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Model Format of Contract Agreement to ensure Good Manufacturing
Control and Quality Control of Active Phar maceutical | ngredients of

Phar maceutical Products)

Date of Agreement:

1. Name of marketing authorisation holder

Address
(hereinafter referred to as ‘ the marketing authorisation holder’) and

2. Name of Manufacturer (or Foreign Manufacturer)

Address
(hereinafter referred to as ‘ the manufacturer’)

have reached the following agreement:

Objective:

The marketing authorisation holder and the manufacturer shall make the following agreement
concerning product to be manufactured by the manufacturer with whom the marketing
authorisation holder contracts to ensure the good manufacturing control and quality control
for pharmaceutical products and quasi drugs (hereinafter referred to as ‘product’). based on
the requirements of the Pharmaceutical Affairs Law to be implemented in April of 2005
(Name of product or drug substance)

1)

(2)

3)

The marketing authorisation holder and the manufacturer shall set the scope of the
contract manufacture of the ‘product’ and other duties concerned with the manufacture
to be conducted on ‘product’ consigned by the marketing authorisation holder to the
manufacturer, and the general overview of manufacturing processes and
specifications/test methods to be conducted by the manufacturer. The manufacturing
control and quality control by the manufacturer shall be conducted properly and
efficiently in accordance with the standards and items specified in the MHLW
Ministerial Ordinance and with this contract agreement.

See Appendix 1 for details.

Product release at manufacturing site, including decision on the release, shall comply
with the procedures specified in Appendix 2.

See Appendix 2 for procedures.

The manufacturer shall manufacture the ‘product’ according to the technical
requirements for manufacturing methods specified in Appendix 3, and test it according
to the technical requirements for specifications and test methods specified in Appendix
4.

See Appendices 3 and 4 for details.
The manufacturer shall be audited prior to commencement of manufacture of the

‘product’ and regularly by the marketing authorisation holder to confirm that the
production and release of the ‘product’ are conducted under proper and efficient
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(4)

()

(6)

(")

(8)

manufacturing control and quality control.
See Appendix 5 for details.

The marketing authorisation holder can instruct the manufacturer to take necessary
actions in case that corrective actions are required for the manufacturing control and
quality control of the ‘product’. The manufacturer shall take appropriate corrective
actions according to the instruction and report the results of the actions to the marketing
authorisation holder. The marketing authorisation holder can make an on-site audit on
the results.

Quality control in transportation and delivery of the ‘product’ shall be conducted
according to the procedures specified in Appendix 6.
See Appendix 6 for details of the quality control procedures.

The manufacturer shall give prior notice of any change in their manufacturing methods
and specifications/test methods to the marketing authorisation holder in case that the
change may affect the quality of the product.

See Appendix 7 for details.

The marketing authorisation holder evaluates the effects to the product quality and
informs the manufacturer of their approval or rejection of the change. The
manufacturer can implement the change under the direction of the marketing
authorisation holder.

The manufacturer shall take necessary actions in case that the marketing authorisation
holder instructs the manufacturer to conduct improvement to the change or others. The
marketing authorisation holder can make an on-site audit on the actions.

The manufacturer shall promptly inform the marketing authorisation holder of the
following information concerning the ‘ product’:
See Appendix 8 for details.

a.  Information on discontinuation of the manufacturing, importation or selling, recall,
disposal and other actions taken for the ‘product’ to prevent jeopardising public
health and hygiene

b.  Other information on the product quality

Methods of communication in the above items (5) and (6), and name of contact person

and hig/her businesstitle.

See Appendix 9 for details.

Other necessary items

a.  Themanufacturer shall retain reserve samples according to Appendix 10.
See Appendix 10 for details.

b.  The manufacturer shall properly inform the marketing authorisation holder of
deviations from manufacture or testing procedures for the ‘product’.



c. The marketing authorisation holder shall provide the manufacturer with
information on quality necessary for conducting proper and efficient
manufacturing control and quality control.

(9) Effective Term

This contract agreement shall be effective from the date of agreement to the termination
date of the main business agreement.

Signature of arepresentative of the manufacturer

Signature of arepresentative of the marketing authorisation holder



Appendix

Appendix 1: Scope of manufacturing operations to be conducted by the manufacturer
shall be written.
It is desirable that the scope of the manufacturing operations are indicated in
a manufacturing process flowchart. Other operations than the scope are
indicated as necessary.
An overview of the manufacturing processes, specifications and test
methods to be conducted by the manufacturer shall be written.

Appendix 2: Criteria and SOP of product release at the site of manufacture shall be
specified.

Appendix 3: The technical requirements concerning manufacturing methods to be agreed
shall be defined.

Appendix 4: Technical conditions concerning test methods to be agreed shall be defined.

Appendix 5: The method of and interval for regular audit on GMP control of the
manufacturer by the marketing authorisation holder shall be defined.

(Description)

The model format may not be used for the contract with foreign manufacturers as the
standards of the local authorities are different from Japanese.

The marketing authorisation holder shall reach an appropriate agreement through discussion
with the manufacturer.

The following methods may be selected by the marketing authorisation holder for the regular
audit to confirm that appropriate manufacturing control and quality control, and the product
release are conducted to meet the quality requirements in the registered dossier.

1. A quality assurance supervisor or designated person beforehand reviewsit on site.

2. When the foreign GMP is equivalent to Japanese one, the audit is conducted by review
of the relevant documents obtained from the foreign manufacturer. For Japanese
manufacturers, a document certifying that GMP compliance may be appropriate to be
reviewed.

If a material of product is made by the non-pharmaceutical manufacturers (such as a
manufacturer of chemica products or foods), it shall be audited on site by the marketing
authorisation holder.

In addition to a regular audit, additional audits shall be conducted as necessary when
manufacturing of a new type of product is initiated, or when a change are made to
manufacturing processes or problems arise in quality control.

Appendix 6: The following shall be specified from the viewpoint of safe transportation
and GMP compliance of the product.
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Appendix 7:

Appendix 8:

Appendix 9:

Appendix 10:

. Package of the product in transportation.

. Method and condition of transportation.

. Record of temperature for transportation of products requiring
controlled-temperature environment.

. Other necessary matters to ensure quality.

Matters that can affect quality of the product (e.g. manufacturing machinery,
manufacturing condition, specification and test methods, etc.) shall be
defined.

Methods of communication with the manufacturer shall be defined.

(The manufacturer shall inform the marketing authorisation holder of a
preliminary report regarding the product promptly by telephone, fax, e-mail,
etc.. A detailed follow-up report shall be sent in writing)

manufacturer

Name and title of contact person(s) (multiple number of person are
preferred)
Telephone number, fax number and e-mail address

marketing authorisation holder

Name and title of contact person(s) (multiple number of person are
preferred)
Telephone number, fax number and e-mail address

If the manufacturer stores what the marketing authorisation holder specially
needs, the amount stored, the storage period and storage conditions shall be
specified.

(If the storage of reserve samples by the foreign manufacturer is to be
agreed under the GMP, it can be described that the sufficient amount of the
reserve sample per batch to conduct an agreed tests twice shall be stored.)



2

Model Format of Contract Agreement to ensure Good Manufacturing
Control and Quality Control of Phar maceutical Products (in case that the
manufacturer makes a decision on market release of Phar maceutical

Products)
Date of Agreement:
1. Name of marketing authorisation holder
Address

(hereinafter referred to as ‘ the marketing authorisation holder’) and

2. Name of Manufacturer (or Foreign Manufacturer)
Address

(hereinafter referred to as ‘ the manufacturer’)

have reached the following agreement:
Objective:

The marketing authorisation holder and the manufacturer shall make the following agreement
concerning product to be manufactured by the manufacturer with whom the marketing
authorisation holder contracts to ensure the good manufacturing control and quality control
for pharmaceutical products and quasi drugs (hereinafter referred to as ‘product’), based on
the requirements of the Pharmaceutical Affairs Law to be implemented in April of 2005
(Name of product or drug substance)

(1) The marketing authorisation holder and the manufacturer shall set the scope of the
contract manufacture of the ‘product’ and other duties concerned with the manufacture
to be conducted on ‘product’ consigned by the marketing authorisation holder to the
manufacturer, and the general overview of manufacturing processes and
specifications/test methods to be conducted by the manufacturer. The manufacturing
control and quality control by the manufacturer shall be conducted properly and
efficiently in accordance with the standards and items specified in the MHLW
Ministerial Ordinance and with this contract agreement.

See Appendix 1 for details.

Product release at manufacturing site, including decision on the release, shall comply
with the procedures specified in Appendix 2.
See Appendix 2 for procedures.

(2) The manufacturer shal manufacture the ‘product’ according to the technical
requirements for manufacturing methods specified in Appendix 3, and test it according
to the technical requirements for specifications and test methods specified in Appendix
4.

See Appendices 3 and 4 for details.

(3) The manufacturer shall be audited prior to commencement of manufacture of the
‘product’ and regularly by the marketing authorisation holder to confirm that the
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(4)

()

(6)

(7)

(8)

production and release of the ‘product’ are conducted under proper and efficient
manufacturing control and quality control.
See Appendix 5 for details.

The marketing authorisation holder can instruct the manufacturer to take necessary
actions in case that corrective actions are required for the manufacturing control and
quality control of the ‘product’. The manufacturer shall take appropriate corrective
actions according to the instruction and report the results of the actions to the marketing
authorisation holder. The marketing authorisation holder can make an on-site audit on
the results.

Quality control in transportation and delivery of the ‘product’ shall be conducted
according to the procedures specified in Appendix 6.
See Appendix 6 for details of the quality control procedures.

The manufacturer shall give prior notice of any change in their manufacturing methods
and specifications/test methods to the marketing authorisation holder in case that the
change may affect the quality of the product.

See Appendix 7 for details.

The marketing authorisation holder evaluates the effects to the product quality and
informs the manufacturer of their approva or rejection of the change. The
manufacturer can implement the change under the direction of the marketing
authorisation holder.

The manufacturer shall take necessary actions in case that the marketing authorisation
holder instructs the manufacturer to conduct improvement to the change or others.
The marketing authorisation holder can make an on-site audit on the actions.

The manufacturer shall promptly inform the marketing authorisation holder of the
following information concerning the ‘ product’:
See Appendix 8 for details.

a.  Information on discontinuation of the manufacturing, importation or selling, recall,
disposal and other actions taken for the ‘product’ to prevent jeopardising public
health and hygiene

b.  Other information on the product quality

Methods of communication in the above items (5) and (6), and name of contact person

and his/her businesstitle.

See Appendix 9 for details.

Other necessary items

a.  The manufacturer shall retain reserve samples according to Appendix 10.
See Appendix 10 for details.
b.  The manufacturer shall properly inform the marketing authorisation holder of
deviations from manufacture or testing procedures for the * product’.
c. The marketing authorisation holder shall provide the manufacturer with
information on quality necessary for conducting proper and efficient
manufacturing control and quality control.

2



(9) When the manufacturer makes a decision on market release it shall meet the following:

a

The manufacturer shall meet the procedures of control of market release in
Appendix 11.
See Appendix 11 for the procedures.
A person to make a decision on market release shall be designated beforehand in
the manufacturing site for the * product’.
see Appendix 12 for details.
The manufacturer shall inform promptly in writing the marketing authorisation
holder of any deviations from the procedures of control of market release as well
as make a decision on market release and ship the product to the market under the
instructions of the marketing authorisation holder.
The marketing authorisation holder shall periodically verify that the market
release duties are conducted properly and efficiently by the manufacturer.
See Appendix 13 for details.
The marketing authorisation holder can instruct the manufacturer to take
necessary actions in case that corrective actions are required for the market
release duties for the ‘product’. The manufacturer shall take the actions under
the direction of the marketing authorisation holder, and report the results of the
actions to the marketing authorisation holder. The marketing authorisation holder
can conduct an on-site audit on the actions.
The marketing authorisation holder shall properly provide the person who makes
a decision on market release in accordance with the quality assurance duty
procedure with information on the quality, efficacy and safety of the ‘product’
necessary for making the decision properly and efficiently.

(10) Effective Term

This contract agreement shall be effective from the date of agreement to the termination
date of the main business agreement.

Signature of arepresentative of the manufacturer

Signature of arepresentative of the marketing authorisation holder



Appendix

Appendix 1: Scope of manufacturing operations to be conducted by the manufacturer
shall be written.
It is desirable that the scope of the manufacturing operations are indicated in
a manufacturing process flowchart. Other operations than the scope are
indicated as necessary.
An overview of the manufacturing processes, specifications and test
methods to be conducted by the manufacturer shall be written.

Appendix 2: Criteria and SOP of product release at the site of manufacture shall be
specified.

Appendix 3: The technical requirements concerning manufacturing methods to be agreed
shall be defined.

Appendix 4: Technical conditions concerning test methods to be agreed shall be defined.

Appendix 5: The method of and interval for regular audit on GMP control of the
manufacturer by the marketing authorisation holder shall be defined.

(Description)

The model format may not be used for the contract with foreign manufacturers as the
standards of the local authorities are different from Japanese.

The marketing authorisation holder shall reach an appropriate agreement through
discussion with the manufacturer.

The following methods may be selected by the marketing authorisation holder for the
regular audit to confirm that appropriate manufacturing control and quality control, and the
product release are conducted to meet the quality requirements in the registered dossier.

1. A quality assurance supervisor or designated person beforehand reviewsit on site.

2. When the foreign GMP is equivalent to Japanese one, the audit is conducted by review
of the relevant documents obtained from the foreign manufacturer. For Japanese
manufacturers, a document certifying that GMP compliance may be appropriate to be
reviewed.

If a material of product is made by the non-pharmaceutica manufacturers (such as a
manufacturer of chemical products or foods), it shall be audited on site by the marketing
authorisation holder.

In addition to a regular audit, additional audits shall be conducted as necessary when
manufacturing of a new type of product is initiated, or when a change are made to
manufacturing processes or problems arise in quality control.

Appendix 6: The following shall be specified from the viewpoint of safe transportation
and GMP compliance of the product.

4




Appendix 7:

Appendix 8:

Appendix 9:

Appendix 10:

Appendix 11

Appendix 12:

Appendix 13:

. Package of the product in transportation.

. Method and condition of transportation.

. Record of temperature for transportation of products requiring
controlled-temperature environment.

. Other necessary matters to ensure quality.

Matters that can affect quality of the product (e.g. manufacturing machinery,
manufacturing condition, specification and test methods, etc.) shall be
defined.

Methods of communication with the manufacturer shall be defined.

(The manufacturer shall inform the marketing authorisation holder of a
preliminary report regarding the product promptly by telephone, fax, e-mail,
etc. A detailed follow-up report shall be sent in writing)

manufacturer
Name and title of contact person(s) (multiple number of person are
preferred)
Telephone number, fax number and e-mail address

marketing authorisation holder
Name and title of contact person(s) (multiple number of person are
preferred)
Telephone number, fax number and e-mail address

If the manufacturer stores what the marketing authorisation holder specially
needs, the amount stored, the storage period and storage conditions shall be
specified.

(If the storage of reserve samples by the foreign manufacturer is to be
agreed under the GMP, it can be described that the sufficient amount of the
reserve sample per batch to conduct an agreed tests twice shall be stored.)

The procedures of market release by the manufacturer shall be specifically
defined.

A responsible person of the manufacturer who makes a decision of market
release shall be designated and indicated (multiple number of person is
acceptable).

A method of and interval for regular audit by the marketing authorisation
holder on the market release conducted by the manufacturer shall be
defined.
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Compar ative table of the GQP ministerial ordinance and the agreements

GQP ministerial ordinance

Bulk drug substance

Product manufacturer

manufacturer (If the market release is
included)
(Contractswith the Manufacturers, etc.) Shownin (1) Same as in the left

Article7

The marketing authorisation holder of drugs shall make a contract for the
following items with the manufacturers, etc. and describe the details of the
contract in the quality-assurance-duty procedure documents, etc. to ensure
that manufacturing control and quality control are conducted properly and
efficiently by the manufacturers, etc.

(1) The scope of the manufacturing and other duties concerned with
manufacturing conducted by each of the manufacturers, etc. (hereinafter
referred to as “ manufacturing duties’ in this Chapter), and the procedures
for manufacturing control, quality control and shipment concerned with the
manufacturing duties of each of the manufacturers, etc.

Outline of manufacturing and analysis
and test: Appendix 1

Shownin (1)
Decision on the release and product
release: Appendix 2

(2) Thetechnical requirements for the manufacturing procedure, testing
methods, etc. of each of the manufacturers, etc.

Shownin (2)
Manufacturing method: Appendix 3
Testing method: Appendix 4

Same as in the | eft

(3) The nature and extent of periodical verification, by the marketing
authorisation holder, of the manufacturing duties of each of the
manufacturers, etc., that they are conducted under proper and efficient
manufacturing control and quality control.

Shown in Appendix 5in (3)

Same asin the left

(4) The methods of the quality control during transportation and delivery
of the products.

Shown in Appendix 6in (4)

Same asin the left




(5) The methodsto communicate, in advance, changesin the
manufacturing procedure, testing methods, etc. to the marketing
authorisation holder in case where such changes might affect the quality of
the product as well as the identification of the responsible person of each of
the manufacturers, etc. for the communication.

Shown in Appendix 7 in (5)
Shown in Appendix 9in (7)

Same asin the left

(6) The means of promptly communicating the following items regarding
the product obtained by each of the manufacturers, etc. to the marketing
authorisation holder as well as the identification of the responsible person
of each of the manufacturers, etc. for the communication.

Shown in Appendix 9in (7)

Same as in the left

A. Information on discontinuance of the manufacturing, importation or
selling, recall, disposal and other actions taken for the product to prevent
jeopardising public health and hygiene;

Shown in Appendix 8in (6) a

Same asin the left

B. Other information on the product quality, etc.

Shown in Appendix 8in (6) b

Same asin the left

(7) Other necessary items.

Shown in Appendix 10 in (8)

Same asin the left

(Control of Market Release)

Article9

The marketing authorisation holder of drugs shall, in accordance with the
guality-assurance-duty procedure documents, etc., ensure that the results of
the manufacturing control and quality control are properly evaluated and
that the decision on authorising market release is made properly and
efficiently, and shall not allow to conduct shipment of the drugs until the
decision is properly made.

(Not included in Agreement)

Same asin the left




2. The marketing authorisation holder of drugs shall, in accordance with
the quality-assurance-duty procedure documents, etc., have the person
designated beforehand in the quality assurance department or the
manufacturer of the product properly evaluate the results of the
manufacturing control and quality control, make a decision on authorising
market release for each lot (or each manufacturing number for drugs not
congtituting alot, and hereinafter referred to as such) and record the results
of the evaluation and decision and the information on the market release
including the name and address of the shipping consignee.

(Not included in Agreement)

Same asin the left

3. The person who conducts the duties of making decision on authorising
market release specified in the preceding Paragraph 2 shall have
competence for conducting the duties properly and efficiently.

(Not included in Agreement)

Same asin the left

4. The marketing authorisation holder of drugs, in case where any person
other than the quality assurance supervisor makes a decision on authorising
market release, shall have the person report properly in writing the results
of the decision to the quality assurance supervisor.

(Not included in Agreement)

Same asin the left

5. In case where the marketing authorisation holder of drugs has the
manufacturer conduct the duties specified in Paragraph 2 of this Article, the
following duties shall be fulfilled.

(Not included in Agreement)

Same as in the left

(1) To make acontract with the manufacturer for the following itemsin
advance.

A. Establishing procedures for controlling market release conducted by
the manufacturer.

(Not included in Agreement)

Shown in Appendix 11in (9) a

B. Designating a person beforehand in the manufacturing site of the
product to conduct the duties specified in Paragraph 2 of this Article.

(Not included in Agreement)

Shown in Appendix 12 in (9) b




C. Communicating in writing any deviation from the procedures specified
in the preceding item (1)aidentified to the quality assurance supervisor as
well as making decision on authorising market release and conducting the
market release under the instructions by the quality assurance supervisor,
by the manufacturer.

(Not included in Agreement)

Shownin (9) c

D. Allowing the marketing authorisation holder to periodically verify that
the market release duties are conducted properly and efficiently by the
manufacturer.

(Not included in Agreement)

Shown in Appendix 13 in (9) d

(2) To have the person designated beforehand in the quality assurance
department conduct the verification specified in the preceding item (1)d
and establish records regarding the results of the verification properly.

(Not included in Agreement)

Same as in the left

(3) To have the quality assurance supervisor conduct the following duties
in case where corrective actions are necessary for the market release duties
conducted by the manufacturer.

A. Instructing in writing the manufacturer to take necessary actions.

(Not included in Agreement)

Shownin (9) e




B. Requesting the manufacturer to report the results of the actions
taken, evaluating the results properly, conducting on-site verification of
the manufacturing site as necessary and establishing records regarding
the results of the evaluation and verification.

(Not included in Agreement)

Shownin (9) e

C. Reporting in writing the results of the evaluation and verification
specified in the preceding item (3)b to the marketing supervisor-general.

(Not included in Agreement)

Same asin the left

(4) To have the person other than the quality assurance supervisor, in case
where he conducts the verification and establishment of records specified in
the item (2) of this Paragraph, report in writing those results to the quality
assurance supervisor.

(Not included in Agreement)

Same asin the left

6. The marketing authorisation holder of drugs shall properly provide the
person who makes decision on authorising market release in accordance
with the quality-assurance-duty procedure documents, etc. with information
on the quality, efficacy and safety of the product necessary for making the
decision properly and efficiently.

(Not included in Agreement)

Shownin (9) f

(Ensuring Proper Manufacturing Control and Quality Control)
Article 10

The market authorisation holder of drugs shall have the person designated
beforehand in the quality assurance department conduct the following
duties in accordance with the quality-assurance-duty procedure documents,
etc.

(1) To periodically verify that manufacturing control and quality control
by the manufacturer, etc. is conducted properly and efficiently in
accordance with the standards and items specified in the MHLW
Ministerial Ordinance that is issued under the provisions of the item (4) of
Paragraph 2 of Article 14, and Paragraph 2 of Article 18 of the Law, and
with the contracts specified in Article 7 of this Ordinance, and to establish
records regarding those results.

Shown in Appendix 5in (3)

Same as in the left




(2) To have the person other than the quality assurance supervisor, in case
where he conducts the verification and establishment of records specified in
the preceding item (1), report in writing the results to the quality assurance
supervisor.

(Not included in Agreement)

Same asin the left

2. The marketing authorisation holder of drugs, in case where corrective
actions are necessary for the manufacturing control and quality control
conducted by the manufacturers, etc., shall have the quality assurance
supervisor conduct the following duties in accordance with the
guality-assurance-duty procedure documents, etc.;

(1) To instruct in writing the manufacturers, etc. to take necessary
actions.

Shown in (3)

Same asin the left

(2) To have the manufacturers, etc. report the results of the actions taken,
to properly evaluate the results, to conduct on-site verification of the
manufacturing sites, etc. when necessary and to establish records regarding
the results of the evaluation and verification.

Shown in (3)

Same asin the left

(3) Toreport inwriting the results of the evaluation and verification
specified in the preceding item (2) to the marketing supervisor-general.

(Not included in Agreement)

Same as in the left




3. The marketing authorisation holder of drugs, in case where it has been
communicated by the manufacturers, etc. with any change in their
manufacturing procedure and testing methods of manufacturing and testing,
etc. which might affect the quality of the product, shall have the person
designated beforehand in the quality assurance department conduct the
following duties in accordance with the quality-assurance-duty procedure
documents, etc.

(1) To evaluate the contents of the communication from the
manufacturers, etc., to verify that the change do not seriously affect the
quality of the product, to conduct on-site verification of the manufacturing
sites, etc. that the manufacturing control and quality control are conducted
properly and efficiently when necessary and to establish records regarding
those resullts.

Shownin (5)

Same as in the left

(2) To have the person other than the quality assurance supervisor, in case
where he conducts the evaluation and verification specified in the
preceding item (1), report in writing those results to the quality assurance
Supervisor.

(Not included in Agreement)

Same as in the left

4. The marketing authorisation holder of drugs, in case where it identifies
that the changes might seriously affect the quality of the product after the
evaluation specified in the item (1) of preceding Paragraph 3, shall have, in
accordance with the quality-assurance-duty procedure documents, etc., the
quality assurance supervisor instruct promptly in writing the manufacturers,
etc. to take necessary actions including corrective actions, etc.

Shownin (5)

Same asin the left

5. The marketing authorisation holder of drugs shall provide the
manufacturers, etc. with information on quality necessary for conducting
proper and efficient manufacturing control and quality control.

Shownin (8) c

Same asin the left
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