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OMinisterial Ordinance on Standards for
Non-Clinical Studies Concerning Safety of

Veterinary Medical Devices

[March 29, 2005, Ministry of Agriculture,
Forestry and Fisheries Ministerial
Ordinance No. 31]

Revision November 18,2014 No. 58 @O

This Ministerial Ordinance Concerning
Standards for Conduct of Nonclinical
Studies on the Safety of Veterinary
Medical Devices is established as follows
based on stipulations in the
Pharmaceutical Affairs Law (1960, Law
No. 145), Article 14, Paragraph 3 that is
read and applied under the stipulations in
Article 83, Paragraph 1 (including cases
that apply to the same Article, Paragraph
9 and the same Law, Article 19-2,
Paragraph 5), Article 14-4, Paragraph 4
and Article 14-6, Paragraph 4 (including
cases that apply these stipulations to the
same Law, Article 19-4).

Chapter 1  General Provisions (Articles 1 — 4)

Chapter 2 Employees and Organization
(Articles 5 - 8)

Chapter 3  Test Facility and Equipment (Articles
9, 10)
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Chapter 4 Operations within Test Facility
(Articles 11, 12)

Chapter 5 Handling Test Substances, etc.
(Articles 13, 14)

Chapter 6 Test Protocols and Conducting Tests
(Articles 15, 16)

Chapter 7 Reporting and Preserving (Articles
17, 18)

Chapter 8 Tests Conducted in Multiple
Test Facility (Article 19)

Supplementary Provisions
Chapter 1 General Provisions
(Purpose)
Article 1 In accordance with the provisions in
the law on securing quality, efficacy, and safety
of products including pharmaceuticals and
medical devices (hereinafter referred to as the
“Law”), Article 83, Paragraph 1, this Ministerial
Ordinance shall establish items relating to non-
clinical Tests (limited to those that are performed
using Test systems prescribed in the following
Avrticle, Paragraph 3 in Test Facility for collecting
and preparing data relating to biological safety,
from among the data prescribed in Regulations
for Veterinary Medical Products (2004 Ministry
of Agriculture, Forestry and Fisheries Orders No.

107; hereinafter referred to as “Regulations”),
Avrticle 91-25, Paragraph 1, Item (i), Sub-item (f)
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and Article 91-41, Paragraph 1 (including cases
that apply to Regulations Article 91-79), as well
as the Law’s Article 23-2-9, Paragraph 4;
hereinafter referred to simply as “Tests™)
concerning the safety of veterinary medical
products (referring to medical devices intended to
be used exclusively for animals; hereinafter the
same) within the standards that the Minister of
Agriculture, Forestry and Fisheries prescribed in
the Law as interpreted and applied in the Law’s
Avrticle 23-2-5, Paragraph 3 (including cases that
apply in the Law’s same Avrticle, Paragraph 11
and the Law’s Article 23-2-17, Paragraph 5;
hereinafter the same) as well as Article 23-2-9,
Paragraph 4 (including cases that apply in the
Law’s Article 23-2-19; hereinafter the same).

Main Paragraph...partially revised
(Definitions)

Article 2 “Test substances” in this Ministerial
Ordinance refer to veterinary medical devices as
well as raw materials that are the subject of safety
evaluation in Tests (including chemical

substances or biological substances constituting

the raw materials).

2 “Control substances” in this Ministerial
Ordinance refer to medical devices as well as raw
materials used for the purpose of comparing with
test substances in Tests (including chemical
substances or biological substances constituting

the raw materials).
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3 “Test system” in this Ministerial Ordinance
refers to the animals, plants, microbes and/or the
components thereof in which test substances are

used, as well as to those used for comparison.

4 “Sample” in this Ministerial Ordinance refers
to things gathered from the Test system for

inspection and/or analysis.

5 “Raw data” in this Ministerial Ordinance refer
to results of observations obtained in Tests and

the records thereof.

(Standards Related to Conducting Tests)

Article 3 Collection and preparation of data
stipulated in the Law’s Article 23-2-5, Paragraph
3 and Article 23-2-9, Paragraph 4 related to the
conducting of Tests by persons who are seeking
approval and persons who have received approval
in accordance with the provisions in the Law’s
Article 23-2-5 and Avrticle 23-2-17 shall be in
accordance with provisions in the following
Acticle through Article 19.

Main Paragraph...partially revised (D
(Obligations of Test Consigners)

Article 4  Test consigners must give prior
notification to persons receiving consignment that

the Test they are consigned must be conducted in

accordance with this Ministerial Ordinance.
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2 Inthe case of the preceding paragraph, the
persons who consigned the Tests as well as
persons who assume that position (hereinafter
referred to as “Consigners”) must confirm that
the concerned Test is being conducted and/or has
been performed in accordance with this

Ministerial Ordinance.

3 Notifications as per Paragraph 1 and
confirmations as per the preceding Paragraph
must be recorded in writing and these records

must be preserved.

Chapter 2 Employees and Organization

(Employees)

Article 5 Persons engaged in Tests and persons
assigned to the Quality Assurance Unit as
stipulated in the following Article, Item (ii) must
be persons who have received the education
and/or training and/or have the work experience
needed to accomplish the relevant work
appropriately and smoothly, and must have the

ability to accomplish the concerned duties.

2 Persons engaged in Tests must pay the
necessary attention to hygiene so as not to
contaminate test substances, control

substances and test systems.
(Facility Manager)
Article 6 The person who is responsible

for the operation and management of Test

Facility (hereinafter referred to as the
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“Facility Manager”) must perform the

following listed duties.

(i). For each Test, assign a person who is
responsible for conducting, recording, reporting
on, etc. the concerned Test (hereinafter referred
to as the “Test Supervisor”) from among the

persons engaged in the Test.

(if). Assign a supervisor (hereinafter referred to as
the *Quality Assurance Unit Supervisor”) of the
section for ensuring that Tests conducted in
concerned Test Facility are conducted in
accordance with this Ministerial Ordinance
(hereinafter referred to as the “Quality Assurance
Unit”).

(iii). Confirm that the Quality Assurance Unit
Supervisors are performing their duties

appropriately.

(iv). Confirm that items are being appropriately
tested with regards to the identity, purity, stability
and uniformity of test substances, control

substances and/or mixtures that contain these.

(v). Confirm that Facility, equipment, etc. are
used according to the Standard Operating

Procedures and Test Protocols.

(vi). Ensure there is sufficient staff to conduct the
Test appropriately in accordance with the Test
Protocols.
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(vii). Provide the required education and training
to persons engaged in the Test and to persons

assigned to the Quality Assurance Unit.

(viii). Prepare documents that record the
education, training and work experience of
persons engaged in the Test and persons assigned
to the Quality Assurance Unit, as well as
documents that specify the division of duties, and

preserve these.

(ix). Prepare and preserve documents (referred to
as “main plan table” in the Article 8, Paragraph 1,
Item (i)) listing the names of Consigners (if a
legal entity, its name), the names of Test
Supervisors, Test systems, the type of Test, the
date the Test began, progress status of the Test,
the status of preparing the Final Report stipulated
in the Article 17, Paragraph 1 (hereinafter
referred to as “Final Report”) for each test
substance concerning all Tests performed at the

Test facility.

(x). Other duties related to the operation
and

management of the Test Facility

Item (ix)...added @O

(Test Supervisor)

Article 7 The Test Supervisor must perform the
following listed duties.
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(i). Confirm that each Test is conducted in
accordance with this Ministerial Ordinance,
Standard Operating Procedures and Test

Protocols.

(ii). Confirm that data is accurately recorded and
that appropriate measures are taken for its

preservation.

(iii). Confirm that the details and measures for

improvement concerning situations suspected of
having an influence on the reliability of the Test
that could not have been foreseen are recorded in

writing.

(iv). Make improvements in accordance with
matters indicated in the following Article,
Paragraph

1, Item (iii), and with recommendations from the

same Paragraph, Item (iv).

(V). Confirm that the Test system is in

compliance with the Test Protocols.

(vi). Confirm that Test Protocols, samples, raw
data, other recorded documents, the Final Report
and documents related to revisions and/or
corrections to these (hereinafter referred to as
“Test Related Materials”) are preserved in a
facility for preserving Test Related Materials
(hereinafter referred to as “Material Preservation
Facility”) both during the Test and when it is

complete.

(vii). Other duties related to managing the

conducting, recording, reporting, etc. of Tests.
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(Quality Assurance Unit)

Article 8

Supervisor

The Quality Assurance Unit

must conduct the following listed duties himself
or herself, or must assign a person in charge for

each Test and have that person conduct them.

(i). Preserve a copy of main plan table.

(ii). Preserve a copy of the Standard Operating

Procedures and Test Protocols.

(iii). Conduct investigations of Tests at
appropriate times to ensure the Test’s quality. In
addition to confirming that the concerned Test is
being conducted in accordance with this
Ministerial Ordinance, prepare documents listing
the details and results of the investigation, matters
indicated for improvement, measures taken in
response, plans for further investigations, etc.
Preserve these upon affixing his or her name and

seal or signature.

(iv). If something is discovered in the
investigation as stipulated in the preceding
paragraph that may have a serious effect on the
quality of the Test, make recommendations for
improvement along with making a report to the

Facility Manager and Test Supervisor.

(v). Prepare reports on matters indicated for
improvement and measures taken in response for
each Test, and submit them to the Facility

Manager and Test Supervisor.
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(vi). Confirm that the confirmations by the Test
Supervisor as stipulated in the preceding Article,

Item (iii) are being conducted appropriately.

(vii). Confirm that the methods for conducting the
Test are accurately recorded and that the raw data
is accurately reflected in the Final Report, and
report to the Facility Manager and Test

Supervisor.

(viii). Prepare documents listing the date the
confirmations as stipulated in Item (iii) and the
preceding ltem were conducted, as well as that
their results were reported to the Facility
Manager and Test Supervisor. Submit these to the
Test Supervisor upon affixing his or her name

and seal or signature.

(ix). Record in writing the methods for organizing
records preserved by the Quality Assurance Unit

and preserve the records.

(x). Other duties required for ensuring that Tests
conducted at the concerned Test facility are being
conducted in accordance with this Ministerial

Ordinance.

2 The person in charge of the Quality Assurance
Unit for each Test must be someone other than a

person engaged in the concerned Test.

3 Documents preserved as stipulated in Paragraph
1 must be preserved in a location designated by
the Test Facility and/or Consigner.
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Paragraph 1...partially revised @O

Chapter 3 Test Facility and Equipment

(Test Facility)

Article 9 Test Facility must have the area and
structure required to conduct the Test and, in
order to maintain those functions, they must be
sufficiently separated from anything that may

have an influence on the Test.

2 In order to appropriately care for or manage
animals, Test Facility that conduct Tests using
animals must have breeding Facility, Facility for
storing animal necessities such as feed and
supplies, and other necessary Facility and

equipment.

3 Test Facility must have an area for handling test
substances, etc., an area for conducting the Test,
and any other partitioned areas required for

appropriately conducting the Test.

4 Test Facility (if the Test is being conducted
over multiple Test Facility, at least one Test
facility from among the concerned multiple Test
Facility) must have a Material Preservation
Facility.

(Equipment)
Article 10 Equipment used to collect, measure

and/or analyze test results, equipment used for

maintaining the environment of the facility, and
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any other equipment required for conducting the
Test (hereinafter referred to as “Equipment’)
must be appropriately designed and must have

sufficient processing capabilities.

2 Equipment must be located appropriately so
that operations, maintenance checks, cleaning and

repairs can be easily performed.

3 When maintenance checks or repairs
are conducted as stipulated in the
preceding Paragraph, the date, details and
names of persons involved must be
recorded in writing, and these records

must be preserved.

Chapter 4 Operations within Test Facility
(Standard Operating Procedures)

Article 11 The Facility Manager must prepare
Standard Operating Procedures for
implementation methods and processes related to

the following listed items.

(i). Management of test substances and control
substances

(ii). Maintenance checks and repairs of Test

Facility and equipment

(iii). Providing animal breeding Facility

(iv). Caring for and managing animals
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(v). Observation of animals’ general symptoms
(vi). Operations, measurements, inspections and

analysis of Tests

(vii). Handling dying animals and animal

carcasses

(viii). Animal autopsies and postmortem

inspections

(ix). Collection and identification of samples

(x). Histopathological examinations

(xi). Managing raw data

(xii). Duties conducted by the Quality Assurance
Unit

(xiii). Health care for persons engaged in the Test

(xiv). Other necessary items

2 The Facility Manager must provide Standard
Operating Procedures to each area where the
matters listed in the preceding Paragraph are

conducted.

3 If there are revisions to the Standard
Operating Procedures, the Facility Manager must
record the date of the revision and preserve the
Standard Operating Procedures which was

prepared before the revision in the Test facility.
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4 Persons engaged in the Test must receive
approval from the Test Supervisor if the Standard
Operating Procedures are not followed due to

unavoidable circumstances.

5 If the Standard Operating Procedures
are not followed as stipulated in the
preceding Paragraph, persons engaged in

the Test must record this in the raw data.

(Care and Management of Animals)

Article 12 Persons engaged in the Test must
houseFacility animals newly arrived from outside
to the breedingTest Facility which can prevent
contamination to other animals, and must observe

and record whether there are any abnormalities.

2 Persons engaged in the Test must separate
animals seen during observations as stipulated in
the preceding Paragraph and/or during the Test to
have an illness and/or condition that would have
an influence on conducting the Test, and must not

use them in the Test.

3 Persons engaged in the Test must take the
necessary measures so that animals used in the

Test adapt to the Test environment.

4 Persons engaged in the Test must take the
necessary measures so that each animal can be
identified in order to prevent mistakes in housing

animals used in the Test except in cases when it is
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difficult to distinguish individual animals.

5 Persons engaged in the Test must manage
holding Facility, animal necessities, etc. in a

sanitary manner.

Chapter 5 Handling Test Substances, etc.

(Handling Test Substances and Control

Substances)

Avrticle 13  Persons engaged in the Test must
appropriately manage test substances and control
substances through measuring their
characteristics and stability, making the required

indications, etc.

2 Persons engaged in the Test must
appropriately use the mixtures of the test
substances or control substances and the medium,
by measuring the stability and uniformity of test
substances and/or control substances after being

mixed, etc.

3 Persons engaged in the Test must
record the date and amount when
distributing, receiving, returning or
disposing of test substances and/or control

substances.
(Reagents and Solutions)
Article 14 Persons engaged in the Test

must appropriately label reagents and

solutions with storage conditions,
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expiration dates, etc., and must use them
in accordance with their properties, usage,

ete.

Chapter 6
Tests

Test Protocols and Conducting

(Test Protocols)

Article 15 The Test Supervisor must prepare
Test Protocols that include the following listed
items for each Test, and must receive approval
from the Facility Manager (in cases where the
Test has been consigned, from the Consigner, etc
and the Facility Manager; hereinafter the same in

this Paragraph).

(i). Title and purpose of Test

(ii). Name and address of the Test facility

(iii). If the Test is consigned, the name and

address of the Consigner, etc (if a legal entity, the

name and address of the main office)

(iv). Name of the Test Supervisor

(v). Matters related to test substances and control

substances

(vi). Matters related to the Test system

(vii). Matters related to the method in which the

Test will be conducted
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(viii). Matters related to the statistical methods

used in analysis of the raw data

(ix). Other matters related to preserved records

and materials

(x). Names and seals or signatures of the Facility
Manager and Test Supervisor, and the dates they

were affixed

(xi). Other matters required for planning the Test

2 If there are revisions to the Test Protocols, the
Test Supervisor must record the date of, the
location of and the reason for the revision in
writing, and must preserve this record with the
Test Protocols upon affixing his or her name and

seal or signature.

(Conducting Tests)

Article 16 Tests must be appropriately
conducted under the guidance and supervision of
the Test Supervisor and by following the Test

Protocols and Standard Operating Procedures.

2 Persons engaged in the Test must accurately
records of all raw data, as well as the name of the

person making the record and the date.

3 If there are corrections to the raw data,
persons engaged in the Test must make
appropriate corrections, and must record the
reason for concerned correction, the name of the

person making the concerned correction and the
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date of the concerned correction.

4 Persons engaged in the Test must immediately
report to the Test Supervisor, take measures for
improvement and make records of the details
thereof when an abnormality or a situation that
could not have been foreseen arises during the
Test.

Chapter 7 Reporting and Preserving

(Final Report)

Article 17 For each Test, the Test Supervisor
must prepare a Final Report including the
following listed items (if the Test is being
conducted over multiple Test Facility, a report
including the following listed items for the Test
conducted at each Test Facility; hereinafter the
same in this Article).

(i). Title and purpose of Test

(if). Name and address of the Test facility

(iii). Dates the Test began and ended

(iv). Names of the Test Supervisor and other

persons engaged in the Test

(v). Matters related to test substances and control

substances

(vi). Matters related to the Test system
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(vii). Situations suspected to have an influence on
the reliability of the Test that could not have been
foreseen, and events that the Test Protocols were

not followed

(viii). Matters related to the method in which the

Test was conducted

(ix). Matters related to the statistical methods

used in analysis of the raw data

(X). Test results and discussion, as well as a
summary of these

(xi). Locations of where raw data and samples are
preserved

(xii). Name and seal or signature of the Test
Supervisor, and the date they were affixed

(xiii). Documents the Quality Assurance Unit
Supervisor prepared in accordance with the
stipulations in Article 8, Paragraph 1, Item (viii),
upon affixing his or her name and seal or

signature

(xiv). Other necessary matters

2 If there are corrections to the Final
Report, the Test Supervisor must record
the date of, the location of and reason for
the correction and any other necessary
matters in writing, and must preserve this
record with the Final Report upon affixing

his or her name and seal or signature.
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(Preserving Test Related Materials)

Avrticle 18 The Facility Manager must
appropriately preserve Test Related Materials in a

Material Preservation Facility.

2 The Facility Manager must assign a

supervisor to manage the Material Preservation
Facility (hereinafter referred to as the “Material
Preservation Facility Managing Supervisor” in

the following Paragraph).

3 The Facility Manager must take the necessary
measures so that no one other than persons with
permission from the Material Preservation
Facility Managing Supervisor can enter the

Material Preservation Facility.

4 If work on the Test is cancelled or suspended,
the Facility Manager must transfer Test Related
Materials to the person who assumes the work
and/or the Consigner (hereinafter referred to as
the “Material Successor” in the following

Paragraph).
5 The Material Successor will comply
with the stipulations from Paragraph 1

through Paragraph 3.

Chapter 8 Tests Conducted in Multiple Test
Facility

(Compliance Requirements)

Article 19

Test Facility, it must be conducted in accordance

If a Test is conducted over multiple
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with the following stipulations, in addition to the
stipulations from Article 4 through the preceding
Article.

(i). The person who consigned the Test must
designate one of the Test Facility as the Test
facility for summerizing the entire Test
(hereinafter referred to as the “General Test
Facility” in this Article ), and must designate the
Facility Manager of the concerned Test facility as
the General Facility Manager.

(ii). The General Facility Manager must designate
the Test Supervisor at the General Test Facility as
the General Test Supervisor.

(iii). The Facility Manager of the Test facility that
transfers or receives samples, etc. must establish
matters related to the handling of the samples,

etc. in the Standard Operating Procedures.

(iv). The General Test Supervisor must fully
understand the operational situation of the Test at

each Test facility.

(V). The General Test Supervisor must list the
name of the General Test Supervisor, the names
and addresses of all Test Facility where the
concerned Test is conducted, and matters related

to the details of the Test in the Test Protocols.

(vi). The General Test Supervisor must prepare a
Final Report summarizing the reports prepared by

the Test Supervisors at each Test facility.
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(vii). The names and seals or signatures of the
General Test Supervisor and Test Supervisors at
each Test facility must be affixed, and the date it
was reported must be written, on the Final

Report.

Supplemental Provisions

This Ministerial Ordinance shall come into effect
as from the date of enforcement ( April 1, 2005)
of the Act for Partial Revision of the
Pharmaceutical Affairs Act and the Blood
Donation Brokerage Control Act (2002 Law No.
96)

Supplemental Provisions [November 18, 2014,
Ministry of Agriculture, Forestry and Fisheries
Ministerial Ordinance No. 58)

Article 1 This Ministerial Ordinance shall
come into effect as from the date of enforcement
(November 25, 2004) of the Act for Partial
Revision of the Pharmaceutical Affairs Act, etc.

(hereinafter referred to as the “Revised Act”).




