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Quality Agreement ¢ )

This agreement is entered into by XXX Inc. a manufacturer, and XXX Japan, a Marketing Authorization
Holder (hereinafter MAH).

XXX Inc XXX MAH

Manufacturer:
XXX Inc.
Contact Person: Name:
(Address)

Title:

Marketing Authorization Holder: - MAH
XXX Japan Co., Ltd. ( )
1-2-3 YYY-machi, zz-ku, Tokyo, 100-0000, Japan
Contact Person: Name:
Title:

Scope

This agreement applies to all products manufactured and approved for market in Japan and the
Quality Systems necessary to ensure compliance with regulations specified by the Japanese
Pharmaceutical Affairs Law.

The scope of the manufacturing is defined below in accordance with the manufacturer’s authorization
by the classification in article 36 of the Enforcement Regulation of Pharmaceutical Affairs Law.

[ ] Manufacturer for general medical device - 4

[ ] Manufacturer for sterilized medical device

[ ] Manufacturer for tissue medical device

[ ]Packaging/labeling and distribution facility

36
[1]
[1]
[1]
L1 ( )

Quality System

The MAH and the manufacturer will each maintain complementary Quality Systems that comply with
the applicable articles of the Pharmaceutical Affairs Law and XXX Corporate policies. Each
manufacturer agrees to include a statement of compliance to the Japanese Pharmaceutical Affairs Law
in its quality manual and monitor the effectiveness of the quality management system in its

-44 -
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Management Review process.
XXX

References:

» Japanese Pharmaceutical Affairs Law
» Standards for the Manufacturing Control and Quality Control of Medical Devices
(Also known as Japanese Medical Device QMS, Ministerial Ordinance No.169, December 17,
2004, or latest)
* Ministerial Regulations for Buildings and Facilities
(Ministerial Ordinance No. 180, December 24, 2004, or latest)
* Enforcement Ordinance of PAL (Cabinet ordinance)
- Article 17. "Effective Period of Authorization for Foreign Manufacturer"
- Article 18. "Mutatis Mutandis"
- Article 67. "Scope of Question or Inspection to Authorized Foreign ~ Manufacturer by
PMDA"
* Enforcement Regulation of PAL (Ministerial ordinance)
- Article 35. "Application of Authorization for Foreign Manufacturer"
- Article 36. "Authorization Categories of Overseas Manufacturers"
- Article 100. "Notification of Changes of Manager of Licensed Manufacturer"
- Article 102. "Application for Approval of Marketing of Pharmaceuticals Manufactured
Overseas"
- Article 114. "Mutatis Mutandis"
- Article 244. "Report"
+1SO13485: 2003 Medical Devices - Quality Management System Requirements for Regulatory
Purposes
*XXX Corporate policies

QMS 2004 12 17 169

2004 12 24 180

- 67

- 35
- 36
- 100
- 102
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- 114

- 244

1SO13485 — —
XXX

Shonin Conformance

The manufacturer is responsible for ensuring that each product shipped to Japan conform to the
regulatory documents Shonin maintained by the MAH. The Manufacturer is responsible for ensuring
that existing Shonins are maintained as current and notifying MAH of intended changes for submission.
MAH agrees to provide current Shonin and current manufacturer’s authorization information to the

manufacturer. The Manufacturer shall provide a self-declaration letter, defined by the MAH, that
st

assures product compliance of Shonin to MAH every April 1 .

Verification of Compliance
The parties agree to cooperate with each other’s periodic facility audits necessary to ensure compliance.

The Manufacturer is primarily responsible for ensuring their Quality System complies with all
requirements of the Japan Pharmaceutical Law. The Manufacturer and the MAH agree to support
periodic MAH audits and host PMDA audits.

Certificate
The Manufacturer will provide updated certificates of quality system certification to the MAH as they

are renewed. The manufacturer agrees to provide a copy of the governmental license for medical
device manufacturing (GMP certificate, certificate for foreign government, ISO certificates, etc. ) to
MAH as request

GMP 1S0 1

Technical Conditions

The Manufacturer shall describe materials, manufacturing methods, and testing and inspection
methods for each product as described in Shonin or registration documents of individual products as
required by the Japan Pharmaceutical Law.

- 46 -
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Packaging and Shipping

The Manufacturer shall preserve product in package designed and tested, and shall ship product in
containers appropriate for the transportation method used.

Change Control

+ The manufacturer agrees to define, document, and operate a complete consistent system to
notify MAH prior to implementation of changes on product identity, efficacy, intended use and
labeling, and manufacturing methods and testing/inspection methods, including acceptance
criteria, or any items defined in the Shonin document. This prenatification shall comply with
XXX Corporate policies.

» Also, the manufacturer will notify the MAH in writing, of any changes to any items described in
the manufacturing site authorization by the Japanese government, such as name and address
of registered management, or buildings and facilities.

+ MAH shall keep the Manufacturer informed of the quality, safety, testing and regulatory
requirements for the manufacturer to manufacture products to be exported into Japan (e.g.,
applicable QMS standards and other Ordinances and Notifications as outlined in the Japan
Pharmaceutical Law).

XXX

QMS

Complaint Handling
MAH will gather and report product complaints directly to the Manufacturer. The Manufacturer

is responsible for analysis of complaints and returned products and will provide timely (i.e. as
soon as possible) reports for analysis to MAH.

Global Adverse Event and Malfunction Reporting

The Manufacturer will report adverse events that occur outside Japan, but involve products which are
approved/registered in Japan. MAH will define the criteria by which Manufacturers determine which
events to report to MAH. MAH will determine the need to report the event to MHLW / PMDA and notify
the Manufacturer of the decision and the outcome of reporting. MAH report content to MHLW / PMDA
are mutually agreed upon by both MAH and the Manufacturer before submission to MHLW / PMDA.
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Field Corrective Action and other notifications

The Manufacturer will follow the XXX Corporate Policy for Field Corrective Action and will notify the
MAH of all actions taken. The MAH will determine the need to notify the authorities in Japan for actions
not involving product in Japan. The Manufacturer further agrees to notify the MAH in the event of
suspension of manufacture, distribution or sale of products marketed in Japan.

XXX

Sub Process Site

If the Manufacturer uses sub process site, the Manufacturer shall make an agreement or equivalent
document that covers requirements of this agreement, or ensure the site makes same agreement
between MAH and site.

Additional Provisions

This agreement shall come into effect from April 1, 2005.
2005 4

Periodic Review

This agreement and the attached table of facilities and contact persons will be reviewed and revised
as necessary.

The parties agree to the contents of this agreement and the requirements implied
therein as indicated by the signatures below.

Manufacturer Name
Quality Management
Signature:
Date:
Name:
Title:

Regulatory Management
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Signature:
Date:

Name:

Title:

Operations Management
Signature:

Date:

Name:

Title:

Marketing Authorization Holder Name
Quality Management

Signature:
Date:
Name:
Title:
Regulatory Management
Signature:
Date:
Name:
Title:
Operations Management
Signature:
Date:
Name:
Title:

=49 -
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Facility
# Name

Contact

Address Country
person

Phone

email

Manufacturing Classification

] Manufacturer for general medical device

] Manufacturer for sterilized medical device
] Manufacturer for tissue medical device

] Packaging/labeling and distribution facility

] Manufacturer for general medical device

] Manufacturer for sterilized medical device
] Manufacturer for tissue medical device

] Packaging/labeling and distribution facility

] Manufacturer for general medical device

] Manufacturer for sterilized medical device
] Manufacturer for tissue medical device

] Packaging/labeling and distribution facility

— | e e —— | e ———

— et

Quality Management:

Signature:

Date: Name:

Title:
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