Descriptions on Process Validation
[ cmaaw

* The number of process runs should
depend on the complexity of the process
.etc. For prospective and concurrent
validation. Three consecutive successful
production batches should be used as a
guide... (Process Validation Program 12.5 ICH Q7)

(This might imply the 3 lot manufacture is
the end of PV, BUT...)

Validation Continuous Verification HIYAMA 9

Descriptions relative to Life Cycle Nature

* Periodic Review of Validated Systems:
Systems and processes should be
periodically evaluated to verify that they
are still operating in a valid manner. (Process
Validation Program 12.5 ICH Q7)

* Process validation studies over the
product life cycle (cH Q10 1.6.1 knowledge

management)

Validation Continuous Verification HIYAMA 10
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Basis for Process Validation X aniaw

* Process development studies should
provide the basis for process improvement,
process validation, continuous process
verification®, and any process control
r equirements (Manufacturing Process Development
2.3 ICHQ8(R2))

* continuous process verification: An alternative approach
to process validation in which manufacturing process
performance is continuously monitored and evaluated
(Glossary 3. ICH Q8(R2))

Validation Continuous Verification HIYAMA 11

Basis for Process Validation-continued P

* (The transferred )knowledge forms the
basis for the manufacturing process,
control strateqgy, process validation
approach and ongoing continual
improvement. (icH Q10 3.1.2 Tech Transfer)

Validation Continuous Verification HIYAMA 12



Other descriptions £ apiaw

The process performance and product quality
monitoring system should:

Provide knowledge to enable innovative
approaches to process validation.

ICH Q10 3.2.1 Process Performance and Product Quality Monitoring
System

Demonstrate effective pharmaceutical quality
system and product and process understanding,
including the use of quality risk management
principles : Opportunity to enable innovative
approaches to process validation (cH Q10 Annex 1)

Validation Continuous Verification HIYAMA 13

Q-IWG Q&A
—

Q:What is an appropriate approach for process validation using
Q8,Q9,Q10 (ICH QIWG Q&A 1.1.2)

A: The main objective of process validation remains that a process
design yields a product meeting its pre-defined quality criteria. ICH
Q8, Q9 and Q10 provide a structured way to define product critical
quality attributes, design space, the manufacturing process and the
control strategy. This information can be used to identify the type
and focus of studies to be performed prior to and on initial
commercial production batches. As an alternative to the traditional
process validation, continuous process verification can be utilised in
process validation protocols for the initial commercial production and
for manufacturing process changes for the continual improvement
throughout the remainder of the product lifecycle.

Validation Continuos Verification HIYAMA 14
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ICH QIWG Q&A- continued £ eninw

Q:How can information from risk management and continuous process
verification provide for a robust continual improvement approach
under ICH Q8, Q9 and Q107

A: Like the product itself, process validation also has a lifecycle
(process design, process qualification and ongoing process
verification). A risk assessment conducted prior to initial commercial
validation batches can highlight the areas where particular focus
and data is needed to demonstrate the desired high level of
assurance of commercial process robustness. Continual monitoring
(e.g. via Continuous Process Verification) can further demonstrate
the actual level of assurance of process

Validation Continuuos Verification HIYAMA 15

Key Messages p—

» For innovative Process Validation approaches,
technology development and senior
management support are required

* Do not forget exiting products
 Further clarification is needed by ICH

Validation Continuous Verification HIYAMA 16
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Q8(R2) - Example QbD Approach

Product Profile ) * Quality Target Product Profile (QTPP)
» Determine “potential” critical quality attributes (CQAs)
Risk Assessments] ° Link raw material attributes and process parameters to CQAs

and perform risk assessment

DesignSpace | © Develop a design space (optional and not required)

Control Strategy | ©  Design and implement a control strategy

Contindal » Manage product lifecycle, including continual improvement
Improvement

© 1CH, Noveniber 2010

Key Steps for a product under Quality by Design (QbD)

Pharmaceutical
Development

Quality Target
Product Profile

|

i_ QTPP : Definition of intended use & P_!:qqyct e i

| Prior Knowledge (scienée, GMF’.

| regulations, .) CQA : Critical { Potential CQA (Critical Quality Aftribute) identified & |
et s Quality Attribute | CPP (Critical Process Parameters) determined
| Product/Proces: 5 CPP : Critical i

Design to meet CQA using Risk Management 8: g
% experimental studies {e.g. DOE) ;

Process Parameter

 §

| DOE : Design of Experiment
Link raw material attributes and process parameters |
to CQAs and p: Risk A t Methodol {

lQRM principle apply at any stage) Risk Management

£2) A

| Product/Process Understanding ':>

Batch Release
Strategy

Continual

Key Discussion Points from PDA JAPAN
Tech/Education Committee

» Most products on the market are NOT
developed under Q8—Defined as Exiting
Products(EPs)

* How can we gain process/product
knowledge to keep a state of control for
EPs without re-initiating development
work?

*The committee holds monthly meeting on Saturday in Tokyo:

Process Analytical Technology (2003-2005) , ICH Q8
implementation (2006-2008), QbD for EPs(2009-2011)

Validation Continuous Verification HIYAMA 19

Recommendations from PDA JAPAN
Tech/Education Committee ) Al

» Conduct risk assessment on EPs to
identify appropriate process monitors.
Analyze monitoring data and conduct DOE
where necessary. Improve control strategy.

« Challenging area: Collaboration between
R&D and manufacturing function. Support
by senior management. Lack of
technological tools.

Validation Continuos Verification HIYAMA 20



| Conclusion from PDA JAPAN
Tech/Education Committee Clapinw

« Development knowledge is NOT perfect
even for QbD based products. Because of
that the recommended work process is
applicable to ALL products.

Validation Continuos Verification HIYAMA 21

Q-IWG evaluation of the
Training workshops (Q-IWG presentation in Nov 2010) QL

« 29 pages summary report with 160
questions, comments and statements

 Q-IWG evaluated all issues raised

— Technical and regulatory gaps
To be addressed by Q-IWG

— Basic training needs
Without direct involvement of Q-IWG

QIWG reort to SC in Nov 2010 22

091

Technical and regulatory gaps
Process validation / Process verification 2L

- Harmonised definitions of process validation,
verification and process qualification

+ Need for clarity and (harmonized) regulatory
expectation of continuous verification

+ The relationship between control strategy and
process validation / continuous verification

+ Need of clarity of validation studies with design space
- Relationship between validation and Design Space

+ Process validation approaches and regulatory
expectations for continuous manufacturing
processes

QIWG reort to SCin Nov 2010 23

Summary presented from QIWG to ICH Steering
Committee in Nov 2010 L 4

- Control Strategy « Critical / Non-critical

— Evolution & Suitability — Determination of Criticality
— RTRT etc & Certificate of Analysis (CoA) ~ Variability in RA decisions and variability
— Batch release decision - Manuf. process description

- Non-critical parameters

= Bole of modteling s QLD - Level of documentation in

— Development S

— Presentation in submission submission

— Relationships: Modelling - DS - RTRT — Regulatory submission and/or at manuf. site

— Verification, scale up, updating and — Location of QbD type information
maintenance - Regulatory flexibility

- Site changes -~ Communication industry & regulators

— Communication assessors & inspectors

= et e » Process validation / Process

— Beyond ICH Q8(R2)

— Verification, updating & maintenance verification

— Scale up — Harmonised definitions

— Technical transfer - Regulatory expectation of CPV
— Clinical relevance — Relatisonship CS & PV / CPV

- Validation studies with DS
— Continuous manufacturing processes

QIWG report ta SC in Nov 2010 24
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Key Messages £l apinw

* Process Validation is a Product Life Cycle event

(relies on Development, Tech Transfer and Continuous Monitor)

* Process Validation Program should be managed
under GMP and under PQS

* For innovative Process Validation approaches,
technology development and senior
management support are required

* Do not forget exiting products
 Further clarification is needed by ICH

Validation Continuos Verification HIYAMA 25

Acknowledgement QL

* ICH Q8, Q9, Q10 Implementation working
group (ICH Q-IWG)

* MHLW Study Groups

« PDA Japan Chapter Technology Education
Committee

Validation Continuos Veification HIYAMA 26

—

Thank you for your attention!
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