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General Notices

EUROPEAN PHARMACOPOEILA 10.7

1. General naotices

At the very beginning of the Ph. Eur.

address general topics

aim at providing basic information to the
user

apply to
texts

Include rules to understand texts,
conventional expressions ...

texts incl. general chapters an

B O4/2022: 10000
1. GENERAL NOTICES
1.1 GENERAL STATEMENTS
LL1 General principles
1.1.1.1 Chuality systems
1.1.1.2 Conventional terms

1.1.1.3 Refl to regulatory d
“ompliance with the Ph. Eus.

cape
1 Demaomstration of compliance with the

Ph. Eur.

1.1.2.3 Demaonstration of suitability of menographs

1.1.2.4 Validation and implementation of Ph. Eur.
analytical procedures
1.1
1.1.2.6 Pharmacopaoeial harmonisation
1.2 OTHER PROVISIONS APPLYING TO
MONOGRAPHS AND GENERAL CHAPTERS
LL1 Quantities
1.2.2 Glassware

5 Alternative analytical procedures

1.2.3 Temperature
1.2.4 Water-bath
LL5 Drying and ignition 14 constant mass
1.1.6 Solutions
1.
1.2.8 Expression of content
119 Caution statements
1.3 GENERAL CHAPTERS
1.2.1 Materials for iners and
1.4 GENERAL MONDGRAPHS AND GENERAL
MONOGRAPHS ON DOSAGE FORMS
L5 INDIVIDUAL MONOGRAPHS
L5.1 GENERAL PRINCIPLES
Tatles
1.5.1.2 Relative atomic and molecular mases,
formulae

Reagents and solvents
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1.5.1.3 CAS regisary number
1.5.1.4 Definition
1.5.1.5 Production
1.5.1.6 Petential adulteration
1.5.1.7 Characters
1.5.1.8 Identification
1.5.1.9 Tests and assays
0 Storage
1 Labelling
Impurities
.1.13 Functionality-refated characteristics of

excipients
152 MONOGRAPHS ON HERBAL DRUGS
MONOGRAPHS ON MED] AL PRODUCTS
ING CHEMICALLY [¥ ED ACTIVE
ES
Related substances
.5.3.2 Dissolution | Disintegration

1.5.3.3 Impurities
1.5.3.4 Storage

L& REFERENCE STANDARDS

1.7 ABBREVIATIONS AND SYMBOLS
1.8 UNITS OF THE INTERNATIONAL SYSTEM (51}
USED IN THE PH. EUR. AND EQUIVALENCE WITH
OTHER UNITS
L1 GENERAL STATEMENTS
L.1.1 General principles
The General Notices apply to all texts of the European
Pharmacopaoia.
The texts of the Bumpean Pharmarnpoeis are published
in English and French. Transhations in other languages
may be prepared by the signatory States of the European
Pharmacopoeia Convention. In case of doubt or dispute, the
English and French versions published by the EDGQM are
alone suthoritative.

The date on which texts of the Furopean Pharmacopoeia are
1o be implemented is fixed by a resolution of the European
Committee on Pharmaceuticals and Pharmaceutical Care
{Partial Agreement) of the Council of Europe, following

a recommendation by the Ph. Eur. Commission. This

date is usnally 1 year after adoption and about & months
after publication, Where 1 text needs 1o be implemented

at a date earlier than the next publication date of 2 new
edition or suppl af the European Phar poeia, 2
resolution of the Ewropean Committee on Pharmaceuticals
and Pharmaceutical Care is issued, giving the full text to be
implemented. The text & also published in Pharmevropa
Omline for information and posted on the EDOM website as
part of the resolution.

In the texts of the European Pharmacopoeia, the word
‘Pharmacopoeia’ without qualification means the European
Pharmacopoeia. The official abbreviation 'Ph Eur” may also
be used for this purpose.

L1LL1 Quality systems

The quality standards represented by monographs are valid
only where the articles in question are pru‘l?:u:zl! within

the framework of a suitable quality system. The quality
system must assure that the articles consistent]y meet the
requirements of the Ph, Eur.

L.1.L2 Conventional terms

Medicinal product. (a) Any substance or combination of
substances presented as having praperties for treating or
preventing disease in human beings and/or animals; or (k)
any substance or combination of substances that may be used
in or administered to human beings and/or animals with a
view either to restoring, correcting or modifying physialogical
functions by exerting 2 pharmacological. immunological or
metabalic action, or to making a medical diagnosis.

Active substance. Any substance intended to be used in the
manufacture of 2 medicinal product and that, when so used,
becomes an active ingredient of the medicinal product. Such
substances are intended to have a pharmacological activity or
ather direct effect in the diagnosis, cure, mitigation, treatment
or prevention of disease, or to affect the structure and function
af the body.

Excipient (auxiliary substance). Any constituent of a medicinal
product that is not an active substance. Adjuvants, stabilisers,
antimicrobial preservatives, diluents and antioxidants are
examples of excipients.

Herbal medicinal product. Any medicinal product exchusively
containing as active ingredients one ar mare herbal drugs or
ane or more herbal drug preparations, or one or more such
herbal drugs in combination with ene or more such herbal
druyg preparations.

Competent authority. The national, supranational or
international body or organisation vested with the authority
for making decisions concerning the issue in question. [t may,
for example, be 2 national pharmacopoeia authority (NPA), 2
licensing authority or an official medicines contral laboratory
(OMCL).

General Notices (1) apply to all monographs and ather texts
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General chapters and general texts

General chapters General texts

» avoid repeating standard procedures
or requirements in each monograph

e often published for information and

guidance
* become mandatory when referred 0 o in » become mandatory when referred to in a
in a monograph when refef\’_ed monograph
. DEQVIde e ome ma\"d'?‘toré referred to 1N < = aspects that cannot be treated in each
spters a\s0 DeC +or that i \’tSe_se <rated. individual monograph
~ generd Che ‘ neral \esS i « specific to certain topics (e.g.
L anoth grapth Microbiology, Chemometrics)
°9 _- roduce principles of regulatory
ec ~~avtl Or calibrat :

S (e.g. 5.20. Elemental impurities
oduction and scope of ICH Q3D GL)
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General chapters 3. Materials for containers and containers

e 3.1. Materials used for the manufacture of containers

‘The specifications for each of these materials depend on the formulation and are
therefore applicable only for materials whose formulation is covered by the preamble to
the specification. The use of materials with different formulations, and the correspondlng
tests and limits applied to them, are subject to approval by the competent authority.

e 3.2. Containers

... the publication of a specification does not exclude the use, in justified circumstances,
of containers that comply with other specifications, subject to approval by the competent
authority’.

e 3.3. Containers for human blood and blood components and materials used

for their manufacture ... (since 01.2020) @

7 ©2022 EDQM, Council of Europe. All rights reserved.




General monographs & Dosage form monographs

Dosage form mongraphs

e Mandatory for all medicinal
products within scope of their
definition

General monographs

 Classes of substances/medicinal Referred to in monographs on
products medicinal products containing

* Mandatory for all substances/products chemical APIs
within scope of their definition

» Aspects that cannot be included in
each individual monograph

* Not cross-referenced in individual
monographs (exceptions)

Ex.: Capsules (0016), Tablets (0478),
Parenteral preparations (0520),

« EX.: Vegetable fatty oils (2098), Allergen
: Eye preparations (1163) ...

products (1063), Vaccines for vet.
(0062)

/ COUNCIL OF EUROPE
Eusapean Directorate | Direcion europdenn
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General monographs & Dosage form monographs

01/2021:2034

SUBSTANCES FOR PHARMACEUTICAL USE

Corpora ad usum pharmaceuticum

DEFINITION

Substances for pharmaceutical use are any organic or inorganic substances that are used as active substances or excipients for the production of medicinal products for
human or veterinary use. They may be obtained from natural sources or produced by extraction from raw materials, fermentation or synthesis.

This general monograph does not apply to herbal drugs, herbal drugs for homoeopathic preparations, herbal drug preparations, herbal drug extracts, or mother tinctures for
homoeopathic preparations, which are the subject of separate general monographs (Herbal drugs (1433), Herbal drugs for homoeopathic preparations (2045), Herbal drug
preparations (1434), Herbal drug extracts (0765), Mother tinctures for homoeopathic preparations (2023)). It does not apply to raw materials for homoeopathic preparations,
except where there is an individual monograph for the substance in the non-homoeapathic part of the Pharmacopoeia.

This monograph does not apply to chemical precursors for radiopharmaceutical preparations which are the subject of a separate monograph (Chemical precursors for
radiopharmaceutical preparations (2902)).

Where a substance for pharmaceutical use not described in an individual monograph of the Pharmacopoeia is used in a medicinal product prepared for the special needs of
individual patients, the need for compliance with the present general monograph is decided in the light of a risk assessment that takes account of the available quality of the
substance and its intended use.

« Complementary with individual monographs
* Not overruling each other

» Exceptions clearly indicated either in general
monograph or in individual one

COUNCIL OF EUROPE
ed o ‘

europdenine
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General monographs & Dosage form monographs

0

Document PDF Enowledge
en Frangais Database

General Notices apply to all mogGgrapi s and other texts.
See the information section o general Lionographs.

OMEPRA4

Omeprazf

Check which general
monograph(s) applies!

m“”lm

GENERAL MONOGRAPHS

Whenever a wonograph is used, it is essential to ascertain whether there is a general monograph applicable to the product
it auiestion.

The European Pharmacopoeiacentainea sumhber of seneral monogranhe coveringclassesoi 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 the scope of a general monograph is given in a preamble, it is applicable to all products in the class
defined, irrespective of whether there is an individual monograph for the product in the Pharmacopoeia.

The general monographs listed below are published in the General monographs section (unless otherwise stated). This list is
updated where necessary and republished in each supplement.

Allergen products (1063)
Chemical precursors for radiopharmaceutical preparations (2902)

Dosage Forms
{published in the Dosage forms section or the Homoeopathic preparations section, as appropriate)

Essential oils (2098)
Herbal drug extracts (0765)

I Y Medicinal product

(0721)

EXAMPLES

[buprofen Substances for pharmaceutical use (2034) Pharmaceutical preparations (2619)

Capsules (0016)

Azithromycin  Substances for pharmaceutical use (2034) Pharmaceutical preparations (2619)

(1649) + Products of fermentation (1468) Tablets (0478)

10 ©2022 EDQM, Council of Europe. All rights reserved.
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General Notices

Dacument T Knowledge
en Frangais Database

General Notices 7 pply to all monographs and other texts.
See the nforma’ on section on general monographs.

O General notices

COUNCIL OF EUROPE
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General Notices — answer to a lot of questions!

Such as:

 What does compliance mean?
What is mandatory?
What about waiving of tests?
 What about alternative procedures?
Why two series of identification tests sometimes?
 Human and/or veterinary use?

and many more ...

OF NOTE: SECTION NOW NUMBERED FOR BETTER REFERENCING

12 ©2022 EDQM, Council of Europe. All rights reserved.



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 (NPA), a licensing authority or an official
medicines control laboratory (OMCL).

‘unless otherwise justified and authorised’. Means that the requirements
must be met, unless the competent authority authorises a modification
(e.g. of an analytlcal procedure or limit) or an exemption where
justified by the manufacturer in a particular case.

'should’. Statements are informative or advisory.

13 ©2022 EDQM, Council of Europe. All rights reserved.




Other defined terms

NEw

‘Freshly prepared’: the solution Is prepared each time the
test/assay Is to be carried out and Is used within 24 h.

‘Immediately before use’: the stablility of the corresponding
solution(s) has been found critical during the elaboration of
the text.

The time between preparation and use must be minimised.

14  ©2022 EDQM, Council of Europe. All rights reserved.




Alignment of terms

|REVIsgp 7

‘Method’, ‘test method’ => ‘analytical procedure’ [ICH Q2(R1)]

‘Pharmaceutical preparations’, ‘finished products, ‘medicinal
products’ == ‘medicinal products’

15 ©2022 EDQM, Council of Europe. All rights reserved.




Scope (1/2)
 The scope of a monograph is stated in the section DEFINITION

[ Fatty oil obtained from the ripe seeds of Sesame indicum L. by expression of extraction. It is then refined ... ]

o Humany/veterinary use
o Unless otherwise stated, monographs cover human and veterinary use.
o Where a substance is used in both human and veterinary products, the same
guality specification is applied.
o When the monograph title bears “for veterinary use” the substance is intended
for veterinary products only e.g. Levamisole for veterinary use

e Grades

Certain articles (substances, materials) exist as different grades. Unless
otherwise stated, requirements apply to all grades (see FRC section)

16 ©2022 EDQM, Council of Europe. All rights reserved.




Scope (2/2)

2 peiod ofvaidty o New

« Shelf life: medicinal products must comply with monograph
requirements until end of shelf life

»Distinct shelf life and/or specification for broached or opened containers may
be decided by a competent authority;

»Monographs on medicinal products provide shelf life specifications that may
differ from release specifications.

<ZIE»

» Re-test period. the subject of any other monograph must comply
thoughout its re-test period

»Exception: substances known to be labile, biotech/bio substances and certain
antibiotics, where a shelf life is established rather than a re-test period,;

/ COUNCIL OF EUROPE

Eutapean Direclorite | Direclion suropdnne
forthe Duality | e a qualte

of Medicines | cumegiament

& HealthEare | soins desanté
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Demonstration of compliance with the Ph. Eur. (.

in the General Notices or in the monographs, statements
In monographs constitute mandatory requirements.”

Compliance
= satisfaction to all mandatory parts of a monograph
MANDATORY
Definition Characters
Production Storage
Identification Functionality-related
Tests characteristics

Assay

19 ©2022 EDQM, Council of Europe. All rights reserved.




Demonstration of compliance with the Ph. Eur.

o @Nd TFlexibility

21 ©2022 EDQM, Council of Europe. All rights reserved.




The way(s) to compliance - Flexibility

ments stated in the monograph. This does
ibed in a monograph when assessing

ay obtain assurance that an article is of
strategy and data derived, for example,

(1)An a
not i
com
Ph. E
from validation studies of the manufacturing process.

at the
replaced by a
procedure),

In certain monogrsa
analytical procedu
suitable, validated Prow— |
subject to approval by the compe

(2)Ane
relea
time
by t

(3) Reduction of animal testing: the Ph. Eur. is committed to phasing out the use of animals for test purposes,
ut in the European Convention for
cientific Purposes. In demonstrating
consider establishing additional

e competent authority, the choice
ur. when animal tests are prescribed is established in

of tests performed to assess compliance with the Ph.
such a way that animal usage is kept to a minimum.

COUNCIL OF EUROPE
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Flexibility #1: Walving of tests

/@mpﬂﬁ@[ﬁ]@@ # Perfformance of \

| |

prerequisite not a prerequisite

Tests may be omitted based on:

>
>

Design and control strategy
Process knowledge : validation studies of the manufacturing

orocess or other suitable justification

23 ©2022 EDQM, Council of Europe. All rights reserved.




Additional flexibility: Example procedure

In certain monographs, identified by the statement @ \

‘The following procedure is given as an example

v' the analytical procedure has been validated for the intended purpose;

OR

Implement & use
the example procedure

Replacement by another suitable
validated procedure

No need to demonstrate equivalence to the

procedure in the monograph
subject to approval by c’q&
the competent authority. v’-—

24  ©2022 EDQM, Council of Europe. All rights reserved.




Flexibility #2: PAT

“An enhanced approach to quality
control could utilise process analytical
technology (PAT) and/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 precluded by
the need to comply with the
Pharmacopoeia.”

25 ©2022 EDQM, Council of Europe. All rights reserved.




Flexibility #3: supporting the 3Rs

>

>

Consistency of production to aid the demonstration of compliance
(in General Notices since Supplement 8.2 — implemented 1st January 2014)

Under strict application of a manufacturing quality system
(e.g. GMP rules and guidelines).

Constitution of a product profile that can replace current release tests based on
/n vivo methods.

Promotes minimal use of animals. Aslongas > ..
everything's: \ '
exactly the wav

Reference to the European Convention for Siwantin. = » &5

the Protection of Vertebrate Animals used
for Experimental and Other Scientific

Purposes of the Council of Europe (1986) - B i\
i totally flexibic T

26 ©2022 EDQM, Council of Europe. All rights reserved.




Demonstration of suitability of monographs

NE\N* *In line with EU directive 2001/83/EC, as amended

to evaluate the suitability of the monograph
for QC of . Choice of analytical procedures may
be influenced by:
»the manufacturing process and/or
»the composition of the medicinal product.

e When a competent authority considers a specification
LB described in a monograph insufficient to ensure quality of
§| the article, it may request more-appropriate specifications
R from the In line with national or regional
regulations.

27 ©2022 EDQM, Council of Europe. All rights reserved.




Demonstration of suitability of monographs (cont.)

In such cases, the competent authority informs the Ph. Eur.
140)) Commission through either
\ »the national pharmacopoeia authority or

»the Secretariat of the Ph. Eur. Commission (@EDQM).

Details of the alleged insufficiency and the additional

I%’ specifications : provided by the to the
national pharmacopoeia authority or the EDQM (Helpdesk)

=>» the decision to revise the monograph in question will be
taken by the Ph. Eur. Commission.

28 ©2022 EDQM, Council of Europe. All rights reserved.


https://www.edqm.eu/en/have-question-about-ph-eur-texts

Important concepts: validation and implementation

The analytical procedures given in an individual monograph have
been valldated in accordance with accepted scientific practice and
recommendations on analytical validation. Unless otherwise stated in the

individual monograph or in the corresponding general chapter, validation of
these procedures by the user Is not required.

When implementing a Ph. Eur. analytical procedure, the user mMust assess
whether and to what extent its sultability under the actual conditions of
use needs to be demonstrated according to relevant monographs, general
chapters and quality systems.

COMING SOON: NEW CHAPTER 5.26 (PH. EUR. 11" EDITION)

29 ©2022 EDQM, Council of Europe. All rights reserved.




Flexibility: alternative analytical procedures

------------------------------------------------------------------------------------------------------------------------------------------------------

“The tests and assays described are the official analytical procedures upon which the standards of the Ph. Eur.
are based. With the agreement of the competent authority, alternative analytical procedures may be used for ]
control purposes, provided that they enable an unequivocal decision to be made as to whether compliance with
the standards of the monographs would be achieved if the official procedures were used. In the event of doubt |
or dispute, the analytical procedures of the Ph. Eur. are alone authoritative.”

v'Users’ responsibility to demonstrate comparability to the satisfaction of the competent authority
=>Assessors (through NCA or EMA) during assessment of marketing authorisation applications
NB: during assessment of a CEF, the EDQM evaluates a proposed alternative procedure
v’ Compliance required, but alternative procedures may be used: same pass/fail decision
v'The pharmacopoeial procedure remains the reference procedure

PGB 4 “"COMPARABILITY OF ALTERNATIVE ANALYTICAL PROCEDURES”

PUEICIN -V 'y

[ -‘- ” IN PUBLIC CONSULTATION (PHARMEUROPA 34.2): NEW CHAPTER 5.27

30 ©2022 EDQM, Council of Europe. All rights reserved.




Other provisions in the General Notices

Applying to general chapters and monographs:
 Quantities (masses and volumes)
e Glassware (class A)
e Temperature / water bath
 Definition of ‘Drying and ignition to constant mass’
 Solutions (timing of preparation)

e Reagents and solvents:
» Chapter 4.
» Default grade = analytical grade
» Water R = Purified water (0008) (except BET and microbial contamination)

31 ©2022 EDQM, Council of Europe. All rights reserved.




Quantities in the Ph. Eur. REVISEp

o NEW: Ref to 2.1.7 Balances for analytical purposes, applicable to all texts. Definition of ‘minimum weight

o THE 10 PER CENT-RULE:

> this tolerance is allowed as covered by the original validation

» ONLY when the amount of sample actually weighed enters into the calculation of the final result, e.g. quantification of
impurities or content determination

» take into account the number of significant figures given in text to defined needed accuracy (see below)

» use the exact weighed amount for calculation of result

o NUMBER OF SIGNIFICANT FIGURES FOR MASSES:
» intended use of a quantity affects the needed accuracy for weighing =» expressed by number of significant figures
» the indication of a balance must match the target mass value given in the text

» weighing is done within = 5 subunits after the last figure of the stated mass value (for example, 50.0 mg is to be
interpreted as 49.95 mg to 50.04 mg or 49.950 mg to 50.049 mg, depending on the readability of the balance).

» FOR EXAMPLE: CRS for peak ID (i.e. qualitative purposes) is given as 5 mg, while for an /mpurity CRS, used as external
standard (quantitative or limit test), given as 5.0 mg

32 ©2022 EDQM, Council of Europe. All rights reserved.
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Individual monographs

Individual monographs

GENERAL PRINCIPLES in 1.5.1

Specific but not a stand alone text Info on sections of individual

Analytical procedures and acceptance criteria represent

required quality standards monographs:

« Based on approved specifications backed up by batch data Production
* Reliance on manufacturers’ feedback (public consultation) Characters
Identification

/ Active substances or excipients \ Tests
Paracetamol (0049) Assay

Rosuvastatin calcium (2631)
Calcium carbonate (0014)
Etanercept (2895)

Medicinal products
Deferiprone tablets (2986)
Lacosamide infusion (2991)

Cyanocobalamin (58Co) capsules (1505)

| == g | E g ——= : =

33
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General principles - Production section

« Draw attention to particular aspects of the manufacturing process - not necessarily exhaustive;

* mandatory requirements for manufacturers, unless otherwise stated (source materials, - .
manufacturing process and its validation and control ...);

e requirements cannot necessarily be verified on a sample of the final article by an independent
analyst.

Examples:

Paroxetine hydrochloride (2283)
Impurity G: maximum 1 ppm, determined by a suitable validated method.

Chitosan hydrochloride (1774)
The animals from which chitosan hydrochloride is derived must fulfil the requirements for the health of animals suitable for human

consumption to the satisfaction of the competent authority. It must have been shown to what extent the method of production allows
inactivation or removal of any contamination by viruses or other infectious agents.

Carbon dioxide (0375)
Tests for Carbon monoxide (GC), Nitrogen monoxide and dioxide (GC), Total sulfur, Water, Assay (IR)

Absence of a Production section does not imply that attention to above features not required

34 ©2022 EDQM, Council of Europe. All rights reserved.




General principles - Characters section

* As of 11t Ed., ‘ethanol’ and ‘alcohol’ without qualification:
sentence deleted and terms replaced in monographs by ‘anhydrous
ethanol’ and ‘ethanol (96 per cent)..

 Hygroscopicity, crystallinity, solubility: transfer of information to
chapter 5.11 Characters section in monographs

 Polymorphism: paragraph copied from Il. Introduction

35 ©2022 EDQM, Council of Europe. All rights reserved.



General principles - ldentification section (1/2)

‘The tests given in the Identification section are

» not designed to give a full confirmation of the chemical structure or
composition of the article;

» Intended to give confirmation, with an acceptable degree of
assurance, that the article conforms to the description on the label.

If the monograph lists, for example, identification tests A, B and C, all
three tests must be carried out and must satisfy the requirements.

NEw

36 ©2022 EDQM, Council of Europe. All rights reserved. o /ﬂ’




General principles - Identification section (2/2)¢ 22

In some monographs, Identification section is subdivided in two series:
Flirst ldentificationm  The test(s) may be used in all circumstances.

Second identification The test(s) may be used in pharmacies only
CONDITIONS: Article fully traceable to a monograph compliant batch, subject to national regulation

In case of statement: ‘Carry out either tests A, B or tests C, D.

A # First identification, Second identification series

These two (or more) sets of identification tests are equivalent and
may be used independently, at user’s discretion.

38 ©2022 EDQM, Council of Europe. All rights reserved.




General principles - Tests and assays

e Scope:
»Requirements not designed to take all possible impurities into account;

»do not presume, for example, that an impurity that is not detectable by
prescribed tests Is tolerated if common sense and good pharmaceutical practice
require that it be absent.

 Limits:
» Take account of normal analytical errors, of acceptable variations in
manufacture/preparation and of deterioration to an acceptable extent;
»no further tolerances applied to prescribed limits.
»in determining compliance: first rounded, then compared with numerical limit.

39 ©2022 EDQM, Council of Europe. All rights reserved.




Miscellaneous NEw

15‘19 Chiral substances: enantiomeric purity by chromatographic
~_» procedure (favoured technique) or specific optical rotation
3 Functionality-related characteristics (excipients):
' >+ requirements but guidance
- »decision to control a F-R characteristic remains with manufacturer of
medicinal product
» analytical procedures, limits and tolerances determined on a bilateral
basis (contract) between user and supplier of the excipient
3
1.5.2  Monographs on Herbal drugs: paragraphs gathered under a new

. sub-section.

40 ©2022 EDQM, Council of Europe. All rights reserved.




Individual monographs on medicinal products

. containing chemically defined active substances

Related substances:

»0nly control of degradation products arising during manufacture and shelf life;

»Need to /dentify impurities of synthesis in chromatogram when > reporting
threshold to disregard them;

BB 8 8 8 ¢

6
0010+ 2 3 7
ﬂ 4 5 |
0,000 e s T R e
0.00 500 10.00 15.00 20.00 25.00 3000 3500 40,00 45,00
inutes

»Additional controls might be required to monitor a’égradaz‘/on proaucts other
than those controlled by monograph (due to different excipients, container or
manufacturing process).

/ COUNCIL OF EUROPE
wop

it
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Individual monographs on medicinal products

... containing chemically defined active substances (1.5.3) m

Dissolution:
A suitable product-specific be proposed (in MAA) by applicant for

routine quality control to confirm batch-to-batch consistency

When test included in monograph, manufacturers may either

»select this test as product-specific dissolution test or
»>develop an in-house test as product-specific dissolution test

Demonstration of the suitability of the dissolution test selected to be made by
the applicant to the satisfaction of the competent authority

Justification for not selecting monograph test normally not requested in MAA.

42  ©2022 EDQM, Council of Europe. All rights reserved.
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Individual monographs on medicinal products

... containing chemically defined active substances

Dissolution (cont.)

However, when tested, the medicinal product /as to comply with the
monograph dissolution test, unless otherwise justified by the applicant.

If the product does not comply but is approvable by a CA, the CA shall
bring this to the attention of Ph. Eur. Commission for review.

Disintegration

For rapidly dissolving me@ = >=Lnroducts containing a highly soluble
active substance, disintegy be substituted for dissolution, if
justified by the applicant an0 aoororised by CAs.
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Individual monographs on medicinal products

... containing chemically defined active substances \

Impurities
» Those listed in the monograph on API keep their name (A, B, C ...);
»Imp. specific to medicinal product designated FP-.. (FP-A, FP-B, ...).

Storage
» Statements constitute recommendations only

» Other conditions possible subject to approval by CAs
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Call for experts 2022-2025
Why become a Ph. Eur. expert?

Provide a vital and invaluable contribution to Nomination Process now

the elaboration and maintenance of Ph. Eur. texts open_to all experts!
by taking part in the work of the Ph. Eur.

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

. : : via your respective
Network with peers and other professionals with h : o
various backgrounds and from all over Europe and pHciiaCOPOciasatitiiOnvicss

beyond Non Ph. Eur. member states:

Help shape Ph. Eur. texts, internationally- via EDQM Helpdesk service.
recognised quality standards for medicines

e Ph. Eur. member states:

Share information and experience

EDOM website Join the network!
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https://www.edqm.eu/en/home
https://www.edqm.eu/en/join-the-network-#Why%20become%20a%20Ph.%20Eur.%20expert?

Thank you for your attention
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EDQM Newsletter: https://go.edgm.eu/Newsletter
LinkedIn: https://www.linkedin.com/company/edgm/
Twitter: @edgm__news

Facebook: @EDQMCouncilofEurope
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