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Ordinance on the GLP Standard for the Conduct of Non-Clinical Safety
Studies

of Veterinary Regenerative Medicine Products
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(Ministerial Ordinance of Ministry of Agriculture, Forestry and Fisheries
No.60 of 2014)

(Provisional translation)
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Based on the provisions of Article 23-25, paragraph (3) (including cases applied by replacing the
terms pursuant to the provisions to paragraph (11) of the same Article (including as applied mutatis
mutandis pursuant to Article 23-37, paragraph (5)) and cases where applied mutatis mutandis
pursuant to Article 23-37, paragraph (5), and Article 23-26, paragraph (5) (including as applied
mutatis mutandis pursuant to 23-37, paragraph (5))), and Article 23-29, paragraph (4) and Article
23-31, paragraph (4) (including cases where these provisions applied mutatis mutandis to Article 23-
39) which are applied by replacing the terms pursuant to the provision of the Article 83, paragraph
(1) of the Act on Securing Quality, Efficacy and Safety of Products including Pharmaceuticals and
Medical Devices (Act No.145 of 1960), the Ordinance on the GLP Standard for the Conduct of Non-

Clinical Safety Studies of Veterinary Regenerative Medicine Products is hereby enacted as follows.
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Supplementary Provisions
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Chapter 1—General Provisions
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Article 1 This Ministerial Ordinance is intended to set forth such practices of those included

among the standards stipulated by the Ministerial Ordinance of Ministry of Agriculture,
Forestry and Fisheries in Article 23-25, paragraph (3) (including applied by replacing the terms
pursuant to the provisions of paragraph (13) of the same Article (including as applied mutatis
mutandis pursuant to Article 23-37, paragraph (5)) and applied mutatis mutandis pursuant to
Article 23-37, paragraph (5), and Article 23-26, paragraph (5) (including as applied mutatis
mutandis pursuant to Article 23-37, paragraph (5))), and Article 23-29, paragraph (4) and
Article 23-31, paragraph (4) (including as applied mutatis mutandis pursuant to Article 23-39,
hereinafter the same applies) of the Act on Securing Quality, Efficacy and Safety of Products
including Pharmaceuticals and Medical Devices (Act No.145 of 1960, hereinafter referred to
as the “Act”), as are applicable to non-clinical studies of Veterinary Regenerative Medicine
Products (meaning only those studies that are conducted at test facilities using test systems for
collection and preparation of materials, out of the studies stipulated in Article 91-106, paragraph
(1), item (v) and item (x), and Article 91-119, paragraph (1) (including as applied mutatis
mutandis pursuant to Article 91-154) of the Control Regulations for Veterinary Medical
Products (Ministerial Ordinance of Ministry of Agriculture, Forestry and Fisheries No.107 of
2004, hereinafter referred to as the “Regulations”), and Article 23-31, paragraph (4) of the Act,
which concern acute toxicity, chronic toxicity, teratogenicity and other toxicities and residual
nature (meaning the nature of substances (including substances formed through substances’
chemical changes ) to remain inside animals (including milk, hen eggs and other products
provided by animals) with the use of veterinary regenerative medicine products (meaning
regenerative medicine products intended to be used exclusively for animals), hereinafter simply

referred to as the “Study”).
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Article 2 “Test item” as used herein means veterinary regenerative medicine products or

chemical substance, biological substance, items are obtained after culturing or other processes
using human or animal cells or items are introduced into cells of humans or animals and
contain genes to be expressed in their bodies, whose safety be assessed in the study.

2. “Reference item” as used herein means regenerative medicine product, chemical substance,
biological substance or items are obtained after culturing or other processes using human or
animal cells or items are introduced into cells of humans or animals and contain genes to be
expressed in their bodies, which are used in the Study for comparison with test items.

3. “Test system” as used herein means animals, plants, microorganisms, their components or
items used as reference in which the test items are administered or added.

4. “Specimen” as used herein means items that are collected from test system for the purpose of

examination or analysis.

5. “Raw data” as used herein means the results of the observation obtained in the Study and their
records.
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(Standards for Conduct of Study)
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Article 3  The collection and preparation of the materials set forth in Article 23-25, paragraph
(3), Article 23-29, paragraph (4) and Article 23-31, paragraph (4) of the Act, which are
concerned with the performance of the Study by those who intend to obtain or have obtained
approval under the provisions of Article 23-25 or Article 23-37 of the Act, must be made in

accordance with the provisions under the following Article through Article 19 hereof.
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Article 4 The entity that commissions the Study to a contractor must notify such trustee in

advance that the commissioned Study must be conducted in accordance with this Ordinance.

2. In the case under the preceding paragraph, the entity that commissioned the Study or that
succeeded to such status (hereinafter referred to as the “Sponsor, etc.”) must confirm that the
Study is being or was conducted in accordance with this Ordinance.

3. The notification under paragraph (1) and the verification under the preceding paragraph must

be documented and maintained.
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Chapter 2—Personnel and Organization
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(Personnel)
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Article 5 Personnel who engage in the Study or belong to the quality assurance unit set forth in
item (i) of the following Article must have sufficient education, training or professional career
necessary for properly and smoothly conducting their activities and be capable of conducting
such duties.

2. Personnel who engage in the Study must take necessary sanitary and health precautions in

order to prevent the contamination of the test items, reference items or test system.
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(Test Facility Management)
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Article 6 Personnel responsible for the operation and management of the test facility
(hereinafter referred to as the “Test Facility Management”) must conduct all of the following
duties:

(1) for each Study, designating from among the personnel engaged therein a staffer who is
responsible for conducting, recording and reporting the Study (hereinafter referred to as
the “Study Director”;

(2) designating a staffer responsible for the department that will assure (hereinafter referred to as
the “Quality Assurance Unit”) the Study was conducted at the test facility in accordance with

this Ordinance (hereinafter referred to as the “Quality Assurance Manager”);



(3) ensuring that the Quality Assurance Manager is properly conducting his/her duty;

(4) ensuring that the test item, reference item or their mixture is properly tested when it is
possible to be tested in terms of identity, potency, purity, stability and uniformity, if it is
possible to be test;

(5) ensuring that the facility and apparatuses, etc. are used in accordance with the Standard
Operating Procedures and the Study Plan;

(6) having a sufficient number of personnel necessary for properly conducting the Study in
accordance with the Study Plan;

(7) providing necessary education and training to the personnel who are engaged in the Study
or belong to the Quality Assurance Unit;

(8) preparing and maintaining a document that records the education and training provided to,
and professional career held by, the personnel who are engaged in the Study or who
belong to the Quality Assurance Unit as well as a document descriptive of their duty;

(9) preparing and maintaining documents (referring to “main plan table “in the Article 8,
paragraph (1), item a listing the names of Sponsor, etc. (in the case of a corporation, its
name), the names of Study Director, test systems, the type of Study , the date the Study
began, progress status of the Study, the status of preparing, the Final Report stipulated in
the Article 17, paragraph (1) (herein referred to as the “Final Report™) for each test
substance concerning all Studies performed at the test facility; and

(10) perform any other function relating to the management and administration of the test

facility.
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(Study Director)
BmEE RBREMH L. RICEIT2EBE2TORITIUER B2,

— BRBRNZOES, EHEREFIRE R OREGHEEICE > TfThhlTnb Z L %
R T 5 Z &,

BT PIEMICEEER S AL, 030, ZORFO T OITHETI R IEEDR L b T
LI LEMERTDHI L,

= RBRFHEEZER LRSI B W THEET 2 Z E N TERD S T2 FHETH > TR
BROGEMICEELZRITTEBENDH D HDITONT, £ OWNE L OUGERE 73
BV RFESINTWD I E2MERT D &,

PO YRERER—IHES =5 O S K ONFIE S MU 5 DBV 1T B S E SEED T2 D T 7R
HEEHTHZ &,

o B APERBHEEICE - TWDEI DO THDL I L 2MRETH I &,



NORBGHEE, A, ET -2 ZOMOREE R CREREFIT NI ZNH D%
ERiﬂE:@éii(u?fﬁ%%%Qﬂjkw5 )%@@ TEBRL, AERE
TRISBRBIRE R 2 AT Dfiax (LLF TERMRAFfERR ] &VD, ) ICHEENCH
BTHZ L,

£t ZommiEBROFER, Lk, WEFOFHICET 5SS

Article 7 The Study Director must conduct all of the following duties:

(1) ensuring that each Study is being conducted in accordance with this Ordinance, the
Standard Operating Procedures and the Study Plan;

(2) ensuring that the raw data are accurately recorded and that appropriate actions are taken
for their retention;

(3) ensuring that the details of any unforeseeable circumstances which is likely to affect the
reliability of the Study and the corrective measures taken are documented;

(4) making improvements on the basis of the findings described in paragraph (1), item (iii) of
the following Article and the recommendations under item (iv) of the same paragraph;

(5) ensuring that the test systems conform to the Study Plan;

(6) managing the Study Plan, specimens, raw data and other records and the Final Report as
well as documents of their change or amendments (hereinafter referred to as the “Study-
related Materials”) appropriately and transfer them appropriately to a facility for
preserving Study-related Materials (hereinafter referred to as “Archive Facility”’) when the
Study terminates; and

(7) Management of the conduct, recording, reporting of, and other activities related to the

Study.
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(Quality Assurance Unit)
F|INE EEMERTETMAEEE L. RICBIT 252 B 11, TR & IciE4 T

HHEYF AT RIT TR B0,

— FERMEEROFELARETH &,

T FERMEFIEE R OCHBEEEDCGT L AR FT D T &,

= RBROGEMEZARIET 5 2 LN TE 2@ M, RBROMAEZITV, ML
BRI Z DB T THTON TV D Z L 2R+ 5 L L biT, UEHEDONE. &
RROYED T2 OFEFHHFHE, SiZfa i F I U TGEL DILHE, BildoT
EFZLH LI CELER L, ZUCRAMEIXIIEAZ LI LT (RFT5 2
&



M0 A ORAIZIN T, REROGEEIEICERREEL METRBENOH 5 FEE %
ALl EET, EEEHEROHRBREEE ICHF L THRET 2L L b, HEDOLD
DEIEZATD Z Lo

T BRI LT, WEOT O OFERFE N O FEICS L CGEL b HEI
B4 oEE (ZOERMICR A TEMIGE (EFEILSEONE —RIZHET 5 B
HIRLERZ VD, BN SR OCREICEBWTH L, ) OFERB SN TWLHEICBT S
YL EMRRLEE BT, ) AER L., EEEHE N ORBREEE RN T2 2 &,

NOHIRE =5 OREIC X DHERPEENATON TS Z & 2R T 52 L,

£ RS FISRBR O T T E IEMEICREER S, a0 BT — F DN IEREIC SO S
NTWDZ Lo L., HEEHE R UORREEE G L THRET D 2 &,

N B=F R ORTOREIC LD MR AT o 72 B AT ROV Of AN EE E I T
BRETEICRE SN TV Z L 2#fl L2 30GE (2 OERICR 2 TEMAIFLERDO/E
RS STV DS EICRIT 5 MR EMRR S E E T, ) ZER L. ZIUIREA T
XIFEAE LIz BT, BREEHFICRET 2 &,

U ABHEMERRESR PR SN D SR OB L2 CEIC IV iisk L. 2 aRfFT
HZ &,

+ ZOMYELEERIEEX TIT LD FERD Z DE B> THTOIL TV D T & ZARGE
T H DI E RS

2 HPEBNGOLEICBW T, [FRMERAER PSSR Z & 124 Sz

Flx, BHARESEIERT 2 L E1E, AEORECH»boT, EFE4 (BETE4

M OGBRERHIZBI D1k CERAH AT E —5) B RE HIIRET 2%

BLHEND, ) Bbo TIAMHIUTEAL IR D Z &N TE D,

3 BRI L OEHEMRRER M OEYE L, UEABRORBRIEEE LS OE TR

ASYANAN

4 FBHOBEICIVRET DL L LINTVDHXEL, B UTRBRETEEH

DIFTE LTCHETICRAF SN2 1T T2 B 7320,

Article 8 The Quality Assurance Manager must personally conduct the following duties or
designate a staffer responsible for each Study and have him/her conduct the following duties:

(1) maintaining a copy of main plan table;

(2) ensuring a copy of the Standard Operating Procedures and the Study Plan;

(3) investigating the conducted Study during an appropriate period while the reliability of the Study
can still be assured, ensure that the Study was conducted in accordance with this Ordinance,
prepare a document that describes the content and results of the investigation and
recommendations for improvement as well as the measures taken and the plan of reinvestigation,

etc. and then affix his/her name and seal to, or sign the document, for retention;



(4) upon finding any item that is likely to seriously affect the reliability of the Study
investigated under the foregoing item, to report it to the Test Facility Management and the
Study Director and make recommendations for improvement;

(5) for each Study, to prepare a report regarding improvement recommendations (including
electromagnetic records created in lieu of preparing such report (meaning electromagnetic
records as provided in Article 9-4, paragraph (1) of the Act; the same applies in item (8)
and paragraph (2))) for presentation to the Test Facility Management and the Study
Director;

(6) ensuring if the verification by the Study Director under item (iii) of the foregoing Article
was done properly;

(7) ensuring that the Final Report accurately describes the method used to conduct the Study
and reflects the raw data, and then report it to the Test Facility Management and the Study
Director;

(8) preparing a document (including an electromagnetic record created in lieu of preparing such
document) that states the date of the verification made under item (iii) and the foregoing
item and its result were reported to the Test Facility Management and the Study Director,
and affix his/her name and seal to or sign the document, and submit it to the Study Director;

(9) documenting how the records to be retained at the Quality Assurance Unit are organized and
put in order, and then maintain the document; and

(10) any other activity necessary for assuring that the Study conducted at the test facility is
performed in accordance with this Ordinance.

2. In the case referred to in paragraph (1), item (8), when the head of the Quality Assurance Unit or

the person responsible for each Study creates an electromagnetic record, notwithstanding the

provisions of that item, he/she may use an electronic signature (meaning an electronic signature
as provided in Article 2, paragraph (1) of the Act on Electronic Signatures and Certification

Business (Act No. 102 of 2000)) in lieu of affixing his/her name and seal or signing.

3. Quality Assurance Personnel responsible for the Study must be personnel other than those

engaged therein.

4. Documents that are maintained under paragraph (1) must be retained at the test facility or the

place designated by the Sponsor, etc.
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Chapter 3—Test Facility and Equipment
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Article 9 The test facility and be of a size and construction that meets the requirements of the
Study and must be adequately separated from what may affect the Study so as to maintain its
function.

2. The test facilities where the Study must be conducted using animals must have animal care
facilities, facilities that keep feed, supplies etc.( hereinafter referred to as “Animal goods™) and
other necessary facilities to ensure appropriate care and management animals for use in the Study
(hereinafter referred to as “Laboratory Animal”).

3. The test facility must have separated areas for handling test items, etc., areas where the Study
is conducted and operated, and other areas necessary for properly conducting the Study.

4. The test facility (in case of a multi-site Study, at least one facility among multiple test facilities)

must have an Archive facility.
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(Equipment)
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Article 10 Equipment used to collect, measure or analyze Study results, equipment used to
preserve the environment at the test facility and other equipment necessary for conducting the
Study (hereinafter referred to as the “Equipment”) must be properly designed and have a
sufficient processing capability and be properly laid out.

2. The Equipment must be maintained and inspected, cleaned and repaired properly.



3. When the maintenance, inspection, and repair under the preceding paragraph is conducted, its

date,

details, and the person who performed such work must be documented and maintained.
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Chapter 4—Operation at Test Facility
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(Standard Operating Procedures)
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Article

11 The Test Facility Management must prepare Standard Operating Procedures that

describe the method and procedure for the following operations:

(1) management of test items and reference items;

(2) maintenance, inspection and repair of test facilities or equipment;



(3) maintenance of facilities for Laboratory Animals;

(4) rearing and management of Laboratory Animals;

(5) observation of general signs, etc. in Laboratory Animals;

(6) operation, measurement, inspection and analysis of the Study;
(7) handling of moribund and carcasses of Laboratory Animals;
(8) autopsy and postmortem examination of Laboratory Animals;
(9) taking and identification of specimens;

(10) histopathological examination;

(11) management of raw data;

(12) activities conducted by the Quality Assurance Unit;

(13) healthcare of those engaged in the Study; and

(14) other necessary matters.

2. The Test Facility Management must have in place the Standard Operating Procedures at each
of the areas where the items listed in items under the preceding paragraph are carried out.

3. If the Test Facility Management intends to modify the Standard Operating Procedures, then the
management must describe the date of such modification and retain a copy of the pre-
modification Standard Operating Procedures at the test facility.

4. Personnel engaged in the Study must obtain the approval of the Study Director if they failed to
comply with the Standard Operating Procedures for a compelling reason.

5. Personnel engaged in the Study must record in raw date in the case prescribed in the preceding

paragraph.

(EBREHOFEFEH)
(Care and Management of Laboratory Animal)
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Article 12 Personnel engaged in the Study must keep animals newly received from outside into a
rearing facility that can prevent the received animals from contaminating other animals, and
observe if there is anything not normal about them and record all noticeable matters.

2. Personnel engaged in the Study must isolate from other Laboratory Animals and not use
for the studies those Laboratory Animals which he/or she recognize during the observation
which prescribed in the preceding paragraph or study some signs of a disease or a condition
that may influence the study being conducted.

3. Personnel engaged in the Study must take measures that enable Laboratory Animals used in the
Study to be adapted to the Study environment.

4. Personnel engaged in the Study must take necessary measures to identify Laboratory Animals
used for the Study so as to not confuse with other Laboratory Animals. However, this must not
apply to the case where it is difficult to identify each Laboratory Animal.

5. Personnel engaged in the Study must take sanitary control the animal care facilities, animal
goods and other items.
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Chapter 5—Handling of Test Item, etc.
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(Handling Test Items and Reference Items)

FH=% HWBRIEFET. HWE RO BWEICOW T, £ OFRHER O EMEDOH
B, MERFRERIT O Z IRV EERER LT ORI IUIR B 220,

2 ABRIEFE L. S E OIS RE LR L DIREMIZHOWVWTIL, BE L&D
BB S 3oet BRI D2 TENE e O — MR DJIESE 21T 9 T LI K 0 N L 722
FHER B,

3 WBRIEFEH L. W E K O R E OFfcAT, S, EHDUIFEREEATTH & X%,
ZOHMKRRIN S OWEOEZFTHE LRTTR SR,

Article 13  Personnel engaged in the Study must properly handle and manage test items and
reference items by measuring their characteristics and stability, and by giving necessary
identifications.

2. Personnel engaged in the Study must properly prepare and use the mixtures of the test items or
reference items with vehicles, by determination of the stability and uniformity of the test items or
reference items after such mixture.

3. Personnel engaged in the Study must record the date and quantity when distributing, receiving,

returning or disposing of test items or reference items.

(AR R OVEHK)

(Reagents and Solutions)
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Article 14 Personnel engaged in the Study must properly indicate the storage conditions, validity

date, etc. on reagents and solutions and use them according to their nature and usage.
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Chapter 6—Study Plan and Conduct of Study
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(Study Plan)
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Article 15 The Study Director must draw up for each Study a Study Plan that describes the 3 3

F 2 AFRk
HEHE,

following items for approval of the Test Facility Management (or of the Sponsor and the Test

Facility if the Study is commissioned to a contractor, hereinafter the same applied in this

paragraph):

(1) title and purpose of the Study;

(2) name and location of the test facility;

(3) in case the Study is commissioned to a contractor, the name and address of the Sponsor (if
the Sponsor is a corporation, then its name and the location of its principal place of business);

(4) name of the Study Director;



(5) information concerning the test item and the reference item;
(6) information concerning the test system;
(7) information concerning the method of conducting the Study;
(8) information concerning the statistical methodology used for analysis of raw data;
(9) other information concerning the maintained records and materials;
(10) name and seal or signature of the Test Facility Management and the Study Director; and
(11) other necessary matters to plan a study.
2. If the Study Director modifies the Study Plan, he/she must document the date of the
modification, points modified and the reason for the modification, affix his/her name and seal to

or sign the document and maintain said document together with the Study Plan.

(RRBR D i)
(Conduct of the Study)
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Article 16 The Study must be properly conducted in accordance with the Study Plan and the
Standard Operating Procedures under the direction and supervision of the Study Director.

2. Personnel engaged in the Study must properly record all the raw data together with the name of

the person who enters the data and the date of entry.

3. If personnel engaged in the Study correct the raw data, then they must properly describe the
reason for the correction, name of the person who makes the correction and the date of the
correction, and make an appropriate correction.

4. If an anomaly or an unforeseen event occurs during the Study, then the personnel engaged in the

Study must report it to the Study Director, take corrective action and records all its specifics.

HEE MERORE
Chapter 7—Report and Storage

(AW EE)
(Final Report)
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Article 17 The Study Director must prepare a final report for each Study that describes the

FEHE 0L

o

following items (for a multi-site Study, a report that describes the items below relating to the
Study conducted at each test facility, hereinafter the same applied in this Article):

(1) title and purpose of the Study;

(2) name and location of the test facility;

(3) date of initiation and termination of the Study;

(4) names of the Study Director and of others that were engaged in the Study;

(5) information concerning the test items and reference items;

(6) information concerning the test system;

(7) unforeseen situations which are likely to affect the reliability of the Study;

(8) information concerning the non-compliance with the Study Plan;

(9) information concerning the method of conducting the Study;



(10) information concerning the statistical methodology used for the analysis of raw data;
(11) study results, their examination, and the summary thereof;
(12) place where raw data and specimens are retained;
(13) name and seal or signature of the Study Director and the date of signature or seal;
(14) documents that were prepared by, and carry the name and seal or signature of, the Quality
Assurance Manager under Article 8, paragraph (1), item (viii) hereof; and
(15) other matters necessary.
2. When correcting the Final Report, the Study Director must document the date of correction,
points of correction and reasons for correction and other necessary items, affix his/her name and

seal to or sign the document and maintain said document together with the Final Report.
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(Storage of Study-related Materials)
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Article 18 The Test Facility Management must properly retain the Study-related materials at the
Archive facility.

2. The Test Facility Management must designate the manager for administration of the Archive
facility (hereinafter referred to as “Archive Facility Manager”).

3. The Test Facility Management must take measures to prevent any person other those approved
by the Archive Facility Manager from entering the Archive facility.

4. If Study operations are abolished or suspended the Test Facility Management must hand over
the Study-related Materials to the person who succeeds to the operations or the Sponsor, etc.
(hereinafter referred to as the “Successor to the Materials”).

5. Provisions of paragraph (1) to (3) apply mutatis mutandis to the Successor to the Materials.
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Chapter 8—Multi-site Study
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Article 19  If a multi-site Study is conducted, it must comply with the provisions under Articles 4
through the foregoing as well as the following:

(1) the Sponsor must designate one of the multi-facilities as the facility that supervises the
Study (hereinafter referred to as the “Supervisory Test Facility””) and its operation manager
the Supervisory Operation Manager.

(2) the Supervisory Operation Manager provided in the preceding item must designate the

Study Director of the Supervisory Test Facility as the Supervisory Study Manager.

(3) the Test Facility Management of the test facility that hands over or receives specimens must
set forth matters relating to the handling of specimens, etc. in the Standard Operating
Procedures.

(4) the Supervisory Operation Manager provided in the item (ii) must be well informed of how
the Study is being conducted at each test facility.

(5) the Supervisory Operation Manager must describe in the Study Plan the name of the
Supervisory Operation Manager, names and locations of all the test facilities that must
conduct the Study and the specifics of the Study.

(6) the Supervisory Operation Manager must supervise reports prepared by the Study Director
of each test facility and then prepare a Final Report.



(7) the Final Report must carry the name and seal or the signature of the Supervisory Operation

Manager and of the Study Director of each test facility and the date of its preparation.
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Supplementary Provision
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1. This Ministerial Ordinance must enter into force on the date when the act that partially
revises the Pharmaceutical Affairs Act (Act No. 84 of 2013) enters into force (November
25,2014).

2. Among studies conducted based on the Ordinance on the GLP Standard for the Conduct of
Non-Clinical Safety Studies of Veterinary Medicinal Products (Ministerial Ordinance of
Ministry of Agriculture, Forestry and Fisheries No.74 of 1997) or the Ordinance on the GLP
Standard for the Conduct of Non-Clinical Safety Studies of Veterinary Medical Devices
(Ministerial Ordinance of Ministry of Agriculture, Forestry and Fisheries No. 31 of March 29,
2005) prior to the enactment of this Ordinance, or studies based on this Ordinance at the time of
enactment of this Ordinance, data concerning the results of a clinical studies for those which are
cultured or otherwise processed with human or animal cells, or those which are introduced into
cells of humans or animals and contain genes to be expressed in their bodies are deemed as
concerning the results of a clinical study conducted or being conducted based on this

Ordinance.



