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Update on Recent PDG Developments
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PDG meeting

- .PDG_
aﬁg‘i
Pro memoria, PDG reforms approved in 2017 :

« Restructuring meeting format to engage more at the technical level and
introduce more direct exchange between the experts in the regions

« Streamlining of working procedure, reducing complexity => elimination of two
stages to increase efficiency and improve focus.

« Strategic review of harmonization areas and individual work items currently in
progress and for future consideration still ongoing.

« Cleaning of the work programme => identification of items to be considered
outside of PDG (e.qg. bilateral discussion)

Nb of harmonised texts

Excipients IS
General chapters  INEPFIEEEER

0 20 40 60 80

mHarmonised ®On-going
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Work programme => the review continues

ol o\

Prioritisation scheme for excipient monographs and general chapters:

» Strategic review conducted on 10 excipient monographs and 5
general chapter

« Extension to remaining general chapters
* Need for further discussion for excipient monographs
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Transparency => another PDG priority

&4 PDG. 4
 Towards other Pharmacopoeias: g ‘\

« Discussion on how information on progress made by the PDG should be shared
amongst the PDG member pharmacopoeias and other pharmacopoeias
participating in the International Meeting of World Pharmacopoeias (IMWP) =>
to be continued at the next face-to-face meeting which will be hosted by the JP
on 1-2 October 2019 in Tokyo (Japan)

» Towards other harmonisation initiatives:
* New Maintenance Procedure on the ICH Q4B Annexes Adopted by the ICH
Assembly
 Towards users:

« PDG harmonization policy to be further updated to provide additional clarity to
users.
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How can you know if a monograph is

harmonised ?
Indication of harmonisation:

(1) This monograph has undergone
pharmacopoeial harmonisation. See chapter 5.8.
Pharmacopoeial harmonisation

The non-harmonised attributes/provisions are
placed between black diamonds (¢+)

The local requirements are placed between white
diamonds (©9)

MANNITOL»)

Mannitolum
_OH
HO H
H ’\>/\ H
HO=T oH
J WO H
CH,0, M, 1822
|69-65-8]
DEFINITION

p-Mannitol.

Content: 97.0 per cent to 102.0 per cent (dried substance)

($)maracters
Appeararice: white or almost white crystals or powder.,
Solutrility: freely soluble in water, practically insoluble in
ethanol (96 per cent).
It shows polymorphism (5.9). ¢

IDENTIFICATION

Eirst identification: C.
..,..r identification: A, B, D

A. Specific optical rotation (2.2.7): + 23 to + 25 (dried
substance),
Dissolve 200 g of the substance to be examined and 2.6 g of
dizsodium tetraborate R in about 20 ml of water R at 30 °C;
shake continuously for 15-30 min without further heating.
Dilute the resulting clear solution to 25.0 mL with water R,

Melting point (see Tests).g

Infrared absorption spectrophotometry (2.2.24).
Comparisen: mannitol CRS,
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Ph. Eur. Chapter 5.8 Pharmacopoeial harmonisation

MANNITOL (0559)

Harmonised attributes

Attribute w Usp
Definition * * .
Identification by IR + . .
Appearance of solution + . .
Conductivity + . N
Melting point + + +
Reducing sugars + . .
Related substances + + +
Nickel + . .
Loss on drying + + +
Microbial contamination + +
Bacterial endotoxins + +
Assay + + +
Labelling + - .

LuGIND
+: will adopt and implement
= will met stipulate

Non-harmonised attributes

Characters/Description, Heavy metals, Container and
storage/Packaging and storage

Local requirements

S
T

ond identification (specific optical rotation, melting point,
C) (Ph. Eur.), Absence of Salmonella (Ph. Eur.)

MANNITOL")

Mannitolum

CH,0, M, 1822
|69-65-8]

DEFINITION

#CHARACTERS

Appearance: white or almost white crystals or powder.
Solutrility: freely soluble in water, practically insoluble in
ethanol (96 per cent).

It shows polymorphism (5.9). ¢

IDENTIFICATION

First identification: C.

YSecond identification: A, B, DD

A. Specific optical rotation (2.2.7): + 23 to + 25 (dried
substance).

Dissolve 200 g of the substance to be examined and 2.6 g of
dizsodium tetraborate R in about 20 ml of water R at 30 °C;
shake continuously for 15-30 min without further heating.

Dilute the resulting clear solution to 25.0 mL with water R,

. Melting point (see Tests).g

_. Infrared absorption spectrophotometry (2.2.24).
Comparisen: mannitol CRS,
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(sign-off date: 6 fune| 2012)




Chapter 5.8 : will change in 10t Edition

10t Edition:

NOTE ON THE GENERAL CHAPTER

With a view to increasing transparency on the texts =
harmonised by the PDG, it is proposed to stop mentioning
the harmoniséd and non-harmonised items, as well as the
local requirements, in_this chapter; conversely sign-off
coversheets signed off by the PDG will be made available on
the EDQM website. This chapter has been revised
accordingly.

5.8 PHARMACOPMIEIAL
HA ol

 Chapter 5.8 will no longer give details on harmonisation of
individual monographs, PDG process explained in general

« List of harmonised monographs will be published
separately

« It remains the ultimate responsibility of the user to verify
the current content of the texts in force in the respective
pharmacopoeias
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New Maintenance Procedure on the
ICH Q4B Annexes Adopted by the ICH
Assembly
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ICH website:

Qd - 4B Pharmacopoetas

ICH

harmonisation for better health
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PDG Chapter < ICH Q4B Annex

Q-10
Q-08
Q-09
Q-05a

Q-05b

Q-05¢
Q-02
Q-03/04
Q-01
Q-11
G-06
B-06
B-02
G-01
G-02
Q-06

Residue on Ignition
Extractable Volume
Particulate Contamination

Test for Specified Microorganism
Microbial Enumeration

Limits for Non-sterile Products

Disintegration
Uniformity of Content/Mass
Dissolution
Sterility Test
Tablet Friability
Polyacrylamide Gel Electrophoresis
Capillary Electrophoresis
Analytical Sieving
Bulk Density and Tapped Density

Bacterial Endotoxins

PDG Number PDG Name

Q4B Annex 1R1 Residue on Ignition/Sulphated Ash
Q4B Annex 2R1 Test for Extractable Volume of Parenteral Preparations
Q4B Annex 3R1 Test for Particulate Contamination: Sub-Visible Particles

Q4B Annex 4AR1 Microbiological Examination of Non-Sterile Products: Microbial Enumeration Tests

Q4B Annex 4BR1 Microbiological Examination of Non-Sterile Products: Tests for Specified Micro-
Organisms
Q4B Annex 4CR1 Microbiological Examination of Non-Sterile Products: Acceptance Criteria for
Pharmaceutical Preparations and Substances for Pharmaceutical Use
Q4B Annex 5R1 Disintegration Test
Q4B Annex 6 Uniformity of Dosage Units
Q4B Annex 7R2 Dissolution Test
Q4B Annex 8R1 Sterility Test
Q4B Annex 9R1 Tablet Friability

Q4B Annex 10R1 Polyacrylamide Gel Electrophoresis

Q4B Annex 11 Capillary Electrophoresis
Q4B Annex 12 Analytical Sieving

Q4B Annex 13 Bulk Density and Tapped Density of Powders
Q4B Annex 14 Bacterial Endotoxins Test

12 ©2019 EDQM, Council of Europe. All rights reserved.




Why a new maintenance procedure? Some history

approval of ICH Q6A
“Specifications: Test
Procedures and Acceptance
Criteria for New Drug
Substances and New Drug
Products: Chemical
Substances” by ICH SC

PDG formed

evaluation of all texts on
the work program was
concluded and 14 ICH Q4B
annexes had been adopted.
They are published on the
website of ICH and of
individual regulatory
authorities, e.g. the EMA.

(EP, JP, USP)

establishment
of ICH

observer to PDG

establishment by ICH of the Q4B
EWG to evaluate selected PDG
harmonised chapters to facilitate

PDG new maintenance procedure
of ICH Q4B annexes approved by
the ICH Assembly [14-15 Nov.

=> harmonisation of several
compendial test chapters
(“general chapters”) considered
as critical by the ICH SC => PDG
requested to include these
general chapters in its work
program.

their recognition by regulatory
authorities for use as
Interchangeable in the ICH regions

2018, Charlotte, NC, USA]

ICH SC decided not to further
expand the ICH Q4B work
programme and to disband the
ICH Q4B EWG
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Future Maintenance process of the ICH Q4B Annexes

PDGs sign-off of a revisedtext subject
to an ICHQ48 Annex (PDG stage 38)

As with the former ICH Q4B process, the need to revise a
Q4B annex would be triggered by PDG's sign-off of a revised
text subject to Q4B. Potentially non-harmonised and/or local
requirements are highlighted in the sign-off coversheet.

Comparison current ICH Q48 Annex, -
* PDG sign-offtext-Ph.Eur., JP and USP
chapters

ICH Q48 Annex to be.
revised?
Yes No

| No further action |

PDG to revise the ICH Q4B Annex

Regulatory consultationviaICH
Secretariat

POG to revise ICH Q48 Annex if deemed
appropriate

ICH Assembly for adoptionofthe
revised ICH Q48 Annex & publication cn
ICH website:

* ICHannex movesta the regional PDG text moves to PDG stage 5
regulatory implementation step — (inter-regionalacceptance)

* of WorldPharmacopoeias

et
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Future Maintenance process of the ICH Q4B Annexes

PDG's sign-off of a revisedtext subject
to an ICHQ48 Annex (PDG stage 38)

e \
Comparison current ICH Q48 Annex, - .

<::JI

e | ocsimotion ot o2 + PDG compares the corresponding current ICH Q4B Annex,
the PDG sign-off text as well as the corresponding Ph. Eur,,
JP and USP chapters as published in the respective
Yes s No Pharmacopoeias. All other pharmacopoeias are informed of
the ongoing review via the contact list of the International
P0G to revisethe ICH Q48 Annex | o further action | meeting of World Pharmacopoeias (IMWP).
» Based on this review, the PDG prepares a revised Q4B
PSR annex, which is submitted to the ICH Secretariat for
proceeding to Step 2. Depending on the case, revision could
be limited to an update on the pharmacopoeial reference
texts (i.e. updated versions of the pharmacopoeia).

ICH Assembly for adoptionofthe
revised ICHQ48 Annex & publication on
ICH website

+* ICHannex movestothe regional PDG text moves to PDG stage 5
regulatory implementation step == | (inter-regionslacceptarce)

* of WorldPharmacopoeas
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Future Maintenance process of the ICH Q4B Annexes

PDGs sign-off of a revisedtext subject
to an ICHQ48 Annex (PDG stage 38)

<::I

Comparison current ICH Q4B Annex, -
* PDG sign-offtext-Ph_Eur, JP and USP
chapters

ICH Q48 Annex to be.
revised?

‘

Yes. No

|

PDG to revise the ICH Q4B Annex | o further action | \
Step 2 (former ICH Q4B Step 3):
The draft Q4B annex is submitted to the ICH Secretariat to

|
Secretariat
initiate regulatory consultation (generally for 3 months). The
regulatory consultation and discussion should focus on the
Q4B Outcome in the annex, i.e. regulatory interchangeability;
ICH Assembly for adoptionof the

comments on the harmonised pharmacopoeial text itself are
revised ICHQ48 Annex & publication on

ettt not expected. Comments will be evaluated by PDG and the
annex revised by PDG, where necessary.

* ICH annex moves tothe regional PDG text moves to PDG stage 5
regulatory implementation step — (inter-regionalacceptance)

* of WorldPharmacopoeias
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Future Maintenance process of the ICH Q4B Annexes

PDG's sign-off of a revisedtext subject
to an ICHQ48 Annex (PDG stage 38)

<::]I

Comparison current ICH Q4B Annex, -
Yo | Pocsign-ofitext-ph eur, 1P anduse
chapters

TCH Q4B Annex to be
revised?

‘

Yes, No

PDG to revise the ICH Q4B Annex | o further action |
Secretariat
2ppropriate
1CH Azsembly for adoptionaf the . 5&@@ 3 (former ICH Q4B Step 4):
PDG submits the revised annex to the ICH Assembly for
adoption and publication on the ICH website.
* | ensumony o oap | == | Mseonmiscemtined)

* of WorldPharmacopoeas
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Future Maintenance process of the ICH Q4B Annexes

PDGs sign-off of a revisedtext subject
to an ICHQ48 Annex (PDG stage 38)

<::I

Comparison current ICH Q48 Annex, -
* PDG sign-offtext-Ph.Eur., JP and USP
chapters

ICH Q48 Annex to be.
revised?

‘

Yes. No

| No further acti |
PDG to revise the ICH Q4B Annex o furtheraction
Regulatory consultationvia ICH
Secretariat
PDG to revise ICH Q48 Annex f deemed
appropriste

e e e e Step 4 (former ICH Q4B Step 5):
revied ICHQ8B Annex & pusl concn The annex moves to the regional regulatory implementation
step. The corresponding PDG chapter moves to PDG stage 5
* | ieHamexmovestothe regiona! | e | oSt opOG ages (inter-regional acceptance). All other pharmacopoeias are
informed via the contact list of the International meeting of
World Pharmacopoeias (IMWP).

* of WorldPharmacopoeias
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Some other inititatives

Quick walk through
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Sharing Vs Harmonisation & Convergence ....

Informal
Prospective Harmonisation

ol o\
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Sharing Vs Harmonisation & Convergence ....

PDG Informal

Prospective Harmonisation
ol o
=% 'e)

Retrospective harmonisation of general chapters and excipient
monographs - JP, Ph. Eur, USP (& WHO as observer)
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Sharing Vs Harmonisation & Convergence ....

PDG Informal
Prospective Harmonisation

ol o\

Informal prospective harmonisation
Ph. Eur. & USP : 19 monographs harmonised: 13 monographs on
API and 6 on finished products

1 COM 160, March 2018 (i

»Further 15 monographs on the work program

COM 160, March 2018 [

(COM 161, June 2018
3 COM 136, Nowmber 2010 APL
0 COM, 163 Now 2018 bl

0 COM 158, June 2017 »

COM 141, Noverber 2011 | APL  Toreor o
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2778 COM 151, March 2015 w

2927 | COM 151, March 2015 »




Sharing Vs Harmonisation & Convergence ....

PDG

oU on collaboration and exchanges e.g. EDQM — ChP; EDQM
— IPC; EDQM — ANVISA etc... ;

=> involvement of observers in the elaboration/revision of texts.

=>Information sharing (of data, know-how...) ; co-organisation of
_eavents

e o
% ' _

et

{”
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Sharing Vs Harmonisation & Convergence ....

PDG Informal
Prospective Harmonisation

International Meeting of World Pharmacopoeias
cf information provided by WHO at the last PDA conference

International Meetings of World
Pharmacopoeias

2 Opportunity for greater collaborative work

O Oppeortunity for sharing of information between world
pharmacocpoeias

3 Devel of good ph ial ices (GPhP), applying

WHO's standard-setting processes and procedures

0 QOutcome presented to WHO Expert Committee on Specifications
for Pharmaceutical Preparations (ECSPP) - through ECSPP also
to WHO's 184 Member States

S T Loy
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Call for experts 2019

Provide a vital and invaluable contribution to the elaboration and maintenance

of Ph. Eur. texts by taking part in the work of the Ph. Eur.

« Expand your knowledge of the Ph. Eur. and the European regulatory system

« Network with peers and other professionals with various backgrounds and from
all over Europe and beyond

» Help shape Ph. Eur. texts, internationally-recognised quality standards for
medicines

« Share information and experience

Nomination process now open to all experts!

« Ph. Eur. member states: via your respective National Pharmacopoeia Authorities.
* Non Ph. Eur. member states: via EDQM Helpdesk service.
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Thank you for your attention

https://www.edgm.eu/

w
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Thank you for your attention

EDQM Newsletter: https://go.edqgm.eu/Newsletter
LinkedIn: https://www.linkedin.com/company/edqm/
Twitter: @edgm_news

Facebook: @EDQMCouncilofEurope
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