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Aatiidunisuindn Bulk Meglusuwuuveamaiiiodndunanlulseine
Javaldionans Nonclinical wag Clinical 3nnmneziluusiFuen JEVAC Nlasuayayinue

Tsaldauesdnay 198 inainidslada Japanese B Encephalitis JE) S?fx‘laaﬂu
naw Flavivirus giildsuidodulngenaarlaifionnis dwuiiflemsanduoinisligs vanedue
pouda nszan du den1sdn Sumavielsio aunsenmunad SdasmeUszana 10-20 %
duisontinerafinanufinisiannastaneuagssuuUszan wivgeslsaifegeing

(Culex tritaeniorhynchus, Culex gelidus)
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® Drug substance

1. fnFuiinanlnensinnzidsndose Perfusion culture of Vero cell with high density
microcarrier in bioreactor NIUVUIUNITINIATUTUAILAITATOINIU 300 KD cut-off membrane wag
lhdemelng [3-Propiolactone mé’qmﬂﬁ'uﬁwiﬁu%qwéé’aaﬂw3ﬂiaaﬁaEJ Separose 6FF gel filtration

2. {uaAnszyauInn1wuziiu Purified bulk 10 8n5 Tu Cold tank (sterile Schott bottle
with blue cap) 71 2-8 C T 3 WWou

3. § COA $usasnsunmnmsuudou BSE muinnssuveslsemeaiu UBNIINTUE
fopauilfidunstidunanurdmaniiusaannsundeu BSE

a. Ygaunldlunisudnininsgruniudedivunvesuszinadu (The Medicine
Administration Law and The Administration Law of Material and Container for Medicine Packaging)
uanantudl COA a7n Supplier ATmIgIUAL 1SO 9001:2008 910 International Certificate Network
and China Quality Certification Centre, Registration Certificate of Material and Containers for
Medicine Packaging(Type 1) @&13U rubber and ampoule

5. MINed@au Bacterial endotoxin, Bacterial endotoxin standard émam%’amﬂ NICPBP
(National Institute of Control of Pharmaceutical and Biological Products, China) Falddnasg
WIBULEUAU International standard (USP endotoxin reference standard Fawalalunnsnaiu

6. TN15Lfinn190539 Identity 1n&35 ELISA Tu Single harvest Lagn15M$2911 antigen
content Tu Purified bulk Wagn15M529&0U residual animal serumidulumaudoiivunvesosAns
autelan (WHO recommendation for JE Inactivation Vaccine for Human Use, 2007)

7. NINAFDUNN B—Propiotactone 7lalunis Inactivate éfin1snaaeuway validate
A3n13m11agld 3 batches nuindulumuinaeifidmuald (Method validation for residual of [B-
Propiolactone, system suitability, specificity, limit of detection

8. N3ANYIMIUTNI Human Serurn Albumin 7y Stabilizer iwmsngauiinsfinw
3 batches lunangaududunagldidenanududures HSA Amunganlunsiilulduasiinns@n
AINAIAIYUBY JE Virus Harvest, JE virus inactivation, JE Virus Purification ﬁ 2-8 C U4 day 90 6'3!\‘1
wuirdeuasidulumunaeifitinue

9. NMInNAABU Method verification of Sterility testl@iin1s verification Yoyan1snaaeu
auAsAfvualy USP wuindulumunusiidmun wazn1sin Process Validation finns@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 Vgﬂﬂﬁiﬂ@?{auﬂulﬂmm
LN

® Drug Product

1. in1snAdoun1  Potency, neutralizing antibody ( Determination of Potency of
Inactivated JE vaccine for Human Use (Vero cell)

2. Tun153tA31%% Final bulk and Finished product 1911 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@nw1 Sterility, Bacteria endotoxin ag Potency
wuEunsneaeululumnasifismun

4. lavinn1snad@au Total Protein Content, Residual Protein Content of Vero Cell in
Finished Product wagiduluniunauifirnmue

5. AsAnEIANLASAENSANYITG  Accelerated( 37 C, 60 % + 5% R.H) uag Long term
real time (2-8 C) wuanduluaainuei

1. Drug Product

. LAALun1591 Process validation and Process evaluation a1
Sormuniieonsts wazlafiuiusvazisenves Validation method,
validation report Tud@auves final bulk, final product 52184 N
nsnadeulnvazldenves final bulk, final product

b. mamugmmmwlé’ﬁmwmaau Control of critical steps and
Intermediate finsuansdatunoy nsAFaU nATTNISERNSULAY
inadn1sanaula Tnedin1591989 Guideline 999 WHO 819iLa5u
WHO/BS/06.2041-Final version 1Jufu

. Igdnduniseauanunsiiludunsusiie Wuduneuiidu bulk
U 3 JuNSHERY Purified bulk

Fuflslasiurudayauazn1siuasangiuoyginudidanuiueeusule

ANTNATUIATULNEBINSTRASNEING

1n13Anw®1 nonclinical studies a115UN15AN®A Primary Pharmacology
(Immunogenicity) Ainan1sAnw1gausuls lngidun15Anwa Antigenicity and
Immunogenicity 1w Mice Tun1snsegunisaiiagifuiuls dsaeanaesiu official

. . 1 = 1% a a = I v A =2 1
regulation on JE Vaccine @unsaneaiufivinen iesannlalyindulnadsliddnng
NaaoyU General toxicity Welin13@n® Carcinogenicity of Vero cells and JE virus



P3 strain 4L Production virus strain ¥4 Primary seed lot, Master seed lot ?ﬁ;d
T nTdulUusunausNoIvug WenaNTULATINSAaaU Local tolerance Tunszsng

uaz Allergenicity Tu guinea pig

31NN15ANEI nonclinical studies MVNATINUITVBYAIVUALALNITTUIIVDY
U'%i?}’m°1aau%’uié’t,t,az%’agamiﬁﬂmLLaWQIﬁLﬁu’jﬂi’ﬂ%uﬁmmﬂaamﬁammaaaau%’uléf
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1. Yoyan1sAnwinendtinluuywd ludseimalulaevinnisAnurlugivgy
Lazin WisUBUEVAC futaduiilddunsidouuda nanmsanwnuiniaduiinnulasnse
fnatnufssantosdy 81n15iduas(Acupuncture syncope) wariin1sAnen Neutralizing
antibody & seroconversion rate 90-93% GMT 22-24 dlowSeufisuiiuualduiifninindu
WisuLgu

2. iinsAnwlu endemic area Inefne Primary response (Immunogenicity
and safety) nan15AnwIMUIngiSafety profile 7 uaz fs¢du neutralizing antibody titer 717
liiffen3n JE Vaccine §adu

3. finan15An®1 Immunogenicity, Safety lutanlnenanisanwinuing
Immunogenicity #8 JE 7 Homologous, Heterologous strain 8glussdugauay b
WA AT
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