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EUROPEAN PHARMACOPOEIA

Evolution of Fifth Edition

and its impact on Certification

EDQM International Conference, Istanbul 27-28, October 2005

J.M. Morris
President European
Pharmacopoeia
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OVERVIEW

• How Ph. Eur. has developed in fifth
edition

• General requirements
• Impurities control in active

substances
• Functionality in control of excipients
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EUROPEAN PHARMACOPOEIA CONVENTION

• Signed 1964
6 EEC MS + UK, CH

• 40th Anniversary June 2004

• 14th President elected March 2004
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THE COUNCIL OF EUROPE

• 46 member states
• 850 Million People
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EUROPEAN PHARMACOPOEIA GOALS

- Harmonise the Quality Standards of
medicines for human and veterinary use
in Europe

- Contribute to the protection of Public
health

- Promote free movement of medicines in
Europe

Activities based on an international
convention from the Council of Europe
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THE CONVENTION

• Progressively elaborate a Pharmacopoeia
which shall become common to the
countries concerned…

• Take the necessary measures to ensure
that the monographs…shall become the
official standard applicable within the
respective countries
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MEMBERSHIP

• 34 member countries + the European
Union       on the way: Poland

• E.P. is recognised as the only official
Pharmacopoeia in Europe and has to be
used for international trade.

• 16 observer countries + World Health
Organisation

• Working languages: English and French
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THE EUROPEAN PHARMACOPOEIA
RECENT DEVELOPMENTS

• 5th Edition (2004), general monographs
• International harmonisation among JP,

EP, USP
• Functionality-related characteristics in

excipient monographs
• Control of impurities in API’s
• The Certification scheme
• Electronic communication
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5TH EDITION

• 5th Edition (June 2004 ⇒ 2007) :
• updated 3 times per year
• Book, CD-ROM and on-line versions
• 2 initial volume 5.0 + a collection of 8 non

cumulative supplements
• More than 1800  Specific monographs

including 120 on vaccines, 54 radio-
pharmaceutical preparations, 180 herbal
preparations and 11 homeopathic products.

• 15 general monographs, 28 pharmaceutical
forms, 268 general methods

• 2210 reagents.
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IMPLEMENTATION DATES

    



6

11

PURPOSE OF A MONOGRAPH

• Public standard
• Sets standard for future products
• Independent evaluation of quality

specification
• Applicable by all laboratories
• Regulators need uniform quality

standard
• Validated analytical methodology
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Suitability of Monographs
Legal basis of CEP

• Directives 2001/83/EC, 2003/63/EC
and 2001/82/EC as amended.
- The monographs of the Ph. Eur.

are mandatory
- Evidence that the quality of the

material is suitably controlled by
monograph

- Otherwise any additional impurity
to be limited
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Improving Usefullness of Monographs

HOW TO SOLVE THE PROBLEM
• Improve up-date and transparency

of monographs
• Procedure of centralised evaluation

elaborated with
- The licensing authorities in Europe

Recognition of its validity
- Industries -> assurance on the

protection of the information
provided

• Certification of suitability
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SUBSTANCES FOR
PHARMACEUTICAL USE

• Clarifies scope of individual
monographs:

• Use of excipients, special
grades/forms, polymorphism,
residual solvents

• Applies to substances for which a
specific monograph exists

• Competent authority can extend to
other substances

• 2034
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SECTION “IMPURITIES”

• Gives impurities that are known to
be controlled by monograph

• Usually controlled by related
substances test, but may be other
tests

• Not necessarily exhaustive list
• Based on information obtained and

verified during elaboration of
monograph
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SECTION “IMPURITIES” (2)

• List may be divided into:
“Qualified/Other detectable impurities”

• “Qualified” has been replaced by
“Specified”

• Qualification of impurities depends on
assessment by competent authority

• Specified impurities are by implication
qualified
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SECTION “IMPURITIES” (3)

• New general information chapter:
- “Control of impurities in substances for

pharmaceutical use” (5.10)
• Pharmeuropa 15.2 for information
• Publication in 5th Edn (2004)
• Explains scope of Related substances test

and relation with Impurities section
• Non-mandatory text – for information
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OTHER DETECTABLE IMPURITIES

• Other detectable impurities are
mentioned since the information
may be useful

• ODI have not been found in batches
examined during elaboration

• Often correspond to impurities
found in development stages of
product but now removed during
purification
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• Specific monograph provides methods with acceptance
criteria for named impurities

• General monograph deals with qualification, identification
and reporting of organic impurities and provides link to
ICH guideline Q3A

• Additional testing with acceptance criteria may be
necessary for RS not covered by monograph e.g. new
synthetic route

• Specified impurities – linked to MA
• Other detectable impurities
• Unspecified impurities NMT identification threshold

applicable
• Total impurities

IMPURITIES (5)
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How to use the European Pharmacopoeia
Interaction Ph. Eur. /CEP

General monographs
General chapter
(e.g. residual solvents
TSE risks)

+

Specific monographs
e.g. Ibuprofen
Mg Stearate

CEP

Confidential
data

Revision/ Updating



11

21

FUNCTIONALITY-RELATED
CHARACTERISTICS

• New feature of monographs on excipients
• Section is not mandatory
• Tests are linked to use (lubricant, tablet

compression, etc.)
• Section provides information on important

parameters
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FUNCTIONALITY-RELATED
CHARACTERISTICS (2)

• Useful common language for suppliers and
users better standardisation

• Limits are to be agreed between supplier
and user

• May include test methods, limits, tolerance
on label claim

• Monograph indicates for which uses the
FRC are relevant

• Many FRC related to label claim
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Pharmacopoeial Harmonisation (1)

•Pharmacopoeias have different status:

•  USP - independent, non-profit “company”-legal
status conferred by FD&C Act.
•  Ph.Eur - legal status conferred by Council of
Europe

•relationship to licensing process
•  JP - part of Ministry of Health, Labour & Welfare,
• by Pharmaceutical Affairs Law

General Information
USP http://www.usp.org/
JP http://www.mediagalaxy.co.jp/TEST/KOSEISHO/JP-HomE.html
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Pharmacopoeial Harmonisation (2)

The Pharmacopoeial Discussion Group
drives international harmonisation of
requirements in parallel with the ICH
process

Has focused on:

  Excipients
  General Chapters
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Harmonisation Progress

•  Extractable volume

•  Bacterial endotoxins

•  Sulphated Ash/ROI

•  Particulate matter

•  Sterility

•  Dissolution/Disintegration

•  Uniformity of dosage units
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Harmonisation Ongoing

• Colour–instrumental method to
be developed

• Clarity-removed from the
process

• Microbial testing- non sterile
products, nearing conclusion
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SPECIFIC MONOGRAPHS (1)

• Nomenclature (E/F + Latin)
• Structure, molecular formula + mass
• Definition – explains what is covered
• Characters – general + specific description

(5.11)
• Production – non mandatory
• Identification tests and other listed tests –

mandatory
• An article does not meet criteria “Ph. Eur.”

unless it conforms with all tests described
• However, this does not mean performance of

all tests is necessary on routine basis in order
to assess compliance-alternate methods
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SPECIFIC MONOGRAPHS (2)

• APIs and excipients
•  Where monograph exists it must be met
•  Where no monograph or otherwise

justified some other specification could be
used.

•  Provides quality applicable throughout
shelf life/ retest period.

•  Analytical methods described are
considered valid
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RESIDUAL SOLVENTS (1)

• General Chapters are not in themselves
mandatory but both referred in GM 2034
“Substances for pharmaceutical use”

• Consequently specific monographs do not
refer to residual solvents because
freedom guaranteed by 2034 compliance.

•  Special cases where levels of RS
frequently encountered above Class 2
limits e.g. ethyl acetate in sultamicillin,
3.5% acetone in paroxetine- may be re-
introduced. Currently under discussion.
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RESIDUAL SOLVENTS (2)

• CPMP/ICH/283/95 reproduced in entirety
as GC 5.4- updated automatically as the
guideline is updated-maintenance
procedure

•  GC 2.4.24 provides a method for ID and
control of  Class1 and 2 solvents in
substances or products when RS are
unknown. GC using System A or B

• Limit test for RS in substances or products
• Quantitative assay of  Class 2 or 3 when

> 0.1%
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Products with risk of transmitting agents
of animal spongiform encephalopathies

1483

• Implements chapter 5.2.8, which is a
transcription of the CPMP/CVMP Note for
Guidance

• Compliance with NfG is mandatory via
EU directive

• Certification via monograph can be used
to demonstrate compliance

• Applies to complete production chain
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• CERTIFICATION PROCEDURE
•expanded interest
•TSE certification
•Preferred option
•Input from CA’s

•RELATIONSHIP WITH REGULATORY AUTHORITIES
•Fundamental
•TAB/QWP
•Communication

• IMPROVEMENTS IN TRANSPARENCY OF   
MONOGRAPHS

ONGOING DEVELOPMENTS
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CERTIFICATION of SUITABILITY
International Conference

Istanbul 2005

Overview of the Certification Procedure, 
its Objectives and its Place within the
European Regulatory Framework 
Update of the EU Review

Jean-Louis ROBERT, Ph.D.
Chair EMEA QWP and CEP-SC
National Health Laboratory, Luxembourg
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Background

 Problem of compliance of materials from
multiple origins with EP monographs;
discussed within CPMP/CVMP QWP
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Regulation

 Resolution AP-CSP (99) 4 of the Public
Health Committee (Partial Agreement) on
Certification of Suitability to the
monographs of the European
Pharmacopoeia

 Directive 2003/63/EC amending
2001/83/EC:
specific reference to the CEP

 CHMP NfG: « Summary of Requirements
for Active Substances in the Quality Part of
the Dossier »
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QWP NfG:
Demonstration of Suitability of Materials
described  in Pharmacop. Monographs

 Certificate of suitability to the monograph
of the European Pharmacopoeia

 Active Substance Master File Procedure
 Full details of manufacture
 Other supportive data in consideration of

the qualification of impurities
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CEP Structure

 Terms of reference PA/PH/CEP (01) 1
– Steering Committee
– Independent assessors
– Technical Advisory Boards
– Certification Secretariat of EDQM
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Steering Committee (1)

 Composition reflects the authorities
interested in the certification procedure

 Role:
– Monitoring the procedure
– Giving appropriate advice
– Ensuring the need of the licensing

authorities, the European Pharmacopoeia
Commission and the applicants
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Steering Committee (2)

 Role (cont.):
– Appointing assessors;
– Deciding on the composition of a TAB;
– Informing the European Pharmacopoeia

Commission and the
CHMP/CVMP/HMPC/ Inspectors WP
and the relevant Working Parties of any
relevant issue

– Advising the EDQM as required
– Adopting the guidelines/policy

documents within the CEP procedure
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View-Point of the Authorities (1)

 Clear preference of the authorities
 Number of CEPs are increasing
 Advantages:

– «Centralised» assessment
– Speed of assessment of an application file

for MA
– Helpful in the mutual recognition

procedure
– Collaboration between experts of ms



5

9

View-Point of the Authorities (2)

 Procedure supported by national licensing
authorities;

 Accepted normally without any additional
request for information;

 QWP welcomes the possibility to comment
on CEP policy documents;

 “Sterile” CEP:
Information on the sterilisation process and
the corresponding validation data need to
be submitted in an application file.
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View-Point of the Authorities (3)

 Positive follow-up
– Scientific up-date of monographs
– More «transparent» monographs: list of

impurities
– Incorporation of ICH principles

(impurities) into the EP
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View-Point of the Authorities (4)

 Issues tackled since Athens 2001
– Dossiers in CTD-Q format
– GMP Inspection of the active substance

manufacturers
– Up-date of certificates (revision/renewal)

Guideline on Requirements for 
revision/renewal of certificates
– Certificate for Herbals
– Procedures for withdrawals of CEPs
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View-Point of the Authorities (5)

 Issues for further consideration
– Transparency after revision not only to

the Authorities but also to the MAH;
– On-line availability of the CEP AR;
– Re-test period compulsory on the CEP;
– Information to be put on the annexe.
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View-Point of the Authorities (6)

 Causes for « non acceptance » of a CEP:
– Latest version of CEP not submitted by

the applicant;
– Omission of submission of associated

annexes;
– Submission of a more recent version of a

CEP than indicated on EDQM website;
– Batch data provided did not include

additional tests listed on the certificate.
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View-Point of the Authorities (7)

 Causes for « non acceptance » of a CEP
(contd):
– CEP was not in compliance with the

general monograph ”Substances for
pharmaceutical use” and general chapter
“Control of impurities”;

– The limit indicated in the annex for a
residual catalyst was not accepted by
some ms.
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Conclusion

 The certificate is the outcome of a good
collaboration between the European
Pharmacopoeia and the CPMP/CVMP
Quality Working Party.

 Licensing authorities are responsible for MA
 It is important that the general monograph

“Substances for pharmaceutical use” and
the general chapter “Control of impurities”
are followed.

16

Conclusion (2)

 The CPMP/CVMP QWP will further
support this procedure and will assure that
no divergences in assessment policy will
appear between MA assessment and
assessment during the certification
procedure.
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Future Challenge

 Quality by Design and CEP
Currently under discussion at ICH:
Q8 Pharmaceutical Development

How can/will this new paradigm
influence the assessment of the API and
what might be the consequence for the
CEP procedure?


