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July 13, 2020
Directorate-General for Health and Food Safety (EC)
Unit B4 - 101 rue Froissart

B-1049 Brussels/Belgium
SANTE-REVISION-ANNEX-1@ec.europa.eu
sante-consult-b@ec.europa.eu

Reference: Annex 1 Revision: Manufacture of Sterile Medicinal Products
Dear European Commission:

PDA appreciates the opportunity to provide comments to the February 2020 revision of Annex 1
and continues to support its development. This revision is an extremely important update
representing the most recent and relevant guidance for the manufacturing of sterile
pharmaceuticals, being applied well beyond the EU by both the industry and Non-EU
inspectorates. The inclusion in the Annex 1 Working Group (WG) of experts from the
European Commission, the World Health Organisation (WHO) and the Pharmaceutical
Inspection Co-operation Scheme (PIC/S) is a welcomed directional move towards a global
harmonization of requirements.

This Annex and the guidance it presents will have a great impact on the global industry and
product supply for years to come. The EMA set a key objective in its 2015 Annex 1 revision
concept paper, to embrace the use of new technologies to prevent detrimental impact on product
and to encourage the introduction of new technologies that are not currently covered. The
recent pandemic and related drug shortages has further reinforced the importance of the
developing and implementing sustainable, effective, modern manufacturing methods to produce
sterile product of uncompromised quality. To meet this objective, the Annex must have the
clarity and strong scientific foundation to promote innovation, encourage process improvement,
and ensure beneficial change. But it must also have the clarity of intent to avoid the non-
beneficial modification of manufacturing operations, the addition of unneeded complexity, and
the possibility of unnecessary manufacturing/supply disruption. We believe the changes will
help EMA achieve its stated objective.

PDA is a non-profit international professional association of more than 10,000 individual
member scientists having an interest in the fields of pharmaceutical, biological, and device
manufacturing and quality. PDA recommendations were prepared by a committee of experts in
sterile pharmaceutical manufacturing, taking into consideration comments received from other
subject matter experts, its international membership, and the industry at large. Many of our
recommendations have been influenced and reinforced by input received during the workshops,
conferences and meetings PDA held throughout the 2017-2020 Annex revision review process.

PDA has attached a table with general and specific comments, recommendations, and
justification to further clarify the points made herein. The comments were peer reviewed and
approved for use by the PDA Science Advisory Board and PDA Board of Directors consisting
of pharmaceutical manufacturing experts. They are based on the goal of assisting in the
development of a guidance document that:

o clearly communicates the expectations, minimizing misinterpretation

e is based on scientific knowledge

e encourages innovation and the use of new technologies

o provides for the use of risk assessments in evaluating the applicability of specific
requirements

o promotes the prevention of failures, rather than primarily relying on testing and detection
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The revision represents significant progress towards this goal. We see much improvement and acceptance of earlier
comments. However, because of the complexity of the subject matter, the varying experience of companies, and the
interpretation of ancillary inspectorates relying on the Annex, additional clarification is needed. In the absence of
modification, there are concerns that some sections of the Annex will create confusion and uncertainty for both the
industry and inspectors leading to a focus of resources away from areas where advancements have the greatest impact
on both improving the manufacturing process and ensuring long term product supply.

As part of the commenting process, we identified and wish to point out some important concerns that should be further
addressed, including (more details are in the comments form):
1. The use of prescriptive requirements and examples (perceived as prescriptive requirements), that may restrict
or limit current and future innovative approaches.

2. Mixed messaging on the allowance of alternative approaches based on risk, by alternating a language
supporting a risk based approach with very prescriptive requirements.

3. A focus on reactive process monitoring and product testing as a primary means of process control, that results
in less emphasis on process design, training and failure prevention.

4. The need for recognition of the impact and feasibility of certain Annex requirements and changes to existing
manufacturing processes, facility, and operations, as compared the product quality benefit of those
requirements and changes.

5. The need to clarify the intent of and harmonize language in Annex sections, to prevent misunderstandings due
to the wide geographical scope of this guidance document

6. The lack of clear distinction between and the perceived grouping of technologies that requires different
contamination control strategies, including RABS and isolators, terminal sterilization and aseptic processing,
and ATMPs and conventional therapy manufacturing.

Many of the topics presented in the Annex are complex and reflect the need for further discussion and the evaluation
of scientific evidence to reach an optimal state of control. Foremost among these is the practical means to achieve
contamination free conditions for larger indirect product contact surfaces in isolators, QRM approaches for sterile
filtration control and PUPSIT, and best uses and limitations of Aseptic Process Simulations. We encourage a
continued dialog with this body, the industry, and other health authorities to further clarify and refine these and other
topics in this important Annex.

PDA continues to be committed to assisting in the development of this importance guidance. Upon completion of the
revision we remain commitment to assist the EMA (PIC/S and WHO) with any educational, training, or
communication efforts required to ensure the correct interpretation and implementation of the principles,
recommendations, and requirements presented in the Annex. If there are any questions or any further assistance we
can provide, please do not hesitate to contact me.

Kind regards,

Richard Johnson
President & CEO, PDA
CC: SANTE-Revision, EC, Jahanvi (Janie) Miller, PDA









































































































