaction to any of the constituents or trace residues of
cetyltrimethylammonium bromide (CTAB) of this vaccine. However, in a pandemic situation, it may be
appropriate to give the vaccine, provided that facilities for resuscitation are immediately available in case of
need.

See section 4.4. for Special warnings and special precautions for use.



4.4  Special warnings and precautions for use

Caution is needed when administrating this vaccine to persons with a known hypersensitivity (other than
anaphylactic reaction) to the active substance, to any of the excipients, to thiomersal and to
cetyltrimethylammonium bromide (CTAB).

As with all injectable vaccines, appropriate medical treatment and supervision should always be readily
available in case of a rare anaphylactic event following the administration of the vaccine.

If the pandemic situation allows, immunisation shall be postponed in patients with severe febrile illness or
acute infection.

The vaccine should under no circumstances be administered intravascularly or subcutaneously.

Antibody response in patients with endogenous or iatrogenic immunosuppression may be insufficient.

4.5 Interaction with other medicinal products and other forms of interaction

There are no data on co-administration of CELTURA with other vaccines. However, if co-administration
with another vaccine is indicated, immunisation should be carried out on separate limbs. It should be noted
that the adverse reactions may be intensified.

The immunological response may be diminished if the patient is undergoing immunosuppressant treatment.
Following influenza vaccination, false positive results in serology tests using the ELISA method to detect
antibodies against HIV1, Hepatitis C and especially HTLV1 have been observed. The Western Blot
technique may disprove the false positive results and confirm the true results. The transient false positive
reactions could be due to the IgM response by the vaccine.

4.6  Pregnancy and lactation

No data have been generated in pregnant women with CELTURA or with any other vaccine containing
Adjuvant MF59C.1 (see section 5.3 Preclinical safety data).

Healthcare providers need to assess the benefit and potential risks of administering the vaccine to pregnant
women.

The vaccine may be used during lactation.

4.7  Effects on ability to drive and use machines

CELTURA is unlikely to produce any effect on the ability to drive and use machines.

4.8 Undesirable effects

e  (Clinical trials

Adult and Elderly

In an ongoing clinical trial 185 adults aged 18-60 years and 135 elderly aged 61 years and older were
exposed to at least one dose (3.75 ug HA HIN1 strain + MF59, in 0.25 mL) of the CELTURA pandemic
vaccine. After the first and second vaccination, very commonly reported reactions in adults >18 years were:
pain, erythema; fatigue, headache, myalgia, and sweating. Lower percentage of subjects reported these
reactions after the second than after the first vaccination. Most of the reactions were mild in nature and of
short duration.The incidence of symptoms observed in subjects over 60 years of age was generally lower as
compared to the 18-60 year old population.

Adverse reactions from clinical trials with CELTURA are listed below.

Adverse reactions reported are listed according to the following frequency:
Very common (=1/10),

Common (>1/100 to <1/10),

Uncommon (>1/1,000 to <1/100),
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Rare (>1/10,000 to <1/1,000),
Very rare (<1/10,000).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness:
Nervous system disorders

Very common: headache
Rare: convulsions

Skin and subcutaneous tissue disorders
Common: sweating
Rare: urticaria and eye swelling

Muscoskeletal, connective tissue and bone disorders
Very common: myalgia
Common: arthralgia

Gastrointestinal disorders
Common: nausea

General disorders and administration site conditions

Very common: injection site swelling, injection site pain, injection site induration, injection site redness, and
fatigue

Common: injection site ecchymosis, fever, malaise and shivering

Rare: anaphylaxis

Most reactions usually disappear within 1-2 days without treatment.

Limited preliminary data from clinical studies in children aged 9-17 years (N=165), 3-8 years (N=164) and
12-35 months (N=86), in which two different doses of Celtura HIN1 (3.75 pg with MF59 or 7.5 pg with
MF59) were investigated, indicate that the side effect spectrum is similar to that observed in adults.

In another clinical study with the pandemic A/H5N1 strain of the CELTURA mock-up vaccine, the
administration of two doses of 3.75 ug H5SN1 + MF59 in 62 adults aged 18-40 years showed a comparable
safety profile. Very commonly reported adverse reactions were pain, shivering, malaise, fatigue, headache,
myalgia, arthralgia and sweating.

In clinical trials with different formulations (HSN3, HON2 and H5N1) of the egg-derived vaccines authorised
through mock-up procedure, approximately 3400 subjects were exposed. Most of the reactions were mild in
nature, of short duration and qualitatively similar to those induced by conventional seasonal influenza
vaccines. It is widely accepted that the adjuvant effect leading to increased immunogenicity is associated
with a slightly higher frequency of local reactions (mostly mild pain) compared with conventional,
nonadjuvanted influenza vaccines. There were fewer reactions after the second vaccination compared with
the first.

e  Post-marketing surveillance

From Post-marketing surveillance with seasonal trivalent vaccines in all age groups and with the MF59
adjuvanted seasonal trivalent vaccine (surface antigen, inactivated, adjuvanted with MF59C.1), licensed for
use in elderly subjects above 65 years of age, the following adverse events have been reported:

Uncommon (>1/1,000 to <1/100):
Generalised skin reactions including pruritus, urticaria or non-specific rash.

Rare (>1/10,000 to <1/1,000):
Neuralgia, paraesthesia, convulsions, transient thrombocytopenia.
Allergic reactions, in rare cases leading to shock, have been reported.
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Very rare (<1/10,000):

Vasculitis with transient renal involvement and exudative erythema multiforme.

Neurological disorders, such as encephalomyelitis, neuritis and Guillain Barré syndrome.
Adverse event(s) from post-marketing surveillance with the pandemic vaccine: not applicable.

4,9 Overdose

No case of overdose has been reported.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Influenza vaccine, ATC Code: JO7BB02

Immunogencity results for one or two doses of the 3.75ug CELTURA (H1N1) pandemic vaccine from the

ongoing clinical trial for adults and elderly are shown below. The seroprotection rate*, seroconversion rate*
and the seroconversion factor** for anti-HA antibody in the adults measured by HI were as follows:

anti-HA antibody Adults (18-60 years)
N=183

Immune response 21 days after the first dose

Elderly (>60 years)
N=135

Seroprotection rate™

77% (95% CI: 70 - 83)

44% (95% CI: 35 - 53)

Seroconversion rate*

73% (95% CI: 66 - 79)

35% (95% CI: 27 - 43)

Seroconversion factor**

12 (95% CI: 9.4 - 15)

3.42 (95% CI: 2.78 - 4.4)

Immune response 21 days after the second dose

Seroprotection rate

95% (95% CI: 91 - 98)

76% (95% CI: 68 - 83)

Seroconversion rate

93% (95% CI: 88 - 96)

69% (95% CI: 60 - 77)

Seroconversion factor

23 (95% CI: 19 - 28)

8.97 (95% CI: 7.14 - 11)

* measured by HI assay, HI titer >1:40
** geometric mean ratios of HI titer

A further post-hoc subgroup analysis of the available immunogenicity data showed a seroprotection rate of
63%, a seroconversion rate of 56% and a seroconversion factor of 7.84 measured by HI assay following the
administration of one dose of the vaccine in patients 51-60 years of age. After the second dose the
seroprotection rate was 100%, the seroconversion rate 97%, and the seroconversion factor was 19.

5.2 Pharmacokinetic properties

Not applicable.

5.3 Preclinical safety data

No preclinical studies were done with CELTURA. No local or systemic toxicity was identified in a
toxicology study in rabbits with an A/H5N1 cell culture vaccine with MF59.

There are no reproductive and developmental toxicity data in animals with CELTURA. There were no
effects on reproduction or development in studies with MF59 adjuvant alone (rats, rabbits), seasonal cell
culture vaccine (rabbits) or an egg-derived A/H5N1 vaccine with MF59 (rabbits).

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Sodium chloride,

Potassium chloride,

Potassium dihydrogen phosphate,
Disodium phosphate dihydrate,
Magnesium chloride hexahydrate,
Calcium chloride dihydrate,
Sodium citrate,

Citric acid,

Thiomersal,

Water for injections.

For the adjuvant, see section 2.

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

6 months.

6.4  Special precautions for storage

Store in a refrigerator (2°C - 8°C). Do not freeze. Store in the original package in order to protect from light.
6.5 Nature and contents of container

5.0 ml in 17-dose vials (type I glass) with stopper (halo-butyl rubber). Packs of 10.

6.6  Special precautions for disposal and other handling

The vaccine should be allowed to reach room temperature before use. The volume of CELTURA (5 ml)
corresponds to 17 vaccine doses. Before use the vial should be gently shaken. After shaking this results a
milky-white liquid. In the event of variation being observed, discard the vaccine. Each vaccine dose of 0,25
ml is withdrawn into a syringe for injection. The needle used for withdrawal must be replaced by a needle

suitable for injection.

Any unused vaccine or waste material should be disposed off accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

GERMANY.

8. MARKETING AUTHORISATION NUMBER(S)
PELLH.11428.01.1

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

13



3. November 2009

10. DATE OF REVISION OF THE TEXT
October 2009
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ANNEX 11

MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURING AUTHORISATION
HOLDER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OF THE MARKETING AUTHORISATION

SPECIFIC OBLIGATIONS TO BE FULFILLED BY THE
MARKETING AUTHORISATION HOLDER
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A.  MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH RELEASE

Manufacturer responsible for monovalent pooled harvest:
Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

Germany

Name and address of the manufacturer responsible for batch release
Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

Germany

B. CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON THE
MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription.
CELTURA can only be marketed when there is an official WHO/EU declaration of an influenza pandemic,
on the condition that the Marketing Authorisation Holder for CELTURA takes due account of the officially

declared pandemic strain.

J CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable
o OTHER CONDITIONS
Official batch release: in accordance with Article 114 Directive 2001/83/EC as amended, the official batch

release will be undertaken by a state laboratory or a laboratory designated for that purpose.

C. SPECIFIC OBLIGATIONS TO BE FULFILLED BY THE MARKETING AUTHORISATION
HOLDER

The Marketing Authorisation Holder shall complete the following programme of studies within the specified
time frame, the results of which shall form the basis of the annual reassessment of the benefit/risk profile.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARDBOARD BOX FOR SYRINGE

1. NAME OF THE MEDICINAL PRODUCT

CELTURA suspension for injection in pre-filled syringe
Pandemic HIN1 influenza vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One dose (0.25 ml) contains: Active Ingredients: Influenza virus surface antigens (haemagglutinin and
neuraminidase), propagated in MDCK cells*, and adjuvanted with MF59C.1, of strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A) 3.75 micrograms haemagglutinin

Adjuvant: MF59C.1 oil in water emulsion containing squalene, as the oil phase, stabilised with polysorbate
80 and sorbitan trioleate in a citrate buffer.

* Madin Darby Canine Kindey cells (MDCK)

3. LIST OF EXCIPIENTS

Sodium chloride, potassium chloride, potassium dihydrogen phosphate, disodium phosphate dihydrate,
magnesium chloride hexahydrate, calcium chloride dihydrate, sodium citrate, citric acid, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Suspension for injection.

10 x single dose (0.25 ml) pre-filled syringes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

To be administered intramuscularly into the deltoid muscle.
Warning: Do not inject intravascularly or subcutaneously.
Read the package leaflet before use.

The vaccine should be allowed to reach room temperature before use. Gently shake before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP.:

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze. Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Dispose of in accordance with local regulations.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

Germany

12. MARKETING AUTHORISATION NUMBER(S)

PEIL.H.11428.01.1

| 13.  BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARDBOARD BOX FOR 17-DOSE VIAL

1. NAME OF THE MEDICINAL PRODUCT

CELTURA suspension for injection in multidose container
Pandemic HIN1 influenza vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One dose (0.25 ml) contains: Active Ingredients: Influenza virus surface antigens (haemagglutinin and
neuraminidase), propagated in MDCK cells*, and adjuvanted with MF59C.1, of strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A) 3.75 micrograms haemagglutinin

Adjuvant: MF59C.1 oil in water emulsion containing squalene, as the oil phase, stabilised with polysorbate
80 and sorbitan trioleate in a citrate buffer.

* Madin Darby Canine Kidney cells (MDCK)

3. LIST OF EXCIPIENTS

Sodium chloride, potassium chloride, potassium dihydrogen phosphate, disodium phosphate dihydrate,
magnesium chloride hexahydrate, calcium chloride dihydrate, sodium citrate, citric acid, thiomersal, water
for injections.

4, PHARMACEUTICAL FORM AND CONTENTS

Suspension for injection.
Vial

10 x 17 doses

1 dose (0.25 ml)

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

To be administered intramuscularly into the deltoid muscle.
Warning: Do not inject intravascularly or subcutaneously.
Read the package leaflet before use.

The vaccine should be allowed to reach room temperature before use. Gently shake before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.
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| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP.:

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze. Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

Dispose of in accordance with local requirements

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

Germany

12. MARKETING AUTHORISATION NUMBER(S)

PEIL.H.11428.01.1

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

LABEL FOR SYRINGE

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

CELTURA
Pandemic HIN1 influenza vaccine
Intramuscular injection

2. METHOD OF ADMINISTRATION

Gently shake before use.

3. EXPIRY DATE

EXP.:

4. BATCH NUMBER

Lot:

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 dose (0,25 ml)

| 6. OTHER

Store in a refrigerator.

Novartis V&D GmbH & Co. KG
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

LABEL FOR 17-DOSE VIAL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

CELTURA
Pandemic HIN1 influenza vaccine
Intramuscular injection

| 2. METHOD OF ADMINISTRATION

Gently shake before use.

| 3. EXPIRY DATE

EXP.:

| 4. BATCHNUMBER

Lot:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Multidose container (5 ml)

6. OTHER

Store in a refrigerator.

Novartis V&D GmbH & Co. KG
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PACKAGE LEAFLET: INFORMATION FOR THE USER

CELTURA suspension for injection in pre-filled syringe
Pandemic HIN1 Influenza Vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)

All information included in this package leaflet and in the labelling material accompanying this product has
been printed in advance of its approval to facilitate the availability of the vaccine. For the most up-to-date
information please consult the website of Paul-Ehrlich-Institut (PEI): http://www.pei.de

Read all of this leaflet carefully before you start receiving this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor.

In this leaflet:
What CELTURA 1is and what it is used for
Before you receive CELTURA
How to receive CELTURA
Possible side effects
How to store CELTURA
Further information

S

1. WHAT CELTURA IS AND WHAT IT IS USED FOR
Celtura is a vaccine used to prevent influenza (flu) in an officially declared pandemic.

Pandemic flu is a type of influenza that occurs every few decades and which spreads rapidly to affect most
countries and regions around the world. The symptoms (signs) of pandemic flu are similar to those of an
“ordinary” flu but are usually more severe.

The vaccine works by causing the body to produce its own protection (antibodies) against the disease
As with all vaccines, CELTURA may not fully protect all persons who are vaccinated.

2. BEFORE YOU RECEIVE CELTURA

Do not take CELTURA if you:

- have experienced serious allergic reaction (i.e. life-threatening) to any of the constituents of
CELTURA,

- are allergic (hypersensitive) to influenza vaccines or any of the ingredients of CELTURA,

- are allergic to cetyltrimethylammonium bromide (CTAB).

Take special care with CELTURA if you:

- feel feverish,

- have any illness or infection,

- are having immunosuppressive therapy, e.g. corticosteroid treatment or chemotherapy for cancer, or if
you have any condition which makes you prone to infections (immunodeficiency conditions).

In any of these cases, TELL YOUR DOCTOR, as vaccination may not be recommended, or may need to be

delayed.

Taking other medicines
Please tell your doctor if you are taking or have recently taken any other medicines, including medicines
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obtained without a prescription. There is no data on administration of CELTURA at the same time with other
vaccines. If another vaccine is required at the same time, then the injection should be carried out on a
different limb. In such cases, the side effects may be more intense.

Pregnancy and breast-feeding

There is no information on the use of CELTURA in pregnant women. Y our doctor needs to assess the
benefits and potential risks of giving you the vaccine if you are pregnant. Please tell your doctor if you
are/may be pregnant or intend to become pregnant.

The vaccine may be used during lactation.

Driving and using machines
The vaccine is unlikely to produce any effect on the ability to drive and use machines.

3. HOW TO RECEIVE CELTURA

Your doctor or nurse will administer the vaccine in accordance with official recommendations.
The vaccine will be injected into a muscle (usually in the upper arm).

Adults (18-50):
A dose (0.25 ml) of the vaccine will be given.

A second dose of 0.25 ml vaccine may be given after an interval of at least three weeks.

Elderly (>50):
A dose (0.25 ml) of the vaccine will be given.

A second dose of 0.25 ml vaccine should be given after an interval of at least three weeks.

Children and adolescents 9-17 years of age:
You or your child will receive one dose of 0.25 ml vaccine.
A second dose of 0.25 ml vaccine may be given after an interval of at least three weeks.

Children 6 months to 8 years of age:
Your child will receive one dose of 0.25 ml vaccine and a second dose of 0.25 ml at least three weeks later.

Children aged less than 6 months of age:
Vaccination is currently not recommended in this age group.

When CELTURA is given for the first dose, it is recommended that CELTURA (and not another vaccine
against HIN1) be given for the complete vaccination course.

4, POSSIBLE SIDE EFFECTS
Like all medicines, CELTURA can cause side effects, although not everybody gets them.

Common (in more than 1 out of 100 people, but less than 1 in 10).

Common side effects include: redness, swelling, or pain at the site of injection, and bruising or hardening of
the skin at the injection site. In some cases the effects may also include raised temperature (fever), malaise
(generally feeling unwell), shivering, tiredness, headache, sweating, pain in muscles and joints. These
reactions usually disappear within 1-2 days without treatment. If they persist, CONSULT YOUR DOCTOR.

Uncommon: (in more than 1 out of 1,000 people, but less than 1 in 100).

Uncommon side effects may include: generalised skin reactions including itching, bumps on the skin or a
non-specific rash.
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Rare (in more than 1 out of 10,000 people, but less than 1 in 1,000). Rare side effects include: neuralgia
(pain along a nerve), numbness or tingling sensations, convulsions (fits) or transient thrombocytopenia (a
low platelet count in the blood which can result in bleeding or bruising).

Allergic reactions may occur following vaccination, in rare cases leading to shock. Doctors are aware of this
possibility and have emergency treatment available for use in such cases.

Very rare (in less than 1 in 10,000). Very rare side effects include: vasculitis (inflammation of the blood
vessels which can cause skin rashes, joint pain and kidney problems) and exudative Stevens-Johnson
syndrome (erythema multiforme). Neurological disorders such as encephalomyelitis (inflammation of the
central nervous system), neuritis (inflammation of nerves) and a type of paralysis known as Guillain-Barré
Syndrome.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please tell your
doctor.

5. HOW TO STORE CELTURA
Keep out of the reach and sight of children.

Do not use CELTURA after the expiry date which is stated on the carton and the label after EXP. The expiry
date refers to the last day of that month.

Store in a refrigerator (2°C - 8°C). Do not freeze. Store in the original package in order to protect from light.
Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION
What CELTURA contains

- Active Substance:
CELTURA does not contain live virus particles and so it cannot cause Pandemic influenza. The active
ingredients of the vaccine are purified viral proteins (called haemagglutinin and neuraminidase). They
are isolated from the surface of influenza virus particles, which are grown in Madin Darby Canine
Kidney (MDCK) cells (this is the special cell culture in which the influenza virus is grown). These
viral proteins are prepared from the strain of influenza virus that complies with the WHO
recommendations and EU decision in an officially declared Pandemic situation.
One dose (0.25 ml) of the vaccine contains at least 3.75 micrograms of haemagglutinin from the
following recommended influenza virus strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A)

- Adjuvant:
The vaccine contains an ‘adjuvant’ (a compound containing squalene) to stimulate a better response.
The adjuvant includes also polysorbate 80 and sorbitan trioleate in a citrate buffer.

- Other Ingredients:
The other ingredients are: sodium chloride, potassium chloride, potassium dihydrogen phosphate,
disodium phosphate dihydrate, magnesium chloride hexahydrate, calcium chloride dihydrate, sodium
citrate, citric acid and water for injections.

What CELTURA looks like and contents of the pack

CELTURA is a milky-white liquid.

It is provided in:

- ready-to-use syringe, containing a single dose (0.25 ml) for injection.
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Marketing Authorisation Holder and Manufacturer
Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

GERMANY

This leaflet was approved in 10/2009.
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PACKAGE LEAFLET: INFORMATION FOR THE USER

CELTURA suspension for injection in multidose container
Pandemic HIN1 Influenza Vaccine (surface antigen, inactivated, prepared in cell cultures, adjuvanted)

All information included in this package leaflet and in the labelling material accompanying this product has
been printed in advance of its approval to facilitate the availability of the vaccine. For the most up-to-date
information please consult the website of Paul-Ehrlich-Institut (PEI): http://www.pei.de

Read all of this leaflet carefully before you start receiving this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor.

In this leaflet:

What CELTURA is and what it is used for
Before you receive CELTURA

How to receive CELTURA

Possible side effects

How to store CELTURA

Further information

AN S e

1. WHAT CELTURA IS AND WHAT IT IS USED FOR
CELTURA is a vaccine used to prevent influenza (flu) in an officially declared pandemic.

Pandemic flu is a type of influenza that occurs every few decades and which spreads rapidly to affect most
countries and regions around the world. The symptoms (signs) of pandemic flu are similar to those of an
“ordinary” flu but are usually more severe.

The vaccine works by causing the body to produce its own protection (antibodies) against the disease
As with all vaccines, CELTURA may not fully protect all persons who are vaccinated.

2. BEFORE YOU RECEIVE CELTURA

Do not take CELTURA if you:

- have experienced serious allergic reaction (i.e. life-threatening) to any of the constituents of
CELTURA,

- are allergic (hypersensitive) to influenza vaccines or any of the ingredients of CELTURA,

- are allergic to cetyltrimethylammonium bromide (CTAB).

Take special care with CELTURA if you:

- feel feverish,

- have any illness or infection,

- are having immunosuppressive therapy, e.g. corticosteroid treatment or chemotherapy for cancer, or if
you have any condition which makes you prone to infections (immunodeficiency conditions),

In any of these cases, TELL YOUR DOCTOR, as vaccination may not be recommended, or may need to be

delayed.

Taking other medicines
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Please tell your doctor if you are taking or have recently taken any other medicines, including medicines
obtained without a prescription. There is no data on administration of CELTURA at the same time with other
vaccines. If another vaccine is required at the same time, then the injection should be carried out on a
different limb. In such cases, the side effects may be more intense.

Pregnancy and breast-feeding

There is no information on the use of CELTURA in pregnant women. Y our doctor needs to assess the
benefits and potential risks of giving you the vaccine if you are pregnant. Please tell your doctor if you
are/may be pregnant or intend to become pregnant.

The vaccine may be used during lactation.

Driving and using machines
The vaccine is unlikely to produce any effect on the ability to drive and use machines.

Important information about some of the ingredients of CELTURA
This medicinal product in multidose vial contains thiomersal as a preservative and it is possible that you may
experience an allergic reaction. Tell your doctor if you have any known allergies.

3. HOW TO RECEIVE CELTURA

Your doctor or nurse will administer the vaccine in accordance with official recommendations.
The vaccine will be injected into a muscle (usually in the upper arm).

Adults (18-50):
A dose (0.25 ml) of the vaccine will be given.

A second dose of 0.25 ml vaccine may be given after an interval of at least three weeks.

Elderly (>50):

A dose (0.25 ml) of the vaccine will be given.
A second dose of 0.25 ml vaccine should be given after an interval of at least three weeks.

Children and adolescents 9-17 years of age:
You or your child will receive one dose of 0.25 ml vaccine.
A second dose of 0.25 ml vaccine may be given after an interval of at least three weeks.

Children 6 months to 8 years of age:
Your child will receive one dose of 0.25 ml vaccine and a second dose of 0.25 ml at least three weeks later.

Children aged less than 6 months of age:
Vaccination is currently not recommended in this age group.

When Celtura is given for the first dose, it is recommended that CELTURA (and not another vaccine against
HIN1) be given for the complete vaccination course.

4. POSSIBLE SIDE EFFECTS
Like all medicines, CELTURA can cause side effects, although not everybody gets them.

Common (in more than 1 out of 100 people, but less than 1 in 10).

Common side effects include: redness, swelling, or pain at the site of injection, and bruising or hardening of
the skin at the injection site. In some cases the effects may also include raised temperature (fever), malaise
(generally feeling unwell), shivering, tiredness, headache, sweating, pain in muscles and joints. These
reactions usually disappear within 1-2 days without treatment. If they persist, CONSULT YOUR DOCTOR.

Uncommon: (in more than 1 out of 1,000 people, but less than 1 in 100).
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Uncommon side effects may include: generalised skin reactions including itching, bumps on the skin or a
non-specific rash.

Rare (in more than 1 out of 10,000 people, but less than 1 in 1,000). Rare side effects include: neuralgia
(pain along a nerve), numbness or tingling sensations, convulsions (fits) or transient thrombocytopenia (a
low platelet count in the blood which can result in bleeding or bruising).

Allergic reactions may occur following vaccination, in rare cases leading to shock. Doctors are aware of this
possibility and have emergency treatment available for use in such cases.

Very rare (in less than 1 in 10,000). Very rare side effects include: vasculitis (inflammation of the blood
vessels which can cause skin rashes, joint pain and kidney problems) and exudative Stevens-Johnson
syndrome (erythema multiforme). Neurological disorders such as encephalomyelitis (inflammation of the
central nervous system), neuritis (inflammation of nerves) and a type of paralysis known as Guillain-Barré
Syndrome.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please tell your
doctor.

5. HOW TO STORE CELTURA
Keep out of the reach and sight of children.

Do not use CELTURA after the expiry date which is stated on the carton and the label after EXP. The expiry
date refers to the last day of that month.

Store in a refrigerator (2°C - 8°C). Do not freeze. Store in the original package in order to protect from light.
Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION
What CELTURA contains

- Active Substance:
CELTURA does not contain live virus particles and so it cannot cause Pandemic influenza. The active
ingredients of the vaccine are purified viral proteins (called haemagglutinin and neuraminidase). They
are isolated from the surface of influenza virus particles, which are grown in Madin Darby Canine
Kidney (MDCK) cells (this is the special cell culture in which the influenza virus is grown). These
viral proteins are prepared from the strain of influenza virus that complies with the WHO
recommendations and EU decision in an officially declared Pandemic situation.
One dose (0.25 ml) of the vaccine contains at least 3.75 micrograms of haemagglutinin from the
following recommended influenza virus strain:

A/California/7/2009 (HIN1)v-like strain used (X-179A)

- Adjuvant:
The vaccine contains an ‘adjuvant’ (a compound containing squalene) to stimulate a better response.
The adjuvant includes also polysorbate 80 and sorbitan trioleate in a citrate buffer.

- Other Ingredients:
The other ingredients are: sodium chloride, potassium chloride, potassium dihydrogen phosphate,
disodium phosphate dihydrate, magnesium chloride hexahydrate, calcium chloride dihydrate, sodium
citrate, citric acid, thiomersal and water for injections.

What CELTURA looks like and contents of the pack
CELTURA is a milky-white liquid.

32



It is provided in:
- vials containing seventeen doses (0.25 ml each) for injection.

Marketing Authorisation Holder and Manufacturer
Novartis Vaccines and Diagnostics GmbH & Co. KG
Emil-von-Behring-Strasse 76

D-35041 Marburg

GERMANY

This leaflet was approved in 10/2009.

The following information is intended for medical or healthcare professionals only:

The vaccine should be allowed to reach room temperature before use. The volume of CELTURA (5 ml)
corresponds to 17 vaccine doses. Before use the vial should be gently shaken. Shaking results in a milky-
white liquid. In the event of variation being observed, discard the vaccine. Each vaccine dose of 0.25 ml is
withdrawn into a syringe for injection. The needle used for withdrawal must be replaced by a needle suitable
for injection.
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