Distinctions between Partial Change
Approval Application and Minor

Change Notification
Partial Change Minor Partial Change
Approval Application Notification
Change in the principle of | Process parameter to
unit operation of critical ~ control the quality
process endpoint criteria
Change in process control
criteria as quality endpoint
criteria

17

Application Form after the Enforcement of
Revised Pharmaceutical Affairs Law

OLD APPLICATION CTD-BASED APPLICATION
High Manufacturing Application Marketing Application
S Er: o o~
Application
~ | form
Specification+
- Manufacturing
(Process Control)
=]
Low  Quality Information Module 3
Quality Information ”
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4. Consolidation of the Legal
Positioning of GMP

E Became a requirement for product approval

®B (MP mspection prior to approval. and
periodical GMP inspection in post-marketing
phase

B GMP nspection at the time of application for
partial change(pre-approval re(gun*e(ﬂ) of the
approval matters

= GMP 1mspection at foreign sites

19

Comparison Flowcharts of Approval and License

B

REVISED system

OLD system Product

Product

ompanies’ PMS r\

compliance system
o Companies® Quality !
Assurance System |

Self production {
OR
Subcontracting |
. \
Establishment v

Start production

° MHLW inspection :

New drug &
biologics

- e o o o At

Start manufacturing | :

Patial ‘—"L Partial License l

i Start marketing s Prefectural inspection: Others

| : Recurred for each proz&ct

subcontracting
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GMP/QMS Inspection

for Foreign Sites

* GMP/QMS* inspection for foreign manufacturing
facilities started since April, 2005.

— MRA*: Document check only for pharmaceuticals
except sterile products and biologics

— MOU*: Document check only for Pharmaceuticals
* Number of facilities inspected (~July. 2007)

— Pharmaceuticals: 75

— Medical devices: 24

QMS*: Standards for Manufacturing Control and Quality Control for Medical Devices

and In-vitro Diagnostic Reagents; MRA* Japan-EU Mutual Recognition Agreement

(APTI: out of scope), MOU* Memorandum of Understanding between Japan and
Australia, Germany Sweden, Switzerland)

21

Number of Foreign Facilities
inspected by PMDA (~July.2007)

Central/
Europe North_ South Asia | Others | Total
America
America
Steril ducts/
ore produe 17 21 0 2 | 0 | 40
Biologics '
Oral solid etc 1 7 0 0 0 8
API (Chemical) 10 6 1 3 1 21
Packaging, Labelling,
Storage and 0 6 0 0 0 6
Laboratory '
Total 28 40 1 5 1 75

22
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Role of Module 2

E Module 2 bridges NDA Application Form
(approval matters) and Module 3

E Module 2 is one of the key review
documents

* Reviewers evaluate Module 2 and then narrow
down into Module 3, 4, or 5 when they need
more detailed information.

* Module 1 and 2 together with reports written
by reviewers are evaluated in Pharmaceutical

Affairs and Food Sanitation Council.

Relationship between Application Form and

CTD Documents
Application form: Module 2 (QOS) Module 3 (in Japanese :
: (in Japanese) i; (in Japanese) or English)
: e N7 /=  i3284.1 Specification
i [i] //f/cv i 3.2.84.2 Analytical procedures
Analytical / == /C_:;/ 3.2.84.3 Validation of analytical
procedures i == == procedures
(JP style) & i} : \\ i 3.2.54.4 Batch analyses :
acceptance | i “Specifications i 3.2.84.5 Justification of specification:
criteria - Analytical p_rocedures :
Manufacturi i Pharmaceutical
:: Development

ng process _
: : *Manufacturing Process i

LR P g ° batCh analyses
{ « Justification
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Framework for
Review and Inspection

| production
| scale data

4| Pre-approval
GMP Inspection

Challenges when implementing rPAL
“ regulations with ICH Q8

* Baseline expectations need to be clarified

“At minimum(identify risks and risks controlled)” expectations
do not seem to be traditionally submitted in Japanese NDA.
With “traditionally” submitted contents, it is difficult to sort

out pre-approval matters, minor change matters. < expect
Q8(R) address this | ) .
* Range for excipients as a design space: scientific basis,

description in approval letter~—under consideration with
“approval matters” study group

* Design spaces with interacting multi-variables and with
interacting unit operations:description in approval
letter~—see industry’s creativity

* Real time release:process and facility dependence —Need
final scale data to justify. Specification with test method
would not go away because of need for later evaluations
including generics
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Revision Mockup of Japanese QoS

+ Old Version was published by Pharmaceutical Manufacturers Association
of Tokyo, Osaka Pharmaceutical Manufacturers Association and Japan

Health Sciences Foundation in July 2002

* Merely shows an example of description for each
module 2 section and just a reference for an applicant
to prepare QoS.

* Not covers all information required for each NDA,
nor shows acceptance criteria for each categories.

 NEED more description on pharmaceutical
development and on justification of
manufacturing process according to ICH Q8 and

the revised PAL.<-2006-2008 MHLW “Approval
matters” study group

27

Opportunities by Q9

* Integration to Industry’s Pharmaceutical
Quality Systems

(ICH Q10 will address this area)

 Integration to Regulatory Authorities’ work
process (e.g. QS for GMP inspectrate)

* Integration to Guidance Development and
Pharmacopoeia Policy (Government and
Industry joint effort)

28
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Modified from EFPIA
Mock P2

Drug substance prop

(mo1aay JsTY)

ABPATAMOUY UOTIR[IULIO]

| FORMULATION
DESIGN SPACE

Target Product Profile

!

(Risk Identification)

Cause and effect process
(Rislk ;Tnaiysis)

Risk-based classification
(Risk Evaluation)

R

Proposed Parameters to investigate (e.g. by DOE)

(Risk Reduction)

CONTROL STRATEGY
(Risk Reduction)

A QRM process from Development to Manufacturing

(Initiating

erties; prior knowledge QRM

) _ grocess)
Proposed formulation and manufacturing proces

(mo1AY FsTY)

DATMOUY 852304

3%

PROCESS DESIGN
SPACE BY UNIT
OPERATION 2

6. Establishment Pharmaceuticals and
Medical Devices Agency (PMDA)

* Reviews and Related Operations

— Approval reviews of pharmaceuticals and medical
devices GMP/QMS audits to assess pharmaceutical
and medical device facilities, processes, and quality
management systems

— Re-assessment and re-evaluation based on
Pharmaceutical Affairs Law etc.

* Post-marketing Safety Operations
* Adverse Health Effect Relief Services

365
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Organization of PMDA

Devices, Biologics,
Generics and OTC

-Audits: GLP, GCP.

. Py -Reviews and Related
~Audits: Drug GMP and . Operations / Postmarketing
MD Quality System

Safety

31

Balance between “Specification” and

“Control of Manufacturing”

- Implementation of ICH-CTD (July, 2003)

- Revision of Pharmaceutical Affairs Law
(April, 2005)

ifications Manufacturing

=7 || &
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Deepen Understanding
on ICH Q10

Japan PDA

Overview of ICH Q10 -Table of Contents-

L. PHARMACEUTICAL QUALITY SYSTEM
1.1 Introducdon

1.2 Scope
1.5 Relationship of ICH Q10 to Regional GMP Requirements, ISO Standards and ICH Q7
1.4 Relationship of ICH Q10 to Regulatory Approaches
L5 ICH Q10 Objectives
1.6 Enablers
1.7 Design and Content Considerations
1.8 Quality Manual
2.MANAGEMENT RESPONSIBILITY
2.1 Management Commitment
2.2 Quality Policy
2.3 Quality Planning

2.4 Resource Management

2.5 Internal Communication
2.6 Management Review
2.7 Oversight of Outsourced Actvities

3. CONTINUAL IMPROVEMENT OF PROCESS PERFORMANCE AND PRODUCT QUALITY
3.1 Lifecycle Stage Goals
3.2 Pharmaceutical Quality System Elements

4. CONTINUAL IMPROVEMENT OF THE PHARMA CEUTICAL QUALITY SYSTEM
4.1Management Review of the Pharmacentical Qualiry System
4.2 Monitoring of Internal and External Factors Impacting the Pharmaceutcal Qualicy System
4.3 Outcomes of Management Review and Monitoring

5. GLOSSARY

Annex 1 Potential Opportunities to Enhance Science and Risk Based Regulatory Approaches




Management Responsibility

2. MANAGEMENT RESPONSIBILITY

Leadership is essential to establish and maintain a company-wide
commitment to ...

2.1 Management Commitment

i) Senior management has the ultimate responsibility to ensure ..., and
that responsibilities and authorities are defined, ...

& Discussion Point:

* What positions or governance do ‘Management’
and ‘Senior Management’ refer to?

* What are the scope of work and roles of
‘Management’ and ‘Senior Management?’

Management Responsibility

2.5 Intemal Communication

1) Management should ensure appropriate communication processes are established and
implemented within the organization.

ii) Communications processes should ensure the flow of appropriate information between
all levels of the company.

iii) Communication processes should ensure the escalation of certain product quality and
pharmaceutical quality system issues to appropriate levels of management in a timely
manner.

€ Discussion Point

How do GMP organization and management communicate with each

other regarding quality?

*Scope: What is the level of management?

*Subjects: existing products, investigational products, development products, etc.
*Frequency: periodically, only on the occurrence of problems, or both?

*Means: meetings, reports, etc.




CONTINUAL IMPROVEMENT OF PROCESS PERFORMANCE
AND PRODUCT QUALITY

3.2 Pharmaceutical Quality System Elements

ii) Corrective Action and Preventive Action System (CAPA)

The pharmaceutical company should have a system ... CAPA methodology should result
in product and process improvements and enhanced product and process understanding.

® Discussion Point

Is there any system to feed back troubles
occurred at manufacturing sites to development
department?

CONTINUAL IMPROVEMENT OF PROCESS PERFORMANCE

AND PRODUCT QUALITY

3.1 Lifecycle Stage Goals

1) Pharmaceutical Development

The goal of pharmaceutical development activities is ... meet the needs of patients,
healthcare  professionals, regulatory  authorities and intemal customers.

3.2 Pharmaceutical Quality System Elements
iv) Management Review of Process Performance and Product Quality
(1) The management review system should include:
(1) Measures of customer satisfaction such as customer complaints and recalls;

#Discussion Point;
* How is customer satisfaction surveyed?
* When is the survey conducted?

* How are the results fed back to manufacturing and
development departments?




CONTINUAL IMPROVEMENT OF
THE PHARMACEUTICAL QUALITY SYSTEM

2.3 Quality Planning

V) Key performance indicators that measure progress against quality objectives should be
established, monitored, communicated regularly and acted upon as appropriate.

4.1 Management Review of the Pharmaceutical Quality System
Management should have a formal process for reviewing ...
The review should include:

ii) Assessment of Key Performance Indicators that can be used to monitor the
effectiveness of processes within the pharmaceutical quality system, ...

& Discussion Point

¢ In what items are Key Performance Indicators set in each
production lifecycle? What indicators are set as KPI?

* Are there any ways of thinking or methods to set parameters?

CONTINUAL IMPROVEMENT OF
THE PHARMACEUTICAL QUALITY SYSTEM

Are KPIs set for the items below in each stage of the production lifecycle?
Are there any other items for which KPIs are set?

Development

Technology
Transfer

Manufacturing

Product
discontinuation

Process
Performance &
Product Quality

CAPA System

Change
Management

Percentage of
fulfillment of
simulation product
aims

Percentage of
success of scale-up

Percentage of NDA
approval, Delay from
Schedule

Schedule, Cost

The number of
changes of scope or
design

The number of
008, deviations,
rejected lots,
complaints, recalls

The number of
complaints, recalls

Schedule
Effects of actions

Percentage of failure
decreasing, cost
reduction after
changing

Schedule

Management
review of Process
Performance &
Product Quality

Is timely management review of above-mentioned items conducted?
( review of management review)




CONTINUAL IMPROVEMENT OF
THE PHARMACEUTICAL QUALITY SYSTEM

2.2 Quality Policy

i) Senior management should establish a quality policy that describes the overall
intentions and direction of the company related to quality.

ii) The quality policy should include an expectation to comply with applicable regulatory
requirements and should facilitate continual improvement of the pharmaceutical quality
system.

11.1) The quality policy should be communicated to and understood by personnel at all
levels in the company.

iv) The quality policy should be reviewed periodically for continuing effectiveness.

®Discussion Point
* What is the appropriate frequency by ‘“reviewed periodically?’

* Which division is the ‘senior management’ that plans and approves
the quality policy? Who is the final approver?

* Is the scope of communicating the quality policy pre-fixed? Are
outsiders, such as stockholders, included? How is the policy
communicated?

PHARMACEUTICAL QUALITY SYSTEM

1.1 Implementation of ICH Q10 throughout the product lifecycle should
facilitate ...

1.2 Scope

This guideline applies to pharmaceutical drug substances and drug

products, including biotechnology and biological products, throughout the
product lifecycle.

®Discussion Point
‘throughout the product lifecycle’

Which stage is specifically the development stage
in the lifecycle?




PHARMACEUTICAL QUALITY SYSTEM

1.3 ICH Q10 thereby serves as a bridge between the regional requirements,
helping industry and regulators achieve harmonization of the

pharmaceutical quality system throughout the lifecycle of a product.

& Discussion Point

What kind of things are feasible as
‘a bridge between the regional requirements?’
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