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Continual improvement of
the quality management system
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Figure 1 — Model of a process-based quality management system
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Regulatory approaches for a specific product or
manufacturing facility should be commensurate
with the level of product and process
understanding, the results of QRM, and the
effectiveness of the PQS. Potential opportunities to
enhance science and risk based regulatory
approaches are identified in Annex 1.

Regulatory processes will be determined by region.
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DRAFT: September 3

Day Zero

F{IEHS APEC ICH BBOFSL 2007498

Wednesday, September 12, 2007

6:30 - 8:30 Registration and Opening Night Reception
* Participate in BioKorea 2007 Reception for all the Participants of
BioKorea 2007
Day One

Thursday, September 13, 2007.

9:00- - 10:00

Registration and Check-in‘ -

10:00 - 10:30

Welcome and Opening Remarks

» Dr. Yong Heung Rhie, President, Korea Health Institute
Development Institute

= Dr. Kyeong Ho Lee, President of Inje University, APEC LSIF
Leadership (Korea)

= Dr. Pakdee Pothisiri, Commissioner of the National Counter
Corruption Commission, Former Secretary General of the Food and
Drug Administration, Thailand, APEC LSIF Leadership (Thailand)

10:30 - 11:30

Session I: Introduction to ICH Quality Guidelines and Link to GMP

Description: All drug manufacturers within the ICH regions are expected
to adhere to current good manufacturing practices (cGMPs). While each of
the three regulatory authorities within the ICH regions have similar cGMP
requirements, there are some differences in both approaches to
inspections and implementation of cGMPs. The ICH quality guidelines are
intended to augment cGMP requirements for many aspects of both drug
development and manufacturing models. The earlier quality guidelines
focused on specific quality aspects of drug substances and products,
whereas the latter guidelines -- specifically ICH Q8-Q10 -- taken together,
address new models of drug development and quality assurance.

Moderator:

= Dr. Mark Paxton, Associate VP, International Regulatory Affairs,
PhRMA (United States)

Part A: Role of ICH Quality Guidance Documents In Advancing Life
Sciences in the APEC Region

Speaker:

= Mr. Mike Ward, Manager International Programs Division,
Therapeutic Programs Directorate, Health Canada (Canada)

Part B: Linking ICH Quality Guidelines to GMP

2
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Speakers:

* Dr. Dong sup Kim, Director of Drug Evaluation Department,
Korea Food and Drug Administration (Korea)

* Dr. Tony Webber, President of Management Committee,
Queensland Clinical Trial- Network, Professor Emeritus, Queenstand
University of Technology (Australia)

Part C: Question & Answer Session with the panelists

11:30-1:30"

Ltunch'Break = "~

1:30 - 3:00

Session II: Challenges and Opportunities of ICH Q8

Description: The Pharmaceutical Development section as detailed in ICH
Q8 provides an opportunity to present the knowledge gained through the
application of scientific approaches and quality risk management to the
development of a product and its manufacturing process. It is first
produced for the original marketing application and can be updated to
support new knowledge gained over the lifecycle of a product. The
Pharmaceutical Development section is intended to provide a
comprehensive understanding of the product and manufacturing process
for reviewers and inspectors. ICH Q8 also indicates areas where the
demonstration of greater understanding of phamaceutical and
manufacturing sciences can create a basis for flexible regulatory

approaches. The degree of regulatory flexibility is predicated on the level
of relevant scientific knowledge provided.

Moderator:

* Dr. Jianhua Ding, Director, Pharmaceutical Division, Department
of Drug Registration, State Food and Drug Administration (China)

Part A: A Regulatory Perspective

Speaker:

* Dr. Susanne Keitel, Head of Pharmaceutical Quality Division, Federal
Institute for Drugs and Medical Devices (Germany)

Part B: An Industry Perspective

Speaker:

* Dr. Paul Stott, Associate Director, Research and Technology, Product
Development, AstraZeneca (United States)

Part C: Question & Answer Session with the panelists

+ | Refreshment Break
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3:30-5:00

Session III: Challenges and Opportunities for ICH Q9

Description: The manufacturing and use of a drug product, including its
components, necessarily entails some degree of risk. The risk to its
quality is just one component of the overall risk. It is important to
understand that product quality should be maintained throughout the
product lifecycle such that the attributes that are important to the quality
of the drug product remain consistent with those used in the clinical
studies. An effective quality risk management approach can further
ensure the high quality of the drug product to the patient by providing a
proactive means to identify and control potential quality issues during
development and manufacturing. In addition, use of quality risk
management can improve the decision making if a quality problem arises.
Effective quality risk management can facilitate better and more informed
decisions, can provide regulators with greater assurance of a company’s
ability to deal with potential risks, and can beneficially affect the extent

.| and level of direct regulatory oversight.

The purpose of ICH Q9 is to offer a systematic approach to quality risk
management. It serves as a foundation or resource document that is
independent of, yet supports, other ICH Quality documents and
complements existing quality practices, requirements, standards, and
guidelines within the pharmaceutical industry and regulatory
environment. It specifically provides guidance on the principles and some
of the tools of quality risk management that can enable more effective
and consistent risk-based decisions, by both regulators and industry,
regarding the quality of drug substances and drug products across the
product lifecycle. It is not intended to create any new expectations
beyond the current regulatory requirements.

Moderator:

= Dr. Yuppadee Javroongrit, Drug Control Division, Food and
Drug Administration, Ministry of Public Health (Thailand)

Part A: A Regulatory Perspective
Speaker:

= Dr. Jacques Morenas, Assistant Director, French Agency for the
Safety of Health Products (AFSSAPS) & Chairman of PIC/S,(France)

Part B: An Industry Perspective

Speaker:

= Dr. Thomas Schultz, Director, Regulatory Sciences, Johnson &
Johnson (United States)

Part C: Question & Answer Session with the panelists

| Carnation Room, Grand Intercontine

Networking Reception/Dinner -
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Day Two
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Friday, September 14

10:00 - 11:00

Session IV: Pharmaceutical Quality Systems for ICH Q10

Description: ICH Q10 establishes a new ICH tripartite guideline
describing a model for an effective quality management system for
the pharmaceutical industry, referred to as the Pharmaceutical
Quality System. ICH Q10 describes one comprehensive approach to
an effective pharmaceutical quality system that is based on ISO
concepts, includes applicable Good Manufacturing Practice (GMP)
regulations and complements ICH Q8 “Pharmaceutical Development”
and ICH Q9 “Quality Risk Management”. ICH Q10 is a model for a
pharmaceutical quality system that can be implemented throughout
the different stages of a product lifecycle. Much of the content of ICH
Q10 applicable to manufacturing sites is currently specified by
regional GMP requirements, ICH Q10 is not intended to create any
new expectations beyond current regulatory requirements.

Consequently, the content of ICH Q10 that is additional to current
GMP requirements is optional. Throughout this guideline, the term
“pharmaceutical quality system” refers to the ICH Q10 model. ICH
Q10 demonstrates industry and regulatory authorities’ support of an
effective pharmaceutical quality system to enhance the quality and
availability of medicines around the world in the interest of public
health. Implementation of ICH Q10 throughout the product lifecycle
should facilitate innovation and continual improvement and
strengthen the link between pharmaceutical development and
manufacturing activities.

Moderator:

= Dr. Mark Paxton, Associate VP, International Regulatory
Affairs (United States)

Part A: A Regulatory Perspective
Speakers:

* Dr. Yukio Hiyama, Chief, Third Section Division of Drugs,
National Institute of Health Sciences (Japan)

= Dr. Ian Thrussell, Senior Medicines Inspector, Medicine
Control Agency (United Kingdom)

- 11:00 - 11:30-

Refreshment Break -

11:30 - 12:30

Part C: An Industry Perspective
Speakers:

= Dr. Mark Paxton, Assoclate VP, International Regulatory
Affairs (United States)
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'12:30 = 2:00

Part D: Question & Answér Session with the panelists
Lunch Break’ .~ R ; -

2:00 - 3:30

Session V: Developing and Regulating Biotech Products in a
“Risk-Based Environment”

Description: Many biotechnologically derived products represent
new risks to patients that are quite different from those associated
with products made with synthesized small molecules. Although the
probabilities associated with the occurrence of adverse events are
often still being estimated, the severity of many of these events can
be substantial when compared to small molecule drugs. Moreover,
many of the large molecule substances derived from biotechnology
processes have inherently greater variability in structure, and in
some cases, composition. Thus, while the principles outlined in ICH
Q8-Q10 are equally applicable to these unique products, the
character and measures used to estimate risk and subsequently,
quality assurance, can be quite different. This session is intended to
provide an overview of some of the challenges associated with
applying the quality guidelines to biotech products.

Moderator:

» Dr. Stephen W. Cook, Vice President Regulatory Affairs,
Asia Pacific, GlaxoSmithKline Pte Ltd (Singapore)

Part A: A Regulatory Perspective
Speakers:

*» Dr. Blair Fraser, Director, Food and Drug Administration
(United States)

Part B : An Industry perspective

= Dr. Elaine Esber, Executive Director, Vaccine Division,
Merck (United States)

Part C : Question & Answer Session with the panelists

-3:30 = 4:00 =

-Concluding Comments and. Adjournment

3:30-4:00

* Mr. Mike Ward, Manager, International Programs,
Therapeutic Products Directorate, Health Canada (Canada)

* Dr. Kyung Won Jang, Senior Researcher, Head of trade and
international cooperation Team, Department of Drug Industry
Promotion, Korea Health Industry Development Institute
(Korea)
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ICH Harmonisation and Japanese
Pharmaceutical Regulations

APEC LSIF ICH Quality Guidelines Q8 and Q9
Challenges of Implementations

COEX, Seoul, September 13-14, 2007
Yukio Hiyama
Chief, 3 Section, Division of Drugs
National Institute of Health Sciences,
Ministry of Health, Labour and Welfare
JAPAN

E mail: hiyama@nihs.go.jp

Presentation Qutline

E Pharmaceutical Affairs Law (PAL)

changes, ICH discussion and MHLW
studies

E Quality Regulations under the
Revised Pharmaceutical Affairs Law

E Commitment of Manufacturing
Process as Approval Matters and Role
of ICH Q8, Q9 and Q10
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The 2003 ICH Quality Vision

Industry parties and regulatory authorities of the ICH Quality
met in Brussels in July 2003 and agreed on the ICH
Quality vision “A harmonised pharmaceutical quality
system applicable across the lifecycle of the product
emphasizing an integrated approach to risk management
and science™.

In order to develop a modern pharmaceutical quality system,
discussions on two topics, 1) Pharmaceutical Development
(Q8) and 2) Quality Risk Management (Q9) started. The

guidelines on the two topics were published in 2006 in the
three ICH regions.

(Pharmaceutical Quality System (Q10) reached step 2 in
May, 2007.)

MHLW slide at 2003 workshop 14/15

Expected Outcome
For Industry

E Establishment of quality management system
from development to post-marketing

For regulatory authority

E Improvement of the approval review system by
integration of the review and the GMP inspection

E To concentrate on higher risk products

B The establishment of effective, efficient, and
streamlined quality regulation
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From MHLW slides at 2003 Work Shop

MHLW’s Expectation to ICH

Comprehensive approach for quality management
@ Throughout the product life cycle

- From development to post-marketing
Includes;

- Risk management

- Technology transfer

- Change control, etc.

ICH and Quality regulation in Japan

ICH
Q8 and Q9 step4 Q8 and Q9 step5
AN /
oL 2 > > >
)\ . N )
2004 2005\ 2006 2007
JAPAN » Revised PAL enforced ™, o o i

» PMDA established ~ /\PProval matters policy
Inspection policy
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Pharmaceutical Affairs Law(PAL), ICH Q8/Q9/Q10
and MHLW Grant Regulatory Science Studies

PAL regulation changes
2002
Revised PAL published

2004

PMDA established

New GMP standards

2005

Approval matters policy
Revised PAL enforced
Inspection policy published
2006

Product GMP guidance

ICH discussion

2002

CTD Q&A

2003

GMP workshop in Brussels
Q8 and Q09 started

2004

Q8 reached step 2

2005

Q9 reached step 2

Q8 and Q9 reached step4
Q10 started

2007

Q10 reached step 2

Regulatory science groups
2002
QS/GMP guidance

2003 | CTD mock
Approval matters

Inspection Policy

2006-2008

- :
RS R T

Revision of the Pharmaceutical
Affairs Regulation
- (effective April 2003)

E  Revision of the Approval and Licensing System

. = From Manufacturing (or Importation)
Approval/License to Marketing Authorization

& FEnhancement of Post-marketing Measures

= To clarify the Market Authorization Holder’s
(MAH) responsibility of the safety measures as well
as quality management (GVP, GQP)
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Revision of the Quality Regulation

1. MAH’s* responsibility for the Quality

management * Marketing Authorization Holder
2. Requirement Changes in Approval Matters

s y o ] PR :
B e T W RSO DU O S N L TR B I I O SN
3. AT INVIANECE Pibe s STy T ‘»{égig,!i;fi AU N A B R AN

DR REVESE
LR

4. Consolidation of the Legal Positioning of GMP

6. Establishment of Pharmaceuticals and Medical Devices
Agency (PMDA)

1. MAH’s résponsibility for quality
management (GQP)

B Supervise and manage the manufacturer, and
ensure the compliance with GMP of all
manufacturing sites

E Ensure proper product release to the market
E Respond quickly with complaints and recall, etc.

E Conduct quality management based on post-
marketing information, etc.

10 .
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Marketing and Manufacturing

e Ensure proper release to market

52 - PSR I AN

ISEI[IY I1TeN

External
Testing laboratory

Market

Pre-
market
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2. Manufacturing Process Commitment
Application Form and Approval Matters-
A Unique System

E Contents provided in the NDA
application form are dealt with as
“matters subject to approval.”

E Contents described in approval letter are
“legal binding” approval matters.

Approval Matters

13

E General name (for drug substance)
E Brand name
E Composition

E Manufacturing process, including control
of materials«-NEW under rPAL

E Dosage and administration

E Indications

E Storage condition and shelf-life

E Specifications and analytical procedures

357
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Approval Matters Policy

Notification from Director of Review Management, 0210001
February 10, 2005

E Manufacturing Process: Principles and end points
of the critical manufacturing steps with key
operational parameters of commercial scale will
become approval matters. Principle and quality
end point for each manufacturing step will be
subject to pre-approval review.

E In-process procedure is pre-approval matter if it
replaces final specification test.

15

Approval Matters Policy (continued)

E A pilot scale manufacturing processes may be
submitted at Application.

E The commercial scale processes will be subject to
Pre-approval GMP inspection and the commercial
scale must be described in the approval.

E Pre-approval vs. notification classification may be
determined through the review process

16
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