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Welcome to the community for

Pharmaceutical Quality (H-QS-QUA)

The Quality Office works for patients of today and tomorrow, to ensure

medicinal products of consistent and acceptable quality are made
available, that meet safety and efficacy expectations across their
lifecycle.

What does H-

Overview

Pharmaceutical Quality Office (H-QS-QUA)

We work to ensure that medicinal products meet consistent and
acceptable quality standards throughout their lifecycle

Provides scientific specialist input, oversight and
management of the quality aspects of human medicines
(chemicals, biologicals, ATMPs) throughout their lifecycle
(i.e. scientific advice, marketing authorisation and post-
authorisation procedures), ensuring consistent outputs of
high quality, in the context of the benefit-risk assessment. - Inmal Type 11 Une Referrals  Guidelines  Nitrosamines
Supports innovation in the development of medicines and

novel technologies, and advances regulatory science in the

EU network. Scientfic Blood Iz and  Tihanium
Advices  PRIME ATMPs. m &Plasms OVDwetne ol

We support you on Quality aspects in

Coordinates, supports, leads and interacts with other EMA

' Biosimilar f ! e ions
Biologics Quality Qualty m Inteenat

functions, Committees and Working Parties on quality Working Working Working  Innovation . parrers
matters, including in crisis situations. Collaborates and Party Party Party Group  nd pendemic 'C-GWE_;QOGI“'

leads on international projects, including ICH guidelines,

on the guality of medicines. 7 D T
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Centralised procedure - key elements

One single MA application to EMA
Compulsory for most innovative medicines, including rare diseases.

One assessment procedure -
(scientific committee’s opinion) based on individual assessments by
Member States

Common decision making process (one European Commission
decision)

One MA valid in all EU member states and EEA

Transparent evaluation
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CP - Overview of assessment process
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Post

DO D1 D120 D121 D180 D181 D210 D277
i — Primary | Secondary : | Final
! Validation Evaluation Evaluation @ Evaluation

4

Authorisation

| EC

: Decision,

: Responses Responses |
Rap/do—Rap Rap/Co-Rap Rap/Co-Rap
Day 80 AR D150 AR of D195 AR of
responses responses

Potential additional steps
= GMP, GLP, GCP Inspections

e Pharmacovigilance
e Variations
e Extensions
e Renewal

» Consultation of Scientific Advisory Group (SAG) or ad hoc expert group, other committees or WP
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CP - Overview of assessment process
DO D1

Validation

D120 D121

Primary
Evaluation

Presubmission
interactions
= Scientific Advice
(meeting with
Applicant)
* Presubmission
meeting
+EMA=procedural
+Rapporteurs= content
= EMA Product team

Secondary
Evaluation

Responses

N/

D180 D181 D210

Evaluation

EC
Responses Decision

EUROPEAN MEDICINES AGENCY

Post

Authorisation

S

= Clarification
meeting
+EMA+Rapporteurs
Regulatory
expectations &
response strategy
* EMA Product team

= Clarification
meeting
+EMA+Rapporteurs =
Regulatory
expectations &
response strategy
= EMA Product team
= Oral explanation

Pharmacovigilanc
Variations
Extensions

Renewal
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CP - Timelines

e Assessment according to published timetables

e ‘Active time’ - time from procedure start to Opinion, excluding clock
allowed to prepare written responses or oral explanation)

MAA: Standard maximum active time is 210 days

e Time allowed for preparation of responses can be extended:

— Up to 6 months after List of Questions

— Up to 2 months after List of Outstanding Issues

e Accelerated assessment: max 150 days (specific timetables)

6 7 November 2023


https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/submission-dates/procedural-timetables

EUROPEAN MEDICINES AGENCY
CP - Timelines

e Assessment according to published timetables

e ‘Active time’ - time from procedure start to Opinion, excluding clock
allowed to prepare written responses or oral explanation)

PAC:
Type IAs 30 days
Type IBs 30 days (+30D 1 x Request for supplementary information (RfSI))

Type IIs 60 days (+60/30D N x RfSI)

e Type IIs 90 days (+60/30D, N x RfSI) (extension of indication)
e Type IIs 30 days (+60/30D, N x RfSI) (e.g. urgent safety issues)

post-authorisation procedural advice for users of the centralised procedure
7 7 November 2023



https://www.ema.europa.eu/en/human-regulatory/marketing-authorisation/submission-dates/procedural-timetables
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency-post-authorisation-procedural-advice-users-centralised-procedure_en.pdf
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Robustness by Design
Scientific Advice and Scientific Assessment in EMA

Presubmission Submission of MAA CHMP opinion

Scientific Advitory groups
Working parties (WPs) Decision by European Commission

CHMP discussions f.f‘:’- -N

Reat life use  —

CHMP peer reviewer
L

SAWP par revigwer
SAWP coordinator 2
SAWP coprdinator 1

CHMP co-rapporteur

MA (Marketing Autharisation Application)

- L HMP |{Lommittes for Medicinal Products for Human Lisea)
PRAC discussions FRAC (Pharmacovigilance Risk Assessment Committee)
s SAWP (SCientific Advice Working Party)

FDCO (Paadiatric Committes)

Member State’s delegation

PDRCO discussions

PDCO peer reviewer

FROO rapparteur PRAC rapporbeur

PRAC co-rapporteéur Involvement of all delegations

Development Azzessment
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ICH Q12 YCICH . ICH Q12 Module 4

M Od u |e 4 Tradittional procedure: Traditional Change procedure
- compared to PACMP approach

Strategy @ PACMP procedure: two steps

- Addition of new manufacturing Early Step 1 — FastStep 2
« Scale up of manufacturing process| Variation/ Change
reviewed
. . as a whole package
Change in formulation Submission of a post- Reporting of
approval change implementation
« Change of raw material suppliers management protocol’ l
« Change of packaging components/suppliers . Notification? in accordance with
9 P ging P /supp Prior Approval approved protocol

« Change in analytical methods
1: PACMP may be submitted with the original MAA or

« PACMPs can cover single or multiple changes, to a subsequently as a standalone submission
g P ey 2: Approval by the regulatory authority may be required prior to

single product or to multiple products implementation
Source: https://www.ich.org/page/quality-guidelines



https://www.ich.org/page/quality-guidelines

ICH Q12 Module 4

Example - Manufacturing site transfer: Timelines PACMP Approach
vs. "Traditional™ Approach* (based on EU/EMA case)

Traditional Approach for Site Transfer

|
|
Construction & Qualification | Production | | >
I 0
¥ ¢ >
: Type Il Variation Review Product
GMP Approval | | (Approx. 4 to 6 Months : Shipment
Process Generation of I w/ or w/o EMA Q/A)
necessary data I :
(batch, stability etc.) I
Site Transfer based on PACMP for new I
manufacturing site | | PACMP Step
| PACMP Step 1 (Type Il Variation) | || Rvee
% || Geprox | product
(Approx. 4 to 6 Months 1 Shipment :
w/ or w/o EMA Q/A) * ’ : >
l i :
1 1 1 ? >

Glossary
A |
[ * * } » Up to 5 months faster approval of the site change using a

PACMP (time benefit similarin US)

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

All Divisions/Departments are concerned and the
exchange of information with international regulatory

authorities is part of EMA’s daily work.

International collaboration is key to:

= Facilitate alignment of regulatory approaches
between international authorities

= Speed up patient access to new and/or affordable
medicines

= Avoid duplication of work
= Release scarce resources for more critical areas

= Support regulators outside the EU who may lack
resources and/or specific compete

13 7 November 2023
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Mechanisms for international collaboration

i}gf Bilateral relations Multilateral relations @

o - @ A)
EE w ] ya
o s OPEN [ S
Argentina Australia Brazil Canada Chile China Colombia Dominican harmonisation for better health '.‘ (/P

@

Republic

e — - 4 0

= e Bl e

Israel Japan New Zealand Peru Republic  Saudi Arabia Singapore

_ of Korea . '
b= E1 Bl S = o @ f2 1P b2
] ralsy —— L2 Organization sss
South AfricaSwitzerland ~ Taiwan  United Kingdom United States EDQM WHO B K:,.\/_IRA. E U - M 4a | |
of America » : m

project

Confidentiality Arrangements (CA) @ !ntE:aBnalF:harmaceutical i:& SRA CRP

Regulators Programme

International Liaison Officers

[J U

Ad Hoc CA
Mutual Recognition Agreements (MRA) AMA , @
}%{ Clusters project ‘ ' o
14

IPA: Instrument for PrqeResetepp§ogstance
AMA: African Medicines Agenc
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Opportunities for collaborative assessment

OPEN

Development Evaluation Post-authorisation
>
EMA-FDA ICMRA
Parallel Scientific Advice assessment p||ot
Cluster interactions
15 7 November 2023
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What is EMA-FDA parallel scientific advice (PSA)?

A mechanism where EMA and FDA concurrently exchange their
views on scientific issues with the sponsor

. Opportunity for engagement with both regulatory agencies

. Avoid duplication of work

. Targeted to innovative products, lacking or diverging regulatory
? guidance or products for challenging populations
. ‘Both agencies will strive to provide PSA responses that are
convergent’ (PSA General Principles)

. Common approach where feasible or better understanding of the
PSA General reasons for potentially remaining divergences

Principles
Conducted under Confidentiality Commitments

17 7 November 2023



https://www.ema.europa.eu/en/documents/other/general-principles-european-medicines-agency-food-drug-administration-parallel-scientific-advice_en.pdf
https://www.ema.europa.eu/en/documents/other/general-principles-european-medicines-agency-food-drug-administration-parallel-scientific-advice_en.pdf
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PSA - Overview of collaboration

Issue
Feedback
to Sponsor

Review of

Scientific Bilateral frilatera!

Meeting

Questions Meeting

[Sponsor-
FDA-EMA]

[Individual
Agency]

le [l [VE] [EMA — FDA]
Agency]

Overall process aligned with CHMP Scientific Advice (SA) procedure (70-day timeline) and
timeline for Type B Meeting at FDA

PSA General Principles
More information/contact

- Email: emainternational@ema.europa.eu

- Email: US-FDA-EUR@fda.hhs.gov
18 7 November 2023



https://www.ema.europa.eu/en/documents/other/general-principles-european-medicines-agency-food-drug-administration-parallel-scientific-advice_en.pdf
mailto:emainternational@ema.europa.eu
mailto:US-FDA-EUR@fda.hhs.gov
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Opening our Procedures at EMA to Non-EU authorities

OPEN is an international collaboration
framework of near-concurrent review among
international regulators.

20 7 November 2023



https://www.ema.europa.eu/en/partners-networks/international-activities/multilateral-coalitions-initiatives/opening-procedures-ema-non-eu-authorities-open-initiative#participating-organisations-section
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OPEN Pilot (December 2020 - May 2023)

Goal: Sharing scientific
expertise to tackle common
challenges on COVID-19
vaccines and therapeutics

Approach: Participating non-
EU experts invited to

attend and contribute to
ETF and CHMP evaluation

OPEN experts follow

similar requirements as the
EU experts (e.g.,
confidentiality, absence of
conflict of interests).

21

OPEN regulators

i~ K1

Health Canada Swissmedic

TGA MHLW/PMDA WHO

All participating under the terms of
their Confidentiality Arrangement
with the EU.

OPEN products

All the COVID-19 vaccines and
therapeutics evaluated since the
launch of the pilot.

Implementation:

« EMA conducted a full review of
applications but shared and discussed
assessments in real-time with OPEN
experts

« OPEN experts participated actively
in Emergency Task Force (ETF) and
CHMP meetings

« OPEN experts exchanged comments
and reviews with EMA product leads
and assessment teams.

« All Regulators kept full scientific and
regulatory independence.

7 November 2023



Scope for extension of OPEN &)
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OPEN Expand to identified areas
regulators

Antimicrobial resistance (AMR) global threat where progress requires a
collective effort for human and vet products

Priority medicines designated under the PRIME scheme (temporarily not
including ATMPs products) and products which address high unmet need
(e.g. RSV, Alzheimer, ALS)

Medicinal products responding to health threats or public health emergencies

Consolidate the pilot’s operation

+ Engaged with all OPEN partners to:

- Define terms of reference that promote RECIPROCITY and more active
participation

» Increase of the initiative visibility with more systematic and coordinated
communication by all OPEN participants 7 November 2023
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Expected benefits for industry and global health

« Alignment of dossiers to improve regulatory convergence within OPEN partner
countries

« Potential faster overall global approval through leveraging existing or ongoing
assessments and expertise beyond the EU regulatory network (e.g. fewer questions
for industry)

« Potential to align also the post-approval lifecycle management for major changes
and/or also using reliance mechanism

« Promoting capacity optimisation and convergence of assessment standards

« Possibility to engage with EMA in a discussion to harmonise global standards of
submissions

23 7 November 2023
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The ICMRA Pharmaceutical Quality Knowledge Management
System (PQKMS) project

The envisioned capability would provide for:

EoRA e > Transitioning to harmonized structured
e G " o . . .
| | - and standardized electronic formats using
ICMRA —ucmm‘- i unique facility identifiers to enable rapid
i -Indus . . .
o oPte workshop analyses of quality information and to
Sep Jun Sep support risk-based oversight of
2019 2021 2021 manufacturers.
) (&) (7o) ) () » Sharing of information about
ﬁy N\ @f manufacturing facilities, among multiple
Sep Jul
2090 o regulators.
FDA reflection ICMRA Strategic Establishment of > Developlng a framework that can Support
paper Vision PQ KMS working . g .
— - group harmonization of data requirements and

facilitate management of PACs.

v— » Enabling more mutual reliance among
regulators.

7 November 2023



https://www.icmra.info/drupal/en/strategicinitatives/pqkms?utm_medium=email&utm_source=govdelivery%20under%20PQKMS%20Collaborative%20Pilot%20Information%20and%20Application%20Forms
https://www.icmra.info/drupal/en/strategicinitatives/pqkms?utm_medium=email&utm_source=govdelivery%20under%20PQKMS%20Collaborative%20Pilot%20Information%20and%20Application%20Forms

PQKMS working group

Aims

» Enhance regulatory reliance and agility

» Enhance regulatory effectiveness and efficiency
>

Harmonise data submissions, expectations,
assessments, and inspections

» Enhance availability of quality medicines

ICMRA
Executive
Committee

PQ KMS
Working Group

PAC
Sub-Working
Group

JRP
Sub-Working
Group

External
Organizations

Collaborative
Assessment
Pilot

Collaborative
Hybrid
Inspection Pilot

Joint Reflection
Paper

____________________________________________________________

Commencement of two IPRP

pilot programmes

26

Publication of a joint

Reflection Paper
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https://www.icmra.info/drupal/strategicinitatives/pqkms/pq_pilots_call_for_industry_applications
https://www.icmra.info/drupal/strategicinitatives/pqkms/joint_reflection_paper

Aim of the ICMRA Collaborative Assessment Pilot

> Develop a framework, which provides a platform for multiple regulatory agencies to
participate in a collaborative assessment of post-approval CMC changes including
post-approval change management protocols (PACMPs)

> Deliver a single list of questions to the applicant wherever possible, however a stated
goal of the pilot is to identify misalignments, differences, and potential areas for further
convergence or harmonization across regions - predictability

» Regulators to work towards a common approach to the application assessment and
decision making.

» Develop best practices in the quality assessment of CMC post-approval changes and
share learnings to build further collaborations in assessment

27 7 November 2023



Collaborative Assessment Pilot — Status update

> Call to industry is open since June 2022 - 12 proposals submitted

> First pilot (completed): EMA lead- FDA participating authority, Observer:
Japan

» Second pilot (completed): FDA lead — EMA participating authority, Observers:
Japan, Singapore, Brazil, Canada

» Third pilot (ongoing) FDA lead - EMA, MHRA, Swissmedic participating
authority, Observers: Brazil, Canada

» Decision to expand the number of applications in the pilot

Two more pilots are expected to start in Q4 2023

28 7 November 2023
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Outlook

« Strengthening international collaboration an important objective for quality
domain including the new Quality Innovation Group (QIG); key to building trust

« Resource considerations
« Reliance

« Convergence (e.g. ICH guidelines) important enabler for efficient
collaboration/reliance

« Applicants encouraged to make further use of available tools (ICH Q12)

« Early transparent dialogue with Regulators and also throughout lifecycle.

30 7 November 2023


https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/quality-innovation-group
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Any questions?

Further information

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands

Telephone +31 (0)88 781 6000
Send us a question Go to www.ema.europa.eu/contact

Follow us on % @EMA_News
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Collaborative Assessment Pilot — observations from first pilot

Strong commitment of all parties

Good collaborative spirit, goal oriented
Informative, constructive discussions
Procedural flexibility - resource intensive
Successful in achieving harmonised outcome

Successful in providing valuable lessons

YV V. ¥V V VYV V V

Positive uptake by regulators - positive feedback from Industry

» decision to expand the number of applications in the pilot
4
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EU Registration routes

35

Mutual
Recognition
procedure

J

Y

o 1 MAinaMS No MA in any of MSs
Application to an

individual NCA Authorisation by several MSs, based
on main assessment by Reference EU
MS
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Centralised
Procedure
(via EMA)

\_

Application to EMA,
authorisation by European
Commission, valid in all EU

MSs

EUROPEAN MEDICINES AGENCY

European
Commission

7 November 2023 35



http://ansm.sante.fr/

EUROPEAN MEDICINES AGENCY

Drug Development Overview

Discovery/Manufacture
Non-clinical Risk Managemen

Clinical
Human Therapeutic Therapeutic Therapeutic
Pharmacology Exploratory Confirmatory Use R
(“Phase I) (“Phase II’) (“Phase III”) (“Phase IV’)
| Scientific Advice | _
\1 Extension
( M= — — N Application
I Paediatric Investigation Plan : _
N\ Marketing Maintenance
SITIEL AL Authorisation Procedures
Designation Applicati
36 pplication 7 November 2023
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PSA Timeline*

Anytime Sponsor submits informal request for Parallel Scientific Advice to FDA and EMA;
Agencies decline, no PSA; Agencies accept, Sponsor begins drafting meeting
package according to SAWP procedures

Day -1 to Meeting Package and Validation Phase; Option for
-45 prep meeting with EMA per SAWP procedures
Day O FDA receives validated meeting package EMA validates meeting package

Day 5 EMA procedure begins (SAWP1)

Day 15-25 FDA internal meeting EMA SAWP internal discussion

Day 30-34 FDA sends Preliminary Comments to EMA  EMA sends List of Issues to FDA

Day 35 Bilateral FDA/EMA meeting (SAWP2) Bilateral FDA/EMA meeting (SAWP2)

Day 65 Trilateral Sponsor/FDA/EMA meeting Trilateral Sponsor/FDA/EMA meeting (SAWP3)
(SAWP3)

Day 75 to FDA issues final meeting EMA issues final advice letter (10 days

95 minutes (30 days after after trilateral) 7 November 2023

— trilateral) —
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