[Annex 17]
MANUFACTURE OF DRUG PRODUCTS

1. Quality Management
1.1 Principles
A. The manufacturer shall ensure that the medicinal product is suitable for the intended use and conforms
to the requirements of product approval (notification) so as to be manufactured in a manner that there
would not be a risk of safety, quality or effectiveness to the patient.
B. Achieving the quality objective is the responsibility of manufacturer’s management team and requires
the involvement and contribution of all employees of relevant departments within the company, suppliers
and distributors.
C. To achieve a reliable quality objective, it shall be necessary to design and implement the quality control
system including good manufacturing practices (GMP) for medicinal products and quality risk
management in a comprehensive manner.
D. The quality control system shall be sufficiently documented, and its effectiveness shall be evaluated.
E. In all areas of the quality control system, competent workers and adequate and adequate facilities,
equipment and machines (devices) shall be provided.
F. Manufacturer and authorized officers are legally responsible for complying with the provisions of
relevant laws and regulations.
G. The basic concepts of quality assurance, good manufacturing practices (GMP) for medicinal products,
quality risk management shall be interrelated. Their relationship is important in manufacture and quality
control of medicinal products.

1.2 Quality Assurance
A. Quality assurance is a broad concept that encompasses all matters that affects the quality of medicinal
products either individually or comprehensively.
B. Quality assurance is the sum of systems that are organized for the purpose of ensuring the quality of
medicinal products.
C. Quality assurance also includes other factors besides the good manufacturing practices (GMP) for
medicinal products.
D. The quality assurance system that is appropriate for the manufacture of medicinal products shall ensure
the following:
1) Medicinal products shall be designed and developed considering the requirements of the good
manufacturing practices (GMP) for medicinal products.
2) Work regarding the manufacture and management shall be clearly prescribed, and the good
manufacturing practices (GMP) for medicinal products shall be applied.

3) Management responsibility shall be prescribed clearly.
4) Measures to manufacture, supply and use suitable starting materials and packaging materials shall
be prepared.
5) All management needed for intermediate products and management and validation during other
processes shall be carried out.
6) The finished product shall be suitably produced and inspected according to the prescribed
procedures.
7) Medicinal products shall not be sold or supplied prior to approval by the competent authority in
terms of product approval (notification) according to the regulations related to the manufacture,
management, and lot lease.
8) Proper measures shall be taken to ensure that the medicinal products are stored and distributed so
that the quality is maintained during the use-by (expiration) date.
9) Self-inspection shall be carried out to periodically evaluate the effectiveness and applicability of the
quality assurance system.

1.3 Good Manufacturing Practices (GMP) for Medicinal Products
A. Good manufacturing practices (GMP) for medicinal products are part of a quality assurance system that
ensures that medicinal products are manufactured and managed consistently according to the quality
standards that are adequate for the purpose of medicinal products and the requirements of product
approval (notification) and product specifications.
B. Good manufacturing practices (GMP) for medicinal products shall be related to both manufacture and
quality control.
C. The basic requirements of good manufacturing practices (GMP) for medicinal products shall be as
follows:
1) All manufacturing processes shall be clearly defined and systematically reviewed in the light of
experience, and demonstrate the ability to consistently produce medicinal products with the required
quality which meet the criteria.
2) Validation shall be conducted for critical steps and significant changes in the manufacturing process.
3) All facilities required for the good manufacturing practices (GMP) for medicinal products shall have
the following:
a) Workers who are adequately qualified and trained;
b) Sufficient facilities, equipment and space;
c) Appropriate machines (devices) and subsidiary facilities;
d) Proper products, containers and labeling;
e) Approved procedures and instructions;
f) Proper storage and shipment.

4) Instructions and procedures shall be clear and unambiguous and especially written in the form of
instructions that can be specifically applied to the corresponding facilities.
5) Workers shall be trained to perform procedures properly.
6) Records verifying that all steps required by designated procedure and instruction documents are
actually carried out and that the quantity and quality of medicinal products are manufactured as
expected shall be completed by hand, using a recording device or both. All significant deviations
shall be recorded and investigated.
7) Manufacturing batch records capable of tracking the entire history of batches including sales shall
be stored in a comprehensive and accessible format.
8) All risks to the quality that can occur during the distribution of medicinal products shall be
minimized.
9) There shall be a system to recall specific batches of medicinal products that are available in the
market.
10) Complaints about products that have come into the market shall be investigated; causes of quality
defects shall be identified; and proper measures shall be taken to prevent the recurrence of defective
products and the defects.

1.4 Quality Control
A. Quality control is part of the good manufacturing practices (GMP) for medicinal products related to
the sampling, specifications and testing, organization, documentation and shipping procedures.
B. The shipment procedure ensures that the product is not used until the necessary relevant tests are
actually carried out and the quality is determined to be appropriate and that the medicinal products are
not shipped to be commercially available.
C. The basic requirements of quality control shall be as follows:
1) There shall be proper facilities, trained workers and approved sampling procedures, inspection, and
testing of starting materials, intermediate products, bulk products before packaging, and finished
products and for monitoring of environmental conditions in compliance with the good manufacturing
practices (GMP) for medicinal products.
2) Samples of starting materials, packaging materials, intermediate products, bulk products and finished
products shall be collected by the workers approved by the quality control department according to
the approved methods.
3) The test methods shall be validated.
4) Records verifying that all required sample collections, tests and test procedures are actually carried
out shall be completed by hand, using a recording device or both. All deviations shall be recorded
and investigated.
5) The drug products shall include an active ingredient based on the composition in the items of product
approval (notification); shall conform to the purity requirement; and shall be labeled accurately after

being put into an appropriate container.
6) Records shall consist of test results, and tests on raw materials, intermediate products, bulk products
before packaging, and finished products shall be evaluated by comparing with the standards. The
evaluation of the product includes the review and evaluation of documents related to the manufacture
and the evaluation of deviations from the prescribed procedures.
7) Medicinal products of all batches that are shipped shall not be shipped to the market before they are
approved by the competent authority that they are in conformity with the relevant approval
requirements.
8) Sufficient reference samples of starting materials and finished products shall be stored so that tests
can be carried out for medicinal products if necessary. And the storage samples of finished products
shall be kept in the final packaging form unless produced in large packages.

1.5 Product Quality Assessment
A. A quality assessment shall be conducted on a regular basis over a certain period, or if necessary, on all
licensed medicinal products including exported products. In order to identify all trends and verify
improvements in products and processes, the consistency of existing processes and the adequacy of
current standards of starting materials and finished products shall be verified through a quality
assessment.
B. In general, it shall be conducted and documented annually, taking into account the matters of the
previous evaluation and shall include, at a minimum, the following:
1) Review of packaging materials and starting materials used in the product (especially when delivered
by a new supplier);
Review of the results of management and testing of finished products among critical processes;
2) Review of all batches not complying with the established standards and the investigation thereof;
3) Review of all significant deviations or noncompliance and related investigations and the effectiveness
of corrective and preventive measures;
4) Review all changes related to the process or test methods;
5) Review of applications, approvals, and rejections related to changes in the product approval
(notification) of medicinal products (including matters related to the importing country of exported
medicinal products);
6) Review of the results and all abnormal trends of a stability monitoring program;
7) Review of returns, complaints, and recalls related to the quality and investigations conducted at that
time;
8) Review of adequacy of all corrective measures about the product process or machines;
9) Review of the compliance after the product approval (notification) and post-marketing;
10) Status of the suitability assessment of relevant machines and supporting equipment such as an air
handling unit, water for pharmaceutical use, compressed gas, etc.

11) Review of the terms of contract as prescribed in Section 7 to verify that all contractual terms reflect
the matters of current license and good manufacturing practices (GMP) for medicinal products
C. Manufacturer and marketing authorization holder shall evaluate the results of the above quality review
and determine whether corrective and preventive measures or revalidation is necessary. The cause of
such corrective measures shall be documented. The corrective and preventive measures that have been
determined shall be completed in a timely and effective manner. There shall be procedures for ongoing
management and evaluation of corrective and preventive measures, and the effectiveness of these
procedures shall be confirmed during the self-inspection process.
D. If it is scientifically reasonable, the quality assessment may be carried out by grouping into product
types such as solid, liquid, aseptic preparations, etc.
E. If the marketing authorization holder is not a manufacturer, there shall be a contract stating
responsibilities of each contracting party with regards to conducting a quality assessment.
F. The manufacturer's authorized officer and the marketing authorization holder shall ensure that the
quality assessment is carried out in a timely and accurate manner.

1.6 Quality Risk Management
A. Quality risk management is a system for evaluating, managing, sharing, and reviewing the risks of the
medicinal products quality.
B. Quality risk management can be carried out preliminarily or retrospectively.
C. The quality risk management system shall ensure the following:
1) Risk analysis about quality shall be based on scientific knowledge and an experience in the process.
This shall ultimately lead to the protection of patients.
2) The level of effort, formalization and documentation of the quality risk management process shall be
determined in proportion to the level of risk.

2. Workers
2.1 Principles
As the establishment and maintenance of an adequate quality assurance system and the proper manufacture
of medicinal products depend on the person, there shall be a sufficient number of qualified workers to
perform all the tasks that the manufacturer must adhere to. Responsibilities of each worker shall be clearly
understandable by the worker and be recorded. All workers shall understand the principles of good
manufacturing practices (GMP) for medicinal products and receive the necessary initial and continuing
education, including the sanitation control.

2.2 General Information
A. The manufacturer shall ensure that there is a sufficient number of workers with necessary qualifications
and work experiences and shall not give them any excessive liability that can adversely affect the

quality of products.
B. The manufacturer shall have an organizational chart.
C. The specific duties of officers shall be described in job descriptions, and the officers shall have proper
authority to perform their responsibilities. The officer may delegate part of the duties to a designated
person with sufficient qualifications, if necessary, with the exception of major duties such as approval
of product shipment, production instructions, etc. However, in the case of delegating the duties, it shall
be verified regularly whether the duties are properly performed. Responsibilities related to the
application of the good manufacturing practices (GMP) for medicinal products shall not be omitted or
duplicated unless there are inevitable reasons.

2.3 Principal Workers
A. The principal workers include the head of the production department and the head of the quality control
department. Normally, full-time workers shall be in charge of major positions. The head of the
production department and the head of the quality control department shall be independent of each
other.
B. The responsibilities of the head of the production department shall be as follows:
1) Ensure that products are manufactured and stored in accordance with the appropriate documentation
to obtain the required quality;
2) Approve instructions relating to the production operations and ensure that they are strictly followed;
3) Ensure that the manufacturing batch records are evaluated and signed before being sent to the quality
control department;
4) Verify the maintenance of facilities, equipment and machines of the production department;
5) Ensure that proper validation is conducted;
6) Ensure that the initial and continuing training which is required of the employees in the production
department is carried out and that the training is adjusted as necessary.
C. The responsibilities of the head of the quality control department shall be as follows:
1) Determine whether the starting materials, packaging materials and intermediate products, bulk
products before packaging and finished products are suitable or unsuitable;
2) Evaluate the manufacturing batch records;
3) Ensure that all necessary tests are performed;
4) Approve the specifications, sampling instructions, test methods and other quality control procedures;
5) Approve and inspect all test consignees;
6) Verify the maintenance of facilities, equipment and devices of the quality control department;
7) Ensure that proper validation is conducted;
8) Ensure that the initial and continuing training which is required of the employees in the quality control
department is carried out and that the training is adjusted as necessary;
9) Other responsibilities of the quality control department are described in Section 6 (Quality Control).

D. The head of the production department and the head of the quality control department shall be
responsible for generally sharing in part or implementing jointly with regards to the quality. These
responsibilities may include the followings that are prescribed by relevant regulations:
1) Approval and revision of documented procedures and other documents;
2) Inspection and management of the manufacturing environment;
3) Manufacture hygiene control;
4) Process validation;
5) Education;
6) Approve and inspect suppliers of raw materials;
7) Approve and inspect contract acceptors;
8) Designate and inspect storage conditions of raw materials and products;
9) Maintain records;
10) Inspect the compliance with the good manufacturing practices (GMP) for medicinal products;
11) Inspect the factors that may affect the product quality and collect samples.

2.4 Education and Training
A. Manufacturers shall conduct a training for all workers (including technicians, maintenance and
cleaning workers) entering the production area or the quality control laboratory for their work and
workers who may affect the quality of products.
B. New workers shall be adequately trained in performing their assigned tasks besides the basic education
on theories and practices of the good manufacturing practices (GMP) for medicinal products. In
addition, they shall receive a continuous education, and the practical effects of the education shall be
evaluated periodically. An educational program shall be prepared and properly approved by the head
of the production department or the head of the quality control department. Education records shall be
kept.
C. Workers who work in hazardous areas such as the clean zone or areas where highly active, toxic,
infectious or sensitive materials are handled shall receive a separate training that is necessary for this.
D. Visitors or workers who have not received education shall preferably not enter the production area or
the quality control area. If there are unavoidable reasons, explanations about the personal hygiene and
designated protective clothing shall be provided in advance, and they shall be supervised thoroughly.
E. During the education, all measures to improve understanding and implementation of the concept of
quality assurance shall be fully handled.

2.5 Hygiene of Workers
A. A specific hygiene management program shall be established and applied according to the matters
required by the manufacturing site. The hygiene management program shall include procedures related

to the health, hygiene standards and work clothes. Everyone who enters and leaves the production area
and the control area shall understand and strictly adhere to these procedures. Management shall
encourage the hygiene management program, and the hygiene management program shall be addressed
extensively during the curriculum.
B. All workers shall receive a medical examination when hired as new employees. The manufacturer shall
be responsible for arranging procedures to report the status of worker's health which is related to the
quality of products. If it is necessary for work and the personal health, medical examinations shall be
conducted after the initial medical examination.
C. Utmost care shall be taken so that workers with infectious diseases or workers who have unhealed
wounds in the exposed part of a body are not involved in the manufacture of medicinal products.
D. All workers entering and leaving the production area shall wear a protective clothing that is appropriate
for the work being performed.
E. Eating, drinking, chewing a gum or smoking shall be prohibited in the production area and the storage,
and food, beverages, cigarette, or personal medicines shall not be stored. In general, unsanitary
practices that can adversely affect the product in the manufacturing or other areas shall be prohibited.
F. The worker's hand shall not be in direct contact with all parts of machines which are in contact with
the product and where the product is exposed.
G. Workers shall be instructed to wash their hands.
H. All specific requirements for the manufacture of special preparations such as the aseptic preparations
shall comply with relevant regulations.

3. Facilities, Equipment and Machines (Devices)
3.1 Principles
Facilities, equipment and machines (devices) shall be arranged, designed, constructed, adjusted and
maintained in accordance with the work being performed. The arrangement and design of facilities,
equipment and machines shall be done in such a way so as to minimize the risk of errors and to allow
effective cleaning and maintenance so that cross-contamination, accumulation of dusts or contaminants, and
adverse effects on the overall product quality can be prevented.

3.2 Facilities, Equipment
3.2.1 General Information
A. As a means of protecting production, facilities and equipment shall be placed in an environment where
the risk of contamination of raw materials or products is minimal.
B. Facilities and equipment shall be carefully maintained to ensure that the repair and maintenance
operations do not pose a risk to the product quality. Facilities and equipment shall be cleaned
according to the detailed procedures that are documented and sterilized, if applicable.
C. Lighting, temperature, humidity and ventilation shall be adequate and shall not adversely affect,

directly or indirectly, the correct operation of the manufactured or stored medicinal products or
machines.
D. The facilities shall be designed and have necessary equipment to ensure that insects or other animals
cannot enter as much as possible.
E. Measures shall be taken to prevent the access of unauthorized people. Production area, storages, and
quality control areas shall not be used as a passage for workers who do not work at the corresponding
site.

3.3 Production Area
A. To minimize the risk of serious medical hazards resulting from the cross-contamination, dedicated
enclosed facilities shall be used for the manufacture of certain medicinal products such as highly
sensitive substances (e.g.: penicillin, cephalosporin, etc.) or biologicals (e.g.: formulations derived
from live microorganisms).
B. The manufacture of specific products such as other highly active medicinal products, goods other than
medicinal products, etc. under Section 5 shall not be carried out in the same facility. Specific
precautions shall be taken for these products only in exceptional circumstances, and when necessary
validation is carried out, it may be manufactured at the same facility.
C. Toxic products such as insecticides and herbicides shall not be manufactured in facilities where
medicinal products are manufactured.
D. If possible, facilities and equipment shall be arranged in such a way that they can be manufactured in
an area that is connected in the proper sequence based on the order of work and cleanness.
E. There shall be a sufficient work space and a storage space for intermediate products during the
manufacturing process so that the machines and goods can be arranged in an orderly and reasonable
manner. This is to minimize the risk of confusion among other medicinal products or components,
avoid cross-contamination, and minimize the risk of omitting or misapplying manufacturing or
management steps.
F. If the starting materials and primary packaging materials, intermediate products or bulk products
before packaging are exposed to the environment, the surfaces of walls, floors and ceilings shall be
smooth, and the connective areas shall be free of cracks and crevices, without generating particles.
During cleaning or when necessary, disinfection shall be easy and efficient.
G. Piping, lighting components, ventilators and other subsidiary facilities shall be designed and arranged
so that they do not create secluded areas that are difficult to be cleaned. Also, it should be accessible
from outside the work area for maintenance.
H. The drains shall be of an adequate size and equipped with a device to prevent backflow. Open channels
shall be avoided wherever possible, but if necessary, they shall be shallow to facilitate cleaning and
disinfection.

I.

Production area shall be ventilated effectively using a proper air handling unit (including temperature
and, if necessary, humidity and filtration), for the pertinent product, work, and the external
environment.

J. In general, the weighing of starting materials shall be carried out in a separate weighing room designed
for weighing purposes.
K. When dusts are generated such as the sampling, weighing, mixing, and packaging of dry products,
specific measures shall be taken to avoid cross contamination and facilitate cleaning.
L. Facilities and equipment for packaging medicinal products shall be specially designed and arranged to
prevent confusion or cross-contamination.
M. Lighting in the production area [especially where on-line naked-eye examination is performed] shall
be sufficiently bright.
N. Management during the process may be carried out in the production area if it does not pose any risk
to the production.

3.4 Storage
A. The storage shall have a sufficient space to store various types of goods and products such as starting
materials and packaging materials, intermediate products, bulk products before packaging, finished
products, isolated products, products whose shipment is approved, noncompliant products, returned
products, recalled products, etc.
B. The storage shall be designed or adjusted to ensure adequate storage conditions. In particular, the
storage shall be clean and dry and maintained within the proper temperature standards. When special
storage conditions are required for temperature, humidity, etc., these conditions shall be provided,
verified and monitored.
C. The unloading area shall be able to protect the goods and products from being affected by the weather.
The warehousing area shall be designed and equipped with devices so that the containers of the goods
being warehoused can be cleaned before being stored if necessary.
D. If an isolated status is guaranteed by a compartmentalized area, this area shall be clearly marked and
be accessible only by authorized workers. All systems that replace physical isolation shall provide an
equivalent security.
E. Generally, there shall be a compartmentalized area for collecting samples of starting materials. When
sampling is carried out in a storage, it shall be carried out in such a way as to prevent contamination
or cross-contamination.
F. Raw materials or products that are not conforming, recalled, or returned shall be stored in an isolated
area.
G. Highly active raw materials or products shall be kept in a safe and controlled areas.

H. Because printed packaging materials are important to the suitability of medicinal products, special

precautions shall be taken to ensure a safe and secure storage.

3.5 Quality Control Area
A. In general, the quality control laboratory shall be separated from the production area. This is especially
important for laboratories that manage biologicals, microorganisms and radioactive isotopes, and each
of these shall be separated.
B. The quality control laboratory shall be designed properly for the work being performed. Sufficient
space must be provided to prevent confusion and cross-contamination. There shall be an adequate and
sufficient space to store samples and records.
C. If necessary, separate work rooms can be installed to protect sensitive machines from vibration,
electrical interference, humidity, etc.
D. Laboratories dealing with specific substances such as biologicals or radioactive samples shall need
separate requirements if there are relevant regulations.

3.6 Auxiliary Area
A. The break room and the restaurant shall be separated from other areas.
B. Dressing rooms, washing facilities and bathrooms shall be easy to use and adequate for the number of
users. Bathrooms shall not be directly connected to the production areas or storages.
C. The maintenance work site shall be separated from the production area as much as possible. Even if
parts and tools are stored in the production area, they shall be stored in a dedicated storage or a storage
box.
D. An animal laboratory shall be equipped with a separate entrance for animals and an air handling unit
to be completely separate from other areas.

3.7 Machines (Devices)
A. The machines (devices) for production use shall be designed, installed and maintained adequately for
the intended use.
B. The repair and maintenance work shall not cause any harm to the product quality.
C. The machines (devices) for production use shall be designed so that they can be cleaned easily and
thoroughly. The machines (devices) shall be cleaned according to the detailed and documented
procedures and kept in clean and dry conditions.
D. Machines and devices used for washing and cleaning shall be selected and used so as not to be the
source of contamination.
E. The machines (devices) shall be installed so as to prevent errors or contaminations.
F. The machines (devices) production use shall not cause any harm to the product. Parts of machines
(devices) for production use that come in contact with the product shall be free from any reactivity,
additivity, or absorbency that may cause harm to the quality of products.

G. There shall be a balance and a measuring instrument with the appropriate range and precision which
can be used for manufacturing and management operations.
H. Measuring, weighing, recording and management machines (devices) shall be calibrated and checked
with a regular period using appropriate methods. Properly records of such tests shall be maintained.
I.

Fixed piping shall be clearly marked with the contents and, if applicable, the flow direction.

J. Piping for distilled water, deionized water and, where appropriate, other water, shall be treated
hygienically in accordance with documented procedures described in detail in the standards and
methods of measures for microbial contamination.
K. If possible, broken machines (devices) shall not be place in the work area or the quality control area
or be clearly marked that they cannot be used.

4. Documentation
4.1 Principles
A. Documentation is an essential component of the quality assurance system and is critical to the operation of
good manufacturing practices (GMP) for medicinal products. All information on various documents and
media shall be prescribed in the manufacturer's quality control system. Documents may be completed in
various forms including paper, electronic or photographic media. The main purpose of the documentation
system shall be to establish, manage, inspect, and record all activities affecting the quality of medicinal
products. The quality control system shall include sufficient detailed instructions so that the requirements
can be understood, and it may show that the requirements are applied continuously by providing an adequate
record of evaluations and various procedures for all observations.
B. There are largely instructions (instructions or requirements), records and reports that are used to record
and manage the implementation of the good manufacturing practices (GMP) for medicinal products.
Proper document control standards shall be applied according to the type of documents.
C. It shall be managed properly to ensure the accuracy, completeness, usability and readability of the
document. Instructions shall be free from errors and easy to write. ‘Write' means to record or document
the data on the medium in a form that is readable by a person.

4.2 Types of Documents Required by the Good Manufacturing Practices (GMP)
A. Site Master File: A document describing manufacturer’s activities related to the good manufacturing
practices (GMP).
B. Type of instructions (instructions or requirements)
1) Specifications: A document detailing the requirements for the product or goods used or obtained in
the manufacturing process. It serves as the standards for quality assessments.
2) Standard production prescriptions, production instructions, packaging instructions and test
instructions: Provides details about all starting materials, machines (devices) and computerized
systems used and specifies instructions for all processes, packaging, sampling and testing. In addition

to the acceptance criteria, techniques for analyzing the management and process during the processing
shall also be specified.
3) Procedures (Standard Operating Procedures (SOP)): Provides the necessary instructions for
performing specific tasks.
4) Plan: Provide the necessary instructions to carry out and record certain tasks that require prudence.
5) Contract: Agreement between the consignor and the consignee regarding the consignment.

C. Types of records and reports
1) Batch records: Provides the evidence of various measures, such as activities and investigations
conducted to prove compliance with the instructions. Provides the history of each batch including
distribution. The records include base data which is used to generate other records. In the case of
electronic records, the designated user shall specify which data should be used as the base data. At a
minimum, all data on which the determination about quality is based shall be prescribed as the base
data.
2) Test report: Provides a summary of test results for the samples of finished products or raw materials
and the evaluation results of conformity with specifications. Also, it is possible to issue reports in
whole or in part based on the evaluation of real-time data (summaries and exception reports) extracted
from process analysis techniques (PAT), variables or matrices related to the batch according to the
requirements of product approval (notification) of medicinal products.
3) Report: Document specific activities, plans and investigations and the results, conclusions and
recommendations thereof.

4.3 Documentation and Management
A. All types of documents shall be specified, and the prescribed document types shall be used. The
equivalent requirements shall apply to all forms of documented media types. The complex system shall
be understood, documented and verified, and appropriate management measures shall be developed.
Documents (instructions and records or each respectively) can be written in a mixed form. In other
words, some can be written in an electronic form, and others in a paper form. Relationships and
management of approved standard documents, approved copies, data processing, and reports shall need
to be described in a mixed or unified system. Electronic documents such as sample documents and
forms and the standard documents shall be managed properly. Records shall be managed properly so
that they can be maintained during the preservation period.
B. Documents shall be carefully designed, written, reviewed and distributed. Documents shall be in
conformity with the product standards and the requirements of product approval (notification) of
medicinal products. There shall be no errors in making copies of the standard documents.

C. Documents containing instructions shall be approved by the appropriate and authorized person, and the

signature and the date of signature date shall be recorded. The document should clearly and reliably
identify the content, and the implementation date shall be specified.
D. Documents with instructions shall be listed in that order and shall be easy to be identified. The format
and language of the document shall be appropriate for the purpose of use. Standard work procedures,
work instructions and manuals shall be prepared in an instructional format.
E. In the quality control system, documents shall be regularly evaluated and revised. After the documents
are revised, the system shall be operated so that the previous documents are not inadvertently used.
F. Generally, documents shall not be handwritten. However, in the case of a document for which the data
must be written directly, there shall be an enough space for it.

4.4 Document Management Standards
A. If it is necessary to be handwritten, it shall be written in a clear, legible and indelible way.
B. Records shall be written or completed as each task is carried out and shall be written to be able to track
all critical tasks related to the manufacture.
C. When modifying a document, the date of signature and modification shall be written, and the content
prior to modification shall be recognizable. Where appropriate, the reasons for modifications shall be
recorded.

4.5 Maintenance of Documents
A. Records and storage locations for each manufacturing operation shall be specified. Security
management shall be conducted to ensure that the records are properly preserved during the
preservation period and, if appropriate, shall be verified.
B. All documents related to the batches shall be preserved for one year after the use-by (expiration) period
of the corresponding batch. In regard to medicinal products for clinical trials, the documents related to
the batches shall be kept for at least 5 years from the date of termination or official discontinuation of
the final clinical trial in which the corresponding batch was used. Other requirements for the
preservation of documents that are related to special medicinal products such as advanced therapy
products shall comply with the relevant regulations, and it shall be specified that to which documents
the longer preservation period would apply.
C. The preservation period of other types of documents may vary depending on the business activities
supported by the document. Important documents, including the base data that support the
requirements of product approval (notification) of medicinal products (for example, related to the
validation, stability, etc.) shall be preserved for the period during which the product approval
(notification) of relevant medicinal products is remains valid. Certain documents such as the validation
report or the base data from the stability testing report can be deactivated if the existing data are
completely replaced with the new data. In such cases, the validity shall be documented, and the
requirements for storage of documents related to the batches shall be taken into account. For example,

in case of process validation data, relevant base data shall be preserved for at least the period during
which records of all shipped batches are kept based on the validation.
D. The quality control system shall describe all documents that are required to ensure the product quality
and the patient's safety. The contents of the necessary documents of each type shall be as shown in
Section 4.6 or 4.8.

4.6 Specifications
A. The specifications of starting materials, packaging materials and finished products shall be properly
approved and dated.
B. Specifications of starting materials and packaging materials
1) The specifications of starting materials, primary packaging materials or printed packaging materials
shall include relevant items among the following or refer to the references:
a) Descriptions including the following
(1) Designated name and internal product code;
(2) Where appropriate, the reference process manual;
(3) Approved suppliers and, if necessary, producers;
(4) Samples of labeling materials.
b) Instructions for sampling and testing
c) Qualitative and quantitative requirements and their acceptance criteria
d) Storage conditions and precautions
e) Maximum storage period prior to retesting
C. Specifications of intermediate products and bulk products before packaging
There shall be specifications for purchasing or shipping intermediate products and bulk products before
packaging or for critical processes. Where appropriate, these specifications shall be similar to those of
starting materials and finished products.

D. Specifications of finished products
The specifications of finished products shall include or provide the following information:
1) Designated brand name and, if applicable, product code;
2) Composition;
3) Details on dosage form and packaging;
4) Instructions for sampling and testing;
5) Qualitative and quantitative requirements and their acceptance criteria
6) Storage conditions and special precautions during handling
7) Use-by (expiration) date.

4.7 Standard Production Prescriptions and Production Instructions

A. There shall be written standard manufacturing prescriptions and production instructions that are
approved for each product and each unit of batch.
B. The standard production prescriptions shall include the following:
1) Brand name, product specifications, and related product code;
2) Descriptions of dosage form, content, and batch size;
3) A list of all starting materials used and details about the quantities. And descriptions of all substances
not remaining in finished products;
4) Acceptance criteria of predicted yield of finished products and intermediate products, if applicable;
C. The production instructions shall include the following:
1) Descriptions of processing area and the main machine used;
2) Preparation methods for critical machines used in cleaning, assembly, calibration, sterilization, etc.
or reference to the methods;
3) Verification that there are no previous products, documents or raw materials that are not required for
the processing instructed for the machine and working area, and that the machine is clean and suitable
for use;
4) Detailed process instructions for each step (e.g.: critical process variables such as inspection of raw
materials, pre-processing, order of inserting raw materials, time, temperature, etc.);
5) Instructions for management during all processing and standards of management during the
processing
6) When necessary, requirements for storage of bulk products before packaging (container, labeling and
special storage conditions, if applicable)
7) Other precautions to follow.
D. Packaging instructions
There must be packaging instructions approved for each product, packaging unit and packaging type. The
packaging instructions shall include the following:
1) Product name, lot number of the bulk products before packaging and the finished product;
2) Descriptions of the dosage form and, if applicable, the content;
3) Packaging unit expressed in quantity, weight or volume of the product in the packaging container;
4) Specifications of packaging materials and the relevant code or reference numbers, and a complete list
including the quantity, size, and types of all necessary packaging materials;
5) Matters related to the location for indicating the lot number and the use-by (expiration) date on
packaging materials and, if appropriate, a copy or an example of printed packaging materials;
6) Verification that there are no previous products, documents or raw materials that are not required for
the packaging operations instructed for the machine and the working area (cleaning of the previous
packaging operations), and that the machine is clean and suitable for use;
7) Other precautions that must be observed, including careful inspection of the relevant areas and
machines in order to check that previous packaging operations have been cleaned prior to

commending the operations;
8) Detailed descriptions of the packaging operation including all important ancillary operations and the
machine used;
9) Details about the control during the processing including the control standards during the processing
and sampling instructions.
E. Manufacturing batch records
1) Manufacturing batch records shall be kept for each batch. It shall be based on the relevant parts of the
currently approved standard work prescriptions and production instructions and shall include the
following:
a) Product name and lot number;
b) Start of production, critical areas, processing step, and the date and time of completion of
production;
c) Name of the person who performed each critical processing step and, if appropriate, name
(signature) of the worker who inspected the operations;
d) The quantity and test number of each starting material that have been actually weighed and, if
necessary, the lot number;
e) All relevant process operations and key machines used;
f) Matters related to the controls during the processing, names of the workers who performed them,
and a record of results of controls conducted during the processing;
g) Production yield for each process step;
h) A detailed record of all deviations from the standard work prescriptions and production instructions
and related peculiarities along with a signed approval;
i)

Approval of the person in charge of the processing operation.

2) Reports that are automatically generated as verified and approved (licensed) processes are
continuously checked and managed can consist of a summary of corresponding processes and
exceptions along with the deviation data.
F. Packaging records
1) Packaging records of progresses made for each batch or some batches shall be kept. It shall be
executed according to the relevant part(s) of the packaging instructions.
2) The packaging records shall include the following:
a) Brand name and lot number;
b) Date and time of packaging operations;
c) Name of the workers who performed each step of critical processes and, if appropriate, the name
(signature) of the workers who inspected the work;
d) Details of the work done following the packaging instructions including the results of control during
the processing and a record of verification of specified items;
e) Information about the machines and packaging lines used and the details of the packaging operations

performed;
f) Where possible, a sample of the batch code, the use-by (expiration) date and all overprinting, and a
sample of printed packaging materials used;
g) A detailed record of all deviations from the packaging instructions and related peculiarities along
with a signed approval;
h) Quantity and identification (reference number) of all printed packaging materials and bulk products
before packaging that have been issued, used, destroyed or returned for proper adjustment and the
quantity of packed products. However, if the packaging process is properly managed electronically,
this information may not need to be included.
i)

Approval of the person in charge of packaging operations.

4.8 Procedures and Records
A. Warehousing
1) There shall be documented procedures and records that are received for each delivery of starting
materials, bulk products before packaging, intermediate products or finished products, primary and
secondary packaging materials, and printed packaging materials.
2) The warehousing records shall include the following:
a) Name of the goods listed on the shipping receipt and the container;
b) If different from a), name or product code determined by the manufacturing site or both;
c) Date of warehousing;
d) Names of the supplier and the manufacturer;
e) Manufacturer's lot number or reference number;
f) Total amount received and the number of containers;
g) Lot (control) number given after warehousing;
h) Other relevant matters.
3) There shall be appropriate documented procedures for internal labeling, isolation and storage of
starting materials, packaging materials and other goods.
B. Sampling
There shall be documented sampling procedures, which include sampling methods and equipment used,
amount collected, and any precaution to be taken to prevent contamination and quality deterioration of the
product.
C. Testing
There shall be documented procedures for testing goods and products for each step of manufacture, and
the procedures shall describe in detail the methods and equipment used. The tests that have been performed
shall be recorded.

D. Others

1) There shall be documented procedures for shipment and determination of noncompliance with respect to
the marketing authorization by an authorized officer for goods, products, and especially finished
products. The authorized officer shall be able to review all records. There shall be a system that shows
all changes in the critical data and special observations.
2) Records shall be maintained regarding the sales of each batch for a prompt recall.
3) There shall be a documented policy, procedures, plan, report, and, where appropriate, a record of the
relevant measures or conclusions.
a) Validation and suitability assessment of processes, machines and systems;
b) Machine assembly and calibration;
c) Transfer of technology;
d) Maintenance, cleaning, and disinfection;
e) Matters related to the workers, including list of signatures, education on the good manufacturing
practices (GMP), matters about technology, work clothes and hygiene, and verification of effects of
education;
f) Environmental monitoring;
g) Insect and rodent control;
h) Complaints;
i)

Recall;

j)

Returns;

k) Management of changes;
l)

Investigation of deviations and noncompliance;

m) Self-inspection of compliance with the good manufacturing practices (GMP);
n) Summary of records (e.g.: Product quality assessment);
o) Evaluation of suppliers.
4) There shall be clear procedures for operation of major machines for production use and testing devices.
5) A record register shall be kept for testing devices for major or critical analysis, machines for production
use, and the area where the products are manufactured. The working area, machines and methods,
calibration, maintenance, and cleaning and repair work that have been used, including the identification
and working dates of the workers, shall be recorded in the records register a chronological order.
6) A list of all documents in the quality control system shall be maintained.

5. Production
5.1 Principles
Production work shall be conducted according to clearly defined procedures. In order to product products
that are quality assured, the principles of the good manufacturing practices (GMP) of medicinal products
shall be followed, and the requirements of product approval (notification) of medicinal products shall be
met.

A. The manufacture shall be performed and supervised by a competent person.
B. The handling of all raw materials and products, including warehousing, quarantine/isolation, sampling,
storage, labeling, subdivision, processing, packaging and sale, etc. shall be carried out according to
the documented procedures or instructions and shall be recorded if necessary.
C. For all incoming raw materials, verification shall be conducted for whether the contents of delivery
match the order. Containers shall be cleaned when necessary and labeled with the prescribed details.
D. All issues that may cause the breakage of containers or adversely affect the quality of the raw materials
shall be investigated, recorded, and reported to the quality control department.
E. Raw materials and finished goods that have been received shall be physically or systematically isolated
immediately after the receipt or processing, until they are approved for use or shipment
F. Purchased intermediate products and bulk products before packaging shall be treated the same as
starting materials when they are received.
G. All raw materials and products shall be sorted by batch unit under appropriate conditions established
by the manufacturer and kept in a tidy condition so that the inventory rotation would be possible.
H. To ensure that there are no deviations from the acceptance criteria, it shall be verified that the yield
and the quantity match according to the needs.
I.

To avoid the risk of confusion or cross-contamination, operations on other products shall not be carried
out simultaneously or consecutively in the same production area.

J. At all steps of processing, products and raw materials shall be protected from microorganisms and
other contamination.
K. When handling dry raw materials and products, special precautions shall be taken to prevent dust from
forming or spreading. This shall be applicable especially when dealing with highly active or highly
sensitive raw materials.
L. During the processing, there shall be a label attached indicating all raw materials, containers of the
bulk products before packaging, matters related to the machines and work rooms used (products or
raw materials being processed and, if applicable, their content, lot number, and manufacturing stage),
or they shall be identifiable through other methods.
M. Labels affixed to containers, machines, facilities or equipment shall be clear and unambiguous and
shall be of the type specified by the manufacturer. For example, it shall be also helpful to use colors
in addition to the wordings to indicate conditions such as isolate, conforming, noncompliant, clean,
etc.
N. Inspections shall be carried out to ensure that pipes and other equipment used to transport the product
to other areas are correctly connected.
O. Deviations from the instructions or procedures shall be avoided as much as possible. If deviation
occurs, it shall be reported to the authorized person, and actions shall be taken according to the
contents. And the quality control department shall be involved when it is appropriate.

P. Only authorized persons shall be allowed to access the manufacturing facilities.
Q. Except when specified by the relevant regulations, goods other than medicinal products shall not be
general manufactured in areas equipped with facilities for manufacturing medicinal products.

5.2 Prevention of Cross-Contamination during Production Operations
A. The starting materials or products shall be prevented from being contaminated by other raw materials
or products. The risk of this accidental cross-contamination shall arise when uncontrolled release of
dust, gas, steam, fumes or organisms from the raw materials and products being used for operation,
residues remaining on facilities, or the workers’ clothes happen. The significance of these risks shall
depend on the contaminants and the type of product being contaminated. The most hazardous
contaminants shall be highly sensitive substances, biologicals including living organisms, specific
hormones, cytotoxic substances and other highly active materials. The products which is affected the
most by contamination shall be injections, or products with large doses of administration or of longterm administration.
B. Cross-contamination shall be avoided through appropriate technical or organizational measures as
follows:
1) Production in a separate area (penicillin, cephalosporins, sex hormones, biologicals, cytotoxic
anticancer drugs, etc.), or campaign production that separates time with a proper follow-up cleaning;
2) Proper airlock and air exhaustion;
3) Minimization of the risk of contamination from recirculating or re-introduction of untreated or
insufficiently treated air;
4) Wearing protective clothing, particularly in the production area with a high risk of crosscontamination;
5) Because ineffective cleaning of machines is the major cause of cross-contamination, cleaning and
decontamination procedures with proven effectiveness are used;
6) Use of a closed system during production operations;
7) Implementation of residue testing and indication of the cleaning status on machines.
C. Measures to prevent cross-contamination and their effects shall be checked periodically in accordance
with designated procedures.

5.3 Validation
A. Validation shall strengthen the good manufacturing practices (GMP) for medicinal products and be
implemented according to the prescribed procedures. The results and conclusions shall be recorded.
B. If a new composition or manufacturing methods are adopted, it shall go through the steps to prove
whether it is suitable for routine processing. It shall be verified that the manufacturing process of
medicinal products produces products consistently which conform to the criteria that have been
established in advance and the quality characteristics.

C. Validation shall be conducted if there are significant changes in the manufacturing process, such as
the changes in machines or raw materials that can affect the reproducibility of a product quality and
process or each respectively.
D. Re-validation shall be conducted periodically to ensure that processes and procedures can continuously
achieve the intended outcome.

5.4 Starting Materials
A. Purchase of starting materials shall be an important task that must be undertaken by workers who have
detailed and sufficient knowledge about the supplier.
B. The starting materials shall be purchased from an approved supplier which is listed in the relevant
documentation and, if possible, directly from the manufacturer. It shall be advisable to establish the
standards of starting materials by discussing with the supplier. It shall be also advisable to discuss all
manufacturing and management aspects of starting materials, such as handling, labeling requirements,
packaging requirements, etc. and procedures for handling complaints and noncompliance with
manufacturers and suppliers.
C. For each delivery, verification shall be conducted regarding whether the packaging and sealing status
of containers is complete and the delivery receipt and the supplier’s labeled materials match.
D. If multiple batches are received at one time, sampling, testing and authorization for use shall be carried
out for each batch.
E. The starting materials in the storage shall be labeled properly (See Section 5.1 M). The labeling shall
include the following items at a minimum:
1) Product name and internal reference code, if applicable;
2) Control number assigned at the time of receipt;
3) The state of starting materials (e.g.: quarantine, under test, approved, noncompliant);
4) Use-by (expiration) date or expected date of retesting;
5) When using a fully computerized storage system, it shall not be necessary to include all of the above
information in the label in a readable form.
F. There shall be appropriate procedures or measures for identifying the contents of starting materials for
each container. Containers from which samples are taken shall be distinguished (See Section 6.5 C).
G. Only starting materials that are approved by the quality control department and are within the use-by
(expiration) date shall be used.
H. To ensure that the appropriate raw materials are accurately weighed or measured in a clean and
properly labeled container, the starting materials shall be subdivided only by the designated person
following the documented procedures.
I.

Each subdivided raw material and its weight or capacity shall be individually verified, and the results
shall be recorded.

J. Raw materials that are subdivided by batch shall be kept together and shall be labeled clearly.

5.5 Process Operations - Intermediate Products and Bulk Products Before Packaging
A. Before commencing any process operations, steps for ensuring that the production areas and machines
are cleaned and that there are no starting materials, products, product residues, or documentation not
needed for the current operation shall be taken.
B. Intermediate products and bulk products before packaging shall be stored under proper conditions.
C. Critical manufacturing processes shall be validated (See Section 5.3).
D. All necessary controls and environmental management shall be carried out and recorded during the
processing.
E. All deviations that significantly diverge from the expected yield shall be recorded and investigated.

5.6 Packaging Materials
A. Purchase, handling and management of the primary packaging materials and printed packaging
materials should be performed with caution.
B. Special attention shall be paid to printed materials. Printed materials shall be stored properly under
controlled conditions where an access by unauthorized persons is not possible. Cut labels and other
printed labels shall be stored and transported in a separate, sealed container to avoid confusion.
Packaging materials shall be issued and managed by an authorized person in accordance with approved
and documented procedures.
C. A specific reference number or identification label shall be given to each incoming load or each batch
of printed packaging materials or primary packaging materials.
D. Any unusable primary packaging materials or printed packaging materials shall be disposed of and
recorded.

5.7 Packaging Operations
A. Special care should be taken when establishing a packaging work program to minimize the risk of
cross-contamination, confusion or mixing. If not physically compartmentalized, different products
shall not be packed in close proximity.
B. Before commencing the packaging operations, steps for ensuring that the production areas, packaging
lines, printing machines and other machines are cleaned and that there are no products, raw materials,
or documents used in previous operations unless they are needed for the current operation shall be
taken. Cleaning of the packaging line shall be carried out in accordance with a proper checklist.
C. The name and the lot number of the product being packed shall be indicated in the area of packaging
operations or the packaging line.

D. All products and packaging materials being used shall be checked to ensure that the quantity, labeling
and packaging instructions match when they are delivered to the packaging department.

E. Filling containers shall be cleaned before filling. Care should be taken to avoid and remove
contaminants such as glass fragments and metal debris.
F. Typically, labeling shall be done as soon as possible after the filling and sealing operations. If not,
proper procedures shall be followed to ensure that confusion or labeling errors would not occur.
G. It shall be verified and recorded that all printing operations performed during or separately from the
packaging operations (e.g.: code number, use-by (expiration) date) is conducted correctly. In the case
of manual printing, it shall be reverified at regular intervals, and precautions shall be taken.
H. Special caution shall be taken when using cut labels and when overprinting is performed outside the
packaging line. To avoid confusion, roll labels are generally preferred to cut labels.
I.

All electronic code readers, labeling materials tally registers, or similar devices shall be checked to
ensure that they are operating correctly.

J. Information printed and stamped on the packaging materials shall be clear and not faded or erased.
K. On-line management of the product during the packaging process shall include the following at a
minimum:
1) Overall appearance of the package;
2) Whether the packaging is complete;
3) Whether a suitable product and packaging materials are used;
4) Whether overprinting is done correctly;
5) Correct operation of a line monitor.
L. Samples that have come out of the packaging line shall not be inserted again.
M. Products related to unusual circumstances shall be re-introduced into the process only after a special
inspection, investigation and approval by an authorized person. A detailed record shall be made of and
kept for such work.
N. If significant differences are found in the process of checking the quantities of bulk products before
packaging, printed packaging materials, and the manufactured goods, they shall be investigated and
fully explained prior to the shipment approval.
O. When packaging is complete, all unused packaging materials marked with lot numbers shall be
disposed of, and records shall be made about the disposal. When returning printed materials that do
not have a lot number, documented procedures shall be followed.

5.8 Finished Products
A. The finished products shall be stored separately under conditions established by the manufacturer until
the final shipment approval.
B. Documentation required prior to the evaluation of finished products and approval for product shipment
shall be described in Section 6 (Quality Control).

C. The finished products shall be stored under the condition set by the manufacturer after the shipment is

approved.

5.9 Products with Out-of-Specification Results, Recovered Materials and Returned Products
A. Goods that deviate from the standards shall be clearly marked as deviation from the standards and
stored separately in the restricted area. Raw materials and intermediate products that deviate from the
standards shall be returned to the supplier or reprocessed or discarded if appropriate. It shall be
approved by the authorized person in charge, and the measures shall be taken and recorded.
B. Re-processing of intermediate products deviating from the standards shall be conducted exceptionally.
Reprocessing shall be allowed only when the quality of finished products is not affected and meets the
criteria and it is conducted according to the procedures that are determined and approved after the
relevant risks are evaluated. Records of re-processing shall be kept.
C. Recovering all or part of a previous batch which is suitable for the required quality and integrating it
with another batch of the same product at a specific step of manufacturing shall be approved in
advance. Such recovery shall be carried out according to the established procedures after assessing all
relevant risks, such as the possible influence, etc. on the use-by (expiration) date. The details of the
collection shall be recorded.
D. It shall be the responsibility of the quality control department to determine whether further testing is
necessary for finished products that have been reprocessed during the processing or finished products
that have incorporated recovered products.
E. Products that are returned during the distribution process and have come off of the manufacturer's
control shall be discarded unless the quality is undoubtedly satisfactory. These products may only be
considered for resale and re-labeling after the quality control department has strictly evaluated them
following the documented procedures. The evaluation shall take into account the characteristics of
products, specific storage conditions required, status and history, and the time elapsed since the
manufacture. If there is any doubt about the quality of products, it shall not be re-manufactured or
reused, even if basic chemical re-processing is possible to recover the active substance. All actions
taken shall be recorded adequately.

6. Quality Control
6.1 Principles
A. The quality control is related with the organization, documentation and shipping procedures, sampling,
and specifications and testing. The shipping procedures ensure that relevant tests that are required are
performed and that products are used or marketed after the quality is determined to be appropriate.
B. Quality control shall not be limited to the laboratory work and shall be related to any decision that may
be relevant to the quality of products. Maintaining the independence between the manufacture and
quality control shall be regarded as the basis of appropriate quality control work.

6.2 General Information
A. The manufacturer shall have a quality control department. The quality control department shall be
independent of other departments and managed by a person with appropriate qualifications and
experience, who manages the quality control laboratory. Sufficient resources shall be available for use
to ensure that all quality control tasks are performed efficiently and reliably.
B. The major responsibilities of the quality control officer are summarized in Section 2.
The quality control department as a whole shall have other responsibilities such as establishing, verifying
and implementing all quality control procedures, storing reference and storage samples of goods and
products, ensuring accurate labeling of goods and product containers, ensuring the monitoring of
product stability, participation in the investigation of complaints related to the product quality, etc. All
these tasks shall be carried out in accordance with documented procedures and be recorded if necessary.
C. The evaluation of finished products shall include all relevant factors such as manufacturing conditions,
process inspection results, review of manufacturing and packaging records, compliance of finished
products with specifications and the final packaging inspection of finished products.
D. Where appropriate, quality control workers shall be able to access production areas adequately to collect
and investigate samples.

6.3 Standards of the Quality Control Laboratory
A. The facilities, equipment and devices of the quality control laboratory shall meet the general and
specific requirements for the quality control area specified in Section 3.
B. Workers, facilities, equipment and devices in the laboratory shall be secured adequately for the tasks
to be carried out according to the nature and scale of the production operations. The use of external
laboratories shall be possible according to the principles described in Section 7 Contracted Testing,
and the content shall be described in the relevant documents.

6.4 Documentation
A. Laboratory documentation shall follow the principles described in Section 4. The core part of the
documentation shall cover the quality control, and the following details shall be readily available for
use by the quality control department.
1) Specifications;
2) Sampling procedures;
3) Test procedures and records (including records of instructions for tests, test dates, or both);
4) Test report or test performance report, or both;
5) Environmental monitoring data;
6) Validation records for test methods;
7) Procedures and records for calibration of devices and maintenance of equipment.
B. All quality control documents related to the manufacturing batch records shall be preserved for one

year after the use-by (expiration) period of the corresponding batch.
C. For some materials (e.g.: analysis results, yields, environmental management, etc.), it is desirable to
keep records so that trends can be evaluated.
D. In addition to the information contained in the manufacturing record, other source data such as the test
date, the record, or both shall be preserved and readily available for use.

6.5 Sampling
A. Sampling shall be carried out according to the approved and documented procedures which include
the following:
1) Sampling methods;
2) Machines and equipment used;
3) Sampling amount;
4) Instructions for distributing necessary samples;
5) Types and requirements of sample containers;
6) Identification of sample containers;
7) Special precautions to be taken when collecting samples taking into account aseptic or toxic
substances;
8) Storage conditions;
9) Instructions for cleaning and storing sampling instruments.
B. Reference samples shall represent the batch of goods or products from which the sample taken. To
inspect the most inferior steps of the process (e.g.: early or the late stages of the process), samples may
be taken additionally.
C. The sample containers shall be marked with the contents, lot number, date of sampling, and the
indication of a container that includes samples.
D. Reference samples taken from each batch of finished products shall be preserved for one year after the
use-by (expiration) date. In general, the finished products shall be stored in their final packaging
conditions and under the approved conditions. Unless otherwise specified, samples of starting
materials (excluding solvents, gases and water for pharmaceutical use) shall be stored for at least two
years after the product shipment if the stability is allowed. This period may be shortened if the stability
period of the substance is shorter according to the relevant standards. Unless otherwise specified,
reference samples of goods or products shall be of sufficient quantity so as to allow carrying out the
entire test items at least twice in accordance with the requirements of product approval (notification)
of medicinal products.

6.6 Testing
A. The test methods shall be validated. All test operations described in the requirements of product
approval (notification) of medicinal products shall be carried out according to the approval

(notification) methods.
B. The test results shall be recorded, and it shall be verified whether the test results and records match.
All calculation results shall be thoroughly checked.
C. The tests that have been performed shall be recorded, and the records shall include the following at a
minimum:
1) Name of goods or product name, and if applicable, dosage form;
2) Lot number, and where appropriate, the manufacturer or the supplier, or both;
3) Reference to relevant specifications and test procedures;
4) Test results including observations and calculation results, and reference to all test performance
reports;
5) Test dates;
6) Name of the tester;
7) Name (signature) of the intermediate reviewer who confirmed the test and calculation results;
8) Statement about conformity or nonconformity (or determination of other status) and the designated
officer's name (signature) and date.
D. All controls during the processing, including those performed by manufacturing workers in the
production area shall be performed according to the methods authorized by the quality control
department, and the results shall be recorded.
E. Special attention should be given to the quality of reagents, glassware for measuring volumes,
solutions for volumetric analysis, reference standard and media. These shall be prepared according to
the documented procedures.
F. Reagents used for a long term shall be marked with the date of reconstitution and the name of the
reconstituting person. For unstable reagents and media, specific storage conditions and the use-by date
shall be indicated on the labels. In addition, in case of standard solutions for dosage analysis, the date
of the latest and the currently valid coefficient shall be indicated.
G. If necessary, for all substances used in the test (e.g.: reagents and reference standard), date of their
receipt shall be indicated on the container, and the procedure for use and storage shall be followed. In
some cases, it may be necessary to conduct a confirmation test, other tests, or both at the time of receipt
or before using reagent substances.
H. Components, goods or animals used in the test shall be adequately isolated prior to use. The laboratory
animals shall be maintained to ensure their suitability for the intended use. The laboratory animals
shall bear an identification mark, and a proper record of their history of use shall be maintained.

6.7 Post-Marketing Stability Testing

A. To understand all stability issues related to the composition of marketed products (e.g.: changes in the
level of flexible substances or changes in the dissolution profile), post-marketing stability shall be

checked in accordance with a continuous and appropriate program
B. The purpose of the post-marketing stability testing is to inspect products during their use-by
(expiration) date and to verify that the quality of products is maintained or will be maintained under
the indicated storage conditions.
C. The post-marketing stability testing shall be applicable to marketed products, but including the stability
testing for bulk products before packaging shall also need to be considered. If bulk products before
packaging are stored for a long time before being packed or transported from the manufacturing site
to the packaging site, the effect on the stability of packaged products shall be assessed and investigated.
The stability testing conducted after the reconstitution of products that are reconstituted when they are
used shall be carried out during the product development stage, and they shall not need to be checked
during the post-marketing stability testing. However, when necessary, stability may be inspected after
the reconstitution.
D. The plan for the post-marketing stability testing shall be prepared in accordance with the general
principles in Section 4, and the results shall be written as a report. Equipment used for the postmarketing stability testing (especially the stability testing chambers) shall be evaluated for suitability
and maintained pursuant to Section 3 and Appendix 13 of this Notification.
E. The plan for post-marketing stability testing shall include until the end of the use-by (expiration) date
and shall include the following at a minimum:
1) If applicable, the number of batches to be tested by content and batch size;
2) Relevant physical, chemical, microbiological and biological test methods;
3) Acceptance criteria;
4) Reference to test methods;
5) Description of the container closure system;
6) Interval (time) of testing;
7) Descriptions of the storage conditions (as conditions that match with matters stated on the label,
conditions of the relevant regulations shall be applied with regard to the long-term preservation test.);
8) Other variables specifically applicable to the corresponding medicinal product.
F. If proper reasons are provided in the plan, the post-marketing stability testing plan may be set up
differently from the original long-term preservation test plan that is submitted as the application
material for product approval (notification) of medicinal products (e.g.: testing cycle or amendments
in accordance with relevant regulations).
G. The number of batches and the test cycle used for the test shall provide sufficient data for a trend
analysis. Except when validity is proved separately and the production batches are not available for
the corresponding year, post-marketing stability testing shall be carried out for more than one batch
for all content of each product and for each packaging type of the same material as the marketed
product. If a test that uses animals is required for the post-marketing stability monitoring and there is
no proven technology to adequately replace this, the test cycle may be determined through a hazard-

benefit approach. If the scientific validity is proved by the plan, the principles of bracketing and matrix
design can be applied.
H. Depending on the circumstances, additional batches shall be included in the post-marketing stability
testing. For example, if significant changes or significant deviations occur during the processing or
packaging, the post-marketing stability testing shall be conducted. Even when reprocessing or
collection is conducted, it shall be necessary to consider whether the post-marketing stability testing
should be conducted.
I.

The post-marketing stability testing results shall be available to key workers, especially the authorized
officers. If post-marketing stability testing is carried out at a place other than the manufacturing sites
of bulk products before packaging or finished products, there shall be a contract signed between the
consignor and the consignee. The post-marketing stability testing results shall be available for use at
the manufacturing site.

J. If there is a tendency to deviate from the specifications or there are significant abnormalities, they shall
be investigated. If out-of-specification results or a significant negative trend is confirmed, it shall be
reported to the Regional Office of Ministry of Food and Drug Safety. The potential impact on the
batches that are being distributed in the market shall be considered pursuant to Section 8 and reported
to the Regional Office of Ministry of Food and Drug Safety within the jurisdiction.
K. A summary of all data including the intermediate results of the post-marketing stability testing shall
be prepared and preserved. This summary shall be reviewed periodically.

7. Contracted Manufacture and Testing
7.1 Principles
Contracted manufacturing and testing shall be precisely regulated and managed through an agreement so
that the manufacture and testing which ensures the product quality can be carried out. There must be a
contract that clearly establishes the responsibilities of the consignor and the consignee. The contract shall
clearly state the manner in which the person who is in charge of approving the shipment of marketed
products fulfills all relevant responsibilities.

7.2 General Information
There shall be a written agreement covering the manufacture or testing agreed upon by a contract or all
technical agreements related to the contract or dealing with matters about everything. All agreements related
to the contracted manufacturing and testing including changes in technology or other agreements shall
comply with the requirements of product approval (notification) of medicinal products for the corresponding
product.

7.3 Consignor
A. The consignor shall be responsible for evaluating whether the consignee is capable of performing

consigned tasks successfully and for ensuring with a contract that the good manufacturing practices
(GMP) for medicinal products interpreted by these regulations are followed.
B. The consignor shall provide the consignee with all information necessary for the consignee to perform
the consigned tasks accurately according to the requirements of product approval (notification) of
medicinal products and other legal requirements. The consignor shall ensure that the consignee is fully
aware of any problems about the negative impact that the consigned product or consigned work may
have on the consignee's facilities, equipment and machines (devices), workers, other raw materials or
other products.
C. The consignor shall ensure that all products and raw materials received from the consignee conform to
the specifications or that products received are approved for shipment by the authorized officer.

7.4 Consignee
A. The consignor shall have adequate facilities, equipment and machines (devices), and competent
workers with knowledge and experience, so as to perform the work required by the consignor properly.
Unless otherwise specified, only the manufacturers of medicinal products shall be able to conduct
contracted manufacturing.
B. The consignee shall ensure that all products or raw materials that have been supplied are suitable for
the intended use.
C. With regard to the matters of agreement, the consignee shall not consign the work consigned by the
contract to the third party.
D. The consignee shall not engage in any activity that may adversely affect the quality of the product for
which contracted manufacture, contracted testing, or both are conducted.

7.5 Agreement
A. The consignor and the consignee shall form an agreement stating their respective responsibilities
related to the manufacture and management of products in detail. The technical part of the agreement
shall be written by a competent person with appropriate knowledge of pharmaceutical technology,
testing, and the good manufacturing practices (GMP) for medicinal products. All agreements about
the manufacture and testing shall follow the requirements of product approval (notification) of
medicinal products and agreed between the consignor and the consignee.
B. The manner in which the authorized officer who is responsible for approving the shipment of marketed
products ensures that each batch is manufactured and inspected in accordance with the requirements
of product approval (notification) of medicinal products shall be specified in the contract.

C. The agreement shall clearly state the responsibilities about the manufacture, quality control, sampling,
and testing including the purchase of raw materials, testing and approval for use, and controls during
the processing. For contracted testing, the agreement shall specify whether the samples are taken from

the manufacturer's facility by the consignee.
D. Manufacturing batch records, test records, and reference samples shall be able to be stored or available
for use by the consignor. If a complaint or a defect is suspected, all relevant records shall be available
for use to evaluate the quality of products, and this record shall be stated on the recall procedures, etc.
of the consignor.
E. The contract shall specify that the consignor may visit the consignee's facilities.
F. The consignee of the testing may be subject to the inspection by the Ministry of Food and Drug Safety
(MFDS)

8. Complaints and Product Recalls
8.1 Principles
All complaints and other information related to potentially defective products shall be carefully reviewed
in accordance with documented procedures. A system shall be designed to ensure immediate and efficient
recall of defective or suspected products.

8.2 Complaints
A.

There shall be a designated person who is responsible for handling complaints and determining
actions to be taken for these, and there shall be sufficient staff members to assist this. If this person
in charge is not an authorized officer, the authorized officer shall conduct verification of all
complaints, investigations or recalls.

B.

For complaints related to possible product defects, there shall be documented procedures detailing the
actions to be taken, including the need for recall.

C.

Complaints and initial details related to product defects shall all be recorded and thoroughly
investigated. The quality control officer shall be involved in the investigation of such problems.

D.

If a product defect is discovered or suspected in one batch, consideration shall be given to determining
whether other batches are also affected.

E.

All decisions and actions taken against the complaints shall be recorded, and the relevant
manufacturing batch records shall be referred to.

F.

Complaint records shall be reviewed regularly to identify any special problems requiring attention or
signs of recurrence and the possibility of recall of marketed products.

G.

Special caution should be taken to identify whether complaints have resulted due to counterfeit
products.

H.

If the manufacturer is considering taking measures against possible manufacturing defects, product
quality degradation, counterfeit medicines or serious quality problems, it shall notify the Regional
Office of Ministry of Food and Drug Safety within the jurisdiction.

8.3 Recall

A. There shall be a person who is responsible for the implementation and coordination of recalls, and
there shall be sufficient staff members to evaluate the urgency of the recall and take appropriate actions
accordingly. This person shall normally be independent of the marketing and sales organization. If this
person in charge is not an authorized officer, the authorized officer shall conduct verification of all
recalls.
B. There shall be documented procedures that have been established to systemize all recall activities.
They shall be checked regularly and revised if necessary.
C. The recalls shall be able to be commenced immediately and at any time.
D. If products are to be recalled because they are defective or suspected of having defects, it shall be
notified in a proper manner to the competent authorities of all countries in which it is distributed.
E. The sales record shall be readily available for use by a recall manager and contain sufficient
information (addresses, contacts, shipped units and quantities) about the wholesalers and direct
suppliers as well as exported products and samples.
F. The recalled products shall be identifiable and kept separately in a controlled area until the disposal is
determined.
G. The progress of a recall process shall be recorded, and a final report shall be written including a
comparison of quantities of products that have been shipped and recalled.
H. The effectiveness of the recall methods shall be evaluated regularly.

9. Self-Inspection
9.1 Principles
Self-inspections shall be conducted to check the implementation and compliance with the principles of the
good manufacturing practices (GMP) for medicinal products and to propose necessary corrective actions.
A. A review shall be performed with a cycle in accordance with a program planed in advance so as to verify
that matters related to the workers involved in medicinal products, facilities, equipment and machines
(devices), documentation, manufacturing, quality control, sales, complaints and recall procedures, and
self-inspections comply with the quality assurance principles.
B. Self-inspections shall be carried out by a competent worker designated by the manufacturer in an
independent and detailed manner. Independent audits by external experts can also be utilized.
C. All self-inspections shall be recorded. The report shall include all observations made during the
inspection and suggestions for corrective measures, if applicable. Matters related to the follow-up
measures shall also be recorded.

