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equivalence between the investigational product and the product after marketing for a phase where the

manufacturing procedure and test methods of the investigational product are established.

2. Scope of Application

2.1 The Standards specify the requirements that the sponsor or investigator implementing clinical trials
shall fulfill pursuant to the provisions of Article 17, Paragraph | and Article 26-3 of the GCP Ordinance
and apply to investigational products used in clinical trials which are conducted based on the GCP
Ordinance.

2.2 The Standards apply to cases where manufacturing plants for investigational products arc located in
foreign countries.

2.3 The Standards apply to the manufacturing of investigational products used i clinical trials to which
Article 17, Paragraph | or Article 26-3 of the GCP Ordinance arc applicable and do not concern
whether or not the “Ministerial Ordinance on Standards for Manufacturing Control and Quality Control
for Drugs and Quasi-drugs”™ (MHLW Ordinance No. 179 dated February 24, 2004; heremafter referred
to as the “GMP Ordinance™) 1s applicable to the investigational products after approval,

2.4 For investigators conducting chinical trials specified in the GCP Ordinance. the Standards shall
apply by reading the “sponsor” as “investigators conducting clinical trials™ and “Article 24, Paragraph
3" as “Article 26-10, Paragraph 3" in the Standards.

3. Basic Concepts

3.1 Requirements for the manufacturing control and quality control of investigational products should
be commensurate with the progress of development, and may be different in their degree based on the
diversc objectives and methods of clinical tnals even if they arc in the same clinical phase; thercfore, it
is difficult to uniformly specify requirements. The Standards do not separately stipulate requirements
for each phase of clinical trials, but requirements, which are found to be appropriate by taking account
of the stepwisc development conditions and risks, shall be flexibly put into practice for effectively and
properly conducting clinical trials. Since the Standards are applied to a period important for drug
development, they should be used as part of quality management focusing on product lifecycle.

3.2 All records on the manufacturing control and quality control of investigational products shall be
kept so that they can be reviewed later for the protection of subjects and the reliability assurance of
clinical trials.

3.3 All changes in the development phase shall be controlled, documented and retained as records, as
rationalecs demonstrating consistency and equivalence between the investigational product and the
product after marketing as well as the protection of subjects and the reliability assurance of clinical
trials in the stage where an investigational product 1s targeted as a development candidate, and as
rationalcs for establishment of the design quality and product quality of the investigational product.

3.4 Buildings and facilitics of manufacturing plants for investigational products naturally vary greatly

with development such as the manufacturing scales of investigational products. However, data on
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manufacturing procedure, test methods and other relevant matters accumulate with development; thus,
more appropriate control based on the development phase is required. From this perspective, uniformed
requirements not taking the development phase into consideration are found to be inappropriate for
buildings and facilities of manufacturing plants for investigational products. Necessary actions shall be
taken upon recognition of the buildings and facilities of manufacturing sites that are needed as
requirements for marketing approval and manufacturing authorization of drugs which correspond to the

final development phase.

4. Definitions

4.1 The term “test product™ used in the Standards refers to a test product specified under Article 2,
Paragraph 5 of the GCP Ordinance.

4.2 The term “investigational product” used in the Standards refers to an investigational product
specified under Article 2, Paragraph 7 of the GCP Ordinance.

4.3 The term “investigational product item™ used in the Standards refers to an item of investigational
product used in clinical trials that are conducted for a single approval application.

4.4 The term “labeling and packaging materials™ used in the Standards refers to containers and wrappers
of an investigational product and labels pasted on the containers and wrappers.

4.5 The term “lot” used in the Standards refers to a batch of investigational product manufactured so as
to have a uniform quality in a series of manufacturing processes in a unit of manufacturing period
(including material manufactured in the manufacturing process which must undergo further
manufacture before the formulation of an investigational product; the same under Sections 9.1.5, 10.1.1,
10.1.7 and 10.1.8) and raw matenals.

4.6 The term “control unit” used in the Standards refers to a batch of labeling and packaging materials
confirmed to have a uniform quality.

4.7 The term “validation™ used in the Standards refers to validating and documenting that anticipated
results yield from the buildings and facilities of the manufacturing plant to produce investigational
products (hereinafter referred to as the “manufacturing plants for investigational products™), the
operating procedures, manufacturing processes and other methods of manufacturing control and quality
control of investigational products (hereinafter referred to as the “manufacturing procedures™). In
general, validation 1s performed when manufacturing procedures and test methods are established, and
repetition taking account of reproducibility is necessary.

4.8 The term “verification” used in the Standards refers to confirming that anticipated quality is
obtained from the concerned investigational product based on the operating procedures, plans, records,
reports and other relevant documents. In general, verification is performed for confirming the
evaluation of the validity and appropriateness of limited conditions and lots.

4.9 The term “qualification” used in the Standards refers to reviewing and confirming that buildings and
facilities (e.g.. facilities, equipment, devices and utilities) are appropriate as mentioned in plans,

specifications and design, and documenting such confirmation.
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Chapter 2 Manufacturing Control and Quality Control of Investigational Products

5. Manufacturing Department and Quality Department of the Investigational Product

5.1 The sponsor shall establish a department for controlling the manufacturing of an investigational
product (hereinafter simply referred to as the “investigational product manufacturing department™) and
a department for controlling the quality of an investigational product (hereinafter simply referred to as
the “investigational product quality department™) for each manufacturing plant for an investigational
product.

When contracting out the entire manufacturing processes of an investigational product, the sponsor
shall also form the required departments.
5.2 The investigational product quality department shall be idependent from the investigational

product manufacturing department.

6. Control of Investigational Product Release

6.1 The sponsor shall have a pre-designated person at the investigational product quality department
properly cvaluate the results of manufacturing control and quality control for each investigational
product item and determine whether or not the investigational product can be released from its
manufacturing plant.

6.2 The pre-designated person at the investigational product quality department who determines the
releasability of the investigational product should have adequate education and training and have
knowledge and experience in the concemed clinical trials and the manufacturing control and quality

control of the investigational product.

7. Documents on the Investigational Product
7.1 The sponsor shall prepare a document on an investigational product descnibing, for each
investigational product item, the ingredients, quantities, specifications and test methods, manufacturing
procedures, summary of clinical trials and other necessary matters, receive approval from the
investigational product quality department for the document, and retain the document.
7.2 The document on the investigational product specified in Section 7.1 shall be as necessary revised
appropriatcly based on the progress of the development of the concerned investigational product and

newly obtained evidence.

8. Operating Procedures

8.1 The sponsor shall prepare. at each manufacturing plant for an investigational product, a document
on sanitation procedurc of the investigational product presenting the sanitation and hygiene of the
buildings and facilities, those of personnel and other necessary matters, and rctain the document.

8.2 The sponsor shall prepare. at cach manufacturing plant for an investigational product, a document

on the procedure for manufacturing control of the investigational product presenting the storage of the
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investigational product, control of manufacturing processes and other necessary matiers, and retain the
document.

8.3 The sponsor shall prepare, at each manufacturing plant for an investigational product, a document
on the procedure for quality control of the investigational product presenting the methods of collecting
samples and assessing analysis and testing results and other necessary matters, and retain the document.

8.4 In addition to those specified in Sections 8.1 to 8.3, the sponsor shall prepare, at each manufacturing
plant for an investigational product, the below-mentioned documents on procedures (hereinafter
referred to as the “operating procedures”) for proper and smooth implementation of the manufacturing
control and quality control of the investigational product, and retain the documents.

8.4.1 Procedure for control of release of the investigational product from the manufacturing plant

8.4.2 Procedure for validation and verification

8.43 Procedure for change control

8.4.4 Procedure for deviation control

8.4.5 Procedure for processing quality information and quality defect

8.4.6 Procedure for recall handling

8.4.7 Procedure for self-inspection

8.48 Procedure for education and training

8.49 Procedure for document and record control

8.4.10 Other procedures necessary for proper and smooth implementation of manufacturing control
and quality control

8.5 The sponsor shall keep the document on the investigational product, documents on procedures for
sanitation, manufacturing control and quality control of the investigational product, and operating
procedures (hereinafter collectively referred to as the “operating procedures™) at the manufacturing

plant for investigational products.

9.  Manufacturing Control of Investigational Products

9.1 The sponsor shall have the investigational product manufacturing department properly carry out the
following manufacturing control activities for an investigational product in accordance with the
operating procedures;

9.1.1 To prepare and retain a written investigational product manufacturing direction presenting the
instructions and precautions for the manufacturing processes as well as other necessary matiers.

9.1.2 To manufacture the investigational product based on the written investigational product
manufacturing direction.

9.13 To prepare and retain investigational product manufacturing records for each lot (for cach
manufacturing number in the case of investigational products not constituting a lot; hercinafter the
same).

9.1.4 To confirm, for each lot, that the labeling and packaging of investigational products arc

properly made, and to prepare and retain records of the confirmation.
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9.1.5 To properly store, manage receipt and distribution, and prepare and retain records concerning
the raw materials and investigational products for cach of their lots, and labeling and packaging
matcrials for each of their control units.

9.1.6 To confirm cleanliness of the buildings and facilities and to prepare and retain records thereof.

9.1.7 To maintain the sanitation and hygiene of personnel and to prepare and retain records thereof.

9.1.8 To plan validation or qualification of the buildings and facilities as nccessary, to properly
implement it, and to preparc and retain records thereof,

9.1.9 To perform regular inspections and maintenance of the buildings and facilities, and to preparc
and retain records thereof. To properly calibrate meters and to prepare and retain records thereof.

9.1.10  Among the buildings and facilities of the manufacturing plant for the investigational product,
to properly perform monitoring and to preparc and retain records thereof when a certain level of
environment maintenance 1S necessary.

9.1.11 To confirm from the records of manufacture, storage, receipt, distmbution, sanitation and
hygiene that the manufacturing control of the investigational product is properly carried out, and to
report the results in writing to the investigational product quality department.

9.1.12  Other necessary activitics

9.2 Evidence such as pharmacological actions of the investigational product may not be sufficiently
obtained in some devclopment phases; thus, the sponsor shall have the investigational product
manufacturing department properly take actions for nccessary matters such as the prevention of

cross-contamination specific to the investigational product.

10.  Quality Control of Investigational Products

10.1 The sponsor shall have the investigational product quality department systematically and properly
carry out the following quality control activities for the investigational product in accordance with the
operating procedures;

10.1.1 To collect samples of raw materials and the investigational product by lot or those of labeling
and packaging materials by control unit, for the conduct of analysis and testing, and to preparc and
rctain their records.

10.12 To conduct the analysis and testing of the samples collected by lot or control unit, and to
prepare and retain their records.

10.1.3 To evaluate results of analysis and testing, and report the results in writing to the
investigational product manufacturing department.

10.1.4  To check the results of review on manufacturing control reported from the investigational
product manufacturing department pursuant to the provision of Section 9.1.11 for cach lot.

10.1.5 When all or part of the manufacturing processes of the investigational product is contracted out
to another party (hereinafter referred to as the “contractee of the investigational product™). to check
and confirm that the manufacturing control and quality control at the manufacturing plant of the

concerned contractee of the investigational product are properly carried out.
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10.1.6  The pre-designated person at the quality department shall properly assess the results of
manufacturing control and quality control and determine whether or not the investigational product
can be released from the manufacturing plant.

10.1.7 To ensure, for each lot, the quality of the investigational product during a period until
completion of a clinical trial in which its use is planned. For investigational products with very
poor stability, to make an cffort in assuring their rcliability by fullv examining stability such as
reproducibility in consideration of time until administration.

10.1.8 To retain a reserve sample, from each lot of the investigational product, consisting of at lcast
twice the quantity necessary for all the required tests, by taking account of the quantity used for
comparative studies conducted when making changes, till the day on which marketing approval
for the test product is obtained (or the day three years after the date of notification published
pursuant to Article 24, Paragraph 3 of the GCP Ordinance) or the day three years after the date of
premature termination or completion of the clinical trial, whichever is the later. Proviso: This
provision shall not be applied to investigational products not constituting a lot and those whose
preservation is extremely difficult due to their properties.

10.1.9 To plan validation or qualification of the facilities and equipment for analysis and testing as
necessary, to properly implement it, and to prepare and retain records thereof.

10.1.10 To perform regular inspections and maintenance of the facilities and equipment for analysis
and testing. and to prepare and retain records thereof. To properly calibrate meters for analvsis and
testing, and to prepare and retain records thereof.

10.1.11  When analysis and testing are conducted using other testing facilities or testing institutions
(hereinafter referred to as the “external testing institution, etc.”), to prepare the following records
and retain them:

10.11.1 Name of the testing institution
10.11.2  Scope of the analysis and testing conducted using the testing institution
10.11.3  Period of using the testing institution

10.1.12  Other necessary activities

11.  Use of the External Testing Institution, etc.

11.1 When the external testing institution, ctc. is used, the sponsor shall conclude a contract beforehand
on the following matters with the institution so that the pre-designated person at the investigational
product quality department can confirm the proper conduct of analysis and testing at the external
testing institution, etc.:

11.1.1  Scope of the analysis and testing conducted using the external testing institution, etc.

11.1.2  Technical conditions of the analysis and testing conducted using the external testing institution,
etc.

11.1.3 Appropriate confirmation by the sponsor of the proper conduct of analysis and testing at the

external testing institution, etc.
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11.1.4 Mecthods of cnsuring the reliability of samples during transportation and delivery.
11.1.5  Other matters nceessary for ensuring the reliability of the analysis and testing conducted at the
external testing institution. etc.
11.2  The sponsor shall have a pre-designated person at the investigational product quality department

perform the review specified in Section 11.1.3, prepare records on the results and retain them.

12, Validation and Verification
12.1 The sponsor shall have a person. designated beforchand, perform the following activitics in
accordance with the operating procedures: _

12.1.1 To properly perform necessary validation or verification by taking account of the stepwise
development conditions, the objectives of the clinical tnal, nisks and other relevant matters for the
proper conduct of manufacturing control and quality control.

12.1.2 To report the results of the validation and verification in writing to the investigational product
quality department.

12.2 When improvement on manufacturing control or quality control is found necessary based on the
results of the validation or verification specified in Section 12.1.1, the sponsor shall have the person

designated beforechand take necessary actions, prepare records of the actions and retain the records.

13.  Change Control

13.1 When changes in manufacturing control and quality control of the investigational product are made,
the sponsor shall have a person, designated beforechand, perform the following activities in accordance
with the operating procedures with awareness of the fact that changes frequently occur because it is in the
development phase:

13.1.1 After receiving a proposal for changes in the manufacturing control and quality control, to
assess the possible cffect on quality using a scientific and objective means such as a small-scale
cxperiment, to receive approval of the investigational product quality department for making the
changes based on the evaluation results, and to prepare and retain records thereof.

13.1.2  When making the assessed changes, to revise necessary documents, to give proper education
and tramning to personnel, and to take other necessary actions.

13.1.3 To ecnsure traccability of a scries of documents (e.g. data and records) associated with the
changes in the case where the relationship with the future marketing product, which supports the

consistency and equivalence with the investigational product, needs to be confirmed.

14.  Deviation Control

141  When deviations from manufacturing procedures occur (hereinafter simply referred to as
“dewviations™), the sponsor shall have a person. designated beforchand, perform the following activities
in accordance with the operating procedures:

14.1.1 To record the details of deviations.
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14.1.2 When major deviations occurred, to perform the following activities:
14.12.1 To evaluate the effect of deviations on the quality of the investigational product and to
take necessary actions.
14.1.2.2 To prepare and retain rccords on the results of the evaluation and actions specified in
Section 14.1.2.1 and to report them in writing to the investigational product quality department.
14.1.2.3 To receive confirmation from the investigational product quality department for the results
of the evaluation and actions reported pursuant to the provision of Section 14.1.2.2.
142 The sponsor shall have the investigational product quality department prepare and retain the

confirmed records specified in Section 14.1.2.3 in accordance with the operating procedures.

15. Processing Quality Information and Quality Defect

15.1 When obtaining information on the quality of the investigational product (hereinafier referred to as
the “quality information™), the sponsor shall have a person, designated beforchand, perform the
following activities in accordance with the operating procedures, unless matters concerning the quality
information are cvidently not attributable to the manufacturing plant for the investigational product:

15.1.1 To investigate the cause of the matters conceming the quality information, and to take
necessary actions when improvement is needed for manufacturing control or quality control.

15.1.2 To prepare and retain records presenting the contents of the quality information, the results of
the investigation into the cause and improvement actions, and to promptly report them in writing to
the investigational product quality department.

15.1.3 To receive confirmation of the investigational product quality department for the report
specified in Section 15.1.2,

15.2 When quality defect or such a possibility is identified upon confirmation in Section 15.1.3, the
sponsor shall have the pre-designated person at the investigational product quality department promptly
decide necessary actions, such as recall. to prevent hazards, etc. and instruct them to relevant

departments.

16. Recall Handling
16.1 When recall action is taken for reasons connected with the quality of the mvestigational product,
the sponsor shall have a person, designated beforehand, perform the activities listed in the following
Sections (16.1.1 through 16.1.3) in accordance with the operating procedures unless the reason
resulting in a recall is obviously not attributable to the manufacturing plant for the investigational
product. _
16.1.1 To investigate the cause of the recall, and to take necessary actions when improvement is
needed for manufacturing control or quality control.
16.1.2 To store the investigational product by secparation for a fixed time, and to dispose the
recalled investigational product properly.

16.1.3 To prepare and retain recall action records presenting the contents of the recall, the results of
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the investigation into the cause and remedial actions, and to report them in writing to the

investigational product quality department.

17.  Self-inspection
17.1 The sponsor shall have a person, designated beforchand, perform the following activities in
accordance with the operating procedures:
17.1.1 To conduct proper self-inspection of manufacturing control and quality control of the
investigational product at the manufacturing plant.
17.1.2 To report the results of the self-inspection in writing to the investigational product quality
department.
17.1.3 To prepare the records of the results of the self-inspection and to retain them.
172 When improvement in manufacturing control or quality control is found necessary based on the
results of the self-inspection in Section 17.1.1, the sponsor shall take necessary actions and prepare

and retain records on the actions.

18. Education and Training
18.1 The sponsor shall have a person, designated beforehand, perform the following activities in
accordance with the operating procedures:

18.1.1 To systematically give education and training necessary for manufacturing control and quality
control to personnel engaged in the manufacturing control and quality control activities of the
investigational product.

18.1.2 To report the conduct of education and training in writing to the investigational product quality

department.

18.1.3 To prepare and retain records of the conduct of education and training.

19.  Document and Record Control
19.1 The sponsor shall have a person, designated beforchand, perform the following activitics in
accordance with the operating procedures for documents and records specified in the Standards:
19.1.1 When issuing or revising documents, to obtain approval, to distribute, to retain and to perform
other relevant matters in accordance with the operating procedures.
19.1.2 When issuing or revising the operating procedures, to indicate the date of issue or revision in
the concerned operating procedures, and to retain a revision history prior to the said amendment.
19.1.3 To retain the documents and records specified in the Standards for a period till the day on
which marketing approval for the test product is obtained (or the day three vears after the date of
notification published pursuant to Article 24, Paragraph 3 of the GCP Ordinance) or the day three
vears after the date of premature termmation or completion of the clinical trial, whichever is the

later.
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20. Contract Manufacture

20.1 The sponsor entrusting all or part of the manufacturing processes of the investigational product to
the manufacturing plant for the investigational product of the contractee, shall conclude a contract on
the following matters with the contractee of the investigational product in order to ensure the proper
conduct of manufacturing control and quality control at the manufacturing processes.

20.1.1 Scope of the entrusted process.

20.1.2 Technical conditions of the contract manufacture.

20.1.3 Appropriate confirmation by the sponsor of the proper conduct of the contract manufacture at
the manufacturing plant for the investigational product of the contractee.

20.1.4 Instructions on the contract manufacture that the sponsor may give to the contractee of the

investigational product.

20.1.5 When the sponsor gives instructions in the preceding item for the necessary actions to be taken
for improvement in the manufacturing control or quality control of the contract manufacture, it
shall be confirmed that the action has been taken.

20.1.6  The methods of quality control during transportation and delivery.

20.1.7 Retention of documents and records.

20.1.8 Other matters necessary for ensuring the proper conduct of the manufacturing control and

quality control of the contract manufacture.

20.2  The provisions of Sections 2 to 19 of the Standards shall apply to the contractee of the
investigational product. where, however, “the sponsor” shall be read as “the contractee of the
investigational product,” except for Section 2.4. This is not applicable to the activities to retain records
or reserve samples specified in Sections 10.1.8 and 19.1.3.

203 The sponsor and the contractee of the investigational product shall describe the matters cited in
Section 20.1 in the document on the investigational product, documents on procedures for sanitation,
manufacturing control and quality control of the investigational product. or operating procedures.
Proviso: In such cases, the contractee of the investigational product only nceds to prepare the
documents describing the matters concerned with the manufacturing process it is in charge of,
notwithstanding the provisions of Sections 7 and 8.

20.4 The nstructions specified in Section 20.1.4 made by the sponsor shall be documented.

20.5 The contractee of the investigational product shall report in writing to the sponsor that the
investigational product quality department of the contractee has appropriatcly cvaluated results of
manufacturing control and quality control for the contract manufacture and released the product.

20.6 The sponsor shall have a person, designated beforehand, perform the following activities.

20.6.1 Confirm the matters specified in Sections 20.1.3 and 20.1.5.

20.6.2 Prepare records of the results of the confirmation in Section 20.6.1 and to report them in

writing to the investigational product quality department of the sponsor,

21. Buildings and Facilities of the Manufacturing Plant for the Investigational Product
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21.1  The sponsor and the contractee of the investigational product shall properly handle buildings and
facilities bascd on the physical propertics and characteristics of the investigational product and from
the scientific perspective using the “Good Manufacturing Practice” (Ordinance No. 179 of the Ministry
of Health, Labour and Welfare dated December 24, 2004) and the “Regulations for Buildings and
Facilities for Pharmacies, ctc.” (MHW Ordinance No. 2 dated February 1, 1961) as references.

21.2  The sponsor and the contractee of the investigational product shall properly put the Standards into
practice in compliance with other laws and regulations concerning the buildings and facilities of the
manufacturing plants for investigational products that may be applicable (e.g., laws concerning the
assurance of the diversity of organisms by regulating the use of living modificd organisms, laws on the
prevention of radiation damage caused by radioactive 1sotope, etc.).

213  The requirements for the buildings and facilitics for drugs listed in Section 21.1 as a reference arc
not always required for items used in special conditions at the development phase (e.g., the use of
special buildings and facilities and devices in the early development phasc as well as disposable
devices and equipment). It shall be assured by venfication, etc. that the function of the said items is

effectively brought out and the quality of the investigational product is properly ensured.
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