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Topic]
Overview of

The Law on Securing Quality, Efficacy and

Safety of Products including Pharmaceuticals
and Medical Devices”
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The title of the ‘Pharmaceutical Affairs Law’ was revised at 25, Nov., 2014

Legal Hierarchy
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ecuring Quality, Efficacy and Safety of Products including
and Medical Devices.”

EEML, ERHES

>The Law ¢

*Biological products standard, Sy w2 ag s e
Memorandum *National testing standard, etc. BRERE




Organizations and functions of the veterinary
pharmaceutical administration '

Government in Charge of Products
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The Ministry of w
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What is a Veterinary Drug ?

Veterinary Veterinary Drugs
Medicinal r o . J

devices

[Quaci-drugs J [Veterinary Biologicsj

General Antimicrobial m
products substances reagents

Vitamins,

*Hormones

*Digestive medicines
*Anti-inflammatory agents




Facility for veterinary drugs

MAFF (Ministry of Agriculture, Forestry and Fisheries) ~ BHKES

FSCAB (Food Safety and Consumer Affaires Bureau) 4E&R4B

/—1 APSD (Animal Products Safety Division) BKERLEESE
NVAL (National Veterinary Assay Laboratory) Sy 2 i

v 4

—National assay of veterinary biologics mEx#s
—Review of application for approval  zm==
—Spot sampling test of veterinary medicines, etc

—Review of reliability standard compliance

—Inspection (GLP,GCP,GMP)
K\ —Consultation of veterinary drugs development /j

Topic 2

Approval Procedures for
Veterinary Drugs
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Flowchart of Application 1o Approval

Application

'l' / The Food Safety \
Commission
(Decision of ADI)

Approval

Request for
evaluation

Investlgatmn of veierinary drugs

| of new drugs,

reexamlnation Ol
reevaluation of appmved drugs)

- Establishment of standards for

veterinary drugs :




HThe Food Safety Commission

The Food Safety
Commission
Risk assessment

(assessment of the
effects of food)

The Cabinet

Request g/

essment

Risk management
in relation to

agricultural, forestry and
fisheries products

' Risk management
in relation to
food sanitaion

Risk Communication

Topic 3
Approval application for
veterinary medicinal
products
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Form for Approval application

Name and Address of Company

License No. & Address of Marketing Approval Holder
Type of License

Name of Drug Product

Ingredients and Quantities

Manufacturing Method

Administration and dosage
3 Indications and effects
Condition for storage
Period of validity
Standards and Test Methods
2 Reference
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Data Required for Marketing
Approval of a Veterinary Drug

Physicochemical Pharmacological
action

Absorption,

metabolism &
excretion

Toxicity

clinical trial

Examination

N 3 \l". 2
Safety in the target animal ’ Residue




| 1 N

-What kind of characteristics What kind of effects does
does it have ? it have ?
-How is it measured ?

§ How is it produced
on the farm ? |

Pharmacalagical

| How fast is it cleared?
. | Which organs does it

Producti#i TR " o E gl = rate DSOI P,
2 : ow long stable is i 2 PR .
protocols ls it photodegradable 2 Is |_t effective in sick UK
5 animals ?
Stability e 2 Does it have

What amount or
concentration is safe ?

What side effects does it
have ?

protective activity ?

How does it decrease in
Examination the body ?

‘ :
e . ' Residues
Is it safe for gravid or :

immature animals ?

Safety in the targg

Appendixes
App. 1: Origin and background of the discovery iR I[XBARDEik

App. 2: Physicochemical properties #3241 ERIME IR

App. 3: Production protocol & T 8

App. 5: Stability &EMH

App. 6: Toxicity (acute toxicity) = (2ESH)

App. 7: Toxicity (sub acute and chronic toxicity) =14 (B &1
BRUMEHSH)

App. 8: Toxicity (special toxicity (e.g. mutagenicity, local

| irritation, etc.) = BFHEE (e g EER . BRT
FIE. etc.)

* App. 4 is only for Medical Device.
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For Example

Approval application
for veterinary biological products
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Approval application for veterinary biological products
Appendixes
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Must be attached !

23

Appendix 1
The origin and background of the development

* Origin and background of development

* Condition of outbreaks in Japan

* Condition of use in foreign country

» Component comparison of other vaccines
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VICH : \m

* International Cooperation on Harmonisation of Technical
Requirements for Registration of Veterinary Medicinal Products

* Trilateral (EU-Japan-USA) programme aimed at harmonising technical
requirements for veterinary product registration

* To minimize the need to perform separate studies for regulatory
authorities of different countries

* Guideline (GL) 1-51
* http://www.vichsec.org/index.htm
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Appendix 2
Physicochemical property of virus strain

* Origin and creation process

* Attenuation, strain marker and stability (live vaccine)
* Excretion and cohabitation infection (live vaccine)

* Immunogenicity

* Absence of reversion to virulent form (VICH GL41)

* Safety in target animal of master Seed

* Standard and test methods for final product
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Appendix 3
Protocol of production

1 Inoculate production seed virus in eggs
l Incubate for XXX days at 37 °C

2 Gather, filter and centrifuge virus fluid

3 Add diluent and stabilizer - i

| o

4 Place aliquots in vials and freeze-dry - 2 ® ® & @
L) £ (2 £ 2
o g e B e B v B 27

Appendix 5

Stability of Final product

* Method: Long-term stability test (VICH GL3)
» Sample: Final products

* Number of sample: 3 batches

* Test interval : every 3 (6, 12) months

* Test items: All items of the final products

28




Appendix 9

Target animal Safety test (TAS)

* Method: VICH GL44
* Material: final products
* Number of Animals: 8 animals in each group

* Administration dose:

* Live vaccine given at 10 doses / animal
* |nactivated vaccine given at 1 dose / animal

* Data Collection:

* General clinical observations (vitality, diarrhea, respiration, b.w.)
* Other relevant criteria such as rectal temperature
* Injection site (histopathologically after euthanasia) p 4
%,

Appendix 10

Efficacy

* Minimum effective dose
* Minimum effective antibody titer

* Comparative study on sensitivity by age, breed and administration
route

* Influence of maternal antibody on vaccination

.%—
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Appendix 14
Clinical trial

* Objective :

* To evaluate the safety and efficacy of the vaccine in the field
» Samples: Final products
* Number of test sites: More than 2 sites

* Number of Animals:
* 2 200 chickens
* 2 60 head for mammals

* Test period:

» Adequate period for evaluation of safety and efficacy of the vaccine in field
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Topich
The standard

for veterinary biological prodcfs

(EhFREMFRIZHFIRE)
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Legal basis E%

Article 42

* With respect to drugs requiring special attention to the public health and hygiene, the Minister
may, after seeking the opinion of PAFSC, establish necessary standards for the manufacturing
methods, properties, quality, storage, etc. of these drugs.

Article 56

* No drug which falls under anyone of the following items shall be retailed, handed over, or
manufactured, imported, stored or exhibited for the purpose of retail or hand-over.

* (4) A drug for which the standards are specified under Article 42, Paragraph 1 and which does not

comply with the standards (excluding the standards specified under Article 50, Paragraph 6: and
Article 52, Item 3)
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Table of contents

* General rule
* Variety of serums (10 articles)
* Vaccine (262 articles)

* Vaccine (seed-lot formulation) (71 article)

* Diagnostic product (23 articles)
* General test procedure

* Reagent

* Specifications

General Testing Method —fi&EAER %

Property test $F1EHERIE

pH determination pHRIEiERE

Vacuum measurement 322 B ERE

Determination of moisture content &% & 558 %

Sterility test #EEEAERIE

Mycoplasma detection test < QATSAREER
7

Salmonella detection test H L ERSE ERERE

Lirinﬁit test for viable bacteria count £ E X BRER
p)

Viral contamination detection test # A4 JLRE

TE i ERE

Thimerosal determination FARH—)LE &k

Phenol determination 7x./—/LERE

Formalin determination 7RJLT!)VERZE

+ Determination of aluminum FILS= LERE
Determination of carboxymethyl-cellulose sodium 73

LARFLAFLEILO—RF ) LERE
Determination of macrogol ¥¥/RAJ—/LE &%
Total protein nitrogen assay =EHERERE
Abnormal toxicity test REBZMR ERAERE
Toxicity limit test 25 EPRERERRRE
Igénr?;endogenous virus test SAEETAILABER

Immunogenic test using target animals X &R E)¥%
AW ttERERBRE

Target animal safety IR EMERLV-R 2R
HERE

Reversion to virulence JRRMEEIGERREE
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Specifications &

* Material for manufacturing live vaccines
*Seed lot products
* Specific pathogen-free (SPF) animals
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Framework of Each Article
- In case of avian influenza vaccine -

* Definition

¢ Manufacturing process

* Strain for manufacturing

* Material for manufacturing

* Undiluted solution

¢ Final bulk

* Productrelease after putting vaccine into vials or syringes
* Test methods

¢ Test on embryonated egg

* Test on viral suspension

* Test on inactivated virus fluid

¢ Test on undiluted solution

¢ Test on vials or syringes

* Storage and expiration date

¢ Others

* Descriptions in appended papers and so on T




Strain for manufacturing

 The Standard for veterinary biological products

* Name of the strain
« Avian influenza virus A-type strains which are separately specified in the notification.
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Strain for manufacturing

» Notification: Specified strains for manufacturing veterinary influenza
vaccines
» A/Duck/Hokkaido/Vac-1/04 (H5N1)
» A/Duck/Hokkaido/Vac-2/04 (H7N7)
* A/Chicken/Mexico/232/94 (H5N2)
* A/Turkey/Wisconsin/GS (H5N9) (another name: TW68 Bio strain)
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Topic 5

Seed-lot System
ROy, RTO

Quality control by seed lot system

Incubation/ purification /

Vaccine
strain

National | | National ||«

Test for Sterility, Potency, Safety:« -+




Quality control by seed lot system

Difference between B &I E#E and IRTE & E

Pharmaceutical Affairs and Food Sanitation Council (PAFSC)\
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