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Overview

% A look back: what has been achieved for Quality for expedited access?

% How to further enable the use of tools and strategies developed by regulators
and industry?

% The EFPIA survey of Quality approaches for expedited access

% A look forward: what next?
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ABSTRACT

The European Medicines Agency (EMA) has approved ive pundemic COVID-19 vaccines (prior 1o April
022) and

=

describes how timedy approval and rapid
perspective.
g with the regulator for COVID.

development and manufacture and supply of vaccines and therapies in response to the COVID-19 pandemic. It integrates
these experiences with the outcomes from the collaborative work between industry and regulators in recent years on inno-
vative science- and risk-based CMC strategies to the development of new, high-quality products for unmet medical needs.
The challenges for rapid development are discussed and various approaches to facilitate aceclerated development and global
supply are collated for consideration. Relevant regulatory aspects are reviewed, including the role of Emergency Use/
Conditional Marketing Authorizations, the dialogue between sponsors and agencies to facilitate carly decision-making and
alignment, and the value of improving reliance/collaborative assessment and increased collaboration between regulatory
authorities to reduce differences in global regulatory requirements. Five areas are highlighted for particular consideration in

Texibslity and agiity applied to COVID-19 vaceines

i be optimised whike complying with the strict quality standards in
o 200

a0 b these activities

Al sights reserved.

efpia


https://www.ema.europa.eu/en/documents/report/meeting-report-joint-biologics-working-party/quality-working-party-workshop-stakeholders-relation-prior-knowledge-its-use-regulatory-applications_en.pdf
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https://www.ema.europa.eu/en/events/stakeholder-workshop-support-quality-development-early-access-approaches-such-prime-breakthrough
https://www.ema.europa.eu/en/toolbox-guidance-scientific-elements-regulatory-tools-support-quality-data-packages-prime-marketing
https://www.ema.europa.eu/en/toolbox-guidance-scientific-elements-regulatory-tools-support-quality-data-packages-prime-marketing
https://www.fda.gov/media/162786/download?utm_medium=email&utm_source=govdelivery
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% Scope was products of unmet/critical medical need

%44 questions, based on AAPS 2022 paper on CMC for
pandemics

% Responses based on company understanding and experience

¥ Likely not accepted by EMA D
% May be accepted by EMA @
% Likely to be accepted by EMA O
¥ X = actual experience
% Identify areas of priority for follow up with regulators

% Potentially repeat annually/ad-hoc — how is regulatory
science evolving?
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Summary and Example

% 11 company responses
% Typical approach was for companies to hold internal discussion groups
% Company perceptions and (cross)company experience matter

¥ Will drive strategy, impact scientific advice requests etc

Example response shown below:

Comparability for significant B Comparability can be justified on the basis of risk-based analytical evaluation of CQAs, without
changes to biological drug the need for clinical evaluation

Generally, PACMPs are accepted as a tool to enable changes to the manufacturing process

(‘::z:gty:{nr s_'gm::::t B and address comparability, (e.g. Predictable data requirements and lower reporting
& categories)
‘Comparability can be justified on the basis of analytically demonstrated control of CQAs (eg.
Comparability for significant B based on meeting the release specification), without the need for demonstrating process
changes to biological drug consistency (e.g through additional characterisation data or the need to have significant batch
data/alignment with historical trends etc)
. l:N:M F com parabﬁ-y for_ PACMPs are accepted as a tool to enable changes to the manufacturing sites and address
significant ch:r::s to biological B comparability (e.g. predictable data requirements and simpler reporting categories)
PACMP Comparability for change A PACMPs are accepted as a tool to enable changes to the manufacturing scale and address
to manufacturing site comparability (e.g. predictable data requirements and simpler reporting categories)
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Conclusions and Proposals (1)

% There has been considerable progress in developing a stable and predictable Quality
framework to expediate access for products of unmet medical need — EMA and FDA have
been world leading

% Of greatest impact have been the growing acceptance of alternative evidence and
approaches, particularly regarding stability, use of prior knowledge and comparability for
biological products

* Areas of ongoing focus (biologics focused):
e Acceptance of streamlined approaches for PPQ

e Comparability -use of modelling and clinical impact based assessment and use of
alternative manufacturing processes to support acceleration of access.

e Control Strategy: concerns about ability to adapt an initial “constrained” control
strategy

e Specifications: setting impurity acceptance criteria based on clinical relevance, not
limited batch data

e Use of non-clonal cell lines — more recent examples of acceptance of this approach

e GMP and Supply: need to enable market supply from GMP IMP sites — raise at I¥VP?
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Conclusions and Proposals (2)

% Continue to collaborate, to further address areas where CMC principles for expedited
access can be further developed

% e.g. Clinical comparability, flexible development of control strategies, GMP approaches
for early access to UMN medicines.

% “EFPIA’s view is that during the COVID19 pandemic, the greatest value in securing
supplies of critical medicines was provided by regulatory flexibilities granted by the EMA
for ongoing manufacture and supply...”

% EFPIA feedback to Commission on 2022 HERA workplan
% Subsequent positive impact on some other Agencies

% Alternative Quality approaches and expedited pathways are essential to addressing drug
shortages and their causes.

% 2022 FDA MAPP Quality for Expediated Access “ the approaches described in this MAPP
may also be considered [to] address drug shortages....”

* Need to keep focused on the lessons of COVID
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Conclusions and proposals (3)

Enhance and enable “alternative approaches” via updates to EMA PRIME/UMN Quality Toolbox
and EU regulations

%k E.g., revision/simplification (future proofing) of 2001/83, especially Annex | (future Annex Il)

%k “Module 3 marketing authorisation dossier data requirements must be in line with scientific guidelines and technical

requirements according to the EU legislation (Annex | of Dir. 2001/83/EC)

sk A commercial manufacturing authorisation issued under Article 40 of Directive 2001/83 confirming that the IMP manufacturer

is authorised to manufacture products to be marketed will be required at the time of the opinion to the MAA”

% Expand the scope to “expedited access”, addressing drug shortages and their causes

Build “alternative approaches” into ICH and other global guidance

EMA toolbox is already having a positive impact on worldwide acceptance of ‘alternative approaches’
and use of regulatory tools. Need to continue to build on this:

% Update to ICHQ1/5c stability has started and ICHQ6 specifications update hoped to start soon

% Complete the modernisation of ICH quality guidance (e.g. the ICHQ5 series, updates to ICH Q8-10 PTC, ICHQ3...);

% Continue dialogue (e.g. at ICMRA) regarding streamlined data requirements.
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Recommendations:

% Continue the very effective Industry and Regulatory collaboration to
ensure key medicines are brought to patients as soon as they safely can
be, via further development of the Toolbox

% Shared with EMA BWP Sept. 2023, for consideration of areas for EMA
2024 draft work plan and beyond.

% Publication of specific examples of application and its acceptance of use of
EMA Toolbox,

- which may assist in building confidence in the application of such data by
Assessment Agencies and use by companies.
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