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From: ROFIVAL Romain (SANTE) Romain ROTIVAL

Sent: Thursday, October 24, 2024 8:52 AM Policy officer

To: 'Rachel.shimonovitz@moh.gov.il' <Rachel.shimonovitz@moh.gov.il> . S

Subject: Implementation of GMP Annex 1 in Israel Directoraie Genora for Health and Food Safety — DG SANTE

101 rue Froissart / B-1049 Brussels/Belgium

Dear Ms Shimonovitz,

| am a Policy officer at the European Commission, and | would like to ask a question regarding the implementation of Annex
1 on sterile production in Israel.

As you may know, the Annex 1 “Manufacture of Sterile Medicinal Products” was enforced in the EU/EEA as a mandatory
guideline. This guideline is also a PIC/S guideline.

Please could you let me know if the guideline was also implemented in Israel, so that we still use the same standards for
inspections as we shall continue to recognize the inspections of sterile manufacturers.

In our understanding, the fact that Israel is a PIC/S member would only be relevant if the PIC/S guides are officially enforced.
Thank you for your cooperation.

Best regards


mailto:Rachel.shimonovitz@moh.gov.il
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In our Pharmagists Regulations [Good Manufacturing Practice for Medicinal Products] 2008, Under the definition of GMP for APIs
& pharmaceutical products there is reference to the Eudralex vol.4 including periodic updates made from time to time:

Dear Romain

https://www.nevo.co.il/law html/law00/73250.htm

Please find a free translation of these references.

1. "Good Manufacturing Practice for active raw materials - the set of actions designed to ensure that an active raw material is
produced for its intended use in the medicinal product in a frequent and controlled manner according to the principles of the
European Directive EC/2001/83 for products for human use and EC/2001/82 K, for veterinary products and detailed in the
GMP manual of the European Union Eudralex Volume 4, part Il: Basic Requirements for Active Substances used as Starting
Materials, including periodic updates made to all of these from time to time;

2. "Good manufacturing practice for a medical production"” (GMP) - the set of actions designed to ensure that a medical
preparation is manufactured for its intended use in a controlled and controlled manner according to the principles of the
European Directive 2003/94/EC for preparations for human use and 91/412/EEC for veterinary preparations and detailed in
the GMP manual of European Union (Eudralex vol. 4), including amendments made to all of these from time to time;

In addition | am enclosing a GMP report for one of our Sterile manufacturing companies (2022).
The practical and legal implementation of Annex 1 in Israel is well noted from my side.

Many thanks for your comprehensive answer!


https://www.nevo.co.il/law_html/law00/73250.htm
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ISPE panel 2022:

Given that routine inspections in the USA will not be carried out by Europe under the mutual
recognition agreement, how will regulators consider harmonisation of approaches (for example, with
regard to Pre-Use, Post-Sterilization Integrity Testing (PUPSIT)? Does the FDA consider changing their
guidance and expectation for site inspections after the Annex 1 release?

The FDA has been highly involved in the preparation of the new Annex 1, and the FDA agreed on the
content of the revised 2022 Annex 1.

The US GMP based on risk management has included the content of the revised Annex 1 for many years.
For instance, using the terminology of barrier systems covers all the concepts developed in the Annex 1
2022 such as isolators, restricted access barrier systems (RABS), robotics, hiring right people to involve
them in aseptic processes.

Regarding PUPSIT, Rick Friedman considers Europe and the FDA are aligned by adopting the same risk
management approach.
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OPEN/Close
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ERP-n novyna quality inspection 000 nynd A 570 0 pwon Yapnn INoHnn ma/jonn1a .2
DINDN DIVLLOY IMNXNN NN INYD P 1N XD QP /7QA mamyn »vav 7o mynn ayy
Confirmation of transport in quarantine 07780 »wWN QPs-n 2 > Sy 0NNN 720N P .3
DVINM ,I2IND NN TIT 20991 BIHN IIIN 1IN NN DMINNRD I3 MAINI MNY , NN MI9DND) PYINN DY NN 21DV

NN IR GMP-m MIA-n »901 5515

, GMP-5 nnxnn awnnn ;9800 INRD DY QP nInsn 920100 v mINDN INSN,MNTD) INSX,IPNND INSNX : PYINN N0 NN PN v
VDN MIRXIN NNOYN INKD ,PIPYD NINY 29D IWIND NINXND DY ,P0IVIN YT 2D TWUNND

f ,n,f(b‘, l.l_'llr;, (hal the above information 1§ authentic and accurale fhis batch of [‘IL'JU\.'\ nds been hl.Aln.‘u-‘..'ﬂ,llt.J
including packaging/Labelling at the above mentioned site(s) in full compliance with the GMP requirements of the
local Regulatory Authority and Marketing authorization of the customer's country

This batch was approved for transport in quarantine and must be certified by a Qualified Person before releasing to
the market

The reason for sending these goods under quarantine order is to save on the waiting time before shipment, whilst
waiting for the completion of the analysis




