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The regulatory requirements for the manufacturing control and quality control at
manufacturing sites, i.e., the minimum standards to be followed, which may accompany
enforcement measures including improvement orders when a nonconformity occurs,
include the following: “Ministerial Ordinance for Good Manufacturing Practice for Drugs
and Quasi-drugs” (MHLW Ministerial Ordinance No. 176, 2004) (hereinafter referred to
as “GMP Ministerial Ordinance for Drugs and Quasi-drugs”) that was revised and issued
in accordance with the revised Pharmaceutical Affairs Law that is to come into effect from
April 2005, “Regulations for Buildings and Facilities for Pharmacies, etc.” (MHW
Ministerial Ordinance No. 2, 1961) (hereinafter referred to as “Regulations for Buildings
and Facilities), and the notification “Concerning Establishment and Amendment/Abolition
of Ministerial Ordinance and Notifications Related to Manufacturing Control and Quality
Control (GMP/QMS) for Pharmaceuticals and Medical Devices in association with the
enforcement of the laws related to partial revisions of the Pharmaceutical Affairs Law and
Regulations for Agencies of Blood Collection and Donation” (MHLW-PFSB-CND
Notification No. 0330001, dated March 30, 2005) (hereinafter referred to as “Enforcement
Notification), in which the interpretations, etc. of the aforementioned regulations are
shown, and other related notifications. However, beyond such compliance with the
regulatory requirements, further efforts for continuous improvements are required for
actual implementation of manufacturing control and quality control of drugs and
quasi-drugs (limited to those to which the GMP Ministerial Ordinance for Drugs and
Quasi-drugs is applied; the same is applied in the following) by incorporating voluntarily
and positively the ICH Q7 Guideline (hereinafter referred to as “Q7”) and requirements
shown in the standards and guidance adopted in Western countries, as well as other control
methods on which a global consensus has been reached with the progress of knowledge
and technology.

1. Introduction

1.1 Objective
In regard to general matters on manufacturing control and quality control of drug
products (except for matters related to production of specified drug products such as

sterile drugs and biological-origin drugs, etc.), this guideline has been prepared with the
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intention of providing, as specifically as possible, control methods that are not clearly

specified as requirements in the GMP Ministerial Ordinance for Drugs and Quasi-drugs

and other related laws, and that need to be voluntarily addressed according to current

knowledge, etc. In this guideline, the word "should" indicates recommendations for

applying the relevant matters unless there are alternative control methods that can provide

equivalent levels of manufacturing control and quality control.  This guideline is not

intended to cover safety and health for personnel or environmental protection.

2.

2.1

2.10

2.11

2.12

2.13

Quality Management System

Principles

Each manufacturer should establish, document, and implement an effective
system for supervising quality control. To establish and maintain a quality
management system, control supervisors and personnel engaging in

manufacturing operations should be actively involved.

The components of the quality management system should encompass the
activities necessary for manufacturing control and quality control of drugs or
quasi-drugs, as well as organizations and other required resources to implement
the activities. In establishing the quality management system, all quality-related
activities should be defined and documented.

The quality unit defined under the provision of Article 4, Paragraph 2 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs (including cases to which
Article 32 is applied; the same hereinafter) can take the form of multiple divisions
or be a single individual, depending upon the size and structure of the

organization.

All quality-related activities should be documented at the time they are performed,

and the documents should be archived.
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Any deviation from established procedures should be documented and explained,
and the documents should be archived. Critical deviations for which impacts on
product quality cannot be completely ruled out should be handled as defined
under the provision of Article 15, Paragraph 1-c of the GMP Ministerial
Ordinance for Drugs and Quasi-drugs.

Neither the decision for release from manufacturing sites defined under the
provision of Article 12, Paragraph 1 of the GMP Ministerial Ordinance for Drugs
and Quasi-drugs (hereinafter referred to as “release decision”), nor the use of
products, etc., and packaging/labeling materials in subsequent processes should
be implemented before completion of evaluation by the quality unit, unless there
are appropriate systems in place to allow for such use (e.g., release from
manufacturing sites under quarantine or the use of products or packaging/labeling

materials pending completion of evaluation).

Responsibilities of Quality Unit

The quality unit should be involved in all quality-related matters.

The quality unit should appropriately review, confirm and approve all

quality-related documents.

The main responsibilities of the quality unit should not be delegated in order to
preserve the independence of the unit.  These responsibilities should be

documented, and should include but are not necessarily limited to:

Establishing and maintaining a system for deciding release or rejection for receipt
or use of products and packaging/labeling materials in subsequent processes;

Reviewing all manufacturing instructions, completed batch records and

laboratory control records of critical processes for the lots concerned when the
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release from manufacturing sites is decided" ;

Approving the manufacturing control standard code, hygienic control standard

code, and master manufacturing instructions;

Approving all procedures influencing product quality;

Confirming the results of self-inspections;

Approving contract matters related to quality aspects concluded with suppliers of
raw materials (except for the contracted matters concluded between Licensed

Marketing Approval Holders and suppliers);

Confirming the plans and results of validation reported as defined under the
provision of Article 13, Paragraph 1, Item 2 of the GMP Ministerial Ordinance for

Drugs and Quasi-drugs?;

Confirming whether an efficient system is used for periodic inspections and
maintenance of important buildings and facilities, in addition to those related to

laboratory testing/inspection;

Confirming whether stability data, from which the date of retest or expiry for use
and storage conditions of products can be identified, are available, when

necessary.

10) Reviewing product quality (refer to Chapter 2.5); and

11) Confirming the status of implementation of education and training.

With respect to the provision of Article 10, Paragraph 9 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, this guideline stipulates that the quality unit should review whether manufacturing control is
appropriately implemented from the standpoint of a third party.

In this guideline, this is stipulated considering that approval of a validation plan and validation results is originally
the responsibility of the quality unit, and that it is necessary for the quality unit to be actively involved in validation.
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Responsibilities of Production Unit

The responsibilities of the production unit should be documented, and should include but

are not necessarily limited to:

1)

2)

3)

4)

5)

6)

The manufacturing instructions defined under the provision of Article 10, Item 1
of the GMP Ministerial Ordinance for Drugs and Quasi-drugs should be prepared
in accordance with the product master formula, manufacturing control standard
code and hygiene control standard code, as well as the review, approval and

distribution of the completed manufacturing instructions;

Reviewing batch records of all production lots to ascertain whether the
instructions made for the relevant lots are completed, and ensuring that the batch

records are appropriately prepared, signed and sealed®;

Making sure that all deviations noted at production are reported to the person
predesignated under the provision of Article 15, Paragraph 1 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs, and that the results of the

deviation assessments made by the designee are confirmed by the quality unit;

Confirming hygiene of buildings and facilities defined under the provision of
Article 10, Item 6 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs;
while making sure that the relevant buildings and facilities are sanitized and

sterilized when necessary;

Making sure that validation plans and reports that have been prepared by persons
predesignated under the provision of Article 13, Paragraph 1 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs are reported to and reviewed
and approved by the quality unit;

Involving persons predesignated under the provision of Article 14 of the GMP

A seal that has been registered for the manufacturer should be used, and it is necessary to establish a control system

for use of the relevant seal (locking control by the user, or always carrying the seal, etc).
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Ministerial Ordinance for Drugs and Quasi-drugs in assessing impacts of changes

in manufacturing procedures on product quality where appropriate; and

Making sure that new and, when appropriate, modified facilities and equipment
are qualified, in addition to the validation-related operations defined under the
provision of Article 13 of the GMP Ministerial Ordinance for Drugs and

Quasi-drugs.

Self-inspection

In addition to the self-inspection for manufacturing sites defined under the
provision of Article 18 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, self-inspection across the entire operation of the manufacturer

should be performed periodically in accordance with the approved schedule.*

Self-inspection results and the required measures to be taken should be brought to
the attention of control supervisors. The relevant measures should be completed

in a timely and effective manner.

Product Quality Review

Regular quality reviews of the products should be conducted by the quality unit
with the objective of verifying the consistency of the manufacturing process
(hereinafter referred to as “product quality review”). The product quality review
should be conducted at least annually, and documented and archived. In addition
to the periodic reviews of process control, reviews of at least the following

matters should be included in the product quality review:

A review of results of critical matters related to acceptance testing/inspection of

In addition to the self-inspection defined under the GMP Ministerial Ordinance for Drugs and Quasi-drugs, quality

assurance at manufacturing sites may be implemented as part of the overall quality assurance at the manufacturer.
For example, handling of quality information, recall handling, contracts between outsourcers and trustees, and
confirmation whether self-inspection has been performed appropriately are included in the operations of
self-inspection.

10
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raw materials and packaging/labeling materials, and testing/ inspection related to

in-process control, and testing/inspection of products;

2)  Areview of all batches or control units that failed to meet established

specification(s);

3) Avreview of all critical deviations or non-conformances and related

investigations;

4)  Areview of any changes carried out related to the processes or analytical

methods;
5)  Areview of results of the stability monitoring program®;
6) Areview of quality-related returns, complaints and recalls; and
7)  Areview of adequacy of corrective actions.
2.51  The results of this review should be evaluated and an assessment made of
whether corrective action or any revalidation should be undertaken. When
corrective actions are required, the reason should be documented, and the

documents should be archived. Agreed corrective actions should be completed

in a timely and effective manner.
2.6 Technology Transfer®

2.60  There are two types of technical transfer including that from the R&D to

This stability monitoring program includes both time-associated stability evaluation by stability monitoring tests and
periodic confirmation of product quality (post-marketing stability evaluation).

The consistency in product quality between the pivotal manufacturing batch in the development stages and the
actual manufacturing batch (validated batch) is important for technical transfer from R&D to production. The
same has been described in the Q7 12.52. The pivotal manufacturing batch refers to that related to investigational
drugs used for phase Il clinical studies or biological equivalence studies, and that related to the samples to be used
for stability tests for approval application. The aim and importance of assurance of product quality consistency
before and after technical transfer should be the same also in the post-marketing technical transfer for contract
manufacturing.

11
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production and that after commercialization. In each case, technical information
(including quality-related information) subject to the transfer should be
documented, and the necessary information should be shared between the parties

involved in the transfer.

The information (documents) to be shared includes the following as examples:

Product Development Report: The document that summarizes the manufacturing
technique-related information obtained by research and development, which
includes the quality design of drug products, specifications of raw materials and
packaging/labeling materials and laboratory testing methods, as well as the

justification for establishing these matters.

Technical transfer documents: A series of documents including product
specifications that describe the manufacturing method and test methods of the
drug product subject to the transfer, as well as the technical transfer plan prepared

on the basis of product specifications.

The responsibilities of the organization and the management system related to the
technical transfer should be clarified for both the transferring party and the

receiving party.

All the matters related to technical transfer should be approved or confirmed by

the quality unit.
The consistency of manufacturing quality before and after the relevant technical

transfer should be confirmed at the final step of the technical transfer by the

process validation, etc.

12
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Personnel

Personnel Qualifications

All the employees involved in the manufacturing control and quality control of

drugs or quasi-drugs should understand GMP.

Education and Training

An education and training program should be prepared for each task of the
personnel who are to receive the education and training. The education and
training program should be prepared by the production unit, quality unit and other
related divisions, and it should be approved by the person who has been
predesignated under the provision of Article 19 of the GMP Ministerial Ordinance
for Drugs and Quasi-drugs (hereinafter referred to as “Education and Training
Manager”). In addition, the education and training program should be regularly

reviewed.

The Education and Training Manager should report the implementation status of
the education and training program to the quality unit and this should be

confirmed by the quality unit.

Special education and training should be given to the employees who work in the
areas where contamination would cause problems; for example, the clean area,
aseptic area, and working rooms for the operations related to products that are
easily scattered or spilt and could cause anaphylactic reactions if present even in
trace amounts, or those having major impacts on other products through

cross-contamination.
Visitors or employees who have not received any education or participated in a

training program should not be allowed to enter the working areas and the areas

for testing operations (hereinafter referred to as “testing areas”). In unavoidable

13
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circumstances, these persons should be appropriately instructed, such as by

notifying them of precautions in advance.

Personnel Hygiene Control

Personnel should wear clean work clothing suitable for the operations in which
they are involved, and the clothing should be changed when appropriate.
Additional protective apparel, such as head, face, hand and arm coverings, should

be worn when necessary, to protect products from contamination.

Personnel should avoid direct contact with objects that may affect product quality

wherever possible.

Smoking, eating, and the storage of food should be restricted to certain
predesignated spaces separate from the working areas.

Personnel having health conditions that may have impacts on product quality (for
example, having an infectious disease or wounds, etc.) should not be engaged in
manufacturing operations.  Any person shown by medical examination or
supervisory observation to have an apparent illness or open lesions should be
excluded from operations where the health condition could adversely affect
product quality until the condition is rectified or qualified medical personnel

determine that the person’s inclusion would not jeopardize product quality.

Buildings and Facilities

Design, etc. of Buildings and Facilities

Buildings and facilities should be designed so that mix-ups, contamination or
cross-contamination of the flow lines of products and packaging/labeling

materials, as well as of personnel, in manufacturing sites can be avoided.

14
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There should be defined areas in manufacturing sites for the following operations,

and a control system should be established for these operations’:

- Receipt, identification, sampling, quarantine and pending release of raw
materials and packaging/labeling materials;

- Storage of rejected products and packaging/labeling materials that have been
separated from accepted ones, for example, in locked containers;

- Quarantine of recovered or returned products;

- Aseptic operation (only in the case of manufacturing of aseptic preparations)

- Storage of products pending release or rejection

- Storage of products where it has been decided to release them from
manufacturing sites;

- Storage of products that are not allowed to be released from manufacturing
sites;

- Testing and inspection; and

- In-process control testing and inspection (when appropriate)

Washing facilities defined under the provision of Article 6, Item 3 of the
Regulations for Buildings and Facilities should be provided with a hot water
supply as appropriate. In addition, soap or detergent, air driers or single service
towels should be provided. The hand washing and toilet facilities should be
separated, but easily accessible, from manufacturing working spaces. When

necessary, an appropriate facility for taking showers should be installed.

In principle, testing and inspection laboratory areas should be separated from
manufacturing working spaces. However, testing and inspection laboratory
areas are allowed in the manufacturing working spaces provided that the
manufacturing operations and products are not adversely affected, and those
related to in-process control are allowed in the manufacturing working spaces
provided that the precision of the relevant laboratory testing/inspection is not

adversely affected. In addition, testing and inspection laboratory areas can be

7

When decision on release to the market or rejection is made at manufacturing sites, it is necessary to specify the

place of storage of the relevant products. Moreover, an isolation area, etc., separate from the specified area, should
be considered as a measure for prevention of cross-contamination and chemical hazards, as appropriate.

15



4.14

4.2

4.20

4.21

4.22

BTEELO IR - BEARESM L (BLAD) GMP $5EH D2 E SR

located in the manufacturing working spaces provided that manufacturing

operations and products are not adversely affected.

The testing and inspection laboratory rooms should be appropriately designed for
the operations to be conducted there. Appropriate management should be made
such as providing a sufficient space to prevent mix-ups, contamination and

cross-contamination. A sufficient and appropriate space for storage of collected

samples and records should be provided.

Buildings and Facilities for Utilities

Appropriate monitoring should be performed to check whether all the utilities
(e.g., steam, gases, compressed air, etc.) that may affect product quality conform
to the predefined specifications. Necessary measures should be taken when data
have exceeded the allowable limits.?

Buildings and facilities necessary for adequate ventilation, air filtration and
exhaust should be provided. These building and facilities should be designed

and constructed to minimize the risks of contamination and cross-contamination.

If there are no impediments to air recirculation in the manufacturing working
spaces and in the testing and inspection laboratory areas, appropriate measures
should be taken for the buildings and facilities to minimize the risks of

contamination and cross-contamination.

The control specifications for steam are related to contamination by foreign matter, particulate matter, and pipe

cleaning agents, etc.  In addition, control specifications for gases and compressed air include oil content, foreign
matter, particulate matter, and those related to dew points. In any case, control items and control specifications
(limits) are set in consideration of product quality.

16
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4.23  Permanently installed piping should be identified in an appropriate manner (for
example, labeling of individual lines, etc.). Piping should be located to avoid

the risks of product contamination.®

4.24  Drainpipes should be of an adequate size and should be provided with an air
break device'® and other suitable devices to prevent backward flow, when

appropriate.

4.3 Buildings and Facilities for Process Water

4.30 It should be demonstrated that process water is suitable for its intended use.
When any water outside the specifications listed in the compendium, such as the
Japanese Pharmacopoeia, is used, internal specifications with valid grounds

should be established and documented.*

4.31  Unless otherwise justified, process water should at least meet the water quality
standards based on the Japanese Pharmacopoeia, or the Tap Water Law or the

World Health Organization (WHO) guidelines for drinking water quality.

4.32 If the purity level of process water is insufficient to assure product quality, and
more strict biological and physicochemical control limits are required,
appropriate specifications should be established for necessary items among
physicochemical characteristics, total microbial count*?, count of specified

microorganisms and endotoxin level.

Piping is identified, normally, by direct labeling or by attaching a tag, etc. to it. With regard to insulated piping,
when removal of the identification labels, etc. is unavoidable for the operations of replacement of the insulating
materials, identification by labeling should be made immediately after completion of the relevant operations.
“Air break device” is denoted as a device that is aimed at prevention of backflow from drains; for example, it
corresponds to an air break, etc. equipped with a funnel for pressure reduction to atmospheric level.

It is desirable to identify process water for which internal specifications have been established by use of such terms
as “ultrafiltration water” or “ion-exchange water,” to avoid mix-ups with the water to be used for drug
manufacturing (purified water, water for injection, etc.) listed in the compendium, such as the Japanese
Pharmacopoeia.

(Reference) According to the USP and EP specifications, total microbial count is specified as 10 cfu/100 mL for
water for injection (excluding water that is sealed in an air-tight container and is specified as sterile), while it is
specified as 100 cfu/mL for purified water.

10

1

12

17
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4.33  When water is purified to achieve a defined quality for use in a manufacturing
process, the purification process should be verified and monitored by establishing
appropriate control limits; for this purpose, suitable buildings and facilities should

be provided.

4.4  Sewage and Waste Materials

440  Sewage and waste materials from manufacturing sites (including the sewage or
waste materials formed as by-products in the manufacturing process) should be
disposed in a sanitary, safe and timely manner. Containers and/or pipes for
waste materials should be clearly distinguished from those for products and

packaging/labeling materials by identification labeling.

45 Sanitation and Maintenance

450  The items defined under the provision of Article 6, Paragraph 4 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs should include the
responsibilities and the control system related to hygiene control. Plans related
to the cleaning of buildings and facilities, and matters related to the use of
buildings and facilities, and chemicals, etc., should be included in the hygiene
control standard code defined under the provision of Article 8, Paragraph 1 of
GMP Ministerial Ordinance for Drugs and Quasi-drugs.

451 Matters related to the use of the chemicals, such as rodenticides, insecticides,

fungicides, disinfectants, and cleaning agents, etc. should be included in the
hygiene control standard code.

18
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4,52  Buildings and facilities that are used for manufacturing of other drugs and

quasi-drugs should not be used for the operations (including weighing, milling
and packaging) related to manufacturing of highly toxic agrochemicals, such as
herbicides and insecticides, etc.  Such highly toxic agrochemicals should be
handled and stored separately from drugs and quasi-drugs.

4.6 Design and Set-up of Buildings and Facilities

4.60  Buildings and facilities that may adversely affect product quality due to their

surfaces coming into contact with products should be set up so that such contact
can be avoided.™

4.61  Buildings and facilities should only be used within their qualified operating

range.

4.62  Major buildings and facilities used for manufacturing of products (e.g., blender,

tabletting machine, etc.) should be appropriately identified by labeling.

4.63  Substances, such as lubricants, heating fluids, and coolants, etc. should not

contact products as these substances may adversely affect product quality. It is

desirable to use food grade oils as an alternative.**

13

Buildings and facilities that may contact products include tanks, pipes, filters, ion-exchange resins, hoses, gaskets,
chromatographs, etc.  Specific items to be considered are as follows: (1) chemical resistance (products do not react
with or corrode the contact area); (2) extractables (extract from the contact area does not adversely affect product
quality; particular attention should be paid to extractables from high-molecular materials (hoses, gaskets, filters,
columns, and linings, etc.), and if necessary, data on extractable characteristics should be obtained from suppliers to
confirm information on contraindications with products and reactivity with products, etc. based on the chemical
characteristics of such extractables Moreover, safety evaluation data (toxicity studies, etc) related to the surface
materials should be obtained from suppliers. The same is also described in the 21CFR, 211.65(a) and (b)); (3)
adsorption (evaluation of adsorption to high-molecular weight materials is important particularly in cases of liquid
agents. Effects of the substances extracted from the surface of high-molecular weight materials on product quality
should be assessed.)

% Areas where lubricants, heating fluids, and coolants, etc. may contact products include, for example, shaft and pump,

etc. for stirring.
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If necessary, closed or contained equipment should be used. Where open
equipment is used, or equipment is opened, appropriate preventive measures

should be taken to minimize the risk of contamination.

A set of drawings related to the current construction should be maintained for
critical buildings and facilities (e.g., instrumentation, utility-related equipment,

etc.).

Maintenance and Cleaning of Buildings and Facilities

Procedures for cleaning of the buildings and facilities that are used for
manufacturing control and quality control of products (including the detailed
procedures necessary for cleaning with an efficient and reproducible method by
personnel) and those related to subsequent release for use of the relevant
buildings and facilities in the next batch should be included in the hygiene control
standard code. These procedures should include:

- Acomplete description of the methods for cleaning (including the methods for
dilution of cleaning agents), as well as the materials and chemicals, etc. to be
used for cleaning;

- Instructions for disassembling and reassembling each structural component of
buildings and facilities if required to ensure proper cleaning;

- Instructions for removal or obliteration of previous batch identification;

- Instructions for protection of clean buildings and facilities from contamination
prior to use

- Testing/inspection of buildings and facilities for cleanliness immediately
before use, if feasible; and

- When appropriate, the maximum time that may elapse from completion of the
process-related operations to cleaning of buildings and facilities, and the

cleaning expiry date after cleaning.'

15

The risk of contamination of the process equipment during the period from cleaning of buildings and facilities to the

next batch of production should be considered (e.g. possible risk of negative pressure, contamination from accessory
piping, and contamination from drain piping).
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4.71  Buildings and facilities should be cleaned to prevent contamination or carry-over
of a material that may adversely affect product quality. When appropriate,

buildings and facilities should be sanitized, disinfected or sterilized.

4.72  Where buildings and facilities are used for continuous production by successive
batches of the same product or production of only the relevant product during a
specified period (campaign production), they should be cleaned at appropriate
intervals to prevent build-up and carry-over of contaminants (e.g., degradation
products or objectionable level of microorganisms).

4.73  Non-dedicated buildings and facilities should be cleaned in each case of

changeover of product items to prevent cross-contamination.

4.74  Acceptance criteria for residues and the choice of cleaning procedures and

cleaning agents suitable for the residues should have been defined and justified.

4.75  Buildings and facilities should be labeled by appropriate methods'® to identify

their contents and cleanliness status.

4.76 It should be confirmed that filters to be used at the final stage of the product

manufacturing process do not release fibers.'’

4.8 Calibration

4.80  For calibration of equipment related to the manufacturing control defined under
the provision of Article 10, Item 8 of the GMP Ministerial Ordinance for Drugs
and Quasi-drugs, and that related to the inspection defined under the provision of
Article 11, Item 4 of the ministerial ordinance, a list of measuring instruments
should be prepared, the risks related to product quality should be assessed, and

the necessity of calibration as well as the calibration frequency should have been

% For example, “before cleaning,” “completion of cleaning,” “during production,” etc.

17 with respect to discharge of fibers and other foreign matter from the filter itself, when appropriate, flushing cleaning,
etc. should be considered prior to use based on the data provided by the supplier.
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specified in advance.

Calibration of equipment should be performed using methods that are traceable to

the certified standards, if national standards are available.

The current calibration status of critical equipment should have been specified.
A calibration seal should be affixed to the calibrated equipment, in which the
calibration results, the scheduled date of the next calibration, etc. should be
described.

Measuring equipment that does not meet the calibration criteria should not be
used. Any measuring equipment that does not meet the calibration criteria or
whose calibration validity has expired should be labeled as “not permitted for

use,” etc.

In cases of deviations of critical measuring equipment from approved calibration
standards, investigations should be made to assess the impacts of the relevant
deviations on the quality of the product that have been manufactured using the
relevant equipment after the previous calibration. Investigation methods, for
example, may include checking the presence or absence of any problems by
testing/inspection with proper measuring equipment based on the quality standard
determined by the equipment using the reference product manufactured after the
last successful calibration. If any abnormality has been detected as a result of

investigation, necessary actions to be taken should be discussed.

Computerized Buildings and Facilities and Procedures

Computerized buildings and facilities and procedures related to manufacturing
control and quality control of products should be validated. The degree and
scope of the validation should be decided considering the diversity, complexity

and importance of the computerized buildings and facilities.
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Installation qualification and operational qualification should be appropriately
performed for the hardware and software related to the computerized buildings

and facilities and procedures.

Commercially available software that has been qualified does not require the
same level of testing as that required for a computer system designed originally
for the relevant manufacturing process. If existing computerized buildings and
facilities and procedures have not been validated at the time of installation, a
retrospective validation may be conducted using appropriate records.

Data of computerized buildings and facilities and procedures should be
sufficiently controlled to prevent unauthorized access to or change in data. The
data should be controlled to prevent their omission. In the event data are
changed, previous data, name of person who made the change, and the date of

change should be documented, and the documents should be archived.

A procedural manual should be prepared for implementation and maintenance of

the computerized buildings and facilities and procedures.

In the case of the manual entry of critical data, such data need to be reviewed by a
second party to confirm whether or not accurate entry has been made. This
reconfirmation review can be conducted by a second operator or by the computer
system related to the relevant computerized buildings and facilities and

procedures.

Any failure in computerized buildings and facilities and procedures that may
affect the reliability of product quality, should be investigated and documented,

and the documents should be archived.
Changes in the computerized buildings and facilities and procedures should be

made in accordance with the manual for change control.  All changes, including

modifications and extensions, which have been made for the critical parts of the
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hardware and software of the computer system related to the computerized

R

buildings and facilities and procedures should be documented, and the documents

should be archived. These documents should demonstrate that the relevant
computerized buildings and facilities and procedures are ultimately maintained i
a validated state.

If breakdowns or failures of the computer system related to the computerized
buildings and facilities and procedures may result in the permanent loss of
records, a back-up system should be provided. A measure of ensuring data
protection should be established for the manufacturing control and quality

control-related computer system.

Documentation Control and Records

Documentation Control

The documentation and record control manual, defined under the provision of
Article 8, Paragraph 4, Item 9 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, should specify the preparation, defined under the provision of
Article 20, Items 1 and 2 of the GMP Ministerial Ordinance for Drugs and

Quasi-drugs, abolition and recovery procedures.
The documents should be prepared in a language and context that are
understandable to the personnel who are engaged in activities related to the

manufacturing control and quality control of products at manufacturing sites.

The documents should be prepared so as to demonstrate clearly how they are

related to other documents.

When preparing records, the name of the person who made entries should be

n

inscribed using an indelible means in a predefined space directly after operations.

Any correction to entries should be dated and signed or sealed, and the original
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entry should be kept in a legible state. In the case of correction of records that
may affect product quality (yield, analytical values related to process control,

etc.), the reason for the corrections should be provided.

The original records or their copies should be readily available during their
archiving period at the manufacturing site where the relevant operations have
been performed. Records that can be promptly retrieved from an archiving site
other than the relevant manufacturing site by electronic or other means are

acceptable.

Where reduction techniques such as microfilming or electronic records are used
for archiving of product master formulae, instructions, manuals and copies of
original records (photocopies, microfilm, microfiche, and other accurate copies of
the original records), suitable retrieval equipment and a means to produce a hard

copy should be readily available.

Manufacturing Instructions and Batch Records

Manufacturing instructions should mention the criteria used when deciding
release to the subsequent processes.® When master manufacturing instructions
are prepared, a person at the production unit who is responsible for preparation of
the master manufacturing instructions should enter the date and affix his/her
signature or seal.  The relevant quality unit should confirm the content of the
master manufacturing instructions, which should be dated and signed or sealed by

a person in the relevant unit, who is responsible for the confirmation.

The batch record should be confirmed by a person at the production unit who is

responsible for preparation of the batch record to assure that the batch record is a

18

Concrete matters to be described in manufacturing instructions include product name, list of raw materials and

packaging/labeling materials, accurate description of the quantity or ratio of the raw materials and
packaging/labeling materials (including measuring units), working spaces and critical buildings and facilities, order
of operations, related process parameters, instructions for sampling, judging standards for laboratory
testing/inspection related to in-process control, limit times of individual processes or the overall process, range of
anticipated yield, and storage conditions of products, as well as conditions for storage of packaging/labeling
materials.
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correct version and has been prepared legibly in accordance with the appropriate

manufacturing instructions.

5.22 In the case of continuous production, the lot number to be described in the
manufacturing instructions and batch records can be replaced by the date of
manufacturing and manufacturing code for identification until the final lot
number is assigned.

5.23  The items related to major processes, which should be documented in the batch
records, include the following (in addition to items defined by other regulations,
such as Enforcement Notification, etc.):

1) Date and, where applicable, time;

2)  Amount, lot number or control number of the raw materials and

packaging/labeling materials used in the manufacturing process;

3)  Major buildings and facilities used;

4)  Records of sampling;

5) Records of packaging and labeling;

6) Records of critical process parameters;

7)  Any deviation noted, its evaluation, and results of investigation conducted as

appropriate (or reference to the investigation results when the relevant results

have been separately archived);

8) Results of decision for release to the subsequent processes; and

9)  Signatures or seals of the persons who have performed and directly supervised

26



5.3

5.30

5.31

5.4

5.40

541

BTEELO IR - BEARESM L (BLAD) GMP $5EH D2 E SR

the operations in each critical process.

Buildings and Facilities Cleaning and Use Records

The buildings and facilities cleaning (including sanitation, disinfection and
sterilization) and periodic maintenance and etc. records, which are defined under
the provisions of Article 9, Item 1, and Article 10, Items 6 and 8 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs, date, time (only when
applicable), name and lot number of the products manufactured using the relevant
buildings and facilities, and name of the persons who have been engaged in the

operations of cleaning and maintenance should be provided in use record.

If buildings and facilities are dedicated to the manufacture of only one product,
preparation of individual use records is not necessary provided that the lot
number of the product follows a traceable sequence. In cases where dedicated
buildings and facilities are used, the records of cleaning, periodic maintenance

and use can be part of the batch record.

Packaging and Labeling Materials Records

The records related to storage and inventory of the materials, defined under the
provision of Article 10, Item 5 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, should provide the name and identification number of the supplier
(if available) and any matters defined under the Enforcement Notification. The
records related to conformity judgment on the materials, defined under the
provision of Article 10, Item 4 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, should provide the contents of the final handling of the packaging

and labeling materials that have been judged to be non-conforming.
Approved original labeling materials (master labels) should be archived for

comparison with the labeling materials that have been used for each lot of

products (those used for the representative lot should be attached to batch
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records).

Testing/Inspection Records

The testing/inspection records, defined under the provision of Article 11,

Paragraph 1, Items 1 and 2 of the GMP Ministerial Ordinance for Drugs and

R

Quasi-drugs and the Enforcement, should provide the following contents and any

matters:

Descriptions of the name of the suppliers, and where applicable, the quantity of
the samples collected for testing/inspection;

Comments and other references related to the testing/inspection method used,;

Descriptions of the quantity of samples used for each testing/inspection, reference

standards, reagents, preparation of standard solutions, and other cross-references;

Complete records of all raw data obtained by each testing/inspection, graphs,
charts and spectra, etc. obtained from analytical instruments (these should be
properly identified to show the specific materials, etc., and their lot or control

number);

Records of all calculations performed in connection with the testing/inspection,
including units of measure, conversion coefficient, and equivalence coefficient,
etc.; and

The signature or seal of a responsible person at the quality unit and the date to
show that the original records have been reviewed for accuracy, completeness,

and compliance with established specifications.

Complete records should be archived for the following matters:
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Contents of any modifications of established analytical methods;

Results obtained by all stability tests performed on products; and

Results of investigations made on the causes of deviations from specifications

Control of Raw materials and Packaging/Labeling Materials

General Control

Suppliers of critical raw materials and packaging/labeling materials should be

jointly evaluated with Licensed Marketing Approval Holders.*®

Raw materials and packaging/labeling materials should be purchased from
suppliers approved by the quality unit in conjunction with Licensed Marketing

Approval Holders.

If a supplier of critical raw materials and packaging/labeling materials is not itself
the manufacturer of the materials, the name (corporate name) and address

(address of the main body of the corporate) of the supplier should be provided.

Change in suppliers of critical raw materials and packaging/labeling materials

should be handled in accordance with the procedures for change control.

Receipt and Quarantine of Raw Materials and

Packaging/Labeling Materials

Upon confirmation of receipt of packaging/labeling materials defined under the

provision of Article 10, Item 4 of the GMP Ministerial Ordinance for Drugs and

19

In addition to onsite audit, methods for evaluation of suppliers include the following: (1) receipt of a GMP

Certificate issued by the relevant regulatory authority in the case of overseas manufacturers; (2) confirmation of past
record of 1SO accreditation (however, GMP Certificate is prioritized for GMP-applied sites), etc.
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Quasi-drugs, as well as raw materials, a visual inspection should be performed to
check the labeling of each container of the raw materials and packaging/labeling
materials (and make sure that the descriptions are different but the information is
essentially the same), and to check for container damage, broken seals, evidence
of tampering, and contamination, etc. Raw materials and packaging/labeling
materials should be held under quarantine separately from other products and
materials until approval for use after the testing/inspection defined under the
provision of Article 11, Paragraph 1, Item 2 of the GMP Ministerial Ordinance for
Drugs and Quasi-drugs.

In the case where newly received raw materials and packaging/labeling materials
are mixed with existing stocks (including solvents, etc., in a large-volume storage
tank), the incoming material should be tested in advance to confirm their
appropriateness.  The necessary procedures should be established to ensure that
any mix-up of incoming raw materials and packaging/labeling materials with

existing stocks is prevented.
In the case where raw materials and packaging/labeling materials are transported
by non-dedicated tankers, etc., it should be confirmed that there is no

cross-contamination mediated by the relevant tankers, etc. Thereby,
confirmation may be made by application of the following methods:

Receipt of a certificate of cleaning;

Testing for trace impurities; and

Onsite audit of the supplier

Large-volume storage containers, their installed piping, filling and discharge lines
for raw materials and packaging/labeling materials should be appropriately

identified.

Containers for raw materials and packaging/labeling materials should be labeled
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appropriately. The labeling should provide at least the following information.
The status of each lot should be identified by labeling in the event the lot is
relocated or if the control unit of the lot is changed. When completely and
appropriately computerized buildings and facilities and procedures® are
employed, it is not necessary to make all of the labeling contents visually

readable.

Product name;

Lot number or control number;

Control condition of the contents (e.g., “under isolation,” “under testing,”
“accepted,” “rejected,” “returned material,” “recalled material,” etc.); and

Where applicable, expiry date or expiry for use, or the date of retest.

For a lot number or control number to be assigned to the received raw materials
and packaging/labeling materials, attention should be paid to the following

matters:

Even in the case of an identical lot at the supplier, an independent lot number or
control number should be assigned at the time of receipt, when the lot is received

in installments.

Even in the case where the lot number or control number is the same, when the
lot is placed in two or more containers, a control method should be adopted so

that each container can be identified, if necessary.?!

20

21

This corresponds to the case in which non-visual information has been controlled by a computer system using
barcode labeling and RFID tags, etc.

Irrespective of the lot and control unit at receipt of raw materials and packaging/labeling materials, the possibility
that storage status may be different in each container should be considered; for example, the number of package
openings may be different. Therefore, this was stipulated, considering the necessity to specify containers for
sampling. However, it is not necessarily required to assign a lot number or control number to each container,
provided that another control method to identify each container is adopted.
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Sampling and Testing/inspection of Packaging/Labeling

Materials at Receipt

In the case where some of the items for testing are omitted at receipt of raw
materials and packaging/labeling materials defined under the provision of Article
11, Paragraph 11, Items 1 and 2 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs, such materials should be assessed based on sufficient evidence (e.g.,
quality history of the raw materials and packaging/labeling materials supplied in
the past) that suppliers have a system to supply raw materials and
packaging/labeling materials conforming to the specifications, and it should be
confirmed whether their test data of the relevant items are stable and that the
items do not have the potential to become non-conforming considering the range
of the specifications. Thereby, at least 3 lots or 3 control units should be tested
in advance based on full analyses to ascertain the validity of the test data by
confirming the continuous consistency of the test data obtained by both parties.
Even when several of the acceptance tests have been omitted, full analyses should
be performed at appropriate intervals to ascertain the reliability of the Certificate

of Analysis issued by the supplier.

In the case where special equipment or techniques are necessary due to the
explosiveness, harmfulness, etc. of the raw materials used for manufacturing of
the drug substance, the test results described in the appropriate Certificate of
Analysis issued by the supplier can be utilized as part of the acceptance test data
of the relevant raw materials. In the case where the acceptance test is omitted,
the reason for the omission should be clearly documented in the product master

formula after prior approval by the quality unit.?

Collected samples should be representative of the lot or control unit. Sampling
procedures including the number of containers to be sampled, as well as sampling

points in the containers and sampling amount, should be predefined in

22

Such a case is also predicated on evaluations of suppliers and transportation conditions.  If the evaluation results

are undesirable, measures, such as confirmation using the samples for testing/inspection, etc. should be taken.
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consideration of the importance of the relevant raw materials or
packaging/labeling materials, quality variability, quality history of the materials
supplied from the relevant suppliers in the past, and the quantity needed for

proper testing.

6.33  Sampling of the materials defined under the provision of Article 11, Paragraph 1,
Item 1 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs should be
conducted at predefined locations in accordance with the procedures designated
to prevent contamination of the sampled raw materials and packaging/labeling

materials, as well as other products and materials.

6.34  Samples defined under the provision of Article 11, Paragraph 1, Item 1 of the
GMP Ministerial Ordinance for Drugs and Quasi-drugs should be collected in

accordance with the following procedures®:

1) The containers of components selected shall be cleaned where necessary, by

appropriate means;

2) The containers shall be opened, sampled, and resealed in a manner designed to
prevent contamination of their contents and contamination of other components,

drug product containers, or closures;

3) If it is necessary to sample a component from the top, middle, and bottom of its

container, such sample subdivisions shall not be composited for testing;

4) Sample containers shall be identified so that the following information can be
determined: name of the material sampled, the lot number, the container from
which the sample was taken, the date on which the sample was taken, and the

name of the person who collected the sample; and

5) Containers from which samples have been taken shall be marked to show that
samples have been removed from them. (attachment of a label describing

“sampled,” etc.).

2 The same have been stipulated also in the 21CFR 211.84(c).
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Storage

Raw materials and packaging/labeling materials should be handled and stored in a

manner to prevent degradation, contamination, and cross-contamination.

Containers for storage of raw materials and packaging/labeling materials should

be stored off the floor and suitably spaced to permit cleaning and testing.

Raw materials and packaging/labeling materials should be stored in a proper
manner so that the oldest stock is used first, except for particular cases.

Re-evaluation

In the case where received raw materials and packaging/labeling materials have
been stored for a period that exceeds the expiry date, or they have been exposed
to heat or humidity, re-evaluation should be performed to determine their
suitability for use. However, indefinite storage based on repeated re-evaluations

should be avoided.

Production and In-Process Control

Manufacturing Operations

Prior to start of the manufacturing operations, cleaning of the buildings and
facility, defined under the provision of Article, 10, Item 6 of the GMP Ministerial
Ordinance for Drugs and Quasi-drugs, should be confirmed, and whether
products, packaging/labeling materials, and documents that are not required for

the relevant operations do not remain in the working spaces for the operations.

Raw materials should be weighed or measured under appropriate conditions that

do not affect product quality, etc. Weighing and measuring devices should be of
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suitable accuracy for the intended use.

If raw materials are subdivided for manufacturing processes to be performed later,
appropriate containers should be used, and the following information should be
placed on the labels of the relevant containers:

- Name, lot number or control number of the raw material;

- Subdividing number, when necessary;

- Weight or volume of the raw material in the relevant container; and

- Where applicable, expiry date or expiry for use, or date of retest

Critical weighing, measuring, or subdividing operations should be witnessed by
personnel other than those who perform the operations (this does not apply to the
case where the operations can be controlled under equivalent conditions by other
methods). Prior to use, the personnel who perform the operations should make
sure that products and packaging/labeling materials are those specified in the

manufacturing instructions.

Other critical operations should be witnessed by personnel other than those who
perform the operations (this does not apply to the case where the operations can

be controlled under equivalent conditions by other methods).

Actual yields (net yields) should be compared with theoretical yields at the
predefined steps in the manufacturing processes. A theoretical yield with
appropriate ranges should be established based on laboratory testing data,
pilot-scale data or the data obtained in the actual production scale. Deviations in
yields in critical processes should be investigated to determine their impacts on

the resulting quality of affected lots, and the results confirmed.
The operation status of equipment should be indicated on their main part (this

does not apply to the case when the operations can be controlled under equivalent

conditions by a computerized control system).
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Any products excluded from the manufacturing process (e.g., products excluded
from the manufacturing process by reason of filling failure, tabletting failure,
etc.) should be stored in places differentiated from those for storage of other

products. This should be documented and archived.

Time Limits

If time limits for process completion are to be specified in the manufacturing
instructions, they should ensure the manufacturing control and quality control of
products.”*  Deviations in time limits should be assessed and documented, and
the documents should be archived. However, in the case where processes with
specific target values are running, such as pH adjustment or drying to
predetermined specifications, setting of time limits is inappropriate. The time of
completion of such processes should be determined by in-process sampling and

testing/inspection.

In-Process Control

Written procedures should be established to monitor the progress and control the
status of processes that affect the quality characteristics of products (content, titer,
dissolution profile, etc.). In-process control and the acceptance criteria should
be determined based on the information obtained during development stages or
actual production data.

Acceptance criteria, and type and scope of testing related to in-process control
should be established depending on the quality characteristics of products,
content of the process and impacts of the relevant process on product quality.

Critical in-process control (and monitoring of critical processes) should be

documented, and then approved by the quality unit.

24

Particularly, in the case of storage of intermediate products for a long term, storage conditions (storage place

(temperature and humidity, etc.), storage container, storage period, etc.) that have been confirmed in advance should
be documented so that product quality does not deteriorate during the storage period.
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When process adjustments are made by personnel at the production unit without
prior approval by the quality unit, the adjustments should be made within the
limits predefined and approved by the quality unit. ~ All tests and results related

to in-process control should be documented as a part of manufacturing records.

Samples to be used for process controls should be representative of the lot.
Sampling procedures (including sampling points and sampling amount) should be

based on scientifically valid methods.?

Investigations on the cause of out-of specification (OOS) results are not usually
needed for in-process testing/inspection that is performed for the purpose of

monitoring or process adjustment.

In-process sampling should be conducted in accordance with the procedures for
preventing contamination of products and ensuring the integrity of the samples

after sampling.

Lot-Blending Process

Any lot that has been judged to be out-of specification from test results should

not be blended with other lots for the purpose of meeting specifications.

The lot-blending process (this refers to the process of blending products within
the same specifications® to produce a homogenous lot*’) should be appropriately
controlled and documented in accordance with the manufacturing instructions,

and the documents should be archived. A new lot produced in the lot blending

25

“Samples to be used for process controls” are different from those to be used for “in-process testing/inspection that

is performed for the purpose of monitoring or process adjustment” described in Chapter 7. 35. They are used for
confirmation related to on-process control that is particularly necessary for manufacturing of a final product of
consistent quality.

26

In the case where processes before and after the lot-blending process are performed consecutively, or that the quality

of individual (small) lots has been confirmed to be equivalent, it is not mandatory to perform testing/inspection of
individual (small) lots; therefore, it is not required to confirm the specification conformity of individual (small) lots.

27

Manufacturing of products by blending of residual materials formed in the manufacturing process of a previous lot

with a new lot (namely, rescue), and blending with other lots for the purpose of meeting specifications of a
non-conforming lot do not apply to the “lot-blending process” defined here.
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process (hereinafter referred to as “blended lot”) should be tested as appropriate

to ascertain whether it meets the predefined specifications.

The record of the lot-blending process should be prepared to allow traceability
back to the original individual lots used for the blending process.

Procedures for the lot-blending process should be based on scientifically valid

methods.

In the case where the physicochemical homogeneity of blended lots critically
affects product characteristics (e.g., drug products of oral solid preparation),
validation of the lot-blending process should be performed from the viewpoint of
homogeneity of the blended lot. The validation should include testing of critical
characteristics (e.g., particle size distribution, bulk density, etc.) that may be

affected by the lot-blending process.

If the lot-blending process may have adverse impacts on the stability of blended
lots, stability testing should be performed to decide whether the blended lots are

suitable for release.

The shelf life or expiry for use of blended lots should be based on the
manufacturing date of the oldest lot or leftover lots among the lots used for

blending.

Contamination Control

Residual materials that are carried over into successive lots (e.g., residues
adhering to the wall of the milling machine or granulator, and incomplete
discharge of fluids or crystals from a processing vessel upon transfer of the
materials to the next process) should be controlled so that they do not adversely

affect product quality.
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7.51  Manufacturing operations should be conducted in a manner that will prevent

contamination by materials other than the product.

7.52  Measures to prevent contamination should be taken for intermediate products

being manufactured.

7.53  Methods for preventing contamination should be periodically inspected in

accordance with the written procedures, etc.

7.6  Microbiological Contamination Control

7.60  Evenin the case of drug products where sterility is not required, appropriate
written procedures should also be established and complied with to prevent

undesirable microbiological contamination.

8. Packaging and Labeling

8.1 General Matters

8.10  Packaging and labeling materials should be controlled as defined in this chapter,
and where applicable Chapter 6 (Control of Raw Materials and
Packaging/Labeling Materials). This chapter (Chapter 8) applies to the
packaging and labeling materials that are used for drug products that will be
released from manufacturing sites, but not to intermediate products that are
temporarily stored at manufacturing sites.

39



8.2

8.20

8.3

8.30

8.31

8.32

8.33

8.34

BTEELO IR - BEARESM L (BLAD) GMP $5EH D2 E SR

Control of Packaging Materials

Containers should be clean and, where indicated by the nature of the intermediate
or API, sanitized to ensure that they are suitable for their intended use.
Containers should be appropriately controlled to maintain their cleanliness, etc.,

where applicable.

Control of Labeling Materials

Access to the label storage areas should be limited to authorized personnel,
except in the case where an equivalent level of control can be achieved by other

methods.

Labels used on containers of drug products should include the name, the lot
number and quantity of the products, as well as shelf life or expiration date, or

retest date, and storage conditions where applicable.

Procedures should be used to reconcile the quantities of labels issued, used, and
returned and to evaluate discrepancies found between the number of containers
labeled and the number of labels issued. Such discrepancies should be

investigated, and the investigation should be approved by the quality unit(s).

All excess labels bearing batch numbers or other batch-related printing should be
destroyed. Returned labels which bear neither lot number nor other lot-related
information should be retained and stored in a manner that prevents mix-ups and

provides proper identification.

Obsolete and out-of-date labels should be destroyed.
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Printing devices used to print labels for packaging operations should be
controlled to ensure that all imprinting conforms to the print specified in the batch

production record.

Printed labels issued for a batch should be carefully examined for proper identity
and conformity to specifications in the master production record. The results of

this examination should be documented.

A printed label, which is representative of those used, should be included in the

batch production record.

Packaging and Labeling Operations

There should be documented procedures designed to ensure that correct
packaging materials and labels are used.

Prior to the start of packaging and labeling operations, it should be confirmed
whether the building and facilities defined under the provision of Article 10, Item
6 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs are clean, and
whether products, packaging/labeling materials and documents that are not
required for the relevant operations do not remain in the work area for the
relevant operations. The confirmation results should be documented and

retained.

Packaging operations should be monitored to prevent contamination,
cross-contamination, and mix-up, and should be physically and spatially
separated from the operations related to other products. Labeling operations
should be monitored to prevent mix-up, and should be physically and spatially

separated from the operations related to other products.

Prior to the start of packaging and labeling operations, the production unit should
confirm whether the name of products and packaging/labeling materials, the lot
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number or the control number and quantity conform to the content of the relevant
manufacturing instructions.  The confirmation results should be documented,

and the documents should be archived.

The name and lot number of the product subject to packaging operations should
be posted in a visible position in the packaging room and by the packaging

process line.

In the case where samples collected from the packaging and labeling process
lines for in-process testing/inspection are returned to the labeling process lines,
the operations should follow the predefined procedures. In the case where the
packaging and labeling operations are stopped due to the occurrence of an
abnormality and then restarted, special investigations should be made, and
operations should begin again only after approval by authorized personnel. The

investigation results should be documented and retained.

In where case products became temporarily unidentifiable as a result of
packaging operations, the subsequent process should be advanced as rapidly as
possible until identifiable conditions are obtained. If prompt transfer of the
operation to the next process is difficult, appropriate measures should be taken to

prevent mix-up and labeling errors.

Products containers that are transported outside of the manufacturer's control should
be sealed in a manner such that, if the seal is breached or missing, the recipient will

be alerted to the possibility that the packages have been opened during transport.

Storage and Release from Manufacturing Site

Storage Operations

Buildings and facilities should be available for the storage of products under

appropriate conditions (e.g., controlled temperature and humidity, when
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necessary). Records of the storage conditions should be prepared and retained if

they are necessary for maintaining product quality characteristics.

In the case of storage of intermediate products, they should be placed in
predefined containers, appropriately labeled, and cleaned if necessary, and then
stored in specified areas. When necessary, the stability of the relevant

intermediate products should be assessed under the predefined storage conditions.

Operations of Release from Manufacturing Site

Products should be transported in a manner that does not adversely affect their
quality.

It should be ensured that the contract carriers of products understand and comply
with appropriate conditions of transport and storage.

If a potential risk to the quality of the products to be used for manufacturing at
other manufacturing site has been found after release from the manufacturing site,

immediate contact should be made with the receiving manufacturer.

10 Laboratory Control

10.1

10.10

General Control

Any out-of-specification (OOS) data obtained should be investigated and
documented in accordance with a written procedure, and the documents should be
retained. This procedure requires analysis of the data, assessment of whether a
significant problem exists, allocation of the tasks for corrective action, and
conclusions. Re-sampling and re-testing after obtaining OOS results should be
performed in accordance with a written procedure. Even in cases other than
OOS results, any re-sampling and re-testing of samples should not be performed

without a valid reason. When re-sampling is performed, the reason should be
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documented, and when re-testing is performed, the reason and handling of test

results should be documented, and the documents should be retained.?

Reagents and reference standards received should be controlled in accordance
with written procedures, and should be labeled with the date of purchase, the
expiration date, and where applicable, the date of seal opening. Test solutions,
etc. that need preparation should be prepared in accordance with the written
procedures, which should be documented, and the documents should be retained.
Expiration date of the prepared test solutions, etc. should be determined
appropriately based on their characteristics. Prepared test solutions, etc. should
be labeled with the item name, preparation number, date of preparation, name of
the personnel who performed preparation, expiration date, and where applicable,
the storage conditions, and conversion coefficient, etc. Containers for
subdividing water and solvents to be used for testing should also be labeled with

the item name, etc.

Primary reference standards should be obtained as appropriate for the testing of
products.  Suppliers of the primary reference standards should be documented,
and the documents should be archived. Primary reference standards should be
stored and used in accordance with the supplier’s recommendations, which
should be documented, and the records should be retained. Primary reference
standards obtained from an officially qualified supplier can usually be used
without testing, provided they are stored under conditions that are consistent with

the supplier’s recommendations.

Where a primary reference standard is not available from an officially recognized
source, an “in-house primary standard” should be established. Appropriate testing
should be performed to establish fully the identity® and purity of the primary
reference standard. Appropriate documentation of this testing should be retained.

29

Even where OOS results, limitations in re-sampling and re-testing were set while taking into consideration current

status of implementation of re-sampling and re-testing.

30

Identification of a compound based on structural determination by such techniques as nuclear magnetic resonance

spectroscopy and infrared spectroscopy, etc. may be considered as an example of identity verification.
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10.14 Secondary reference standards should be appropriately prepared, identified, tested,
approved, and stored. The suitability of each lot of the secondary reference
standard should be determined prior to first use by comparing against a primary
reference standard. Each batch of secondary reference standard should be

periodically requalified in accordance with written procedures.

10.15 Water for test purposes having a quality that does not affect the test results should
be available. In the case of in-house preparation of water for tests, the
equipment to be used for water purification should be controlled and the water
quality should be checked regularly. The process and results should be

documented, and the documents should be retained.:

10.16  Reference samples should be representative of the product lots from which they
are taken. Other samples may also so be taken to monitor the most unstable

stage (e.g., at the start and end of production).

10.2 Certificate of Analysis

10.20 Certificate of Analysis should be issued for each lot of product on request.

10.21  The Certificate of Analysis should include the name of the product, the lot
number, the specifications, the numerical results obtained, and results of overall

assessment.

10.22  The Certificate of Analysis should be dated and signed or sealed by the person at
the quality unit who is responsible for the testing with descriptions of the name
(the corporate name), address (location of the major office of the corporate) and

telephone number of the manufacturer or testing institutions.

10.3 Monitoring of Product Stability

31 This was set to enhance awareness of the control of test water.

45



BTEELO IR - BEARESM L (BLAD) GMP $5EH D2 E SR

10.30  To confirm product stability, stability should be monitored for at least one lot per
year (except when no batch is produced in the year), and stability testing should
be performed at least once a year.  Stability of products to be released to other
manufacturers should be monitored in the same manner where applicable.

10.31  Test procedures for stability monitoring should be validated and be appropriate
for stability assessment.

10.32  Samples to be used for stability monitoring should be collected from the products,
the release of which from the manufacturing site has been approved. If there is
no impediment to doing so, samples can be collected from intermediate products
under packaging conditions that ensure product stability.

10.33  Storage conditions should be consistent with the stability-related ICH guidelines,
where applicable.

10.4 Expiry Date or Expiry for Use

10.40 When expiry date or expiration date, or date of re-testing, is applied to products
to be released to other manufacturing sites, information to ensure stability (e.g.,
published data, test results, etc.) should be available.

10.5 Reserve Samples (related to Article 11, Paragraph 1, Item 3
of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs)

10.50 To avoid misuse, reserve samples should be labeled as such.

11. Validation
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11.1 Validation Policy

11.10 Documents on the validation operating procedure defined under the provision of
Article 8, Paragraph 4, Item 2 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs should include overall policy and manufacturer’s intention, and
methods adopted for validation of manufacturing processes, cleaning procedures,
analytical methods, in-process test procedures, as well as validation of
computerized buildings and facilities and procedures, plan, review, approval and

documentation at each stage of validation.

11.11  Critical process parameters and product characteristics (usually, these should be
identified during development stages or based on actual production data) should
be defined within a range necessary for reproducible operations (these should
include the following):*

- Identification of process parameters that may affect critical quality
characteristics of the relevant products; and
- Determination of ranges for each critical process parameter to be used for

routine process control

11.2 Validation Documentation

11.20  The validation protocols and documents related to validation results should be
reported by the person responsible for validation to the quality unit in accordance
with the procedures defined under the provision of Article 13, Paragraph 1, Item 2
of the GMP Ministerial Ordinance for Drugs and Quasi-drugs, which should be
reviewed and approved by the quality unit and other predesignated personnel.

11.21 The validation protocol should specify the type of validation to be conducted (e.g.,
retrospective, prospective, or concurrent validation), validation method, number

of process runs, and critical processes, in addition to the matters defined under the

%2 For deciding validation range and degree, appropriate use of the concept of risk management (refer to ICH/Q9, etc.)

is recommended.

47



11.22

11.3

11.30

1)

2)

3)

BTEELO IR - BEARESM L (BLAD) GMP $5EH D2 E SR

Enforcement Notification, etc.

A validation report corresponding to the validation protocol defined under the
provision of Article 13, Paragraph 1, Item 2 of the GMP Ministerial Ordinance for
Drugs and Quasi-drugs should summarize the validation results obtained, and the
report should outline the causes of any deviations found, provide appropriate
conclusions, and where applicable, proposals for necessary corrective actions

(including changes) should be made.

Qualification

Qualification of equipment and their operational performance at the time of
installation, reequipping or maintenance, which are defined under the
Enforcement Notification, should be carried out, usually, by conducting the

following operations, individually or in combination.

Design Qualification (DQ): Documented verification to confirm whether the
requirements for the manufacturing equipment ascertained in the process
development studies performed for the purpose of manufacturing products having
an intended quality are scientifically and reliably reflected in the basic design of
the equipment used in the actual production. This procedure is usually

performed by confirmation, etc. of design specifications and design drawings.

Installation Qualification (1Q): Documented verification to confirm whether the
installed or modified manufacturing equipment complies with the approved

(notified) design and the manufacturer’s requirements.

Operational Qualification (OQ): Documented verification to confirm whether the
installed or modified manufacturing equipment to be used for actual production
can be operated in compliance with the intended performance in the range of
expected operating conditions after conducting 1Q and calibration of the

equipment.
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4)  Performance Qualification (PQ): Documented verification to confirm whether
manufacturing procedures, etc. can be performed effectively and reproducibly;
namely, the manufacturing equipment to be used for actual production
demonstrates the intended performance in accordance with the manufacturing
procedures, etc.®®, which have been established based on the results of the
efficiency study (refer to Chapter 11.4), and products with the intended quality
can be manufactured by performing operations in compliance with the established
specifications.**

11.4 Efficiency Study

11.40  After conducting OQ of the manufacturing equipment to be used for actual

production, a series of process development studies should be conducted under
the same manufacturing conditions as those in the actual production, and
manufacturing procedures, etc. necessary for the transfer to the next PQ stage
should be established and documented (hereinafter referred to as “efficiency
study”)®.

11.5 Approaches to Validation

11.50 The system for the actual production; namely, the system of the production unit

and the quality unit, should have been established, and PQ should have been

33
34

35

These include process parameters.

DQ, IQ and OQ are the procedures for evaluation and confirmation, which are applied only to buildings and
facilities, while the major objective of PQ rests on evaluation and confirmation of whether buildings and facilities
“exert intended performance” in consideration of actual production. For instance, an installed capsule-filling
machine may not work at the specified precision when it comes to filling an actual product, even when it has been
confirmed that the machine works in compliance with established specifications.  Although PQ is a verification
operation using actual machines and actual drugs (placebo may also be used), it is not necessary to perform it on
actual production scale, and it is allowable to perform it on a scale suited to the verification objective.

It is considered that operating conditions and process parameters, etc. are finally established in some cases based on
examinations, such as a scale-up experiment, etc. as a matter of practice using the actual manufacturing equipment
and active drugs or placebo. In this guideline, these operations are regarded as process development studies
separately from the OQ and PQ operations that are performed as part of validation operations, and newly positioned
as an “efficiency study” pursuant to the Enforcement Notification, because any judgments on “acceptance criteria”
are not made in these operations.  An efficiency study is not limited to examinations using the actual machine, but
could also involve examinations at the laboratory level or examinations of the actual production data of existing
products that have been obtained in the past.
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completed. In addition, all matters, including raw materials and personnel, etc.,

should have been qualified.

11.51  As an exception, retrospective validation can be performed instead of
confirmation by actual manufacturing for some adequately established processes

that ensure critical product quality, provided the following conditions are met:

1)  Critical quality characteristics and critical process parameters of the relevant
processes have been identified;

2)  Appropriate acceptance criteria and control methods for in-process testing of the

relevant processes have been established;

3) There have been no failures in critical processes or products that can be attributed
to causes other than operator errors, or equipment failures unrelated to equipment

suitability; and

4)  Quality characteristics have been established for existing products manufactured

by the relevant processes.

11.52  Lots selected for retrospective validation should be representatives of all lots
manufactured during the review period, including any lots that fail to conform to
the specifications. They should be sufficient in number to demonstrate the
consistency of the relevant processes. Reserve samples may be tested to obtain
data for retrospective validation.

11.53  Prior to conducting process validation on an actual production scale, a tentative
maintenance program should be established based on the findings of 1Q and OQ),
and preparations should be made for the measures designed to optimize the
maintenance program including the timing and items subject to maintenance after

the validation.
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11.6 Cleaning Validation

11.60 Cleaning validation should be performed on the processes where contamination

or incidental carryover of products has major impacts on product quality.

11.61 Cleaning validation should reflect patterns of actual use of the equipment to be
cleaned. In the case where equipment used for manufacturing of various
products is cleaned in accordance with the same procedures, a representative
product can be selected for the relevant cleaning validation. This selection
should be based on the residue limit estimated in consideration of solubility,

difficulty in cleaning, as well as potency, toxicity, and stability.

11.62 The cleaning validation protocol should describe the equipment to be cleaned,
procedures, packaging/labeling materials, acceptable cleaning level, process
parameters for monitoring and controlling, analytical methods, type of samples to

be collected, and sampling and labeling methods.

11.63 In order to detect both insoluble and soluble residues, an appropriate sampling
method should be selected among the swab method, rinse method, and alternative
method (e.g., direct extraction) for cleaning validation. The sampling method
should ensure quantitative measurement of the levels of residues remaining on the
equipment surfaces after cleaning. The swab method may be impractical when
the product contact surface is not easily accessible due to equipment design or
process limitations (e.g., inside of pipes and parts of the filling machine in contact

with liquids, and small-sized complex instruments, etc.).

11.64  For cleaning validation, validated analytical methods having adequate sensitivity
to detect residues and contaminants at the detection limit level should be used.
The recovery level attainable by the relevant analytical methods should be
established. Residue limits should be practical and achievable, and the method
should be capable of verifying the measurement at levels below the relevant
limits, and be based on the data of the most highly toxic residues or those with the
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greatest impact on the product quality. Residue limits should be established
based on the minimum dose level of known pharmacological, toxicological, and

physiological activity of the most toxic substance among the product ingredients.

Operations of cleaning, sanitation and disinfection of equipment should be
appropriate in consideration of contamination by microorganisms and endotoxins
in the manufacturing processes where control of the microbial count or endotoxin

level in the product is necessary, or their contamination may become problematic.

Cleaning procedures should be monitored periodically at appropriate intervals
even after validation in order to ensure that these procedures are effective in
routine production. The hygiene level of the equipment to be cleaned may be
monitored by analytical testing, and where applicable, by visual inspection.
Visual inspection may allow detection of gross contamination concentrated in

small areas that cannot be detected by sampling and analysis.

Analytical Method Validation

In the case where the analytical methods to be adopted are not listed in the
compendium, such as the Japanese Pharmacopoeia, etc., and other acknowledged
references®, the relevant analytical methods should be validated. All the testing
methods should be validated under actual usage conditions, which should be

documented, and the documents should be archived.

Analytical methods should be validated in consideration of the ICH guidelines for
analytical method validation. The degree of analytical method validation should
reflect the purpose of the targeted analytical method and the step of the

manufacturing process to which the relevant analytical method is applied.

Analytical instruments to be used for testing/inspection of products and

36

The analytical methods listed in the compendium, such as the Japanese Pharmacopoeia, etc. or other acknowledged

references are general methods, and are not necessarily applicable to all analytical targets; therefore, it is necessary
to have their compatibility verified by analytical validation and other appropriate methods.
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packaging/labeling materials should be appropriately qualified.

11.73  In the case where validated analytical methods are to be modified, analytical
method validation should be conducted depending on the degree of the
modification. The results of the analytical method validation and the relevant
modification should be documented, and the documents should be archived.
The documents should include the reason for the modification and appropriate
data to verify that the modified analytical method gives results as accurate and
reliable as the established method.

12. Change Control (related to Article 14 of the GMP Ministerial

Ordinance for Drugs and Quasi-drugs)

12.10 In addition to changes attributable to complaints and recall, those attributable to

regulatory requirements should also be covered by change control.

12.11 The document related to change control procedures prepared in accordance with
Article 8, Paragraph 4 of the GMP Ministerial Ordinance for Drugs and
Quasi-drugs (hereinafter referred to as “change control procedures”) should
include changes to the quality management system, raw materials and
packaging/labeling materials (including changes of suppliers), specifications,
manufacturing methods, testing methods, and buildings and facilities (including

related software).¥’

12.12  Changes should be drafted and reviewed by an appropriate division, and should

be approved by the quality unit.

% According to Article 14, Item 1 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs, changes (plans)

should be approved by the quality unit.  “Involvement of the quality unit in all quality-related matters” (refer to
Chapter 2.20) is the basic concept of this guideline, and it is recommended that the results of changes, like the plans,
are also approved by the quality unit.
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The change control protocols should include the following matters:

The evaluation defined under the provision of Article 14, Item 1 of the GMP
Ministerial Ordinance for Drugs and Quasi-drugs should include evaluation of the
necessity of revalidation, the necessity of additional testing required to justify the

changes, and the necessity of partial change application;

Prior to the changes, methods for evaluation of product quality (including
accelerated stability tests, stability monitoring program, etc.) and evaluation

criteria should be determined in advance;

Prior to changes, methods for revision of documents related to the changes and
methods for education and training of personnel should be determined in advance,
and the document revision and the education and training should be conducted in

a reliable manner;

Prior to the changes, “other necessary actions” defined under the provision of
Article 14, Item 2 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs,
such as the necessity of changes to specifications, testing methods, expiry dates

or expiry for use, and labeling should be determined in advance.

After the changes, the first two or more lots manufactured or tested under the

changed conditions should be evaluated.

13. Non-conforming Products

13.1

13.10

Non-conforming

Products that have failed to meet established specifications (hereinafter referred

to as “non-conforming products™) should be identified by labeling and
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quarantined.

The final disposition of non-conforming products and raw materials and
packaging/labeling materials should be documented, and the documents should

be archived.

Returns

Returned products should be discarded unless their quality is proven to be
acceptable on the basis of the conditions of storage or transport after release from
the manufacturing site until return, elapsed time, appearance of the containers,

etc., and results of testing conducted after return, etc.

The following matters related to the returned products should be documented, and

the documents should be archived:

- Name and address of the consignee;

- Name and lot number of returned product, date of release, and date and
quantity returned,

- Reason for return; and

- Actions taken for the returned product
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14. Quality Information

14.10 The quality information management system defined under the provision of Article
16, Paragraph 1 of the GMP Ministerial Ordinance for Drugs and Quasi-drugs should
include procedures for assessing the necessity of improving the quality management

system and recall, etc., which are attributable to complaints or the like.*

15. Recall Management (related to Article 17 of the GMP

Ministerial Ordinance for Drugs and Quasi-drugs)

15.10 The documented procedures for management of recalls defined under the
provision of Article 8, Paragraph 4, Item 6 of the GMP Ministerial Ordinance for
Drugs and Quasi-drugs should clearly describe the personnel to be engaged in
information evaluation, the procedures for judgment on recall, where and how to
transmit the recall information, as well as methods for storage and handling of

recalled products.

15.11 Records of recall management defined under the provision of Article 17, Item 2
of the GMP Ministerial Ordinance for Drugs and Quasi-drugs should include the

results of investigation of causes and corrective actions taken.*

® 1t is important for the operations in the quality information management system to assess “causes,” “trends,”

“frequency related to products,” “importance,” and “assessment of corrective actions,” and to use them as materials
to be utilized for subsequent activities to improve product quality assurance. In addition to the matters defined
under the provision of Article 16 of the Ministerial Ordinance for Drugs and Quasi-drugs and Enforcement
Notification, etc., name and address of the provider of the quality information, date of receipt of the quality
information, measures that have been taken initially (including date of the measurements and name of the personnel
in charge), and responses made to the quality information provider (including date of reply), final decision related to
the measures taken for the quality information target lot, and improvement measures, etc. should be documented.
The records of recall management defined under the provision of Article 17, Item 2 of the GMP Ministerial
Ordinance for Drugs and Quasi-drugs should describe the reason for recall, dates of start and completion of recall,
recall method (including methods for recall information transmission and confirmation of the presence or absence of
recalled products at the recall site), scope of recall (medical institution where recall has been performed, name and
address of distributors, etc), recalled amount, marketing status of the recalled product, results of investigations on
reserve samples, results of investigations on the records related to the recalled lot, and other matters including
methods and results of investigations on causes, status or results of corrective actions, etc.
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1. Preface

1.1 Introduction

In the manufacturing and marketing of drugs, it is important to deliver drugs of a constant quality
into the market in order to assure the safety and efficacy that has been proven and abides by the
standards for manufacturing control and quality control. In line with this, “Ministerial Ordinance
on Standards for Manufacturing Control and Quality Control for Drugs and Quasi-Drugs”
(hereinafter referred to as “GMP Ministerial Ordinance on Drugs and Quasi-drugs”™) was established
according to the Pharmaceutical Affairs Law, marketing approval holders are required to comply
with these standards for the manufacturing control and quality control at their manufacturing sites as
one of the approval conditions. Furthermore, manufacturers are obliged to observe the Standards.

The implementation of analysis and testing has an important significance for the objective
verification of the manufacturing control and quality control of products related to drugs; however
partially because many of the stipulations for the analysis and testing in GMP Ministerial Ordinance
on Drugs and Quasi-drugs are in rather comprehensive expression and partially because after the
enforcement of the Revised Pharmaceutical Affairs Law, it becomes possible to totally entrust the
analysis and testing to external testing institutions by manufacturers’ own responsibility and
judgment or other reasons, and highly necessary to have a guideline which shows concrete methods
for the control of analysis and testing.

In the meantime, now is the time when, in association of the increase in international business
transaction or others, quality-related-standards agreed upon in ICH, management methods of
international standard basis including 1SO and others prevail in Japan, so the guideline must also be
one that boosts the credibility of analysis and testing at Japanese manufacturing sites in the global
society.

Taking all these things into consideration, the “Guideline on Control of the GMP Quality Control
Laboratory for Drugs and Quasi-drugs™ has been prepared.

1. 2 Objectives of the Guideline

This Guideline intends to concretely show as many recommendation items as possible that are
necessary for manufacturers when they conduct analysis and testing duties as the quality control
specified in GMP Ministerial Ordinance on Drugs and Quasi-drugs, and for external testing
institutions when they conduct analysis and testing duties appropriately. These recommendations
include items indirectly related to quality control such as quality assurance or manufacturing control,
etc., depending on items.

1. 3 Scope of Application

1) This Guideline is subjected to all of the analysis and testing (including those entrusted to
others) to be done as the quality control in accordance with the stipulations in GMP
Ministerial Ordinance on Drugs and Quasi-drugs. The analysis and testing includes those
related to physiochemical, microbiological, veterinary and other fields, however, detailed
items in a specific field are not handled in this Guideline.

2) This Guideline is targeted to all of the organizations that perform analysis and testing as the
quality control specified in GMP Ministerial Ordinance on Drugs and Quasi-drugs,
regardless of the size or form, etc. of business, or regardless of whether the organization is a
testing institution performing analysis and testing exclusively or unit performing analysis and
testing as a unit responsible for the analysis and testing in a manufacturer’s organization.

3) Although the recommendation items in this Guideline complement the stipulations of GMP
Ministerial Ordinance on Drugs and Quasi-drugs, these matters, excluding those required in
the Ordinance or in other Laws, are expected to be applied and utilized selectively in
accordance with the size, form or others of actual business. It is not necessary to carry out
all of the recommendation items in this Guideline; only applicable parts need to be carried
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out.

4) In this Guideline, “analysis and testing unit” means an organization that relates to the
analysis and testing duties performed by the quality unit as a part of the manufacturing

control and quality control.

2. Recommendation items for the control

2. 1 Organization

1) A manager should be appointed to manage and control analysis and testing duties in
accordance on the basis of Article 6, Paragraph 1 and Paragraph 2 of GMP Ministerial
Ordinance on Drugs and Quasi-drugs. The content and scope of the responsibility and
authority of the manager should be defined in the document specified in Article 6, Paragraph
4 of GMP Ministerial Ordinance on Drugs and Quasi-drugs.

2) The analysis and testing unit should perform analysis and testing for the quality control and
is responsible for the results of the analysis and testing.

3) The analysis and testing duties should be carried out by a sufficient number of employees
who received appropriate education and training (refer to section 3.1) including those
employees (including temporary employees) who perform the analysis and testing. The
responsibility and scope of duties of the employees should be defined in advance in the
document specified in Article 6, Paragraph 4 of GMP Ministerial Ordinance on Drugs and

Quasi-drugs.

4) In preparation for cases of absence of the manager, a representative of the manager should be
designated in advance from among employees who are well informed of the contents of
duties.

2. 2 System for Management and Control of Quality related to Analysis and Testing

1) In order to maintain the System for Management and Control of Quality that has already
been established in a manufacturer for the obedience of the stipulations specified in GMP
Ministerial Ordinance on Drugs and Quasi-drugs, the manager of the analysis and testing unit
should include “a system, for the employees engaged in analysis and testing duties, and for
the duties of the analysis and testing unit” as a part of the System for Management and
Control of Quality.

2) Documents related to the System for Management and Control of Quality related to Analysis
and Testing Duties contain the following contents. Meanwhile, these documents may
sometimes be prepared as a part of various operating procedures which are prepared pursuant
of the stipulations of GMP Ministerial Ordinance on Drugs and Quasi-drugs.

a) Organization, personnel and training and education

b) Control of documents and records

C) Control of deviation and changes

d) Control of self-inspection and internal audit

e) Control items related to external entrusting

) Control of environment

g) Grasping of specifications and standards, and suitability evaluation of analysis and testing
methods

h) Control of buildings and facilities

i) Control of reagents, test solutions and reference standards

)i Control of sample collection, and collected samples



k)
1)

n)

3)

4)
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Assurance of results of analysis and tests

Procedures for planning, implementation, acceptance or rejection judgment, and reporting
of analysis and testing

Control of reference samples

Stability monitoring

The documents related to the System for Management and Control of Quality related to
Analysis and Testing Duties should be reviewed periodically in accordance with the changes
in the organization or in contents of duties and be revised appropriately.

Procedures related to the System for Management and Control of Quality related to Analysis
and Testing Duties should be checked and approved by related sections in the quality unit.

2. 3 Control of document

1)

2)

3)

4)

a)

b)

c)

5)

As an operating procedure for the management of all documents used for the analysis and
testing duties among the written operating procedures prepared pursuant of the stipulations in
Article 8, Paragraph 4, Item 9 of GMP Ministerial Ordinance on Drugs and Quasi-drugs,
operating procedures that are clearly specified in Article 20, Item 1 of the Ordinance should
be prepared and implemented, in addition to operating procedures that are for the review at
the time of preparation or revision and for the recall at the time of document destruction.

Documents should be prepared in a way that mutual relationships among documents are
easily understood.

In all cases when analysis and testing duties take place, the latest version of documents
approved by the quality unit should always be used.

The following is an example of the layout of the documents, including operating procedures
for analysis and testing, based on the stipulations in Article 8, Paragraph 5 of GMP
Ministerial Ordinance on Drugs and Quasi-drugs. In the meantime, when electronic media
are used as documents, the documents should remain easy to access .
Operating procedures and validations reports for analysis and testing methods: Inside of an
analysis and testing room
Operating procedures for the operation of analysis and testing instruments: Places which
are near the instruments and easy-to-reach
Operating procedures for the control of reagents and test solutions: Places which are near
the storage place of reagents and test solutions and easy-to-reach

All of the documents should be stored appropriately and safely, without being tampered with,
for a specified period in a place which is devised for protection from loss or serious damage.

2. 4 Control of records

1)

2)

3)

Each of all of the duties related to the analysis and testing duties should be recorded in
control records of an analysis and testing room at the time when it is implemented, if it is
defined to do so, or, if it is considered necessary to do so even though there is no definition.

At the time of preparation of records, filling-up should be done in a predetermined space in
an easy-to-read way, and with not an easy-to-erase manner; and the date of the entry and the
name of the filling-up person should be clearly described.

When a correction of the recorded items is made, the reason for the correction and the date of
the correction should be described together with the signature and seal of the person making
the correction. In addition, the pre-revision record should be maintained to be legible.



4)

b)

d)

5)

a)

b)

6)
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Analysis and testing records should contain complete data and descriptions related to all of
the analysis and testing that are performed to confirm that the products, and labeling and
packaging materials meet the specifications. Demanded contents include the following:

In addition to descriptive matters indicated in Chapter 3, 3-11 of Enforcement Notification,
records on samples collected or obtained for analysis and testing should contain: names of
manufactures or suppliers (if it is a juridical person, the name of the juridical person) (places
where the samples were collected, if necessary); date of the collection of samples; and the
date of acceptance of samples for analysis and testing (this is limited when this date is
different from the date of collection of samples).

Description and reference matters (when corresponding matters are mentioned in published
literatures, cite the source) related to the analysis and testing methods implemented should be
given. Usually it is acceptable to describe information such as the number of operating
procedures, etc., from which it is possible to specify the analysis and testing method

In addition to the descriptive matters indicated in Chapter 3, 3-11 of Enforcement
Notification, records of the content of analysis and testing should contain: amounts of
samples; reference standard materials (reference standard products); reagents; standard
solutions; major analysis and testing equipment and instruments used; and judgment criteria
of the results of analysis and testing.

All of raw data related to each analysis and test (including the process leading to the final
result from which measurement units, conversion factors and equivalency factors become
clear) should be identified appropriately in a way that makes the relation between the samples
used and the lots or control units clear.

Signature, date of signing/applying seal and date of the review (records of double checking by
a third party) of the person who reviewed the validity, completeness and compliance with
established specifications of the master production records.

In addition to the analysis and testing records of products, and labeling and packaging
materials, complete records on the following items should be prepared, checked and
preserved.

At the time of change of analysis and testing method, the records on the evaluation of the
change defined in Article 14, Item 1 of GMP Ministerial Ordinance on Drugs and Quasi-drugs
should contain: the reason of the change; the results of verification proving that the changed
analysis and testing method gives similar, correct and reliable results as the pre-changed
method; and the data used for the verification (refer to Sections 2.6 and 3.4).

Checks, maintenance and periodic calibration of equipment, instruments, apparatuses and
tools in the analysis and testing room.

All stability tests performed for products.

For all of the records and their copies, mutual interrelation and retrieval should be easy to
control. Recorded matters should be easily picked up at the testing institutions where the
matters were implemented. In the meantime, when the system is made that such records are
available at the said testing institution by transfer from a storage place other than the said
analysis and testing institutions using an electronic method or other methods whenever
necessary, this system is allowed to be used. The following are examples of the control
methods of records.

(a) To file related raw data and records for each fiscal year, after classifying them for each product,
or labeling and packaging material, for lot number or control unit number, etc.
(b) Utilization of electronic media with retrieval system

7)

All records or their copies should be stored appropriately and safely, without being tampered
with, for a specified period in a place which is devised for protection from loss or serious
damage.
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2.5 Control of deviation

1)

2)

3)

a)

b)

Contents of deviations from procedures of analysis and testing duties should be made clear,
and should be reported to the manager of the analysis and testing unit regardless whether
they are serious or not.  These procedures should be documented.

The manager of analysis and testing unit should conduct cause investigations, evaluate the
influence on quality and judge about the measures of his/her analysis and testing unit, taking
into consideration of the degree or conditions, etc. of the deviation.

When it becomes clear that a deviation is one of those previously specified for which the
manager can take disposal action by his/her own authority as a result of the cause
investigation and evaluation, the manager should instruct actions corresponding to the
content directly to persons in charge in the analysis and testing unit. On the other hand, if it
is judged, as a result of the cause investigation, that the deviation may relate to the quality of
product, for example, cause serious influence on the judgment for product release from the
manufacturing site, the manager should report the content and evaluation results, etc. of the
deviation, a conclusion of his/her analysis and testing unit, and opinions on desirable actions
and others to the person in charge of deviation control in the quality unit.
Examples of deviations for which the manager of analysis and testing unit can take actions
by his/her authority:
In cases when a deviation is clear in its cause and relatively moderate in its degree, it is
possible in some cases that the manager of analysis and testing unit can take easy and
appropriately actions under the responsibility of the unit, for example, when the unit holds
a sufficient amount of equivalents preserved samples. For example,
When there is a deviation from the regulations in the operating procedures for analysis
and testing methods such as weighing error, miss operation at sample preparation, etc.
— When analysis and testing is under way, it should be stopped and repeated from the
appropriate step according to the instruction from the manager. It should be judged
whether or not additional analysis and testing or reanalysis and retesting is necessary,
according to necessity.
When it becomes clear that the expiration date of a reagent had passed after the
completion of analysis and testing — It should be judged whether or not additional
analysis and testing or reanalysis and retesting is necessary. The influence on results of
analysis and testing in the past up to the expiration date should be evaluated.
When analysis and testing is carried out without performing a defined calibration of
analysis and testing equipment and tools — The influence on results of analysis and
testing should be evaluated and it should be judged whether or not additional analysis
and testing or reanalysis and retesting is necessary. Calibration of analysis and testing
equipment and tools should be immediately instructed.
When necessary items are not described on the label of a sample — Necessary
information should be confirmed immediately and should be described correctly.
Examples of deviations that may relate to quality:

These are such critical deviations which may markedly damage the credibility of results of

analysis and testing, or deviations which are found in such a condition that equivalent

samples are no longer available, or that was found only after the judgment of the analysis
and testing was made, being not able to take actions by the analysis and testing unit only.

The following are examples:

When it is a kind of deviation mentioned in the above a), but it was found only after the end
of the judgment of analysis and testing and additionally judged necessary to carry out
additional analysis and testing or reanalysis and retesting — It should be instructed to
again carry out analysis and testing of the said items, and if necessary, it should be
instructed to again carry out the collection of samples or other necessary works.

When it becomes clear that the defined analysis and testing has not been completed in some



4)
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items — It should be instructed to carry out analysis and testing of the said items, and if
necessary, it should be instructed to again carry out the collection of samples or other
necessary works.

When it becomes clear that analysis and testing was done using a wrong analysis and testing
method — The analysis and testing should be carried out again using the correct
analysis and testing method. It should be instructed to re-collect samples, if necessary.

Both cases a) and b) are given only as an example to the last, and therefore each case
should be appropriately judged and dealt with following the respective content of the
deviation. In addition, such actions for the prevention of recurrence as the review of
education and training program or others, according to necessity, should be taken.

Records should be preserved in a form from which the relationship between the content of
the deviation and the investigation, judgment and actions for the deviation is confirmed in the
future. These procedures should be documented.

2. 6 Change control

1)

a)
b)

d)

f)
9)

h)
i)

)

When procedures for analysis and testing duties are to be changed for some reason, a defined
procedure, which contains the following contents, should be documented in advance and the
change should be carried out following this procedure. In the meantime, the procedure after
b) should be carried out not only by the analysis and testing unit but by depending on results
of consultations with the quality unit and other related units.

Proposal for the change of procedures of analysis and testing duties. The proposal should
be made according to the pre-determined method.
Acceptance of the change proposal in the quality unit, and primary evaluation of the influence
of the said change.
Decision making for the action measures based on the content of change and the results of
influence evaluation. In the meantime, it may go directly to procedure f) in some cases
depending on the result of the said evaluation. The following are examples of evaluations

and actions:

In cases when words in sentences are to be corrected, no specific validity investigation
is needed if the content of procedures before the change is judged to be practically
maintained.
In cases when analysis and testing methods are to be changed, whether or not actions
such as re-validation or additional analysis and testing are necessary for the change
should be investigated; and if it is judged necessary, a plan for the analysis and testing
related to the said actions should be established.
In cases when it is judged that approval application or notification for the change is
required according to the Pharmaceutical Affairs Law, the fact should be notified to
related units.
The protocol related to the investigation of the validity of the change should be prepared
according to necessity. The protocol should contain standards for the evaluation of the
validity.
The investigation of the validity of the change should be conducted according to necessity.
A report about the results of the investigation should be prepared in a way that makes the
degree of influence of the change on the quality of products clear.
A draft for the content of the change should be prepared (if necessary, attach the reports,
etc. of the investigation of the validity of the change).
The content of the draft should be confirmed as the quality unit, and if the validity of the
change was investigated, the reports thereof should be evaluated as the final evaluation.
Approval or disapproval of the change by the quality unit.
The changes of all of the specifications and standards related to the change and the
revision and destruction of related procedures, etc. should be carried out.
Employees should be well informed with the content of the change, and education and



2)

3)

4)
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training for the implementation should be carried out.

All documents related to the change from proposal to approval, including the protocol and
report of the investigation of the validity related to the changes in analysis and testing
method, should be reviewed by related units and the approval from the quality unit should be
obtained.

When analysis and testing duties are to be implemented based on the approved change,
revision or destruction of related documents and education and training of employees, etc.
should be completed beforehand.

Works related to the change control of analysis and testing should be recorded; and the
records should be preserved. In addition, history records showing the changed date and
reasons of the change should be prepared and retained for all of the documents which were
changed so that time course of the change becomes clear.

2. 7 Self-inspection and internal audit

1)

a)
b)

c)
e)

2)

3)

4)

The analysis and testing unit should take the initiative in complying with GMP Ministerial
Ordinance on Drugs and Quasi-drugs and other laws, and should conduct, in addition to the
self-inspection specified in GMP Ministerial Ordinance on Drugs and Quasi-drugs, periodic
internal audit according to the predetermined procedures, in order to ensure that the part of
analysis and testing in the System for Control and Management of Quality are operated
appropriately.  Analysis and testing duties subjected to the self-inspection and internal audit
include the following duties. Meanwhile, concerning external testing institutions, refer to
section 2.8.

Judgment of results of analysis and testing.

Actions for the out-of-specification results of analysis and testing

Control of all serious deviations in analysis and testing.

Control of all changes in analysis and testing methods.

Implemented corrective actions (including actions for the results of previous self-inspection
and internal audit).

Those who perform internal audit should not be those who are engaged by themselves in
duties subjected to the internal audit, as a rule, similarly as in the case of the self-inspection
mentioned in the Enforcement Notification. Meanwhile, those who perform the
self-inspection or internal audit should be qualified in advance for the duties; and it is
desirable to establish a certification system for the qualification.

Results of the internal audit and subsequent corrective actions should be documented,
similarly as in the case of the self-inspection mentioned in the GMP Ministerial Ordinance on
Drugs and Quasi-drugs. In addition, they should be reported to responsible persons
concerned, in order to alert them to appropriate operation of the relevant parts of analysis and
testing in the System for Control of Quality Control.

Corrective actions related to the analysis and testing that are decided to perform according to
the results of self-inspection and internal audit should be implemented at an appropriate time,
and with an effective method, and if necessary, the subsequent effect should be confirmed.

2. 8 Confirmation items in the contract analysis

1)

a)

In cases when an analysis and testing specified in GMP Ministerial Ordinance on Drugs and
Quasi-drugs is entrusted to an external testing institution, the institution is subject to the
stipulations of the Ordinance; the institution should pay special attention to the following
points, in deep consideration of business form.

Prevention of contamination and cross-contamination of samples

10



b)
c)

d)

2)

3)

4)

5)

6)
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Maintenance of analysis and testing data traceability

Confirmation of actions for samples, and analysis and testing methods, in advance of the
implementation of the analysis and testing

Securing safe, and reliable methods for the transportation of samples

The contract-giver and contract-acceptor should prepare documents for the agreement
concerning the contract analysis. In the agreement, responsibility assignment of each party
for performing the analysis and testing specified in GMP Ministerial Ordinance on Drugs and
Quasi-drugs should be concretely described as well as those specified in Enforcement
Notification.

In the agreement document, the contract-giver should be given the privilege of inspecting the
contract-acceptor’s facilities in order to facilitate confirmation of the compliance with GMP
Ministerial Ordinance on Drugs and Quasi-drugs. The contract-giver should conduct the
periodic inspection on the external testing institutions and make evaluation; the targets of the
inspection and evaluation should include not only technological level of the analysis and
testing, but also whether or not predetermined procedures, etc. are appropriately performed
and also whether or not the contract-giver functions as the person concerned with the analysis
and testing parts in the System for Control of Quality Control.

Both parties of the contract-giver and contract-acceptor should conclude an agreement in
writing between them for storage condition of data of records related to the analysis and
testing performed at the external testing institution (the condition should be based on the
regulations in GMP Ministerial Ordinance on Drugs and Quasi-drugs or other related laws).
When it is decided that the external testing institution preserves raw data of the records
related to the analysis and testing, it should be made that the data are available for use
immediately upon request of the contract-giver.

Any of the changes related to analysis and testing methods or judgment criteria in external
testing institutions should not be implemented by its own judgment of the external testing
institution unless otherwise approved by the contract-giver.

In cases of the occurrence of a critical deviation related to analysis and testing or a result of
out of specification in the analysis and testing, both parties of the contract-giver and
contract-acceptor should conclude an agreement in writing in advance for the reporting
system of such occurrence.

3. Recommendation items for Technological Aspects

3. 1 Personnel and Training

1)

2)

3)

Employees who engaged in analysis and testing duties should be those who are well
informed of GMP and the quality system related to analysis and testing duties, and received
sufficient training corresponding to the content of duties.

The manager of an analysis and testing unit should objectively evaluate results of the training
performed for the employees in the analysis and testing unit, and perform periodic review of
the education and training program in order to appropriately reflect the review results on the
program. Items of the objective evaluation include, for example, confirmation of task
performance capacity or technological accomplishment level of the analysis and testing, or
confirmation of the consistency of training records of persons in charge of training and those
receiving training.

Corresponding to the degree of past history of receiving training and the degree of job
experience, a more professional education and training program should be imposed and the
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result thereof should be confirmed, if necessary, in consideration of the specificity of the
content of sampling or analysis and testing duties. Establishment of a certification system
for the qualification is one example for this confirmation.

Persons in charge of training who teach how to practice sampling, analysis and testing
operations, etc. by means of practical demonstration at sites should be those who have
sufficient experience and knowledge about the said duties. Since persons in charge of
training are expected to be able to convey knowledge and experience appropriately through
the training to trainees, it is desirable to qualify them by some type of qualification. And
this qualification is desirable to be renewed periodically, after the competency or fitness has
been evaluated based on the effect of the training or on others. Items for the evaluation of
competency, for example, include the degree of consistency of training records, results of
questionnaires of trainees, and the evaluation of training results of trainees by a third party,
etc. Objective evaluation is important in all evaluations.

All education and training programs, and training records and evaluation records of the
training performed based on the programs should be arranged each employee, and preserved.

3. 2 Facilities and Environment

1)

2)

3)

4)

A quality unit should have an analysis and testing room(s) of an appropriate environment that
can be used freely according to necessity, and sufficiently assures data reliability.

The analysis and testing room should be separate from manufacturing working places. If
analysis and testing for the process control is conducted in manufacturing working places, it
should be confirmed that manufacturing does not exert a undesirable influence on the
analysis and testing and in addition, the analysis and testing duties related to the quality
control do not exert an undesirable influence on the manufacturing and quality of products.

Requirements for the control of the analysis and testing room and the maintenance of
environment should be decided upon and documented in advance.

The analysis and testing room should be designed corresponding to the duties carried out
inside the room, by securing sufficient and appropriate space for preventing mix-up,
contamination, and cross-contamination from occurring and for storing collected samples and
analysis and testing records, etc.

3. 3 Grasping of Specifications and Standards

1)

2)

3)

In the analysis and testing unit, the latest specifications and testing methods for the products,
and labeling and packaging materials subject to the analysis and testing should be prepared as
documents, and the documents should be kept in a way that the employees who perform
analysis and testing duties can utilize them at any time.

Contents of the specifications and testing methods which are prepared as documents in the
analysis and testing unit should be consistent with the contents described in the Marketing
Approval Letter (Notification Letter) or official compendia (including self-imposed
specifications, if any). (It should be arranged so that referring to the master of the
Marketing Approval Letter (Notification Letter) is possible.)

In the analysis and testing unit, documents of the analysis and testing methods and judgment
criteria related to the in-process control, which is carried out as part of the manufacturing
control, should be prepared according to necessity. These analysis and testing methods and
judgment criteria, which are not defined in the Marketing Approval Letter (Notification
Letter) or official compendia, should be established based on the information obtained during
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the development stages.

The analysis and testing methods and judgment criteria related to the in-process control,
which is carried out as part of the manufacturing control, should also be reviewed and
approved by the quality unit similarly as in the case of the analysis and testing methods
related to the quality control specified in the Product Master Formula.

3. 4 Qualification Evaluation of Analysis and Testing Methods

1)

2)

3)

4)

5)

6)

All analysis and testing methods should be scientific and appropriate so that they can assure
the compliance of products, and labeling and packaging materials with pre-determined
specifications/standards.

All of the specifications and testing methods, including their changes, should be drafted by
an adequate unit, reviewed and subsequently approved by the quality unit.

The analysis and testing unit should confirm the validity of an analysis and testing method,
and the unit should also obtain such bases of the validity as validation data, etc. which were
acquired during the research and development stages in order to maintain the consistency of
the analysis and testing method. As for the analytical method used for the analysis and
testing, it should be confirmed that validation for the analytical method was performed
appropriately in consideration of attributes, etc. included in the ICH guidelines on validation
of analytical methods.

When an analytical method used in the analysis and testing is not described in the official
compendia including the Japanese Pharmacopoeia or in other published literatures, validation
for the analytical method should be done in an appropriate unit. The scope and degree of
the validation should be decided according to the object of the analytical method or the stage
of manufacturing process or others.

Qualification of all of the analysis and testing methods used for the analysis and testing,
including cases when an analytical method used in the analysis and testing is described in the
official compendia including the Japanese Pharmacopoeia or in other well recognized
literatures, should be verified under the actual condition (including equipment, instruments,
reagents and test solutions which are used) in the analysis and testing room, and accordingly,
records of the results should be prepared. Analysis and testing methods are occasionally
technology transferred: between a research & development unit and analysis and testing unit
at a manufacturing site; between plural numbers of analysis and testing units of
manufacturers; or between an analysis and testing unit in a research & development unit or at
manufacturing sites and external testing institutions. In any one of these cases, it is
important to confirm in advance about whether expected reasonable results are surely
obtained or whether precision of the analysis and testing has no problem, by implementing
the analysis and testing for obtaining data, using the equipment and instruments, reagents and
test solutions, and standard reference substances, all of which are expected to be used, under
a test environment in the analysis and testing room, to where the method is to be transferred,
prior to the actual business operation of the analysis and testing at the transferred place.

When the analytical method is to be changed, analytical method validation should be
implemented according to the degree of the said change. All of the changes implemented
for the said analytical method based on the results of the analytical method validation should
be documented, which should be preserved together with the protocol and reports of the
analytical method validation. The said reports should contain the reason of the change and
appropriate and concrete data in order to make possible verifying that it is possible to obtain
data by the changed method similarly and as accurate and reliable as the pre-changed
analysis and testing method.
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Documents of the latest analytical method validation on analysis and testing methods,
including data thereof, should be displayed in a way that employees who perform analysis
and testing duties can access them at any time when it becomes necessary.

3. 5 Equipment/Instruments and Calibration

1)

2)

3)

4)

5)

6)

7)

8)

3.6
1)

2)

In the analysis and testing room, equipment and instruments that are required for assuring
data reliability sufficiently should be installed.

In order to clearly indicate that it is in compliance with applicable control items, labeling on
equipment and instruments, etc. or other measures should be implemented in accordance with
necessity.

Duties related to calibration are allowed to be entrusted to external organizations under the
responsibility of the quality unit if they are defined so beforehand in quality control standard
code, etc.

At the time of calibration of equipment or instruments, etc., when there is a standard
procedure that makes inspection of the standards of weighing possible, such procedure
should be used.

The condition of the status of the calibration of important equipment and instruments can be
proven should be maintained. One example of the measures is placing a label indicating the
result of calibration and the next planned calibration date, etc. on equipment and instruments.

Equipment or instruments, etc. not complying with the calibration standard should not be
used. As measures to prevent the miss-use of such equipment or instruments, etc., one
example is placing a label indicating “not for use” on the equipment or instruments, etc. that
are not in compliance with the standards for calibration, or overrun the calibration period.

Operational performance confirmation of the equipment or instruments, etc. to be used
should be done using appropriate procedures including system suitability tests.

In cases where it becomes known that one piece of equipment or one instrument, etc. related
to critical analysis and testing items is deviated from the calibration standards, it is required
to make necessary investigations for judging whether or not the deviation has exerted
influence on results of the analysis and testing carried out using the equipment or
instruments, etc. since the previous calibration. One example method of the investigation is
to implement analysis and testing on products manufactured during the same said period by
using normal equipment or instruments, etc. in order to confirm the existence or
non-existence of problems in specifications of quality that were to be assured by the analysis
and testing performed with the use of the said equipment or instruments, etc.  If abnormality
should be found as a result of the investigation, actions should be taken quickly by having
discussion with a related section, etc., according to necessity.

Reagents / Test Solutions

Concerning reagents and test solutions, procedures concerning purchasing or procurement,
safety handling, preparation methods, storage, and use should be defined and documented in
advance.

Reagents should be controlled according to the procedures, and should be indicated by name,

safety information, storage condition, date of purchase, expiration date, and, if necessary, the
date of opening.
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Already prepared materials including test solutions should be controlled according to the
procedures, and records on the preparation should be prepared. The expiration date of the
already prepared test solutions, etc. should be established appropriately in consideration of
the characteristics and stability of the materials. Already prepared materials should be
indicated by name, preparation number or date of preparation, name(s) of person(s) who
prepared the materials, expiration date, and, if necessary, storage condition and conversion
coefficient, etc. It is also necessary to indicate name, etc. for containers of water for
analysis and testing, as well as dispensed solvents for analysis and testing.

Water for the analysis and testing of enough quality that does not exert influence on results of
analysis and testing should be secured. In cases when water for the analysis and testing is
purchased and used, the quality should be confirmed according to necessity, and records
should be prepared on it. In cases when water for the analysis and testing is manufactured
using in house equipment, the equipment should be maintained and controlled, and the
guality of water should be checked periodically; and records should be prepared for it.

Reagents and test solutions should be those that can be applicable to the analysis and testing,
and the samples. If necessary, the suitability of them should be evaluated beforehand.

For safely and stable handling of reagents, relevant laws and regulations should be abided by,
and at the same time, information related to the said reagents should be collected.

3. 7 Reference Standards Materials

1)

2)

3)

4)

5)

In order to prevent contamination and degradation, etc. of the reference standard materials
from occurrence, procedures for the purchase or other procurement methods, safety handling,
transportation, storage and use should be defined and documented.

Primary reference standard materials should be procured appropriately, and stored
according to the condition designated by the suppliers. When primary reference material is
accepted, a record on necessary items such as name, purity, safety information, storage
condition, where it is procured from, date of procurement, expiration date and others should
be prepared, and should be controlled after indicating necessary items on the containers in a
way that they can be easily identified. Reference standard materials (reference standards)
should be stored according to the pre-defined storage condition.

In cases when a primary reference standard cannot be procured from an officially authorized
supplier, an “in-house primary standard” should be established. The in-house reference
standard material should be prepared by implementing purification procedures, according to
necessity, on material procured appropriately. It should be confirmed that the material is the
said compound (“identification”) by determining the structural formula using nuclear
magnetic resonance spectroscopy and infrared absorption spectroscopy, etc. In addition, the
entity of impurities should be identified as much as possible, and after that, appropriate
analysis and testing should be implemented to absolutely prove the purity. Records on raw
materials, purification, identification and purity should be prepared and reserved.

When a primary reference standard is used, the object of the use and the amount of used
should be recorded, and the records should be preserved.

When a secondary reference standard is prepared, its lot suitability should be evaluated by
implementing the comparison with the primary reference standard prior to the first use of it.
In addition, the primary reference standard used in the comparison should be identified.
The secondary reference standard should be re-evaluated periodically according to the
procedures specified beforehand.
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During the period that the product is being shipped from the manufacturing site and used, the
reference standard material of necessary and sufficient amount for the analysis and testing
should be controlled in a way that the material is available anytime when it becomes
necessary.

3. 8 Planning of Analysis and Testing

1)
a)
b)
c)
d)
e)

2)

3)

5)

In the quality unit, following procedures that are necessary for analysis and testing duties
should be defined, and specified in written operating procedures, etc. in advance.

Procedures for concrete analysis and testing operations;

Procedures for sampling and for judgment of analysis and testing;

Procedures for the preparation and approval of the analysis and testing protocols or analysis
and testing instructions (hereinafter referred to as “the analysis and testing protocols, etc.”).
Procedures for the implementation of analysis and testing based on the analysis and testing
protocols, etc.
Other procedures necessary for the appropriate implementation of analysis and testing

Written procedures for analysis and testing operations should be prepared independently for
each product. Operating procedures of the analysis and testing room should be more
concrete and more specific in operational procedures than those generalized expressions of
analysis and testing seen in the Marketing Approval Letter (Notification Letter) or in official
compendia, so that it facilitates the easy implementation of accurate analysis and testing.

It is desirable to prepare written procedures by several employees. At the preparation, the
manager of analysis and testing unit, a person(s) who is qualified as a trainer (for example, a
person indicated in section 3.1-4) or a person(s) who is recognized as having equivalent
experience and technology level, and a person(s) who is well informed with the content of
analysis and testing should participate according to necessity. It is desirable that the
procedure prepared is reviewed by several persons (excluding the person(s) who prepared the
procedure) who have equivalent experience and a technology level as high as the person(s)
who prepared the procedure.

When preparing the analysis and testing protocols, etc., the following matters should be
confirmed.
Written procedures for the analysis and testing corresponding to samples are adjusted and
made available at any time for employees related to analysis and testing duties.
The validation data or suitability confirmation data related to analysis and testing methods
exist, and they are arranged in a way that employees in the analysis and testing unit can utilize
at any time necessary.
Equipment and instruments are those that correspond to the analysis and testing methods and
samples.
Reagents and test solutions are those that correspond to the analysis and testing methods and
samples.

In cases of contact analysis, a contract-giver’s approval for written procedures prepared for
independently for each product and the analysis and testing protocols, etc. should be
obtained. As for a plan for accepting samples, the contract-giver and the contract-acceptor
should sufficiently discuss and make an agreement for the procedures for acceptance and also
for action procedures at the time of the change of the procedures in advance.

3. 9 Sampling

1)

2)

Sampling methods should be scientific and appropriate for assuring that the products, and
labeling and packaging materials meet pre-determined quality standards.

In advance of implementing the sampling, a sampling plan should be prepared for each
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4)

5)

6)

7)

8)

9)

a)
b)

c)

d)
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implementation. The sampling plan should usually be prepared by an appropriate unit in
consideration of the production schedule, etc. Preparation is allowed as a part of analysis
and testing protocol. In cases of contract analysis, it is desirable to make an agreement
beforehand in details about: section for the preparation of the protocol for sampling; section
or person or title who performs the sampling; methods for the transfer-in and transfer-out of
samples; and schedule, etc.

The samples should be representative ones of the lot or control unit, and be appropriate for
the object of analysis and testing; and the ground thereof should be documented.

Sampling should be done by a person in the analysis and testing unit as a rule, however,
sampling by a designated person of the manufacturing unit, who has undergone necessary
training, is also allowed under the responsibility of the quality unit when there is an
appropriate reason, for example, in cases when the sampling must be done under aseptic
conditions or in cases when the sampling must be done depending on the condition of
process, etc. When the sampling is to be done by a person of the manufacturing unit, which
should be clearly mentioned in the quality control standard code, etc., additionally, in order
to secure the appropriate implmentation of the sampling, attention is required, for example,
by the manager of analysis and testing unit and the manager of the manfuacturing unit
keeping close communication regarding the matter.

At describing the sampling procedures in the quality control standard code, the procedures
should be established in consideration of the significance of products, and labeling and
packaging materials, dispersion of quality, past quality history of the suppliers, and necessary
amount for analysis and testing, etc. It is desirable to specify the procedures using
drawings, etc. showing sampling places according to necessity so that it facilitates the certain
implementation of the sampling.

At the time of implementing a change or giving a special instruction for the sampling amount
decided beforehand, it should be arranged so that such change or instruction is implemented
only after clearly describing the content and reason of the change in the sampling protocol,
and the recording of the works is surely done; and at the same time, special attention should
be paid in order to avoid mistakes in analysis and testing afterward.

The sampling should be done at a pre-determined place, using a procedure that prevents the
contamination of samples and the contamination to other raw materials, labeling and
packaging materials, and products.

Concerning the raw materials, labeling and packaging materials, and products from which
samples were taken, they should be controlled so as not to be used in the subsequent
manufacturing process or to be put in the market mistakenly, using some clearly
acknowledgeable measures, for example, by placing a label indicating * under analysis and
testing”.

Sampling should be done while paying attention to the following points:

If necessary, containers subjected to the sampling should be cleaned before the sampling.

If necessary, sampling should be done by aseptic sampling method using aseptic sampling
utensils.

When special conditions are established for sampling, the sampling should be done according
to the conditions. One example is a condition in which each sample collected from
upper, middle or lower parts of a container is prohibited to mix.

In order to prevent a mix-up of samples, a container for collected samples should be
indicated by necessary items including: name of sample, lot number or control number,
sampling date and name of sample collector, etc.
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e)  When sampling is complete for a container, the container should be indicated clearly that a
sample has already been taken (for example, by fixing a label indicating “under analysis and
testing”).

f) At the time of sampling for the in-process control, the integrity of the collected samples
should be assured.

3. 10 Control of Samples

1) The quality unit should take necessary action so that the appropriate sample distinction of
collected samples is done in order to avoid the mix-up with other samples. Placing a label
or bar-code indicating necessary items is an example measure for avoiding mix-up with other
samples.

2) Information for the appropriate sample distinction includes: name, lot number or control
number, number of the analysis and testing of sample, sampling date, name of sample
collector, sampling place, sampling amount, and storage condition, etc. This information
should be indicated on the sample container according to necessity. If necessary, it should
also be indicated whether it is before or after the implementation of analysis and testing, and
whether it was qualified or disqualified in the analysis and testing, etc.

3) The samples should be stored using a method for preventing contamination or
cross-contamination, under a storage condition specified for the prevention of degradation or
alteration. According to necessity, the control status of the temperature during storage
should be recorded, and records should be preserved.

4) The receipt and distribution, name of distributor, destination of the distribution, and date of
distribution should be recorded, and a record should be preserved.

5) In cases when analysis and testing are entrusted to external testing institutions, samples
should be transported by a safe and certain method, and a record on the acceptance of the
sample should be prepared and preserved. The control status of temperature during
transportation should be recorded according to necessity, and the records should be
preserved.

6) Prior to the implementation of analysis and testing, the person in charge from the analysis
and testing unit should confirm that the distributed samples are those corresponding to the
planned analysis and testing.

3. 11 Implementation of Analysis and Testing

1) The manager of the analysis and testing unit should establish in advance a procedure as to
how the person in charge of analysis and testing report the result of analysis and testing, and
obtain the approval of the quality unit.

2) The person in charge of analysis and testing duties should receive training about the
operational procedures of analysis and testing and understand them sufficiently, prior to the
implementation of the analysis and testing.

3) The person in charge of analysis and testing duties should implement the analysis and testing,
in accordance with the instructions from the manager, according to the analysis and testing
protocols, etc. as well as to the written procedures related to analysis and testing operations.
At the time of implementing analysis and testing, work sheets and flow charts, etc. should be
used according to necessity in order to make the implementation procedures certain.

4) All raw data obtained during the course of implementation of analysis and testing should be
confirmed by persons other than the person(s) in charge, and records on the confirmation
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should be prepared.

The person in charge in the analysis and testing unit should report the result of analysis and
testing, including those confirmation records by person(s) other than the person in charge, to
the manger in writing.

3. 12 Assurance of Results of Analysis and Testing

1)

2)

3)

a)
b)

d)

Person(s) other than the person in charge in the said analysis and testing unit should confirm
that the result of analysis and testing was obtained by implementing the specified analysis
and testing methods corresponding to the collected samples, according to the operational
procedures. Confirmation methods include confirmation of written procedures used for the
said analysis and testing, and review of records on the said analysis and testing, etc.

The quality unit should appropriately define in advance the specifications for the control in
addition to the specifications in the Marketing Approval Letter (Notification Letter) or in the
Japanese Pharmacopoeia or other official compendia, and use these specifications at the time
of the judgment of results of analysis and testing. The specifications for the control as well
as the specifications in the Marketing Approval Letter (Notification Letter) or in the Japanese
Pharmacopoeia or other official compendia, should be those that sufficiently assure the
quality of the products, and labeling and packaging materials subjected to the analysis and
testing, from statistics and other scientific prospects.

Having discussions with other related units about the out-of-specification in the results of
analysis and testing, the quality unit should define and document the procedures for the cause
investigation and counter measures as well as the responsibility and authority in advance for
the case. It is desirable to consider the following points, in consideration of the effects on
quality of products.

When an out-of-specification in the result of analysis and testing is confirmed, it should be
reported promptly to the manager of analysis and testing unit.

Upon receiving a report of the out-of-specification in the analysis and testing, including in the
case of discovery by oneself, the manager of analysis and testing unit should take actions
according to the pre-determined cause investigation and action procedures.

As initial actions, the analysis and testing unit should, for example:

Confirm the content of the result and make judgment promptly about appropriate action.

Make necessary communication with related units according to the procedures.

Investigate whether or not there are any deviations during the implementation of

analysis and testing concerning each of the results of out-of-specification, and take

records.

Perform the investigation to specify the scope of influence of the results of

out-of-specification.

When it becomes necessary to carry out the re-sampling or reanalysis and retesting after

the discovery of the results of out-of-specification, issue an instruction in writing.
The manager of analysis and testing unit should report the result of the cause investigation
carried out by the analysis and testing unit to necessary related units after, if necessary,
adding its opinions on whether or not a critical problem is present, etc. excluding cases
where it is defined in advance that the problem is allowed to be dealt with under his/her
own responsibility and authority. Examples of cases where the manager of analysis and
testing unit is allowed to deal with his/her own responsibility and authority include cases
when a problem is caused by simple cacography or minor mistakes in analysis and testing,
or similar matters.
In cases where there is a deviation whose influence on quality of products cannot be
denied or possibility of the influence is judged high by the analysis and testing unit, the
content and results of the cause investigation carried out by the analysis and testing unit,
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together with the opinions on the possible influence on the quality of products, should be
documented and promptly reported to the related units. Meanwhile, concerning external
testing institutions, refer to Section 2.8, Item 6.

The quality unit should review the content and results of all investigations and decide
whether it is approvable or not, prior to making a decision (yes or no) for the product
release from the manufacturing site. And, if it is necessary to impose improvement in
some points, necessary actions should be taken timely. Auditing on related unit(s) should
be done according to necessity.

Training should be carried out corresponding to the results of the out-of-specification in
the analysis and testing.

In cases of the implementation of analysis and testing, re-sampling or reanalysis and retesting
should not be carried out without reason. In cases when a re-sampling or reanalysis and
retesting is to be carried out based on a formal instruction, the reason or the reason and
actions in response to the results of the analysis and testing, respectively, should be recorded.

3. 13 Judgment and Reporting of Results of Analysis and Testing

1
a)

The quality unit should define the following items in written procedures and observe them.

Establishment of the judgment criteria and method of the acceptance or rejection of the analysis

and testing.

b)
c)

Reporting and approving of the result of judgment of the analysis and testing
Reporting and actions at the time of occurrence of the result of out-of-specification in the

analysis and testing.
d) Judgment of the necessity of the reanalysis and retesting.

e)
f)

2)

3)

4)

5)

b)

c)

Disposal of rejected products
Issuance of certificate of analysis

The manager of analysis and testing unit should review the reports from the person in charge
in the analysis and testing unit and make judgment about acceptance or rejection of the result
of analysis and testing. In the meantime, this acceptance or rejection judgment constitutes
the base for the approval or disapproval of the product release from the manufacturing site,
so the judgment criteria should be those that assure the compliance with the specifications in
Marketing Approval (Notification) Letter or in the Japanese Pharmacopoeia or other official
compendia.

In order to prevent mix-up, a container of the products, and labeling and packaging materials
subjected to the judgment should be indicated the result of the judgment whether it is
accepted or rejected, by fixing a label showing “qualified” or “not-qualified”, or by other
methods, so that clear distinction becomes possible.

The manager of analysis and testing unit should report the result of analysis and testing of
products and labeling and packaging materials, from which the judgment of acceptance or
rejection was made, to the quality unit. The reporting should be done according to the
predetermined procedures.

At the time of issuance of the certificate of analysis, the following items should be observed.

The quality unit should issue the certificate of analysis for each lot or control lots of the

product, or labeling and packaging materials, upon request.

The certificate of analysis should be made so that it can be clearly identified that it is a

certificate of analysis, and it should be indicated by: name of the object subjected to analysis

and testing; lot number or control number; specifications; numerical results (only when the

result of analysis and testing is numerical data); and judgment result, etc.

In the certificate of analysis, a person designated beforehand in the quality unit, should enter
the date and subscribe or apply a stamp/seal. It should be indicated by the name of the
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manufacturers (name of a juridical person, if it is a juridical person) (following to the
Enforcement Notification, if it is an external testing institution), etc., according to necessity.

3. 14 Control of Reference Samples

1)

2)

3)

4)

5)

It should be reminded that the reference sample is a reserve for the possible occasion of the
evaluation of quality of an already released lot in the future, and not for monitoring the
stability of the lot.

Products of drug substances:

The reference samples should be stored in a similar packaging form to the products of drug
substances, or be stored in a form that is protected equivalent to or greater than the packaging
form for normal release from the manufacturing site.

Products of drug products (for only those which are subjected to the qualification judgment
for product release into the market):

As a rule, the reference sample should be stored in the same packaging form as the marketed
products.

In order to avoid mistaken use, the reference samples should be labeled clearly so that there
is no confusion regarding sample identification.

All of the reference samples preserved should be controlled in a way that the history of each
of them becomes clear.

3. 15 Stability Monitoring

1)

2)

3)

4)

The plan for continuous monitoring of the stability should be established and implemented
for: the evaluation and confirmation of time-course stability of a product’s quality;
confirmation of the appropriate storage condition of drug substance products and retest date
or expiration date, etc. The implementation procedures for stability monitoring should be
established independently for each product and documented.

Items for analysis and testing of the stability monitoring should be those that are sufficient
for appropriate evaluation of the stability. Also, analysis and testing methods used for the
monitoring should be those which are implemented with analytical validation.

The samples used for the stability monitoring should be collected from the products in the
final packaging form (excluding intermediate products).  Collecting samples from
intermediate products packaged in a form that is guaranteed the stability is allowed, if there is
no problem. Concerning drug substance products, the samples should be stored in a
container of equivalent quality to the container for the marketing. For example, in cases
when a drug product is released from the manufacturing site after packaging in a fiber drum
having an inner bag as a primary container, the sample should be stored in a bag of the same
material or in a small scale drum having the same or identical composition of materials to the
marketing product (additionally, for details of the stability monitoring of the drug substances,
refer to the “Good Manufacturing Practice Guideline for Active Pharmaceutical
Ingredients™).

The stability monitoring should be carried out independently for each product and for more
than one lot per year as a rule (excluding cases when there is no production in that
corresponding year). In the meantime, the frequency of the analysis and testing should be at
level from which the stability is able to be evaluated sufficiently, and possible to increase or
decrease according to the accumulation of information, etc. related to the stability.
However, the base of the decision should be documented.

21



5)

6)

VRAHEERE 10 ESRM, - BN WP IR AP ELRSE  5 575N

The storage condition should be based on the regulations specified in the ICH stability
guideline, according to necessity.

In cases when it is judged that assurance of the shelf-life or expiration date may become
impossible as a result of the stability monitoring, evaluations of reference samples of other
lots should also be performed; and according to the results, appropriate actions should be
implemented.
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