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Reception of e.g. Omeprazole  
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Knowledge database
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The structure of the Ph. Eur.
General monographs Dosage form monographs

General texts and chapters Individual monographs

GENERAL NOTICES
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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
 include rules to understand texts, 

conventional expressions
Essential reading before starting to use 
monographs and chapters
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General Notices
Structure of the text:
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

Focus of this 
presentation
Focus of this 
presentation

14 ©2020 EDQM, Council of Europe. All rights reserved.

1. GENERAL NOTICES:
1.1. GENERAL STATEMENTS
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1.1. GENERAL STATEMENTS

Answer to a lot of questions! 
Such as:
• What about alternative methods?
• What about waiving of tests?
• What does compliance mean?
• What is mandatory? 
• What to do when implementing a 

method? 
• Human and/or veterinary use? 
And many more
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Pre-requisite

“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.”

!
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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…
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Flexibility in the Ph. Eur. Alternative methods
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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!
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Flexibility in the Ph. Eur. Waiving of tests

Compliance ≠ Performance

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



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

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.”
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Flexibility in the Ph. Eur. PAT

“(2) 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.”
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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, …
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What to do when implementing a method?
• Validation of pharmacopoeial 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 general 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
demonstrated according to relevant monographs, general chapters and
quality systems.

• # 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.
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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.”
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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:
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1. GENERAL NOTICES:
1.4. MONOGRAPHS
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Section 1.4 Monographs 
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Section 1.4 Monographs 
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The structure of the Ph. Eur.
General monographs Dosage form monographs

General texts and chapters Individual monographs



31 ©2020 EDQM, Council of Europe. All rights reserved.

Important notice: General monographs
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General monographs
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General vs. individual monographs

Individual 
monographs

General 
monographs

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

monograph or in the individual one
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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 question.”

CHECK WHICH GENERAL MONOGRAPH APPLIES!
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Substances for pharmaceutical use
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Pharmaceutical preparations
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More examples – specific to bio products – to come soon!

38 ©2020 EDQM, Council of Europe. All rights reserved.

The structure of the Ph. Eur.
General monographs Dosage form monographs

General texts and chapters Individual monographs
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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
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General chapters
Section 2: Methods of analysis
• Different subsections such as Subsection 2.6.: Biological tests or 

Subsection 2.7.: Biological assays
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General chapters
Section 5:  General texts
• Different subsections such as Subsection 5.2 General texts on 

biological products
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General chapters

• Not mandatory “per se”
• When referred to in a 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 (5.8 ):

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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Revision of Ph. Eur. chapter 5.8 as of 10th Edition 
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As of 10th Edition Until Ph. Eur. 9.8 ICH Q4B
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As far as the Q4B annexes are 
concerned… 
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Why a new maintenance procedure? Some history

1989

PDG formed 
(EP, JP, USP) 

1990

establishment 
of ICH 

1999

approval of ICH Q6A 
“Specifications: Test 

Procedures and Acceptance 
Criteria for New Drug 

Substances and New Drug 
Products: Chemical 

Substances” by ICH SC

=>  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. 

2001

WHO 
observer to PDG

2003

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

2010

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. 

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

2018

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

20082004

ICH SC approves 
Q4B Work Plan 

ICH SC approves 
limited expansion 
of scope => 16 annexes

Tablet Friability - Bulk and tapped density - Analytical Sieving - Capillary Electrophoresis - PAGE
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PDG Chapter  ICH Q4B Annex

CP PDG Number PDG Name Q4B Annex
JP 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 

EP Q-05a Test for Specified Microorganism Q4B Annex 4AR1 Microbiological Examination of Non-Sterile Products: Microbial Enumeration Tests 

EP Q-05b Microbial Enumeration Q4B Annex 4BR1 Microbiological Examination of Non-Sterile Products: Tests for Specified Micro-
Organisms 

EP Q-05c Limits for Non-sterile Products Q4B Annex 4CR1 Microbiological Examination of Non-Sterile Products: Acceptance Criteria for 
Pharmaceutical Preparations and Substances for Pharmaceutical Use 

USP Q-02 Disintegration Q4B Annex 5R1 Disintegration Test 
USP Q-03/04 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 

JP 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 
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. 
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Future Maintenance process of the ICH Q4B Annexes 

• 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 
the ongoing review via the contact list of the 
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 
texts (i.e. updated versions of the pharmacopoeia). 
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Future Maintenance process of the ICH Q4B Annexes 

(former ICH Q4B Step 3): 
The draft Q4B annex is submitted to the ICH Secretariat to 
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; 
comments on the harmonised pharmacopoeial text itself are 
not expected. Comments will be evaluated by PDG and the 
annex revised by PDG, where necessary. 
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Future Maintenance process of the ICH Q4B Annexes 

(former ICH Q4B Step 4): 
PDG submits the revised annex to the ICH Assembly for 
adoption and publication on the ICH website.
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Future Maintenance process of the ICH Q4B Annexes 

(former ICH Q4B Step 5): 
The annex moves to the regional regulatory implementation 
step. The corresponding PDG chapter moves to PDG stage 5 
(inter-regional acceptance). All other pharmacopoeias are 
informed via the contact list of the International meeting of 
World Pharmacopoeias (IMWP).
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The structure of the Ph. Eur.
General monographs Dosage form monographs

• 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

General texts and chapters Individual monographs
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Concrete examples – specific to bio products – to come soon!

Stay connected with the EDQM
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Thank you for your attention

EDQM Newsletter: https://go.edqm.eu/Newsletter
LinkedIn: https://www.linkedin.com/company/edqm/
Twitter: @edqm_news
Facebook: @EDQMCouncilofEurope


