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(Plenary Session)

1) Opening

2) Development of second generation APIs
3) Update from PMDA

4) Quality aspects of the submitted API documents to SFDA and GCC countries
5) New APIC Guide on best practices for managing suppliers to API mfr.
6) The role of the EDQM in protecting public health - current initiatives
7) Update from the ANVISA inspectorate

8) Nitrosamine impurities-Regulatory aspects and current standing
9)ICH Q9(R1): What is New?

(10) Closing remarks
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(Parallel Session)

1) Stability studies for API

2) Navigating the complexities of sterile injectable submissions

3) How are health authorities inspections evolving in the world of APIs?

4) ICH M7 - Risk Assessment from API perspective

) How did COVID affect our API industry

6) Quality Agreements: APIC Guidance and Templates

7) Revision of the ICH M4Q guideline: A Regulator’s perspective

8) The case for Quality Metrics

9) Digitalization in API

(10) Recent breakthroughs in ANVISA API requirements
and Emerging Markets novelties
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“Development of second generation APIs”

£8EM : Mr. Dirkjan van Zoelen, Aspen Oss B.V.
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“Update from PMDA”
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Today's Contents Japan's Effective/Efficient/Flexible Quality Regulation

B Application Form (AF) is a legally binding document in applcationform Legally binding
Japan. (aF] N R

B A post-approval regulatory action is required if a A _,.___,*
marketing authorization holder changes the x o C E “}
description in the AF (included MF] . —

B Regarding post-approval change of AF, scientific Pl "—“-'.—‘.__‘___
justification of a change must be adequately explained| | co F i) “R
in CTD. Mote3 N -

B Consultation Service for Quality (I — ]

Nat-Changeakis without Changeable without regulstoey
| regulatony procedwres [POAMON) precedures [FOAMON]
«PCA[Partial change Application)
M Pharmaceuticab and Wedical Derices Agency h Pharmacemival and Medioal Bevices Agency SEREEE—
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AF system in Japan provides a clear description
of post approval change controls

® Transparency
* We can clearly share the regulatory commitments between
applicants and regulators.
m Efficiency

& Module 2 (Q05) can be a good communication between
applicants and regulators.

& Module 2 (Q05) can facilitate our assessment because
Module 2 summarizes the points of reviewing.

'ﬁ'_ Pharemacewiiiah and Mediial Deviies dpemy

Review in change control of AF

[ ] Trigger
» Partial change application
= Review documents
& AFand CTD Modulel
& CTD Module283 (e.g. lot testing data, validation data,
stability data)
u Points of reviewing
* Reasons for the changes
# Justification of change in the view of the contral strategy
and the quality attributes
# Checking based on the current review standards
(justification of the starting matesial, irmgurity management, control of
crystal pobymorphism, control of residual solvents, use of recovered
solvent efc.)
& Minor change Notification

Pharmacewtivali and Molieal Devioes Apescy

Points to be considered
when creating documents for application (1)

Points to be considered
when creating documents for application (2)

® In the drug product application, objects pertaining to
minor change notification and application for approval
for partial changes must be mentioned separately
® The possible impact of description of changes such as
manufacturing process on quality
(As per PFSB/ELD Notification No.0210001 dated Feb 10, 2005)
o Risk assessment based on the quality attributes

In partial change application, justification of the change
and control strategy must be explained in CTD.

‘h Pharmaceusicah and Wodical fevices Agency

» Quality attributes of the active pharmaceutical
ingredient (API)

# Quality attributes of the AP is an essential information for
explaining the propriety of the control strategy and the
manufacturing process

* Examples

» Solubility

» Polymarphic form

- Related substances and imgurities

= Particle size

» Stability influence of light, humidity and temperature)

'ﬁ'_ Pharemacewiiiah and Mediial Deviies dpemy

Points to be considered
when creating documents for application (3)

® Describe the pertinent starting material and multiple
chemical transformation steps.

m Note that the adequacy of manufacturing process shall
not be judged only by the sufficiency of the number of
reaction processes.
= Justification of the starting materiol (Ref. ICH Q11)

- Evaluation of the control strateqy

‘H‘* Pharmacewtioals and Medioal Devices Agency

Consultation Service for Quality (1)

® Abbreviated Consultations (2004-)

{allowed or required in PFSB/ELD Motification No.0210001 dated Feb
10, 2005)

m Face-to-Face Consultations (2012-)
& Quality Consultations for Generic Drugs
{PMDA Notification No.1004003 dated Oct 4, 2011)
m Consultation on confirmation before minor change
notifications of drugs{2015-)
{PMDA Notification No.0914001 dated Sep 10, 2015)
» Abbreviated consultation on confirmation before
change notification of generic drugs(FY 2018-)
[PSEHB/ELD, PSEHB/CND Notification No.0309-1 dated Mar 9, 2018)
(PMDA Notification No.0330001 dated Mar. 30, 2018)

'ﬁ'_ Pharemacewiiiah and Mediial Deviies dpemy
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Consultation Service for Quality (2)

m Consultation on confirmation before partial change
application of generic drugs (FY 2019-)
{PMDA Notification No.0329003 dated Mar. 29, 2019)

m Consultation of MFs used for Generic drugs (FY 2021-)

h Pharmaicatical sad Moadoal Devoen Apemey

Abbreviated consultation on confirmation before
change notification of generic drugs (1)

u This consultation is conducted when a discrepancy
between approval matters and actual conditions is found.

® To confirm whether the improvement of the discrepancy
corresponds to minor change notification.

® Consultation target

» Discrepancy arisen from simple typd or oversight with the minor
change notification

» Discrepancy which is confirmed by MAH that it doesn't affect
quality, efficacy and safety and the change had been conducted
under appropriate change management

=0ther than those mentioned above, a MAH needs to receive

administrative guidance from the MHLW without applying this

consultation

Pharmaceutioaly and Weallsal Devices Apency

Abbreviated consultation on confirmation before
change notification of generic drugs (2)

Consultation of MFs used for Generic drugs

u PMDA confirms whether a discrepancy affect quality,
efficacy and safety.
« If not, the deficiency would be solved by submitting a minor
change notification
# Other than those above, the MAH needs to receive
administrative guidance from the MHLW

. ! . it
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‘h Pharmaceusicah and Wodical fevices Agency

m Registration of a new MF

# To solve an issue which can arise in a process of the review in
advance,

# To confirm sufficiency of data.

® Post approval change of a MF

¢ To confirm whether a change corresponds to minor change
notification based on data.

h Pharmieutk ah amd Mol Devices Agstey

Current policies, practices
and available relevant documents for API (1)

Current policies, practices
and available relevant documents for API (2)

® "Guideline for Descriptions on Application Forms for
Marketing Approval of Drugs, etc. under the Revised
Pharmaceutical Affairs Law"”
(PFSB/ELD Notification No.0210001 dated Feb. 10, 2005)
 referring to filing of the drug substance(DS)
manufacture, which recommends for applicants not to
register only a single step.

® ICH Q11: "Development and Manufacture of Drug
Substances” dated July 10,2014
® [CH Q11 O&As dated August 23, 2017

¢ Implementation of Q11 in Japan has made the starting
rmaterial (SM) selection more risk-based and applicants
have submitted a longer manufacture route.

h Pharmaicatical sad Moadoal Devoen Apemey

u “Self-inspection on Risks of Contamination with Nitrosamines
in Drugs”
PSEHE/PED Notification Mo 100E-1, PSEHB/PSD Notification No.1008-1,
PEEHBCHD Notification Mo 1008-1 dated Oct, &, J021)

# The risks of contamination with nitrosamines shall be evaluated by
April 30, 2023 with reference to the known root causes of
contamination with nitrosamines.

® As a result of seff-inspection, items that are found to be contaminated

with nitrosamines exceeding the limit shall be subject to risk reduction
measures such as setting an acceptance criteria or changing the
manufacturing process to reduce the amount of nitrosamines.

The measurement of the amount of nitrosamines and the risk
reduction measures shall be taken by October 31, 2024, In addition, if
an application for approval of partial change or a notification of minor
change is required due to the measures taken, such application or
natification shall be made by October 31, 2024,

‘h Pharmaceusicah and Wodical fevices Agency
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“New APIC Guide on best practices for managing suppliers to API manufacturers”

#BEM : Mr. Dieter Vanderlinden, Ajinomoto Bio-Pharma Services
Mr. Gerold Haake, Siegfried PharmaChemikalien Minden
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“The role of the EDQM in protecting public health - current initiatives”

58RM : Ms. Nimet Filiz, Scientific officer, Certification of Substances Department EDQM, France
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Certification of Suitability (CEP) - European Directorate for the Quality of Medicines & HealthCare (edqm.eu)

FAQ & Helpdesk Certification and CEPs - European Directorate for the Quality of Medicines & HealthCare (edgm.eu)
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Stability studies for API

S8RM © Ms. Susan Swiggers, Customer & Regulatory Support, Aspen Oss B.V. - The Netherlands
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General remark:--In case HA questions go further than ICH guidelines, providing a scientific justification for
not going along with the request is often the preferred approach.
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How are health authorities inspections evolving in the world of APIs?

$#ED © Ms. Stéphanie Girard, SEQENS

=], i i B OERIRH 2B E N, 7 XY HEDW TR TO K S IdR 61Tz,

The Food And Drug Omnibus Reform Act became law on Dec. 29, 2022
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US-FDA Risk Assessment Factors
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GAO (US. Government Accountability Office) is preparing a report
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Quality Agreements: APIC Guidance and Templates

Moderated by Dr Rainer Fendt, BASF SE, Board member of APIC
Chairman of APIC Quality Group

Supplier Quality Agreements
8EM © Mr. Ricardo S. Martins, Vistin Pharma, Norway
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- API HifiifA © "Quality Agreement Guideline & Template"

- %Z#LAABRFT ¢ “Quality Agreement for Laboratories Guideline & Templates” (BIfETlE L)

- ZOMOYIERY—E A © “Commitment declaration” G H /3B FE)
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Quality Agreements: APIC Guidance and Template
SBEM . Mr. Samuel Perret, SEQENS, Ecully, France, Co-chair of the TF
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} Global Bio & Pharma Plaza 2023 20
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Opening Ceremony

9:40 Opening speech & Welcoming speech by KOTRA, KPTA, and MOTIE
9:50 Photo Session
9:55 Keynote speech by KPTA
“The growth momentum of the Korean Pharmaceutical Industry in the global markets”
10:20 Keynote speech by Global Director, Frost & Sullivan
“Key Trends and Opportunities driving the Global Pharmaceutical Industry”
11:00 VIP Roundtable
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Global Market Access and Registration Seminar

13:00 Opening Ceremony

13:10 East Asia (Japan), H3&H )12 E

14:10 Overseas M&A investment support by KOTRA, KOTRA
14:40 North America (USA), Venable LLP

15:10 Europe (Croatia), Octal Pharma d.o.o.

15:40 Europe (Spain), Laboratorios Rubio

16:10 Africa (Tanzania), Medical Stores Department

16:40 Latin America (Brazil), Sindusfarma

17:10 Latin America (Paraguay), SYNEX

17:40 Closing Ceremony
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“The growth momentum of the Korean Pharmaceutical Industry in the global markets”
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