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European Pharmacopoeia Commission Priorities for 2023-2025

« 1. Non-technical priorities

« 1.1. Rules of procedures and guides

« 1.2. Modernisation of ways of working

« 1.3. Stakeholder engagement

« 1.4. Harmonisation and international collaboration

» 2. Technical priorities

« 2.1. Modernisation of analytical procedures and integration of new technologies
« 2.2. Biologicals

«  2.3. Alternatives to animal testing

2.4, Impurities

«  2.5. Herbal drugs and herbal drug preparations

»  2.6. Excipients

«  2.7. Nanomedicines

«  2.8. Medicinal product monographs for chemically defined APIs

«  2.9. European Paediatric Formulary https://www.edgm.eu/en/d/1280675
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Ph. Eur. Commission Priorities for 2023-2025-1.4

International collaboration is in the DNA of the Ph. Eur.: decisions are taken by consensus by the EPC, which
represents the 39 states and the European Union that form the current Ph. Eur. membership, and the texts
adopted are enforced in all of them. The Ph. Eur. also means collaboration with experts from beyond the
frontiers of the member states, from observer and other countries. Collaboration with other
pharmacopoeias is also important. In this context, it is worth mentioning the Pharmacopoeial
Discussion Group (PDG), which brings together the US Pharmacopeia (USP), the Japanese
Pharmacopoeia and the Ph. Eur., with the recent addition of the Indian Pharmacopoeia as part of a pilot
expansion programme, together with the WHO as observer. The aim of the PDG is to harmonise
pharmacopoeial standards while maintaining a constant level of science with the shared goal of protecting
public health. The PDG’s recent plan to expand membership to pharmacopoeias currently not yet represented
will be further supported to enlarge its global footprint.

In addition, bilateral initiatives with the USP, and the International Pharmacopoeia (WHO), as well as
more global discussions in the framework of the International Meeting of World Pharmacopoeias
(IMWP) are ongoing to enhance pharmacopoeial co-operation and harmonisation. The Ph. Eur. and the EDQM
also collaborate with a number of institutions, such as — to name but a few — the EMA, HMA, the EU
Commission and ICH, to ensure that Ph. Eur. texts are aligned with current regulations and to provide input
for guidelines and future regulatory requirements. All this international activity is highly relevant for
harmonisation, but it also ensures that the Ph. Eur. remains current and pertinent, aligned with the constantly
changing regulatory landscape and influential in countries beyond its member states.
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The need for international harmonisation

Globalisation and the ever-increasing expansion in international trade reinforce the need to develop and
maintain global quality standards for medicines.

Pharmacopoeial standards are a vital cog in the smooth functioning of marketing authorisation and market
surveillance processes as well as in the free movement and trade of medicines across the globe.

As such, the European Pharmacopoeia (Ph. Eur.) is actively engaged in a number of international harmonisation
initiatives, including:

. bilateral harmonisation efforts with pharmacopoeias from other regions or countries

. working in an informal structure called the Pharmacopoeial Discussion Group (PDG)

. actively participating in the International meeting of world pharmacopoeias (IMWP)

If each country/region has own pharmaceutical regulation without harmonisation...

=  Pharmaceutical products approved in one country/region that are sold in other countries/regions must
meet the quality standards recognised in those countries/regions

=  Must conduct similar redundant tests in each country/region, adding no value to the patient or public
health

Pharmacopoeial Harmonisation— can align test methods and specifications to a common quality standard
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International collaboration

d Ph. Eur: successful model of work-sharing and harmonization between
currently 39 countries, but based on strong political will and legal commitment

d EDQM, USP and the Japanese Pharmacopoeia, with WHO as an observer, are partners
in the Pharmacopoeial Discussion Group (PDG) that will be further expanded to
other pharmacopoeias.

O Bilateral Agreements/MoUs with pharmacopoeia authorities (e.g. ChP, USP) on
collaboration and exchanges; involvement of observers in the elaboration of texts.

d Global harmonisation (Good Pharmacopoeial Practices): EDQM key player in

IMWP (International Meeting of World Pharmacopoeias) e A

4
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The Pharmacopoeial Discussion Group
The PDG, began as an informal group in 1989, brings together:

O European Pharmacopoeia (Ph. Eur.) EDQM xx

Q Japanese Pharmacopoeia (JP) MHLW/PMDA

O United States Pharmacopoeia (USP) USP
O World Health Organization (WHO) joined as an observer in 2001

O Indian Pharmacopoeia Commission (IPC), recently welcomed as a pilot global expansion participant*

*27 October 2023, Strasbourg, France Pharmacopoeial Discussion Group achievements - The Pharmacopoeial Discussion
Group (PDG) held its annual autumn meeting from 3 to 4 October 2023. The group welcomed the Indian
Pharmacopoeia Commission (IPC) as a new member during the meeting. The addition of the IPC, a first in the over
34-year history of the PDG, facilitates the reach and enhances the impact of pharmacopoeial standards harmonisation.
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The Pharmacopoeial Discussion Group - Purpose and process

Purpose

Harmonisation excipient monographs and general chapters, reducing the burden placed on
manufacturers to perform multiple tests and procedures and to comply with multiple acceptance
criteria for the same article depending on the jurisdiction.

The PDG works to reflect the latest scientific advancements while championing public health protection

Process

= Topic selection: PDG selects candidate texts for its work programme after assessing proposals
received (for example, from associations of manufacturers of pharmaceuticals and excipients).

= Since 2001, the PDG has organised, on request, ad hoc meetings with industry representatives.

= Drafting: each topic is assigned to one of the participating pharmacopoeias, which takes the lead in
co-ordinating the drafting of the text in question.

= Publication for comments: the harmonised text is then published for comment on the respective
forums of the three pharmacopoeias.

= Implementation: once all member pharmacopoeias have agreed on a final, harmonised text, it is
signed-off by the PDG and implemented according to the usual procedure employed by each member.
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The Pharmacopoeial Discussion Group — Harmonisation definition

The PDG's mandate covers the technical harmonisation of the text; each pharmacopoeia is free to adapt
the style and format to its own requirements.

A pharmacopoeial general chapter or other pharmacopoeial document is harmonised when a
pharmaceutical substance or product tested by the harmonised procedure as published in EP, JP and USP
yields the same results, and the same accept/reject decision is reached.

> Text does NOT have to be identical

» Each Pharmacopeia can adapt the text to local style, and take into consideration of local reference

standards and reagents

Each pharmacopoeia does not revise unilaterally after harmonisation. When necessary, revision should be
conducted according to the PDG Working Procedures.

Ph. Eur. General chapter 5.8. Pharmacopoeia harmonisation provides essential guidance to users
on the PDG's harmonisation efforts and how information is presented in respective Ph. Eur. texts. This
chapter helps users to understand and correctly apply harmonised texts.
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An Example of PDG Success Story: Chromatography

O The harmonised general chapter Chromatography was signed-off by the
Pharmacopoeial Discussion Group (PDG) on September 28, 2021.

O During a joint PDG-industry meeting in 2009, the PDG was encouraged to add
harmonisation of the three regional chapters on chromatography to the PDG work
program. Although the chapters in question differed in content and format, it was

considered feasible to develop a chapter describing core requirements applicable for
TLC, HPLC and GC.

O These harmonised requirements promote the development of individual monographs
with a consistent approach and enhance understanding of basic requirements by users
in all three regions.
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PDG Work Program: General Chapters

General Methods Relevant to General Chapters: Methods for Biotechnology products:
Q6A:

Q-01 Dissolution *3 G-01 Analytical Sieving *3

Q-02 Disintegration *3 G-02 Bulk Density and

Q-03/04 Uniformity of Content/Mass Tapped Density

Q-05a Tests for Specified G-03 Conductivity

Microorganism G-04 Gas Pycnometric

Q-05b Microbial Enumeration Density of Solids

Q-05c Limits for Non-sterile Products  G-05 Powder Flow

Q-06 Bacterial Endotoxin G-06 Tablet Friability

Q-07 Color (Instrumental Method) G-07 Elemental Impurities*2

Q-08 Extractable Volume *3 G-09 Optical Microscopy *3

Q-09 Particulate Contamination *3 G-10 Powder Fineness

Q-10 Residue on Ignition G-11 Specific Surface Area

Q-11 Sterility Test G-13 Laser Diffraction Measurement of
Particle Size *3
G-14 X-Ray Powder Diffraction
G-15 Water-solid Interaction
G-16 Thermal Analysis *3
G-20 Chromatography*!
G-21 Dynamic Light Scattering *1

B-01 Amino Acid Determination

B-02 Capillary Electrophoresis *3

B-03 Isoelectric Focusing

B-05 Peptide Mapping

B-06 Polyacrylamide Gel
Electrophoresis

*1: Signed-Off in 2021-2023
*2 : Under discussion towards
first harmonization

*3: Under revision

30 of 31 general chapters

have now been harmonised
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Extract from Ph Eur. harmonization status for general texts (as of 1 April 2023)

PDG general texts

VVVVVVVV e (PDG#)

Harmonisation status for General Texts (PDG)

Latest harmonised
version

Chromatography (G-20) | separation techniques Ph. Eur. Elaboration 620202109 Sign-off
(2246)
o | Particle size analysis by G-
Dynamic Light Scattering e ) ) )
621 dynamic light scattering P Correction 1 21 Corr1_2023 06 Sign-
(29.50) off
01201910
o Dissolution test for solid Correction of the sign- R Revision 5 ongoing
Dissolution (Q-01)* Usp Corr _cover_
dosage forms (2.9.3) off cover sheet ) (Stage2)
sheet_ Sign-off
02 Revt
B ) Disintegration of tablets B ) e Revision 2 ongoing
Disintegration (Q-02)* usp Revision 1 Correction 1 Corr1 20181003
and capsules (29.1) S (Stage 2)

aune suss

PHARMACOPOEIAL DISCUSSION GROUP

Scattering
(Correction n'm- lign-oﬂ document ﬂgn.don 14 March 2023)

ltemn to be cormected:

2.PRINCIPLE
Thoumlnmwolh&nku{mnm wrere changed as below,
x particle (am)
L3 of the (mPa-s)
7.GLOSSARY
munmdmmmduw:shdw
(0] age par , Xpus harmonic mean particle
in Xous is lhu r.nnrnndy referred to as the z-average
Cumul i
() '::; ly of the medium in mPa-s.
European Pharmacopoela
Signature Name Date
e €. vielle 12 june 2023
((Catlic e
sesnere o an
Japanese Pharmacopoela
Signature Name Date
Yeshwo Sarto Jun (%, 2023
For Y Yeshida
United States Pharmacopela
Signature Name Date

xevin moore 6/7/2023

The table provides useful information about all the general texts on the Pharmacopoeial Discussion Group (PDG) work plan.
It also includes the sign-off coversheets and, as of December 2020, the full PDG sign-off texts.
eneral-texts-pdg-

https://www.edgm.eu/en/harmonisation-status-for-
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PDG/14

E-01 Alcohols

E-02 Dehydrated Alcohol

E-03 Benzyl Alcohol

E-04 Calcium Disodium Edetate*3
E-05 Calcium Phosphate Dibasic
E-06 Calcium Phosphate Dibasic
Anhydrous

E-07 Carmellose Calcium

E-08 Carmellose Sodium™2

E-09 Croscarmellose Sodium™3
E-10 Microcrystalline Cellulose E-
11 Cellulose, Powdered

E-13 Cellulose Acetate Phthalate
E-14 Citric Acid, Anhydrous

E-15 Citric Acid, Monohydrate
E-16 Crospovidone

E-17 Ethylcellulose

E-18 Hydroxyethylcellulose*3
E-19 Hydroxypropylcellulose
E-20 Hydroxypropylcellulose, Low
Substituted

PDG Work Program: Excipients

E-21 Hypromellose

E-22 Hypromellose Phthalate
E-23 Lactose, Anhydrous *3
E-24 Lactose, Monohydrate *3
E-25 Magnesium Stearate
E-26 Methylcellulose

E-27 Methyl Paraben

E-28 Petrolatum™?

E-29 Petrolatum, White*!
E-30 Polyethylene Glycol*2
E-31 Polysorbate 80*3

E-32 Povidone*3

E-36 Silicon Dioxide*?

E-37 Silicon Dioxide, Colloidal*2
E-38 Sodium Chloride

E-39 Sodium Starch Glycolate
E-40 Starch, Corn *3

E-41 Starch, Potato

E-42 Starch, Rice

E-43 Starch, Wheat

E-44 Stearic Acid

E-45 Sucrose*3

E-46 Talc

E-48 Ethyl Paraben
E-49 Propyl Paraben
E-50 Butyl Paraben
E-51 Glycerin*2
E-52 Carmellose
E-54 Copovidone "3

*1: Signed-Off in 2021-2023

E-55 Gelatin *2 : Under discussion towards
E-56 Sucrose first harmonization
E-58 Mannitol

E-59 Propylene Glycol *2 3: Under revision

E-60 Sodium Laurylsulfate
E-61 Starch, Pregelatinized *2
E-62 Sterile Water for Injection *2

E-64 Isomalt 48 Of_ tt‘e 62
E-65 Isostearyl Alcohol *2 excipient

E-66 Myristyl Myristate *2 monographs have
E-68 Polysorbate 65 *2 now been

E-69 Calcium Silicate *2 harmonised

E-70 Polysorbate 20 *2
E-71 Purified water *2
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International Meeting of World Pharmacopoeias (IMWP)

O First convened by WHO in 2012.

Q IMWP brings together national and regional pharmacopoeias, from across the globe, with the aim of
fostering international co-operation and harmonisation by promoting fruitful discussions and
information exchanges.

O The IMWP is an ideal platform to emphasize the role and importance of quality aspects when speaking
about access to medicines worldwide.

O Pharmacopoeias set quality standards for manufacturers to produce medicines and vaccines which are
safe and of good quality. Regulators ensure that manufacturers comply with these quality standards
before medicines are authorized to be on the market and throughout the product's shelf life.

O Regular meetings attended by representatives from national, regional and international
pharmacopoeias, all of which committed to working towards harmonisation and strengthening WHO's
role in the development of global standards for the production and testing of medicines.

/ Fourteenth International Meeting of

¥ World Pharmacopoeias
il 8 - 10 November 2023
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Good Pharmacopoeial Practices (GPhP)

O GPhP were developed by pharmacopoeial representatives under the auspices of the WHO Expert
Committee on Specifications for Pharmaceutical Preparations (ECSPP).

O The development of GPhP to promote prospective harmonisation is perhaps the IMWP’s greatest
achievement to date.

O The primary aim was to define approaches and policies for establishing pharmacopoeial standards in
general, with a particular focus on harmonisation.

O The set of principles laid down in the GPhP provide guidance on the design, development and
maintenance of pharmacopoeial standards for national, regional and international pharmacopoeias.
Initially focused on pharmaceutical ingredients and medicinal products, two new chapters —
monographs for compounded preparations and monographs on herbal medicines — have since been
added.
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International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use (ICH)

O The ICH is a unique organisation that brings together regulatory authorities and the pharmaceutical
industry to discuss scientific and technical aspects of drug registration.

Q Since it was founded in 1990, it has been the ICH's mission to promote and support
harmonisation worldwide to ensure that safe, effective and high quality medicines are developed
and registered efficiently.

O Like other organisations, the ICH has had to adapt to an increasingly globalised drug development
industry.

O Its main vehicle for achieving harmonisation is the development of ICH guidelines that are
established through a process of scientific consensus and collaboration between regulators and
industry experts.

O As an observer, the EDQM contributes to the development of ICH guidelines in a number of relevant
areas, including the control of impurities, the development and validation of analytical procedures and
continuous manufacturing.
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ICH Q4B

O Q4B is an ICH Expert Working Group (EWG) established in November 2003.

O As with all of the ICH EWGs, it is composed of regulators and industry representatives of the
three ICH regions, with some observers.

O The subject of Q4B is "Evaluation and Recommendation of Pharmacopoeial Texts for Use in the ICH
Regions".

O The texts evaluated by Q4B are primarily the result of harmonisation by the Pharmacopoeial
Discussion Group (PDG).

Q The aim of Q4B is to recommend that the texts published in the three pharmacopoeias (Ph. Eur.,, JP
and USP) can be used as interchangeable.

O Texts determined to be interchangeable, can be used by industry and accepted by the
regulators of the three regions.

O The recommendation of interchangeability is provided in a series of topic-specific "Annexes” as
published on the ICH website (www.ich.org).
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The Q4B Process - Value of the Q4B Activity

O A component of international harmonisation efforts to assist in common specifications

O A savings in time, effort and cost

Industry: to globally unify testing strategies [for applications and other regulatory (compliance)
needs] — one test rather than three

Regulators: to reduce or eliminate the need to go through a justification procedure as to the use of
other compendial methods (done one time to eliminate repetitive justifications)
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Interaction of PDG with ICH

ICH Q4B evaluates and recommends pharmacopoeial texts for use in the ICH regions. Once in agreement as

interchangeable, the result was publicised as a guideline.

PDG (since 1989) ICH Q4B (2003 — 2010)

Regulatory: EU, MHLW/PMDA, FDA

Ph.Eur. (EDQM), JP (MHLW/PMDA), USP (USP) Participant Industry: EFPLA, JPMA, PhRMA

Harmonisation of Science Activi Regulatory Harmonisation
(Analytical Method, Acceptance Criteria) ctivity Regulatory Guideline
31 General chapters, 61 excipients monographs Target 14 General chapters

Guideline = Recommendation for regulatory
Harmonised pharmacopoeial texts Outcome use in the ICH regions
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Maintainance ICH Q4B Annexes

The annexes of the ICH Q4B guideline covered 14 harmonized pharmacopoeial general chapters and were
initially elaborated following an evaluation of the corresponding texts by an ICH expert working group.

Once the ICH Regulatory Members had agreed that the texts were interchangeable, the result was published as
an annex to the ICH guideline.

The four ICH Regulatory Members at that time accepted references to the three PDG pharmacopoeias in
marketing authorisation (MA) dossiers received in their region.

The ICH expert working group had been discontinued in 2010 and the intervening period had seen a growth in
ICH membership and an evolution in the pharmacopoeial texts.

The PDG had been entrusted by ICH with updating the Q4B annexes and developing a new maintenance
procedure to reflect the current situation, which now involved 15 ICH Regulatory Members and 9
pharmacopoeias.
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Why a new maintainance procedure?

ICH regulatory Pharmacopoeia ICH regulatory Pharmacopoeia
member member

EC, Europe European Pharmacopoeia HSA, Singapore
(Ph. Eur.)
FDA, United States United States Pharmacopeia MFDS, Republic of Korean Pharmacopoeia (KP)
(USP) Korea
ICH has grown PMDA/MHLW, Japan Japanese Pharmacopoeia (JP) MHRA, UK European Pharmacopoeia
(Ph. Eur.)
4 mmp 15 regulatory members
Health Canada - NMPA, China Chinese Pharmacopoeia (ChP)
3 =9 involved pharmacopoeias
Swissmedic, European Pharmacopoeia SFDA, Saudi Arabia -
Switzerland (Ph. Eur.)
Pharmacopoeial texts
have evolved ANVISA, Brazil Brazilian Pharmacopoeia (FB) TFDA, Chinese TW Pharmacopoeia (TWP)
Taipei
COFEPRIS, Mexico Mexican Pharmacopoeia TITCK, Turkiye European Pharmacopoeia
(FEUM) (Ph. Eur.)
EDA Egypt Egyptian Pharmacopoeia
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ICH Q4B Annexes

Q4A - Q4B Pharmacopoeias -~
> Q4A Pharmacopoeial Harmonisation
> Q4B Evaluation and Recommendation of Pharmacopoeial Texts for Use in the ICH Regions
> Q4B Annex 1(R1) Residue on Ignition/Sulphated Ash General Chapter
> Q4B Annex 2(R1) Test for Extractable Volume of Parenteral Preparations General Chapter
> Q4B Annex 3(R1) Test for Particulate Contamination: Sub-Visible Particles General Chapter
> Q4B Annex 4A(R1) Microbiological Examination of Non-Sterile Products: Microbial Enumeration Tests General Chapter
> Q4B Annex Microbiological Examination of Non-Sterile Products: Tests for Specified Micro-Organisms General

4B(R1) Chapter

> Q4B Annex Microbiological Examination of Non-Sterile Products: Acceptance Criteria for Pharmaceutical Preparations
4C(R1) and Substances for Pharmaceutical Use General Chapter

> Q4B Annex 5(R1) Disintegration Test General Chapter

> Q4B Annex 6 Uniformity of Dosage Units General Chapter
> Q4B Annex 7(R2) Dissolution Test General Chapter

> Q4B Annex 8(R1) Sterility Test General Chapter

> Q4B Annex 9(R1) Tablet Friability General Chapter

> Q4B Annex 10(R1) Polyacrylamide Gel Electrophoresis General Chapter
> Q4B Annex 11 Capillary Electrophoresis General Chapter
> Q4B Annex 12 Analytical Sieving General Chapter

> Q4B Annex 13 Bulk Density and Tapped Density of Powders General Chapter

> Q4B Annex 14 Bacterial Endotoxins Test General Chapter
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PDG_ICH_IMWP/24

ICH
(since1990)

PDG
(since1989)

b

PDG Collaborative Activities with ICH and IMWP

1999

2003

ICH Q6A agreement Establishment of ICH Q4B —
Specifications for Evaluation and Recommendation
new drugs for Pharmacopoeial Texts for
Use in the ICH regions
1999

First sign-off
(SDS-PAGE)

2(|)01

Participation of
WHO observer

Reforms of PDG
procedure

Start sharing
publications with
IMWP

2010 2015 2018
Disband of Expansion of ICH| | Maintenance procedure of
ICH Q4B EWG Membership ICH Q4B Annex by PDG
Start maintenance
of ICH Q4B Annex
2017 2018 2020 2022

Start Pilot for PDG
Membership
Expansion
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Concluding remarks

O Globalisation and the ever-increasing expansion in international trade reinforce the
need to develop and maintain global quality standards for medicines.

O Pharmacopoeial standards are a vital cog in the smooth functioning of marketing
authorisation and market surveillance processes as well as in the free movement
and trade of medicines across the globe.

O Harmonisation is essential for savings in time, effort and cost:

= Industry: to globally unify testing strategies

= Regulators: to reduce or eliminate the need to go through a justification procedure
as to the use of other compendial methods
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