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Guideline for Change Control System

1. Purpose

A stable supply of drug products with appropriate quality is the mission of drug
manufacturers and marketing approval holders. Approval matters for marketing
approval which are legal requirements for appropriate manufacturing and quality
control of an approved drug product contain manufacturing methods and control
measure/control values etc. of manufacturing processes, but the contents are based on
the limited information obtained during drug development stages before the product
application was made. Knowledge of the manufacturing process and product quality will
be accumulated over the period of manufacture after the acquisition of approval until the
day of marketing termination. Therefore, it would clearly be useful to apply this
information and strive to optimize the manufacturing process and raise the levels of
manufacturing and quality control, in association with progress in scientific technology,
to achieve continuous improvement of matters related to product quality. However, these
actions are regarded as “Change” in GMP, which is required for appropriate control from
the aspects of quality assurance and a stable supply of drug products. This is defined as
“Change Control” in GMP.
This guideline is intended to present basic principles on and matters to be considered

when implementing a Change Control system.

2. Scope
This guideline should be applied to any changes related to GMP that occur during the
period from the acquisition of approval for a drug product until the day of termination of

the marketing of the product.

3. Definition of Change Control

3. 1 Specification in GMP Ordinance

In Article 14, Change Control, of the “Ministerial Ordinance on Standards for

Manufacturing Control and Quality Control for Drugs and Quasi-Drugs” (GMP

Ordinance) , it is specified in the following manner:
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GMP Ordinance (Change Control) Article 14

The manufacturer, etc. shall, in case where any change will be made in the
manufacturing procedure, etc. which could affect the quality of the products, have the
person designated beforehand conduct the following duties in accordance with the
documented procedure, etc.

(1)To evaluate effects on the quality of the products due to such change, to be approved
by the quality department with respect to the change being made based on the results
of the evaluation, and to establish and maintain records of the evaluation and
approval, and

(2)To revise relevant documents, to train the personnel and to take other necessary

action in case where any change is made upon approval of the quality department

specified in the provision of preceding Item(1).

3. 2 Changes and Change Control in this Guideline

In this Guideline, “change” shall mean changes of buildings and facilities, procedures,
or methods for processing, manufacturing control and quality control in a plant, namely,
the changes in items specified in accordance with the GMP.

Change Control is a series of steps for maintaining a continuous supply of products of

proper quality, at the time of implementing a change, by evaluating effects on the quality
of the products due to the change and by providing training on appropriately revised
procedures. Change Control usually requires changes in documents to be prepared in
accordance with the GMP, which must be carried out systematically and continually; this
changing of documents is a management element of the GMP system. That is, in this
series of actions, not only optimization of manufacturing processes, streamlining and
efficiency improvement of the system of manufacturing control procedures, but also
establishing the GMP system, changes and control of standards and procedures used for
the maintenance of actions become targets of the change control.
These guidelines, therefore, address all of the changes as Change Control, but do not
address Partial Change Application or Minor Change Notifications of Approved Matters
which are controlled by the Pharmaceutical Affairs Law depending on the existence or
non-existence of the description in Drug Approval Letter or Drug Approval Documents

3. 3 Change Control during Development Stages

In “Guidelines for Quality Risk Management”, Ministerial Notification No.0901004 by
the Director, Evaluation and Licensing Division, Pharmaceutical and Food Safety
Bureau, MLHW, dated September 1, 2006, the life-cycle of a drug is defined as the entire
process of a product’s lifespan extending from the early development stage through
marketing to the termination of manufacturing/marketing. During the development
stage, changes are frequently imposed based on the information obtained in various

studies, with the intent of establishing optimal methods for manufacturing control and
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quality control which will be used for post-marketing of the drug product. These changes
should be handled more flexibly in comparison to post-marketing products, but should be
controlled appropriately because it is an important stage, for the establishment of
product quality, and for verifying the basis of establishing quality specifications for
marketing of the product and the consistency of developments and it will provide useful
information for the study of Change Control of post-marketing products.

These guidelines target Change Control related to post-marketing products, and are
not intended to be applied directly to Change Control of drugs in development stages.
However, proper application of these guidelines to products under development is

allowed.

4. Cause of Change

In order to maintain a continuous, stable supply of a drug product of appropriate
quality during the period from the initial marketing process stage, after validation and
approval acquisition, to the termination of manufacturing/marketing, i.e., during the
life-cycle of a drug, it is required that Change Control be implemented where necessary
due to the following conditions and causes:

(1) When accumulation of data on the repeatability of the manufacturing process and
quality in the transition stage from validation to commercial production is
started. In some cases, minor adjustment of procedures etc., within the scope of
approval, may become necessary after implementing initial deviation control and
correction.

(2) When there is a plan to improve quality control and streamline production by
enhancing the stability of the process using periodic reviews of process control,
trend analysis of control requirements and correction of deviation. In addition, it
may occasionally become necessary to take actions to increase or decrease
production scales following changes in market demands or in
equipment/instruments.

(3) When a study is conducted for improvement of drug formulations, process
streamlining, technology innovation, equipment renewal or contract
manufacturing, reflecting progress in scientific technology and the transition of
medical practices.

(4) When changes of manufacturing scale or contract manufacturing become
inevitable for a drug product under conditions in which the termination of
manufacturing/marketing is considered to be due to the transition to new drug
products and/or new medical practices in the field of medical treatment, for which

the product is approved for use, and the production amount decreases.
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Needless to say, changes in manufacturing scale, changes in raw materials and other
materials, and renewal of equipment, which may be considered over the entire
aforementioned period, are subjects of Change Control. Furthermore, corrective actions
in Deviation Control, preventive actions based on causal investigations, and actions for
improvement of unexpected fluctuations with the information obtained through periodic
review and trend analysis, etc. are recommended as a measure for stabilizing the process
and quality in order to maintain a continuous supply of drug products of appropriate
quality. Furthermore, these actions are considered to be taken rather voluntary and
actively. At the time of these actions, improvement or updating of the manufacturing
process or testing methods may be implemented reflecting the latest technological

innovations.

5. Product Quality and Change

For product manufacture, it is required that manufactured products consistently meet
the specifications under appropriate manufacturing control in order to insure quality
exceeding a certain level, based on the manufacturing methods at the time of approval.
Targeted use of each drug product and the quality suited for use are established through
evaluations in clinical studies etc. during development stages. Therefore, when
evaluating the impact of a change on quality, it is necessary to sufficiently consider the
quality established during the development stage and the targeted function.

Quality, specification and testing method are defined as follows:

Quality

@ The suitability of either a drug substance or drug product for its intended

use. This term includes such attributes as the identity, strength, and purity.

“Guideline for SPECIFICATIONS: TEST PROCEDURES AND ACCEPTANCE
CRITERIA FOR NEW DRUG SUBSTANCES AND NEW DRUG
PRODUCTS:CHEMICAL SUBSTANCES” , Ministerial Notification No.568 by
Director, Evaluation and Licensing Division, Pharmaceutical and Medical Safety
Bureau, MLHW, dated May 1, 2001 (Q6A)

@ The degree to which a set of inherent properties of a product, system or
process fulfills requirements “Guidelines for Quality Risk Management’,
Ministerial Notification No0.0901004 by Director, Evaluation and Licensing
Division, Pharmaceutical and Food Safety Bureau, MLHW, dated September 1,
20086, (Q9)

Specification and testing method
@1 list of tests, references to analytical procedures, and appropriate

acceptance criteria which are numerical limits, ranges, or other criteria for the
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tests described. It establishes the set of criteria to which a drug substance or
drugproduct should conform to be considered acceptable for its intended use.
“Guidelines for Specifications and Testing Methods of New Drug Products”,
Ministerial Notification No.568 by Director, Evaluation and Licensing Division,
Pharmaceutical and Medical Safety Bureau, MLHW, dated May 1, 2001 (Q6A)

@ "Conformance to specifications” means that the drug substance and / or drug
product, when tested according to the listed analytical procedures, will meet the
listed acceptance criteria. “Guidelines for Specifications and Testing Methods of
New Drug Products’, Ministerial Notification No.568 by Director, Evaluation and
Licensing Division, Pharmaceutical and Medical Safety Bureau, MLHW, dated
May 1, 2001 (Q6A)

As is mentioned in the Guidelines for Specifications and Testing Methods of New Drug
Products”, Ministerial Notification No.568 by Director, Evaluation and Licensing
Division, Pharmaceutical and Medical Safety Bureau, MLHW, dated May 1, 2001
(Q6A), the quality of drug substances and drug products is decided based on design,
development, in-process control, GMP control and validation of the manufacturing
process, as well as on specifications established during the period starting from
development until actual production.
Furthermore, the specification is one of the measures of control of drug substances and
drug products for securing product quality and consistency. Therefore, it 1s said that each
item of the specifications should be selected for the confirmation of appropriateness of
quality rather than widely demonstrating the characteristics of drug substances and
drug products, focusing on characteristics that are useful for securing the safety and
efficacy of these substances and products.

The specification should be established as a result of thorough analysis of product
characteristics based on experience and data accumulated during the development
stages of new drug substances or new drug products. Its appropriateness should be
verified based on relevant data obtained during the development stages, standards
specified in the Japanese Pharmacopoeia, test data of the lots of drug substances and
drug products used in toxicity tests and clinical studies, and results of accelerated and
long-term stability tests. Furthermore, these guidelines also emphasize the necessity of
reviewing the initially-approved specifications and testing methods and judgment
criteria at an appropriate time after starting actual production of the drug substance or
drug products when considerable experience and more data are obtained because data
that can be used at the time of approval application are limited.

When considering which element is important for securing product quality, it is
advised to consider quality after dividing it into two categories, 1.e. manufacturing
quality and design quality, as was done in the Japanese Industrial Standards (JIS)

7Z8101. Concerning the relationships among product quality, manufacturing quality and
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design quality, the concept can be expressed as shown in the following diagram.

Quality of Product
. 1
. |
" : Manufacturing
Design Qual o> ‘
e ty Quality
] 1
Facilities
Patient's Product Basic Design Detailed Design Equipments Product
Needs > Concept —¥| of Product ™ of Product »  Proc ¥ | Characteristics
Utilities
| $
Specifications

Basic Requirements related to Efficacy,
Safety and Stability confirmed through
Product Design at Early Development and

GMP Requirements directly related to
Commercial Production

Clinical Studies “Manufacturing/Quality Control ltems confirmed
by Industrialization Research and Validation

o

Scope of Application of Routine Change Control of GMP

Design quality is a product’s characteristics, basic requirements of which are
certified efficacy and stability proven in clinical studies etc., from the aspects the of
“to the which extent a specific product includes the desires of patients and medical
practices”. Manufacturing quality can be understood as a product’s characteristics
realized during the manufacturing process in a manner that satisfies design quality. In
contrast, approved specification is the representative selected from the items that
embody product quality, and from characteristics that specify the allowable limits.
These differences should be realized again.

The point of manufacturing quality is “how correctly the design quality is
materialized, and materialized repeatedly”, and manufacturing quality manifests
repeatedly in a respective lot among produced lots as a characteristic that has a
certain level of dispersion and fluctuation. In commercial manufacturing, stable, and
accurate repeatability of quality is important. Because it is difficult to confirm the
characteristics and function of an individual product during use,, pharmaceutical
manufacturers are required to control product quality during the manufacturing
stage in compliance with the GMP, and to provide controlled products.
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