A Step of Challenge to Post-Approval Change
Management Protocol (PACMP)

12t APAC
Manufacturing, Quality Control and Supply-TF
(l\/\QS—TF)

The views and opinions expressed in this presentation are those of the presenter and
should not necessarily represent the views and opinions of the regulated laws.
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Expansion of PACMP utilization in Asia

MQS would like to propose to discuss the benefit of PACMP to
both industry and regulatory authority at 12" APAC meeting.
MQS TF would like your support and cooperation for the success
of next year’ssession =~ =0

ing, Quality Contro
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A. Change Controls

A2. What post approval changes categories are applicable in your economy?

Category us EU Japan Economy A | EconomyB | EconomyC | EconomyD | EconomyE | EconomyF

Major

Moderate Notification

Moderate/Minor

Minor AR Type IA MiV—N AR Notification | Notification
-Minor

B. PACMP e

B3. Please check the actions required when introducing PACMP in your economy?

Revision of the law

estaishmentrevision of guiceines [ TS
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B3. What do you think are the benefits of PACMP introduction?

Benefit Economy A | Economy B | Economy C | EconomyD | Economy E Economy F

Implementing change in a predicable

Faster implementation of the change

A potential down grade of change category

Ensuring supply continuity of medicines

Improvement of quality management
system in line with the global
harmonization

Minimizing administrative work

All economy think that PACMP is useful, and many economies expect implementing change
in a predicable and faster implementation of the change.
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B4. If you think there is any concern that may occur in future, if the introduction of
PACMP system is delayed in your economy whereas the approvals based on PACMP
in other economies have become a common practice, please describe it.

Any concerns Economy A | Economy B | Economy C | Economy D | Economy E | Economy F

Affecting approval timeline
(Longer, being delayed)

Country specific behaviors
(More data, following specific

guideline) TBD

Left behind from other countries
(Recall risk, not being prioritized)

Supply impact (unstable)

A half of economies have any concerns for their economy specific matters, and for affected
to being left behind from other economies.
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TECHNICAL AND REGULATORY CONSIDERATINS FOR
PHARMACEUTICAL PRODUCT LIFECYCLE MANAGEMENT

ICH Q12

/A new ICH guideline topic since \
2014 to discuss the pharmaceutical
product lifecycle.

The guideline discuss on the
introduction to change categories
and tools that are useful to
manage the product throughout
the lifecycle based on the contents
in ICH Q8-Q11, for the effective and
efficient review of the proposed
changes to sustain the stable
supply of product and introduce
innovations.
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Guideline Objectives

...Harmonize management of post-approval CMC
changes...in a more transparent and efficient
manner...across |CH regions

...Facilitate risk-based regulatory oversight...

Emphasize...control strategy as a key component of
the...dossier

Support continual improvement and facilitate introduction of
innovation

Enhance use of regulatory tools for prospective change
management...enabling strategic management of post-
approval changes...



TECHNICAL AND REGULATORY CONSIDERATINS FOR
PHARMACEUTICAL PRODUCT LIFECYCLE MANAGEMENT

ICH Q12

).

ICH

harmonisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF
TECHNICAL REQUIREMENTS FOR PHARMACEUTICALSFOR
HUMAN USE

ICH HARMONISED GUIDELINE

TECHNICAL AND REGULATORY CONSIDERATIONS FOR
PHARMACEUTICAL PRODUCT LIFECYCLE MANAGEMENT

Q12

Final version

Adopted on 20 November 2019

ICH Step 4

Adopted 20t Nov. 2019

This Guideline has been developed by the appropriate ICH Expert Working Group and
has been subject to consultation by the regulatory parties, in accordance with the ICH
FProcess. At Step 4 of the Process the final draft is recommended for adoption to the
regulatory bodies of ICH regions.
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ICH Q12 Chapter 4
POST-APPROVAL CHANGE MANAGEMENT

PROTOCOL (PACMP)

A PACMP is a regulatory tool that provides predictability and
transparency in terms of the requirements and studies needed to
implement a change as the approved protocol provides an agreement
between the MAH and the regulatory authority

A means of method to make changes to the Established Condition (EC)
under efficient and predicable approach under the protocol and
execution

A PACMP can address one or more changes for a single product, or may
address one or more changes to be applied to multiple products

The PACMP may be submitted with the original MAA or subsequently as
a stand-alone submission

The PLCM document can be located in CTD Module 3.2.R. (In some
regions, the PLCM may be included in Module 1)
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POST-APPROVAL CHANGE MANAGEMENT
PROTOCOL (PACMP)

Step 1

e Submit Protocol
— Change proposal based on scientific sound logic
— Risk management activities
— Proposed approach (study) and acceptance criteria to assess the change impact
— Any other fulfilling condition (is available)
— Proposed change category
— Any other justification to support the change

* Need to be approved by regulatory agency

Step 2
* Execute the experiment and work as in the protocol

* Confirm that the result have fulfil the acceptance criteria and any other
condition in the protocol and submit such results to the regulatory agency
according to the protocol

* In some cases, some change category may not be necessary to obtain an
approval from the regulatory agency
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Ordinary Partial Change

Plan Result

* Change content
* Testto assess the

impact
« Acceptance criteria /

Submit test plan and result as a package for the review

4 . °C0 May be asked for
]} additional test%>
.A.J.?AC I 6
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When Using PACMP

Protocol
*/ Change content &
justification
» Test and studies to assess + ReSLllt
the impact

* Acceptance criteria to fulfill
« Justification

* Other
Step 1 Step 2
Submit PACMP—content is assess and ® Execute test and studies as in PACMP
approved by regulatory agency ® In case obtain results/data satisfied the
T JRSET, £ S, e e acceptance criteria and other conditions
for Change Protocol Review” is in the protocol, MAH will submit such
created information to the regulatory agency

In Japan, step 2 process is and assess (depending on the change
“Submission of implementing = category, there may be a case additional

‘\& .A‘_PAC changes in accordance with approval is not necessary) :

change protocol”
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PACMP in Global

“Comparability protocols” have been in US regulations for decades
o US comparability protocol draft guidance in 2003 and 2016 and final guideline
published in Oct. 2022

“PACMPs” have been part of EU regulations since 2010
o EMA Q&A published in 2012

Japan performed a pilot program for PACMPs in 2018 and included in

the regulation from 2021
o Step 1is through a meeting rather than a variation

A few countries will accept PACMPs even though not specifically in
regulations (e.g., Switzerland, South Africa)
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Example of PACMP in EU

What kind of product was applied to PACMP?

New chemical drug

Generic drug

Biopharmaceutical drug

Vaccines

Advanced therapy medicinal product

Over the counter/Self-medication

0% 10% 20% 30% 40% 50% 60%

What kind of change was applied to PACMP?

Manufacturing process/sites
Analytical procedures
Excipients

Specfications

Container closures -

Stability

APAC
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Example (EU): Biologics DS manufacturing site transfer -
Benefit of PACMP Approach vs. ,,Traditional* Approach*

Traditional approach for site transfers Sabrmissian of new Approval of
Registration site as Type II new site Approval of
batches variation (hest case- new site
o ENLA OEA)

{with EMA QEA)

manufactured at
receiving site * ’ ‘

-ttt 1

T
-

0 month 4 months & months 0 months 4 months & manths 8 manths 12 manths 14 months
Submission of site- i:?

transfer CMP as Submission of new site

Type Il variation in accordance to CMP

’ as Type 1B variation
Ap.u[';w::a:zrcmp Approval of CMP |
|5 Al = .
no EMA O&A) [with EMA Q8) <>

Approval of new site
in accordance to CMP

Submission based on approved site transfer CMP as Type 1B variation

» 3-5 months faster approval of
the site change using a PACMP

*Note: approval timelines for type Il variation in this scheme include positive CHMP opinion and Commission Decision

‘\& ¥ wmm AC Lifecycle Management [ Post-Approval Change Management Protocols (PACMPs) 12
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Revising Change Control Process
Management to PACMP

Benefit of Introduction

* For the submission that may take a time to review, there is a potential to
shorten the review period

* Since the change process starts with initial submission, there will be a
flexibility to set the timing to implement the process change and replacement
of the product with changed process, that effectively contributes the supply
chain management

* When a company create a change protocol, it is necessary to collect enough
information on the new method or new technology. Therefore, a potential
enhancement in the capability of using innovative technology and/or quality
control

2 May not applicable to all pharmaceutical products

‘@ ADA(C .
Asia Partnership Conference

of Pharmaceutical Associations




Benefit of PACMP

Realization of review of change and GMP inspection in 2 steps of
PACMP

A potential down grade of change category in a predicable
manner (exclude some products%

Clarify the conditions to implement change in a predicable and
under transparency (change implemented in accordance with
agreed protocol)

Faster implementation of the change by satisfying the PACMP
condition for the faster release of pharmaceutical products to the
patient

A potential tool to introduce break through technology and
early phase application, if there is an agreement
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