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INFLIXIMAB CONCENTRATED SOLUTION

Sample to be tested _

nfliimabum solutio concentrata
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The structure of the Ph. Eur.

Document PDF Knowledge
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General Notices apply to all monographs and other texts.
See th E “srmation section on general monographs.
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General Notices

At the very beginning of the Ph. Eur. (page 3)
= address general issues

= aim at providing basic information to the
user

= apply to all texts

» jnclude rules to understand texts,
conventional expressions

Essential reading before starting to use
monographs and chapters

12 ©2020 EDQM, Council of Europe. All rights reserved.




General Notices Focus of i
Structure of the text: . ° presentation

1.1. GENERAL STATEMENTS

1.2. OTHER PROVISIONS APPLYING TO GENERAL CHAPTERS AND
MONOGRAPHS

1.3. GENERAL CHAPTERS
1.4. MONOGRAPHS
1.5. ABBREVIATIONS AND SYMBOLS

1.6. UNITS OF THE INTERNATIONAL SYSTEM (SI) USED IN THE
PHARMACOPOEIA AND EQUIVALENCE WITH OTHER UNITS
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1. GENERAL NOTICES:
1.1. GENERAL STATEMENTS
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1.1. GENERAL STATEMENTS

EUROPEAN PIEARMACTROLLL 10

Answer to a lot of questions!
Such as:
» What about alternative methods?

What about waiving of tests? SRS, 2
What does compliance mean?
What is mandatory?

What to do when implementing a
method?

* Human and/or veterinary use?
And many more

sgen

e e oy L g s

s v iy e
T ek pembos i gty ] b e

Pre-requisite
Quality systems.

“The quality standards represented by monographs are valid only where
the articles in question are produced within the framework of a suitable
quality system. The quality system must assure that the articles
consistently meet the requirements of the Pharmacopoeia.”

16 ©2020 EDQM, Council of Europe. All rights reserved.
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Conventional terms: meanings

‘competent authority”: the national, supranational or international
body / organisation vested with the authority for making decisions
concerning the issue in question. May be a national
pharmacopoeia authority, a licensing authority or an official
control laboratory.

‘unless otherwise justified and authorised’” means that the requirements
have to be met, unless the competent authority authorises a
modification or an exemption where justified in a particular case.

Etc...

17 ©2020 EDQM, Council of Europe. All rights reserved. W/ i’

Flexibility in the Ph. Eur. Alternative methods

But professor. you
said yesterday that
P xwas equal tos.

18  ©2020 EDQM, Council of Europe. All rights reserved. g‘/ e




Alternative methods

* Ph. Eur. tests = reference methods, alone authoritative in cases of
doubt or dispute.

« Compliance required, but alternative methods may be used: same
pass/fail decision

» Users’ responsibility to demonstrate their suitability. Approval of
competent authority needed in any case

The EDQM does not decide if acceptable or not!

19 ©2020 EDQM, Council of Europe. All rights reserved.

Flexibility in the Ph. Eur. Waiving of tests

o+

|

prerequisite not prerequisite

In some cases, some tests may be omitted based on
validation data or other suitable justification
Tests for process-specific impurities may be omitted if it is

demonstrated that they will not occur with the particular
process used e.g. boron in salbutamol

20  ©2020 EDQM, Council of Europe. All rights reserved. e i




Waiving of tests

“(1) An article is not of Pharmacopoeia quality unless it complies with all
the requirements stated in the monograph. This does not imply that
performance of all the tests in a monograph is necessarily a
prerequisite for a manufacturer in assessing compliance with the
Pharmacopoeia before release of a product, The manufacturer may
obtain assurance that a product is of Pharmacopoeia quality on the
basis of its design, together with its control strategy and data derived,
for example, from validation studies of the manufacturing process.”

21 ©2020 EDQM, Council of Europe. All rights reserved. M.”f

Flexibility in the Ph. Eur. PAT

“(2) An enhanced approach to quality control could utilise
process analytical technology (PAT) andy/or real-time
release testing (including parametric release) strategies
as alternatives to end-product testing alone. Real-time
release testing in circumstances deemed appropriate by
the competent authority is thus not precluaed by the
need to comply with the Pharmacopoeia.”

22 ©2020 EDQM, Council of Europe. All rights reserved. m,:’f’




What does compliance mean?

« All mandatory parts of a monograph
(“Unless otherwise indicated in the General Notices or in the monographs, statements in monographs
constitute mandatory requirements.” Characters section, second identification test and storage section — not
mandatory)

« Compliance throughout period of validity for preparations.
« A distinct period of validity and/or specifications for opened or

broached containers may be decided by licensing authority for each
preparation

« Compliance until end of shelf-life for all other items: API,
excipients, ...

N

3 ©2020 EDQM, Council of Europe. All rights reserved. g 4 C/

What to do when implementing a method?

- Validation of Aaharmacopoeial methods. The test methods given in

monographs and general chapters have been validated in accordance with
accepted scientific practice and current recommendations on analytical
validation. Unless otherwise stated in the monograph or dgeneral chapter,
validation of the test methods by the analyst is not required.

Implementation of pharmacopoeial methods. When implementing a
£ pharmacopoeial method, the user must assess whether and to what extent
" the suitability of the method under the actual conditions of use needs to be
a demonstrated according to relevant monographs, general chapters and
& quality systems.

| General notices

- # Demonstration of suitability: Each MAA still to provide to the
competent authority demonstration that tests in the monograph are
appropriate for the quality control of their product.

24 ©2020 EDQM, Council of Europe. All rights reserved. g“,::”
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Reference to regulatory documents

» "These references are provided for information for users for the
Pharmacopoeia. Inclusion of such a reference does not modify the
status of the documents referred to, which may be mandatory or for

guidance.”

25 ©2020 EDQM, Council of Europe. All rights reserved. M_”f”

Human and veterinary use

« Unless otherwise stated, monographs cover human and veterinary
use. Where a substance is used in both human and veterinary
products, the same quality specification is applied.

« When the monograph title bears “for veterinary use” the substance is
intended only for veterinary products.

« The Ph. Eur. structure also indicated whether human and/or
veterinary use:

3 [ 10 Radsoy
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1. GENERAL NOTICES:
1.4. MONOGRAPHS
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Section 1.4 Monographs

DEFINITION -
Statements under the heading Definition constitute an official

definition of the substance, preparation or other article that is
the subject of the monograph.

CHARACTERS
The statements under the heading Characters are not to be
interpreted in a strict sense and are not requirements.

TEST-“S AND ASSAYS

Scope. The requirements are not framed to take account of all
possible impurities. It is not to be presumed, for example, that
an impurity that is not detectable by means of the prescribed
tests is tolerated if common sense and good pharmaceutical
practice require that it be absent. See also below under
Impurities.

[P P— ST RPN S—
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IDENTIFICATION

Scope. The tests given in the Identification section are not
designed to give a full confirmation of the chemical structure
or composition of the product; they are intended to give
confirmation, with an acceptable degree of assurance, that the
article conforms to the description on the label.

First and second identifications. Certain monographs

have subdivisions entitled ‘First identification’ and ‘Second
identification’. The test or tests that constitute the ‘First
identification’ may be used in all circumstances. The test or
tests that constitute the ‘Second identification’ may be used
in pharmacies provided it can be demonstrated that the
substance or preparation is fully traceable to a batch certified
to comply with all the other requirements of the monograph.

Certain monographs give two or more sets of tests for the
purpose of the first identification, which are equivalent
and may be used independently. One or more of these sets

~ usually contain a cross-reference to a test prescribed in the

Tests section of the monograph. It may be used to simplify
the work of the analyst carrying out the identification and
the prescribed tests. For example, one identification set
cross-refers to a test for enantiomeric purity while the other
set gives a test for specific optical rotation: the intended
purpose of the two is the same, that is, verification that the
correct enantiomer is present.

o N 31 4799 o 8 g s e Wit
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Section 1.4 Monographs

PRODUCTION i o s DUROFLAN FIARMACORONLA s

Statements under the heading Production draw attention
to particular aspects of the manufacturing process but are

S
not necessarily comprehensive. They e e ‘_-"_:-.,',:_‘:;:-_::,M“;*_':;_
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manufacturing process itself and its validation and control; to oo oy re gt
in-process testing; or to testing that is to be carried out by the e s m w e %E%EEQ_;“:'-.:M-‘
manufacturer on the final article, either on selected batches mom e e — e

or on each batch prior to release. These statements cannot
neoessarlly be verlﬁed on a sample of the final article by an
P € comp authority may establish
that the instructions have been followed, for example, by
examination of data received from the manufacturer, by
inspection of manufacture or by testing appropriate samples.

The absence of a Production section does not imply that
attention to features such as those referred to above is not
required.

Choice of vaccine strain, Choice of vaccine composition.
The Production section of a monograph may define the
characteristics of a vaccine strain or vaccine composition.  in the Pharmacopoeia, the labelling statements may appear
Unless otherwise stated, test methods given for verification o on the container, the package, a leafler accompanying the
these characteristics are provided for information as example package, or a certificate of analysis accompanying the article,
of suitable methods. Subject to approval by the competent s decided by the competent authority.

authority, other test methods may be used without valid =
against the method shown in the monograph.
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STORAGE

The articles described in the Pharmacopoeia are stored

in such a way as to prevent contamination and, as far as
possible, detenm‘anm ‘Where special conditions of storage
are luding the type of iner (see section
1.3. General chapters) and limits of temperature, they are
stated in the monograph.

The followi ions are used in graphs under
Storage wnh the meaning shown.

Int an airtight container means that the product is stored in an
airtight container (3.2). Care is to be taken when the container
is opened in a damp atmosphere. A low moisture content
may be maintained, if necessary, by the use of a desiccant in
the container provided that direct contact with the product

is avoided.

Protected from light means that the product is stored either
in a container made of a material that absorbs actinic light
sufficiently to protect the contents from change induced by
such light, or in a container enclosed in an outer cover that

provides such protection, or is stored in a place from which all
such light is excluded.
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The structure of the Ph. Eur.

Table of contents
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Individual monographs
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Important notice: General monographs

EUROPEAN PHARMACOPOEIA 10.0

IMPORTANT NOT]

GENERAL MONOGRAPHS

INFLIXIMAB CONCENTRATED SOLUTION

Infliximabum solutio concentrata

diauifide beidges.
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General monographs

IMPORTANT NOTICE
GENERAL MONOGRAPHS

s g praects. Thw gl

The Furopean Pharmacopoeia contains a number of general monographs covering classes of products. These general
monographs give requirements that are applicable to all products in the given class or, in some cases, to any product in the
given class for which there is a specific monograph in the Pharmacopoeia (see 1. General Notices, General monographs).
Where no restriction on scope of a general monograph is given in a preamble, it is

General Tl ar the SUbFECt of an INdidUal MONGGraph are K80 Mequied 10 Comply with vant. AppIcabie general Mancgraphs. Gross-relerences 1o AppIcabie general Moncgraphs are nol rormaly given i indrdual
managraghs

Ganaeal apply to st ard preparations wihin thie scops of th Dafinition secton of th general monograph. sxcept whre @ preamble kmits the appheation. ler axample 1o that are B subgect of & monegragh of thi
Pharmacoposs

Ganaral menegraphs on douage karms apply 1o all praparations. of the type defined. The s et P far & given specdes praparabon and tequesments adddonal (o thase prescnbed = the ganeral menograph may b impaied by the
competent authority

Guneral b aend indrodual

graghs are 1f the provaions of & general menograph $9 nal apely 1 8 particular product, this o expoesaly stated in the indivdual monogragh

B pharmirnd prpane
R
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General vs. individual monographs

Complementary
One not overruling the other
 Exceptions are clearly indicated either in the general

monograph or in the individual one

33  ©2020 EDQM, Council of Europe. All rights reserved.

General monographs

Deal with aspects that cannot be treated in each individual
monograph

“General monographs apply to all substances and preparations within
the scope of the Definition section of the general monograph, except
where a preamble limits the application, for example to substances
and preparations that are the subject of a monograph of the

pharmacopoeia.”

No cross-reference in individual monographs: “ Whenever a
monograph is used, it is essential to ascertain whether there is a
general monograph applicable to the product in guestion.”

CHECK WHICH GENERAL MONOGRAPH APPLIES!

34
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Substances for pharmaceutical use

DEFNMON Subsiances for pharsscestacal s FUROPEAN PHALMACOPOELA 560
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of fic form andior to obt 1 ith a higher bulk d oy e ]
e e P orte P a speific o obtain a substance with a higher bulk density, P e e
Coated active substances consist of particles of the active substance coatied with 0ne of mare suitable excipients. Microbiciogcal gy Indmical monsgrci v
Granuloted octive substances are particles of a specified size andvor form produced from the active substance by granulation directly or with one or more suitable excipients. — s ot ™
I substances are processed with excipients, these excipients comply with x af the relevant ce, where no such exists, the approved S e il st end e
specification. B —
Where active substances have been processed with excipients to produce, for example, coated or granulated substances, the processing is carried out under conditions of = — — e —

good manulsCruring practice and the processed substances are regarded s intermediates in the manulacre of 3 medicinal product.

_
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Pharmaceutical preparations

! EUROPEAN FHATMACCROELA son
INTRODUCTION
This monograph is intended to be a reference source of standards in the European Pharmacopoeia on active substances, excipients and dosage forms, which are to Dcappllcu m:’.ﬁ:&'. e o oo st i i e
in the manufac P of pharm sticals, but not a guide on how to manufacture as there is specific guidance avadlable covering methods of . o T
it
associated controls. b, B
It does not cover ] products, but comy autharitios may refer to ph i when ising clinical trials wsing 1 =,
medicinal products. Bekernce mandards Sec Toss.
[l LAEILING ANDSTORAGE
= gLy
DEFINITION e e il Rk o
GLosam
Phar al p are medi products generally consisting of active substances that may be combined with exciplents, fermulated into a desage form suitable  wop iza:
z it b o e i
for the mtmned use where necessany after reconstitution, presented in a suitable and appropriately labelled container, -
:E.uxn-.‘&"k‘.‘.‘n..,-ta,ms,..am-n&
Pharmaceutical preparations m.\yh.-lurmm hyihl- compatent autharity, or unlicensed and made to the specific needs of patients according to legislation, There are 2 T T .
of phar i e e P ——
e
exlEMPOraneous preparations, |.e. pharmaceutical preparations individually prepared for a specific patient or patient group, supplied after preparation; « b :ﬁ- ot e mictieod
- stock proparations, Lo, ph i ions prepared in advance and stored until a request for a supply is received,
el rrpt ey ,,\___," i -
I addition to this monograph, pharmadeutical preparations also comply with the General Notices and with the relevant general chapters of the Pharmacopoeia, General aaferla . iy b .‘,.S.".,".':.'...'
chapters are normally given for information and become mandatory when referred to in a general or specific monograph, unless such reference is made in a way that e o, e e
indicates that it is not the intention 1o make the tex referred te mandatory but rather w cive it for infermation, o e s PP
‘Where relevant, pharmaceutical preparations also comply with the dosage form monographs (e.g. Capsules (0016), Tablets (0478]) and general monographs relating to =t :
pharmaceutical preparations {e.g. Allergen products (1063), Herbal teas (1435), Homoeopathic preparations (1038}, Homeeopathic pillules, coated (2786), Homoeopathic fisdeby Bk ameme ol
pillules, impr. d (2079), Immunosera for human use, animal (0084), Immunosera for veterinary u: 030), biotherapeutic products for human use (3053), e tng vete syl s,
Monodonal antibodies for human use (2031), Radiopharmaceutical preparations (0125), Vaccines for human use (01531, Vacdines for veterinary use (0062)). . - ::n o —a-n.-L-.-h-L
o e e e e s, — et
el by e i iy it b i o
e e e T e e g e yeon, T AT FR—
I et 1
i s SR 1 il - I o i fp:::-ﬁ,r::‘::-#ﬂnkﬂn::ml
-..,w‘"::‘ e ﬂyza’s? - G IR EIETEITT™  pponucTs OF FERMENTATION
e praiec. el s pler iy m— - s
e I i ey, D T ERLERAT T e T *-“-;3;,,"‘""(;."_, i Prodocke b eemeniaione
ke gy iy ot Do il v e (3 ) = el e - s
e S e Ao, ST T i : Eh L [ — I
e R depeing ey o b e rihy i .
pete ‘_,::"f». . g S i i
T D oo o e B e o - frors i
e meecding 1o soum el (e 331 -ﬂ.&.d ot it e i Tepeniny Bulrcecs samdards
. o o _,,;.4:“ o ey - ; - o i
o o e . bt ol oo e ey 1o, e p s e G 13 R ks L
— = = T ]

adom
oy
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More examples — specific to bio products — to come soon!
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The structure of the Ph. Eur.

Table of contents

D European Pharmacopoeia 10.0
v D European Pharmacopoeia 10.0
> D 00 Introduction
[] 01 General notices
+ [] 02 Methods of analysis
> I:‘ 2.1. Apparatus
> D 2.2. Physical and physicochemical methods
> D 2.3. Identification
» [] 2.4. Limit tests
> D 2.5. Assays
> D 2.6. Biological tests
> I:‘ 2.7. Biological assays
> I:‘ 2.8. Methods in pharmacognosy
b3 D 2.9. Pharmaceutical technical procedures
> D 03 Materials for containers and containers

> I:‘ 04 Reagents

Individual monographs

[ eurnpean pharmacopoaia 100
v [] Eurapean Phamaccpasia 10.0
> [] 00 mtroduction
[ 01 Generai natices
» [] 02 ethads of analysis
» [] 03 Materiaks for containers and cantainers
» [] 04 Reagenis
v [] o5 General Texts
» [ 51-General texts an micrablalagy
> [] 52 General texts an biclgical praducts

[ 5.5 resuls of s
[ 5.8 Residust sohvents:

[ 55 aicohobmenric tabes

[ 5. Assay of interferans.

[ 57 Tabke o iy

[] 58 Pharmacopoeial harmorisatian

[ 52 palymarphizm

[ 510 coreral af impurities in substances for pharmaceutical use

[ 511 characters section in managraphs
[] 5.12. Aeference standards
[ 514 Gen transfer madidnal products for human e
[] 515 Functinatty-refates characterisics of excpieres
[ 515 Crystaliniy
2= a meethps for tnsting
5= of

[] 520 Semental smpurties

[[] 5.:21. chemametric methads applied 1o anahytical data

[[] 522 Mames of herbal drugs used in tradiicnal Chinese medicine
[] 522 Managraphs on herbal dnag extracts {information chapter]
[] 524 chamicatimaging

[] 525 Process analytical technology
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Why general chapters?

Analytical methods:

« Editorial convenience: avoid repeating standard methods in each monograph
 Provide standard methods that can be used when there is no monograph
« Give general requirements for equipment, equipment qualification or calibration

39 ©2020 EDQM, Council of Europe. All rights reserved.

General chapters

Section 2: Methods of analysis

 Different subsections such as Subsection 2.6.: Biological tests or
Subsection 2.7.: Biological assays

I:‘ European Pharmacopoeia 10.0
+ [] European Pharmacopoeia 10.0
> D 00 Introduction
D 01 General notices
v D 02 Methods of analysis
» [] 2.1. Apparatus
> I:‘ 2.2. Physical and physicochemical methods
> I:‘ 2 3. Identification
> I:‘ 2.4, Limit tests
» [] 25. Assays
» [] 2. Biological tests
» [] 27. Biological assays
> I:‘ 2.8. Methods in pharmacognosy
> |:| 2.9. Pharmaceutical technical procedures

> D 03 Materials for containers and containers
« 1 nA Dasmants
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General chapters

Section 5: General texts

« Different subsections such as Subsection 5.2 General texts on
biological products

Table of contents w [] 5.2 General texts on biological products

[] 5.2.1. Terminology used in monographs on biological products

>[]s
|) [] 52 General texts
T 1 53 Statistical an.

[] 5.2.3. Cell substrates for the production of vaccines for human use
[[] 5.2:4. Cell cultures for the production of veterinary vaccines

ogical products

microbiology > [] 5.2.2. chicken flocks free from specified pathogens for the production and quality control of vac

results of biological assays and tests

D 5.2.5. Substances of animal origin for the production of immunological veterinary medicinal pro.
D 5.2.6. Evaluation of safety of veterinary vaccines and immunosera

D 5.2.7. Evaluation of efficacy of veterinary vaccines and immunosera

[] 5.2.8. Minimising the risk of transmitting animal spongiform encephalopathy agents via human .
D 5.2.9. Evaluation of safety of each batch of immunosera for veterinary use

[[] 5:2.11. Carrier proteins for the production of conjugated polysaccharide vaccines for human use
D 5.2.12. Raw materials of biological origin for the production of cell-based and gene therapy med
D 5.2.13. Healthy chicken flocks for the production of inactivated vaccines for veterinary use

D 5.2.14. Substitution of in vivo method(s) by in vitro method(s) for the quality control of vaccines
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General chapters

Not mandatory “per se”
« When referred to in @ monograph, they become part of the standard

« Can be used for substances not covered by monographs - may need
validation

« Some general chapters are not referred to in any monograph (5.5):
useful guidance, can be referred to in applications
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Example of Chapter 5.8 _
New EDQM webpage on IH
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COUNCIL OF EUROPE

Eurapean Reference Certification OMCL Transfusicn & Patient & Consumer

About us
i Pharmacapoeta Standards of Sultability Hetwork Tramsplantation Healh Protection

European Pharmacopoeia

‘What's new? The Ph. Eur. wark pregramme

nitrosamine contaminatin

Harman far Exciplent managraphs (PRG)

Harmonisatio

The European Pharmacopoeia (Ph. Eur.) How to participate in the work of the Ph. Eur,  Find information on

W an v s on sboust P Br. dins

Fotus
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Revision of Ph. Eur. chapter 5.8 as of 10t Edition

Information on texts harmonised by th

General chapter 5.8 Pharmacopoeia harmonisation p
and how information is included in harmonised Ph. E

EUROPEAN PHARMACOPOELA 10.0

5.8 Pharmacopocial harmonisation

01/ 2020:50800

B

need this information in order to understand and cot

Details about the status of individual texts and agree
the tables and documents linked below.

» Harmonisation status for General Texts is availabl|

» Harmonisation status for Excipients monographs

5.8, PHARMACOPOEIAL
HARMONISATION

o This general chapter i included for guidance of sers

The chapter does mot alfect in any way the status of the

monographs and gencral chapters as the autharitative

- for ?mrul chapters, the aim is to arrive at interchangeable |
ol sevquisernerets s thal desmonstration o
compliance of the
3 Pharmacopocias mplics that the same reselt would
be obtasned e the gencral chapter of cither of the
othes phasnsacopoias: when a formal declaratin of
imterchampeabdlity has been recommended by ICH, the
carcespanding information is axailable ars the 1CH website;
- for monographs, the aim is to arrive at identical I

requirements for all stersbutes of a substance: for mase
subtances it can be exteemsely difficult to achieve complete
harmonisation, for example because of differences in

it has thercfore appeacd

b ||)<||)0$[Jp|||

reficrence in case of doubt o dispute, where consplaance with
¢ European Pharmacopoeia is required
The Earopean Pharmacol
utility of working with othes
armanised
3 ful

ia Commission recognises the

pharmacaporial bodies to

aphs and gencral chapters
th the declared

Such
s o
n asud has benefits of <I||1r|n|| luu!\ motably
the simplification and rationalisstion of quality control
sty arsd loenuing proceduses. Such harmonisation
also enhances the benetits of the work of the Internatianal
Council for Harmonisation of Technical Requirements for
Pj.m.mmu..m foe Husnan Use (ICH) and the Internativaal

of Technical R for
Rrpmmum of Veterinary Medicinal Products (VICH), since
some of the guidelines developed depend on vlummmuld
general chapters for their application.

Work on harmenisation is carried out by a well-defined but
informal pro<ess in the Pharmacopoeial Discussion Group
D

Pharmacoporia and the
associated. Pharmacopoial harmenisation has the following
2 aima:

in which as many b passible are harmanised,
Any s hasmanised attributesprovisions and sny lcal
requirements {ic. attribates/provisions that are present anly
in the P*h. Eur. text) are indicated in the relevant Ph. Eur.
gerscral chaptors amd mosographs: the nor hasmansed
attributes/provistons are placed between black diamands
(# ¢, while the local requiremsents are placed between white |
ds (90).
The P lity-rel
section 45 spectfic 1o the Ph, Eur.: it is nat suhject ta
pharmacopoeial harmanisation and is therefore not placed
betwoen black or white diamonds.
Harmomisation s sot schieved amil the text becomes o
in all 3 pharmacopotias.

I remsainas the wltis

du

ty o the wier to verify
rir in the rexpesive

the curvens camtent of the 1o
pharmacopocias.

The 3 ph pacizs b dertaken mot 1o make anilsteral
chuames ta harenonied monegraphs arsd geaenal chapters

but rather 1o apply the agreed revision procedure whereby all

partnces adogl & revision simltancously
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(- COUNCIL OF EUROPE

European

Pharmacoposial Marmensation

Pharmacopoeia

Certification
of suitability

. Transfusion &

Transplantation

Reference _
Standards.

Harmensation status for General Texts (PDGI

Harmonisation status for General Texts (PDG)

Health Protection

Patient & Consumer

The following table summarises the sign-off coversheets for all general texts under the Pharmacopoeial Discussion Groug (FDG) work plan. These coversheets provide
detailed helpful information about harmonised parts and local requirements for all individual texts having undergone harmonisation by the PDG. Infarmation is

updated after each PDG meeting

Ph_ Eur. general texts name (Ph. Eur. number)

EP HARMON|SATION STATUS FOR GENERAL TEXTS (a5 of 30 October 2019)

Caordinatin

o Elaboration/Revision/Correction
pharmacopoeia

Sign-off document

On-gaing
work

B-01 Amina acid analysis (2.2.56) usp Revision 1 = } BO1_Revi_2016_10_Sign-off _
§ Revision 1 on-
B-02 Capillary electropharesis (2.2.47) Ph. Eur. Correction 3 BO02_Corr3_2018_12_Sign-off going (stage )
B-03 Isoelectric focusing (2.2.54) usp Elzboration B03_2002_09_Sign-off _
| cco provein 255 . Suppressed from the PDG wark ) B
programme in Sept. 2017
. Revision 1 on-
BUS | Peptide mapping (2.255) Ph. Eur. Elaboration BO5_2002_09_Sign-off somg Btage)
BU6 | Electrophoresis(2.2.31) Ph. Eur. Revision 1 BO6_1999_09_Sign-off _
G0 particle-size distriburion estimarion by use Revision 1 GO1_Rev1_2007 05 Sign-off _
analytical sieving (2.9.38)
Gop | Bulkdensiy and tapped densiy of powders I Revision 3 C05_Reus 201311 Sign_off Revision 4 an-
(29.34) going (Stage 2)
G035 | Conductivity (2235) usp Correction 1 G03_2013-10_Corr1_Sign-off -
G04 | Gas pycnometric density of solids (2.9.23) Ph. Eur. Elaboration G04_2007_05_Sign-off _
G-05 Powder flow (2.9.36) usp Elzboration G05_2004_06_Sign-off Revision 1 on-
going (Stage 2)
) G06 | Friability of uncoated tablets (2.9.7) use Elaboration G06_2004_02_Sign-off _
46  ©2020 EDQM, Council o
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Until Ph. Eur. 9.8 As of 10t Edition ICH Q4B

PRSETY S ——

.................
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As far as the Q4B annexes are
concerned...
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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

A

1999

WHO
observer to PDG

PDG formed
(EP, JP, USP)

A

2004

2003

4

ICH SC established Q4 EWG with a
scope to address 11 General Test
Chapters (=> 11 Annexes) discussed
during development of ICH Q6A
Guideline

1990

v

establishment
of ICH

=> 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.

ICH SC approves
Q4B Work Plan

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.

JAN

Y4

PDG new maintenance procedure
of ICH Q4B annexes approved by
the ICH Assembly [14-15 Nov.
2018, Charlotte, NC, USA]

ICH SC approves
limited expansion
of scope => 16 annexes

ICH SC decided not to further
expand the ICH Q4B work
programme and to disband the
ICH Q4B EWG

49  ©2020 EDQM, Council of Europe. All rights reservé@blet Friability - Bulk and tapped density - Analytical Sieving - Capillary Electrophoresis - PAGE

DR D1 st

ad

PDG Chapter < ICH Q4B Annex

[ _CP__| PDG Number PDG Name
| P | Q-10 Residue on Ignition Q4B Annex 1R1 Residue on Ignition/Sulphated Ash
| EP_| Q-08 Extractable Volume Q4B Annex 2R1 Test for Extractable Volume of Parenteral Preparations
| EP_| Q-09 Particulate Contamination Q4B Annex 3R1 Test for Particulate Contamination: Sub-Visible Particles
n Q-05a Test for Specified Microorganism Q4B Annex 4AR1 Microbiological Examination of Non-Sterile Products: Microbial Enumeration Tests
ﬂ Q-05b S —— Q4B Annex 4BR1 Microbiological Examination of Non-Sterile Products: Tests for Specified Micro-
Organisms
Q-05¢ Limits for Non-sterile Products Q4B Annex 4CR1 MICI’DblIO|DgICa| Examlnatlon of Non-Sterile Products: Aclceptance Criteria for
Pharmaceutical Preparations and Substances for Pharmaceutical Use

| USP_| Q-02 Disintegration Q4B Annex 5R1 Disintegration Test
IEE  Q03/04 Uniformity of Content/Mass Q4B Annex 6 Uniformity of Dosage Units
| usp | Q-01 Dissolution Q4B Annex 7R2 Dissolution Test

EP Q-11 Sterility Test Q4B Annex 8R1 Sterility Test

usP G-06 Tablet Friability Q4B Annex 9R1 Tablet Friability

EP B-06 Polyacrylamide Gel Electrophoresis Q4B Annex 10R1 Polyacrylamide Gel Electrophoresis

EP B-02 Capillary Electrophoresis Q4B Annex 11 Capillary Electrophoresis

USP G-01 Analytical Sieving Q4B Annex 12 Analytical Sieving

EP G-02 Bulk Density and Tapped Density Q4B Annex 13 Bulk Density and Tapped Density of Powders
N Q-06 Bacterial Endotoxins Q4B Annex 14 Bacterial Endotoxins Test

Added by ICH SC to Q4 EWG scope in Nov. 2008
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Future Maintenance process of the ICH Q4B Annexes
As with the former ICH Q4B process, the need to revise a

to an ICHQ4B Annex (PDG stage 38)
Q4B annex would be triggered by PDG'’s sign-off of a revised

e T e text subject to Q4B. Potentially non-harmonised and/or local
| Pocsiovolfios ot pansse requirements are highlighted in the sign-off coversheet.

ICH Q4B Annex to be
revised?
Yes No
PG to revise the ICH Q4B Annex | o further action |

Regulatory consultationvia ICH
Secretariat

PDG to revise ICH Q48 Annex if deemed
appropriate

il

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

* ICH annex moves to the 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

PDG's sign-off of & revised text subject
to an ICHQ48 Annex (PDG stage 38)
ﬂ Step 2 \
o

Fo | oottt om o anauss + 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
. . Pharmacopoeias. All other pharmacopoeias are informed of
es {+]

the ongoing review via the contact list of the

e [ommeeem ] International meeting of World Pharmacopoeias
(IMWP).
» Based on this review, the PDG prepares a revised Q4B
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
e texts (i.e. updated versions of the pharmacopoeia). /

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

* ICH2nnex moves tathe regional PDG text moves to PDG stage 5
regulatory implementation step d (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, -
Y | P0G sign-offtext-Ph. Eur, JPandusp
chapters

TCH Q4B Annex to be
revised?

‘

Yes, No

PDG to revisethe ICH Q4B Annex | o further action |

Step 2 (former ICH Q4B Step 3):
The draft Q4B annex is submitted to the ICH Secretariat to
-J initiate regulatory consultation (generally for 3 months). The

Regulatory consultationvia ICH
Secretariat

PDG to revise ICH Q48 Annex if deemed
appropriate

il

regulatory consultation and discussion should focus on the
Q4B Outcome in the annex, i.e. regulatory interchangeability;

TCH Azstmbly for SdoptonoFthe comments on the harmonised pharmacopoeial text itself are
T ety not expected. Comments will be evaluated by PDG and the

annex revised by PDG, where necessary.

* ICH annex moves to the regional PDG text moves to PDG stage 5
regulatory implementation step == | (inter-regionslacceptarce)

* of WorldPharmacopoeas j
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Future Maintenance process of the ICH Q4B Annexes

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

ICH Q48 Annex to be.
revised?

=
2

No

| No further acti |
PDG to revise the ICH Q4B Annex o further action

Regulatory consultationviaICH
Secretariat

POG to revise ICH Q48 Annex if deemed
appropriate

il

[CH Assembly for adoptionofthe _ 5@@ 3 (fome’f ICH Q4B 5tep 4):

revised ICH Q48 Annex & publication cn

cHwebsite PDG submits the revised annex to the ICH Assembly for
adoption and publication on the ICH website.
* | eautarosmpimenationsep | ==b | Mnterregiomminceeptarcss

* 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, -
| Poc sien-ofitext-ph Eur, JP andusp
chapters

TCH Q4B Annex to be
ised?

H
E2

Yes,

PDG to revise the ICH Q4B Annex | No further action |

Regulatory consultationvia ICH
Secretariat

No

|

PDG to revise ICH Q48 Annex if deemed
appropriate

[CH Azsembly for adoptianaf the 5@ 4 (former ICH Q4B Sl'ep 5): . )
revised ICHQEB e & ubication on The annex moves to the regional regulatory implementation

step. The corresponding PDG chapter moves to PDG stage 5

*l o amexmostothe regona! | —p |Eamtneusorc s (inter-regional acceptance). All other pharmacopoeias are

informed via the contact list of the International meeting of
World Pharmacopoeias (IMWP).

* of WorldPharmacopoeiss
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The structure of the Ph. Eur.

» Specifications for individual product

« Based on approved specifications backed up by
batch data

» Analytical procedures and acceptance criteria
to demonstrate that the substance or product
meets required quality standards

» [] 08 vaccines

> D 09 Immunosera

> D 10 Radiopharmaceutical preparations and starting materials for radiophar.
> [] 11 sutures

> D 12 Herbal drugs and herbal drug preparations

> D 13 Homoeopathic preparations

» [] 14 Monographs A-C

% [] 15 Monographs D-k

> D 16 Monographs L-P

» [] 17 Monographs Q-

Individual monographs D
= ——
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Concrete examples — specific to bio products — to come soon!
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Thank you for your attention

p

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

Facebook: @EDQMCouncilofEurope
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