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O Ordinance No. 93 of the Ministry of Health, Labour and Welfare

Pursuant to the provisions of Article 23-25, Paragraph 2, Item 4 (including the cases where it is applied
mutatis mutandis pursuant to Article 23-37, Paragraph 5) of the Act on Securing Quality, Efficacy and Safety
of Pharmaceuticals, Medical Devices, Regenerative and Cellular Therapy Products, Gene Therapy Products,
and Cosmetics (Law No, 145 in 1960), the Ministerial Ordinance on Good Manufacturing Practice (GMP)
for Regenerative Medicine Products is stipulated as below.

August 6, 2014

Norihisa Tamura, Minister of Health, Labour and Welfare

Ministerial Ordinance on Good Manufacturing Practice (GMP) for Regenerative Medicine Products

(Purpose)

Article 1 This Ministerial Ordinance specifies standards stipulated by the Ordinance of the Ministry of
Health, Labour and Welfare set forth in Article 23-25, Paragraph 2, Item 4 (including the cases where it
is applied mutatis mutandis pursuant to Article 23-37, Paragraph 5; the same applies hereinafter) of the
Act on Securing Quality, Efficacy and Safety of Pharmaceuticals, Medical Devices, Regenerative and
Cellular Therapy Products, Gene Therapy Products, and Cosmetics (hereinafter referred to as the
“Act”).

(Definitions)

Article2  The term “products” used in this Ordinance means materials which underwent manufacturing
processes in a manufacturing site (including materials manufactured in the intermediate manufacturing
process which must undergo further manufacture processes before the formulation of a product
(hereinafter referred to as “intermediate products™); the same applies hereinafter).

2. The term “packaging and labelling materials” used in this Ordinance means containers, wrappers and
labels (including package inserts; the same applies hereinafter) of a product.

3. The term “lot” used in this Ordinance means a batch of products manufactured so as to have uniform
quality in a series of manufacturing processes in a unit of manufacturing period, and raw materials
(hereinafter referred to as “products, etc.”).

4.  The term “control unit” used in this Ordinance means a batch of labeling and packaging materials
confirmed to have uniform quality.

5. The term “validation” used in this Ordinance means to validate and document that anticipated results
yield from the buildings and facilities at manufacturing sites as well as procedures, processes and other
methods of manufacturing control and quality control (hereinafter referred to as the “manufacturing
procedures, etc.”).

6. The term “verification” used in this Ordinance means to confirm and document that anticipated results
are obtained from the manufacturing procedures, etc.

7. The term “controlled clean area” used in this Ordinance means among the areas for performing

manufacturing operations (hereinafter referred to as “work area”), a place for carrying out the preparing
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10.

11.

12.

operations of products, etc. (excluding those which must be handled by aseptic operations), and a place
where containers, etc. before sterilization are exposed to the air in the work area.

The term “aseptic operation area” used in this Ordinance means among the work areas, a place for
performing the preparing operations of products, etc., which must be handled by aseptic operations, a
place where sterilized containers, etc. are exposed to the air in the work area, as well as a place for
carrying out aseptic operations such as sterility tests.

The term “donor” used in this Ordinance means an individual providing his or her cells or tissues as the
raw materials of regenerative medicine products (excluding cells or tissues derived from the human
body with brain death as specified in Article 6, Paragraph 2 of the Law on Organ Transplantation (Law
No. 104 in 1997)).

The term “donor animal” used in this Ordinance means an animal providing its cells or tissues as the
source materials of regenerative medicine products.

The term “quality risk management” used in this Ordinance means to assess and control risk for product
quality throughout processes from the early development to the completion of marketing of a product in
accordance with appropriate procedures.

The term “review” used in this Ordinance means to assess the appropriateness and efficacy for

achieving specified goals.

(Scope of application)

Article3  The marketing authorization holders of regenerative medicine products or the marketing

authorization holders of products such as appointed foreign manufactured regenerative medicine
products specified in Article 23-37, Paragraph 4 of the Act shall have manufacturers and foreign
manufacturers of regenerative medicine products (hereinafter simply referred to as “foreign
manufacturers of regenerative medicine products™) stipulated in Article 23-24, Paragraph 1 of the Act
(hereinafter referred to as “manufacturers, etc.”) perform the manufacturing control and quality control
of the products at manufacturing sites pursuant to the provisions of this Ordinance.

The manufacturers, etc. shall implement the manufacturing control and quality control of products at
manufacturing sites specified in Article 137-58 of the Enforcement Regulations of the Act on Securing
Quality, Efficacy and Safety of Pharmaceuticals, Medical Devices, Regenerative and Cellular Therapy
Products, Gene Therapy Products, and Cosmetics (Ordinance No. 1 of the Ministry of Health and
Welfare in 1961; hereinafter referred to as the “Enforcement Regulations™) pursuant to the provisions of
this Ordinance.

The manufacturers of regenerative medicine products for export set forth in Article 80, Paragraph 3 of
the Act shall implement the manufacturing control and quality control of products at the manufacturing

sites of regenerative medicine products for export pursuant to the provisions of this Ordinance.

(Quality risk management)

Article4  The manufacturers, etc. shall consider the use of quality risk management when implementing

manufacturing control and quality control of products at manufacturing sites.
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(Manufacturing Department and Quality Department)

Article 5 The manufacturers, etc. shall establish a department for controlling manufacturing (hereinafter
referred to as the “Manufacturing Department”) and a department for controlling quality (hereinafter
referred to as the “Quality Department”) for each manufacturing site under the supervision of a
Manufacturing Manager of regenerative medicine products specified in Article 23-34, Paragraph 4 of
the Act (for foreign manufacturers of regenerative medicine products, a responsible person of a
manufacturing site authorized pursuant to the provisions of Article 23-24, Paragraph 1 of the Act or a
person appointed beforehand by the foreign manufacturers of regenerative medicine products;
hereinafter referred to as the “Manufacturing Manager”).

2 The Quality Department shall be independent from the Manufacturing Department.

(Manufacturing Manager)
Article 6 The Manufacturing Manager shall carry out the following duties:

(1) To supervise activities for manufacturing control and quality control (hereinafter referred to as the
“manufacturing and quality control duties”) and manage/ direct so that they can be properly and
smoothly implemented.

(2) When there are risks of quality defects and other significant effects on product quality, to confirm
required measures being promptly taken and the status of their progress, and as necessary to
instruct to implement necessary measures such as improvement.

2. The manufacturers, etc. shall make efforts for the effective performance of the duties assigned to the

Manufacturing Manager.

(Personnel)

Article 7 The manufacturers, etc. shall appropriately appoint a responsible person who is capable of
properly and smoothly carrying out the manufacturing and quality control duties (hereinafter simply
referred to as the “Manager”) according to the organization and scale of the manufacturing site as well
as types of duties.

2. The manufacturers, etc. shall appoint an appropriate number of Managers according to the organization
and scale of the manufacturing site as well as types of duties.

3. The manufacturers, etc. shall secure an adequate number of personnel who are capable of properly
implementing the manufacturing and quality control duties.

4. The manufacturers, etc. shall properly document responsibilities and a management system for
personnel (including Manufacturing Manager and Managers) engaged in the manufacturing and quality

control duties.

(Product master formula)

Article 8  The manufacturers, etc. shall prepare and retain a product master formula for each product
(excluding intermediate products; the same applies hereinafter in this article) describing the
belowmentioned matters at each manufacturing site involved in the manufacture of the product, and

receive approval of the Quality Department:
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(1) Terms concerning manufacturing approval;

(2) The standards specified pursuant to the provisions of Article 42, Paragraph 1 of the Act, other
pharmaceutical affairs-related laws and regulations, or matters concerning quality among orders or
dispositions based on these;

(3) Manufacturing procedures (excluding the matter set forth in Item (1));

(4) Name, essence, description, ingredients and their contents, and other specifications of a material
obtained from humans, animals, plants or microorganisms provides as the source material;

(5) Specifications of animals used for manufacturing or inspection and testing (including donor
animals; hereinafter referred to as “utilized animals”); and

(6) Other necessary matters.

(Procedures)

Article 9 The manufacturers, etc. shall, at each manufacturing site, prepare and retain a sanitation control
standard code presenting hygienic control of buildings and facilities as well as personnel and other
necessary matters.

2. The manufacturers, etc. shall, at each manufacturing site, prepare and retain a manufacturing control
standard code describing the storage of products, etc., the control of manufacturing processes and other
necessary matters.

3. The manufacturers, etc. shall, at each manufacturing site, prepare and retain a quality control standard
code mentioning a method for sample collection, a method for assessing inspection and testing results,
and other necessary matters.

4. The manufacturers, etc. shall, at each manufacturing site, prepare and retain the following documents
concerning procedures (hereinafter referred to as the “Procedures™”) for properly and smoothly
implementing manufacturing control and quality control in addition to those set forth in the preceding
three paragraphs:

(1) Procedures for control of release from a manufacturing site

(2) Procedures for validation or verification

(3) Procedures for review of product quality

(4) Procedures for change control set forth in Article 16

(5) Procedures for deviation control set forth in Article 17

(6) Procedures for handling quality information and quality defects
(7) Procedures for recall action

(8) Procedures for self-inspections

(9) Procedures for training

(10) Procedures for document and record control

(11) Other procedures necessary for properly and smoothly implementing manufacturing control and

quality control.
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5. The manufacturers, etc. shall retain the product master formula, sanitation control standard code,

manufacturing control standard code, quality control standard code and Procedures (hereinafter referred

to as the “operating procedures”) at the manufacturing sites.

(Buildings and facilities)

Article 10 Buildings and facilities at the manufacturing sites of products shall meet the following

requirements:

(1)

2

)

“)

®)

(©6)

That cleaning and maintenance are properly carried out according to their usage, and as necessary,
sterilization is implemented in accordance with the operating procedures, and their records are
prepared and retained.

That facilities for the disposal of poisonous gases, if handled depending on products, etc., are

equipped.

That among the work areas, a work room or working control area (the area consisting of work

rooms, passage, etc. that are controlled so as to maintain the uniform quality of cleanliness; the

same applies hereinafter) shall be provided with adequate buildings and facilities for maintaining
and controlling cleanliness according to the types, structures, characteristics and manufacturing
processes of products.

That the work room shall meet the following requirements:

A. The work room shall be provided with buildings and facilities for preventing contamination
by dust or microorganisms according to the types, structures and manufacturing processes of
products, provided, however, that this provision shall not apply to the case where the same
effects are obtained from the functions of the manufacturing facilities;

B. The work room shall have facilities necessary for properly drying and storing containers after
washing;

C. The work room shall have sterilization equipment necessary for manufacturing according to
the types of products;

D. An area for performing aseptic operations shall be provided with clean air processed through
a filter and have buildings and facilities necessary for properly controlling differential
pressure; and

E. When manufacturing products related to injections, the liquid-contacting piping of pipes and
other relevant materials affecting sterility assurance shall be constructed so as to facilitate
cleaning and enable sterilization.

That the work room for the drying and sterilization operations of containers after washing shall be

used exclusively for that purpose, provided, however, that this provision shall not apply to the case

where there is no risk of contamination of containers after washing.

That work rooms for the weighing operations of raw materials, the formulating operations of

products, and the filling operations of products or sealing operations of containers shall be

constructed so as not to allow passage for personnel other than those working in the room,
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(7

(8)

€)

provided, however, that this provision shall not apply to the case where there is no risk of
contamination to products by personnel other than those working in the room.

That work rooms for the formulating operations or the filling operations of products or sealing
opérations of containers shall be separated from work rooms other than these or the working
control area but used exclusively for those purposes. Also, the working rooms shall have dressing
rooms for exclusive use by personnel engaged in these operations.

That when products, etc. which are suspected to have serious effects on other products by
cross-contamination are manufactured, work rooms related to the products, etc. shall be
exclusively for them, and the air-treatment system shall be separated, provided, however, that this
provision shall not apply to the case where validated inactivation processes and cleaning
procedures or either one of them is established or maintained.

That facilities for supply of water of the quality and quantity needed for the manufacturing of

products (including cleaning water for facilities, apparatuses and containers) shall be equipped.

(10) That facilities to supply distilled water, etc. for the manufacturing of products shall be constructed

so as to prevent contamination of distilled water, etc. by foreign matters or microorganisms.

(11) That the work area shall be provided with the following facilities in rooms clearly separated from

other rooms, provided, however that the facilities found to be unnecessary for the manufacturing
of the product according to the types, manufacturing methods, etc. of products are excluded:

A. Storage facilities for cells or microorganisms, etc.;

B. Facilities for keeping animals for use in manufacturing or inspection and testing after
inoculation of microorganisms, etc.;

Facilities for treating animals for use in manufacturing or inspection and testing;

Facilities for inoculating cells or microorganisms, etc. into culture media, etc.;

Facilities for cultivating cells or microorganisms, etc.;

momY O

Facilities for collecting, inactivating, sterilizing, etc. cultured cells or microorganisms, etc.;
and
G. Facilities for disinfecting apparatus and appliances that have been used in manufacturing or

inspection and testing.

(12) That the room provided with the facilities mentioned in Items D and F of the preceding item and

the room provided with the facilities for sterility tests among the facilities necessary for inspecting

and testing products, etc. and packaging and labelling materials shall meet the following

requirements:

A. Work rooms shall be aseptic, provided, however, that this provision shall not apply to the case
where the work room is provided with facilities having function enabling to perform aseptic
operations without problem according to the types, manufacturing methods, etc. of products;

and
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B. The aseptic room set forth in Item A shall have an adjacent anteroom which usually allows
exclusive passage of personnel to and from the work room and whose entrances and exits are

not opening directly to the exterior.

(13) That the work area shall be provided with the following facilities in addition to those specified in

Item (11):

A. Facilities necessary for breeding and managing animals for use in manufacturing or
inspection and testing;

B. Facilities for preparing culture media and diluents for the media;

C. Facilities for washing and sterilizing in advance apparatus and appliances, containers, etc.
which are used in manufacturing or inspection and testing; and

D. Facilities for properly treating animal carcasses and other wastes as well as for purifying

sewage.

(Manufacturing control)

Article 11

The manufacturers, etc. shall have the Manufacturing Department properly carry out the

following duties related to manufacturing control in accordance with the operating procedures:

M

@
3)

)

()

(6)

™)

®)

©)

That the manufacturing order describing instructions, precautions and other necessary matters
during manufacturing processes shall be prepared and retained.

That products shall be manufactured in accordance with the manufacturing order.

That records on the manufacturing of products shall be prepared and retained by lot (by
manufacturing number for products not constituting a lot; the same applies hereinafter).

That whether or not the packaging and labelling materials of products are appropriate shall be
checked by lot, and the records of its results shall be prepared and retained.

The products, etc. by lot, and packaging and labelling materials by control unit shall be
appropriately stored and released, and the records thereof shall be prepared and retained.

That the cleanliness of the buildings and facilities shall be checked, and the records of its results
shall be prepared and retained.

That periodic inspection and maintenance of the buildings and facilities shall be performed, and
the records thereof shall be prepared and retained. Also, meters shall be properly calibrated, and
the records thereof shall be prepared and retained.

That it shall be checked through records of manufacturing, storage, release and hygienic control
that manufacturing control is properly implemented, and its results shall be reported in writing to
the Quality Department.

That for work rooms or working control areas, according to the types, structures, characteristics
and manufacturing processes of products to be manufactured, as well as the contents of operations
to be carried out in the work rooms or working control areas, the control level of work

environment such as cleanliness shall be appropriately set and managed.
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(10) That for the products, etc., and packaging and labelling materials, according to the types, structures,
characteristics, manufacturing processes, etc. of products to be manufactured, necessary control
items such as the counts of microorganisms, etc. shall be appropriately set and managed.

(11) That necessary measures for preventing contamination of the products, etc. and packaging and
labelling materials by microorganisms, etc. during manufacturing processes shall be taken.

(12) That for critical processes for ensuring the sterility of products, according to the types, structures,
characteristics, manufacturing processes, etc. of products to be manufactured, control values
necessary for process control shall be appropriately set and managed.

(13) That for manufacturing water, according to its usage, control values related to necessary microbial
and physicochemical items shall be appropriately set and managed.

(14) That when microorganisms, etc. contained in the products, etc. are inactivated or eliminated during
the manufacturing processes, measures necessary for preventing contamination by the products,
etc., which do not undergo the said inactivation or elimination shall be taken.

(15) That when biochemical technology is applied during the manufacturing processes, continuous
measurements of temperature, a hydrogen ion index, etc. necessary for the control of the
manufacturing processes shall be performed.

(16) That when equipment for column chromatography is used during the manufacturing processes,
measures necessary for preventing contamination of the equipment by microorganisms, ete. shall
be taken, and measurements of endotoxins, if needed, shall be carried out.

(17) That in employing the culture method to provide a continuous supply of culture media to an
incubation tank and to perform continuous discharge of liquid media during the manufacturing
processes, measures necessary for maintaining incubation conditions in the incubation tank during
the incubation period shall be taken.

(18) That all the articles, which have been contaminated by microorganisms, etc. (limited to those
contaminated during the manufacturing processes), shall be disposed of so as not to cause hazards
to the public health and hygiene.

(19) That records on the handling of cell strains to be used for manufacturing shall be prepared for the
following matters, and the records shall be retained:

A. Name of cell strain and number given to each container;

B. Date of being transferred, and the name and address of a person who has transferred (in case
of a corporation, name and address);

C. Biological properties and date of testing; and

D. Status of subculture.

(20) That for raw materials derived from organisms (excluding plants) (hereinafter referred to as
“biological-origin raw materials for regenerative medicine products™) to be used for manufacturing,
it shall be confirmed that the biological-origin raw materials for regenerative medicine products
are appropriate by reference to the product master formula of the product, and records of the

confirmation shall be prepared and retained.
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(21) That the manufacturers, etc. shall retain themselves the records of biological-origin raw materials

for regenerative medicine products to be used for manufacturing of the product with respect to

matters as specified by the Minister of Health, Labour and Welfare for a period set forth in Article

22, Item 3, A or B, or close a contract with a firm collecting raw materials of the biological-origin

raw materials for regenerative medicine products (referring to the origins of raw materials or

materials (including those used during the manufacturing processes) to be used for manufacturing)

(hereinafter referred to as the “raw materials collecting firms, etc.”), and the records shall be

properly retained by the raw materials collecting firms, etc. based on the contract.

(22) That records set forth in Item (8) and the preceding two items shall be prepared for each lot of

products to be manufactured, and the records thereof shall be retained.

(23) That in handling of the cells or tissues collected from different donors or donor animals, measures

necessary for preventing mixture and cross-contamination of the cells or tissues shall be taken.

(24) That it shall be confirmed based on records on the following matters that cells or tissues as raw

materials are appropriate, when received, by reference to the product master formula of the

product, and the records of the confirmation results shall be prepared and retained:

A.
B.
C.

F.

G.

Facilities where the cells or tissues have been collected;

Date on which the cells or tissues have been collected;

When the cells or tissues are derived from humans, the status of diagnosing donors based on
their interview and tests for the donor screening (referring to performing a diagnosis based on
interview and tests of donors to decide whether or not they are fully eligible to provide their
cells or tissues as the raw materials of products);

When the cells or tissues are derived from animals, the status of receiving donor animals as
well as conditions of the inspection and testing, and breeding and keeping of such animals for
the donor screening (referring to performing inspection/ testing and breeding/ keeping of
donor animals to decide whether or not they are fully eligible to provide their cells or tissues
as the raw materials of products);

Course of operations to collect the cells or tissues;

Course of transporting the cells or tissues; and

Requirements for ensuring the quality of the products in addition to those mentioned in Items
AtoF.

(25) That when collecting cells or tissues as raw materials from donor animals, measures necessary for

preventing contamination by microorganisms, etc. during the collection shall be taken, and records

of such measures shall be prepared and retained.

(26) That for products, the names of the destination facilities, date of distribution and lot shall be

understood for each product, and the records thereof shall be prepared and retained.

(27) That for distribution, measures necessary for ensuring the quality of products shall be taken, and

records of such measures shall be prepared and retained.
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(28) That records set forth from Item (24) to the preceding item shall be prepared by lot (product for the

records in Item (26)) and retained.

(29) That the hygienic control of personnel shall be implemented in accordance with the following

requirements: ;

A. To restrict as much as possible for persons other than personnel engaged in manufacturing
operations to go in or out of the work area;

B. To restrict as much as possible for personnel to go in or out of the controlled clean area or
aseptic operation area where actual operations are carried out;

C. To specify strict procedures for preventing contamination by personnel engaged in duties
related to culture of human or animal cells or microorganisms, etc. and other processing
(excluding those actually used as raw materials in the manufacturing), and not to allow the
personnel to go in or out of the work room or working control area for products except for the
case where such procedures are compiled; and

D. To have personnel engaged in manufacturing operations not assigned to activities related to

controlling utilized animals (excluding those actually used for the manufacturing process).

(30) That the hygienic control of personnel working in the controlled clean area or aseptic operation

area shall be implemented in accordance with the following requirements:

A.

D.

F.

To have personnel engaged in manufacturing operations wear work clothes, shoes, caps,
masks and gloves that have been disinfected;

To have personnel engaged in manufacturing operations properly change clothing according
to the level of control of the concerned area when entering in the controlled clean area or
aseptic operation area;

To have personnel undergo medical checkups at intervals not exceeding 6 months in order to
confirm that they do not have diseases that are suspected to contaminate the products, etc. by
microorganisms, etc.;

When personnel having their health conditions that are suspected to contaminate the products,
etc. with microorganisms, etc. (including infectious diseases such as skin or hair, cold, wound,
or symptoms such as diarrhea or fevers without causes), to have the personnel not engage in
operations in the controlled clean area or aseptic operation area;

When personnel handle microorganisms, etc. that may contaminate cells or tissues
immediately before collecting or treating the cells or tissues, to have the personnel not engage
in operations in the controlled clean area or aseptic operation area; and

To prepare and retain records on the preceding Item and Items A to E.

(31) Other duties necessary for manufacturing control.

Records on products specified in the preceding paragraph shall be retained so as to appropriately

confirm a series of records from biological-origin raw materials for regenerative medicine products

provided in manufacturing to a product manufactured with the biological-origin raw materials for

regenerative medicine products.
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(Quality control)
Article 12 For products, from each lot of product (in the case of specified regenerative medicine products

<

stipulated in Article 68-7, Paragraph 3 of the Act (hereinafter simply referred to as “specified
regenerative medicine products”) not constituting a lot, for biological-origin raw materials for
regenerative medicine products used in the manufacturing, for each manufacturing number of the
product or from each lot of the biological-origin raw materials for regenerative medicine products),
consisting of at least twice the quantity needed for all the required inspection and testing (however, an
appropriate quantity if the quantity cannot be secured), the manufacturers, etc. shall store a reserve
sample under proper conditions of storage for periods set forth in each of the following items from the
date of manufacturing, provided, however, that this provision shall not apply to specified regenerative
medicine products not constituting a lot under a contract, already closed between the manufacturers, etc.
and raw materials collecting firms, etc. specifying that the raw materials collecting firms, etc. shall store
a reserve sample for periods set forth in each of the following items. For products constituting a lot,
after a period of the expiry date plus one year, the storage of the biological-origin raw materials for
regenerative medicine products, which have been provided in manufacturing the product, may be
substituted for storage of the product:

(1) A period of the expiry date plus 10 years for specified regenerative medicine products; and

(2) Appropriate duration for regenerative medicine products (excluding products set forth in the
preceding item).

2. The manufacturers, etc. shall have the Quality Department systematically and appropriately perform the
following duties related to the quality control of products in accordance with the operating procedures:
(1) That samples necessary for carrying out inspection and testing shall be collected by lot for

products, etc. and by control unit for packaging and labelling materials as well as the records
thereof shall be prepared and retained.

(2) That the inspection and testing (including inspection and testing implemented on the
responsibilities of the manufacturers, etc. using other inspection and testing facilities of the
manufacturers, etc. or other inspection and testing institutions, and such use is found to be
acceptable; the same applies hereinafter) of the collected samples shall be conducted by lot or
control unit as well as the records thereof shall be prepared and retained.

(3) That the periodic inspection and maintenance of the facilities and apparatuses for inspection and
testing shall be carried out as well as the records thereof shall be prepared and retained. Also,
meters for inspection and testing shall be properly calibrated as well as the records thereof shall be
prepared and retained.

(4) That the results of the inspection and testing set forth in Item (2) shall be assessed, and the results
shall be reported in writing to the Manufacturing Department.

(5) That samples shall be separated by the proper labeling of identification in order to prevent mixture

and cross-contamination of the samples.
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