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Tsaldanessniay 198 tinannidelada Japanese B Encephalitis (JE) Faog/lu
naw Flavivirus §7ildSuidodulngonnasliflonns daudilenmsanduenislize danedue
Aouds nszan du Ternisdn Sumpvdewie aunsevivunad f8nsaeUszIN 10-20 %
dugfisendinonaiinnruiinisianiesenisuazszuudsyam wingvadlsaifogasang

(Culex tritaeniorhynchus, Culex gelidus)
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® Drug substance
1. fnduilnanlnensinzideadade Perfusion culture of Vero cell with high density
microcarrier in bioreactor HMUYUIUNITTAUUTUAIBNITATOINIU 300 KD cut-off membrane waz
yhlsidemelag B-Propiolactone ndsndurliusanisenisnsesine Separose 6FF gel filtration
2. {NARIEUYUINNITULLAY Purified bulk 10 @3 T Cold tank(sterile Schott bottle
with blue cap) 7 2-8 C i 3 iieu
3. {1 COA 3usasmsusmanmsUiou BSE mannnsgiuvesyssmaiu uenIINTULE

LY £

¢ qqﬁuﬁ%ﬂﬂumiﬁﬂLsﬁﬂmmﬂLma'amﬁmﬁﬂmﬁmﬂmiﬂutﬂau BSE

a. YngauildlunisndaiuinsgruniudedivunvesUszsinaiu (The Medicine
Administration Law and The Administration Law of Material and Container for Medicine Packaging)
waNNTLE COA 910 Supplier 7ifliNAsgILATY 1SO 9001:2008 910 International Certificate Network
and China Quality Certification Centre, Registration Certificate of Material and Containers for
Medicine Packaging(Type 1) @ %35U rubber and ampoule

5. ANSNed@au Bacterial endotoxin, Bacterial endotoxin standard Qmﬁm%amﬂ NICPBP
(National Institute of Control of Pharmaceutical and Biological Products, China) Faldfinag
WSguWBunY International standard (USP endotoxin reference standard Fawalalunnenaiy

6. An194fiNN150599 Identity Taed3 ELISA Tu Single harvest wazn15053991 antigen
content Tu Purified bulk wazn150529@0U residual animal serumidulumiudenivunvesasAnis
punlglan (WHO recommendation for JE Inactivation Vaccine for Human Use, 2007)

7. nnsnaaouny PB-Propiolactone #l4lun1s Inactivate léfin1smaasunas validate
A8n13nlagld 3 batches wuinduluniuinugiiidinualy (Method validation for residual of [B-
Propiolactone, system suitability, specificity, limit of detection

8. N3An¥IIUIHI Human Serum Albumin k8w Stabilizer imunzaufinisfinw
3 batches Tunansanududunaglfidonanududures HsA Amuzarlunisilulduazinisfnu
AINAIAIYBY JE Virus Harvest, JE virus inactivation, JE Virus Purification ‘1'71| 2-8 C QU4 day 90 %Q
nuinfinnuasiudulumunasifismun

9. AMsnA@au Method verification of Sterility testlafinis verification %’agamsmaau
psAfvuely USP wudndulumuinausifidiimue waznnsvin Process Validation fns@nwideya
Inactivation process, validation and test standards of cell thawing and cell amplification, validation
and test standard of cell culture in bioreactor, bioreactor working parameter(pressure holding
time, sterilizing time, number of the cell inoculated, MOI, Volume of virus harvest), test for Virus
harvest, Validation and test standards of virus concentration, Validation and test standards of virus

inactivation, Validation and test standard of purified bulk, Validation and test standard of final



bulk, Validation and test standard of linkage process, Validation and key production parameter of
lyophilization, Packaging procedure and test result of finished product VJﬂﬂﬂi%ﬂﬂ@ULﬂulﬂmﬂm
\neuat

® Drug Product

1. in1snad@aun  Potency, neutralizing antibody ( Determination of Potency of
Inactivated JE vaccine for Human Use (Vero cell)

2. Tun1531As19% Final bulk and Finished product 191 Method Validation (Method
validation verification of Potency Test on JE Vaccine for Human Use (Vero cell) by Plaque
reduction neutralizing test, Verification of Analytical method for Sterility Test in Finished Product

3. Stability Study for Final Bulk din15@nwn Sterility, Bacteria endotoxin Wag Potency
wuEumIneaeululumunasifis e

4. lavinn1snaasyu Total Protein Content, Residual Protein Content of Vero Cell in
Finished Product uazidulununausiiifnus

5. MsAnwIALAATinSAnYIRa Accelerated( 37 C, 60 % + 5% R.H) L@ Long term
real time (2-8 C) wuandulumsnesi

0. seldnanudiintaduilusznousienans serogroup 3eiunasdinni
wansnaifu ey

1. Men A polysaccharide #a#31n N. meningitides Serogroup A 1 210 Novartis
Bacterial Collection Iaalasuu1a1n Bureau of Biologics, the precursor
organization to the Center for Biologics Evaluation and Research, USFDA
Master seed amilad 1997 fnsdnifuliuazinisnsraaeunn 5 Indendy
druwieudu Working seed wiodiluvinisdneidenemddnuaznisnagey
NNAUNIN

2. Men C polysaccharide Ndn21n N. meningitides C11 7l¢5ua1n Walter Reed
Army Institute of Research, USA Toelaidu Parent seed wazlamsaunduy
Master seed lo¥ 1997 fnsdaifiulfuasiinansaaaounn 5 Tudeani
tuneSeudu Working seed wiathluvhnis@nu3densndinuarnismaaeu
NNAUNTN

3. Men W-135 6@®na1n N. meningitides 15UN191n  Bureau of International
Vaccine Affair Rijks Institute Netherland, Parent seed waz ooy Master
seed Llot 1997 fimsdaiuliuaziinsnsiaaeuyn 5 3



4. Men Y polysaccharide #dna1n N. meningitides Y 1asuUs191n Bureau of

International Vaccine Affair Rijks Institute Netherland Tnel@du Parent

seed nazlamsuuidu Master seed 1ot 1997 dn1siaAulinazinisasiaasy

n 5 Ynaannudiueseudu Working seed wainluvinisfinunidenis

ARLALALATNARDUN AN N

5. CRM 197 H@M31Nn Corynebacterium diphtheria C7 B 197 lasuunaan

Pappenheimer's group at Harvard University

11.

12.

13.

nszuIuN1sHaAn luwsay serotype vsiinszuiunisudniimilouiuniy
flowchart fuuusnlnevitumeu Fermentation Tu Falsk ﬁUiiﬁ; sterile
base mediumilaiAaaLfy Formaldehyde ntuiiniswen Juuas
nses 1lu crude polysaccharide (Humid paste) ndaaintiudaian
ourified Ine ethanol 96% nsesuardunenudainliuiaqléidy
Purified polysaccharide

CRM 197 Bdunou fermentation Tu falsk ﬁU‘iﬁﬂ; CY medium plus
supplement Lag maltose wdntutindunaznseaiieiudiy
supernatant wagvinns purified Taald lon exchange column
chromatography WEnnsesdnade

Quality Control of Drug substance

a. LAIN13AIUANANAIN TuYN serotype 8171LIUNIIATIT Identity

and specificity, Kd, Protein concentration, Nucleic acid, Dry
weight, Phosphorous, O-acetyl, Endotoxin

laaiiuni19v1 Analytical procedure, Validation of Analytical
procedure, batch analysis N15A%UA specnﬁcatlon 1aan process
devetopment mimmmmmwuﬁ] ALHUAY Guideline ¥
Aeatoauy WHO/BS/06.2041-Final Version and Requirement
for Meningococcal Polysaccharide Vaccine (Requirements for
Biological Substances No. 23), WHO TRS No. 800, 1990

¢« Tuduneunlalu conjugate AU CRM 0782092 1N1501579AIUAY

AATNA199919LY U Appearance, Total saccharide, Free
saccharide, Endotoxin, Endotoxin/saccharide, Protein

concentration, pH, Glycosylation grade, Hydrodynamic size,



Percentage of CRM197 not conjugate, Identity of CRM97 Identity
and specificity uaza21n1501523 Molecular size, Sterility ag
polysaccharide to protein ratio #14 guideline ffeates o1figu
WHO TRS No. 924 wag WHO/BS/06.2041-Final version 1Judu
14.  Drug Product

a. laALlun15vn Process validation and Process evaluation a1
Sormuniiensds waglaiuiusvazidunves Validation method,
validation report Tudruveg final bulk, final product U nn
nsnnaeulnsazdenvel final bulk, final product

b. n1sAIvAuANAINLlALin1SNAaaU Control of critical steps and
Intermediate finsuansdeunou Msnegey nawin1sEaSULaE
inusin19indula 1neiin1991989 Guideline ¥89 WHO 817iL9u
WHO/BS/06.2041-Final version \Jusu

C. 1@1’9?’1Lﬁumimaawmmqﬁﬂu%umawm6] Wudunoudidu bulk
F1UIU 3 JUNITHANLYU Men A polysaccharide purified bulk,
Men C polysaccharide purified bulk, Men W-135 polysaccharide
purified bulk, Men Y polysaccharide purified bulk, CRM ;¢7
purified bulk

Fadlalasiurudoyauazn1sTuasanngsuaygnudidnnuiueeusule
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1n15An®1 nonclinical studies @1n§un15@n® Primary Pharmacology
(Immunogenicity) finan1sfnerseusuls Tnerdun1sfne Antigenicity and
Immunogenicity T4 Mice Iumimzﬁu HIR, CMIR Fasonadosiiu official regulation
on JE Vaccine daunisanwidiuiiwinen esanldledaduluidelifinsvaasy
General toxicity Wsidln13Ane1 Carcinogenicity of Vero cells and JE virus P3 strain
Vii%’L‘TJU Production virus strain ‘1/91'5\‘1 Primary seed lot, Master seed lot aqﬂlé’dw
Fulumunasiimun uanantuudaiinisnagsu Local tolerance Tunszaneuas

Allergenicity 11 guinea pig



31nN15AN®I nonclinical studies Y aMUATNUINTBYAINUAKATNITVUIIVEY
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Lagtan LUIgUmMauJEVAC ﬂU'ﬂﬂSUUVIVLWGUUVl%LUEJULLa"J NANTISANHINUINIAFULAINUUADANE
HnadnaAsudniesiu e1n1siiuau(Acupuncture syncope) haziin1s@nyi Neutralizing
antibody & seroconversion rate 90-93% GMT 22-24 ipiUSauiiiguiiuuiluunnniningy
Wisuiigu

2. in1s@nwlu endemic area lne@nen Primary response (Immunogenicity
and safety) nan15AnwINUINLSafety profile A oy HU5¥AU neutralizing antibody titer 91
laifwendn JE Vaccine #du
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3. UNANITAN YT Immunogenicity, SafetyIumﬂlwﬂmaﬂﬁﬁﬂ‘mwumu
Immunosgenicity #i@ JE ¢ Homologous, Heterologous strain eglusgauganas i
AT ALALTITULT

4. 1519UsznaunUTauanTLNaITaLaIR LI AT ULNUSE NS A naz A
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