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A1SNIITUINTULANLASENFUNTTH
FLUQUADRI luiadutesiulsaliuninlugviinidonie (Tetravalent
seasonal influenza vaccine, split virus) #@n31MaalI5ad1u9u 4 areNugarenug A 2



a1enugAe HIN uag H3N2 wag aneug B 2 atesughe Victoria lineage Way Yamagata
lineage Tnsangiugldlunsuandudulusia WHO recommendation luusiazganiadl
Snwazduiiemwviunznou lauazesnmaoudniies (sishtly opalescent) laifinnsld
Antibiotic wag Thimerosal Tun1sn&s

Tunsudniadusuainnisiinsiviuh$alulaladin (SPF embryonated eggs)
Faudeaziasaludiu Allantoic fluid cavity leadeliaainiu harvest uazadola3alne
formaldehyde 91ntutiuvinlfuiansluasazanefimunzauudivinnisiu continuous
flow centrifuge wazyinlslasaunnea (splitting) AaeTriton X -100(Octophenolethoxylate)
wdiunvinlfusanssstuudatiunsi Ultrafittration 3nadudielwliuenfiiau 1o
Haemagglutinin ViLéﬁm%’uqﬁu

Raw material wag Starting material ﬁmﬁmlé’%’m%amﬂsuppuer lauuulenans
Certificate of analysis (COA) %38 Certificate of conformance (COC) LLﬁﬁLLﬁ%ﬁﬂ"Ua\‘iijﬁlan
kaiy SPF embryonated eggs ﬁi#ﬁ@aﬁmmw@mmmmmﬁqmi‘wmaau Adventitious
agent 983l wag Historical record 984 virus strain mﬁﬂumimamﬁgﬂ aq awﬁ’uﬁ:

Manufacturing process of DS

Tunsudn DS fn1saruaNAmAINTEinanITHARTa Critical steps waw
Intermediate steps Ingn1snAdaU N1SEDULNIEUAS Justification and specification ¥94n13
nagauPlate count, LAL WJudu ‘uaﬂ’mﬂﬁ?uLLéJ’JgﬂiﬁLLﬁM%@ﬂJﬂaVaUdation of analytical
procedure, justification of specification of DS 1w Sterility, Virus inactivation, endotoxin
content, HA content, bioburden, Identity, pH, formaldehyde, hydrocortisone ‘mﬂumi

release DS

Process validation of DS ladn1satiiunisluduneu Virus propagation,

Clarification (fluid processing), Purification wag Sterilization
Characterization of DS

wdInRunsTUILNNSNanLElutuRaY Viral disruption Tae Triton-X nds
gn Inactivate wdUSanaesansililunisudnazdeavdetesiigavietosaulsimainais
i (Impurity) N13AIUANAMNINYBY DS FgAvaaLdun1snaaauniIUsuias Bioburden,
Hydrocortisone, Endotoxin, Triton-X wag Formaldehyde LLazmimU@ummu‘%qm‘émaa
DS (Purity) dn1snageuauduendnuaives Haeagglutinin Lkag Neuraminidase AY70
ELISA asliSaudaganeniug



Quality Control of DS

Junau Inactivation kag Splitting dn1suansdayansuaiuvas Control of
critical steps and Intermediate steps, Process validation and evaluation,

Characterization, Elucidation of Structure and other characterization, Impurities, Control

N1SAIUANAMAINYBY DS dn15nAdau Sterility, Virus infectivity, Endotoxin
content, HA content, Bioburden, Identity, pH, Formaldehyde and Hydrocortisone

Reference Standard of Material

ANERTaTUIMTEU reference influenza antigen and antiserum d@miuldly
N1SNAEaU Potency wag Identity lae3d SRID 989 DS lasun1s5us0sann CBER, TGA,
NIBSC ey WHO

Packaging and Container closure system of DS

1n13Anw Suitability Tuiade Safety ( Extraction and Toxicology evaluation
wazn13AN®1 Compatibility ¥09 components of DS LﬁaLﬁumi@ué’u@mmw

Stability of DS

ﬁmam LLﬁm\‘i"i’Ta%a Stability study protocol and report of DS Tudauv99
monovalent concentrate and monovalent pool ANAMN91nbI5@ HINL, H3N2, B and
B/Brisbane/60/2008 LivoAn®1 Long term stability study Wui1HANUAIEING 15 tRDU

Quiality control of the Drug Product

e>p

NanLanstaanIsAIvANANINludLYeN

- Release specification and justification saludruves Final bulk, Filled
product iag Labelled product

- Analytical procedure wagnani1saeuLfisuisifionansddialdlunis
AIUANAMNIMYDS Finished product Hutidefielunaiinsgsivainis
Nadou Sterility, Virus infectivity, Endotoxin content, HA content,
Thimerosal, Triton X-100, pH Formaldehyde, Protein, Ovalbumin,
Volume check, Major A, Major B tha¢ Final labeled container 1019

NAadU Immunodiffusion LLag Thimerosal



Reference Standard of Material

Y Aa

ﬁdwambls{’jja’ﬁmmgm reference influenza antigen and antiserum dwsulalu

A1sMAEBU Potency waz Identity Tng3s SRID vas DP #9lésuni155us09a1n CBER, TGA,
NIBSC g WHO

Packaging and Container closure system of DS

fn15AN¥IANNALAI9B S Final bulk product 11-5 C @unsatiulauny
15 iiaulagiin1sAnuIAuAIe Final container product 9 2-8C @xnsaiulauiy
18 1hou

Stability of DP

Y a

mmamam%@aﬂa Long term Stability study ¥84 Final bulk 3713 3 batches
918U 12 nou JHanuaAIYaya Long term Stability study 984 Finished product ¥4
0.25 ml pre-filled syringe Wa 0.5 ml pre-filled syringe 37U U 3 batches ﬁaﬂquﬂu
12 \fouil 5+/- 3 C uanantugnandldAnununsialuangiss (Stress condition) 7
QT 37 +/- 2 C, 75 +/- 5% RH. fiarwesih 28 fudaileldsumudoyauasmstuasan
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dasannsiauiniswan Flugaudr duldimmnanantadu Fluzone Tnei
waluladnisudnmiloudy esuddnasifin HA content B 60ug (based on 15
pg/strain) N13@ANE1 nonclinical studies 39971999 Fluzone Falevinasdnen Local
tolerance wag Developmental and reproductive study Fanuinsfnen Local
tolerance Iumwiwﬁmaﬁmwaia LazlaesIun15AnN®I nonclinical studies W84
Fluzone lsinuuseiiusunulasnss uwidosanldfinns@nwnavesinduluansa
Asssasdtlinsunafionaintuiusneeu daiunisliiaduilluanitasssilefiany
suduidaauiniu



d115Un19An©¥1 Primary Pharmacology (Immunogenicity) inan13#n 1
gausula lnafin1sAnwilu Chickens and Ferrets Wuindl cross-reactivity immunity

#9 virus strain TnatAgsiu vaccine strain

n13An®1 Toxicology AIN15Y11A15AN®1 Single dose toxicity, abnormal
toxicity, Repeated dose toxicity Inesanldnuuszinuauninuvasndy g eusly
n1sAnY Repeated dose toxicity W ilasanSaduilliuu Single dose n3oanali
2 dose GLuﬂuViﬁmqﬁa&J 991N 15ANWINYY Intramuscular Irritation and Safety
Assessment wazlun1sAnwieafupuasnseaes Triton X wudnlauansneiudu
FulFeudioy uenniuuiiansisdldgnidaeenuualunszuauniande

911113AN®1 nonclinical studies anuninuing lugilony 6 Woudulud
benefit 11nN37 risk wazdl Safety profile Mvintfiouiu Fluzone vaccine fildu
neifounda Teyarimuauaznisinaswesivneeuiulfuasdoyanisinyiuansls
wiuiriadulianudaendvaunsasausula

n1TRANsANATUAaLin
1. Gﬁa;&aﬂWiﬁﬂmm\‘]ﬂaﬁﬂiumywéﬂumiﬁﬂm Safety and Immunogenicity

lngdngUszasananifieniaaud lddeendniadulesiuldninlugjvlia 3 aeiug (TIvs)

® n15fN®1 Immunogenicity ¥aaANa1Y 6 Wouds 8 U wuiiA GMTs
o Antibody of Hemagglutinin Inhibition (HI) kag Seroconversion 1
fndn TIVs

e msfny1 Immunogenicity Tuflvajong 18 TaulU wuinen GMTs so
Antibody of Hemagglutinin Inhibition (HI) dslasuiaduliuas 21
Fu fenldehniedildainnislésuadu Tivs urazeiia

e msfny1 Immunogenicity Tuflvajong 65 TaulU wuinen GMTs so
Antibody of Hemagglutinin Inhibition (HI) dslasuiaguliual 21
Su fielaisnaneildainnslesuiadu TIvs wiazaiia

2. MNVBYANTTUININY UL KAz UTENRUAve U oY WU Trgul
TUsgdnsnmuazaudasndy aunsaseusula



