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ANNUAL REVIEW 2021 EMA

Annual Report — Highlights of 2021

The following GMP Guidance was adopted by the GMDP IWG and provided to the
European Commission for publication in 2021;

« GMP for importers of medicinal products - Annex 21.

« Reflection paper on Good Manufacturing Practice and Marketing Authorisation

Holders was finalised and published in July 2021.

Guideline on the responsibilities of the sponsor with regard to handling and shipping
of investigational medicinal products for human use in accordance with Good Clinical
Practice and Good Manufacturing Practice.

Chapter4 / Annex 11 — Drafting groups have been formed but due to the on-going
Covid-19 pandemic and the resulting strain on the EU network resources this work
was deprioritised.
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Annual Report — Highlights of 2021

Concept papers for the update of Annex 4 Manufacture of Veterinary Medicinal
Products Other Than Immunological Veterinary Medicinal Products, and Annex 5
Manufacture Of Immunological Veterinary Medicinal Products were finalized in
collaboration with PIC/s and published for stakeholder consultation in October 2021.

The following Questions and Answers were published during 2021.

« Q&A on the principles of GMP for starting materials of biological origin for Gene therapy
products;

+ Q&A on the GMPs applicable to the early manufacturing steps for comminuted plants and
herbal extracts used as active substances.
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Annual Report — Highlights of 2021

Work continued on the inclusion of veterinary medicines in the operational scope of
the EU - US Mutual Recognition Agreement.

resulting strain on the EU network resources, some provisions have been de-
prioritised;

« Recognising inspections performed by FDA/EMA outside EU/US territory (Third countries).
« Apply the MRA for Pre-Approval Inspections (PAls)

Biological products, if registered by CBER => Preparatory work for the inclusion of
vaccines and plasma derived products has recently started. The progress will depend
on the circumstances linked to the pandemic, e.g. possibilities to conduct joint or
observed physical inspections with FDA, as well as availability of EU NCA and FDA
resources to engage in mutual assessment of equivalency for this type of products.

While preparatory work has started, due to the on-going Covid-19 pandemic and the |
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Regulation (EU) 2019/6 on veterinary medicinal products

As of 28" January 2022 replaces Directive 2001/82/EC within the overall
aim of achieving 'Better Regulation’ in the EU

‘ = e T provides for a modern, innovative and fit for
‘ purpose legal framework

gives incentives to stimulate innovation

gives incentives to increase the availability
of veterinary medicines

strengthens EU action to fight m.. ‘HI !

. antimicrobial resistance »
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I m p a Ct to E u d r‘a G M D P i ing EMA - lvana Radic's shared content

1 Extension of WDA, API reg (and GDP in 2022) modules to veterinary medicines

Scope of
Human Medicinal Products ) Veterinary Medicinal Products il

z Reference to the new legal basis Regulation (EU) 2019/6

Integration of MIA, GMP, API reg, WDA (and GDP in 2022) modules with OMS* = name
and address of a company sourced from a standard dictionary
-« Impact both human and veterinary scopes!

- Authorities are not able to add name and address of a company directly in EudraGMDP but
such details should first be recorded in OMS.
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What does OMS integration mean for Industry stakeholders ?

® As of 28 January 2022, companies should ensure that their
details are correctly registered in OMS. Otherwise MIA, GMP,
GDP (in future), WDA ~r ADT ranictratinns cannot be issued in
EudraGMDP! @ Connecting to audio...  Cancel

ﬁ -flf the company is not in OMS a change request needs to be\
raised.

OMS change request can be raised by anyone.
It takes 5-10 days to approve the change request in OMS. /
EudraGMDP is synchronised with OMS every 30 minutes. /
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What does OMS integration mean for Industry stakeholders ?

different (e.g. presence, absence of commmas) and that some

information (e.g. units, trade names) will not appear as part of
the official address.

I 9 OMS standardisation means that the addresses could be slightly

~ Trade names and related addressed will still be linked

to the main company in OMS and will be retrieved as
‘- such in EudraGMDP.
- Additional details specific to the unit inspected will be

L added by the Authority using a free text field. ) %
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Support to Industry Stakekeiders o

« In 2021 Industry stakeholders were informed in writing about the upcoming changes
by EMA and each Competent Authority.

« In October 2021 a webinar to Industry was also organised. Training recording,
presentation and Q&A are available on the EMA website,
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« Instructions on how to have an OMS account and how to raise a change request are
available in the presentation Industry webinar — Introduction to OMS services and
activities presented during.
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Viewing EMA - lvana Radic's shared content

Next steps

\

\ The following changes are planned to be completed in 2022:

1. Development of GDP module for veterinary to be used on a voluntary basis and
related integration with OMS (impacting also the human scope).

2. Better visualisation of alternative trade names of organizations in EudraGMDP and
accommodating extra details in the addresses in EudraGMDP.
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Veterinary GMIPs (EU-GMP Annex 4 & 5)
Concerns

* Uncertainty on expectations re GMP for APl and veterinary medicinal products

Implementation of the Regulation 2019/6 on Veterinary Medicinal Products (VMPs) re-GMPs effective Jan 2025 (Implementing
Act)

Uncertainty for interim period 2022 - 2025, there is concern that National inspectorates may widely vary in interpretation of
current GMP for VMPs

Changes in the specific national legislators e.g., on VMP used in clinical trails (Annex 4)

Veterinary clinical trials for veterinary immunological products - not mentioned in the Annex S concept paper

« For consideration
A clear separation between food producing animals and pets as risks for human consumption is fundamentally different

Specific needs of raw materials used in the veterinary sector.
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Sterility / aseptic levels for certain products regarding specific pharmaceutical forms should be reviewed and adapted to the
reality and needs of the veterinary sector.

Production facilities design and test plans should be based on a Risk Assessment to consider vet specific needs.
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Covid-19 Pandemic & Need for Regulatory flexibility

- EC/EMA/HMA recognised the severity of the current circumstances and proposed

regulatory flexibility until the end of the COVID-19 restrictions.

+ GMDP IWG developed GMDP flexibilities and EC published these in the Q&A on regulatory

expectations for medicinal product for human use during the Covid-19
https://ec.europa.eu/health/sites/health/files/human-
use/docs/guidance reqgulatory covidl9 en.pdf

« https://ec.europa.eu/food/sites/food/files/animals/docs/ah vet-med covid-19 gandas.pdf

« Automatic extension of validity date for the GMP certificates that can be used to support

regulatory submissions.
+ Product specific GMP flexibilities for crucial medicines.
-  Non-product specific GMP, GDP and PMF specificities

« Many more...
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Covid-19 Pandemic & Need for Distant Assessment

« In circumstance distant assessments can represent a suitable means of determining
compliance with the principles and guidelines of GMP/GDP.

« A tool to directly verify the GMP compliance of regulated operators.

- Based on the concept of a remote assessment in the Compilation of Union Procedures.
This has a more limited purpose and was not suitable for dealing with the crisis.

- A similar initiative has been undertaken for GCP and Pharmacovigilance.
- Guidance related to GMP/GDP and PMF distant assessments published on the
Agency web-site;

https://www.ema.europa.eu/en/documents/scientific-quideline/qguidance-related-
gmp/gdp-pmf-distant-assessments en.pdf
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Inspection Activities

- Reliance and interactions among Authorities (EMA, FDA, MHRA, KR)
« 7 GMP inspections were deferred by the Member States due to the reliance of GMP
compliance information received from third country Authorities (2020 and 2021 )
« 10 EMA Inspection reports were sent in 2020 and 2021 to third country authorities.

« Extension of GMP certificates a pragmatic approach that has helped address
issues with travel restrictions

« In 2020 126 inspections in third countries were deferred due to the extension of GMP
certificates

« In 2021 259 inspections in third countries were deferred due to the extension of GMP
certificates
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Results

Disruption in supply of Bags and Filters are the biggest problem for pharma
manufacturers, it is assumed that this situation will last minimum 6 to 9 months.
Higher demand is expected, driven by Covid-19 production, the increase in new
modalities of manufacture and ATMPs.

- Bags: to be used for mixing, for buffer storage, bioreactors, for autoclave sterilisation,
and bags for sampling. “"disposable cell culture bags particularly affected”

- Filters, used in processes and in analytics but also affected are: Gaskets (Silicone),
Aseptic connectors, tubes and pipette tips.
PDA survey confirms bags and filters as most common components with others also
reported. MfE: Flip-off caps, sterile gloves, single-use dosing syringes, bags, transfer
sets and hoses and needles
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conclusions

« Owverall all respondents confirm that there is a shortage in the supply of single use
systems and other components and major challenge for supply chains.

« Significant impact for the industry but so far not resulting in product availability but
is having a major impact on supply chain requiring close management and mitigation
measures by manufacturers.

« An evolving situation, expected to last through 2022 into 2023. Not all information
available and may need periodic updates.

= No clear regulatory path proposed: flexibility and adaptability needed to address
variations submitted to address this issue in order to prevent shortages.

- For inspectors, inspector conclusion on manufacturers risk assessments for changes /
will be important.
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Aim of the ICMRA collaborative Hybrid Inspection pilot

v~ Use a combination of on-site inspectors in the facility and distant inspectors (through a virtual platform) to
conduct a hybrid inspection/assessment.

v~ Overcome Travel Restrictions

v~ Facility inclusion in the pilot will be based on the mutual interest of regulators, voluntary participation by the
manufacturer and its facility, and the facility having the technology capable to support distant assessment.

v~ Potential for collaborative assessment of facility when applications submitted to multiple regulators.

v~ Evaluation of the inspection outcome and any enforcement action, if needed, should remain a matter for each
participating authority.

v~ The pilot is voluntary for regulators and industry.
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Collaborative Hybrid Inspection Pilot Timeline

MILESTONE TIMEFRAME
Engage Industry for input End of 1Q2022
Finalize a detailed protocol End of 1Q2022
Agreement on inspections 2Q2022
Implement the Collaborative Hybrid Inspection Pilot 3Q2022-1Q2023
Issue an interim report to ICMRA Executive Committee 2Q2023
Issue a final report to ICMRA Executive Committee 4Q2023
Communication to the public -determined by Pilot WGs and PQ TBD
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The Secretariat is pleased to inform you that the revision of Annex 1 of the EU-PIC/S-WHO GMP Guide has been

completed by the Joint EU-PIC/S Working Group, led by Abdelaali Sarakha (France / ANSM). All comments from the
last consultation, initiated on 12 October 2021, have been integrated (see attached version in track changes) with
the exception of some late comments submitted by WHO. In addition, the IWG on GMDP successfully adopted
revised Annex 1 in March 2022 with 48 CA voting in favour, 0 against, and 13 abstaining (NB: the vote was carf}

WHO.
It is now PIC/S’ turn to proceed with the adoption of Annex 1. The Sub-Committee on GMDP Harmonisation (SCH),
led by lan Jackson (UK / MHRA), recommends to the Committee to adopt “in principle” the revised Annex 1, subject
to minor (legal or editorial) changes by the EC’s legal services or WHO. The adoption will be by silent procedure.

Should you have any major concerns or objection to the adoption of Annex 1, please contact the Secretariat by 29
April 2022.
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Annex 1
Concerns

Industry sees the draft Annex 1 revision overall as an improvement

* Knowledge and Knowledge Transfer
Important area of focus to facilitate a right-first-time implementation
Understanding the changes in the Annex and specific expectations

To ensure understanding training will be needed for both industry and inspectors

* 1P would like to involve EMA-IWG members in training activities to allow for clarification of expectations

* Potential Production Concerns
New requirements may take significanttime to implement®*
« Some technologies for specific products will need development
« Others require significant design-changes in well-established existing technologies and processes
Sufficient time is requested to properly plan and execute the work needed
IPs are requesting extended implementation timing on new requirements where capital investment projects are needed

« This extended implementation timing would also provide the provision needed in the product release process

* Specific points were highlighted in the association’s letter on “Implementoton Timing of Annex 1 Revision” from 14. March 2021 and the subsequent examples provided
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Viewing EMA — Ivana Radic's shared content

Harmonisation of QP Experience wequirements among iviember States

Problem Statement

= Ensure an appropriate level of practical experience is acquired
QPs become eligible for the role by virtue of education and practical experience

- EU legislation appears to require this practical experience to be gained in an
analytical laboratory

- QPs take responsibility for verifying compliance across the entire
supply chain for each batch of product they certify
While important, practical experience in an analytical laboratory is insufficient and
incomplete to equip QPs for their responsibilities

Currently there is no standard available to ensure that QPs in different member
states have a similar level of practical experience to discharge their responsibilities
competently
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Current hot cases
« Interaction of the active substance with excipients in finished products is the main

root cause reported. This interaction promotes formation of nitrosamines linked to
the active substance with consequent risk of impact to similar substances or a class

of substances:

« N-nitroso-folic acid
« N-nitroso-salbutamol

« N-Nitroso-sotalol
Challenges: SWP required to establish an acceptable intake and identification of root
cause informing extent of the issue is resource and time consuming.
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* A more recent case also identified presence of NDMA in water for injection.
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ICH Q2(R2) (Validation of Analytical Procedures) and
ICH Q14 (Analytical Procedure Development):

Update to GMDP IWG

Multiple Related Guidelines for Analytical Procedures
Same EWG
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