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A2 1pak 2314 % B2 03 p ~F > 2373 Vero
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Takahashi) ~ p ~ &4 4 B g 4ps 7 *TR%S 4 % (Division of
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Date

Plan

Remark

2012.10.19 (Fri)

Taipei- Fukuoka-Kumamoto

2012.10.20 (Sat)

(1).Lecture by Kaketsuken manufacture
department. The Chemo-Sero-Therapeutic
Research Institute.

(2) Introduction of collaboratoy method

(3) TFDA Candidate sample delivery

Dr.Yoishi Ogatt
Dr.Yuji Ishikawa
Mr.Seiji Matsuoka

2012.10.21(Sun)

Kumamoto city-Tokyo keio plaza hotel

Domestic flight

2012.10.22(Mon)

(1) Courtesy visit and meeting with Deputy
Director—General of NIID.

(2) Lab tour in Toyama headquarter
Discuss for preparation of Japanese
encephalitis reference standard utilizing
quality control of Japanese encephalitis
vaccine

Dr. Ichiro Kurane

Dr. Masayuki Saijo

Dr. Tomohiko Takasaki
Dr. Meng-ling Moi

2012.10.23(Tue)
-10.26(Fri)

(1) Discuss for collaboratoy study method of
Japan encephalitis reference vaccine .

(2) Japan encephalitis reference vaccine-potency
assay by mice immunization. Sample and
reference material dilution.

(3) Tissue culture Japan encephalitis vaccine
vaccine Quality Control System introduction
and ABSL2 animal testing facility tour

(4) Preparation of cells for neutralization assay
(PRNT) for demonstration

(5) Plague assay

(6) Plague counting.

Dr. Shigeru Tajima
Dr. Eli Nakayama

2012.10.29(Mon)
-2012.10.31
(Wed)

(1) Bioassay Assist system introduction.

(2) Candidate reference standard potency
calculation

(3) General discuss NIID-Tokyo-Toyama

(4) Department of Pathology

(5) General discuss PMDA-Tokyo

Dr. Masayuki Saijo
Dr.Tomohiko Takasakii

Dr. Michiyo Kataoka
Dr. MotohideTakahashi

2012.11.1 (Thu)

Tokorozawaa—Tokyo-Narita - Taipei

Limousin bus
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PoA- AP B2 A F 2 % F R 2 7 7 (Japanese
General Incorporated Foundation, The Chemo-Sero-Therapeutic
Research Institute) 2% = *% 1945 & » #7% »> H:$ % (Fpciz @ 4 R

11766 40 IO STLRAN - 2P~ % - % 2 5 WA

ARpFEFAT AT LR R F B PR e R DR
By BEEYUR - Z P2 WRERFA ZZ RHG LA

7k % Head quarter % (i & i3 DTaP ~ Small pox + Rabies
TC- JE ~ % #g Albumin, Tissue sealant ~ 1VIG % Blood product ~
4 % 4o Flu~JE 2 Rabies £ 5 % Z4%rE#) ~ §H Ew il
# % (4% %3 Hepatitis A vaccine ~ & F] & %2 Hepatitis B
vaccine ~ Varicella~ Rubella 2 £ &g h A v 5w ) 2 |7
FRLA%RE R ARG ZEAET (WA RE 1 3 & FHis
2 AGLFREZ CAFTRHRAREE) o A 4

2P ARG TR FAAR AR ELE SE 1 R R
%t R paR 8 52 iz erH g 04 > E - (Dr.Yoichi Ogata) 3%
£~ 2R & (Yuji lshikawa) % 4pRE A B ¢ > 578 S 347
ARF 1 AP AU FRY RS2 L F & PR3
FRTHRSLEEECEFEI R €Y AR HERES A
fo A 2 PR T O P ERARFRTREFEERIFEST R
32 B (] &IPS E ¥ 2 Intracerebral challenge method

5 rrakhg b ¢ {e @ % 2 Plaque reduction neutralization test,
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i Candidate p %o X2 2% ¥ B PRS2 o F W% & ik
T3+ % # * Plague neutralization method (PRNT) & {742 > 3%
CHEFEARERIERREFL TR ILAR §F 2 S

AR D AR RIRE S 2 BT L T o

FIELR b ¥ {oifBk i (Plague reduce neutralization test,
PRNT) % 2 ISP &~ F i\ 71* Minimum Requirements for
Biological Products (MRBP ) & ¥ i¢ * »ta g & p % LA
B RO SRR BT S E o 3% 1 NID @4 RS2
FiRte s B T2 F 2B HFE 25 Invivo FM2 - LR

HT X SHLEF Invitro g 2 T TN AT

M2 B el

FLEER S P friiskid 2 k(T2 2407 LENID 14 R (4
10mL 2 F A RAFET BN F 8T 30 A 4R 0 B kY B
REEHF® % DI M2 LE A RL 4 6mL 4 S @K
BAAS 2 LIU/mL) # @Rl ok (%02 0.7 mL 2 F45-ki3 12
FENFET IO OB kY BREGAT ) A BEF

G- B 2X 2 32X - FERIAALL T 43#
SPFz_ddY /] &> & &%wi 84 05mL > o xE v 32w » 5
FelER £ 5- PROCHREL Bl jFrfpr 28R E 2B
P foiik o r;ﬁ{rﬁ]‘bvﬂ_,ﬁ b7 10 5 ~40 & ~ 160 % ~ 640
B~ 2560 & ~ 10240 3 ﬁﬁ$ » £ 22 200 PFU # 3 th2_ 32 # }}%-a- E
FERR LT BN ICHL ISR (Fis Bt HE L2
BT Rme (Verocell) 6 it %% > = BAFRFERMEI.
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% 3t ¥48 100 uL/well - (5 ¥ »+ 36°C,CO, incubator =% % 1.5 ¥ i -
overlaid with the overlaying agar medium # % ** 36°C ~5%C0O2 ~
£4&5p 12 10%Formalin i& 7 W& B o f A RA S
kieis it R R B2 482 Plaque # & - & » Bioassay Assistant
#2354 ¢ i& {7 50% neutralizing antibody titers 2 & {7 AL w jF A 47 -

B ) ¥ PR 2 & 45 T35 Plaque #icd Jp 7% 3 50150 o
W - ~ Kaketsuken TC-JE Vaccine Potency test method
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2 NN %%@Jfai (yellow fever virus) » & & B j7#$1 % ’_’é’ﬁ%@ff}i‘,
% (Dengue virus)z_ # %t ﬁ&ﬁ‘-v}%i e RS F:},%?iiﬂi‘ . ﬁ&ﬁ—r}ﬁa
FRAFAFDOLEF BT E P AQUA T ZRRSETINAE

TRl B8 2 ¥ERPE > 2R e 3% L (Dr.Tomohiko
Takasaki) ~# % ¥ 9 & 551 L (Dr. Shigeru Tajima) ~# 73 F 7 &
%24 L (Dr. Eli Nakayama) 2 # 3 ¥ ¥ %% L (Dr. Meng-ling
Moi) ¥w Z 1 ;“l%\sﬁ R A it R A _%ii:}ﬁsii‘;iﬁs;ﬁgﬁ
AAEEDLE e 3T EAHNGFEFENT0~0#+x TCE £ w 2 3=
TERRBAET RESTR&RLZIVE 0§ #om R e 2 National quality
control 5. & m B % & {4325 (abnormal toxicity test) % & ] 5 & 4 7
(Gene sequence analysis) %3 - ¥ p 2% > NID p 25X % v 2

National quality control 2. 78 p 4 % - #7521 & & ¥ - R R
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Staining test o

Inactivation test o

Moisture content

pH

Protein content

Thimerosal content

Formaldehyde content

Abnormal toxicity

Potency test

Identity test

Storage and Expiate date
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# % (starting materials
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BARASLE 2 B 427 412 R LR R EASL AL 2
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Bow 4xfats 7 ¥ AR
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BT E A o

2o pREv RS JRETIHEELEP 222
Mouse Viruses
Probability of Detection of infectious virus
being in blood Survival Other
or brain if pre- Human in  MAP diagnostic
sent in colony risk vaccine  test test
Polyoma ++ (%) X x  METC
Theiler’s + X NB mice ic, test brain
' for hemagglutinin
Pneumonia virus of mice - X
Sendai + (%) x  MEKTC with hemadsorption
Reo 3 + (%) X x  MKTC
Ectromelia + (%) % Adult mice
Lymphocytic choriomeningitis ~ ++++ = X X Adult mice ic with immunity
test on survivors
Mouse hepatitis + % NB mice, with passage to
weanlings for MAP -
Mouse leukemia + (%) METC—mixed culture CPE
test, FA, COMUL
Lactic dehydrogenase virus +++T Adult mice: LDH enzyme rise
Minute virus + X x  METC .
Mouse cytomegalovirus + METC, NB mice
Thymic agent + NB mice, examine thymus at
% 10-12 days
K virus + X X NB mice (intracerebral)
Epidemic diarrhea virus + X FA test on gut
Mammary tumor agent - (%) ?
Mouse adeno + (x) % Mouse KTC

Abbreviations:
MAP

NB — Newborn

— Mouse antibody production
METC — Mouse embryo tissue culture

- LDH
{ FA

10

MKTC — Monkey kidney tissue culture

— Lactic dehydrogenase
— Fluorescent antibody
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neutralization test, PRNT ) ] & & & % % & it 335 ( Inactivation
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Vaccine Charge Fee Sampling size (dose/vial)
Influenza 783,500 (SRID) | 6D/30v,10D/22v, 20D/20v
843,500 (NT)
1008,800 (NT+SRID) 6D/40v,10D/32v, 20D/30v
Varicella 1,103,800 1D/55vials
Smallpox 1,055,000 25D/46v,50D/34v, 100D/32v
Hepatitis A 4,358,300 1D/ 60vials
Inactive Rabies 598,400 4D/ 81vials
Cholrea 518,800 10D/31v,20D/27v, 40D/27v
Diphtheria 682.600 4D/46v,6D/36v,
antitoxin 8D/33v,10D/31v
Diphtheria 808,500 (GP) |1D/62v,2D/45v,6D/31v,
toxoid 596,900 (mice) |10D/29v
Diphtheria 1,655,400(GP) | 1D/158v,2D/95v,6D/53,
Tetanus 920,300(Mice) | 10D/41v,20D/35v,40D/32v
conbined
TC-JE 808,000 |1D/118v,2D/70v,4D/48,5D/44
10D/32v,20D/29v

JE 780,100 (1D/108v,2D/65v,4D/45,10D/31
DTaP 3,415,900(GP) | 1D/320v,2D/159v,10D/64v,

2,680,800(Mice)

20D/48v

15
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Vaccine Charge Fee Sampling size (dose/vial)
Pneumococcus 124,800 1D/44 vials
Tetanus toxoid 990,800(GP) 6D/45v,10D/36v,20D/31v,40D/28

467,300(mice)

Hepatitis B 4,414,500 |1D/88v,2D/54v,5D/27v,10D/24v

Rec-Hepatitis B 4,414,500 |1D/88v,2D/54v

BCG 180,300 0.15ml/60v,0.5ml/43v, 1ml/45,

Pertussis 1,944,400 |2D/110v,10D/49v,20D/40v

Rubella 1,148,300 1D/60 vials

Polio 7,974,000 10D/20v,25D/10v

MMR 2,756,300(GP) 1D/130 vials

2,410,700(mice)

Measles 1,148,600 |1D/60v,5D/32v,10D/27v,20D/25v
Factor 8 365,600 5ml/18v,10ml/17v,15ml/16v

Human globumin 459,600 2 ml/13v,3ml/9v,5ml/7v,10ml/4v

Human Albumin 210,700 20 ml/3v, 100ml/2 v

16
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NQC test item

Charge Fee (JY)

Moisture content 83,600
Pyrogen test 162,000

pH 45,100

Stainning 111,100

Protein 70,700
Thimerosal 65,800
Formadehyde 56,900
Sterility test 76,100
Detoxification(Diphtheria) 143,500
Detoxification(Tetanus) 135,800
Potency(Diphtheria Antitoxin) 408,500
Diphtheria Potency(mice) 385,100
Diphtheria Potency(GP) 596,600
Tetanus potency(mice) 263,200
Tetanus potency(GP) 786,700
Measeles potency 286,700
Histamine sensitive test 479,200
Body weigh detective unit 64,600
LAL 114,800
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(3)
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( postmarketing efficacy evaluation activities )
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B2 W THAE > DRI L W R P AT X 2

'ﬂJirﬁﬁE&%ﬁJiﬁﬁ’ﬂ?mﬁiﬁﬁi
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g, R S22 A IS REIPMERTE 2 EE R

e # > ¢ 73 10vials 2 JE referance standard( Nakayama) - 3 vials 2

JE referance standard( Beijin-1) % 1 vials Standard Antiserum (PRNT) -

Y- R#H A %5 ZE;}% R 18 B 3L & ¥ (Pharmaceuticals
and Medical Devices Agency, PMDA) 5§ ¢ 3% GMP % 78 3% #
<+ (Dr. Motohide Takahashi) 2 p & &2 % R * g %gF 7“7 & F %
% (Division of Quality Assurance ) Dr. Masaki Ochia % Dr. Yoshinobu
Horiuchi %+ p & Kaketsuken %3 748} 2. % £ 3 & £ & 37 WHO

Bioassay program( 2011 edit) -
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	日本厚生省國立感染症研究所（NIID）肩負疫情管控及生物製劑品質檢測之雙重執掌及任務，對於流行病學與疫苗免疫之有效性之關連性相當重視，定期會作流病與疫苗接種後所誘發之抗體保護力價之消長作嚴密之監控評估，NIID進行各類疫苗免疫所誘發抗體保護力價進行評估，發現白喉類毒素（Diphtheria toxoid）免疫後所誘發中和抗體保護之有效率達87 %、百日咳（Pertussis）疫苗免疫後所誘發中和抗體保護之有效率達59~93 %、口服小兒麻痺病毒（Oral polio）疫苗免疫後所誘發中...
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