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History and Background

* The original version was revised in 1996, 2003,
2005, 2007 and 2009 however there has not been
a complete review of the document since it was
originally issued

e Since the original issuance and the revisions there
have been changes in technologies and significant
changes in GMP consequent to the adoption of the
ICH Q9 and Q10 guidelines.
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History and Background

 |In 2012 The German Authorities (ZLG) issued a
concept statement to the EMA’s IWG proposing
revision of the Annex and a subsequent request
was made to PIC/S for support in updating

e 2014 PIC/S Working group was set up and started
work in August.

e September 2014 a draft concept paper was re-
Issued to IWG (by the MHRA) supporting the
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Process of revision

e Combined working group (PIC/S and EMA) with a
task of assessing the requirements of revision:

— Update of Question and answer document
— Revision of the Annex

— Complete re-write
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Process of revision

 Combined working group with a task of assessing
the requirements of revision:

— Understand Industry concerns
— Understand Regulatory concerns
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Process of revision

« Draft Concept paper proposed at EMA IWG
September.

* Following regulatory comments issue for public
consultation
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Why update - General opinions
* New Issues

— Monograph on WFI

— Biofilm
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Why update - General opinions

« Better clarification
— EM how often (especially lower grade areas)
— What does “Grade A Air supply” mean
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Why update - General opinions
 Ambiguities?
— Microbiological limits “these are average values”

— Freeze Drying Para 34 (Grade A or in sealed
trays under B) conflicts with para 116 (A at all
times
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Why update - General opinions
General points for discussion
e |SO 14644 5.0pum or not?
* Closed systems
« Small batch product such as ATMPS
e Facility

— Isolators?

— RABS ?
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Why update - General opinions
General points for discussion

 Filter integrity testing pre use post sterilisation

e Scope — Also applicable to Non sterile
manufacturing?

e Bioburden sampling
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Why update My opinions
* People still don’t understand so need more
guidance
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Why update - My opinions
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- My opinions

Why update
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Why update - my opinion(process design)
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Design of the facility and processes (autoclave load)
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Why update My opinions
* Losing technical skill level

 New and emerging countries where the knowledge
has not yet evolved (learning by deficiencies)

 New and emerging technologies

e Areas not covered
— Media fills, small batches, APls Campaigns?
— New BFS technology
— Closed systems
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Summary

 There are lots of reasons why Annex 1 needs
updating

|t is going to happen
 Will be a shared project from PICS and EMA
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Thank you for Listening

Any Questions?
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Copyright

All material created by the Medicines and Healthcare products Regulatory Agency, including
materials featured within these MHRA presentation notes and delegate pack, is subject to
Crown copyright protection. We control the copyright to our work (which includes all
information, database rights, logos and visual images), under a delegation of authority
from the Controller of Her Majesty’s Stationery Office (HMSO).

The MHRA authorises you to make one free copy, by downloading to printer or to electronic,
magnetic or optical storage media, of these presentations for the purposes of private
research, study and reference. Any other copy or use of Crown copyright materials
featured on this site, in any form or medium is subject to the prior approval of the MHRA.

Further information, including an application form for requests to reproduce our material can
be found at www.mhra.gov.uk/crowncopyright

Material from other organisations

The permission to reproduce Crown copyright protected material does not extend to any
material in this pack which is subject to a separate licence or is the copyright of a third
party. Authorisation to reproduce such material must be obtained from the copyright
holders concerned.
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