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O Ministerial Ordinance Concerning
Manufacturing Control and Quality Control of

Veterinary Medicinal Products

(March 29, 1994, Ministry of Agriculture,
Forestry and Fisheries Ministerial Ordinance No.
18]
Revision March 26, 2000, Ministry of
Agriculture, Forestry and Fisheries Ministerial
Ordinance No. 18 D

July 15, 2003, the same Ordinance No. 76 @

March 30, 2005, the same Ordinance No. 43 3

November 18, 2014, the same Ordinance No. 58
@

This Ministerial Ordinance Concerning
Manufacturing Control and Quality Control on
the Safety of Veterinary Medicinal Products is
established as follows based on stipulations in the
Pharmaceutical Affairs Act (1960, Act No. 145),
Article 14, Paragraph 2, Item d.

Table of Contents

Chapter 1 General Provisions (Article 4—
Article 5)

Chapter 2 Manufacturing Control (Article
6/Article 7-3)
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Chapter 3 Quality Control (Article 8—Article
10)

Chapter 4 Operations Concerning Other
Manufacturing and Quality Control (Article 11—
Article 14)

Supplemental Provisions

Chapter 1  General Provisions
(Definitions)

Article 1 “Products” in this Ministerial
Ordinance are defined as those that underwent the
manufacturing process in the manufacturing site
(including those that are obtained after the
intermediate process of the manufacturing
processes and that will be completed by
undergoing other processes (hereinafter referred

to as “Intermediate products”); hereinafter the

same)

2 “Components” in this Ministerial Ordinance
are defined as containers, packages, package
inserts, and labels to be attached to the containers

and packages.

3 A “lot” in this Ministerial Ordinance is
defined as a group of raw materials and products
that were produced with uniformity through a
series of manufacturing processes within the

same manufacturing period.
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4 “Control unit” in this Ministerial Ordinance is
defined as a group of components that are

confirmed to be identical.

Paragraph 1...added (3, Former Paragraph 1—
3...postponed to Paragraph 2—4 3

(Scope of Application)

Article 2  According to the provisions of the
Ministerial Ordinance, a licensed marketing
authorization holder for medicinal products
(limited to those for use in animals; hereinafter
the same) specified in Article 14, Paragraphl,
with application mutatis mutandis in Article 83,
Paragraph 1 of the act on securing quality,
efficacy, and safety of products including
pharmaceuticals and medical devices (hereinafter
referred to as the “Act”) or a designated
marketing authorization holder for foreign
manufactured medicinal products specified in
Article 19-2, Paragraph 4 of the Act must instruct
a manufactures for medicinal products and a
foreign manufacturer of medicinal products (the
foreign manufacturers of medicinal products
specified in Article 13-3, Paragraph 1 of the Act;
hereinafter collectively called “Manufacturers’)
to conduct the manufacturing and quality control

of the product in the manufacturing site.
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2 According to the provisions of the Ministerial
Ordinance, the Manufacturers of medicinal
products must conduct the manufacturing and
quality control of the product in the
manufacturing site specified in Article 72 of the
“Regulatory Rules on Veterinary Medicinal
Products” (Ordinance No. 107 of the MAFF,
2004; hereinafter referred to as “Regulatory
Rules”).

3 According to the provisions of the Ministerial
Ordinance, the Manufacturers of medicinal
products for export as specified in the Act,
Article 80, Paragraph 1 must conduct the
manufacturing and quality control of the product
in the manufacturing site of the medicinal

products for export.

This Article...added (3, Paragraph 1...partially
revised @

(Manufacturing Control Manager and Quality

control manager)

Article 3 For each manufacturing site, the
Manufacturers must appoint a manufacturing
control manager to be responsible for the
manufacturing control department and appoint a
Quality control manager as a person responsible
for the quality control department, both of who
are to be supervised by the manufacturing
supervisor of medicinal products specified in the
Act, Article 17, Paragraph 4 or the person who
manages the control of bio-derived products
specified in the Act, Article 68-16, Paragraph 2

(for foreign manufacturers of medicinal products,
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the person responsible for the manufacturing site
accredited pursuant to Article 13-3, Paragraph 1,
with application mutatis mutandis in the Act,
Article 83, Paragraph 1, or the person pre-
designated by the foreign manufacturer of
medicinal products; hereinafter collectively called

“Manufacturing manager,”).

2 The quality control department must be
independent from the manufacturing control

department.

3 The manufacturing control manager cannot
serve concurrently as the Quality control

manager.

4 The manufacturing control manager of each
manufacturing site of biological preparations
(referring to serums, vaccines, diagnostic
solutions (including those which these are dried),
or medicinal products similar to these exclusively
for use in animals for the purpose of diagnosis of
disease, prevention, or treatment; hereinafter the
same) (other than bio-derived products) must be a
physician, veterinarian, person with
bacteriological knowledge, or another technician.
However, this does not apply when the
manufacturing supervisor is a physician,
veterinarian, person with bacteriological

knowledge, or another technician.

Paragraph 1...partially revised @, ),
Paragraph 4...added (@), Former Article
2...postponed (@), Paragraph 1/Paragraph
4...partially revised @
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(Manufacturing supervisor)

Article 4 The manufacturing supervisor must

perform the following operations.

(1) To supervise the manufacturing control

manager and the Quality control manager.

(2) Operations specified in Article 12, Article 13,
and Article 14-1, Paragraph 1.

2 The Manufacturers should pay special
attention to avoiding interfering with the
execution of operations by the manufacturing

manager.

Paragraph 1...partially revised (), Former
Atrticle 3...postponed

(Product Standards Document)

Article 5 For each product (excluding
intermediate products; hereinafter the same shall
apply in this Article), manufacturers must prepare
the product standards document that includes
information related to marketing approval,
manufacturing procedures, and other necessary
matters for each manufacturing site that

manufactures the product.

This Article...partially revised (3, Former
Atrticle 4...postponed @

Chapter 2 Manufacturing Control

(Manufacturing control standards document and
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sanitation control standards document)

Article 6 For each manufacturing site, the
Manufacturers must prepare the manufacturing
control standards document describing the
storage of raw materials, etc., the control system
of manufacturing processes and other necessary
matters, and also prepare the sanitation control
standards document describing the sanitation
control of the structure of and the facilities
(excluding those that are used in testing;
hereinafter the same) in each area for the
manufacturing operation, workers' hygiene

control and other necessary matters.

This Article...partially revised (3, Former
Atrticle 5...postponed

(Duties of Manufacturing Control Manager)

Article 7 The Manufacturers must properly
instruct the manufacturing control manager to
conduct the operations for the manufacturing
control of the following products, according to
the product standard document, manufacturing
control standards document or sanitation control

standards document.

a. The manufacturing control manager must
prepare the manufacturing instructions document
describing instructions, precautions and other

necessary matters for manufacturing processes.

b. The manufacturing control manager must
conduct the following operations by

himself/herself, or by pre-designating a person to
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conduct the operation if the nature of the

operation allows.

i. To manufacture the product on the basis of the

manufacturing instructions document

ii. To prepare records of the manufacturing of a

medicinal product for each lot

iii. To confirm that the labeling and packaging for
the product are correct for each lot, and to record

the information

iv. To properly conduct the storage and taking in
and out of storage for raw materials for each
lot, for products for each lot, and components for

each control unit, and to record the information

v. To confirm that the site and the facilities in the

site are clean, and to record the information

vi. To periodically inspect and maintain the
structure and facilities in the site (including the
calibration of measuring instruments; hereinafter

the same), and to record the information

vii. To manage workers' hygiene, and to record

the information

viii. Other necessary operations

c. The manufacturing control manager must
check the records of the manufacturing, storage,
taking in and out of storage and sanitation
control, to confirm that manufacturing is

appropriately controlled, and report the results of
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the check to the manufacturing supervisor in

writing.

d. The manufacturing control manager must
retain the records of the manufacture, storage,
taking in and out of storage and sanitation control
for the following periods from the day of

preparation.

i. Three years for veterinary medicinal products
other than bio-derived products (or the expiry
period plus 1 year if setting an expiry period
(including the shelf life; hereinafter the same) is

obligatory).

ii. The expiry period plus 3 years for bio-derived

products

This Article...partially revised @@, Former
Atrticle 5...postponed

(Manufacturing Control of Biological

Preparations)

Article 7-2 When conducting the operation
pertaining to biological preparations,
manufacturers of biological preparations must

strictly observe the following listed matters.

a. To introduce dust-removed and sterilized air
into the working room; and clean and disinfect
the surface of the ceiling, wall surface, floor

surface, work table installed in the room, other

facilities and instruments, and devices.
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b. To restrict persons other than workers from

entering and leaving the working room.

c. To incinerate or disinfect items, instruments
and equipment contaminated with pathogenic

microorganisms in the manufacturing site.

d. Workers must change their clothing and
footwear to a clean clothing and footwear for
work at the changing room; and wear a clean

working cap and mask during operation.

This Article...added @

Article 7-3 Manufacturers of biological
preparations must prepare records concerning the
following listed matters with regard to the
handling of cells and microorganism strains used
for manufacturing biological preparations and
preserve them for five years from the day of
preparation (in the case of using the cells or
microorganisms for manufacturing, the day when

they are no longer used for manufacturing).

a. Name of the cell or strain (including type

name) and its origin

b. The recipient and the date of receipt (in the
case of isolation, the date of the isolation and the

record of the isolation process)

c¢. Number of the passages, date of the passage

and method of the passage

d. Changes that occurred during passage and the

action taken for it




AWM R OE AN 2D
A LA B

N BRIETTIE

t WEIEA L XX, TOFEHHA

DAGN I ST A qON SEzinsy

I\ FOMBE L 72D HIE

Z SESIENIEY
B=E EHEH
(i B B YEE)

FINGE BOEEFHIL, ST LI,
BRIRDOEUT L, REBR AR R OHIE S
B DM B 72 I % Gl U 7o S B
FEEEZVER L2 7 720,

AL —IUOER), HES-#TO
(B EREH OXF)

B REEEFIL, WEEMEEE
(2, SRR YEE ST %E”ﬁ%@%ﬂ%
DE RITHEIT 2O EE LR D

W A R O TR 2R T uE
2B,

e. Biological properties, toxicity, date of

examination of these

f. Store method

g. When used for manufacturing, the date of
production, the product name and the product

number

h. Other reference matters

This Article...added @

Chapter 3 Quality control

(Quality Control Standards Document)

Article 8 For each manufacturing site, the
Manufacturers must prepare the quality control
standards document describing sampling
methods, assessment methods for test results, and

other necessary matters.

This Article...partially revised (), Former
Atrticle 7...postponed

(Duties of Quality control manager)

Article 9 Based on the product standard
document or the quality control standards
document, the Manufacturers must instruct the
Quality control manager to conduct the
operations for the following listed products

appropriately in accordance with a plan.
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a. The quality contorl manager must conduct the
following operations by himself/herself, or by
pre-designating a person to conduct the operation

in accordance of the operation .

i. To collect samples necessary for testing from
raw materials and products for each lot and from
components for each control unit, and to prepare

the record.

ii. To conduct testing for each lot or control unit,
using the collected samples, in the manufacturing
site, and to prepare the record. However, this

does not apply when the manufacturer uses other
institutions while retaining full responsibility and

it does not cause any problems.

iii. To store the sample of each lot of the products
(excluding intermediate products) at twice the
amount required for the designated tests as
reference samples for 3 years from the day of
production under the appropriate storage
conditions. (For products (other than bio-derived
products) for which the setting of an expiry
period is obligatory, the storage period is the
expiry period plus 1 year, and for bio-derived
products, the storage period is the expiry period
plus 3 years.) However, the medicinal products
(other than bio-derived products) specified in
Article 43, Paragraph 1, with application mutatis
mutandis in the Act, Article 83, Paragraph 1,
shall be stored according to the provisions of
Article 154, Paragraph 1 and Article 155 of the
Regulatory Rules.
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iv. To conduct periodical inspections and
maintenance of the facilities and instruments that

are used in testing, and to prepare the record

v. Other necessary operations

b. To assess the test results and to report the
assessment in writing to the manufacturing
supervisor and the manufacturing control

manager.

c. To store the records of tests for the following

periods from the day of preparation.

i. 3 years for medicinal products other than bio-
derived products (or the
expiry period plus 1 year if setting an expiry

period is obligatory)

ii. The expiry period plus 3 years for bio-derived

products

This Article...partially revised @®@), Former
Atrticle 8...postponed

(Determination of whether the product can be

released)

Article 10 The Manufacturers must have a pre-
designate person appropriately conduct the
operations for the determination of whether the
following products can be released, according to

the product standard document, the
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manufacturing control standards document, or the

quality control standards document.

a. To appropriately evaluate the results of
manufacturing and quality control to determine
whether the product can be released from the

manufacturing site, and to record the results

b. To store the records mentioned in the
preceding Item 1 for 3 years from the day of
preparation (or the expiry period plus 1 year if
setting an expiry date is obligatory for the
products relevant to these records, or the expiry
period plus 3 years if the product is a product

related to bio-derived products.)

2 The person in charge of the operations in the
preceding Paragraph must have the ability to

smoothly and properly conduct the operations.

3 The Manufacturers must arrange so that the
person in charge of the operations of the
Paragraph 1 have no interference to conduct

his/her operation.

4 The Manufacturer is not allowed to release
the product from the manufacturing site before
the determination in the Paragraph 1 is properly
made.

This Article...added ®

Chapter 4 Other Operations Concerning

Manufacturing and Quality Control

(Documents concerning the procedures for
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dealing with complaints)

Article 11. The Manufacturers must prepare the
documents concerning the procedures for dealing
with complaints, product recall procedures, and
self-inspection (hereinafter referred to as
“documents concerning procedures”) for each
manufacturing site, in order to properly conduct
the operations stipulated in the following Article
to Article 14.

This Article...partially revised (), Former
Article 9...postponed

(Dealing with complaints)

Article 12

of a product occurs, the Manufacturers must

If a complaint concerning the quality

instruct the manufacturing supervisor of the
manufacturing site involved in the complaint to
conduct the following operations, except when
the complaint is clearly judged to be not
attributable to the manufacturing site, in

accordance with the manual for the procedures.

a. The manufacturing supervisor determines what
led to the complaint, and then implements
appropriate measures to improve the
manufacturing and/or quality control systems, if

required.

b. The manufacturing supervisor prepares the
record of complaints dealt with, which describes
the complaint details, the cause of the complaint,
and the measures taken for improvements, and

stores the record for 3 years from the day of
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preparation (or the expiry period plus 3 years if
the product related to the record is a bio-derived

product).

This Article...partially revised @), Former
Article 9...postponed

(Product Recall Procedures)

Article 13
the quality, etc. of the product, the Manufacturers

In the case of product recall due to

must instruct the manufacturing supervisor of the
manufacturing site to conduct the following listed
operations, except when the cause of the recall is
clearly judged to be not attributable to the
manufacturing site, in accordance with the

manual for the procedures.

a. The manufacturing supervisor determines what
led to the recall, and then implements appropriate
measures to improve the manufacturing and/or

quality control systems, if required.

b. The manufacturing supervisor stores a recalled
medicinal product separately for a specified

period, and disposes of the product appropriately.

¢. The manufacturing supervisor prepares the
record of product recall, describing the recall
details, the reason for the recall, and the
corrective actions, and stores the record for 3
years from the day of preparation (or the expiry
period plus 3 years if the product related to the

record is a bio-derived product).

This Article...partially revised @
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(Self-inspection)

Article 14 The manufacturer must instruct the
manufacturing supervisor of the manufacturing
site to conduct the following operations in

accordance with the manual for the procedures.

a. The manufacturing supervisor periodically
conducts self-inspection of the manufacturing and
quality control systems for the product in the

manufacturing site.

b. The manufacturing supervisor prepares the
record of the self-inspection results, and stores
the record for 3 years from the day of preparation
(or the expiry period plus 3 years if the product

related to the record is a bio-derived product).

2 The manufacturer must take necessary
measures when the self-inspection results of the
preceding Item suggests improvements in the
manufacturing and/or quality control systems,
record the measures taken, and store for 3 years
from the day of preparation (or the expiry period
plus 3 years if the product related to the record is

a bio-derived product).
Paragraph 1/Paragraph 2...partially revised @
Supplementary Provisions  Extract

(Effective date)

1 This Ministerial Ordinance shall come into
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effect as from April 1, 1994. Provided, however,
that the provisions of Article 9 to Article 14 shall
come into effect as from October 1, 1994.

(Abolition of Ministerial Ordinance Concerning
Manufacturing Control and Quality Control of

Veterinary Medicinal Products)

2 Ministerial Ordinance Concerning
Manufacturing Control and Quality Control of
Veterinary Medicinal Products (1991, Ministry of
Agriculture, Forestry and Fisheries Ministerial
Ordinance No. 18; hereinafter referred to as
“Former Ministerial Ordinance™) shall be

abolished.

(Transitional Measures)

3 With respect to the dealing with complaints
concerning the quality, etc. of medicinal products
during the period from the enforcement date of
this Ministerial Ordinance to September 30, 1994,
Article 8 of the Former Ministerial Ordinance

shall remain effective.

Supplemental Provisions

(2001, Ministry of Agriculture, Forestry and

Fisheries Ministerial Ordinance No. 67)

This Ministerial Ordinance shall come into effect
as from the enforcement date of the Act on the
Preparation of Relevant Act for the Use of
Information and Communications Technology
Concerning the Delivery of Documents (April 1,
2001).
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Supplemental Provisions

(2003, Ministry of Agriculture, Forestry and
Fisheries Ministerial Ordinance No. 76)

Extract

(Effective date)

1 This Ministerial Ordinance shall come into
effect as from the enforcement date of the
provisions listed in Article 1, item (i) of the
Supplementary Provisions of the Act for Partial
Revision of the Pharmaceutical Affairs Act and
the Blood Donation Brokerage Control Act
(hereinafter referred to as the “Revised Act”)
(April 1, 2005).

Supplementary Provisions

(2005, Ministry of Agriculture, Forestry and

Fisheries Ministerial Ordinance No. 43)

(Effective date)

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

Article 2 Ministerial Ordinance Concerning
Import Sales Management and Quality Control of
Veterinary Medicinal Products (1999, Ministry of

Agriculture, Forestry and Fisheries Ministerial
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Ordinance No. 46) shall be abolished.

(2014, Ministry of Agriculture, Forestry and
Fisheries Ministerial Ordinance No. 58)

(Effective date)

Article 1  This Ministerial Ordinance shall
come into effect as from the date of enforcement
(November 25, 2014) of the Act for Partial
Revision of the Pharmaceutical Affairs Act, etc.

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




